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OITMCAHME U30BPETEHMA
2420-558049EA/081
KOMIIO3UIUHN, CHOCOBBI 1 MOJTYYEHHAE JEUTEPUPOBAHHOI' O
JOMIIEPUOHA

ITepexkpecTHAas1 CCBIIKA HA POACTBEHHBIE 3asIBKH

[0001] ITo HacToOsIel 3asiBKe MCHPALIMBAECTCS MPUOPUTET COINIACHO MATEHTHOH 3asBKU
CIIIA Ne 15/639431, nomannoii 30 wuronst 2017 roma, pacKpbITHE KOTOPOH BKJIFOUEHO
MIOCPEICTBOM CCBIJIKH BO BCEH MOJIHOTE.

IIpeanocbliku co3aaHust H300peTeHUs

[0002] T"actpomape3 (GP) mpencrasnsier coOoOil COCTOSIHME, TPU KOTOPOM MOTOPHUKA
KeNyaka He (YHKIUOHUpPYeT WM He (YHKIHOHUPYET IOJDKHBIM OOpa3oM, 4YTO MeIaeT
OTIOPOXKHEHMIO JKEJTyJKa U HapylIaeT MUIEeBapeHHe.

[0003] IIpuumHoii GP MmokeT ObITh TNOBpEXACHHE OJYKAAOIIET0 HEPBa, KOTOPBIM
peryaupyer mpouecchl numeBapeHus. I[loBpexneHue OMyKIaromero HepBa MOXET OBITh
BbI3BAHO 3a0ojieBaHMsIMH, TakuMu Kak amaber | Tuma wim I Tuma, Wi XUPyprudecKout
orepauyeil Ha JKeNyJKe WM TOHKOM KHIIEYHUKE U MOJKET OrPaHMYUBATh CIIOCOOHOCTh HEPBHOM
CHCTEMBl TOCHUIATh CHUTHAJIbl MBIIIIAM JKeNyAka. BupycHble wuH(pEKINUH, HEKOTOpbIe
JIEKapCTBEHHbIE INpEnapaThbl, HEKOTOpBIE JICUEHHUS] paKa, CKJIEPOAEpMa, pacCTPONCTBA HEPBHOM
CHCTEMBI, Takue Kak Oose3Hb IlapkMHCOHA MM pacCestHHBIN CKJIEpO3, WIN TMIIOTUPEO3 MOTYT
TaK>ke MoBJIeYb 3a coOoi min npusectu k GP.

[0004] GP TunuyHO AMArHOCTHPYIOT IPU IOMOLIM SHIOCKONM BEPXHEro OTxesa
xenynouHo-kumeuHoro Ttpakrta (OKK), xommbtorepnoit tomorpadum (KT), sHreporpadum,
MarHUTHO-PE30HAHCHOW  SHTeporpadum, pentreHa Bepxaux otnenoB KK Tpakra
(pEHTTeHOBCKMH  aHANU3), WCCIENOBAHMS SBAaKyallUd CONEPXKUMOTO JKEIyAKa  W/MJIH
aeixatenpHoro tecra. Cumnromel GP BKJIIOYAOT TOLIHOTY, PBOTY, H3MEHEHHUS YpPOBHEM
TJIFOKO3bI B KPOBH, a0JIOMUHAIBHYIO 0OJIb, B3AYTHE JKUBOTA, YYBCTBO CBHITOCTH IOCIIE ChEIAHHS
HECKOJIbKUX KYCOYKOB IMHUIIH, OTCYTCTBUE alIleTUTa, IoTepsl Beca U HeJOCTATOUHOCTb MUTAHMSI.
Heneuennpii GP Moxer mnpuBeCTH K CHIBHOMY OO€3BOKMBAHHIO, HEJOCTATOYHOCTH
NUTATEIbHBIX BEINECTB, OTBEPXKICHUIO HelepeBapeHHOH nHuimmu B Jkenyake (Oe3oap) wu
HETIPaBWJIbHBIM U3MEHEHHUSIM YPOBHEH IIIOKO3BI B KPOBH, YTO MOXKET OOOCTPUTH THA0ET.

[0005] Jleuenme GP BriarO4aer wuaeHTHPHUKAIMIO U JICYCHHE JIeKAllell B OCHOBE
naronoruu. GP, BO3HuKarOmMii B pe3ynapTare aAuadera, MOXKHO JIEUYUTHh IyTEM H3MEHEHHs
pesxkuma nutaHuss. GP MOXHO JIeUuTh JIEKapCTBEHHBIMU IpernapaTamy JJIsl CTUMYJISILIMM MBI
JKeJysKa, HampuMmep, METOKJIONPAaMHUAOM, SPUTPOMHULMHOM M LM3anpuaoM. MeTokjionpamun

UMeEeT cepbe3Hble MOOOUHbIE 3(PPEKTh], TaKue Kak pa3BUTHE ABUTaTENbHBIX PACCTPOMCTB, WU
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MOXeT HeOJarompusTHbIM O00Opa3oM B3aUMOAEHCTBOBATH C JPYTUMH  JIEKAPCTBEHHBIMU
CPEeNCTBAMH, SPUTPOMHUILIMH MOKET TepsATh 3(PPEeKTUBHOCTh MO Mepe NMPUBBIKAHHS MALMEHTa K
5TOMY JIEKAPCTBEHHOMY CpPEACTBY, a LHW3alpHU] HMEeT OIrPaHUYEHHYI JOCTYIHOCTb.
JlekapcTBeHHbIE TpenapaThl JUIsi KOHTPOJS TOLIHOTHI M PBOTHI BKJIOYAKOT IMPOXJIOPIEPA3UH,
TUSTWIINEPA3UH, TUPEHTHIPAMIH U OHJAHCETPOH.

[0006] CumnToMbl GP MOXXHO J€YUTb XUPYPTrHUYECKUM IyT€M, TAaKUM KakK BBEIEHUE
SIOHOCTOMMYECKOW TpyOKM B  TOHKMH  KHUIIEYHUK WJIM  YCTAHOBKA  JKEJYJOYHOTO
BEHTWJSILIMOHHOTO KaTerepa. B TSOKENbIX CilydasX MOXKHO BBECTH MUTATENBbHYIO TPYOKY
NEepOPaNIbHO WMJIM HA3aJbHO JUISI HEMOCPEACTBEHHOTO Pa3MEINEHUs] B TOHKOM KHIICYHHKE HJIIH
BBECTH MapPEHTEPAIBHO.

[0007] HowmmepunoH mnpencraeiser coboii 3(QQeKTUBHBII aHTArOHUCT JOMAMUHA,
KOTOpBI HE JIeTKO TNPOXOAWT uepe3 reMaTodHuedamudeckuii Oapbep, TakuM 00pa3om,
IOMIIEPUAOH JEMOHCTPUPYET TOJBKO MHUHHMAJBHBIE OKCTpANUpaMUAIbHbIE MOOOUYHBIE
3¢ ¢exTol. JIoMIepuIoH TEMOHCTPUPYET KaK TaCTPOKUHETUYECKYIO, TaK M aHTUIMETHYECKYHO
AKTUBHOCTb U TIPOSIBIISIET CBOH TaCTPOKMHETHYECKUH 3(PQeKT, neficTBys Ha nepudepuyueckue
JOTIAMHHOBBIE pelenTopbl B kenyake. JloMmepumoH naeicTByeT Kak —mnepudepudecku
CEJIEKTUBHBIA aHTArOHUCT AonaMuHOBBIX D2 u D3 penentopos, U €ro AeNCTBUE HANPABJICHO HA
OJIOKMpPOBaHNE JTOMAMUHOBBIX PELENTOPOB, KOTOPbIE PErHCTPUPYIOT TOIIHOTY. JlommepumoH
MOXeT  OJIOKMpOBaTh JONAMHMHOBBIE  pELEeNnTOpbl B  INPUBPATHUKOBOW  Tmemepe |
ABEHAILATUIIEPCTHOM KHIIKE JUI IMOBBIMIEHHUS MOTOpHKM B BepxHuX oTnenax JKK Tpakra.
JloMIepuaoH Takke MOXKET OJIOKMPOBATh JONMAMHHOBBIE PELENTOpPhbl B MIO(H3E, YTO MOXKET
YBEIMYNBATh BbIEJICHUE IPOJIAKTHHA, IPHBOAS K IOBBIIIEHHOH JIAKTallUH, TO3TOMY €ro
UCTIONB3YIOT JJISl JICYSHHs Turnorajaktid. JlomMnepunoH Obul OLIGHEH MJisi NPUMEHEHHs B
JICYEHWH TOINHOTBI M PBOTHL, racrpomapesa, Oomesnu IlapkuHCOHA, (YHKIMOHAIBHON
OUCTIETICUM, THIOTaJIaKTUM, JETCKOro peduirokca, ractpos3odareajbHOro pedIroKCHOTO
3a00NIeBaHMS U APYTHX PACCTPOUCTB mitk coctosiHui XKK MoTopuku.

CymHocTb H3o0pereHust

[0008] B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHs HACTOsIIEee H300peTeHne o0ecneunBaeT
TeparneBTHYECKHUe CIOCOOBI sl oOJierdeHus JTFOOOro WM BCEX M3 CIIENYIOIIHUX PaCCTPOMNCTB!
racTpomapes, TOIIHOTAa KaK pacCTPOHCTBO, HE3aBUCUMOE OT racTpomapesa  HiH
aCCOLIMMPOBAHHOE C HHM, PBOTa KAaK pPacCTPOHCTBO, HE3aBUCHUMOE OT TracTpomapesa WM
aCCOLIMMPOBAHHOE C HHUM, TractpodsodareanbHoe pedurokcHoe 3aboneBanune (GERD),
(yHKIMOHAbHAST AUCTIETICHS, TOIIHOTA U PBOTA, ACCOLMMPOBAHHBIE ¢ XUMHOTEpANUeH, W/ UiH
TUIOTAJIAKTHS, TIyTEM BBEICHUs IOMIICPUIOHA, JEHTePHUPOBAHHOIO 4eTbIpbMs (4) aToMaMu

nelTepus B HEXJIOPUPOBAHHOM apOMaTH4eCKOM KoJblie (d4) mimu mectoio (6) atTomMmaMu aerepus
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B CBs3bIBaromeldl mpommibHON rpymnme (dg). B ogHOM BapmanTe OCYIIECTBIIEHUS BBOMST
JIOMIIEPUAOH-d4, U OH SIBISETCS MPEANOYTHTEIBHBIM IO CPABHEHHIO ¢ JOMITEPUIOHOM-d.

[0009] B nmpyrux BapuaHTax OCYINECTBJIEHUS HacTosilee n3oOpeTeHune odecreunBaeT
crocoObl obJieryeHusi ractpodsodareasbHOro pedrokcHOro 3abdoneBanus, (HyHKLIUOHAIBHOM
OUCTIETICUM WJIM TOIIHOTBI M PBOTHI, ACCOLMUPOBAHHBIX C XHUMHOTEPAINUEH, y TMAILUEeHTa,
BKJIIOYAIOIIME BBEICHUE MALUEHTY TepaneBTUUecKd 3()(PEeKTUBHOrO KOJIMYECTBA COEOMHEHHS,
KOTOpoOe mpenctasisier coboit d,-momnepunon 4, ds-nomnepunod 2, de-nomnepunos 3 wim dio-

JOMIIEPUAOH 5, WK ero (papMaeBTUYECKH MPUEMIIEMO COJTH:
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B HEKOTOpBIX acmekTax CoequHEHNE MPEACTaBIAET COO0H ds4-TOMIIEpPHIOH.

[00010] B mpyrux BapmaHTax OCYLIECTBJIEHHUs HacTosllee M300peTeHne oOecreunBaeT
CIIOCOOBI TMONIyYeHHs NEeHTepUPOBAHHOTO AOMIEpPUAOHA. B HEKOTOpBIX acmekTax CrocoObl
BKJIIOYAIOT B3ammopeiicreue 1,2-numammuHoOenHs3osia, copepxkamero 0-4 aroma peitepusi, C
PEaKLMOHHOCTIOCOOHOH ~KapOOHMJIBHOM TIpynmod ¢ MOJyYeHHEeM LUKJINYeCKOrOo HMHIA,
B3aMMOACHCTBHE  LUKJIMYECKOrO HMHUAA €  3allUTHOM TIPyNmod C  IMOJy4YeHHEM
MOHO3ALUIIEHHOTO HUKINYECKOr0 UMH/IA, B3aMMOAECHCTBIE MOHO3ALUIIEHHOIO [IUKIMYECKOTO
umuga ¢ 1,3-OMQyHKIMOHANBHBIM TMPOMWIBHBIM MPOU3BOIHBIM, conepxamuM 0-6 aToMOB
neiTepus, ¢ MOJy4eHHEM IPOMEXYyTOYHOIO COEIUHEHUs, B3aUMOJEHCTBHE IMPOMEKYTOUHOTO
coerHeHus1 ¢ S-xyop- 1-(4-nmunepunuami)- 1,3- guruapo-2H-0eH3nMnaa3on-2-0HoM | yiajieHue
3aIUTHON Trpynmsl JTHOO 10, THOO Mocie B3aUMOACHCTBUS MPOMEKYTOYHOTO COCIUHEHHUS C 5-
xJiop-1-(4-unepuaunun)- 1,3- nuruapo-2H-0eH3uMua3on-2-0HoM.

[00011] B mpyrux BapmaHTax OCYLIECTBJIECHHUs HacTosIee M300peTeHne odecrevnBaeT

COEMHEHHE, KOTOPOe MPENCTaBIsAeT co0oi coenunenne ¢popmynsl 16, rne R=H numm D:

D

D

D
D R
16

[00012] B nmpyrux BapHaHTax OCYLIECTBJIEHHs HacTosiee n3oOpereHune oOecrednBaeT
COeMHEHHe, KOTOpoe mpexacraBiser  coboit  1-(3-xmopmponui-1,1,2,2,3,3-dg)-4,5,6,7-

TeTpaneiTepo-2-3ToKCH-0eH3UMHIIA30:

D

[00013] B mpyrux BapmaHTax OCYIIECTBIEHMs HacTosee n3oOpereHue odecreunBaeT

COeIMHEeHHE, KOTOPOe MPECTaBIIsSIeT COOOM
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KpaTkoe onucanue yeprexei

[00014] @ur. 1A-1B mnokasbiBaeT npoduib B TIUIA3ME TMEePOPATbHO BBOIUMOIO
JIOMIIEPUAOHA U AeHTepHpOBaHHOTO AomnepuaoHa (Pur. 1A) u aHAN3 JaHHBIX, TOKA3aHHBIX HA
@ur. 1A (Qwur. 1B).

[00015] ®wur. 2 mnoKa3blBa€T pPENPE3CHTATUBHBIA  MPOPWIb  BBICBOOOKIEHHS
JIEKApCTBEHHOTO CPEACTBA Ul KOMIIO3ULMHM C HeMemIeHHbIM BbicBoOOkneHneM (IR) u
KOMITO3UILIMH € TIPOJIOHTMPOBAHHBIM BbICBOOOKAEeHHEM(XR).

[00016] @ur. 3 mpeAcTaBisIeT CMOIETUPOBAHHBIN MPOGUITH B TUTaA3Me IeHTepUPOBAHHOTO
IOMIIEPUAOHA W3 YaCTH C HEMEIUIEHHBIM BBICBOOOXKIEHHEM M YacTU C IMPOJOHTMPOBAHHBIM
BBICBOOOKICHUEM.

[00017] @wur. 4 nokaseiBaeT AByxcioitHyto Tadbnetky ¢ IR u ER cnosmu.

[00018] @ur. 5 moka3bIBaeT TPEXCIOHYIO TaOneTky, copepxkamyro IR, ER u Oydepnbiit
CJIOH.

[00019] ®ur. 6 nmoka3zwiBaeT TabneTky ¢ ER marpuueii u IR mokpeituem.

[00020] @wur. 7 mokas3biBaeT Kamcyny, coxepkamyro IR Tabnerky, mpobky u ER
TabJIETKY ¢ OCMOTHYECKOH CUCTEMOIA.

[00021] @ur. 8 mokasbiBaeT Karncyny, conepskamyto IR u ER chepudeckue yacTuiibl.

[00022] ®wur. 9 nmoka3eiBaeT Karcyiy, cogepxamyro IR u ER Munurabnerku.

[00023] ®ur. 10 noka3biBaeT Karcyy, conepxamyro IR u ER rpanybL

[00024] @ur. 11 moka3biBaeT kancyiy, coaepxkamyro ER chepy, nokperryro IR cioem.

[00025] @wur. 12 moka3biBaeT MPECCOBAHHYIO TabNeTKy, comepskamyro IR rpaHynbel u
umeroIyro nokpeirne ER TabneTky, 3akIF04eHHYI0 B IPECCOBAHHON TalJIeTKe.

[00026] ®ur. 13 mnoka3bBaer mpeccoBaHHyro IR Tabmerky ¢ ER Tabnertkoii,
3axmoueHHOH B IR TabneTke.

[00027] @wur. 14 moka3biBaetr ER Tabnerky, cycnenaupoBanHyto B IR »xunkocTu.

[00028] ®ur. 15 mnokaseiBaer came, coaepxamiee cmecb IR u ER rpanyn wunu
cpepruecKkux 4acTHIl.

[00029] ®ur. 16 nmokaseiBaeT caue, coaepxauiee muny4dre IR rpanynbsl wm chepsl u



umeromue nokpsitie ER rpanyner nnm chepsr.

[00030] @wur. 17 mokasbiBaeT TabJETKy C MPOMEXKYTOUYHBIMU CJIOSIMH, pa3felieHHBIMU
MOJIOCKaMHU.

[00031] <dur. 18 mnoka3bpiBaeT MEPOPANBbHO pas3jiaraeMyr TaOJeTKy, COIAEpKalIyko
UMEIOIINe TOKPBITHE YaCTHLbL, CQepbl WIN TPaHysibl JEKAPCTBEHHOIO CPEACcTBa C
3amenneHHbIM/ER  BBICBOOOXKIEHMEM; BCTaBKa IIOKAa3bIBAeT JIEKAPCTBEHHOE CPEIACTBO B
MOJMMEPHON MaTpHLIe.

[00032] ®ur. 19 nokas3bIBaeT Karcyiy, CoOIepKallyo pacTBOpP JEKAPCTBEHHOTO CPEACTBA
U UMEIINHe TMOKPbITHE 4YacTULbl, c(epbl WM TPaHyJbl JIEKAPCTBEHHOTO CpPEACTBA C
3amennieHHbIM/ER BBICBOOOXKIEHHEM.

[00033] ®ur. 20 moka3blBa€T MATKYIO JKEJIATHUHOBYIO KarCyJly, COAEPKAILIYI) PacTBOP
JEKapCTBEHHOTO CPEACTBA M HMEIOIIHME TMOKPBITHE YacTULbl, Cepbl WIH TPaHYJIbI
JIEKapCTBEHHOT'O CpeAcTBa ¢ 3aMmeyieHHbIM/ER BBICBOOOKIEHHEM.

[00034] ®ur. 21 moka3bIBa€T XKUAKUM HOCUTENb, COAEPKALINN HMEIOLINUE TOKPBITHE
qacTulpl, cdepbl WIM TPaHyJdbl JIEKAPCTBEHHOro cpenctBa ¢ 3amemieHHbIM/ER
BBICBOOOKIICHUEM.

[00035] ®ur. 22A-22B mnpenctaBisiiOT JHHEWHbIe rpaduku, mokasbiBaromue 3GQext
cycrieH3uit nomrnepuaoHa win ds-gomrepunona Ha Cp,x 1 AUC, COOTBETCTBEHHO.

IToapoOHoe onucanue n3odpeTeHust

[00036] B HacrosmeM packpbelTud (POpPMbI €AMHCTBEHHOIO YHCNA, ONpeAelsieMble
apruxssimu [a,[], Can,[] u [thell, Bkimrouaror Takxke (HOpMbl MHOXKECTBEHHOTO 4HCIA, a
CCBIJIKA HAa KOHKPETHOE YUCJIOBOE 3HAYEHHUE BKJIIOYAET MO MEHbLIEH Mepe 3TO KOHKPETHOE
3HAYeHHE, €CJIU KOHTEKCT SIBHO He yKa3biBaeT MHOe. Takum oOpa3oM, Hampumep, CChLIKa Ha
"BemecTBO" O3HAYAeT YKa3aHWe [0 MEHbLIeH Mepe OAHOr0 M3 TaKUX BEIIECTB M HUX
SKBHUBAJICHTOB, U3BECTHBIX CIEIMAICTAM B JAHHOIH 00JaCTU TEXHUKH, U T ..

[00037] Korna 3HaueHHE BbIpA)KAE€TCS B BUAE AlMIPOKCUMALIMU C UCTIOJIb30BAHUEM CJIOBA
"okojo", cnemyer MOHMMAThb, YTO KOHKPETHOE 3HAaueHHe o0pasyer JApyrod BapHaHT
ocymectsieHns. Kak mpaBmiio, MCIONB30BaHHE TEPMHHA "OKOJO" YKa3bIBAeT MPUOJMKEHUS,
KOTOpble MOTYT BapbUpPOBaThCsl B 3aBUCHMOCTHU OT JKEJA€MbIX CBOMCTB, KOTOpBIE OJIKHBI
IOCTUTaThCSI PACKPBIBAEMBIM OOBEKTOM H300PETeHHsI, W IOJDKHbI HWHTEPIPETHPOBATHCS B
KOHKPETHOM KOHTEKCTE, B KOTOPOM OH HCIIONIb3YeTCs, Ha OCHOBaHMH ero pyHKuuu. Crienuanuct
B JAHHOW OOJIACTU TEXHUKU MOKET MHTEPIIPETUPOBATH 3TO KaK JAECWCTBUS, OCYIIECTBIIIEMbIC B
O0OBIMHOM TOpsAfKe. B HEKOTOPBIX CiydasX KOJWYECTBO 3HAYALIUX LHU(P, UCIOIB3yEMBIX IS
OTIPENENIEHHOr0 3HAYEHUs, MOKET OBITh OJHMM HEOTPAaHMYMBAIOIIMM CIIOCOOOM OMNpeneNeHHs

oxBarta cyoBa "okono". B npyrux ciay4asix rpajaluy, UCIOJIb3yeMbIe B psfie 3HAYEHH, MOTYT



UCIIOJIB30BAThCS Ul OIpeneNieHus] MpEeAIoiaraéMoro auamna3oHa, YCTaHaBIMBAEMOIO JUIs
TepMHuHa "OKOJO" 171 Kakaoro 3HaueHus. Korga oH NpuUCYTCTBYIOT, BCe JUAINAa30HbI SIBIISIFOTCS
WHKJTFO3UBHBIMU 1 KOMOMHHUPYEeMbIMU. TO €CTh CCBHUIKM HAa 3HAYEHUs], YKa3aHHBbIC B AUAMa30HaX,
BKJIFOUAIOT KaXK10€ 3HaYeHNUE B 3’TOM AHUAra3oHe.

[00038] Kornma mpencrasieH nepedeHb, €Clid He yKa3aHO WHOE, CEAyeT TOHUMATh, UTO
KaXIbIii OTAEJbHBINA 3JIEMEHT 3TOTrO MEPEeYHsI U Kakaas KOMOWHALMS 3TOTO MEePEeuHs TOJIKHbBI
UHTEPIIPETUPOBAThCS KaK OTHENbHbI BapuaHT oOCyllecTBieHus. Hampumep, mnepedeHb
BAapHAHTOB OCYLIECTBJICHUs, NpeAcTaBieHHbX Kak "A, B umn C", cinenyer uHTEepnpeTHpoBarh
KaK BKJIFOYArOLui Bapuantsl ocyuiectsienus "A", "B", "C", "A wiu B", "A wm C", "B unmu C"
unn "A, B i C".

[00039] lomkHO ObIb TOHSATHO, YTO HEKOTOPbIE MPU3HAKH U300pETEHUs], KOTOPhIE IS
SICHOCTH OIHUCAaHbl B KOHTEKCTE OTHEJIbHbIX BApUAHTOB OCYIIECTBJEHUS HACTOSIIETO
u300peTeHNs, TakKe MOTyT OBITb TPEACTaBJICHbl B KOMOHMHAIIMM B OJHOM BapHaHTE
ocyuiecTsieHusi. To ecTh, 3a HCKJIIOYEHHMEM Cly4yaeB, KOIJa 3TO SIBHO HECOBMECTHUMO WU
UCKJIFOUEHO, TMPEANOJaraeTCs, 4YTO KaKAbIH OTAENbHBIM BapUaHT OCYLIECTBIEHUS MOKHO
KOMOMHHUPOBAaTh C JIIOOBIM JPYTMM BapHaHTOM (BapHaHTAMHU) OCYIIECTBIEHHs, M TaKas
KOMOWHALIMS CYHUTAETCSl elle OJHUM BApUAHTOM OCYyIlecTBieHus. M HaoOOpoT, pa3iudHbIe
NPU3HAKKA HM300peTeHusi, KOTOpbIe JUIsi KPATKOCTH OIMMCAaHbI B KOHTEKCTE OJHOTO BapHaHTa
OCYIIECTBJICHUS, TaKXKe€ MOTYT OBITh MPENyCMOTPEHBI OTAEIBbHO WM B JIEOOOW KOMOWHAIUH.
Kpome toro, cregyer orMeTuTh, 4TO (hOpMysia M300peTeHUs: MOXKET ObIThb COCTaBJIEHA TaKUM
o0pa3oM, 4YTOOBI HCKJIIOYUTH HeoOsi3aTeNnbHbIN 3yeMeHT. Kak TakoBOe, 3TO yTBEp KIEHHE
MpEeIHA3HAYEHO /JI UCTIOJb30BaHUS B KAYECTBE MPEALIECTBYIOIIEN OCHOBBI JIsl UCTIOIb30BaHMS
TaKOM HCKIIIOYAIOUIEH TEPMUHOJIOTHH, KaK "HCKIYUTENbHO", "TONBKO" W T.M., B CBSI3U C
MEPEUHCIIEHUEM 3asiBJIEHHBIX 3JIEMEHTOB FUIM UCIIOIb30BAHMS "OTPULIATEILHOTO" OTrPaHUYEHUS.
HakoHern, XOTs BapHaHT OCYIIECTBJIEHUS MOKET OBITh OMHCAH KaK 4acTh MOCIEIOBATEIbHOCTH
CTanuii WM 4acTh Oojiee OOIIel CTPYKTYphI, KaKAas yKa3aHHAs CTaaus CaMa MOXKET TaKKe
paccMaTpUBATBHCS KaK CAMOCTOSITENIbHBIA BAPUAHT OCYIIECTBIICHUSI.

[00040] Ecnm B HacTosilmeW 3asiBKE HE YKa3aHO WHOE, MPOLIEHTBI OTHOCATCA K
Macce/o0Bpemy.

[00041] Tepmuns! "cyObekT" U "mAMEHT" UCTHIONB3YIOTCS B3aMMO3aMEHSIEMO B OOBIMHO
OTHOCATCSI K MJIEKOMUTAIOIUM. B HEKOTOpPBIX BapUAHTAX OCYIIECTBJICHHS IMALIHEHTOM WIIH
CyOBEKTOM SIBJISIETCS 4YeJIOBeK. B Ipyrux BapuaHTaX OCYIIECTBJCHHS MAUEHTOM WJIH
CyOBEKTOM SBISIETCS TOMJIEKAINee BETEPHUHAPHOMY JICUEHHIO MIIH CebCKOXO3SHCTBEHHOE
JKUBOTHOE, JIOMAllIHEe JKUBOTHOE WJIM JOMAIIHUN MUTOMEL UK KUBOTHOE, HCIOJIb3YEeMOe IS

MPOBEACHUS KIIMHUYCCKUX I/ICCJIe}:[OBaHI/IfI.



[00042] Tepmun "obOyerdeHue" WM €ro BapUAHTHI O3HAYAET YCTPAHEHUE WU
yMEHbIIEHNEe pa3BUTHs 3a00JeBaHUs WM PACCTPOICTBA, TO €CTh 3aJepiKKy Hadaja
3aboneBanns. B apyrux BapwaHTax OCyINECTBJIEHUS "JedeHHne" OTHOCUTCS K YCTPAHEHUIO HITU
YMEHBIIEHHUIO [0 MEHbIIeH Mepe OAHOro (U3MYECKOro mapamerpa 3aboJeBaHUS WU
paccTpoicTBa.

[00043] O Jlomnepunonl], yka3aHHBIM B HACTOsIIEH 3asBKE, OTHOCUTCS K S-xiyop-1-(1-
[3-(2-0kco-2,3-nurunpo- 1 H-6en3o[ dJumunazon- 1 -un)npomnui Jnunepuaun-4-ui)- 1 H-

6enzo[dumunazon-2(3H)-oHy, KOTOPBII UMEET CIAEOYIOMYIO CTPYKTYPY:

N\N]//\/\/O \Qm

[00044] Jlrobast ccbulka HAa JOMIICPUAOH TAaKKe BKIIOYAeT (papMaleBTUYECKU
NpUEMJIEMBIE COJIH, CIIOXKHBIE 3(QHPBI, THIPATHI, COJbBATHI, MPOJEKAPCTBEHHBIE (OPMBI U HX
IIPOU3BOJHBIE, KOTOPbIE ILIMPOKO OIpeaeeHbl Kak COEJUHEHHUs IOMIIEpUIOHA, KOTOpbIe
SABIIIIOTCST MOAU(UIIMPOBAHHBIMA MM YaCTUYHO 3aMELICHHbIMH, MPUMEPBI BKIIIOYAIOT, HO HE
OrPaHUYMBAIOTCS 3THM, NOOAaBJIIEHHE OTAEIBHOIO aToMa, A00aBJIEHHE PEaKLMOHHOCIIOCOOHOM
rpymnmel, noOaBieHue (YHKIMOHAJBPHOW Tpymmbl, 0OOpa3oBaHHE OMMepa WIH MYyJbTUMEpA,
KOHBIOTUPOBAHUE C IPYTrON MOJIEKYJION, TAKOW KaK aHTUTEJIO U T.A.

[00045] "dapmaneBTHYECKH MPUEMIIEMbII" OTHOCHTCSI K CBOHCTBAM H/MJIM BEIECTBAM,
KOTOpBIE SIBJSIFOTCS MMPUEMIIEMBIMH JUJIsI TTALMEHTa ¢ (papMakoIOornuecKoi/TOKCUKOIOTHIeCKON
TOYKH 3pEHUs, M K TOJy4YeHHIO (PapMalleBTUYECKOro TMpernapara, BBIFOAHOTO C
(pU3NIECKOI/XUMUYECKON TOYKU 3PEHUs], YTO KACAeTCsl KOMIO3HIIMH, JICKAPCTBEHHOU (OPMBI,
CTa0MJIbHOCTH, IPUEMJIEMOCTH /IS TTALIMEHTA U OUOJOCTYITHOCTH.

[00046] dapmaneBTHYECKU TpUeMJIeMasi COJIb BKIIIOHAeT COMHu C (hpapMaleBTHYECKH
pUEeMJIEMON KHUCJIOTOM MJIM OCHOBAaHHUEM, HAaIpUMep, C HEOPraHMYeCKUMHU KHCJIOTaMH,
HaTpUMep c XJIOPUCTOBOOPOIHOM, CEepHOI, dochopHoii, g ocopHOH,
OpOMHICTOBOAOPOIHOM, HOAUCTOBOIOPOAHON M a30THOHM KHCIIOTOH, a TaKXKe C OpraHUYeCKHUMHU
KHCJIOTAMHU, HAmpuUMep ¢ JIUMOHHOH, (pyMapoBOW, MAJEHHOBOH, SIOJOYHOW, MUHIAJBHOM,
acKOpOWHOBOH, IIaBENIEBOH, SIHTAPHOHW, BUHHOH, OEH30WHOW, YKCYCHOW, METaHCYJIb(pOHOBOH,
3TaHCYJIb(OHOBOH, OEH30JICYIb(POHOBOH, LUKIOTeKCHICYIb()aMUHOBOH (LIMKIAMHUHOBOH) HIIN
[-TOJIyOJICYIbOHOBOM KHCIOTONW. PapMauneBTUUECKH MpPHUEMIIEMble OCHOBAHHS BKJIFOYAIOT
TUIPOKCHBI INEJOYHBIX METANJIOB, HAlpUMep HATpUs WIM Kalusd, U LIeJIOYHO3E€MEJbHbBIX

MCTAJUIOB, HAIIpUMEP KaJbLUA WM Mardusg, W OPraHu4C€CKHUEC OCHOBAHUA, HAIIPUMED,



aNKUJIAMUHBI, apUIAJIKUIAMUHBI U FEeTePOLIMKINYECKNE AMUHBI.

[00047] AGOpeBuarypa "D" B KOHTEKCTe HACTOSIIEH 3asBKU OTHOCUTCS K CTAOMIBHOMY
U30TOIy BOJOPOZAA, KOTOPBIN MpencTaByisieT coOOH aeiTepuil (TsoKeIbId BOIOPON WIIH 2H).
Takue caydam "D" BKIIOUAIOT KOJMYECTBO JAEWTEpUs, KOTOPOE BBbIMIE IPUPOAHOTO
pactipeneneHusi neiitepus. B HEKOTOPbIX BapuaHTax OCylIecTBIeHHss D umeer oboraineHue
neirepueM He MeHbine 4deM okojo 1%. B npyrux Bapumanrax ocymectsieHus D umeer
oborallieHle aelTeprueM He MeHblle 4eM okoyio 5%. B nmpyrux BapuaHtax ocyiuecTBiieHusi D
uMmeer oOoraimieHue nelirepueM He MeHbne ueM oOkojgo 10%. B apyrux BapuaHTax
ocywmectBieHnss D umeer oboramenue neiitepueM He MeHbine deM okoso 20%. B apyrux
BapHaHTax ocyiecTBieHus D umeer oboramienne neftepueM He MeHblie dyeM okoiyio 30%. B
APYTrUX BapuaHTax ocyluecTBieHus D mmeer oboraiueHue AedTepueM HE MEHbIIE YeM OKOJIO
40%. Eme B npyrux BapwaHTax OCylIeCTBJIeHUs D mMeeT oOoralieHue AedTepreM He MEHbIIe
yeMm okosio 50%. B nmpyrux BapumaHTax ocymecTBieHus D mmeer oboraiieHue nedtepueM He
MeHblle 4eM okosno 60%. B ppyrux BapumanTax ocymectBieHHss D umeer oOorameHne
neiitepueM He MeHblle ueM okojio 70%. B npyrux BapuaHtax ocyiiectsieHuss D umeer
oOoramenune neiirepueM He MeHbIe deM OkojJo 80%. B HEKOTOpBIX Ipyrux BapHaHTax
ocymecTeiieHHs: D umeer oborameHue aeirepueM He MeHbine dem okoyno 90%. UM eme B
HEKOTOPBIX BapUaHTax oOcCyllecTBiIeHUs D mmeer oboraiieHue neldTepueM HE MEHbIIE YeM
okoJio 98% nelitepus. U eme B HEKOTOPBIX BapHaHTaxX OCyluecTBieHus D mmeer oborameHue
AeiiTepueM He MeHbIIe uYeM Okojgo 99% npeiitepus. M eme B HEKOTOPbIX BapHaHTaX
ocyuectieHns D nmeer oborameHne nedTepreM no MeHbliei Mmepe 99% nerepus.

[00048] Kak u st BceX JIEKAPCTBEHHBIX CPEACTB, 0€30MacHOCTb TOMIIEPHIOHA 3aBUCHT
or ero Merabonu3ma. I[IOHMKEHHBbI MeTaloJIM3M MPHUBOAUT K OoJiee IJIMTEIbHOMY
NPUCYTCTBHIO JIEKAPCTBEHHOTO CPEACTBA B Oopranuzme. J[03bl moMnepuaoHa, HEOOXOIUMBIE JIJIs
JIeYeHus ractpornapesa, T.. 10 Mr, BBOAUMBIE TPU pasa B eHb, Bcero 30 mr, u BIJIOTh A0 60 Mmr,
MOTYT NpUBECTU K yaiauHeHuro uHTepBana QT, uro sBnsercs no3o3aBucuMeiM. M3-3a sToro
s dexra on He onodpen mis 3toro nmokazanus B Coequnennsbix [lITaTax, Ho onobpeH B EBporne
u Kanane.

[00049] JloMniepuaOH UHTEHCUBHO MeTaOOJMU3UPYETCs, €r0 OCHOBHBbIE METa0ONYEeCKHe
NyTH MPONYLHUPYIOT S-TUapOKCH dopmy, N-aeankuinpoBaHHYIO dbopmy 15
rHAPOKCHIINpOBaHHYIO (opmy. Takum oOpa3om, crocoObl, KOTOpPblE CHIDKAIOT METa0OM3M
IOMIIEPUAOHA, TO3BOJAT BBOAUTH OOJiee HU3KYIO 103y IJIsl JOCTIDKEHHSI TOH JK€ CTENeHH
3¢ (eKTUBHOCTH y MAalMEHTa, YMEHbINAs WIM YCTPaHss cephaeuHblii dddekr, n/umm ymeHbinas
KOJINYECTBO 103, TpedyeMbIX Uil BBeAEHUs, W/uiaM olecrieunBas Ooisiee CTaOWIIBHYIO

OKCITO3UIIHIO, qTo MOXKET IIOBBICUTD NEPEHOCUMOCTD npenapara MNannueCHTOM 581051
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3¢ pexTUBHOCTS.

[00050] OOmme nuKoOBBIE YPOBHHM AOMIIEPUAOHA B IUIa3ME€ 3aBUCAT OT CHocoda ero
BBeIeHNs. BHyTpuMbIeyHOe (B/M) M IepopalibHOE BBEJEHHE MMALMEHTY HATOLIAK MPUBOAMIO K
MUKOBBIM YpOBHsIM B IutasMe 4epe3 10 muHyr u 30 MHMHYT IOCJ€ BBEIEHUs, BBEICHUE
CYNMO3UTOpUsl NMPUBOAWIO K IHUKOBBIM YPOBHAM B IIasMe 4epe3 1-2 gaca mocse BBENEHUS.
KoHuenTtpauun B 1uasme ObLIM HM)KE 4Yepe3 JBa 4aca IOCe IepOpPAbHOrO BBENEHHs II0
CPAaBHEHHUIO C BHYTPUMBILIECYHbIM BBEICHUEM, BEPOSITHO, U3-3a MEPBOrO MPOXOXKIEHHS B IEYCHU
U MIPUCTEHOYHOTO MeTabon3Ma B KuleyHrke. [InKkoBasi KOHIIEHTpaLus B mia3me cocrasisiia 40
Hr/mia nocsie 10 mMr /M uabeKuy, 20 HI/MII ociie nepopanbHoro npuema 10-mr tabnerku u 70-
100 Hr/mn npu nepopanbHOM mpueme 60-mr TadjeTku win Kamenb. CBs3bIBaHHE C OeIKaMH
Tu1a3Mbl uesioBeka npu ao3e 10 u 100 Hr/Mit TpPUTHPOBAHHOTO TOMITEpHAOHA cocTaBmIo 91,7% u
93,0%, COOTBETCTBEHHO. BUOMOCTYIMHOCTD ObLTa OTHOCUTENLHO BBICOKOU Ha ypoBHE 90% mocie
B/M MHBEKIIMA U OTHOCHUTEJIbHO HM3KOH Ha ypoBHe 13-17% mocie mepopaibHOrO BBEINCHHUS, U
nake eme OoJbIlle CHIDKAJach MPH HCIOJIb30BAHUH AHTAL[UIHOTO CPENCTBA M3-32 TOBBILICHHUS
pH oxenynka. RxMed: Pharmaceutical Information - MOTILIUMLI, Janssen-Ortho,
Domperidone Maleate.

[00051] Ilo cpaBHEHHMIO C TPUTHPOBAHHBIM CIIUIIEPOHOM, KJIACCHUUYECKUM JIUTaHAOM,
UCTIONB3YEMBIM B MOAENSAX LeHTpanbHOU HepBHOU cuctemsl (LITHC), nomnepunoH cBs3pIBaeTCs
CEJIEKTUBHO M CHEelU(HUUeCKH CO CTpUATaJbHBIMH JONAMMHOBBIMH perentopamu. OmHakKo
BHYTPUBEHHOE (B/B) BBEJEHHE JOMIIEPUIOHA, k€ B BBICOKHMX J103aX, HE 3aMelLIaeT MEYeHbIH
CIUIEPOH B KUBOTHBIX MOJENSX TFOJIOBHOTO MO3ra M3-3a €ro IUIOXOr0 NPOHUKHOBEHHS 4epes3
rematodHuepanmueckuii 6aprep (Reddymasu et al., Am. J. Gastroenterology). Jlomnepunon
Takke obnamaer BbICOKUM cpoacTBoM K JKK TkaHu; BbicOkne KOHIEHTpauuu OOHapy KeHbI B
NUINEBONE, JKeNyOKe W TOHKOW Kumuke. JloMmepunoH ONOKUpyeT JOMaMHHEPTUYeCKOe
unruouposanue KK tpansuta. OH ObICTPO METAOOTU3UPYETCS B MEYESHH, MOCIIE MEPOPATBHOTO
BBeZieHUs1 32% BBIBOAUTCS ¢ MOUOl M 66% BbIBOAUTCS € KajoM. Ilepuon mosyBbIBEAEHMUS
COCTaBJISIET 7,5 4acOB y 30POBBIX CyOBEKTOB M MPUMEPHO B TPHU pasa AOJbLIE Y CYOBEKTOB C
NOYeYHON TUCHYHKIHEH.

[00052] DddexTHBHOCTE AOMIEPUAOHA OCHOBAaHA HAa €ro CIIOCOOHOCTH YBEIHYUBATH
aAMIUTUTYly MOTOPHOW ()YHKIMH MHUIIEBOAA, YCHUJIMBATH AaHTPO-AYOAEHAJbHbIE COKpAIUEHUS U
Jyd4llle KOOPAWHUPOBATb MEPUCTAIBTUKY Yepe3 MPUBPATHUK C MOCIEAYIOIIUM YCKOpPEHHEM
onopoxkHeHus xkenynka. Jlommepunon obnanaer 3pPpeKTHBHON aHTHIMETHIECKOH aKTHBHOCTBIO
B xemopeuenTopHoii TpurrepHoii 30He (CTZ) B ueTBepTOM JKEITyAOUKE TOJIOBHOIO MO3ra, HO 32
npenensamu remarodHmedanunaeckoro daprepa. OH He 00aKaeT XONMHEPTHUECKON aKTHBHOCTBIO

U HEe UHTUOUPYeTCs aTPOIHMHOM.
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[00053] JloMnepua0oH MOAYIUPYET OMOPOKHEHUE XKeNyAKa KaK OT TBEPAOH MULIH, TaK U
OT JKHIKOCTEH W HE H3MEHSEeT CEKPEIMI0 JKEeNyJOYHOW KHCJIOTBI, CEKPETOPHBIH O0BeM,
BHYTPHXKeNyIOUHBIH pH MM KOHLEHTPALMIO raCTPHHA B CBIBOPOTKE.

[00054] IIpu nozax ot 10 no 30 mr, nepopajpHO YETHIpE pa3a B ACHb 3a MoJidaca 10 €1bl
U Tepes CHOM, JIOMIIEPHIOH 3HAYUTENbHO YMEHBIIANl JKeNyJOYHO-KUILIEYHbIe CHUMITOMBI U
KOJIMYECTBO TOCHHUTAIM3ALMHA U3-3a racTpomapesa, HUMeN IOJIOKHUTENbHBIH 3(¢exT Ha
LIEHTPAJIbHBI KOHTPOJb PBOTHI U TOIIHOTHI U YCKOPEHHOE OINOPOKHEHHE OT TBEPAOH MUIIU
(Buckels et al., Medscape General Medicine. 2003; 5 (4) www.medscape.com).

[00055] OnauM 13 ciocoO0B CHUMKEHHST METa0O0IM3Ma TOMIIEPUIOHA SIBJISIETCS] BBEJIEHUE
nerrepupoBaHHOW (opMbl gommepuaoHa. JIOMNEPUAOH MHTEHCUBHO METa0OIH3UPYETCS.
JeiirepupoBanue 3amMemisieT MeTadoNM3M Ha KIIOYEBBIX Yy4YacTKaX WM MyTIX MeTadonim3ma,
obecrieunBast Oonee BBICOKYIO 3(deKTHBHOCTh NpU MeHblIel noze. JleltepupoBanHas (opma
MaJIOM MOJIEKYJIbl YBEJIIMYHBACT €€ 3aJC€PKKy U, TAKUM 0Opa3oM, YMEHbBINAET €€ METa0OoJH3M,
MO3BOJIsIsT BBOAUTH O0Jiee HU3KYIO 103y NMPHU AOCTIDKEHHH TaKOH ke 3((EKTUBHOCTH, KaK MPH
OoJee BBICOKOH /103€, O€3 CepiedHBIX CHMIITOMOB.

[00056] JlefiTepupoBaHHbIII [JOMIEPUAOH MOKHO CHHTE3UPOBAaTb WJIHM MOJIYYUTh
HeckoJbKuMH nyTsiMu. Kak mpaBuio, mo0oi BOZOPOA B XUMHUYECKOH CTPYKTYpE TOMIEPHIOHA
MOJKET TpPeNCTaBJsATh coOol nubdo Bomopox, nmbo aedtepuil. IIpeanodTHUTENPHO Yy4YacTKH
MeTadoM3Ma JOMIEPUIOHA, TO €CTh BCE HE3aMeIlleHHbIE YUYACTKH HA apPOMATHYECKUX KOJIbLIAX,
MOXHO  OnokupoBaTh  0OaBJIEHHEM  KOMMEpPYECKM  JOCTYITHOTO  JEeHTepUpPOBAHHOIO
AJIKWIITAJIOTeHU/IA, @ MeTabOJIUT MOXKHO OJIOKHPOBaTh KOOABIEHHEM KOMMEPUYECKH JOCTYITHOTO
AeUTepUPOBAHHOIO AJKWJITAJOTEHU ] AJIi MPOMMJIBHOIO JIMHKEpa. JTO MOXET CYIIECTBEHHO
YMEHBLINTh META0O0N3M TOMIIEPUIOHA U YIIYULIHTh €r0 OUOJOCTYITHOCTb.

[00057] [eliTepupoBaHHe  JIEKAPCTBEHHOTO  CPEACTBA  YBEJIUYHMBACT  MEPHOL
NIOJIYBBIBEZIEHHsI JICKAPCTBEHHOTO CPEACTBA, YTO OOECIeYrBaeT MEHEe 4acToe NO3UPOBAHUE, a
Tak)Ke yiydmaer (papMakOKHHETHKY, TO €CTb adcopOumio, IuUCTpuOynuo u MeTaboim3M.
Kunernueckuit uzoronssiii 3gpdext (KIE) u neiirepueBblii KWHETHYECKHH H30TOMHBINA 3 eKT
(DKIE) ucronb3yroT Uit BKIIFOYEHHUsl AEHTepust B JieKapcTBeHHble cpencrsa. Gant, J. Med.
Chem. (2014) 57, 3595-3611.

[00058] Heiirepuii obpasyer Oosiee cTaOMIIbHBIE CBSI3U C YIJIEPOIOM, 4eM Bomopon. B
HEKOTOPBIX CIy4asx 3aMelleHue NeHTeprueM MOXKeT NPUBECTH K W3MEHEHHOMY METa0OoIH3My
JEKapCTBEHHOTO CpencTBa. l3MeHeHHbII MeTaboNu3M JIEKAPCTBEHHOTO CPEIACTBA MOKET
NPUHUMATh pPa3iudHble (OPMBI, TaKHE€ KaK VIIyUILIeHHas CTa0MIBHOCTD METa0OJIUTOB,
YMEHBLIEHHOE O00pa30BaHHWE TOKCHUYHBIX MeTabOJUTOB W/WIM MOBBILIEHHOE OOpa3oBaHME

AKTUBHBIX MeTaOoNuTOB. JleliTepupoBaHHbIE COENUHEHUS MOTYT HMMETh OOJBIIMA TEePHUON
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NOJYBbIBEIEHUs] YU TOBBIIIEHHYKD  CHCTEMHYIO  OKCIO3MIMIO MO  CPaBHEHUIO  C
COOTBETCTBYIOLIMMH HEAEHTEepUPOBAHHBIMU (popMaMu. bonblmmii mepuon MoMyBbIBENEHUS H
NOHMKEHHBIH MeTa00IM3M MOTYT O0O€CIEeYUTh MOBBIIEHHYIO 3(P(PEKTHBHOCTD, NEPEHOCUMOCTD,
Oe3omacHOCTb U yOOOCTBO, MO3TOMY Oojiee HU3KHME A03bl JIEeHTepUpOBaHHON (POpMBI MOTYT
NPUBOJNTDL K TAKUM JK€ pe3yJbTaTaM, Kak Oojiee BbICOKHE N103bl HeJeHTepUPOBAHHON (OPMBL
JlefiTeprpOBaHHbIE COETUHEHUST OOBIYHO COXPAHSIOT TAKYIO XK€ OMOXMMHYECKYI0 aKTHBHOCTb M
CEJIEKTMBHOCTh, KaK Yy COOTBETCTBYIOIIMX HenelTepupoBaHHbix (opm. JlroObie 3ddexTs
3aMeLIeHUs] AelTepreM Ha MeTa0OJIMYeCKUe MapaMeTpbl CHIIBHO 3aBHCAT OT KOHKPETHBIX
MOJIEKYJIIPHBIX MOJIOKEHUH, B KOTOPBIX AEUTEePUil 3aMeIlaeT BOAOPOA.

[00059] Metabomudeckue 3(hdeKThl 3aMeleHus] TeUTepreM He SIBIISTIOTCS OYE€BHUIHBIMHU
WIN TIPENCKA3YeMbIMH, AK€ B COCOUHEHUSX, MMEIOLIUX CXOIHYK XHMHYECKYIO CTPYKTYpY.
Hanpumep, nyOmukamuss CHIA Ne 2009/0076010 packpeiBaeT OOOTaleHHBbIH neiTepreM
JAMOTPHUJDKUH, MPOTHBOCYAOPOKHOE cpencTBo. [elitepuposanue coctasisieT oT 14 no 100%, B
3aBHCHMOCTH OT TOJIOKEHHUST BOIOPO/IA, 3aMEIEeHHOro neirepreM. Metoasl o0orameHust MOryT
BKJIFOYATh MPOTOHHBIN OOMEH C JeHTepreM WM CHHTE3 MOJIEKYJ ¢ OOOTaleHHBIMH JAeHTeprueM
ucxonueiMu BemecrBamu. [lyOmukammst CIIIA Ne 2009/0131485 packpeiBaeT oOOraiieHHbIH
neiitepueM nmupQEHUAO0H, UHTUOUTOP MPOAYKLUU KOJIJIAreHa, OJOKHPYMmui npomudepauro u
cTuMyJisAnui0  puOpoONacTOB B OTBET HAa LUTOKHHBL, HCCIENOBAHHBIA JUIA  JICUEHHS
HelipopubpomaTosa, paccesHHOro ckiepo3a u Apyrux (¢uOpos3Hbx 3a0oneBanuii. Ona
packpbIBaeT CrocoObl CHHTE3a M M30TOIbI, a TaK)Ke CIOCOOBI MOBBIEHUS OHOJOCTYIMHOCTH U
nosupoBaHue. JlefirepupoBaHHbIl NHPPEHUAOH MMEeT Mepuoj mnojayseiBeneHust ot 110% no
140% wummu Oonee, B 3aBHCUMOCTH OT CTENeHH neirepupoBaHus. D(P(PEeKTHBHOE KOJIMYECTBO
coctaByisieT oT 80% o 40% wnm MeHee MO CPaBHEHHIO C HeNeHTepUpOBaHHbIMU (popmamu.
[Mybmukaums CIHIA 2011/0160253 packpbiBaeT OOOralleHHbIH JeHTepUeM TH3aHUIWH,
OEH30THA30JIbHOE COENUHEHHE, KOTOpOe IeHCTBYyeT Kak aroHuct [J2-agpeHopenentopa
LEHTPAJIBHOIO JNEHUCTBHsI, UCIONb3YEMBIN JIs1 JICUEHUs] MBILIEYHON T'MIIEPTOHUU U MBIIIEYHOU
CHACTUYHOCTH, ACCOLIMUPOBAHHON C PACCESHHBIM CKJIEPO30M, MOBPEKIEHHUEM CIIMHHOTO MO3Tra
T.1. OHa pacKpbIBaeT METONbI NEHTEPUPOBAHNS, TUANIA30H 00OTAIEHHUs COCTAaBIsAET OT 52,5% 1o
99,5%, u packpbIThl (apMaleBTHYECKHE KOMIO3ULUH, 3()(PEKTUBHbIE KOJUYECTBA U IO3BI.
Harbeson and Tung, MECHEM NEWS No. 2 May 2014, 8-22 packpbIBalOT, 4TO 3aMelleHue
HOeiTepueM MOKET TMOBBICHTH 0O€30macHOCTh, 3(P(PEKTUBHOCTb W/WIH TEePEHOCUMOCTh
TEPAIreBTUUECKOTO CPEICTBA.

[00060] [leliTepupoBaHHbIE JIEKAPCTBEHHBIE CPENCTBA UCIIONB3YIOTCS B HEKIMHUYECKUX
YCIIOBHUAX U B KQUECTBE META0OIMUECKUX U (PapMaKOKMHETUYECKUX 30H/I0B, HO HU OJTHO M3 HUX

He Of0OpEeHO B KayeCcTBE TEPANeBTUYECKOrO CPEeACTBA ISl 4elloBeka. B 3aBUCHMMOCTH OT
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JKENaeMbIX  y4acTKOB  fAeidTtepupoBaHus, D0 MOXHO HCHONAB30BaThb [AJid  3aMEHbI
HEMOCPEICTBEHHO B IOTOBBIX JIEKAPCTBEHHBIX COEIMHEHUSAX WM B peareHTax, MCIOJIb3yEeMbIX
IUTsI CUHTE3a JIEKapCTBEHHBIX cpeacTB. [elirepuii o0namaeT HU3KOH CUCTEMHON TOKCHYHOCTBIO.
I'azo00pas3Hblii  neliTepuil MOXHO HCIIONB30BaTh B KAaueCTBE HCXOAHOIO BELIECTBA MJIS
BKJIIOUeHUs aedtepus. Karanutuueckoe neiirepupoBanue 01e(pUHOBBIX U ALleTUIIEHOBBIX CBS3EH
MOJKeT OBICTPO BKJIFOYATh NedTepuil. Merajnueckue Karaiau3atopbl, Takue kak Pd, Pt u Rh, B
NPUCYTCTBUH ra3000pa3HOro JeHTepuss MOXKHO HCIIONB30BATh AJIST HEMOCPEACTBEHHOH 3aMEHBI
BOIOpOna aeirepueM B (YHKIMOHAJBHBIX  TPYINAX, COAEPIKALIMX  YIJIIEBOIOPOJIBL.
JleliTepupOBaHHBIE PEreHThl U CHHTETHYECKHE CTPYKTYpHbIE OJIOKM HMEIOTCS B MPOAAKE.
dopma u pa3mMep MOJIEKYJIbI OYEHb ITOXOXKH B IEHTEPUPOBAHHON M HeEHTEPHPOBAHHOM Gopme.
HesnaunrenbHble W3MEHEHUs (U3NYECKUX CBOWCTB B  YAaCTUYHO WJIM  TOJIHOCTBEO
IEUTePUPOBAHHBIX COEIMHEHMSIX BKIIFOYAOT YMEHBUICHHYIO TUAPO(POOHOCTh, MOHIKEHHYIO
KHUCJIOTHOCTh KapOOHOBBIX KHCJIOT U (DEHOJOB M TIOBBIIEHHYID OCHOBHOCTb AMHHOB, HO
OOJNBIIMHCTBO M3 3TUX HEOONBIIMX pa3IMYMid HMMEIOT He3HauuTenbHble 3(dexTsl Ha
OMOXMMHUYECKYI0 AaKTHBHOCTh HJIM CEJEKTUBHOCTb B OTHOIIGHHWH MHIIEHH. CBs3bIBAIOLINE
u30TonHblE 3(PQEKThl XOPOIIO W3BECTHBI W MOTYT BHOCHTb MOJIOKUTENbHBIH  HIIH
OTPHLIATENbHBIA BKJIAJ B W3MEPEHHBbIM KUHETWYeCKMH HM30TONHBIN 3¢ddexr nefitepus. Taxke
YMEHBIIAOTCA CKOPOCTH MeTadOoNM3Ma M MeTabOoNIM4YecKue MEpeKNIIOUeHHs, ITle U3MEHSIETCs
COOTHOIIEHHE MeTa0OoNuTOB. M3MeHeHus: B BO3/I€HCTBUM UCXOJHOTO JIEKAPCTBEHHOTO CPENCTBA
U MeTabOoJNTOB HAa HMHAMBHAYyMa MOIYT BJIMATH Ha (papMakOIMHAMUKY, MEPEHOCHMOCTb U
3¢ (eKTUBHOCTD IEHTepUPOBAHHOIO JISKAPCTBEHHOrO cpencTna. [leiireprpoBaHue yMeHbIIAaeT
o0pa3oBaHue HeXXeNaTeIbHbIX MM TOKCHYHBIX MeTaOOJIMTOB, a TAKXKe MOBBIIIAET 00pa3OBaHME
KenmaeMblx — MeTabonmuToB.  [IpumepoM  moONOKUTENbHBIX  3((GEeKToB  MeTaboNIn4ecKoro
MEPEeKJIIOUEHUs SIBISIETCS] JeHTepUPOBAaHHbIN HEBUPANNH, KOTOPbIM MPUBOAWI K YMEHBIIEHUIO
YaCTOThl BO3HUKHOBEHHUSI M TSDKECTH YECOTKH, a KaKIblH M3 JAeHTepHpOBAHHOrO 3(aBHpeHLa,
WHIWIOHA W OfaHaKaTHOa TMPUBOIWI K CHIDKEHHIO MOOOYHBIX 3((PEKTOB NMpPU MOBBILIEHHOH
3¢ deKkTUBHOCTH B KPBICHHON Mozpenu. JlefitepupoBanHblii poheKOKCHO, TaKKe U3BECTHBIA Kak
BDD-11602, umen yny4imeHHbIH (papMakOKHHETHUECKUH NMpoduiIb B KPBICHHOM MOJENH IO
CPAaBHEHHMI0O C HEHAECHTepUpPOBaHHBIM podexokcuOoM. JleHTepupoBaHHBIN  TeNarpeBup,
uHrHOUTOp Mporeasbl NS3-4A Bupyca renarura C, UMen yBeTMYeHHE CKOPOCTH SMTUMEPHU3ALUH
Ha 13%, HO He3HaunTenbHBIH 3(Q(EeKT Ha MPOTHBOBUPYCHYIO AaKTHBHOCTh. (P(PEKThI
IeUTepupoBaHUsl Ha MeTadoIMuecKuil mnpoduiab JHOOOro KOHKPETHOTO JIEKapCTBEHHOTO
CpeACcTBa HE TMOAJNAIOTCS IPOTHOZUPOBAHUIO, XOTS HMMEETCs IOTEHLMAaNd [ MOBBILICHMUS
0e30macHOCTH, IEPEHOCUMOCTH, 3P (PEKTUBHOCTU U TO3UPOBAHHUS.

[00061] Onuu cnoco® cHmkeHUsT MeTadonu3Ma JOMIEPUIOHA BKIIIOUAET BBEACHHE
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nerrepupoBaHHON (Gopmbl JomriepuaoHa. [leiirepupoBanHas GopMa Majold MOJEKYJIbI MOXKET
YBEJIMYUTh BPEMsSI €€ VAP KUBAHUS U, TAKMM OOpa30M, YMEHBIIUTh €€ MeTaOOIU3M, MO3BOJISI
BBOAUTH OOJiee HHU3KYIO NI03y C JOCTIDKEHHEM Takoul ke 3(pdexTuBHOCTH, Kak mpu Oosee
BBICOKOH 1103€, HO 0e3 CepAeyHbIX CHMIITOMOB. JIOMIepHIOH MHTEHCUBHO METabOIM3UPYETCs,
HO JefTepupoBaHHE 3aMeUIieT MeTadOoNN3M Ha KIFOYEBBIX y4YacTKaX M KIFOUEBBIX MYTSIX
Mmetabosm3ma, obecriedrBasi 0oJiee BBICOKYIO 3PPEeKTUBHOCTh MPH MEHbBIIEH 103€. DTO MOKA3aHO
Ha @ur. 1A u 1B, onucaHHbIX nanee, TAe MIOLaab MO KPUBOM OOJbINe AJIsl AeUTEPUPOBAHHBIX
coenuHenuii. Tabnuua 1, onucaHHAs HUXKe, MMOKA3bIBAET CHIIKEHHE O0O0pa3oBaHMsI MeTabOOJUTOB
17151 COeIUHEHUs 2 B TeueHne 60 MUH epuoja BpEMEHU.

[00062] Coemmuenue 1 HIke TMOKa3piBaeT OOWyIO JEHTEpUPOBaHHYIO —(Hopmy
nomnepunoHa, rae R=H wnu D, He3aBucumo, 4to aenaer BO3SMOXKHBIM NPUCYTCTBHE OT 1 10 10
aToMOB fAeWTepus. MOKHO HCIOJB30BATh JIIOOYIO MEPECTAHOBKY AEHTEPHUPOBAHHBIX YYACTKOB
6e3 orpanmueHnid. Haubonee 3HAYUMBIMH  y4acTKaMU  JEHTEPUPOBAHHS  SIBISFOTCS
apOMaTH4YECKHE YIJIEBOAOPOAHBIE TIPYIIBL, KAaK MOKA3aHO, U METWJIEH AJKWIBHOIO JIMHKEpa
anb()a OTHOCHTEIBHO a30Ta mNunepuauHa. llepBUYHbIE TUAPOKCHIIMPOBAHHBIE META0OIHTHI
MPUCYTCTBYIOT B 3TOM apOMAaTHYECKOM KOJIbLIE, U TPUCYTCTBUE NEUTEpUS MOKET CHU3HUTH
CKOPOCTh 00pa30BaHMs 3THX MeTab0NIUTOB. MeTabomnuecKuil myTh AeaJKUINPOBAHUS BKIIOYAET
3T ajb(a-mPOTOHBI Yepe3 MEXaHU3M dIUMHHALUN N-OKCUA, ASUTepUil MeIJIeHHEee YIasieTCs,
3aMeuisAs TakuM o0pa3oM 3TOT MyTh Merabonusma. B onHOM BapmaHTe OCYIIECTBIICHUS
IeNTepupOBaHHBIE COCAMHEHHUS | HCIONB3YIOT W/WIM MOJYy4YaloT, KaK OMHCAHO B HACTOSIIEH
3as1BKE.

[00063] domMnepunoH MOXKET OBbITh AEUTEPUPOBAH MO JEOOOMY MOJIOKEHHIO Bogopoaa. B
COEMHEHUH 2 AeHTepupoBaHUE apoMaThyeckux H aTOMOB He3aMEIIEHHOTO apOMaTUYeCKOro
KOJbIIa JaeT AoMMepuaoH-ds. JlomomHUTENbHOE AeiTepupoBaHHE OJHOTO WM HECKOJbKUX
METUJICHOBBIX YYaCTKOB B CBSI3BIBAIOLICH MPONWJIBHONH TIpynne JaeT CoeAuHeHue 3
(momniepunon-dg) wian nomnepunon-dg (He MOKa3aH) WM coenuHeHue S5 (mommepunoH-dig).
Takxe BO3SMOKHO EUTEPUPOBAHUE OJHOIO WJIM HECKOJBKUX METUJIEHOBBIX Y4aCTKOB, COXPAHSs
npu 5ToM H Ha apomatudeckux yvactkax. Hampumep, aenTepupoBaHHE ONHOW METUIIEHOBOU
rpymmnel gaer coenuHeHune 4 (mommepunos-ds), a AeHTEepUPOBAHHE ABYX METHJIEHOBBIX TPYIIII
naet nomrepuaoH-d, (He moKas3aH).

[00064] B ogqHOM BapuaHTe OCYLIECTBIICHUS BBOAST JII0O0E U3 CoequHeHui 2, 3, 4, 5 umm
6. JIroOble 3 coenquHeHni 2, 3 U 4 NeMCTBYIOT, YMEHbINAsi CKOPOCTh METab0IN3Ma, U SBISTFOTCS
IPEANOYTUTENbHBIMHU.

[00065] Hcxomubie BemmecTBa C IOeWTepUeM TOJBKO MO ayibd)a METHJIEHY BEPOSTHO

SIBJISIIOTCST OoJiee AOPOTMMHU U MEHEC NOCTYIIHbI, YEM T€, A€ IPOIHJIbHAA I'pyIIa SABJISICTCA
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MOJHOCTBIO 1EUTEPUPOBAHHOM.

[00066] CoenuHeHue 2 HCHOJB3YETCS U ABJSIETCS MPEANOYTUTESBHBIM B OJHOM

BAapPHAHTE OCYIIECTBIEHUS.

[00067] Coenunenne 3 HCHOIB3YETCS U SIBJSIETCS MNPEANOYTUTENBHBIM B JIPYroM

BapUAHTE OCYILECTBIICHUSL.

[00068] CoenuHeHne 4 HCHONB3YETCS U SIBJISIETCS MPENNIOYTUTENBHBIM B JIPYTrOM

BapHaHTE OCYIIECTBIEHUS.

[00069] CoemuHeHue S HCHONB3YETCS U SBJSIETCS MPEANOYTUTEIBbHBIM B OIHOM

BapHaHTE OCYIIECTBIEHUS.

[00070] CoenuHeHue 6 UCIIONB3YETCS U SBJSAETCS MPEANOUYTUTENbHBIM €llle B OJHOM

BapHaHTE OCYIIECTBIEHUS.

[00071] CoenuHeHus 2 U 5 UCHOJB3YIOTCS U SIBJISAIOTCSA MPEANIOYTUTEIbHBIMU B OJJHOM

BapHaHTE OCYIIECTBIEHUS.

[00072] Coenunenus 2, 5 1 6 HCTIOAB3YIOTCS B OJJHOM BAPUAHTE OCYIIECTBICHUS.
R H o}
R R 0 H
o 3Ny T A
YN R N” NH SN H N
HN R
R R 1 cl

R=H umm D

[00073] B ogHOM BapuaHTe OCYILECTBJICHUs UCIIONB3YIOT COEANHEHUs, coaepkamiue 1-8

aTOMOB JIEUTEpHUsl B LIUKJIOT€KCUTIAMHUHE, TAKOM Kak coeqnHeHue 13.



16

R=H mnmu D

[00074] Takum oOpa3oM, HacTosilee U300peTeHne 00ecneurnBaeT CrocoObl 00IerdeHus
ractpodsodareabHOro  pedrokcHOro  3abojeBaHus, (YHKIHUOHAIBHOW JUCIENICHU  WJIH
TOLITHOTBI ¥ PBOTHI, ACCOLMMPOBAHHBIX C XUMHOTEPAITHEH, Y MALHeHTa, BKIIOYAOLIE BBEICHHE
NAaLKEHTy TepaneBTHUeCKH 3()(HEKTHBHOrO KOJIMYECTBA COEAMHEHHs, KOTOPOE MPENCTABISIET
coboii dy-nomniepunoH 4, ds-nomnepunon 2, de-gomnepunoH 3 wim dip-AOMIEPUIOH S, WU €ro

(hapMaleBTHYECKU IPUEMIIEMOUN COJTH:

iy 3D
OyN%NQ\NiNH

H
HN H
X
H
1
3“"‘ H* H Q\N

HNji;[ Q

Do

o oy K,

pady

(d»-nomMniepuoH)

i

(d4-momniepunoH)

(d¢-momniepunoH)
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D oD o
o SN K
MNp7D N
HN

D 2
D D 5§ Cl

D (dyo-moMIIepuIoH).
[00075] B HekOTOpBIX BapuUaHTaX OCYIIECTBJICHHS COEAMHEHUE MPENCTaBIsseT coOou da-

JIOMIIEPUAOH 4 WK ero (papMaleBTHYECKH TPUEMIIEMYO COJIb!

||HDD o
g Ok
PN H NN
H H 4 ,
H

C
(d2-momniepunoH).

[00076] B nmpyrux BapuaHTax OCYIIECTBJICHHS COSAMHEHHE TpPEACTaBisier coboit da-

TOMIIEPUAOH 2 WK €ro (papMaLeBTUIECKH TPHEMIIEMYIO COJIb:

HHHH 0
o SN A
>‘NH H N~ NH
HN D
D D 2 Cl
D

(d4-momniepuoH).
[00077] B nmpyrux BapuaHTax OCYIIECTBJICHHUS COEAMHEHHE MpencTaBisieT coboi de-

JOMIIEPUAOH 3 WK ero (papMaleBTHYECKH TPUEMIIEMYEO COJIb:

HHDD O
3 %N\JJL
PN N NH
HN D
D D 3

Cl
D
(d¢-momniepunoH).
[00078] B nmpyrux BapmaHTax OCYIIECTBJICHUS COSIMHEHUE TMPENCTaBIisieT co0oit djo-

JIOMIIEPUAOH S WK ero papMaleBTUYECKH TPHEMIIEMYIO COJIb:
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D p P o
o) N L
MNp7D N T
o O
Dji>[° 5 cl
D

(dyo-moMIIepUIOH).

[00079] B HekOTOpBIX BapUaHTaX OCYLIECTBJEHUS IEeUTEPUPOBAHHBIC COETUHEHUS
MOJKHO HCIIOJIb30BaTh B CIOCO0AX, OMMCAHHBIX B HACTOSIIEH 3asBKe, Uil OOJerdeHwHs
ractpossodareabHOr0O pe(IFOKCHOTO 3a00IeBaHUS.

[00080] B mpyrux BapuaHTax OCYIIECTBJIEHHUS NeHTepHpOBaHHbIE COEAUHEHUS MOXKHO
UCTIONIB30BATh B CIIOCO0AX, ONMMCAHHBIX B HACTOSINEH 3asiBKe, 151 oOserdeHust pyHKIMOHAIbHON
JUCHIETNICUH.

[00081] B mpyrux BapuaHTax OCYILECTBJIEHHUS AEUTEPUPOBAHHBbIE COEIUHEHUS MOKHO
UCTIONB30BaTh B CIOCO0AX, OMHMCAHHBIX B HACTOSINEH 3asBKE, ANl OOJIErdyeHHsl TOLTHOTHI U
PBOTBI, aCCOLIMMPOBAHHBIX C XUMHOTEpANUEeH.

[00082] Cxema 1 mokaspiBaeT OOmMHA CHHTE3 Ul TOJIYYEHUS Pa3IMYHBIX
IeNTepUpPOBAHHBIX TOMIIEPUIOHOBBIX COEIMHEHNH, B O0IIEeM BH/IE NTOKA3aHHBIX KaK COCUHEHNE
1. CuHTe3 OCHOBaH Ha HeAeNTepupOBaHHOM aHanore, packpbeiToM B Ilatente CIIIA Ne 4066772,
BbimaHHOM Vandenberk. Cnoco® HaumHaercs ¢ 1,2-nmamuHoOeH3ona, 3amerneHHoro 0-4
aTOMaMu JeWTepuss Ha apoMaTudyeckoM Kousble. OCyINeCTBISIOT 3aMblKaHME HMHAA C
UCIIONIB30BAHUEM JTHIXJIOphOpMHATa WIM APYroro MNOAZOOHOTO PeaKLMOHHOCIIOCOOHOTO
KapOOHMIIBHOTO COEUHEHUsI B MOAXOASIIEM PACTBOPHTENE, TAKOM KakK, HO HE OrPaHHUYUBAsIChH
3TUM, TIPOCTOM 3dup, Takou kak Terparuapodypan (THF), rajsoreHyrieBogopoabl, Takue Kak
IUXJIOPMETaH, KETOHBIL, TaKHe KaK alleTOH, YIJIeBOJAOPO/bI, TaKHe KaK IelTaH, U aMU/bl, TaKue
kak N,N-mumerundpopmamun (DMF). Coemunenune 8 3aTeM 3alMINAIOT C MOJYYEHHEM
MOHO3ALIUIIIEHHOIO COEAUHEHUs] C HCIOIb30BAHUEM MMOAXOASIIEH 3alUTHON TPYMNIbl, TaKOU
KaK, HO HE OrPaHHYMBAsICh 3THM, KapOamaTel, Cyib(hOHAMHUIBI M BUHWIAIKIIBL BTOpOil azor
3aTeM IO/IBEPTAIOT B3aUMOACHCTBUIO C 1,3-OM(YHKIMOHAIBHBIM MPONIIBHBIM MPOU3BOIHBIM,
cogepxamuM 0-6 aTtomoB paedrepus. PyHKIMOHAIBHAS TPYIIA MOXKET MPENCTAaBIATh COOOM
He3aBucuMmo ranores (Br, Cl, I), rugpokcun mim moaxoAsInyo yaaiseMyr0 TPYIIY, TaKyl Kak
TO3UJAT WM Me3unaT. B mpennouTuTesbHOM BapUaHTE OCYIIECTBIEHHS [IB€ TIPYIIbI
pazmmuarorcsi. OcraBmiasicss ypansemasi rpymna X coeguHeHusi 10 HeoOs13aTelnbHO MOXKET
oOMeHMBaTbCsl Ha Oojiee PEaKLMOHHOCIOCOOHYIO TPYIITY, HarpuMmep, eciu X MpenCcTaBisieT
co0O# XJIopUA, XJIOPUI MOKET OOMEHUBATBhCS Ha HOAUA, WM eciu X MPencTaBisieT coOoi

TO3UJIAT, TO3UJIAT MOXKET OOMEeHUBAaThCsi Ha TpudTopmerancynbdoHat (Tpudnar). 3ammTHYO



19

rpynny P Takxke MOXKHO yJaauTb Ha 3TOW CTaAUU.

[00083] IIpomexyTouHoe coenuuenne 10 uan 12 3aTeM MoABEprarT B3aUMOJEHCTBHIO C
coenrHeHHeM 14 ¢ UCroap30BaHUEM JHOO OCHOBAHUS, JIMOO APYrod MOAXOASILIEH MpoLeayphI
coyeranusi. CoennHeHue 14 moJydarOT C HUCHOJIB30BAHUEM CIOCOOOB, M3BECTHBIX M3 YPOBHS
TEXHUKU. YJajieHue 3allUTHOM TIPYNNbl AAaeT >KeJaeMoe AeHTepUPOBAHHOE NPOU3BOAHOE
gomnepunoHa 1. ANbTepHATUBHO, 3AIMTHYH rpynmny P MOXKHO ynamuTe A0 alKUIUPOBaHUS
coenuHeHneMm 14. Bce coenuHeHUs TOJNY4YarOT B COOTBETCTBUH C OTOM OOIel cXxemoi ¢
HCTIOJIb30BAHUEM MOAXOASIIE 3aMEIIeHHbBIX JeHTepUPOBAHHBIX UCXOIHBIX BELIECTB.

[00084] CuHnre3 coemuHeHusi 13 OCYIIECTBISIOT, CIEAys HM3BECTHBIM CrocoOaM st
HeleMTepUpOBaHHBIX BELIECTB, HO Ha4yuHas C JeWTepUpOBAaHHOIO 4-aMHUHOMUIIEPUANHOBOTO
MIPOU3BOHOTO.

Cxema 1: OOwmii cuHTE3 NEHTEPUPOBAHHOTO AOMIIEPUIOHA

R

cDl i R
R NH, axmnpg:pgg:& R H MOHOBANATA R P
KapGOHMUIT, N —_ = R |\|'|
NG O o
R R H R N 9
7 R o R
R =H mm D R rRRR
R P Samena 6GoJsee R P X)S%X
R ) PearUMOHHOCIOCOBHON R | R R
N yRanmemot rpynnosi N X=ranoren, OH
>:O (HeoBasarenenas) >:O M Rpyras
N N yhanseMasi Tpynna
R RR R RR
R R/,l\i\ " Rﬁx
X
12 R R 10 R R
aNKMIMpoBaHMe coeluHeHuem 1
saTeM yJalleHMe SalATH 0
7507 R »*NH
yOaneHue SalpTH, SaTeM R H N
ANKMIMpOBaHMe coenMHeHueM 14 N>=O HN
R N R 14 Cl
R R;}ﬁ o)
R NO\N)LNH
1
Cl

[00085] Cxema 2 mOKa3bIBA€T aJbTEPHATUBHBIA CHUHTE3 [UIsl AEHTEPUPOBAHHOTO
nommepunoHa. [logxoasime aeiirepupoBaHHbIi 1,2-aMUHOOEH30J1 OABEPTAIOT B3AUMOACHCTBHIO
C TETPa3THJIOPTOKAPOOHATOM B MPUCYTCTBHM KaTAJIM3aTOpPa M B MOAXOIAIIEM PACTBOPHUTENE, C
MOJy4YeHHeM coenrHeHus 15. B onHOM BapuaHTe OCYIIECTBJAEHUS KaTaIU3aTOP MPEACTaBIISIET
co0Ol YKCYCHYIO KHCJIOTY. B OgHOM BapuaHTe OCYIIECTBIEHHSI PAaCTBOPHUTENb INPENCTABISET
coboit sTaHon. B apyrom BapuaHTe OCYIIECTBJICHHS KaTaJIM3aToOp MPEACTaBisieT COOOi
MIPONMOHOBYK) KHUCJIOTY. B npyrom BapuaHTe OCYLIECTBJIEHHS DPACTBOPUTEINb MPEACTABIISIET

co0Oll M30OMpPOMIJIOBBIA CIHUPT. B BapmaHTax OCYLIECTBJICHUS MOXHO HCIIOJIb30BATh
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MOAXOASIIYK) OPraHMYECKYI0 WJIM HEOPraHMYECKYI0 KHUCJIOTY B MOAXOMSLIEM pPacTBOPUTEINE,
HEOrPaHMYHUBAIOIINE MPUMEPB! BKIIIOYAOT NPocToil 3dgup nmm crmpt. 1,3-budyHknmnoHansHOe
NPONWJIBHOE TNPOU3BOAHOE, coaepxkamee 0-6 aToMOB JAeWTepus, 3aTeéM IOABEPraroT
B3aUMOJEUCTBUIO C MPOTOHUPOBAHHBIM a30TOM N umuzaa 15 B NPUCYTCTBUM OCHOBAHUS U B
pacTBOpUTENiE C MOJIydeHUEM coefnHeHus: 16. B onHOM BapuaHTe OCYLIECTBJIEHUS OCHOBAHHE
npencrasisier coboit K,CO3. B ogHOM BapuaHTe OCYIIECTBIEHUS] PACTBOPUTENb MPEACTABIISAET
coboit merunuzodytuikeroH (MIBK). B apyrom BapuaHTe OCYIIECTBICHHS OCHOBaHHE
NpeAcCTaBsieT coOOW THApuUi HaTpus. B ApyroM BapuaHTe OCYIIECTBJICHHS PAaCTBOPHUTENb
npencrapisier coboit gumermndopmamun (DMF). B BapuaHTaX OCYLIECTBJIEHUS MOKHO
UCIIONIb30BaTh, B KaueCcTBe IPUMEPOB, OpPraHUYeCKHe OCHOBaHMs, Takue Kkak N,N-
mumsonpormmTuiaaMud (DIPEA), u-Oyrwumutuit (nBuli), Oumc(TpumerHiacuiwi)aMun JHTUS
(LHMDS) u T.n., win HeOpraHWYeCKHe OCHOBAaHUS, TAaKWe KaK THIAPHUI Kajius. 3aMelleHre
coennHeHHeM 14 W ynaneHue 3amuThl OEH3UMHUAA30Ja MPHUBOAMT K ACHTEPUPOBAHHOMY
JOMITEPUIIOHY 1.

Cxema 2 CuHTe3 AefTepupOBaHHOTO JOMIIEPUAOHA

Br{CR2)zCl, R R
R g(é,)ft)‘h . K,COs5, R 1.14, KHCO;, R
G { .} :
R NH, HOA Kar N \ MIBK R N — g(énlggAéEégac R
2 / \>70 XOROMUIEHUKOM R NH
R NH, ¥ N%O R N R N\if
I R N r R R 2 4MHcl, R R O
R R'RA PR Stoiwmm. - RT R
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[00086] Cxema 2, mnpencraBisomas CHHTE3 AEUTEPUPOBAHHOTO JOMIIEPUIOHA,
BKJIFOYAET TOJIbKO TPU CTaAMM, KaKAasi U3 KOTOPBIX MPUBOAUT K BBICOKUM BBIXOJaM MPOAYKTA.
OOwmmit BBIXOA JAEHTEpUPOBAHHOTO aomnepuaoHa u3 Cxembl 2 3HAYHMTENBHO BBILIE I10
CPaBHEHHIO C BBIXOIOM A€UTEepUPOBAHHOrO fomnepuaoHa u3 Cxemsl 1.

[00087] B HeKOTOpPBIX BapHAaHTaX OCYIIECTBJICHUS HACTOsALIee H300peTeHue

obecnieunBaet coenuneHust popmyiner 16, rne R=H mmm D.
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[00088] B mpyrux BapwaHTaX OCYLIECTBJCHUs HacTosiiee n3oOpeTeHue odecreynBaeT

coeaunenue, rae R=D B coenuHeHun 16, T.€. cienyroiiee COeNMHEHUE:

D

[00089] B mpyrux BapmaHTax OCYLIECTBJIECHHUs HacTosIee M300peTeHne oOecrieuynBaeT

coenunenne Gopmyisl 16, rne R=H, T.e. coenunenune cneayromeit CTpyKTyphl:

D
N\>_o Y
D N
D

Cl

[00090] B HeKOTOpPHIX BapHAHTaX OCYLIECTBICHHS OOECIIEYMBAIOTCS  CIOCOOBI
nojiyueHusi neirepupoBanHoro gomnepunoHa, Coemmnenuss 1. Cnocob Bkmouaer (i)
B3auMozeiictere  1,2-nmuamuHOOeH30ya,  conmepikamero  0-4  aroma  geirepus,  C
TeTpasTuiopTokapOonaToM; (i1) B3ammopeiicteue mnpoaykra craamu (1) ¢ Br(CR»);Cl ¢
NOJIyYeHHEM TPOMEXYTOYHOrO coennHeHus, u (ill) B3aMMOAEHCTBHE MPOMEXKYTOUYHOTO

coenuHeHwus ¢ S-xJop-1-(4-munepuamn)- 1 H-6enzumunazon-2(3H)-oHoMm.



[00091] B nmpyrux BapHaHTax OCYINECTBJICHUS OOECHEYMBAOTCS CIIOCOOBI MOJYyYEHHS
neiTepupoBaHHOro nomnepunona, CoearHeHus 2. DT COCOOBI BKIIIOYAKOT (1) B3aUMOIEHCTBIE
1,2-nuamuHoOeH301a, conmepskamero 4 aroma nedTepus, C TeTpasTHiIopTokapOoHaTtoMm; (ii)
B3aumoneiicteue mpoxaykra craauud (1) ¢ Br(CH»);Cl ¢ momydeHneM NpOMEKyTOYHOTO
coennHEHusI;, U (1i1) B3aUMOAEHCTBHE POMEKYTOUYHOTO COSAMHEHNUs ¢ S-XJop-1-(4-munepuan)-

1H-6en3umunazon-2(3H)-oHom.

H HH H O
o} N L
N WO N NH
HN D
D D 2 ci
D

[00092] [efiTepupoBaHHbIE COCTUHEHUST TOMIIEPUIOHA MOKHO BBOIMTD JIFOOBIM MyTEM,
KOTOPBIM ONpPEAENUT CIEHUAJUCT B JaHHOHW 00JacTH, BKJIIOYas, Oe3 OrpaHUYeHus,
NePOPANIbHBINA, PEKTAJIbHBINA, HA3aJbHBIN, MAPEHTePATbHBINA (T.€. TOAKOKHBINA, BHYTPUKOKHBIM,
BHYTPUMBILIEYHBIH, WHTpanepUTOHEANbHBIN, BHYTPUBEHHBI, WHTPAAPTUKYJISIPHBIN,
UHTPaMENYJUIIPHBIN), WHTPANEPUTOHEATbHBIN, TPAHCMYKO3AJIbHBIH, TPAHCAEPMAJIbHBIA HIIH
MECTHBIH (T.€. JepMaJbHbIN, OYKKaIbHBIH, CyOJMHIBAIbHBIN, HHTPAOKYISIPHBIN). B HEKOTOpPBIX
BApPHUAHTAX OCYINECTBJICHUS AEHTEPHUPOBAHHBIE COCAMHEHHUS IOMIIEPUAOHA BBOIAT B (popme
(apManeBTHUECKIX KOMITO3ULIHIH.

[00093] Kommosummu MOKHO BBOAHTH IMEPOPAIbHO B TBEpHOW (opme, Takod Kak
tTabneTka, Karcysa, TabyieTka Uil paccachlBaHUs MM JKEBaTEbHAS PE3UHKA, WM B SKUAKOU
¢dbopme B BHIIE CHPOIIA, SMYJIbCUH, PACTBOPA MIIM CYCIIEH3UU B BOJHOM HJIM HEBOJHOM HOCHUTEIE.
B TtBepapix (opMax KOMITO3UIIMU MOTYT OBITH C KOHTPOJHMPYEMBIM BBICBOOOXKIEHUEM HIIU

OBICTPBIM PaCTBOPEHHEM AJIsi ObICTPOro Havaja AeicTusi. KoMmo3ummm Takke MOKHO BBOIUTH
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NyTeM HWHBEKLWH, KOTOpPas MOXKET ObITh IOAKOXHOH, BHYTPUKOXKHOHM, BHYTPHMBIIIEYHOM,
BHYTPUBEHHOM, WJIM JPYTUMH crocobaMyu HHbEKUUH. KOMMIO3WIMU Uil BBEACHUS uepes
MHBEKLUIO MOTYT BKJIIOYATh CYCHEH3HH, PACTBOPbI WJIM 3MYJIbCHUU B BOJAHBIX WJIM HEBOIHBIX
HOCUTEJISIX. Jlpyrre KOMIO3ULMU MOTYT AOCTAaBJISTbCSl MHTPAHA3AJIbHO, BATMHAIBHO, PEKTAIBHO
WM TpaHcAepManbHO. KoMnosunuu Tak:ke MOTYT JOCTaBISATHCS TpaHCMyKo3anbHO. IIpenapar
MO>KHO BBOJUTB OT OIHOT'O pa3a B AE€Hb JI0 YETHIPX pa3 B ACHb.

[00094] TunwuHo (hapMaleBTUYECKUE KOMITO3ULIMKU (POPMYJIUPYIOT IJIsi COOTBETCTBHS
KOHKPETHOMY IMyTH BBENEHUs. B HEKOTOpPBIX BapHaHTaX OCYINECTBJICHUsS (papMaleBTHYECKHE
KOMITO3ULIUH MMEIOT (opMy TabJEeTOK, Karncysn (TBEpAble W MSTKHE JKEJATHHOBBIC KaIlCyJibl),
camie, Jpaxke, TMOPOLIKOB, TpaHyJ, TaOJeTOK JJIsi paccachlBaHUs, TMOPOIIKOB ISt
BOCCTaHOBJICHHUS, JKHIKHX TMIPErnapaTtoB (pacTBOPBI, 3MYJIbCHUH, CYCHEH3UH WJIH CHPOIBI),
IUIACTBIPEH, TpemapaTroB sl HMHTAOUNA Wiau  cynmo3utopueB. Takum — oOpasowm,
¢dapManieBTHUECKHE KOMIIO3MLMM THUIIMYHO COAEpKaT (papMaleBTUYECKH IpHEMIIEMbIE
SKCLIMITUEHTHL.

[00095] [ns BrIrO4YeHUss B (papMaLEBTHYECKHE KOMIO3UIHMH (hapMaleBTHUECKH
NpUeMJIEMbIe SKCLUITHEHTbl BBIOMPAIOT Ha OCHOBAHUHM CHoco0a BBENEHHsS, M OHU MOTYT
BKJIFOYATh WHEPTHBIE W/WJIM AKTUBHBIE KOMIIOHEHTHL. B HEKOTOpPBIX BapHaHTax OCYILIECTBIICHUS
(bapMaleBTHUECKH TPUEMIIEMBI HKCLUMMEHT SBJSIETCS CTEPUJIbHBIM, HETOKCHYHBIM W/WIN
OMONOrNYecK! MOAXOMASALIMM Jisi BBEAECHUS CYObeKTy, T.e. 3a0y(epeHHBIM [0 MOAXOAAIINX
3HaueHni pH u um3oroHmyHocTu. B apyrux BapmaHTax OCyIECTBJIEHHUS (hapMaleBTHUECKU
npueMJIeMble SKCLUIHEHThl BKJIIOYAIOT pazOaBuTenu (HAmpuMep, WHEPTHbIE), HOCHTEINb,
aZ’bIOBAHT, HATIOJHUTEIN.

[00096] [eiirepupoBaHHbI AOMIEPUIOH HJIM BKJOYAKOIIast ero (apmManeBTHYecKast
KOMITO3UIUS TAKXKe MOTYT COIEPKaTh APYTHe aKTUBHBIC BELIECTBA M/HJIM UX MOXXHO BBOIHTD C
APYTMMU aKTUBHBIMH BellleCTBAaMH. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS JOIMOJHUTEIbHOE
aKTUBHOE BeLIeCTBO sBiseTcs mnone3HbiM st jedeHuss GERD. B ppyrux Bapuanrtax
OCYIIECTBJIEHUS] JIOMOJIHUTEIBHOE AaKTHUBHOE BELIECTBO SIBJISETCS IOJE3HbIM ISl JIeUEHUs
($yHKIMOHATBHON ucHencuu. B apyrux BapraHTax OCYIIECTBISHHS JOMOJHUTEIbHOE AKTUBHOE
BEIIECTBO SIBJIAETCS TIOJIE3HBIM ISl JICUEHHsI TOIIHOTHI W/MJIM PBOTHI, ACCOLMHPOBAHHBIX C
xumuorepanueld. Takum 00pa3oM, IOMONHUTENPHOE AKTHBHOE BEINECTBO MOXET BKJIIOYATH
aHTauuabl, 6mokaropel H-2-penentopoB (Takue Kak HUMETHAWMH, (PaMOTUAWH, HU3ATUAMH WIIH
PaHWUTUMH), WMHTHOUTOPbI TPOTOHHOIO Hacoca (Takue Kak JIAHCOMpPAas3oJ, OMEMNpasol,
MAHTOMNPa3oy, pabenpa3osa WM JIEKCIAH30IPa3oi), JIEKAPCTBEHHBbIE CPEACTBA, KOTOPbIE
YVKPEIUIIOT HIKHMH 330¢areanbHblil  chuHkTep (Hampumep, OakiodeH), JeKapCTBEHHbIE

cpeacrtea OT TOIIHOTBI WKW PBOTHI, TAKHE KaK aIlpCInHUTaHT, AOJACE€TPOH, TI'PAHUCCTPOH,



24

OHIAHCETPOH, NAJOHOCETPOH, MPOKJIOPHEPA3UH, MPOMETA3UH, HETYIUTAHT-MAJIOHOCETPOH,
pOJIANIUTAHT, JIOpa3enaM, METOKJIONPAMUA UIIH AEKCAMETa30H, MIIM MX KOMOMHALIUH.

[00097] B HEKOTOpBIX BapUaHTaX OCYLIECTBJIECHUs AEHTEPUPOBAHHBIN OMIIEPUAOH
BBOJIAT NEPOPAIBHO, TPAHCAEPMANIBHO, MMAPEHTEPATIbHO WIIM KOMOUHUPYSI TaKUe IyTH BBEIEHHUSL.
B npyrux BapuaHTax OCyIIECTBJICHMs JEHTEPUPOBAHHBIN JOMIEPUIOH BBOAAT TPAHCAECPMATBHO.
B npyrux BapmaHTax OCYILIECTBJICHUs NEHTEPUPOBAHHBIN JOMIEPUAOH BBOAST MAapPEHTEPAIbHO.
B HekOoTOpBIX ApPYyrUX BapUaHTaX OCYLIECTBIEHUS NEUTEPUPOBAHHBIN IOMIEPUIIOH BBOISAT
NEePOPAJIbHO.

[00098] ®ur. 1 moka3biBaeT CHUXKEeHHE MeTaboJHM3Ma, BbI3BAHHOE JEUTEPUPOBAHUEM
NOMIEPUIOHA, TI[e IJIOWAAb IOA KPUBOM ypPOBHEH B IIa3Me MEepOPaIbHO BBOAUMOIO
JIOMIIEPUAOHA Y KPBICHI OOJbIIE [T NEHTePHPOBAHHBIX JOMIEPHIOHOBBIX COSNUHEHHH 2 U 6 110
CPaBHEHHIO C HEAEHTEPUPOBAHHBIM JOMITEPUAOHOM. Tabyuia HIKE MOKA3bIBAET YMEHBIICHHOE
oOpa3oBaHHe MeTaDOJHUTOB B YEIOBEYECKHUX I'eMaTOLUTAX IJIsi COSAMHEHUI foMIepuIoHa 2 u 6

B TedeHue 60 MUH Nepuoja BPEMEHHU IO CPABHEHUIO C HEAEHTEPUPOBAHHBIM JOMIEPUIOHOM.

Tabnuna 1
IIpoueHTt oOpa3oBanHusi MeTaOOJUTOB B YEJIOBEUECKHIX T'eMaTOINTAX
O6paserr % OKHCJIUTEIBHOTO % cyJb()OHUPOBAHHOTO
MeTadoauTa mMeTtabouTa
Jomnepunon 0,08 0
0 muH
JomnepunoH 2,64 0,23
30 muH
Jommepunon 3,79 0,37
60 MuH
Coenunenue 2 0 0
0 muH
Coenunenue 2 0,15 0,01
30 muH
Coenunenue 2 0,21 0,02
60 mun
Coenunenue 6 0,03 0
0 mun
Coenunenue 6 1,42 0,13
30 mun
Coenunenue 6 1,91 0,22
60 mun

[00099] Hpyroii crmoco® cHmkeHUs MeTadoM3Ma AOMIIEPHUIOHA BKJIIOYAET BBEACHHE
JEKApCTBEHHOTO CPEACTBAa CYONMHIBAJbHO, YTOOBI aKTHBHOE BELIECTBO Cpa3y IOMAjaio B
KPOBOTOK M OOXOAWJIO TMHINEBAPUTEIBHYIO CHUCTEMY, TA€ IPOUCXOOUT META0OIH3M.
CyOmuHrBaibHyr0  ¢opMy  OOMIIEPHAOHA  FJIM  JEWTEPUPOBAHHOIO  JOMIIEPHUIOHA,

c(OpMyJIUPOBaHHYIO B BUAE TaOJETKH, IJIEHKU WIH IPYrod MNOAXOASIEN JeKapCTBEHHOM
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¢opMBI, MOKHO BBOIUTH B Ooyiee HU3KOH n03€, HO C 3((PEKTUBHOCTBIO COIOCTABUMOM C
3¢ (eKTUBHOCTBIO TEPOpPaNbHO BBOAMMOM (opmbl. DapMakOKMHETHKA JOMIIEPHIOHA, B
qacTHOCTH ero tip, pK, log P u Ky, nemaer ero OmaronpusitHbIM aJisi CyOJIMHTBAJIBHOTO
BBE/ICHUSI.

[000100] [dpyrum cmocoOoM yMeHbIIeHHs MeTaboi3Ma JOMIEPUAOHA SIBJISETCS
BBE/ICHIE AaKTUBHOTO BellecTsa B (opme dyactuil, obecneynBarouield OONbLIYVIO IUIOMIAIb
NOBEPXHOCTH. Hampumep, IOMIEPUIOH WU AEUTEPUPOBAHHBIA JOMIEPUIOH MOTYT OBITh
copMyIMpPOBaHBI B BUAE MHUKPOYACTUI] WM HaHOYAacTUL. C HCHONBb30BAHHUEM CHUCTEMBI
ounodapmanesruyeckoii kinaccupukanuu (BCS) u3BecTHO, 4TO JIeKapCTBEHHBIE CPEACTBA KJlacca
II obnamaroT BBICOKOH MPOHUIIAEMOCTBIO M HH3KOW pPACTBOPHUMOCTBIO, TAaKMM O0pa3oM, HX
OMOMOCTYITHOCTh OTpaHUYEHAa CKOPOCTBIO MX PACTBOPEHHUS. B 3TOM BapHaHTe OCYLIECTBIICHHS
MHUKPOYACTHIIA WJIM HAHOYACTHLIA WJIM Jpyras JiekapCcTBeHHast ¢opma, obecrednBaromas
YBEJIMYCHHYIO IUIOIAAb IMOBEPXHOCTH, YBEIMYMBAET OMOAOCTYNMHOCTh 3a CUET IOBBIICHUS
CKOPOCTH PacCTBOPEHUS, M €€ MOKHO BBOAWUTH B OoJiee HU3KOW 103e, HO C 3()(PeKTUBHOCTHIO
COIOCTaBUMOH € 3((HEKTHBHOCTBHIO IEPOPATBHO BBOIUMON (HYOPMBL

[000101] {omKkHO OBITH MOHSITHO, YTO APYTHE JIEKAPCTBEHHBIE (DOPMBI MOTYT JOCTUTATh
AHAJIOTUYHBIX WJIM TAaKUX K€ PEe3yJIbTAaTOB, HAIpHMEpP, HCIOJIb30BAHHE KOMIIO3MLUN IS
pacrbUIeHNs], TIOPOIIKA, TOHKOW TUIEHKH U T.J., U C UCIOJb30BaHNEM JIHOO JOMIEPUIOHA, JTHOO
IeNTeprUpOBAHHOTO AOMIIEPUIOHA.

[000102] AomxHO OBITh MOHSATHO, YTO BAPHAHTHI OCYLIECTBICHUS MOTYT UCIIOJIb30BATHCS
B KOMOMHanmu. B kadectBe omHOro mpumepa, popMy noMIepuaoHa B BUAE MHKPOUYACTHUL] HIIH
HAHOYACTHUI] MOKHO HAHECTH WJIM BKJIIOYHUTH B TOHKYIO IJICHKY M BBOAMTH CyOJHHIBajbHO. B
Ka4ecTBe APYroro npumepa, AeUTepUpOBaHHYIO (OpPMYy JOMIEPUIOHA MOKHO CHOpMYITUPOBATH
B BUJI€ MHUKPOYACTHI] WJIM HAHOYACTHI U MOXKHO B HEKOTOPBIX BapHAHTAX OCYLIECTBIICHHUS
BBOJIUTh CYOJIMHIBAJIbHO, HAalpUMeEp, B WJIM Ha TOHKOH IUIEHKE, B BUAE crpes W T.0. B sTux
npuMepax KOMOWHALMI 103y JOMIIEPHIOHA MOXKHO €Ile€ YMEHBIIUTh OJarojapsi ero
NOBBIIIEHHOH OMOOCTYITHOCTH M CHH)KEHUST MeTabon3Ma.

[000103] Cnenyromue mpenapaTsl U JIEKAPCTBEHHBIE (POPMBI MOKHO HCIIOJIB30BaTh KaK
1T AEUTEpUPOBAHHBIX, TAK U JJIST HEAEHTePHPOBAHHBIX (JOPM JOMIEPUIOHA.

[000104] HaHO4YaCTHULIBI MOXKHO TOJYYUTh C UCMOJIB30BAHUEM CYXOr0 U3MEbUYCHUS WU
MOKpOro wu3Menb4yeHus. IIpumepsl cnocoOOB CyXOro H3MENIbUEHHUs] BKIOYAOT CIIOCOOBI,
packpeiTeie B maTeHTHbIX mnybsukammsx CIIA  NeNe  2013/0209569, 2010/0092563,
2014/0287039, 2014/0200276, 2014/0194487, 2014/0255494, 2013/0243854, 2014/0248359,
2014/0256781, 2014/0302127, 2014/019395, 2014/0220121, 2012/0135048, 2014/0326812,
2009/0028948 u B marentax CIIHA NeNe 9089471; 9095496; 9180096; 9173854; 9017721,
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8679544; 8999387, 8734847, 8992982; 9180096, 9186328; 8735450; u 8808751.
HnmoctpaTuBHBI cnoco0 MOKpOro usMemnbueHHst packpbelT B mareHte CIIA Ne 9107827
JIro6ast U3 3THX JIEKAPCTBEHHBIX (POPM, BKIIKOYAs HO HE OrPAaHUYMBAACH STHM, TOHKHE IJICHKH,
TabJIETKH, CIIPEr, PaCTBOPHI U T.J., BKIIOYAIOT CYOJIMHIBAJIbHYIO JIEKAPCTBEHHYIO (hOpMYy.

[000105] JlommepunoH, Kak AEWTepHpPOBAaHHbBIC, TaK M HeNEHTepHpPOBaHHbIE (HOPMBI,
MOXHO BBOIUTH 4Yepe3 KOXy, TO €CThb TpaHCIepMalbHO. AOcopOums yepe3 KOXy, TaKke
Ha3blBa€Masi YPECKOXKHOW JOCTaBKOH, TpaHCIEPMalbHON JOCTAaBKONW WM JepMajibHOM
JIOCTAaBKOM, NMEPEHOCUT JOMIIEPHIOH C BHELIHEH MOBEPXHOCTH SMUAEPMHUCA KaK B KOXY, TaK U B
CHCTEMHBIH KPOBOTOK. I[TOBEpXHOCTb SMUAEpMHCA SIBJISIETCS OCHOBHBIM IyTeM abcopOumu mnpu
TPaHCACPMAJIBHOW JOCTaBKE, XOTs HEOOJbIINE KOJMYECTBA CpPEACTBA TaKXKe MOTYT
NEPEHOCUTBCS Yepe3 BOJIOCSHBIE (POJUIMKYJIbI WM JKeje3bl. HauumHas ¢ TOBEPXHOCTH
SMUAEPMUCA CPENCTBO IPOXOAUT Yepe3 CeMb SMUAEPMAJbHBIX CJIOEB Iepel TeM, Kak OHO
NOTMAAaeT B JIEPMY, U3 KOTOPOH CPEACTBO MOMNANAET B KPOBEHOCHYIO W/WIH JHUM(ATHYECKYIO
cucreMy. PoroBoil cioii smunmepmuca mpencraBiseT coOOH Hapy)KHBIH HIJIM TIOBEPXHOCTHBIH
CJIOM KOXH U SIBJIIETCS] OTPAHMYMBAIOIIUM CKOPOCTh OapbepoM ISl MPOHUKHOBEHHUSI BHEITHETO
areHTa, TakuM 00pa3oM, CKOpPOCTb MPOXOKACHHUS HUepe3 pPOroBOH CJIOW ompenenser OOIIyio
abcopbumro. OCHOBHBIMUA KOMITOHEHTAMH POTOBOTO CJIOS SIBJISIIOTCS JTUMO(HIIbHBIE COSAMHEHNS,
XOJIECTePHH, CJIOXHble 3¢upbl XxonectepuHa u  kepamuabl. CpencrBa ¢ Oosblueit
KUPOPACTBOPUMOCTBIO, TAKMM 00pa3oM, ObICTpee MPOHHUKAIOT Yepe3 POrOBOH CJIOH U JOCTHTAIOT
CHUCTEMHOI'0 KpPOBTOKA IO CPABHEHHUIO CO CPEACTBAMHM C MEHBLIEH >KUPOPACTBOPUMOCTBIO, HO
OOJNBIIMHCTBO BCEX CPENCTB NPOHUKAIOT 4Yepe3 pPOroBOH CIOH B HEKOTOPOH CTENeHH.
PactBopumocth nommnepunoHa cBsizaHa ¢ ero pH, mommepunoH mpexacrasisier coOoit crmadoe
ocHoBanue, pK, 7,89, ¢ orpaHu4eHHON PAaCTBOPUMOCTBIO B BOJE IpPU OTHOLICHUM JUIUAOB K
Boze 3,90.

[000106] 3m0poBbE U LENOCTHOCTH POTOBOIO CJIOSI BIUSET HA MPOHUKHOBEHUE BELIECTB.
Hamnpumep, Takue BemiecTsa, Kak CHJIbHBbIE KHCIOTBI, KOTOPbIE€ MOBPEXKIAIOT WU Pa3pyLIAOT
COCTaB POroBOro ciosi, ObicTpo abcopbupyroTcs. [loBpeskneHne KOKU U3-3a O3KOTOB, CCaIuH,
pan u OonesHed Takke Biusier Ha abcopbumio. HekoTopele pacTBOPUTENH, HANpUMEp
mumetwicyibpokcny (DMSO), yBennYnBarOT MPOHHIIAEMOCTb POTOBOTO CJIOS, NEHCTBYS B
Ka4ecTBe HOCHTEJEH U, TAKUM 00pa3oM, UCTIOIB3YIOTCS B KAUECTBE BELIECTB, YCUIIMBAIOLINX WIIN
CHOCOOCTBYIOIIUX MPOHUKHOBEHHIO. HEeKOTOpBIE MOBEPXHOCTHO-aKTUBHBIE BEIIECTBA, HATIPUMED
JaypuicynbdaT HATpUS, YBEIUYHUBAIOT IPOHUKHOBEHHE dYepe3 KOXKY BOJOPACTBOPUMBIX
BELIECTB, BO3MOXXHO, B p€3yJIbTaTe MOBBILIEHHs] IPOHUKHOBEHHUS BOABI UEPE3 KOXKY.

[000107] UpeckokHass OOCTaBKa MOXKET JOCTUraTbCs IMYyTEM MECTHOTO BBEIEHUS,

BO3ACHUCTBUSI OKpY’)KaIOLIeH cpenabl W/Wianm HHbeKIMU. AOcopOuusi uyepe3 KOXYy 3aBHCUT OT
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(bakTOpPOB BEIIECTB, BKJIKOYas, HO HE OrPAHUYMBASCH ITHUM, KOHLEHTPALMIO, MOJEKYJISIPHYIO
Maccy W JUNOQUIBHYIO/THAPOPUIBHYIO MNPUPOAY WM PAcTBOPUMOCTb, a TaKkKe OT
IPONOJDKUTEIBHOCTH KOHTAKTa, (PU3NYECKOTO COCTOSTHUS KOXKU, NOBEPXHOCTU BO3AEHCTBUS, a
TAK)Ke HAJM4YUS WIM OTCYTCTBHUSI BOJIOCSHBIX (DOJUIMKYJIOB Ha ITOBEPXHOCTH BO3JEHCTBUS.
Hanmpumep, abcopOumsi BemecrBa ¢ pa3IUYHbIX IOBEPXHOCTEH KOXH MHPOUCXOIUT IO
CEAyIOLIeN CXeMe OT CaMOi OBICTPOI 1O CaMOi MEJIEHHOW: MOIIOHKA > JI00 > MOIMBILIeYHAsI
BIAJUHA > dYepen > CIUHAa > OpIOLIHAS MOJOCTh > HWKHSAS MOBEPXHOCTb JIAZOHH/CTOIIBL,
Onaronapst KEpaTUHU3UPOBAHHOMY MHOTOCJIOHHOMY TUIOCKOKJIETOYHOMY CJIOK) POTOBOTO CJIOS,
(yHKLIMEH KOTOPOTO SIBJSIETCS PENOTBPALICHUE TOTEPH BOABI 3 HUKENIEKAIINUX TKAHEH.

[000108] KoxHOe mNpUMEHEHHWE  IOMIIEPHIOHA  MOXET  IO3BOJIUTH  OoJee
JIOKAJIM30BAHHYIO TEPAITUIO U MOXKET N30€KaTh WM MHHUMHU3UPOBATh MIEYCHOUHBIH META00II3M
nepBoro mnpoxoxa. Takum o0Opa3oM, KOXXKHOE BBENEHHE MOXKET IOCTHUraThb OoJjiee BBICOKHX
CHCTEMHBIX KOHLEeHTpanwid. JlekapcTBeHHblE (QOPMBI IJIT KOXXHOTO BBEACHHUS BKIIOYAIOT
IUTACTBIPH, JIOCHOHBI, JIMHUMEHTBI, Ma3W, HACTOWKH, KPEMbI, MOPOIIKH, a3pPO30JH, T€IH U T.I.
ITnacteipy MOryT OBITH C KOHTPOJIUPYEMBIM BBICBOOOXKIEHHEM M MOTYT OOeCIeYnBaTh
BBICBOOOXKIICHHE JOMIIEPHIOHA B TE€4YeHHWe 7 JAHEH, B OIHOM BapUAHTE OCYIIECTBIICHHSL.
IInacTeipy MOTYT BKJIFOYATh YCHIIUTENb MPOHUKHOBEHHSI, KOTOPBI MOKET 00Jer4arh 1OCTaBKY
WIM B HEKOTOPBIX CJIydasX HMETh BA)KHOE 3HAUEHUE AJsl JOCTaBKU. B TpaHcaepmanbHOM
IUIACTBIPE JOMIIEPHIOH WJIM TPOJIeKapCTBeHHAs (opma AOMIEpPUAOHA MPUCYTCTBYET B BUAE
CBOOOTHOIO OCHOBAHUS W/WIIH COJIH.

[000109] KonuuecTBo AOMMEpPUAOHA, KOTOpoe abcopOupyeTcsi Mpu TpaHCAEPMaTbHOM
NPUMEHEHHH, MOXET OBbITh M3MEPEHO MpPsIMO WIM KOCBEHHO C MHCIOJIBb30BAHHEM METOMOB,
U3BECTHBIX B JAHHOW O0JIACTH TEXHUKH, U KaK OMUCAHO HIXKe. Jlaxke MPH UCCIEAOBAHUSIX iN VIVO
BUOBbIC pa3Iu4usi MOTryT ObITh 3aMeTHbl. Kpome TOro, pasju4yHble paHee OIHUCAHHBIC
KOMIIO3UIIUK MOTYT BJIMATH HA JOCTaBJIIEMble KOHLEHTpauuu. lIpsimMoe u3MepeHue
KOHLIEHTPALUH MOKHO OCYLIECTBUTH C HCIIOJIb30BAHHEM METOJIOB IN VIVO, HEMOCPEICTBEHHO
HAHOCS TOMITEPHIOH Ha KOKY U U3MEPsisi AOMIEPUIOH B KPOBU M MOUE B YCTAHOBJICHHOE BPEMH,
3aTeM HAHOCS pe3ysbTaTbl Ha rpaduk W u3Mepss romanbs nox kpusod (AUC). Moxro
UCTIONB30BAaTh METONbI €X VIVO, TOCKOJIbKY NMPOHHLAEMOCTh POTOBOTO CJIOSI CYLIECTBEHHO HE
U3MEHsIeTCs, KOrja KOXy oOcTopokHo yramwaor. [JKamepneie[] uccnenoBanus ¢
UCTIONIB30BAHUEM JIFO0OH JIEKapCTBEHHOH (hOPMBI JOMITEpUOHA (HapUMep, TUIEHKH, TUIACTBIPH,
JIOCBOHBI U T.A., ¢M., HaripumMep, Basu, IRJP 3 (2012) 134-45; Madishetti et al. Daru 18 (2010)
221-29; Khan et al. Bull. Pharm. Res. 2 (2012) 15-21), HaHeceHHOH Ha OIHY TMOBEPXHOCTH
M30JIMPOBAHHOTO 00paslia KOXKU, U U3MEPEHHE €ro KOHIIEHTPALUU Ha PYTroi MOBEPXHOCTH TOTO

e o0pasna, HM3BECTHBI, HANPHUMEpP, MHCIOJb30BAHHE H30JIMPOBAHHOIO MNep(YyHIUPOBAHHOTO
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nockyta cBuHbH (Riviere, Fundam). Appl Toxicol 7 (1986) 444-53). MeTozp! in Vitro BKIIOYAKOT
CTaTUYeCKHUE W TPOTOYHbIe MU(PQPY3UOHHBbIE sUEHKH, MPUMepPaMH KOTOPBIX SIBIISIOTCS SYEHKU
@panna u sueiiku bpono (Bronaugh and Stewart, J. Pharm. Sci, 74 (1985) 64-67),
COOTBETCTBEHHO. YCTPOMCTBO CTaTHMYECKOW siueliku PpaHua HUMEET BEPXHIOI JOHOPHYIO
KaMepy ¥ HUKHIOIO IPUEMHYIO KaMepy, COMAEP KaIlyO KHUIKOCTb, IPH 3TOM BEPXHSS U HUKHSI
Kamepsl pasziesnieHbl o0pa3loM KOXKH B KadecTBe MeMOpaHbl. [IpHHMMAromasi >XMIKOCTb B
HIDKHEW KaMepe OOBIYHO MpeacTaBiisieT coOoi 3a0ydepeHHbIN (PU3UONIOTHYECKUH PACTBOP C
U3BECTHBIM KOJIMYECTBOM Oejika, Hampumep, ObIUbero ChIBOPOTOYHOTO albOYMHHA HJIH
OMONOTNYEeCKON KMOKOCTH, M HAaXOOUTCS B KOHTAKTe C KOXHOW MemOpanoi. [lpu
UCTIOJIb30BAHUHM M3BECTHBIH OOBEM M KOHLEHTPALMs JOMIIEPUAOHA B HOCHUTENE HAHOCUTCS Ha
BEPXHIOK KaMepy M MPOHHUKAET 4Yepe3 KOKHYI0 MeMOpaHny, nudGyHIupys wim uHbIM 00pazom
nomnajaasi B MPUEMHYIO KHUJIKOCTh B HIDKHEH kamepe. M3 3TON nmpuUHUMArOLEl JKUAKOCTH OepyT
npoObl, Kak TMPABUJIO, Yepe3 OTBepCcTHe ANl oTOOpa Mmpold, Yepe3 KOTOPOe TAaKXKe 3aMEHSIOT
U3BJICUEHHBII OOBEM IKHIKOCTH, M AQHAJIU3UPYIOT dYepe3 peryJsipHble WHTEPBAIbl IS
OTIpPENeNIeHUs] KOJIMYECTBA JOMIEPHUIOHA, KOTOPOE IPOHUKJIO dYepe3 KOXHYI MeMOpaHy.
IIporounas siuelika bpoHO aHanoruyHa NpOTOYHON siueiike PpaHLa, HO UCMIOIB3YET MPOTOUHYIO
CHCTEMY B HI)KHEH Kamepe, U3 KOTOPOH OTOMparoT mpoObl M aHAJM3UPYIOT HETPEPHIBHO, a HE B
3aJJaHHBIE MOMEHTBI BPEMEHH.

[000110] Cmocobpl TpaHCMYKO3aJbHOW JOCTaBKM JOMIIEPHIOHA PACKPBITHI B
nyonukarun CIITA Ne 2010/0255096. Mykoaare3uBHbI€ TEXHOJIOTUU TOCTAaBKU OOECIIEUNBAIOT
OesomacHyro u 3(PQeKTHBHYIO [OOCTaBKYy CpENCTBA, TAKOrO KaK JOMIEPHIOH. OTH
MyKOaJre3UBHbIE TEXHOJIOTMU IOCTABKU BKIIOUAIOT Bce Meronbl auddysum B Cam3ucTOH
000JI0UKe MOJIOCTH pTa: MacCuBHYO Au(dy3uI0, BKIFOYAs TPAHLEUTIOJSIPHYIO (Yepe3 KIETKH) U
napane/uToJIsIpHyI0  (depe3 Oorarble JIMMUAAMH JOMEHBI BOKPYT KJIETOK), OIOCPEIOBAHHBIM
HOCUTENIEM TPAHCIOPT M OHAOLMTO3/3K30IMTO3 ISl AKTHBHOTO KJIETOYHOrO 3axBara M
SKCKPELMH YHIOLUTAPHBIM Iy TEM.

[000111] Cnausucteie 00OJOYKM BBICTWIAIOT TMOJIOCTH Tejia, KOTOpble JHOO
MOJBEPTalOTCsl BHEIIHEMY BO3JCHCTBUIO OKPYJKAIOIIEH Cpeabl, JUOO SIBISIOTCS BHYTPEHHUMH
opranamu. Crnmsucras o0OJIOYKa TMOJIOCTH PTa MPEACTABNISAET COOOW CIM3HCTYH) ODOJIOUKY,
BBICTHJIAIOIIYIO BHYTPEHHIOK YacTb PTa, M COCTOMT W3 MHOTOCJIOHHOTO IUIOCKOKJIETOYHOTO
snuTenust (3MUTENUS TOJIOCTH PTA) U HIDKENeXKalled COSAMHHUTENbHOW TKaHU (COOCTBEHHOH
IacTHHKY). [lanee ee MOKHO pa3ieinTb HAa TPH OCHOBHBIE KAaTErOPHUH B 3aBHCUMOCTH OT
(YHKIMM ¥ THUCTOJIOTHU. JKEBaTeNbHAs CIM3HCTas O00O0JIOYKa KEPAaTUHHU3UPOBAHHOTO
MHOTOCJIOHOTO TUIOCKOKJIETOYHOT'O 3IUTENHUs, MPUCYTCTBYIOLIAsl Ha ThUIBHONH MOBEPXHOCTHU

A3bIKA, TBEPAOM HeOe M TPHUKPEIUICHHOW JeCHE, BBICTHJIAIOIIAS CJIU3UCTas 000J0YKa
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HEKEPaTUHU3UPOBAHHOTO IJIOCKOKJIETOUHOIO 3MUTENMs, MPUCYTCTBYIOIAsi IOYTH Be3[e B
POTOBOI! MOJOCTH, BKIIFOYAsl CIM3UCTYIO O0OJIOUKY ILIEKH, KOTOPasi BBICTHIIAET LIEKH, CIU3UCTYIO
000I04Ky Try0, KOTOpasi sSIBJIIETCS BHYTPEHHEH CIU3UCTOW OOOJIOUKOH Iryd, M aJbBEOJSIPHYIO
CJIIM3UCTYIO OOOJIOUKY, KOTOpast ABJISIETCS CIU3UCTON MEXIY AECHAMH U CIM3UCTON IIEK/TYO; u
CHeLUATIM3UPOBAHHAS CIM3HCTast 000I0UKa B 00JIACTAX BKYCOBBIX JYKOBHI[ HA COCOUYKAX S3bIKA
Ha OPCAJIbHON MOBEPXHOCTH sI3bIKa. broaare3nBHble MONMMMeps! IPUIUIAIOT K JIF000H BJIaKHON
MOBEPXHOCTH, TaKUM O0pa3oM, MyKOaAre3uBHas/OMoanre3MBHAasi KOMIIO3MLIUSI TPWIMIAET K
YBJIQXKHEHHOM CJTFOHOHN KePaTHHU3UPOBAHHON M HEKEPATUHU3HUPOBAHHOM CIIM3UCTON O0OJIOUKE.
[000112] Tlpumepsl TpaHCHEPMAJbHBIX KOMIO3WILUNA TPEACTABICHBI HIDKE, BCE
NPOLEHTHI SIBJSIFOTC Macc/macc. XOTs B CIEOYIOLIUX KOMIIO3HMIUSX YKa3aH IOMIIEPUIOH,
CHELUAIHUCTY B JAHHOW 00JIACTH AOJDKHO OBITh MOHSTHO, YTO AOMIEPUAOH MOXKET OTHOCHUTBCS

a0 K JOMIIEPUIOHY, TUOO K NeHTepUPOBAHHOMY JOMITEPHUIOHY.

Komnozuiu

a Kommnozuius

HomnepunoH 1%
Hustuncedbauunar 15%
JuMeTHICynb(OKCHI CKOJIBKO
norpedyercs 1o 100%

Homnepunon 1%
1 JuMeTnincynbQOKCHT CKOJIBKO 2
notpedyercs no 100%

Homnepunon 1% HomnepunoH 1%

3 Junzonponunanumnar 20% 4 Humerunmuzocopbun 15%
JumeTnncynbQOKCHT CKOJIBKO JumMeTnncynb(OKCHI CKOJIBKO
norpedyercs 1o 100% norpedyercs 1o 100%
Homnepunon 1% Homnepunox 1%

5 Junpornunenrnuxons 10% 6 I'excunenrmukons 12%
JumMeTuincynbQOKCH  CKOJIBKO JAuMeTniICynb(pOKCUA CKOJIBKO
notpedyercs 1o 100% norpebyercs 1o 100%
Homnepunon 1% Jommnepunon 1%

7 [Tponunenkap6oHar 5% 3 TRANSCUTOLD 20%
JumeTuncynbHOKCHT  CKOJIBKO JuMeTHICYIbGOKCH] CKOJIBKO
notpedyercs 1o 100% norpedyercs 1o 100%

Homnepunon 1%
JusTaHonamMua — J1aypUHOBOM
9 kucnotel 15% 10
JumeTnicynbHOKCH  CKOJIBKO
notpedyercs no 100%

Hommnepunon 1%

I13I" 400 20%
JuMeTHICYIb(OKCH] CKOJIBKO
norpedyercs no 100%

Homnepunon 1% Hommnepunon 1%

1 Kokamun DEA 5% 12 Oneunosas kucnora 20%
JuMeTnicynbQOKCHT CKOJIBKO JuMeTHICynb(OKCHI CKOJIBKO
notpedyercs 1o 100% norpedyercs 1o 100%
Homnepunon 1% Hommnepunon 1%

13 I13I'-7 meTunossiii 3¢up 20% 14 ITomucopOar 80 15%
JuMeTnicynbQOKCHT CKOJIBKO JuMeTHcynb(OKCHI CKOJBKO

norpedyercs 1o 100% norpedyercs 1o 100%




30

Homnepunon 1%
BRIJ[J L23 69 LQ 5%

HomnepunoH 1%
BRIJ[I S 20 So MH 5%

15 16
JuMeTuncynbQOKCHT CKOJIBKO JumMeTHicynb(OKCHI CKOJIBKO
notpedyercs no 100% norpedyercs 1o 100%
Jowmmepunon 1% HomnepunoH 1%

17 BRIJO L4 LQ 5% 13 Wzomnponunnansmurar 8%
JumMeTuincynbQOKCH  CKOJIBKO JAuMeTniIcynb(pOKCUA CKOJBKO
notpedyercs 1o 100% norpedyercs 1o 100%
Homnepunon 1% Hommnepunon 1%
JleBynuHoBas kucnora 5% Jlaypunnakrar 5%

19 20
JumeTnicynbHOKCHT  CKOJIBKO JuMeTHICYIb(OKCH] CKOJIBKO
notpedyercs 1o 100% norpedyercs 1o 100%

1%
Jomnepunon manear 1% HlomnepHaon mazear o °
Hustuncebauunar 15%
21 JuMeTnicynbHOKCHT  CKOJIBKO 22
Gverost 10 100% JHumetuncynbGoKCcHU CKOJIBKO
HoTpeRy norpedyercs 1o 100%
Jomnepunon manear 1% HNommnepunon manear 1%

23 Junzonponunanumnar 20% 24 Humerunmuzocopoun 15%
JuMeTnicynbHOKCHT CKOJIBKO JuMeTHICYNb(OKCH] CKOJIBKO
notpedyercs no 100% norpedyercs no 100%
Homnepunon manear 1% Hommnepunon manear 1%

UTIPOTTUJIEHITTUKOIL 10% I'ekcunenrmukons 12%
p

25 26
JuMeTnicynbQOKCHT CKOJIBKO JuMeTHicynb(OKCH] CKOJIBKO
notpedyercs no 100% norpedyercs no 100%
Jomnepunon manear 1% Homnepunon manear 1%

27 [TponunenkapooHar 5% 23 TRANSCUTOLL 20%
JuMeTuicynbQOKCH  CKOJIBKO JAuMeTniICynb(pOKCUA CKOJIBKO
notpedyercs 1o 100% norpebyercs 1o 100%

0
Jowmnepunon manear 1% } Jlomnepuzion vaear 1%
JusTaHonamMua — J1IaypUHOBOM ST 400 20%
29 KUCIOTHI 15% 30
JuMeTHICYIbGOKCH] CKOJIBKO
JumeTnncynbHOKCHT  CKOJIBKO HotpeGyeres 10 100%
notpedyercs 1o 100% peby
Jowmnepunon manear 1% Homnepunon manear 1%

31 Kokamun DEA 5% 3 Oneunosas kucnora 20%
JuMeTnicynbHOKCHT CKOJIBKO JuMeTHICYIb(OKCH] CKOJIBKO
notpedyercs no 100% norpedyercs 1o 100%
Jomnepunon manear 1% HNommnepunon manear 1%

33 [13I'-7 metunossii 3¢up 20% 34 IomucopOar 80 15%
JumeTnicynbHOKCHT CKOJIBKO JuMeTHICYIb(OKCH] CKOJIBKO
notpedyercs no 100% norpedyercs no 100%
Jomnepunon manear 1% Homnepunon manear 1%

35 BRIJ[ L2369 LQ 5% 36 BRI S 20 So MH 5%

JuMeTnicynbQOKCHT CKOJIBKO
notpedyercs no 100%

JumMeTnicynb(OKCHI CKOJBKO
norpedyercs 1o 100%
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Homnepunon manear 1%
BRIJU L4 LQ 5%

Homnepunon manear 1%
Wzonponunnansmurar 8%

37 38
JuMeTuncynbQOKCHT CKOJIBKO JumMeTHicynb(OKCHI CKOJIBKO
notpedyercs no 100% norpedyercs 1o 100%
Jowmnepunon manear 1% Homnepunon manear 1%
39 JleBynuHoBast kucnora 5% 40 Jlaypumnnakrar 5%
JAuMeTniIcynb(pOKCUA CKOJIBKO
JumeTuncynbHOKCHT  CKOJIBKO Hotpebyerces 10 100%
norpedyercs 1o 100%
o Homnepunon manear 1%
g%“ﬁﬁ‘.’%’i}’? DMggge-gSll/g 79% DURO-TAK| 387-2516 60%
41 42 TRANSCUTOL 20
JumeTnicynbHOKCHT  CKOJIBKO
HoTpebyeres 10 100% JuMeTHICYIb(OKCH] CKOJIBKO
norpedyercs 1o 100%
Homnepunon manear 1% Hommnepunon manear 1%
DURO-TAK D 387-2516 68% DURO-TAK T 387-2516 75%
43 Ilekcunenrnmukons 12% 44 BRIJ[1 S 20 So MH 5%
JuMeTnicynbQOKCHT CKOJIBKO JuMeTHICynb(OKCH] CKOJIBKO
notpedyercs no 100% norpedyercs no 100%
Homnepunon manear 1% Homnepunon manear 1%
DURO-TAK [ 387-2516 75% DURO-TAK [ 387-2516 60%
45 BRIJ[J L4 LQI 5% 46 Justuncedbaumnnar 20%
JumeTnincynbQOKCHT  CKOJIBKO JumMeTnncynb(OKCHI CKOJBKO
notpedyercs no 100% norpedyercs 1o 100%
Jowmnepunon manear 1% Homnepunon manear 1%
DURO-TAK [ 387-2516 60% DURO-TAK [ 387-2516 70%
47 Juuzonponunaaunar 20% 48 JleBynunoBast kuciora 10%
JumMeTuincynbHOKCH  CKOJIBKO JAuMeTniIcynb(pOKCUA CKOJIBKO
notpedyercs 1o 100% norpedyercs 1o 100%
Homnepunon manear 1% Hommnepunon manear 1%
DURO-TAK D 387-2516 70% DURO-TAK ] 387-2516 60%
49 Jlaypunnakrar 10% 50 IMomucopOar 80 20%
JuMeTnicynbHOKCHT  CKOJIBKO JuMeTHICYIb(OKCH] CKOJIBKO
notpedyercs no 100% norpedyercs 1o 100%
Homnepunon manear 1% HNommnepunon manear 1%
DURO-TAKD 387-2516 55% DURO-TAK T 387-2516 63%
51 BRIJJ S 20 So MH 5% 57 BRIJ[J S 20 So MH 5%

TRANSCUTOL 20%
JuMeTnicynbQOKCHT CKOJIBKO
notpedyercs no 100%

I'excunenrukons 12%
JuMeTHICYNb(OKCH] CKOJIBKO
norpedyercs no 100%
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Jomnepunon manear 1%
DURO-TAK [ 387-2516 70%
BRIJUJ S 20 So MH 5%

Homnepunon manear 1%
DURO-TAK [ 387-2516 55%
BRIJDJ S 20 So MH 5%

>3 BRIJOJ L4 LQ 5% >4 Huuzonponunagunar 20%
JumeTuncynbQOKCH CKOJIBKO JumeTnncynb(OKCHI CKOJIBKO
notpedyercs 1o 100% norpebyercs 1o 100%
Howmnepunon manear 1% Homnepunon manear 1%
DURO-TAK [ 387-2516 65% DURO-TAK [ 387-2516 54%

55 BRIJ[I S 20 So MH 5% 56 TRANSCUTOLL 20%
Jlaypunnakrar 10% BRIUD L4 LQ 5%
JumeTnicynbHOKCHT  CKOJIBKO JuMeTHICYIbGOKCH] CKOJIBKO
notpedyercs no 100% norpedyercs no 100%
Jomnepunon manear 1% Hommnepunon manear 1%
DURO-TAKU] 387-2516 62% DURO-TAKT] 387-2516 54%

57 I'ekcunenrnmukons 12% 53 Justuncedanunar 20%
BRIJU L4 LQ 5% BRIJJ L4 LQ 5%
JuMeTnicynbQOKCHT CKOJIBKO JuMeTHcynb(OKCH] CKOJBKO
notpedyercs no 100% norpedyercs no 100%
Homnepunon manear 1% Homnepunon manear 1%
DURO-TAK [ 387-2516 54% DURO-TAK [ 387-2516 64%

59 Juuzonponunanumnar 20% 60 Jlaypunnakrar 10%

BRIJ[ L4 LQ 5% BRIJD L4 LQ 5%
JumeTuncynbQOKCH CKOJIBKO JumMeTnncynb(OKCHT CKOJIBKO
notpedyercs 1o 100% norpebyercs 1o 100%
0
g%ﬁ%ﬁ? 03 332511/60 54% Hounepunor manear 1%
TRANSCUTOLL 40%
TRANSCUTOLL[ 10% BRI L4 LQ 5%
61 BRIJ[1 L4 LQ 5% 62
Hustuncedbauunar 20%
Justuncedbaumnar 10%
JuMeTHICYIb(OKCH] CKOJIBKO
JumeTuncynbGOKCHIT CKOJIBKO Svercs 10 100%
notpedyercs no 100% 1oTpeDy A °
Jomnepunon manear 5% Hommnepunon manear 10%
TRANSCUTOL 40% TRANSCUTOLO 35%
63 BRIJU L4 LQ 5% 64 BRIJDJ L4 LQ 5%

Justuncedaumnaar 20%
JuMeTnicynbQOKCHT CKOJIBKO
notpedyercs no 100%

Hustuncebauunar 20%
JuMeTHICynb(OKCHI CKOJIBKO
norpedyercs no 100%
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Jomnepunon manear 1%
DURO-TAKI] 387-2516 59% Tlomneprnon manear 1%

0 (V]
TRANSCUTOLL 5% DURO-TAK ] 387-2516 74%
BRIJOJ L4 LQ 5%

65 66 Jlumonen 5%
Hustuncedaumnar 5%

Mivorer 5% JumMeTHcynbGHOKCHI CKOJIBKO
° norpedyercs 1o 100%

JumMeTnicynbGOKCHA  CKOIBKO

notpedyercs no 100%

Jomnepunon manear 1% Hommnepunon 1%

DURO-TAKT] 387-2516 64% DURO-TAKT[] 387-2516 64%

TRANSCUTOLL[I 5% TRANSCUTOLL 5%

67 BRIJ[J L4 LQ 5% 68 BRIJOOL4 LQ 5%
Justuncedbauunar 5% Hustuncebauunar 5%
JuMeTuncynbHOKCUI  CKOJIBKO JuMeTUICYNb(OKCHA CKOJBKO
notpedyercs no 100% norpedyercs 1o 100%
Homnepunon manear 1%

DURO-TAKI] 387-2516 59%
TRANSCUTOLD 5%

69 BRIJJ L4 LQ 5%
JustuncedbaumHar 5%
Jlumonen 5%
JumeTuncynbHOKCHT CKOJIBKO
notpedyercs 1o 100

[000113] OnuH BapHaHT OCYINECTBJICHUS MPEACTABISET COOOH KOMIO3HMLHUIO M CIIOCO0
IJs  JIeYeHUs TacTporape3a ¢ HCIOJNIb30BAaHHEM JAOMIEpUAOHA WIM JAEWTEepUPOBAHHOIO
IOMIEPUAOHA WIU ero (apMameBTUYeCKH TNPHEMJIEMOH COJIM, MpPEICTaBIEHHOTO B
CyONMHTBaNIbHON JiekapcTBeHHOH (opme. [Ipumepsl CyONMHTBAIbHBIX JIEKAPCTBEHHBIX (GOpM
BKJIFOYAIOT CYOJIMHTBaJIbHBIE TAaOJETKH, OMOCOBMECTHMbIE TOHKHE IUICHKH M CYOJIMHTBaJbHbIE
cnpen. Hanpumep, cyOnuHrBajpHble TaOJETKM MOXKHO TMOJNYYUTh B BHAE OBICTPO
pacnaparoruxcst Tadnerok (RDT). RDT npencrasisiror coOoii TBEpbIE IEKaAPCTBEHHBIE (POPMBI,
COZieprKalliie JIEKAPCTBEHHOE CPENCTBO, KOTOpble ObIcTpo (< 30 CexyHA) pacmajaroTcs Hpu
MOMELLEHNN Ha WIH MOJ SA3BIK, T.€. IPU KOTakTe co CciItoHOoH. PopMmynupoBaHHe JTOMIEPUIOHA
WM neiirepuposanHoro nomnepunona B Buae RDT obecneunBaeT BO3MOKHOCTD MEPOPATBHOTO
BBEICHUSI OMIlepHoHa Oe3 Boabl M Oe3 pakeBbBaHMA. Kommepueckn noctymHbele RDT
TEXHOJIOTUH  BKJIOYAIOT  JHOPWIM3UPOBAaHHBbIE  TaOJNETKH, TPECCOBaHHbIE  TaOJETKH,
¢opMoOBaHHbIE TAOJETKH, BBICYIIEHHBIE PACIBIJIEHUEM MOPOLIKH, TOHKHE IJIEHKH U CHUCTEMBI

tumna caxapHoit BaTel (McLaughlin et al., Pharmaceutical Technology, Supplement to September
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2009 issue).

[000114] OnuH BapuaHT OCYLIECTBIICHHUSI MPEACTABIISIET COOOH KOMITO3ULIMIO U CIOCO0
IJsl JIeYEHUs racTpornapesa C MHCIONb30BAaHUMEM [OMIIEPUAOHA WIH AEHTepUpOBAHHOTO
JOMIIEPUIOHA WM ero (¢apMaleBTHYECKU MNpUeMieMoil coiu B (popMe OHMOCOBMECTHMBIX
HaHoOYacTUll. B OJHOM BapuaHTe OCYLIECTBJIEHUS JAOMIICEPUAOH WIM ACHUTEpPUPOBAHHBIN
aoMIepuaoH (HOPMYJHPYIOT B BUAE KOMIIO3ULMHM MAJisi MECTHOTO NpPUMEHEHHus. B omgHoMm
BapHUAHTE OCYILECTBJICHUS NOMIIEPHIOH WU NEHTePUPOBAHHBIH JAOMIEPUIOH (HOPMYIHPYIOT
KaK BKJIIOYEHHBIH B WM HAHECEHHBIH HAa IUIEHKY, JUOO HEMOCPENCTBEHHO, JHOO
omnocpenoBaHHo. Hampumep, AOMIEpUIOH WIM JNEUTEPUPOBAHHBIA JTOMIIEPUAOH MOXKHO
copmynupoBaTh Tak, 4YTOObBI OH COHEPXKAJICS B IUICHOYHOH MaTpHle, WIA MOXKHO
copMyIHpOBaTh B BHIE CJOS IUJICHKH MJIM MOXKHO C(OPMYJIMPOBaTh B HOCHUTENE, KOTOPBIH
HAHOCAT Ha IUIeHKY. HocuTenb MOXKeT mpeacTaBiIsiTh COO0H CYCHEeH3HIO, IEHY, SMYJIbCHIO U T ..
B opgHOM BapmaHTe OCYIIECTBIICHUS MAOMIIEPUIOH WM JEHTEPUPOBAHHBIA OMIIEPUAOH
(GbopMyIHpYIOT B BHAE MECTHO HAHOCHMOW IEeHbl. B OZHOM BapHaHTe OCYILIECTBICHHS
JOMITEPUIOH WUJTH JeUTePUPOBAHHBIN TOMIEPHUIOH (POPMYIHUPYIOT KaK COAEPKAIIMICS B WU HA
HAaHOYACTHIIE WM B accoLMalMy C HaHodacTuled. B apyrux BapuaHTax OCYILIECTBJIEHUS
JOMITEPUIOH WJIM JEUTEePHPOBAHHBIA JOMIEPUAOH (DOPMYIHPYIOT B BHAE TBEPAOU TaOIETKH
WIN B JKUAKOCTH, TAaKOM Kak CHpPOM, CYCHEH3Ws, pPacTBOpP WJIM OSMYJbCUS, WU B BUIE
MHBEKLMOHHOIO Mpenapara.

[000115] Komno3umuu TOHKUX IUIEHOK BKJIKOYAIOT, HO HE OrPAaHUYUBAIOTCA OSTUM,
KOMIO3ULMK, packpbitbie B IlatentHhix nyOnukamusx CIIIA  NeNe 2014/0271788,
2014/0272220, 2014/0271787, 2014/0163060, 2014/0070440, 2014/0017299, 2013/0333831 u
2013/0220526.

[000116] Kommo3umuu HaHOYACTHUI[ BKJOYAIOT JIIOOYI0 HAHOPAa3MEPHYIO CTPYKTYpY,
KOTOpasi BKJIOYAET, HO HE OTPAHMYMBAETCS 3TUM, KBAHTOBBIE TOUKH, BKJIIOUAIOIIUE rpadeHOBbIE
KBAHTOBBIE TOUKH, rpad)eH-OKCUIHbIE KBAHTOBbIC TOYKH U OKCH]I IMHKA-Tpah)€HOBbIE KBAHTOBBIE
TOUYKH, HAHOTPYOKH, BKIIFOHAKOIUE rpadeHOBbIe HAHOTPYOKH W/WIIM yriIepOAdHble HAHOTPYOKH,
dynnepeHsl, 6akuOOJUIBIL, JEHAPUMEPHI, TUTIOCOMBI, alITAMEPbI, MULEJUTBI U T.]I.

[000117] Kommosunmu JieTKO OOeCMeYMBAaOT KOMIUIAEHTHOCTh  MAIlMeHTa |
ONTUMAJIBHYIO TO3UPOBKY JJIS JIEUEHUs] CUMIITOMOB ractpomnapesa. J[oJokHO OBITh OHSATHO, YTO
IpYyTUe€ PAcCTPONCTBA MOTOPHKH JKEIyAKAa TAKXKE MOYKHO JIEYUTh TMPU MOMOIIU PaCKPBITHIX
KOMITO3HUIUI U CIIOCOOO0B.

[000118] B ogHOM BapuaHTe OCYLIECTBJIEHHS PACTBOP WJIM CYCIIEH3HUIO JOMIIEPUAOHA
WIN JeHTePUPOBAHHOTO AOMIEPUIOHA IOMEIIAIOT B OJUCTEPHYIO YIAKOBKY M JIMOPHIU3UPYIOT

C TIOJlyY€HHEeM CTaHIAPTHOH 103bl. JInoduiusnpoBaHHast CyCleH31sI MOYKET BKIIFOUATh OOBIUHBIE
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YJaCTHUIIbl, MUKPOHU3HPOBAHHBIE YACTHLIBI MM HaHOYAaCTUIB!. Clenyromue THopuIN3nPOBAHHBIE
TexHojiornueckne Iuiargpopmbel  Bkmoudator ZYDIST  (Catalent), LYOCTM (Cephalon),
PHARMAFREEZE[ (SPI Pharmaceuticals) u QUICKSOLV D (Janssen).

[000119] Jna muodunusupoBanHoro RDT mpoaykra nist cyOIMHIBaJIbHOTO BBEIEHHS
AOMIIEPUIOH WM JeHTEepUPOBAHHBIN TOMIIEPUIOH B Ka4eCTBE aKTUBHOTO (papMalieBTUUECKOro
unrpenuenta (API) aucneprupyror B MaTpule W3 MOJUMEPHOTO CTPYKTYpooOpasoBaTes,
HampuMep JKeJNaTHHA, W caxapuaa, OObIYHO MaHHHMTA, PACTBOPEHHOrO B Boxe. B roroBom
NPOAYKTEe CTeKJooOpasHass amopdHas CTPYKTypa TOJIMMEPHOTO KOMIIOHEHTa TMPHUAAET
MPOYHOCTD U YIPYTOCTh NMPU COXPAHEHUH HEKOTOPOW rHOKocTH. KOHKpETHBIN COPT KeJaTuHa U
CBSI3aHHBIE C HUM XapPaKTEPUCTHKU PACTBOPEHHsI 00ECMEUNBAIOT POBHOE U OBICTpPOE TasiHUE BO
pTy. MaHHUT KPUCTAJUIM3YETCS B MPOLIECCE 3aMOPaKUBAHUS, OOECTIeUnBasi MPHUBJIEKATEIbHBINA
BHEIIHUH BUJA M JKECTKOCThb, a Takke obOecreunBas yCTOHUMBOCTH MPOAyKTa K oOpaboTke u
TPAHCIIOPTUPOBKE. MAaHHUT JIETKO PACTBOPUM, MO3TOMY YJIY4INAET TEKCTYPY, BKYC U OLIyLIEHUE
BO pTy. JlOMIEpuAOH WM AEHTEPUPOBAHHBINA AOMIIEPUAOH MOKHO PACTBOPUTH B MAaTpPULE WIH
IUCTIEPTUPOBaTh ¢ 0Opa3sOBaHHWEM TOMOT€HHOW CYCNEH3WH Ui Ao3upoBaHus. JlosmpoBaHue
KHUIKOCTH O0ECIIeYNBaeT XOPOUIVIO OJHOPOJHOCTDh JO03bl U MOIXOAWT JJIsl OY€Hb HU3KUX /103,
HaIpUMep MHUKpPOrpaMMOBBIX 103. CycrmeH3usi MoxeT ObITh MoaXozsiei aist 103 10 400 mr, u
JOMIEPUAOH WM ACHTEPUPOBAHHBIN JOMIEPUIOH OOBIMHO SIBISETCS MHUKPOHHM3HPOBAHHBIM.
Pasmep uacTtull MMeeT 3HAYE€HHE, IMOCKOJbKY 4YacTULbl > 50 MKM MOTYT OINYLIATBCSA Kak
KoMmkoBatble. IIponykTel B Qopme pacTBOpa, H3-3a CHIDKEHMs TEMIIEpaTypbl 3aMep3aHus
pactBopumbiM API, Moryt mpumensarecs B gozax ao 60 mr. Kak B pacTBOpax, Tak U B
CYCNEH3MOHHBIX  MPOAYKTaX  HCIHOJB3YeTCsl  TOHKOAMCIEPCHBIM  AOMIEPUAOH  WIH
JOeUTepUpOBAHHBIA JOMIIEPUIOH B BHAE BBICYLIEHHOT'O OJIOKA, YTO CHOCOOCTBYET OBICTPOMY
OUCTIEPTUPOBAHHMIO W TJIAAKOMY BKYCYy. MOTryT OBITh BKIIFOYEHBI APYTrHe€ OSKCLUMHEHTHI,
onucaHHble Huxke. JlOMIEPUAOH WIM [NEUTEPUPOBAHHBIM AOMIEPUIOH pPACHPENETSAOT B
NpeABAPUTENBbHO C(HOPMUPOBAHHBIE OJIMCTEPHBIE YIAKOBKU H OBICTPO OXJIAKIAOT JKUIKUM
a30TOM JUIs1 OBICTPOTO 3aMOPAKUBAHUSI.

[000120] 3amopakuBaHHE MPUBOIUT K OOPA30BAHHMIO CETH KPUCTAIIIOB JIbJ1a, KOTOpPHIE
CyONMMUPYIOTCS BO BpeMsl JHOPHIM3auu ¢ O0pa30BaHHEM BBICOKOMOPHCTOH CTPYKTYPBI.
KoMIoHEHTBI MaTpHIBl COXPAHSIIOT CTPYKTYPY BBICYIIEHHOTO OJIOKA, HO PU KOHTAKTE C BJIAroi
BBICOKAsl TOPHCTOCTb MPHUBOAMT K OBICTPOMY NPOHMKHOBEHHIO BOXBL Marpuma OBICTpO
PacTBOPSIETCSI, YTO MPUBOAUT K OBICTpOi ne3uHTerpannu (<10 cexyHn).

[000121] Tlocnme 3amMoOpakuBaHUsl AOMIEPUIOH WU AEHTEPUPOBAHHBIN TOMIIEPUAOH
TMOPUIN3HUPYIOT, AO3UPYIOT W CylIaT B OJHMCTEPHBIX YIAKOBKAaX, KOTOpPbIE 3aIeuaThbIBaIOT,

obecrieunBast PU3NUECKYIO U HKOJIOTHUECKYIO 3amuTy. [IpoayKT cierka npuiunaer K ynakoBke,
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YTO TPUBOIUT K MHUHHUMAJIBHOMY IIE€PEMEIIEHUIO0 MPOAYKTa B ONMCTEPHBIX KapMaHax Mauist
o0ecrieueHnss YCTOWYMBOCTH TpU TpaHcrmopTupoBke. IlpomykT mpencrasnser  coOoi
IUTACTHHYATYIO CTPYKTYPY, HO C MUHUMAJIBHOH JIOMKOCTBIO U IOCTATOUHON MPOYHOCTHIO, YTOOBI
€ro MO>KHO OBIJIO U3BJIEYb U3 YIIAKOBKH 0€3 pa3pylleHuUs.

[000122] IlnacTuHYaTast CTPYKTypa M BBICOKAsl MOPUCTOCTD JIMOGMIn3npoBaHHbix RDT
KOMITO3HMLIMI CBUIETEIBCTBYIOT O TOM, YTO BOAA OOBIUHO SIBJISIETCS OCHOBHBIM KOMIIOHEHTOM
AO3UPYEMON KOMIO3ULMH, TO3TOMY MAacCa BBICYLIEHHOIO MPOAYKTa 3HAYUTEIbHO CHIKAETCS U
4acTO ONpeAeNsieTcs, Kak MPaBUIIO, O30 TOMIEPHUAOHA UM IeUTEepUPOBAHHOTO JOMIIEPUIOHA.
Pexomennyemprii SO0 mr npenen maccel aist RDT, BeposTHO, mpuOrkaeTcss K caMOi BBICOKOH
03¢ OOMIIEPUAOHA WJIM JACHTEPUPOBAHHOTO JOMIEPUAOHA B  JIMOQUIM3HPOBAHHBIX
KOMITO3HULIHSIX, YTO KOMIIEHCUPYETCS €r0 OBICTPBIM PacragoM.

[000123] Tlocme BBemeHHMs M OBICTPOrO AMCHEPTHPOBAHUS HA WM TOJ SI3BIKOM
TOPUIN3UPOBAHHAST KOMIO3ULHs 3(QQPEeKTHBHO MpPEBpaINaeTcss B HCXOAHBIA pacTBOp HIIK
CYCNEH3MIO JIOMIIEPHIOHA WM JACHTEpUPOBAHHOrO JommepunoHa. Takum  oOpasom,
mnodpmmmsupoBanHas RDT Tabnerka oOecneunBaer ymoOCTBO TBEpAOHW TMepOpajbHON
JEKapCTBEHHON (OpMBI ¢ MpeuMyllecTBAMH TPOAYKTa B BHAE PacTBOPA/CyCIIEH3UH,
OPUTOAHOCTh ANl OYKKaJbHOTO W CYOJNIMHTBAJbHOIO  BBENEHHsS] Uil TOBBILIEHHS
OMOMOCTYITHOCTH HEMOCPENCTBEHHO B CHCTEMHOM KPOBOTOKE M M30€KaHUS NMPEACHCTEMHOIO
MeTa0oM3Ma sl CBEACHUSI K MUHIMYMY HEKeJaTeJIbHbIX MeTabOINTOB, a TaKke (PU3HUECKYIO
U XUMHYECKYIO CTa0MIIBHOCTh CO CPOKOM XPAaHEHHS, COMOCTABUMOM C OOBIYHBIMU TaOJIETKaMHU,
T.e. 2-5 Jer.

[000124] QUICKSOLV[] HaumHaercs C BOXHOW JHUCNEPCUU AOMIEPUAOHA MU
IEUTepUpPOBAHHOTO JOMIIEPUIOHA W MATPUYHOTO KOMIIOHEHTa, KOTopas oOpasyercs u
3aMopaxkuBaeTcsi. Bomy ymansioT M3 3aMOpPOKEHHOW MAaTpHLbl MyTeM JHOGUIH3AIMUA TN
NOTPY’KEHHsT B COUPT (OKCTPAKUMS pPAcTBOpHUTENEM), dYTOObI TMOJYYHTh CyXOH OJIOK.
ITony4yeHHbIll NPOAYKT HMEET OIHOPOAHYIO TIOPUCTOCTh M JOCTATOYHYIO MPOYHOCTH MJis
MaHHITYJSIHA ¢ HIM CO CBOMCTBaMH, MOJOOHBIMU OITUCAHHBIM PaHee.

[000125] LYOC™ waumnaercs ¢ SMYyJBCUU MAacjO-B-BOAE, MW €€ T[OMELIA0T
HETIOCPEACTBEHHO B OJIMCTEpPHBIE MOJIOCTH C MOCIEAYIOIEH CYLIKOH 3aMopakiuBanueM. YToOsl
COXPaHUTh TOMOT€HHOCTb B MPOLIECCE 3aMOPAKUBAHMS, HEOOXOAMMO BKIIFOYUTH MOJHMEPHI IS
NOBBIIIEHNsT BI3KOCTH MATPHUIBl A0 TIOYTH MAcTOOOpa3sHONH KOHCHCTEHLWH, YTOOBI
NPEeNOTBPAaTUTh OocaxkaeHue. I1oBbIlIeHHasT BA3KOCTh MaTPHIbl CHUXKAET MOPUCTOCTb MPOIYKTA,
5TO YBEJIMYUBAET BpPEeMsl CYIIKH BbIMOPaKUBAHUEM M OTPULIATEIbHO BIIMSET HA 1€3UHTErPALIUIO.

[000126] B ongHOM BapuaHTe OCYLIECTBIEHHUs OTHOCHUTEIBHO HHU3KOE HEMEAJIEHHOE

BBICBOOOXKIIEHHE TMPEACTABIsAET COOOH HAualbHYIO J03y C TOCIEAYIOLIMM BBEIEHUEM
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KOMITO3UIIH C TPOJIOHTMPOBAHHBIM BBICBOOOKAEHHEM. B omHOM BapuanTe Borutomenus 10 mr
NpeAcTaBIsieT COOOM HM3KYK 03y HEMEIJIEHHOTO BBICBOOOXKAEHUS C MOCIEAYIOLINM
IPOJIOHTUPOBAHHBIM BbICBOOOKIeHHEM 20 Mr-30 Mr B TedueHue 24 4acos.

[000127] Ecnu He yka3aHO WHOE, KOMIIO3ULIUSA TPEACTABIAET COOON JIEKAPCTBEHHYIO
dopmy. Tabnerka sIBISieTCS HEOTPAHHMYUBAIOLIMM IPUMEPOM JIEKAPCTBEHHOH  (OPMBL
JlucneprupoBaHue M A€3UHTErPalysl JIEKAPCTBEHHOW (POPMbI MCTIONB3YIOTCS KaK CHHOHUMBI. B
KOHTEKCTE HACTOsIIEH 3asBKU AEHCTBYIOLIEE BELECTBO, WM [JaKTUBHOE BELIECTBOL[ ], BKIIFOUAET
JOMIIEPU/IOH, TMPOU3BOJAHBIE JOMIIEPUIOHA, AaHAJIOTH JOMIIEPUIOHA, JeWTEepUPOBAHHBIN
JOMITEPUJIOH U T.A.

[000128] AKTHBHOE BEIIECTBO BKJIKOYAET BCE (POPMBI AKTUBHOTO JJOMITEPUIOHA, BKITFOYAsI
nerrepupoBaHHbIE (POPMBbI OMIEPUIOHA, & TAK)KE BKIIIOYAET, HO HE OTPAHUYMUBAETCS 3THM,
NPOMEKYTOYHBIE TPOAYKTBL, META0ONHTBI, 3HAHTUOMEPBI, MOIUMOP(BI, KPUCTAILUTHYECKYIO
CTPYKTYpY, THIApaThbl, CTEPEOU30MEpPhl, COJH, OCHOBAHMS, KOMIUIEKCHI, HOCHUTEJH, AHAJOTH,
NpOU3BOJHbIE U KOHBIOraThl. Kak ucnosbp3yercsi B HacToslleld 3asBKe, MPOJOHTHPOBAHHOE
BBICBOOOKIICHHE U 3aMEJIEHHOE BBICBOOOXKIEHHE OOBIMHO MCIIONB3YIOTCS KAK CHHOHUMBL

[000129] Kaxpmas u3 chepudeckMx YacTHIl W TpaHy] MNPEAcTaBisieT coboi oboit
OTHENbHBIH KOMIIOHEHT JIEKapCTBEHHOH (DOpMBI, HarmpuMep O0OJOYKa KarCyjbl MOXET OBbITh
3aI10JIHEHA MHOKECTBOM C(hepHUECKUX YaCTUL] /UM MHOKECTBOM I'PaHYJI.

[000130] JlekapctBeHHBIe (popMbl ¢ MOAM(PUIMPOBAHHBIM BbIcBOOOKIeHHEM (MR)
BKJIFOYAIOT, HO HE OTPAHUYMBAIOTCS 3TUM, CIEAYIOLIUE!

[000131] Kommo3umusi ¢ HEMEAJIEHHbIM BBICBOOOXKIEHHEM M KOMIIO3ULHUS C
OTCPOYEHHBIM BBICBOOOXKIEHHEM YKa3bIBAIOT HA HAYaJIO BBICBOOOXKIEHMSI aKTHBHOTO BEILECTBA
OTHOCUTEJIbHO €ro BBeneHus. KOMMO3uiusi ¢ HEMEJIEHHbIM BBICBOOOXKICHUEM YKa3bIBaeT Ha
BbICBOOOJKIICHHE AaKTHBHOTO BEINECTBA W3 KOMIIO3ULMHM, HAUMHAKOINEECS] B TEUYCHUE
OTHOCUTEJIbHO 0ojiee KOPOTKOrO Tepuoja BPEMEHHM IOCI€ BBEICHHs, HAINpUMep uepes
HECKOJIbKO MHUHYT HJIM MeHbIe. KOMIO3UIINs ¢ OTCPOUYEHHBIM BBICBOOOXK/IEHUEM YKa3bIBAET HA
TO, YTO BBICBOOOXK/IEHHE AKTHBHOIO BELIECTBA W3 KOMITO3MIMM HE HAYMHAETCS B TEUYCHUE
OTHOCHTEJIbHO 00JIee KOPOTKOTrO NepHoIa BPEMEHHU TMOCIIe BBEACHHS, & HA0OOOPOT 3a7epIKUBAETCSI
U HAYMHAETCS WM 3aIyCKaeTCsl MO IMPOIISCTBUU OTHOCHTENBHO OoJiee JUIMTENBHOTO MEpuona
BPEMEHHU I10CIIE BBEIEHU, HANpuMep, OoJiee OHOTO Haca.

[000132] Kommo3uiusi ¢ OBICTPBIM BBICBOOOKACHHEM WM KOMIIO3ULIUS C MEJIEHHBIM
BBICBOOOXKIIEHHEM YKa3bIBAIOT HAa CKOPOCTb BBICBOOOXKIEHMs mocie Hadana. Kak ToJbKo
HAUMHAETCS JIOCTaBKa AKTHBHOTO BEIIECTBA, AKTUBHOE BEINECTBO MOJXKET BBICBOOOMKIATHCS
OTHOCUTEJIbHO OBICTPO WMJIM OTHOCHTENBHO MEIIEHHO. BhIcTpoe BBICBOOOKAEHHE YKA3bIBAET HA

TO, 4TO MOCJIC HaydaJla MaKCUMAJIbHasA HWJIK IIHUKOBasdA A03a AOCTUTACTCA 3a OTHOCHUTCIIBHO Oonee
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KOPOTKHI Nepuoj BpeMeHH. MenieHHOe BbICBOOOXKIEHNE YKA3bIBAE€T HA TO, YTO IOCHE Hadaia
MaKCHMaJlbHasi WJIM NMHKOBAas 1032 JOCTUTAETCsl 32 OTHOCHUTEIBbHO 0oJiee MITUTENbHBIN MEePHON
BpemeHHu. llocie mOCTIOKEHHMsT MakCUMAlbHOW O3Bl OHA MOKET YMEHbLIAThCA C JIHO00M
CKOPOCTBIO, Harpumep, OBICTPOH, MEeIJICHHOHN HJIH TIOCTOSTHHOM.

[000133] Komnosunusi ¢ JIJIUTEIbHBIM  BBICBOOOKAEHMEM W KOMITO3ULIUSL  C
HETIPEePBIBHBIM BBICBOOOKIEHHEM YKa3bIBAIOT Ha IEPHOA HENPEepPBIBHOIO BBICBOOOKACHUS U
O3HAYAIOT, YTO JOCTaBKA aKTHBHOTO BELIECTBA MPOIOJIMKAETCS MJIH MOANCPKUBAETCS B TEUCHUE
NPOIOJDKUTEIBHOTO TIEpHOa BPEMEHH TIOC/Ie Havajia BhICBOOOXKIEHHs, OOBIMHO OoJjiee OIHOro
yaca, He3aBUCUMO OT (opmbl Mpoduiist BHICBOOOKIEHHUST M03bl. Hampumep, BBICBOOOKIEHHE
AKTUBHOTO BELIECTBA TOANEPKHBACTCS MEXIYy MAKCUMAJIbHBIM M MUHHMAJIbHBIM 3HAYEHUEM
OoJble HyJIsl B TEYEHHE HEKOTOPOrO0 OTHOCHTEIBHO OOJIee JIUTEIbHOTO MEPUOIa BPEMEHU. DTO
BBICBOOOXKIICHHE MOYKET OBbITh MPH MOCTOSTHHOW J103€ HJIM MPH J103€, KOTOpasi YMEHbBIIAETCS CO
BpPEMEHEM.

[000134] Komno3umwmsi ¢ TOCTOSHHBIM BBICBOOOXKIACHHEM YKa3bIBaeT 03y, KOTOpas
BbICBOOOXKTaercsa. IlocTossHHOE BBICBOOOKAECHHWE O3HAYAeT, 4YTO AKTUBHOE BEIECTBO
IOCTAaBJISIETCST TNPH  OTHOCHUTENBHO IIOCTOSIHHOM J03€ B  TEUEHHE CpPEAHEro  WIn
NPONOJDKUTEBHOTO TepHoJa BPEMEHH. OJTO MOXKeT ObITh NPEACTaBICHO mpoduiem
BBICBOOOXKIEHHS [1O3bI, KOTOPBIH SBJISIETCS OTHOCHUTENBHO IUIOCKMM WJIM TOJIBKO ClIerkKa
HAKJIOHHBIM IOCJIE Havaja BbICBOOOXKIEHHS, TO €CTh 0€3 YeTKO BBIPAXKEHHBIX IMUKOB U BIAJUH.
Takum o00pa3oM, TMOCTOSHHOE BBICBOOOXKIEHHE OOBIYHO SBJSIETCS JUIMTENBHBIM — UJIH
HETPepbIBHBIM, HO JUIMTENIbHOE WJIM HENpepbIBHOE BBICBOOOXKIEHHE MOXKET He OBITh
IIOCTOSIHHBIM.

[000135] Kommo3unust ¢ myJbCUPYIOIIUM BBICBOOOKIEHHEM YKa3bIBAET, YTO AKTHBHOE
BEIECTBO JOCTABJISIETCSI TPU OJHOH MJIM HECKOJBKHX J03aX, KOTOpbIE KOJEOJIOTCS MEXIy
MaKCHUMAaJIbHOU JTO301 U MUHUMAJIbHOM 1030 B T€YEHHUE ONMPEAEICHHOTO MepUoaa BpeMeHH. JTO
MOJKeT OBbITh MPEACTABICHO MPOQHIEM BbICBOOOKIEHHS T03bI, HIMEIOLINM OJMH HJIH HECKOJIbKO
OTHEJIbHBIX MUKOB WK BriaguH. OqHAKO ABa MITH OOJiee MyJIbCUPYIOIIUX BBICBOOOXKIEHUI MOTYT
CO371aBaTh MEPEKPBIBAIOLINICA, OOIUI WM KOMOWHHPOBAHHBIA TPO(HIL BBICBOOOKACHUS,
KOTOPBIH, MO-BUANMOMY, SIBJISIETCS MOCTOSTHHBIM MITH (PAaKTHUECKH SIBJIIETCSI TOCTOsIHHBIM. Korna
MPOHMCXOIAT [1Ba WK O0Jiee MyIbCUPYIOIIUX BBICBOOOKICHHS, MEKAY UMITYJIbCAMH MOXKET OBITH
Wi He OBITh Mepuoaa OTCYTCTBUSI BICBOOOKAEHUSI. OOBIMHO MyJIbCUPYIOINEE BHICBOOOKICHHE
NPUBOJUT K BBICBOOOXKAESHHMIO IO CYLIECTBY BCETrO aKTHBHOT'O BELIECTBA B TEUEHHE MPUMEPHO 60
MUHYT U MEHEe.

[000136] Komnosunusi ¢ NMpOJOHTUPOBAHHBIM BBICBOOOXKIEHHEM 00€CreunBaeT JHOO

BbICBO60)KI[eHI/Ie AKTUBHOI'0O B€IICCTBA B TIIpCAcaxX LCJICBOro AuarasoHa 03 B TCUCHUEC
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OTHOCHUTEJIbHO OOJiee JUTMTENBHOTO MEPHOAa, JTUOO YPOBEHD JIEKAPCTBEHHOTO CPE/ICTBA B IUIA3ME
B Ipejenax LEeNeBOro AMAna3oHa 103 B TEUEHHE OTHOCHUTENBHO OoJiee MIIUTENBHOrO MEepUona,
HE3aBHUCHMO OT KOHKPETHOTO MEXaHHW3Ma WM XapakTepa BbICBOOOXKAEHUS, HAIPHMEP TaKOro
KaK YCTOMYUBBIN, MyJIbCUPYIOLIUNA WA HENTPEPBIBHBIM.

[000137] TIIpodunb BBICBOOOMNAEHUS ISl MEPOPATbHO BBOAUMOTO JIEKAPCTBEHHOTO
CPEeICTBa YKa3bIBaeT CIIOCOO M BpeMs, B TEYEHHE KOTOPOrO KOMITO3HMLIUS BBICBOOOXKAAET WU
JOCTaBJIsIET aKTHBHOE BEIIECTBO B JKENYJIOK, KUIIEYHUK U T.JA. MOche BBeneHus. 3BecTHBI
pa3u4HbIe CIOCOOBI Il OLIEHKU BBICBOOOXKIECHMS JIEKAPCTBEHHOTO CPEACTBA W TOJYYEHUS
npodueii BBICBOOOXKIEHUS, BKIFOYAsl MCIBITAHKS 1N Vitro, KOTOpble MOIETUPYIOT MOBEICHHE
KOMITO3UIIMH 1N VIVO M KOTOpBI€ BKJIIOYAIOT HCIIbITAaHHE Ha pactBopeHue USP nnst TBepabIx
JEKapCTBEHHbIX (OPM €  HEMEUICHHbIM  BBICBOOOXKIEHHMEM U KOHTPOJIHPYEMBIM
BBICBOOOIKIICHHEM.

[000138] IIpodpunu BBICBOOOXKACHHS JIEKAPCTBEHHOTO CPEACTBA OTJIHYAKOTCS OT
npoduneit B tuiasme. [Ipoduine B mia3Me ykasbIBaeT 103y WIM YPOBEHb aKTHBHOTO BEIIECTBA B
KPOBOTOKE MJIEKOMHTAIOIIETO, HAPUMED, MAIMEHTa, MMOJYYaroIero JIEKapCTBEHHbIH Ipenapar.
Korna akTuBHOE BEIECTBO BBICBOOOXKIAETCA U3 KOMITO3UIIMY, HANPUMEP B KUIIEYHHK, MOKHO
OTIPENENNTh KOJMUECTBO MPUCYTCTBYIOIIErO B KPOBOTOKE AKTUBHOTO BEINECTBA B IUHAMHUKE I10
BPEMEHU.

[000139] ITpoduie BEICBOOOKAESHHSI JIEKAPCTBEHHOTO CPEICTBA MOXKET OBbITh pa3paboTaH
IUIA TIOJyYEHHUs JKEeJTAeMOro WJIM LIeJIeBOro npoduiis B IjasMe, U Npoduib B IUIa3Me€ MOXET
UMHUTHPOBaTh Npoduib BbICBOOOKAEHUs. Hampumep, XOTS OXHIAETCs, YTO 3aMeIJICHHOE
BBICBOOOXKJIEHNE AKTUBHOTO BeIIeCTBa OyIeT BbI3BIBATH YCTOHUMBYIO 103y B IUIa3Me, a
NyJIbCUPYIOLIEe BBICBOOOKIEHHE OyneT NaBaTh MMIYJIbCHbIA (MUK W BHaauHa) npoduiib B
Iia3Me, 5TO He o0si3aTenbHO Tak. [leproa monysku3Hu (t12) aKTUBHOTO BELIECTBA B KPOBOTOKE
(CKOpOCTh €ro pacmana) MOXKET ObITh TaKUM, YTOOBI YCTOHYMBBIN WJIM HENPEPbIBHBIN MPOGUIIH
KOHLIEHTPALUH B TUIA3M€ MOT OBITh PE3YJIBTATOM IMYJbCHPYIOLIETO Mpoduis focTaBku. Jpyrue
(bakTOpBI TAaKXKE MOTYT WUIPaTh POJb, Takue Kak Ouoadbcopbums, OmomocTymHOCTh U 3P PeKT
nepBoro mnpoxoxnaeHus. llpopunep B 1Uiasme, co3maBaeMbli  KOHKPETHBIM — IpoduiieM
BBICBOOOKIICHHSI aKTUBHOTO BEIECTBA, TAKXKE MOKET BAPHHUPOBATHCS OT MALMEHTA K MALIUEHTY.

[000140] H3mepeHuss OMOAOCTYNHOCTH H3BECTHBI B JAHHOW OOJACTH M BKIIOYAOT
IUIoIaab 1Mo KpuBoi KoHUeHTpauus-spems: (AUC) B muiazmMe, MaKCHMaJIbHYIO KOHLIEHTPALHIO
(Crax) 1 Bpemst 10 10CTHKEHUS Cay (Tax).

[000141] AUC onpenensiet miomanb noJ KpUBOH 3aBUCUMOCTH KOHLIEHTPALINH B TIJIa3Me
OT BPEMEHHU U TPENCTABISAET KOJNUECTBO aOCOPOMPOBAHHOTO JIEKAPCTBEHHOI'O CPEACTBA IOCIE

BBEJIEHUs] OJTHOKPATHOM J103bI JiekapcTBeHHOTo cpenctaa (Remington: The Science and Practice
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of Pharmacy, Editor Gennaro 2000, p. 999).

[000142] C,x O3HAYaET MAKCUMAJIbHYIO KOHIIEHTPALMIO B IIa3Me, JOCTUTAEMYIO TTOCIIe
NepopaibHOTO BBEIEHUs JieKapcTBeHHOro cpenctea (Remington, ctp. 999). IlepopanbHoe
BBE/ICHUE JIEKAPCTBEHHOTO CPEICTBA MPUBOAUT K OHOMY 3HAUEHUIO Cax, HO MOXKET IPUBOAUTH
K Oosiee yeM OHOI MUKOBOM KOHLIEHTPALUH B IUIa3Me, HAPUMeD, IOCIe BBEICHNUS KOMITO3ULIUH
C MyJIbCUPYIOIIUMH TO3aMH.

[000143] Tp.x O3HAYaeT MEPHOI BPeMEHH, HeOOXOMUMBIN st AOCTHXKEHUsT Cy,y TTOCTE
NepOPANIbHOTO BBEICHMSI JIGKAPCTBEHHOTO CPEICTBA, M CBA3aHO CO CKOPOCTHIO abcopOuuu
akTUBHOTrO BelecTsa (Remington p. 999).

[000144] Tepmun [JnmomuMmep, MOBBIIAIOIINN pacTBOPUMOCTbL], wnu [Jmonumep,
UHTUOUPYIOLIMHA KPUCTAIUTH3AMIO [], OTHOCHTCSL K BOZOPACTBOPHUMOMY TOJUMEPY, CIIOCOOHOMY
NPU TMOIXOASIIUX KOHLEHTPALUUsAX OOpa3oBBIBATH TBEPAYIO AMCIEPCHUIO, KaK OIpPEHENIEHO B
HACTOsIIIEH 3asiBKe, CIabOIIEIOYHOr0 MEKJIM3UHA B TIOJMMEpPE, MOBBIIAKOIIEM PaCTBOPUMOCTD,
HampuMep, CHavdasia MyTeM PacTBOPEHHS JIEKAPCTBEHHOI'O CPEACTBA U MOJMMepa B OMHOHN U TOH
K€ CHCTEME PacTBOPUTENEH, a 3aTeM YJaJeHUs] PACTBOPHUTENS] B COOTBETCTBYIOLINX YCIOBHUSIX.
CnabomenouyHoe JNEKapCTBEHHOE CPEACTBO MOIAEPIKMBAETCS MO CYIECTBY B  BHIE
MOJIEKYJSIPHOW AWcriepcud wid B aMopdHoil popme mpu XpaHEHWH, TPAHCIIOPTHUPOBKE H
KOMMEPUYECKOM  paclpOCTPAHEHHUH  KOMIIO3MLMM, COAEp)Kalled  TBEPAYID  JUCIIEPCHIO
MOBBIIIAIOIIEr0 PACTBOPUMOCTb MOJIUMEPA U CIA0OIIEIOUHOT O JIEKAPCTBEHHOTO CPEACTBA.

[000145] IlokpeiTue, obecrneuynBaroliee [ IKOHTpOJIHpPyeMOe BBICBOOOXAEHME! ],
BKJIIOYAET MOKPBITHS, KOTOpPbIE 3aJ€P>KUBAIOT BBICBOOOJKAEHHUE, 3aMEIISIOT BBICBOOOXK/IEHHE,
NPETSITCTBYIOT BBICBOOOKIEHHIO /WM HHBIM O00pa3oM MPOJIOHTUPYIOT BBICBOOOXKIEHHE
JIEKAPCTBEHHOTO CPEICTBA M3 YaCTHUL], UMEIOIIHUX MOKPBITHE, 00ECTIeYNBAIOIIEe KOHTPOIUPYEMOE
BbICBOOOXKIeHHe. TepMuH [JKOHTponMpyemMoe BBICBOOOKAEeHME[] oxBaThiBaeT [l3amemyieHHOe
BbICBOOOKIeHue ], [JoTcpodeHHOe BbICBOOOKAeHHe ! wu [JpacCYUTaHHOE TIO BpPEMEHH
nyJbCcUpyIOLIee  BbICBOOOXKIeHWe[], TakuM oOpa3om, [ImokpbiTHE, oOOecreynBaroIee
KOHTPOJIPYEMOE BBICBOOOKAECHUE ], OXBATHIBAET IMOKPBHITHE, OOECTIEUNBAIOINEE 3aMEIJICHHOE
BBICBOOOXKIICHHE, TOKPBITHE, OOECIIEUMBAIOLIEe PACCUYMTAHHOE IO BPEMEHH NYJIbCHPYIOLIEE
BBICBOOOKIICHHE, FITH TIOKPBITHE, 00eCIIeYnBaroLIee BICBOOOXKIeHHE []c 3amepskkoiil .

[000146] Tepmun  [I3HTepocomOOWIBHBIA  monmuMepl]  oTtHocutcss K pH-
YyBCTBUTEIBHOMY ITOJINMEPY, KOTOPBIH YCTOMYHUB K JKENYJOUHOMY COKY (TO €CTh OTHOCHTEIBHO
HEepacTBOPHM IIPU HU3KHX YpOBHsIX pH B cpene »xemyaka) U KOTOPBIA pacTBOpsieTCs MpH Ooee
BBICOKHX YPOBHSIX pH B KHIIEUHOM TpakTe.

[000147] [IHemenneHHOe BBICBOOOXAEHHE!] B OTHOIIEHWH (hapMalleBTHUECKOH

KOMITO3UIIH, KOTOpPasi MOKET NPEACTaBIATH COOOH JIeKapCTBEHHYIO (OpPMYy HJIM KOMIIOHEHT
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JIEKapCTBEHHOH (POPMBI, OTHOCHTCS K (papMaLeBTHUECKOH KOMIIO3HULIUK, KOTOPAasi BBICBOOOXKAAET
okoJio 50% akTUBHOTO BelLIeCTBa MWK OoJiee, B IPYroM BapUaHTE OCYINECTBIIEHHs OKOJio 75%
aKTUBHOTO BELIECTBa HJIM OoJjiee, B APYrOM BapHAaHTE OCYLIECTBJIEHUs OKOIO 90% akTUBHOTO
BEIleCTBAa WM Oosiee, U B APYTUX BapUAHTAX OCYINECTBJIEHUS OKOJIO 95% aKTUBHOTO BEIECTBA
win Oosiee B Te€YEHUE MPUMEPHO OHOTO Yaca IOCJe BBEACHUs JIEKapCTBEHHOH Gopmbl. TepMuH
TaKXK€ MOXET OTHOCUTHCS K (hapMalleBTUUECKHM KOMIIO3ULMSAM, B KOTOPBIX OTHOCHUTEIBHO
ObIcTpOE BBICBOOOJKAEHHE AKTUBHOI'O BELIECTBA MPOUCXOAMT IOCHIE BPEMEHHU 3aepPXKKH, MPU
KOTOPOM TPOUCXOAMUT HE3HAYUTEJIBHOE WM BOOOINE HE MPOHCXOOUT BBICBOOOXKIAECHUS
AKTUBHOTO BEIECTBA.

[000148] OI'panyna ¢ HememieHHbIM BbicBOOOmeHHeM (IR)[] wmm [Jyactuna ¢
HEMEJUIEHHbIM BbICBOOOXKIEHHEM[] B IIMPOKOM CMBIC/IE OTHOCUTCSI K TpaHyJjie WIH YacTHLE,
coleprKallell aKTUBHBI KOMIIOHEHT, KOTOpas MNpOsBIsSeT CBOMCTBA [ |HEMeNJIEHHOro
BBICBOOOKICHHSI[ ] TIO OTHOIIEHHUIO K AKTHBHOMY BEIIECTBY.

[000149] Tepmun [rpanyna ¢ 3aMeayieHHbIM BbicBOOOkaeHneM (SR)[] wmu [Juactuna ¢
3aMEeIUIEHHBIM BBICBOOOXKIIEHHEM ] B IIUPOKOM CMBICIE OTHOCUTCS K TIpaHyJje HJIN YacTHIIE,
comepxatieit SR MOKpbITHE, PACIIONOKEHHOE TOBEPX COAEPIKAIIEr0 aKTUBHOE BEIECTBO sI/Ipa.

[000150] UIlokpeiTHe, oOecrieunBarolnee 3a1eps>KKy BbICBOOOKAeHNsA ] mn [mokpeITHE,
o0ecrieunBaroliee pPacCUUTAHHOE IO BpeMeHU mnyJbcupyiomee BbicBoOOXkaeHuel ] (TRP)
OTHOCHUTCSI K  TOKPBITHIO,  OOECNEYMBAIOLIEMY  KOHTPOJUPYEMOE  BBICBOOOXKAEHUE,
00BEeUHSIOIEMY HEPacTBOPUMBIE B BOXE U dHTepoconoOmnbHble nonumepsl; TPR mokpeiTue
camo 1o cebe obecreunBaeT HEMEIJICHHBI HMITYJbC BBICBOOOXKIEHUS AKTUBHOTO BEIECTBA
1ocJIe 3aJJaHHOTO BpEMEHM 3a/ep>Kku. ['paHyja ¢ pacCUMTaHHBIM MO BPEMEHU 3aMeEJICHHbIM
BbicBoOOkaeHneM (TSR) ¢ TPR mokpeiTieM, HaHeCeHHBIM MOBepx OapbepHOro mokpbiTus (SR
MOKPBITHE), 00ECTIeYNBAET YCTONYUBBIA MPOQUIb BEICBOOOKIEHHSI AKTUBHOTO BEINECTBA MOCTE
3aJJaHHOTO BPEMEHH 3aJIEPIKKH.

[000151] OI'panynma ¢ orcpoueHHbIM BbicBOOOXneHHeM (DR)0) wmmum [Juacthma c
OTCPOYEHHBIM BBICBOOOKIEHHEM[] B IIHPOKOM CMBIC]IE OTHOCHUTCSI K COZEpIKaIleMy aKTHBHOE
coenuHeHue snpy. DR TOKpeITHE  OTHOCHUTCA K  TOKPBITHIO, OOECHeYHBArOIIEMY
KOHTPOJIMPYEMOE  BBICBOOOXKICHHME,  COIEpKalleMy  3HTEPOCOJIOOWIIBHBIA  MOJUMEP,
Heo0s13aTeNTbHO B KOMOMHALINY € TUTACTU(PHKATOPOM.

[000152] OI'panyna ¢ xoHTposmpyeMbiM BbicBoOOkaeHneM (CR)U mmm [Jyactuma c
KOHTPOJIMPYEMBIM BBICBOOOKA€HHEM | B INHPOKOM CMBICIIE OTHOCHTCS K COZEpIKalleMy
aKTUBHOE COEOUHEHUE SApYy, WMeroIneMy BHyTpeHHee SR TOKpBITHE, 3a KOTOPBIM
HeoOs3aTenpHO cnenyer BHemHee DR nimn TPR nokpeitue nnn BHyTpeHHee TPR moxpeitue, 3a

KOTOpBIM cieayet BHelHee DR nokpeitue.
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[000153] [IBpemst 3anepxkul ] OTHOCUTCA K MEPUOAY BPEMEHH, KOTJa MEHEE Y€M OKOJIO
10% axkTHUBHOTrO BeIeCTBa BHICBOOOXKIAETCS U3 (papMaleBTHIECKONW KOMITO3ULIMH MOCJIe TpHUeMa
KOMITO3UIIUH WJIM JIEKAPCTBEHHON (POpMBI, copeprKaleil KOMIIO3ULUIO, HIIH MTOCIIe BO3AEHCTBUS
KOMITO3UIIMN WJIM JIEKApCTBEHHOH (opMbl, conepskainiell KOMIIO3ULHIO, B HMUTHPOBAHHYIO
KUAKOCTH(’KHUIKOCTH) OpPTraHM3Ma, Hampumep, oueHuBaemoe npu mnomour USP ammapara c
UCIIOJIB30BAHUEM CpeJbl ABYXCTaAuiHOrO pacrBopeHus (nepsbie 2 yaca B 700 mut 0,1 N HCI npu
370C ¢ mocienyroImuM TeCTHpOBaHMEeM pacTBopeHust mpu pH 6,8, momydeHHOM myTem
nobGasnenus 200 mn monudukaropa pH).

[000154] [PacnonokeHoe moBepx[], Hampumep B OTHOLIEHUM IIOKPBITUS MOBEPX
MOJUIOJKKH, OTHOCHTCS K OTHOCHUTEJIBHOMY PpACHOJOXKEHUIO, HANpUMep, TMOKPBITHUS IO
OTHOIIEHHIO K TOMAJIOXKKE, HO He Tpedyer, 4TOObI MOKPHITHE HAXOIUIOCh B HEMOCPEICTBEHHOM
KOHTaKTe ¢ nmojiioxkkoi. Hanmpumep, nepBoe nmokpsiTre, []pacmnonokeHHOe noBepx [ | MOAIOKKHY,
MOJKET HAXOJIUTBCS B HEMOCPEACTBEHHOM KOHTAKTE C MOIJIOKKOW, WJIM OJUH HJIM HECKOJBKO
MPOMEKYTOYHBIX MAaTEPUAJIOB MM MOKPBITUH MOTYT Pa3MeUIaTbCs MEKAY MEPBBIM MOKPBITHEM
u noaioxkoil. Hampumep, SR mokpreiTHe, pacnojiOK€HHOE IMOBEPX COJEPIKAaLIero akTUBHOE
BEIECTBO Spa, MOXKET OTHOCHTHCA K SR TOKPBITHIO, HAHECEHHOMY HEMOCPEICTBEHHO Ha
cojieprkalllee aKTUBHOE BEILECTBO AAPO WJIM KHUCJIOTHBIM KPUCTAJ WIM COAepIKallee KUCIOTY
AP0, WIM MOXKET OTHOCHTHCS K SR MOKPBITHIO, HAHECEHHOMY Ha 3aIUTHOE YIUIOTHSOIIee
MOKPBITHE HA COAEPIKALIEM aKTUBHOE BEIECTBO SApE.

[000155] UVYnnorsstomuii caoil] wnu [J3alUTHOE YIJIOTHAMOLIEE MOKPbITHE[ !
OTHOCHTCS K 3aIIUTHON MeMOpaHe, PacIoIOKEHHOH MOBEPX COAEPIKALIEr0 aKTUBHOE BEIIECTBO
Anapa Wik QyHKIHOHAIBHOTO MOJMMEPHOTO MOKPBITHS, 3aLIHIIAONMENH YacTUIy OT aOpasuBHOTO
OEMCTBUST W WUCTHPAHHS NPU MAHMMYJSALMUSAX C HEH W/WIM MUHUMH3HPYIOLIEH CTaTHYeCKOe
3JIEKTPUYECTBO B Mpoiecce 00padoTKu.

[000156] [Pacnanmatomasicss Bo pry Tabdnerkal]l wiu [JODTL] oTHOcUTCS K TaOneTke,
KOTOpasi OBICTPO pacmajaercss B MOJIOCTH PTa IMOcie BBeOeHHUs Oe3 pazxkeBbiBaHUS. CKOPOCTH
IE3UHTErPalli MOJKET BapbUPOBATBhCS, HO OHA OBICTpee, 4YeM CKOPOCTh J€3UHTETpaLuu
TPAOULIIOHHBIX TBEPABIX JIEKAPCTBEHHBIX (opM (Hampumep, TaOJIETOK WM KarcyJ), KOTOpbIE
NpeAHa3HaYeHbl ISl MPOTJIaThIBAHUS Cpa3y IOCJE BBEOCHMS, WM ObICTpee, YeM CKOPOCTb
IE3UHTETPALH KEBATENbHBIX TBEPHABbIX JIGKAPCTBEHHBIX (POPM TPU HCIBITAHUH, HAIPHMEP
MeronoM uctbitanust USP <701>.

[000157] Tepmun [no cyuiecTBy pacnanaercsil] OTHOCUTCS K YPOBHIO JI€3UHTErpallly,
COCTaBJISIFOLIEMY, 10 MEHbIIEeH Mepe okojo 50%, mo MeHble mepe okojo 60%, Mo MeHbLIeH
Mepe okojo 70%, mo meHbliel mepe okono 80%, no MeHbluell Mepe okoso 90%, umm okoso

100% nesunrerpauuu. [/lesunrerpanusal] ornuvaercs ot Upacteopenusl], [ne3unrerpanusl]
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OTHOCUTCSI K Pa3pylICHHUIO WM T[OTepe CTPYKTYPHOM KOTe3uH, HamlpuMep, YacTHII,
COCTaBJISIFOLINX TaONETKy, Torga Kak [JpacTBopeHHe[] OTHOCUTCSA K CONIOOMIIN3AIMN TBEPIOTO
BEIIECTBA B XKUIKOCTH, HAIIPUMEP CONOOMIN3ALNH JIEKAPCTBEHHOTO CPENICTBA B PACTBOPUTEINSAX
WM KEJTy IOYHBIX KUAKOCTSX.

[000158] [JBomonepacTBOpuMBIi moOuMepl | mpeacTaBiseT coOOW MoauMep, KOTOPbIi
HEpacTBOPUM HJIM OY€Hb MAJIO PAaCTBOPUM B BOAHOM cpene, He3aBucuMO OT pH unu B mmpokom
nuana3one pH (manpumep, ot 0 no pH 14). IToaumep, koTopsiii HabyxaeT, HO He PaCTBOPSIETCS B
BOJIHOM cpefie, MOXeT ObITh [JBOIOHEpacTBOPUMBIML].

[000159] ['BomopactBopumblii monumepl] mnpencraBisieT coOOH MOIUMEp, KOTOPbIH
pacTBOpHUM, T.€. 3HAUUTEJIbHOE KOJINYECTBO PACTBOPSIETCS, B BOIHOI cpene He3aBucUMO oT pH.

[000160] D3HTepocoMIOOUIBHBIN TTONUMEpP ] TpeACTaBIseT cOOON MOJIUMeEp, KOTOPBIH
SIBJISIETCS. PACTBOPUMBIM, T.€. 3HAUUTENbHOE KOJUYECTBO PACTBOPSIETCS, B KHUIIEYHOI cpefe; TO
€CTb B BOJIHOH Cpelie B YCIIOBUSIX OT HEMTpaibHBIX AO INEJIOYHBIX, U HEPACTBOPUM B KHUCIbIX
yCIIOBHSX (TO €CTh npH HU3KoM pH)

[000161] Tepmun [IMpOTUBOIONOXKHBIN MO PACTBOPUMOCTH B KHILEYHHKE MHoJaumepl]
unu [JracTpopacTBOpUMBIH noiuMepl] OTHOCUTCS K MOJIUMEPY, KOTOPBIH pacTBOPUM B KUCIBIX
YCJIOBUSIX U HEPACTBOPUM B HEUTPAJIbHBIX U IIEJIOYHBIX YCIOBUSX.

[000162] Ecnu He yka3aHO HHOE, KOJMYECTBO PA3JIMUHBIX MOKPBITUA WJIH CJOEB,
ONMUCaHHBIX B Hacrosmed 3asBke ([Imacca mnokpeITusAl]), BbIpaXkaeTcsi Kak IPOLIEHTHOE
YBEJIMYEHWE MAacChl YacTUI] WJIM TPaHyl, OO0ECleYrMBaeMO€ BbBICYIIEHHBIM IOKPBITHEM,
OTHOCHUTEJIBHO NMEPBOHAYANIbHON MACChl YaCTHL] MU TPAaHyJ A0 HAHECEHMs MOKPBITUSA. Takum
obpazom, 10% Macchl MOKPHITHS OTHOCUTCS K BBICYLIEHHOMY MOKPBITHIO, KOTOPOE YBEIHYUBAET
Maccy dactuubl Ha 10%.

[000163] BHO’KBUBAJEHTHOCTh TMPEACTABNIAET COOOW OTCYTCTBHE 3HAYUTENBHO
PA3NIUYAIOLINXCS CKOPOCTH M CTEMEeHH a0CcopOLuu, YTO KAacaercsi JOCTYIMHOCTU AaKTHBHOTO
UHTPENEHTa, NPU BBEIEHUU B TOM K€ J03€ B aHAJOTHYHBIX YCIOBHSIX. BHOSKBUBaNIEHTHOCTH
MOJKET OBITh W3MEpeHa C HCIIOJNB30BaHHEM (PApMAKOKHHETHUYECKHX MapaMeTpoOB, HAIpUMep,
AUC u Cpax.

[000164] OpwH BapuaHT OCYIIECTBJICHUS MPENCTaBIsieT CoOOH TepopabHYIO
JEKapCTBEHHYI0  (OpMy, KOTOpas COAEPKUT KOMIIO3ULHMIO ¢  MOAH(DHULINPOBAHHBIM
BbIcBOOOXKIeHneM (MR). B sTom BapuaHTe OCyIIeCTBISHHsS €AMHUYHAS JIEKapCTBEHHAs Gopma
COINEPKUT KaK JIeKapcTBeHHYK (opmy ¢ HememneHHbIM BbicBOOOXkaeHHeM (IR), Tak wu
JeKapCTBeHHYID (OopMy ¢ MPOJNIOHTHPOBAaHHBIM BbicBOOOXKHeHHeM (XR). B  koHTekcte
HACTOsIIIEHN 3asBKH, JIEKapCTBEHHAs (pOpMa ¢ HEMENJICHHBIM BBICBOOOXKIEHHEM BBICBOOOXKAET

AKTUBHOEC BCIICCTBO Cpa3y IIOCJIC BBCACHUA. B konTekcre HacTosIen 3asdBKH, JICKAPCTBCHHAs
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dbopMa ¢ TIPOJIOHTHPOBAHHBIM BBICBOOOKACHHEM OXBAaThIBAET (OPMBI C OTCPOUEHHBIM
BBICBOOOKIEHHEM, C PACCUUTAHHBIM IO BPEMEHH BBICBOOOXKIEHHEM, C KOHTPOJIUPYEMBIM
BBICBOOOKIEHHEM WJIM C MPOJOHTHPOBAHHBIM BBICBOOOXKIEHHEM. B KOHTeKCTe HacTosei
3asIBKH, JIEKapCTBeHHass (opMa C MPOJIOHTUPOBAHHBIM BBICBOOOXKIEHHEM BBICBOOOXKIAET
aKTUBHOE BELIECTBO C 3apaHee OIpPEeNIEHHONH CKOPOCThIO B T€UEHHE ONPENEICHHOTO BPEMEHH,
9TOOBI MOIAEPIKUBATH MMOCTOSIHHYIO KOHIEHTPALUIO JISKAPCTBEHHOTO CPEIACTBA B TEUEHHUE
OTPENEIEHHOrO MEePHOAa BPEMEHH ¢ MUHUMAJIbHBIMU NTOOOUYHBIMU 3¢ dekTamu. JlekapCcTBEeHHbIE
(OpPMBI C MPOJIOHTUPOBAHHBIM BHICBOOOKIEHUEM MOT'YT OBITh MOJyY€HbI ITyTeM HCIIOIb30BAHHSI
Pa3JIMYHBIX KOMITO3UIIMH, KAaK OMUCAHO HUXKE B WJUTIOCTPATHUBHBIX, HO HE OTPAaHUYMBAIOIIUX,
npuMepax, BKJIIOYasl MOJUMEpPHbIE KOHBIOTATbI C AKTUBHBIM BEIIECTBOM U JIUMIOCOMAJIbHBIE
(hapManeBTHYECKHE KOMITO3UIINH, BKIIFOUAIOIIHE aKTHBHOE BEIIECTBO.

[000165] Cuctema AOCTAaBKM MOXET BKJIIOYATh SIAPO, 3aTPABKy WM MAaTPHILy, KOTOPbBIE
MOTYT OBbITh HAarpy:KeHbl UM HE HArpyKeHbl aKTUBHBIM BEIIECTBOM, U OJIHH WK 0OJiee CIIOEB
MOKPBITHS, BKJIIOYAIOIINX AaKTUBHOE BEIIECTBO W/WJW BKJIIOYAIOIIUX CJIOH, WMEOLIHA
XaPaKTEPUCTUKU BBICBOOOKIECHHS, KOTOpPbIE KOHTPOJIMPYIOT HAYajO0 M XapaKTePUCTHKU
BBICBOOOJKIICHHsI aKTUBHOTO BelIeCTBa. SApo, 3aTpaBKy MM MAaTPHUIy MOKHO M3TOTOBUTH WJIH
nproOPECTH KOMMEPUECKHM MyTeM. B KauecTBe TOJBbKO OTHOTO MPUMEPA, SIPO MOXKET ObITh U3
caxapa WJIH MHUKPOKPUCTAJUTMYECKOH IIeJUTFOJIO3bl, a THApPO(IIIbHAS MaTpulla MOXKET OBbITh
TOJTyYeHa, HaTpuUMep, u3 THIPOKCUTIPOTTAIMETHIILEIITFOIO3bI (HPMC),
runpokcunpormeuioiodsl  (HPC), nommu(stineHokcuaa),  MOJMBUHUIOBOTO — CIHPTA,
KCaHTaHOBOW KamenH, kapbomepa, KapparvuHaHa, 300rJIaHa U T.JI.

[000166] ITokpsiBaroImime CJIOM MOTYT OOECIeYMBATh HEMEIJICHHOE BBICBOOOMKAEHUE,
3aMeJJIEHHOE TYJIbCUpPYIOIee BBICBOOOXKISHHE WM TPOJIOHTHPOBAHHOE BBICBOOOKIEHHE.
HemennenHoe BbICBOOOKIEHHWE  AaKTUBHOTO  BEIIECTBA M3 CJOS C  HEMENJICHHBIM
BBICBOOOKIIEHHEM MOXKHO TMOJIyYHTb, HAMPUMEP, MyTEM HCIOJIb30BAHUS OYEHb TOHKOTO CIIOSI
VI TOKPBITUS, Yepe3 KOTOPOE JKeNyIOUHbIE JKUIKOCTH MOTYT OBICTPO MPOHUKATH, CIIOCOOCTBYS
OBICTPOMY BBIMBIBAHUIO aKTUBHOTO BELIECTBA, WM MyTeM BKJIIOYEHHUS aKTHBHOTO BEINECTBA B
CMeCh, KOTOpasi BKJIFOYUAET MOIAEPIKUBAIOLIEE CBI3YIOLIEe WM APYroe WHEPTHOE BELIECTBO,
KOTOpOE JIETKO PAaCTBOPSIETCS M BBICBOOOXKIA€T AaKTUBHOE BEIECTBO B JKEYIOYHOU JKUIKOCTH,
WIN C UCTOJb30BAHUEM IMOIACPIKUBAOLIETO CBSA3YIOIIErO MM JPYrOro MHEPTHOTO BELIECTBA,
KOTOpOe OBICTPO pacmafaeTcss MPU KOHTAKTE C SKEeMYOOYHOW SKHIKOCTBIO, MPH 3TOM TaKOe
BEIIIECTBO U AKTUBHBIA KOMIIOHEHT OBICTPO AMCIEPTUPYIOTCS B XKEIYAOYHOU KUAKOCTH B BUIE
Menkux vactull. Takwme ObICTPO pacrmamaroiuecs: W TUCTIEPTUPYIOIINE BELIeCTBA BKIIOYAIOT,
HaIpuMep, JIAKTO3Y ¥ MUKPOKPUCTAIITMUYECKYIO LEJUTI0J03y. [ HApOKCUTTPOTMIMETHIILIEIUTION03a

SABJIACTCS IPUMEPOM CYCIICHAUPYIOLICTO ar€HTa U CBA3YIOLICTO.
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[000167] DOuTepocomOOUIbHBIE TMOKPBITHS IS KOMIIOHEHTA C OTCPOYEHHBIM
NYJIbCUPYIOLINM BBICBOOOKAEHHEM MOryT ObiTh pH-3aBUCHMMBIMH wiu pH-He3aBHCHUMBIMU.
OHTEPOCOMOONIIbHBIE MOKPBITHA I KOMIIOHEHTa C IMPOJIOHTHPOBAHHBIM BBICBOOOKICHHUEM
3aBucaT ot pH. 3aBucumoe ot pH nokpeITHE AaKTUBHPYETCS C  BBICBOOOKAEHHUEM
JIEKapCTBEHHOIO CPEACTBA B M3BECTHOM Auamna3oHe pH, KOTOpbIi OOBIMHO COOTBETCTBYET
nokanbHOMY pH cpenpl, B KOTOPOIi KenaTenbHO OTCpodeHHoe BbicBoOOXkaeHue. ITpumepsr pH-
3aBUCHUMBIX TIOKPBITHI BKJIIOYAIOT aleTaT(ranar HeJuIroI03bl, alleTaT-TPUMEIUTUTAT LEJUTHOJIO3bI,
¢ranar TUAPOKCHUITPOMUIMETHITLEILTIOIO3BI, NOJIMBUHMJIaLETaT(TaNaT,
KapOOKCUMETHIIITHIILIEIUTIONIO3Y, COMOJMMEPH30BAHHBIE METAKPUIIOBYIO KHCIOTY/METHIIOBBIE
3(UpBl METAKPUIIOBOH KHCIIOTBI, TAKHE KaK, HAIPUMEDP, MaTepHAIIbI, U3BECTHBIE TTOJI TOPTOBBIM
HasBanueM EUDRAGITO L12.5, L100 wiu EUDRAGITO S12.5, S100, unu mnomoOHbie
COEAMHEHUS], UCIIOJb3yeMble UIS MOJYYEHHsST SHTEPOCONIOOMIBHBIX TOKPBITHH. TAKXKE MOXKHO
UCTIONB30BaTh BOJHBIE KOJUIOWAHBIE TOJIMMEPHbIC MUCIIEPCHH WJIHM Pe-IUCTIEPCHH, HAIpUMeEp,
EUDRAGITO L 30D-55, EUDRAGITO L100-55, EUDRAGITO S100, EUDRAGITO
npenapat 4110D (Rohm Pharma); AQUATERICC, AQUACOATO CPD 30 (FMO);
KOLLICOAT MAEL 30D and. 30DP (BASF); EASTACRYL[] 30D (Eastman Chemical).

[000168] Ilpumeprl KOMMEpPYECKH IOCTYMHBIX (hapMaLeBTHYECKUX KOMIO3HMLUH C
UCTIOJNIb30BAHUEM JHTEPOCOMIOOMIBHOM CHCTEMBbl B (pOpPME TOKPBITUS WM CIOS  JUIS
MPEeNIOTBPALIEHUs] PACTBOPEHUsI aKTUBHOIO BellecTBa B skenyake Briaouaror CYMBALTAL
(nynokcerun HCI, Lilly Indianapolis IN), NEXIUML[ (s30menpason, AstraZeneca LP),
ACIPHEX[ (pabenpason Harpusi, Eisai Inc. u Opto-Mc-Neil-Janssen Pharmaceuticals, Inc.),
ASACOL[] HD (me-camamuu, Procter & Gamble Pharmaceuticals, Inc.), LIALDAT
(mecanamun, Shire US), PENTASA[] (me-canamun, Shire US), ENTECORT[ EC (Gyneconun
kancyibl, AstraZeneca), LAMICTAL[ XR (namorpurun Ttabnerkn, GlaxoSmithKline),
KAPIDEX[] (nexcnanconpason, Takeda Pharmaceuticals North America, Inc.), CREON[ (nan-
kpeatuH kancynbl, Solvay S.A), ULTRASE[ (mankpenunasa karcyisl, Axcan Pharma US),
PROTONIX[ (mantompaszon, Pfizer) DEPAKOTED (auBammpoekc Hatpusi, Abbott
Laboratories), PRILOSEC[] (omenpason, AstraZeneca), PREVACID[] (man3omnpa3sosn, Novartis
Consumer Health), ARTHOTECU (nuknodenak natpus, Pfizer); STAVZORL[ (Bammpoesas
kucnora, Noven Therapeutics), TRILIPIXI 4 (denodubpoBas KHCIOTa, Kamcyibl C
OTCpPOYEHHBIM BBICBOOOKIeHHeM, Abbott Laboratories) u VIDEX[ EC (ammanos3uH, Bristol-
Myers Squibb).

[000169] B compToycTOiuMBOM (apMaLeBTHUECKOW KOMIIO3UIUH HCIOJIB3YETCs
[JobecneunBaromiee 3alUTy OT CHOUPTA BELIECTBOLl IJIsI MPENOTBpAILEHHUs WM 3aMEIJICHHS

UHIYLUPYEMOro 3TaHOJOM LIBpIOpocall akTHBHOrO BELIECTBA M3 JIEKAPCTBEHHOH (OpPMBI, YTO
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MOXET TPUBECTH K BBICBOOOXKIEHHIO CIIMIIKOM BBICOKOM TTO3bI JOMIIEPUIOHA WU
IeNTeprpOBAHHOIO TOMIIEPHIOHA B OPraHW3Me MalUeHTa, YTO 3aTeM MOXKET MPUBECTH K Oolee
BBICOKON  Cpx, TOTEHIHaNbHO BbI3bIBasg nposioHrauuio QT. Ilpu  ucnosp3oBaHUM
CIHMPTOYCTOMYMBON KOMIO3HMLUHU NPEAOTBpaliaercss cOpoC A03bI, YCTpaHsst 3Ty mHpodiemy
6ezonacHocTu. OfecneunBaroiee 3alUTy OT CIIMPTA BEINECTBO MOXKET HPENCTABISITH COOOH
OIHO BELIECTBO, HANpPUMEp IOJUMEp, WIM KOMOWHALMIO BEINECTB, HAMpUMep KOMOWHAIIMIO
MOJIMMEPOB, B pacTBope sKkciunuenta. O0ecnevyrnBaroiee 3anuTy OT CIIMPTA BELIECTBO HAHOCST
B BHUJE CJIOS WJIM TOKPBITHS, WJIH OHO MPHUCYTCTBYET B (POpME MaTpHUIbl B albTePHATHBHBIX
BapHaHTax ocymecTBieHus. O0ecneunBaronue 3alUTy OT CIHPTA BEIIECTBA BKIIIOYAIOT, HO HE
OTPaHUYMBAIOTCS 3THM, aleTar@TanaT LEJUIF0JIO3bl Ha OPraHMYECKOW OCHOBE, COIMOJIMMEPHI
METaKpujiaTa aMMOHHUS, COMOJHMEPbl METAKPHJIOBBIX 3(UPOB, COMOIUMEPbI METaKpPHIIOBOM
KUCJIOTBI, MPUPOJAHBIE W CHUHTETHYECKHE KpaxMajbl, MOJHAJKHICHOKCHUABI U MPUPOAHBIE U
CHHTETHYECKHE LEJUIFOJIO3bl, BKJKOYAas MOAU(PHUIMPOBAHHBIC LEJUTFOJNO3bI, TaKHE Kak
TUJIPOKCUITPOTHIIMETHIILIEIUTIOI03a (HPMC), TUJIPOKCUITPOTIIILIEIUTIONIO3a (HPC),
runpokcuMmerwieroiaoza (HMC), merunuemtonoza (MC), runpokcmstuineuioiosa (HEC) u
kapookcumermenonoda (CMC), BOCKHM, TakuMe Kak BOCKHM HACEKOMBIX M SKHBOTHBIX,
pacTuTeNnbHbIE BOCKH, MUHEPAJIbHbIE BOCKH, HE(PTAHbIE BOCKM M CHHTETHYECKHE BOCKU. B oHOM
BapHUaHTE OCYLIECTBIEHHs OOECIIEUNBAIOLIEe 3AIUTY OT CITUPTA BEIIECTBO MPEACTABISIET COOOM
anerardranar UewToio3pl Ha opranudeckoil ocHoBe Eastman C-A-PO wmu Cellacefate, NF
(Eastman Chemical Company, Kingsport TN USA). ObecneunBaromiee 3amiuty OT CIUpPTa
BEIIIECTBO MOXKET MPHUCYTCTBOBaTh B KOMIIO3MLIUU B KOJUYECTBE, JOCTATOYHOM MJIsl TMPHIAHUS
CIIUPTOYCTOMYMBOCTH TIPU 3aAaHHOH KOHLEHTPALUHM OSTaHONA, HAIpUMep, MOXeT ObITh
nobapyieHo B konuuecTBe 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%,
80%, 85%, 90%, 95% 100%, 150%, 200%, 250%, 300%, 350%, 400%, 450% wu 500%,
PAacCYUTAHHOM IO YBEITHUYEHHIO MACCHI.

[000170] B opHOM BapuaHTe OCYLIECTBJIEHUS KOMIIO3ULIMS AaKTUBHOTO BEIIECTBA
BkyroyaeT MHokecTBO CR u IR uacrtun, raoe xaxnas nz CR wacTuil BkiItouyaeT siipo, NOKPBITOE
CJIOEM HEPAaCTBOPUMOTO B BOJE MOJMMEPA, 32 KOTOPBIM CIENYET CJIOH MOKPBITHS, BKIFOYAOIIHI
SHTEPOCONMOOMIIBHBIA  TTONIUMEP, HEoOsA3aTeNbHO B KOMOWHAIMM C  BOJIOHEPACTBOPUMBIM
MOJIMMEPOM, TZE SIIPO BKIIFOUAET JOMIIEPHIOH M (HapMaLleBTUUECKH MPHEMJIEMOE TOJIUMEPHOEe
CBA3YIOLIEe, MOCJE Yero ClIeAyeT NEPBbI CJI0M MOKPBITHS, BKIIOYAIOIINN BOJOHEPACTBOPUMBII
NOJIMEP, HEeOOs3aTeNbHO B KOMOMHAIIMH C BOIOPACTBOPUMBIM MTOJIUMEPOM, U HEOOS3aTeNbHOE
BTOPOE€ TOKPBITHE W3 3SHTEPOCONIOOMIBHOIO IOJNUMeEpPa, HEeoOsS3aTeNbHO B KOMOWHAILMM C
BOJIOHEPACTBOPUMBIM ITOJIMMEPOM.

[000171] Ogun BapuaHT ocyuiecTBiaeHus: comaepkuT MHoxkecTBO CR u IR wactun. CR
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4acTHULIA BKJIIOYAET SAPO, MOKPBITOE CJIOEM BOJOHEPACTBOPUMOIO IOJMMEPA, 38 KOTOPBIM
CIeNyeT CJIOH TOKPBITHS, BKJIIOYAIOIIUNA HTEPOCOMIOOUIBHBIA TMOJUMEP, HEOOS3aTeNbHO B
KOMOMHAIIMM C BOAOHEPACTBOPHMBIM TIOJMMEPOM, IIPH 3TOM SAPO BKIIOYAET AKTHUBHOE
BEIIECTBO U (papMalleBTUYECKH MTPUEMIIEMYIO OPraHMYECKYI0 KUCJIOTY (Hampumep, GpyMapoByro
KHCJIOTY), OTHENIeHHble NIpyr oT apyra nmo MeHblieli mepe SR cnmoem. Kaxnmas IR uactuma
BKJIIOYAET aKTUBHOE BEIIECTBO B KOMOMHALIMM C TOAXOSIIMMHU SKCIUIUEHTaMH. B HEKOTOpBIX
BApPUAHTaX OCYIIECTBJIECHUs KOMITO3UIMs BKJOYAET aKTUBHOE BEIECTBO U 10 MEHbINEH Mepe
OJTHY OPTaHUYECKYIO KHCJIOTY, TOBBILIAIOIYI0 PACTBOPHMOCTb, KOTOpas COCOOHA CO3MaBaTh
MHUKpPOCpeay ¢ KUCJIOTHBIM pH B TpaHysie ¢ TMOKPBITHEM Ui COJIOOMIIM3aLMU aKTHBHOTO
BEIECTBA 1O €ro BbICBOOOXKIEHHs B arpecCuBHyr pH-cpeny KummedHoro Tpakra, rae
JIEKapCTBEHHOE CPEICTBO MPAKTHUECKU HEPACTBOPUMO.

[000172] B ogHOM BapuaHTe ocymecteieHusi CR 4acTHUIbl BKIIFOUAIOT UHEPTHOE SIAPO
(HampumMmep, caxapHyw cdepy, LeIUTHOI03HYK chepy W T.4.), TOCIEAOBATEIBHO MOKPBHITOE
dapManeBTHUECKH MPHEMJIEMON OPraHUYEeCKOH KHUCIOTOH (Hampumep, SHTapHOW KHUCIIOTOH) H
(apManeBTHUECKH MPHUEMJIEMBIM CBSI3YIOIIUM (HampuMep, THAPOKCHIIPONMILEIUT0N030i); SR
cioit  (Hampumep, BKIIOUYAOIUN (apMaIeBTUYECKH TMPUEMIIEMbIH  BOIOHEPACTBOPUMBIIA
MOJIIMEP, TAKOH KaK 3THIILEIUII0I03a, He00A3aTeNbHO IACTU(UIIMPOBAHHBINA (hapMaLeBTHUECKH
NPUEMIIEMBIM TUIACTU()UKATOPOM, TAKMM KaK TPUSTWILUTPAT WM MOJUSTUIICHTJIUKOIb), CJIOH
AaKTUBHOTO BelIeCTBA U (hapMaleBTHUECKH IpUEMIIEMOEe CBs3ylolnee (Harmpumep, MOBUAOH),
HeoOs13aTeNbHbIN YIUIOTHAIOLUI CJI0H (HarmpuMep, BKIFOUAIOLINI BOAOPACTBOPUMBII MOJIHUMED,
TAKOHN KaK TUAPOKCHUIIPOMIIIMETHIILEIUTI003a), U SR CIiol, BKIIIOYAIOINI BOJJOHEPACTBOPUMBII
nonuMep, Takoi kak stwiiemuono3a (EC-10), u sHTEpoCOMOOMIBbHBIN MonuMep, TakoH Kak
¢ranar runpomesiossl, HP-55, u HeoOs3aTenbHbI  (hapMaLEBTHUECKH TPUEMIIEMbBIN
actudukarop, Takoi kak TpusTmwiuutpat (TEC).

[000173] pH-He3aBHCHMOE TIOKPBITHE BKJIIOYAET BEIIECTBA, UYBCTBUTENbHBIE K
(bepMEHTATUBHOW AKTUBALIUH a30PEAYKTA3aMHU B KHIIEUHBIX OAKTEPHsIX (TO €CTh a30MOJIHMEPHI),
WIM BEIIEeCTBA, IOABEP)KEHHbIE pACLIEIUIEHHUIO [OJIMCaxapuaa3aMl B TOJCTOH KHILKe
(mpuponHble monmucaxapuabl). HeorpaHMuuBaromMe MPHUMEPHI  a30MOJUMEPOB  BKIIFOYAIOT
cormonumepnl  2-runpokcudTunmerakpmiara  (HEMA) wu  mermnmerakpuiata  (MMA).
Heorpanuuuparomue npuMepbl NPUPOAHBIX IOJUCAXAPUAOB BKJIIOYAIOT aMUJIO3Y, XHUTO3aH,
XPOHAOUTHUH, IEKCTPaH U KCUJIaH.

[000174] O9uTepocomoOunbHbIi ouMep ] mpeacTapiser codbol moauMep, UMEKO Ui
NOJIMCTHUPOJIbHYIO 3KBUBAJIEHTHYIO CPEIHEBECOBYIO MOJIEKYJIsIpHYI0 Maccy (MW) okono 50000-
150000 u conepsxaimii KapOOKCHUIIBHBIE TPYIIIBI, KOTOPBIE OCTAIOTCS HEPACTBOpUMbIMU rpu pH

HIDKE TpuMepHO 4 (auana3zoH pH B jkenynke), HO KOTOpblE HOHM3HPYIOTCS U, TAKUM 00pazom,
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BBI3BIBAIOT pacTBOpeHue nojumepa npu pH Beie npumepHo 5,0 (nuanazon pH B kumedHuke).
DHTEPOCOMOONIIBHBIN TOJIMMEP MOXKET ObITh IUIEHKOOOpa3yHoIuM, Hampumep arnerardranat
LEJUTFOJIO3bI (C-A-P), aleTaT-TPUMEILIUTAT LEJUTIOJIO3bI (C-A-T), ¢ranar
runpokcunporuamermineuionossl  (HPMCP), comonmumep MeTakpwyioBOW — KHUCJIOTBI |
STWIAKpWaTa,  alerar-CyKuuHat  ruapokcunporwiMeruanennonodsl (HPMCAS) wu
nojusuHuianerardranar (PVAP). MW HPMCP moxker ObiTh 0kosio 80000-110000 unu 95000-
100000. MW st C-A-P moskeT ObITh 0k0Jj10 55000-75000 mnmu 68000-80000.

[000175] KoMrioHeHT, 3aMeIstoIuil BHICBOOOKIEHHE, MOXKET BKJIFOYATb MOKPBITHS,
3aMeUISIOIINE BBICBOOOXKACHUE, MATPHLbI 3aMEJICHHOTO BBICBOOOXIEHUS U OCMOTHYECKUE
CHCTEMBI 3aMeJIEHHOTO BBICBOOOXKIEHHsI. [IOKPBITHS, 3aMeIAIONINe BICBOOOKACHUE, MOKHO
MOJIyYUTh c HCIIOJIb30BaHNUEM BOJIOHEPACTBOPHUMOTIO HoJIMMepa, KOMOWHAIINH
BOJIOHEPACTBOPUMBIX TOJIUMEPOB WJIM KOMOWHAIIMY BOIOHEPACTBOPUMBIX M BOJOPACTBOPUMBIX
nojruMepoB. OOBIYHbIE 3aMEUISIOIHE BEICBOOOKIEHNE TIOJMMEPHI, U3BECTHBIE CIIELUAINCTAM B
TaHHOH 00J1aCTH, MOYKHO UCTIOIB30BATh JIsI MATPHLIBI 3aMEIJIEHHOTO BBICBOOOKICHUSI.

[000176] Tumu4eBIE TOKPBITHS, 3aMEMJISIONINAE  BBICBOOOJKIEHUE,  BKIIFOYAIOT
NOJMBUHUJIALIETAT, AaleTaT LeJUTIOJIO3bl, aleTaT-OyTHpaT LeJUTFoJIO3bl, AaleTaT-MPOIUOHAT
LEJUTFOJIO3BI, STHIILEIUIFONIO3Y, JKUPHBIE KUCIOThI U MX CIIOKHBIE 3(DUPBI, aJKUJIOBBIE CITUPTBHI,
BOCKH, 3€WH (NIPOJaMUH M3 KYKypy3bl) M BOJAHBIE MOJUMEPHBIE IUCIIEPCHM, TaKHE Kak
EUDRAGITC] RS u RL30D, EUDRAGITD NE30D, AQUACOATL[, SURELEASEL,
KOLLICOATL SR30D, u aneTuILeUII0JIO3HbIHN JaTeKC.

[000177] I'panynasl niam chepudeckne YacTHLbI MOTYT OBbITb IMOJNYYEHbI U3 JIFOOBIX
(dapmaLeBTHUECKH TIPHEMIIEMBIX MAaTEpUAIOB HAa OCHOBE COBMECTHMOCTH C AaKTHBHBIM
BEIIECTBOM U (PH3UKO-XMMUYECKMMU CBOWCTBAMU TPAHyJ WM CHEPUIECKUX YACTHLI.

[000178] Csszyromue  BKIOYAOT  MPOU3BOAHBIE  LEJUIFOJIO3bI, TaKHWE  Kak
METHJILIEITI0II03a, TUJIPOKCUATUJILIEIUTION03A, T'UJPOKCUTIPOTIUIILIENITFON03,
T'UJIPOKCUITPOIUIMETHIILIEIIII0N03a, MOJIMBUHWITTUPPOJIUIOH,
NOJIMBUHHUJIITUPPOJIUAOH/BUHIJIALIETATHBIN COMOJIUMED U T.1.

[000179] Paspbxjurenu BKIOYAOT KYKYPY3HBbI  KpaxMmaj, IpelBapUTeIbHO
JKEJATHHU3UPOBAHHBIN Kpaxmall, CIIUTYI0 KapOokcuMeTmniesono3y (AC-DI-SOL[), nmatpuii
kpaxmanrnukonat (EXPLOTABO), cumrenii nomusuammupponunod (PLASDONE XL0) u
T.J.

[000180] HamomHuTenn BKJIIOYAIOT JIAKTO3y, KapOoHaT kajbuws, (ocdar Kambius,
Cyab(arT KaJubIHsl, MHUKPOKPUCTAJUIMYECKYIO ILIEJUTIOJIO3Y, AEKCTPaH, KpaxMalbl, Caxaposy,
KCUJIUT, JIJAKTUT, MAHHUT, COPOUT, XJIOPUA HATPUS, MOJUITUIIEHIJIUKONIb U T. 1.

[000181] IloBepXHOCTHO-aKTHUBHBIE BEINECTBA BKIIIOYAIOT JlAypuicyibdar HaTpus,
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COpOUTAaHMOHOOJIEAT,  MOJHOKCHUITUICHCOPOMTAHMOHOONEAT,  CONU  JKETYHBIX  KHUCIIOT,
rimuepunmonocteapat, tuanio PLURONIC O (BASF) u t.4.

[000182] ConmroOunm3aTopsl BKJIOYAIOT JUMOHHYIO KHUCJIOTY, SIHTAPHYK KHCIIOTY,
(byMapoByr0 KHCIIOTY, SIOJIOYHYKO KHMCJIOTY, BHMHHYIO KHCIOTY, MAaJI€MHOBYIO KHCIOTY,
TJIyTapoOBYIO KUCIIOTY, OukapOOHaT HaTpusi, KapOOHAT HATPUS U T.1.

[000183] Ctabunu3aTopbl BKIFOYAKOT aHTHOKHUCIUTENHU, Oy(ephl, KHCIOTHI U T.11.

[000184] Cnenyromasi uHpOpMaLKs PacKPbIBA€T WJUIFOCTPATHUBHBIE, HO  HE
OrPaHUYMBAIOLINE, CIIOCOOBI MTOTYYEHUSI.

[000185] SAnpo MOKHO MOJYYHUTb MyTeM SKCTPY3UU-CHEPOHU3ALMH, TPAHYJSLUU C
BBICOKHMM CIBUTOM, HACJIO€HUsI PaCTBOpA UJIU CYCIIEH3UU.

[000186] Ilpm sKCTpy3uH-CHEpOHH3ALUU AKTHBHOE BEINECTBO U Apyrue J00aBKH
T'PaHYJIUPYIOT MyTeM JOOABJICHUS PaCTBOPA CBA3YIOLIEro. BIaskHYI0 Maccy MpOMyCKaroT uepes
SKCTpyZep, CHAOKEHHBIH CUTOM ONPEAENIEHHOro pasMepa. DKCTPYAaThl CHEPOHH3HPYIOT B
MapyMepusarope. [lonyueHHble rpaHyJibl CyLIaT U MPOCEUBAIOT.

[000187] Ilpu rpaHy sIUHN ¢ BBICOKUM CIBHIOM aKTHMBHOE BEINECTBO U JPYrue NOOaBKH
CMEILINBAIOT B CYXOM BHJI€, 3aTEM CMECh CMAa4YHMBAIOT IyTEM JOOABJIEHHUS PaCTBOPA CBS3YIOIIETO
B TPaHYJSITOpE/CMECUTENe C BBICOKUM CABHIOM. ['paHysibl CMEIIMBAIOT IOCIE CMAaYyUBAHHS
nyTeM KOMOMHHUPOBAHUS NEHCTBUI CMEIIMBAHUS M WU3MeNb4eHUs. [loydeHHbIe TpaHyJIbl WU
NeJUIeThI CYLIAaT U MPOCEUBAIOT.

[000188] Ilpu HacnauBaHMM pacTBOpa WM CYCIEH3UU pacCTBOP WM JUCIEPCHUIO
JIEKapPCTBEHHOTO CPEJICTBA CO CBSI3YIOIIMM BELIECTBOM I O€3 HEro pachbUIAIOT HAa UCXOIHBIE
3€pHA C OMNPEACNIEHHbIM PAa3MEpPOM HaCTHUL] B MPOLECCOpPE C MNCEBAOOXKMKEHHBIM CJIOEM WU
APYTrOM MOAXOISIIEM YCTPOHCTBE, HAHOCS TAKUM 00pa3OM aKTHBHOE BEIECTBO HAa TIOBEPXHOCTh
UCXOAHBIX 3epeH. Harpy keHHbIe aKTHBHBIM BELECTBOM IEJUIETHI CYIIIaT.

[000189] YacTuupl, sBISIOIIUECS sapaMH, UMEIOT nuamerp okosio 50-1500 mukpoH,
npeanoututenbHo 100-800 mukpoH. Ha wacTuupl, sBAAOIMECH sApaMHU, MOXHO HAaHECTH
MOKPBITUE B amlmapare C [CEBJOOXKIKEHHBIM CJIOEM U3 HECKOJBKUX YepeayoLIXcs
MOKPBIBAIOLINX CJIOEB. SIpO MOKHO MOKPBITh HETIOCPEACTBEHHO CJIOEM WJIM CJIOSMU aKTUBHOTO
BEIECTBA, W/WJIM aKTUBHOE BELIECTBO MOXKET OBITh BKJIIOUEHO B MaTepuasn spapa.
PaznenuTenbHBI WM 3aIIUTHBIA CJIOH MOXKHO HO0aBUTh TOBEPX COAEPIKAIErO AKTHBHOE
BEIIECTBO CJIOST W/WJIM MEXKIY CJIOSIMH aKTHBHOTO BeIlecTBa. Pa3menuTeNbHBIN WM 3aIlUTHBIN
CJIOM MOXHO T0OABUTH Ha MOBEPXHOCTh HArPY’KEHHOIO aKTHBHBIM BEIIECTBOM SI/IPa, U 3aTEM Ha
HEr0 MOXKHO HAHECTH JHTEPOCOMIOOMIIBHBIN  CJOH, O0eCrneYMBarOINi  OTCPOUYEHHOE
NyJbCUPYIOLIEe WM TIPOJIOHTMPOBAHHOE BBICBOOOKAEHME. Eime onuH Ciioil akTHBHOTO

BEIIECTBA TAaKXXe MOXHO J00aBUTh K HHTEPOCOTIOOMIBHOMY CJIOK, O0ECIeYHBAIOLIEMY
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OTCPOYEHHOE MYJbCHPYIOLIEE WM MPOJOHIMPOBAHHOE BBICBOOOXKIEHHE, MJISI JOCTABKH
HAYaJIbHOW JO3bl. 3AIIUTHBIN MOKPHIBAIOIINN MOKHO HAHECTH HEMOCPENCTBEHHO MOBEPX JIMOO
COZIEpIKALIETr0 aKTUBHOE BEIIECTBO sIPa, JIUOO SApa C HAHECEHHBIMU HAa HETO CJIOSIMH AaKTUBHOTO
BELLECTBA, C MPUMEHEHUEM TPAAULIMOHHBIX TEXHOJIOTUN HAHECEHUS MOKPBITHH, UCTIOIb3YEMBIX B
JaHHOHN OOJNACTH TEXHUKHU, TAKMX KaK TMOKPBITHE B YCTPOKMCTBE AJISi HAHECEHUS] MOKPBITUH WK
NOKPBITHE B INCEBAOOKUKEHHOM CJIOE, ¢ HCIOJNBb30BAHUEM PAaCTBOPOB MOJMMEPOB B BOAE WIH
MOIXOSAIINX OPraHUYEeCKUX PACTBOPUTENSAX UM BOIHBIX AUCTIepcHil mojumepoB. [lonxonsimue
BEIIeCTBA U1 3alIUTHOrO CJIOS BKJIKOYAIOT IPOU3BOAHBIE LIEJUIFOJIO3bI, TaKHWe Kak
TUJIPOKCUSTUIILIEIUTION03a, TUAPOKCUIIPONUIILENIION03a, TUAPOKCUIIPOITUIMETHIILEIUIION03a,
NOJUBUHUJIMTUPPOJIUAOH,  MOJUBUHIJIHPPOIUIOH/BUHUIALETATHBIA ~ COMOJUMEP,  BOIHBIC
nucnepcuu >trnuesuioiossl (AQUACOATO, SURELEASE), EUDRAGITC RL 30D, aunerar
newtroio3el, RL - 30D, amerar-OyTuparT UEJUTIONO3bI,  aLleTaT-TPOMHOHAT — LEJTHOJIO3bI,
STUIILEIIIIONI03a, YKUPHBIE KUCIIOTHI U MX CIIOKHBIE 3(UPBI, BOCKH, 3€MH M BOJHBIE MMOJUMEPHBIE
nucniepcun, Takue kak EUDRAGIT] RS u RL 30D, EUDRAGIT NE 30D, AQUACOATI],
SURELEASE[], w/unu aueTUINEUTIONIO3HbIA JIATEKC, OTAENbHO MM B KOMOWHALIUU C
PO UITIbHBIMA MOJIUMEPAMH, TaKUMHU KaK T'UPOKCUA TUIILIEIUTIONO03A,
runpokcunpormienioioza (KLUCELL, Hercules Corp.), THAPOKCUITPOMMIMETHIILEILTFOIO3a
(METHOCEL, Dow Chemical Corp.), HOITMBHHMINMUPPOJUAOH U T.A. YPOBHH MOKPBITHS
BapbUPYIOTCs OT OKoJo 1% macc/mace 1o okono 6% macc/Mace, MPeArnoYTUTENBHO OT OKOJIO 2%
10 okoJo 4% macc/macc.

[000190] Crnoii 3HTEPOCOMIOOUIBHOTO TMOKPBITHS, OOECIeYHBAIOIIUI OTCPOYCHHOE
IyJIbCHPYIOLIEe BHICBOOOIKACHUEM HJIM MPOJOHTMPOBAHHOE BBICBOOOXKIEHHE, HAHOCAT Ha SIAPO,
C YIUIOTHSIOIIMM TOKPbITHEM WK Oe3 Hero, ¢ MPUMEHEHHEM TPAJAULMOHHBIX TEXHOJIOTUH
HAHECEHMsI TOKPBITHH, UCIOJNB3yeMbIX B IHaHHOW OO0JACTH TEXHUKH, TAKUX KAaK TMOKPBITHE B
yCTpONCTBE [Nl HaHECEHUs TIOKPBITUH WM TOKPBITHE B ICEBAOOXKIKEHHOM CJIOE, C
UCIIOJB30BAHHEM  pAcTBOPOB IMOJMMEPOB B BOJAE WM MOIXOMALIMX  OPraHUYECKUX
pacTBOPUTENSAX MM BOJHBIX Jucnepcuil nojgumepon. Iloaxopsimue MOKpBIBAIOIIME AreHTbI
U3BECTHBI B JaHHOH 0O0JacTH TEXHUKH, HANpuUMep, KOMMEpPUeCKH JocTymHbele pH-
YyBCTBUTEJbHBIE TOJIHMEPBL, TaKUM O0pa3oM, aKTUBHOE BEIIECTBO HE BBICBOOOXKHAETCS B
kuciion cpene kenynka (pH <4,5), HO BBICBOOOKIAETCST M CTAHOBUTCS IOCTYIHBIM, Koraa pH-
YyBCTBUTENbHBIN CIION pacTBOpsieTcst MpHu Ooiiee BbICOKOM pH uepes ompeneneHHOe BpeMs M
NOCJIe TOTO, KaK CPECTBO MPOXOAUT Yepe3 ey 10K.

[000191] DHurepocomoOuUIbHBIE MONMMEPBl s KOMIIOHEHTAa, OOECIeYMBAIOIIErO
OTCPOYEHHOE  MyJbCHUPYIOIIEEe  BBICBOOOXKIAEHME, M  KOMIIOHEHTa, OOECHeYHBAIOINEeO

MMPOJIOHT'MPOBAHHOC BbICBO60)KI[eHI/Ie, BKJIFOYAKOT, HAIIPHUMED, aueTaT—(bTanaT LOECJITHOJIO3BI,
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aueTaT-TpUMEeIJJIUTaT LIEJUTIONIO3BI, ¢ranar TUIPOKCUNTPONUIMETHIILIEIUTIONO3BI,
NOJMBUHUJIaLETaT(TaNAT, KapOOKCHMETHII3 THIILIEIUTIOJIO3Y, COMNOJMMEPU30BAHHBIE
METAKPUJIOBYIO KHCJIOTY/METUIIOBbIE 3(DMpPBI METAKPHIJIOBON KHCJOTBI, TAaKW€ Kak, Harlpumep,
matepuansl, nu3BectHole kak EUDRAGIT L12.5, L100 unu EUDRAGIT S12.5, S100, unu
nonOOHbIE COETUHEHUs], HUCIONb3yeMble Ul TONYyYeHHsS JHTEPOCONIOOMIBHBIX MOKPBITHH.
Taxxe MOKHO MCIOJIB30BAaTh BOAHBIE KOJIJIOUAHBIE TOJIUMEPHBIE JUCTIEPCUN WU PEAUCTIEPCHH,
Hanpumep, EUDRAGITO L 30D-55, EUDRAGITO L100-55, EUDRAGITO S100,
EUDRAGIT[] npenapar 4110D (Rohm Pharma); AQUATERIC[I, AQUACOAT[ CPD 30
(FMC); KOLLICOAT MAEL[] 30D u 30DP (BASF); EASTACRYL[ 30D (Eastman Chemical).

[000192] OHrepocomoOUIIbHBIE  MONUMEPbI,  OOECNEUMBAIOINHME  OTCPOYEHHOE
NyJIbCUPYIOLIEE U MPOJOHTHMPOBAHHOE BBICBOOOXKIEHUE, MOXXHO MOAU(PHULIHMPOBATE MyTEM
CMELIMBAHNA C JPYTUMH HU3BECTHBIMHU NMPOAYKTAMH MOKPBITHI, KOTOPbIE HE YyBCTBUTEJIbHBI K
pH, Hanpumep, HeHTpalbHBIMH >(pHUpPaMU METAKPHJIOBOW KHCJIOTBI € HEOONbIIOH monei
TPUMETUIAMMOHHO3 THIIMETaKpUIaTXJIopuaa, koMmmepuecku goctynHbiMu kak EUDRAGIT ] RS

u EUDRAGIT[ RL;

2

HEUTpaNbHOW JUCHepCHel CIOXHBIX 3(upoB 0e3 Kakux-Iudo
¢dbyHKIMOHANBHBIX rpym, kKoMMmepuecku noctynHoi kak EUDRAGIT ) NE30D; u npyrumu pH-
HE3aBUCHUMBIMH MTPOAYKTAMH MOKPBITUH.

[000193] Moauduuupyromuii KOMIOHEHT 3al[UTHOrO CJIOs, HCIOJB3yeMOro MOBEpX
SHTEPOCONOOMIBHOTO  MOKPBITHS, OOECIEUMBAIOLIEr0 OTCPOUYEHHOE IYyJbCHUPYIOIee U
IPOJIOHTUPOBAHHOE BBICBOOOXKIIEHHE, MOXKET BKJIOUaThb OapbepHbIN CJIOH, 3alMIIAOIUNA OT
IPOHUKHOBEHHS BOABI (TTOJYNPOHUIIAEMBIH MOJIMMEP), KOTOPBII MOXKET OBITh MOCIEIOBATEIEHO
HAHECEH IOCIIe HHTEPOCONOOMIBHOTO IMOKPBITUS ISl CHIDKEHHS CKOPOCTH TNPOHHKHOBEHHUS
BOIBI Yepe3 CIIOW SHTEPOCOJIOOMIBHOTO TOKPBITUS M, CJIEAOBATENIbHO, MOXKET YBEJINYHBATH
BpeMsi 3a/IEP’KKU BBICBOOOKACHUSI aAKTUBHOTO BelecTBa. HaHeceHne MOKPBITHS OCYLIECTBISIEOT,
KaK OIHCAHO BBIIIE.

[000194] Heobsi3aTeNnbHO, MOKHO HAHECTH 3AIMTHBIA WM OKPAIIMBAKOIIUNA BEPXHUM
cimoit. OPADRY[J, OPADRY IIJ (COLORCON[J) ®u COOTBETCTBYIOLIHE IIBETHBIE M
6ecusernbie copra COLORCON[] MOryT 3aliuTUTh IPaHyJIbl OT NPUJIMNAHUS U MPHAATh LBET
npoaykty. B onHOM BapuaHTe OCYLIECTBJIEHMsI KOJUYECTBO 3alIMTHOIO WM L[BETHOTO
MOKPBITUS cocTaBisieT oT 1 1o 6% Macc., NpeAnoYTUTENBbHO OT OKOJI0 2 A0 okojio 3% Macc.
Take MOXHO UCMOJIb30BaTh TAJIBK.

[000195] KommoHeHTbI MOTryT OBITb BKJIIOYEHBI B (DOPMYJYy BEPXHETO ITOKPBITHS,
Hampumep, Ui obnerdeHuss U obecredeHus eme Oosiee ObICTPOro BbICBOOOXKIEHHA. Takue
KOMITOHEHTBI BKJIIOYAIOT, HAMPUMEP, IIIACTU(PHUKATOPHI, BKIOYAIOININE ALETUITPUITHILUTPAT,

TPUSTWJILUTPAT, alEeTHATPUOYTUIILUTPAT, AMOYTHIICEOALMHAT, TPUALIETUH, TTOJTUITHIIEHTJIMKOJIH,



52

MPOMUJIEHIVIMKOJb U T.Jl.; CMa3bIBAIOIHE BELIECTBA, BKIIOYAOLINE TAJIbK, KOJUIOUAHBIN JTUOKCU
KPEMHHUsI, CTeapaT MarHusl, cTeapaT KajbLUs, JUOKCU TUTaHA, CUIMKAT MArHUS U T.A.

[000190] KoMMO3UIIMIO MOKHO BKJIIOYHTH B TBEPAbIC JKEJIATHHOBBIE KAICYJIbI, JHOO
OTAENbHO, JUOO C IONOJHHUTENbHBIMH 3KCUMNUEHTaMU. KOMMNO3UIMIO MOXKHO BKJIIOYHUTH B
TabJeTKy, HaIpUMep, MyTeM BKIIOYEHHs B MAaTPULy TaOJIETKH, KOTOpast ObICTPO JUCTIEPTHPYET
4aCTULbI TOCJAE€ NpueMa BHYTpb. JlJId NpenoTBpalleHusl PaspyLICHHUs] 4YacTUL[ B IpOLEcce
TabneTupoBaHusi TpeOyeTcss HAMOJHUTENB/CBA3YIOIee, HalpuMep, MUKPOKPHUCTAJUINYECKast
newnronioza  (AVICEL[]), coebiii  momucaxapun (EMCOSOY([)), mnpenBapureiabHO
xenatuHU3upoBaHHble  kKpaxmanbl  (STARCHO 1500, NATIONAL[C  1551) wu
nojmsTiieHrukonn (CARBOWAX (), mprCyTCTBYIOIUE B JUAMTa30HE OT OKOJIO 5% 110 OKOJIO
75% macc/mace, ¢ PennoYTHTEIBHBIM TUATIa30HOM OT OK0JI0 25% 1o okoso 50% macc/macce.

[000197] DKCUMITUEHTBI TUMTUYHO BKJIFOYAIOT, HO HE OTPAHUYMBAIOTCS 3TUM, OAWUH WJIH
HECKOJIbKO HMHEPTHBIX HAIOJIHUTENEH, BKJIHOYas MUKPOKPUCTAUIMUECKYIO  LIeJUIIOJIO3Y,
noJicaxapuabsl cor, gocdar KambIys AUTHAPAT, CyIb(aT KaJIbLHs, JaKTO3y, caxapo3y, COpouT
U T.J., OJHO WM HECKOJbKO BELIECTB, MPUAAIOIINX TEKY4YeCTb IOPOLIKaM, BKIIOYAIOIINE
BBICOKOJMCIIEPCHBIN JUOKCHUJ KPEMHUs, CUJIMKAresb, CTeapaT MarHus, creapaT KajblLus U T.1.;
OJHO WIM HECKOJbKO CMasbIBAIOIIMX  BELIECTB Ui  OOECHeueHUs]  HaJJIeXKallero
TaOJNIETHPOBAHMUS, BKJIFOYAIOLINE MOJMSTUIIEHTJIMKOb, JIEHINH, IIHULepuIOereHar, creapar
MarHus, creapar KaJlbLius, CTEAPUHOBYIO KUCJIOTY, THAPOr€HU3UPOBAHHOE PACTUTENBHOE MAaCyo
U T.1., IPUCYTCTBYIOLIME B nuana3oHe ot okoio 0,1% macc/mace no oxono 10% macc/mace, ¢
NPEATIOYTUTENIbHBIM TUANa30HoOM OT 0koJ10 0,3% macc/macc 1o okouno 3,0% macc/macc.

[000198] Paspeixnutenu  no0aBJSIOT U AMCIIEPTHPOBAHUS  TPaHyJ  TOCHE
NPOTJIAThIBAHUS TAOJNETKU. Pa3pbIXJMTEIN BKIFOYAIOT, HO HE OTPAHUYMBAIOTCS 3THM, CLIMTYIO
HATpUEBYID coib KapOokcumermnuetoiodbl (AC-DI-SOLD)), Hatpuii KpaxMaJTJIUKOJSAT
(EXPLOTABUJ, PRIMOJELLJ), cmuteiii nonuBunmwinonunupponuaod (PLASDONE-XL) u
T.A., IPUCYTCTBYIOINHE B JHama3oHe OT Ookojio 3% wmacc/macce no okono 15% macc/mace, ¢
NPEATIOYTUTENIbHBIM THANIA30HOM OT OK0JI0 5% Macc/macc 1o okoso 10% macc/macc.

[000199] B onHOM BapuaHTe OCYINECTBJICHHUS TAOJETKH MOJYYalOT U3 YACTHI], KOTOPbIE
BBOAAT B cMecuTesb ¢ AVICELL, pa3pbIXuTenssMU U CMa3bIBalOIIUM BEIIECTBOM, CMEIINBAIOT
B T€YECHHE OMNPENEJICHHOTO BpeMeHH (MUHYTHI) 10 MOJYYEHUsT OMHOPOIHOW CMECH, 3aTEM CMeCh
NOMEIIAIOT B 3arpy30uHblii OyHKep TaOJETOYHOro mpecca Mjisl IPEeCCOBAHUS TaOJIETOK.
Hcnonp3yemas cuia c:xxaThs JOCTATOUHA Uil (popMUpOBaHUs TaONETKH, HO HE Ul pa3pyIleHus
IpaHyJ WK MOKPBITHIL.

[000200] TabmeTka MOXKET WMETh TPEXCIOMHYI CTPYKTYpy, TIZ€ KOMIIOHEHT

HEMCIOJIICHHOTO BbICBO60)K)IeHI/I$I CMCHIMBAOT B CYyXOM BHUIAC, 4 KOMIIOHCHTBI C OTCPOYCHHBIM
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NYJIbCUPYIOLINM BBICBOOOXKIEHHEM M KOMIIOHEHTHI C IMPOJOHTMPOBAHHBIM BBICBOOOXKIIEHUEM
I'PaHyJIMPYIOT BIQXKHBIM CIIOCOOOM. 3aTeM MOJNydYaroT TAabJNETKy MyTeM IpeccoBaHus B Gopme
OJHOCJIOWHON WIIM TpexcioiHoil Tabnerku. Ilpu pacTBOpeHMM CIIO€B KaKAbIi KOMITIOHEHT
BBICBOOOXKIAETCS M JEHCTBYeT Kak C(OPMYJIHPOBAHHBIN CIENYIOIIUM 00pa3oM: Hampumep,
YACTHLbI HEMEMJICHHOTO BBICBOOOXKIEHHs O00eCIeunBalOT HEMEIUIEHHOe BBICBOOOXKIECHNUE,
YACTHLbI OTCPOUEHHOTO MYJbCUPYIOIIETO BBICBOOOXKAECHUS O0ECHEeUMBAIOT OTCPOUYEHHOE
NyJIbCUPYIOLIEe BBICBOOOXKICHHE, & YaCTHLbI 3aMEIJICHHOTO BBICBOOOXIEHUSI O0ECTIeUHBAIOT
MPOJIOHTUPOBAHHOE BBICBOOOKIEHHUE MOCIIE BPEMEHHU 3aICPIKKH.

[000201] OnHuUM W3 BapUAHTOB OCYILIECTBIICHUs H300pPETEHMsI SIBJISIETCS TEpOpaibHas
JeKapcTBeHHass (opMa AOMIEPUAOHA WM JACHTEPUPOBAHHOIO JOMIIEPHIOHA, KOTOpas
COZIEP>KUT, B OJHOH JIEKAPCTBEHHOU (hpopme, Kak (OpMy HEMEIJIEHHOTO BBICBOOOKIECHUS, TaK U
(bopMy NPOIOHTUPOBAHHOTO BEICBOOOKAEHUSA. OTHUM BapHAHTOM OCYLIECTBIEHHS N300pETeHHUs
SBIIIETCSL TIepOpajibHast JIeKapCTBeHHass (opMa noMIepuaoHa WIM AEHTEPUPOBAHHOTO
IOMIIEPUIOHA, KOTOPasi COAEPIKUT, B ONHOM JIEKAPCTBEHHOW (opme, Kak GopMy HEMEJIEHHOTO
BBICBOOOXKICHHS, TaK U (POPMY IIPOJIOHTHPOBAHHOTO BBICBOOOKICHUS.

[000202] JlekapcTBeHHasi (hopMa TOMMIEPUIOHA HIIM NEHTEPUPOBAHHOTO TOMIIEPUIOHA,
KOTOpast OOBENUHIET KaK KOMITO3UIMIO C HEMEIJIEHHbIM BbIcBOOOXKIeHneM 10 mr, B mpenenax
or 5 mr no 20 Mr, Tak U KOMIIO3MLHUIO C IPOJIOHTHPOBAHHBIM BBICBOOOXKAEHHEM 20 Mr, B
npenenax oT 10 1o 80 mr, obecrieunBaeT JOCTaBKY CPEACTBA MALIUEHTY HENMPEPHIBHO B TEUCHUE
okoJio 12 yacos. Takas no3upoBaHHas ekapcTBeHHas popMa oOecreunBaeT TEPANUIO B TEUEHUE
12 4acoB ¢ OHOI NO30H AJIsl MauueHTa, obecrnevnBas yIoOCTBO Ui MAlUeHTa U JJIUTEIbHYIO
TEpaIuo, HaApUMeEp, MALUEHT MOKET MOJYYUTh TAKOE MPEUMYILECTBO, KaK IOJHAs HOYb CHA,
NOJIHBIN pabouuii 1eHb, MOJHBIA BBIXOAHOHN JI€Hb U T.J. 0€3 CHMIITTOMOB.

[000203] B BapuaHTax OCYINECTBICHHUS KOMIIO3HIIMS MO H300PETEHUIO COAEPIKUT YacTh
WIA KOMIIOHEHT KOMIIO3UIIMM C HeMemieHHbIM BbicBoOOkneHneM (IR) wnm wacte wim
KOMIIOHEHT C TpPOJIOHTMPOBAHHBIM BbICBOOOXKAEeHHEM (XR), mim mx komOuHanmu. Yacte ¢
HEMEJUIEHHbIM BbICBOOOXKIeHHeM nocTaBisier 100% 0361 HEMEMJIEHHOTO BBICBOOOIKIIEHHS
MEHee HYeM 3a 4Yac, a 4acTb C MPOJOHTMPOBAHHBIM BBICBOOOKACHHEM IOCTABIIECT 103y
NPOJIOHTUPOBAHHOTO BBICBOOOK/IEHHUS B T€UEeHHE 12 4acoB.

[000204] Tunuuseli npoduIb pPACTBOPEHMs, TaKXKe Ha3bIBaeMbIil mpoduiem
BBICBOOOXKICHHS, AOMITEpUAOHA TIoKa3aH Ha Pur. 2. [IpoueHT BbICBOOOKACHHUS JIEKAPCTBEHHOTO
cpenctBa mpuOmmkaercss k 100% MeHee YWeM WiIM B TEUEHHWE OJHOIO dYaca W3 4YacTH
HEMEJUIEHHOTO BBICBOOOXKIIEHHSI CHCTEMBbl JOCTABKH, a U3 4YacTU MPOJIOHTHPOBAHHOTO
BBICBOOOXKIIEHHsI CHCTEMBI 1OCTaBKH 0Kojio 100% BbICBOOOXKIAaeTCs B TedeHHe 12 4acoB WM

MeHee. Qur. 3 cxeMaTU4eCKU npeaACTaBIACT CMOACIMPOBAHHYO KOHICHTPALIUIO JOMIIEPUAOHA B
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IiasMe, e KOHLEHTpalusl JIEKapCTBEHHOIO CPEACTBA B IJIa3M€ M3 YacTU C HEMEAJIEHHBIM
BBICBOOOXKIIEHHEM JOCTUraeT MUKa NMPUMEPHO INPU B 1Ba pa3a Oobliel KOHIEHTPALUH, YeM
KOHLIEHTPALUS JIEKAPCTBEHHOI'O CPEACTBA M3 YaCTH C AJIUTEIbHBIM BBICBOOOKIEHHEM, KOTOPast B
TO K€ BpeMs JOCTUraeT IUIaTO, NPUMEPHO TMOJOBUHA 3TOr0 U3 YacTH HEMEJIEHHOIO
BBICBOOOXKICHHUSI.

[000205] B omHOM BapuaHTe OCYIIECTBIEHHS AKTHBHOE BELIECTBO MOKHO BBOAWTH
pexTanbHO. PekTanbHOE BBEAEHNE aKTUBHOIO BEIECTBA MOKET cOCTaByATh 10-20 mr Tpu pasa B
neHb. J[1s peKTanibHOrO BBEACHUS MOXKHO HCHOJBb30BaTh (OpMy Cymmo3utopusi. B omHOM
BapHaHTE OCYIIECTBIEHUS KOMIIO3UIIMIO BBOAAT PEKTANBHO, HAIIPUMEp, B BUJI€ CYNIO3UTOPUS.

[000206] KoMmo3uuust MOKET MPUHUMATD Pa3JIMdHbIe (POPMbI HII CHCTEMBI JTOCTABKH.
MOXXHO HCIOJNIB30BaTh CIEAVIOIIHE JIeKapCTBEHHbIE (OPMBI, OHH SIBJSIFOTCS  TOJBKO
WIUIIOCTPATUBHBIMY, a HE OrpaHWYHMBAOIIUMH. llepopanbHble JeKapCTBEHHbIE (HOPMBI
BKJIFOUAIOT TaOJIETKy, KamcyJy, came, MSTKHA Telb, JKHIKOCTb, Tellb, IOJIOCKY, IUICHKY,
MOPOLIOK, TPaHyJy, reib, GOpMy C MyJbCHPYIOIIUM BBICBOOOXKIEHHEM, SAPO C MOKPBITHEM,
dbopMy ¢ OTCPOYEHHBIM MPOJOHTHPOBAHHBIM BBICBOOOXKAECHHEM, (OPMYy CO  CIIOSIMH
JIEKApCTBBEHHOTO CPEACTBA, JIEKAPCTBEHHYIO (POPMY C MPOJOHTHPOBAHHBIM BBICBOOOIKICHHUEM,
KaIcyJy, COAep KaIyro TabJIeTKH, TPaHyIMPOBAHHYIO KaIlJIeTy, MHOTOCIIOWHYIO TabJeTKy U T.1.,
BKJIFOYAss MX KOMOWHALIMH, HANpUMep KarCyly, COAep Kallyl TaOJeTKH, IpaHyJIHMpPOBAHHYIO
KaIieTy, MHOTOCIIONHYIO TabJETKy U T.J. C aKTHBHBIM BELIECTBOM U 10 MEHbIIEH Mepe OJHUM
(dapmMaeBTHUECKH TPUEMIIEMbIM SKCILUTTHEHTOM.

[000207] TabnetupoBaHHasi JieKapcTBeHHasi (hOpMa M3BECTHA CIIELUAIUCTAM B JaHHOM
obnactu. Tabnetka moxker ObITh J0OOH (popMbl MM pasmepa, yaoOHOH Asl mepOpajbHOrO
BBEJEHUs, HANIPUMeEpP, KPYIJIOW, SJUTMNTUYECKOW W T.A. B OAHOM BapuaHTe OCYIIECTBJICHUS

tabneTka MoxeT ObITh JMOO i HeMmemieHHoro  BbicBoOOXmeHust (IR),  nubo

,
NPOJIOHTUPOBAHHOTO BbICBOOOXKeHUs1 (XR), wmiam komOumHuMpoBaHHOW. Tabnetka MokeT
NPEACTaBIATh COOOI NBYXCIOHHYIO TabneTky, conepxamyro IR 1 XR ciioun, KOTOpbIe SBISIOTCS
cMekHbIME (Pur. 4); TpexcioitHyro TabneTky, comepxamryto oda IR u XR cnost, pasneneHHbIX
dapmanepTiuecku npuemiieMbiM OydepHbiM ciioem (Dur. 5); mmu XR TabneTky, comepskairyro
AKTUBHOE BEILECTBO B MATPHUYHOM cJioe U OKPBITYIO IR croem akTuBHOTrO Bemectsa (Pur. 6).
[000208] Kommo3uuusi Takxke MOXKET OOecreuuBaTbCs B IPYrux (opmax JOCTABKH,
Harpumep, B ¢opme karcynbl, cogepxkameii IR tabnerky, mpobky u XR Tabnerky B cucreme
OCMOTHUYECKOH JOCTaBKM JIEKAPCTBEHHOTO CPENCTBA, JMJIsI KOHTPOIUPYEMOH JTOCTABKH
Komro3uun B TedeHue 12 gacos (®@ur. 7); B popme kancynbl, copepsxkamei IR rpanynst u XR

rpaHyJsbl, CMEIIaHHbIE B COOTBETCTBYIOIIUX cooTHOIeHusx (Pur. 8), B dopme kamcysl,

conepxauiei IR muHM-TaOnerku, cmemanHble ¢ XR munu-tadnerkamu (Pur. 9), B dopme
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kancynel, copepxxamed IR rpanynsr m XR rpaHynbl, KOTOpPbIE NOKPBITHI IOJUMEPAMH,
o0ecreunBaIUMH  TIPOJIOHTHPOBaHHOE BBICBOOOKAeHHe (Pur. 10); B ¢opme Kamcyibl,
comepxamieit XR rpanynel, koropele mokpbiTel IR cmoem (@ur. 11) u t.a. Jdpyrue ¢popmsl
JOCTaBKM AaKTHBHOTO BEIIECTBA MOIYT IPEACTABIATb COOOH IpecCOBaHHYIO TabIeTky,
copepskamyto IR rpaHybl u nMeroInue nokpeiTiHe XR rpaHysibl, KOTOPbIE BKIIOYEHbI B TAOIETKY
(®ur. 12); npeccoBanHyto TabjeTky, comepkamyo XR Tabnerky, BkimoueHHy B IR Tabnerky
(@ur. 13); wim XR TabneTky, CyCNeHOUPOBAHHYIO B PACTBOPE JKHUIKOIO JIEKAPCTBEHHOTO
CpeACTBa C HEMENJICHHBIM BBICBOOOXKIeHUEM B KaricyJjie (Dur. 14).

[000209] dpyroii ¢hopmoii nocraBku sisieTcs camre. Came MOKeT cofepxkarb cMmech IR
u XR rpanyn win chepudeckux yactur (Pur. 15), wim 0HO MOKET conepkaTh CMECh LIUITYYUX
IR rpanyn u XR rpanyn ¢ nokpbeitueM (Qur. 16).

[000210] Hdpyrue cucteMbl HEMEIJIEHHOTO, MPOJOHTMPOBAHHOIO WIIM 3aMENJICHHOTO,
MOIU(PHUIIMPOBAHHOTO M OTCPOYEHHOTO MYJIBCUPYIOLIETO BHICBOOOXKIEHHS ONMUCAHBI B KaXKIOH
u3 crneayrommx ccbutok: nyomukamuu  CIITA  NeNe  2005/0095295, 2005/0106247 wu
2007/0264323; u marentsl CIITA NeNe 6126699 u 8211465. B xadecTBe OHHOrO mpHuMepa, B
nyomukauun CIOA Ne 2005/0106247 onmcaHO JEKapCTBEHHOE CPENCTBO (LMKIOOEH3ANpUH
THAPOXJIOPH]) B YAaCTUIAX C NMPOJIOHTHPOBAHHBIM BBICBOOOXKIEHHEM, TaKUX Kak chepuueckue
YacTUIIbl, MEJNJIEeThl, TIPaHyJbl ® TJ., HMEIOUNUX IOKPbITHE, oO0ecrneYnBaroee
NPOJIOHTUPOBAHHOE BBICBOOOXKIAEHHE, BKJIIOYANOIIEE BOJOHEPACTBOPUMBINA TOJIMMED W/ HIH
BOJIOPACTBOPUMBIH MOJIMMEP, U HEKOTOPbIE YAaCTHUILbI CONEPKATCA B JKENAaTUHOBOW Kamcyse. B
KadectBe apyroro mnpumepa, nyOmukauus CIIA Ne 2007/0264323 onmcbiBa€T CHUCTEMBI
nocTaBku JiekapcTBeHHOro cpeactsa (ADDERALLC]), Takoro kak cgepuuecKkre YaCTHIbI
BHYTPU KarcCyJ, TaOJNEeTOK WM Calle, BKJIIOYAIOIINUE CJIOW TOKPBITHSI, KOMIIOHEHTBI C
OTCPOYEHHBIM  MYJBCHUPYIOIIUM  BBICBOOOXKIEHUEM,  KOMIIO3UIMM C  HEMEIJICHHBIM
BBICBOOOXKIICHHEM, KOMITO3UIIMM C TPOMEKYTOYHBIM BBICBOOOKIACHHUEM, KOMIIO3HLIUU C
NPOJIOHTUPOBAHHBIM BBICBOOOKIIEHHEM U KaICyJbl C KOHTPOJIUPYEMBIM BBICBOOOKIEHHEM. B
natente CIIA Ne 6126969 omnmcanbl CHCTEMBbl JOCTAaBKH JIEKAPCTBEHHOTO CPEACTBA
(auerammuHO(deHa), TaKMe KaK KOMOMHALIUS YaCTHUI[ JIEKAPCTBEHHOTO CPEACTBA C TMOKPBITHEM H
0e3 MOKPBITUS, ISl JIEKAPCTBEHHOH (POPMBI ¢ HEMENJICHHBIM BBICBOOOKIECHUEM/3aMEIJIEHHBIM
BbicBOOOXKneHneM. B marente CIIHA Ne 8211465 omnucaHbl JeKapCTBEHHbIE (OPMBI IS
HavaIbHOTO BbICBOOOXKIeHMs JekapcreeHHoro cpencrsa (HCIIBJIC, takoro kak ubynpoden) u
MOCJIEAYIOLIEr0 3aMEIEHHOTO BBICBOOOJKIEHUSI TOTO K€ CAMOTO JIEKAPCTBEHHOT'O CPENCTBA.
Ocmotuueckas cuctema AocTaBku onucana B Patra et al. Osmotic Drug Delivery Systems: Basis
and Design Approaches, Recent Patents on Drug Delivery and Formulations, 7 (2013) 1-12.

[000211] AxTuBHOE sSIIPO JIEKAPCTBEHHOH (OPMBI MOKET TPEACTABNATH COOOM
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WHEPTHYIO YaCTHUIy WJIM KUCIIOTHBIN WIIH LIEJOYHON Oy(pepHbIi KPUCTAIUI, KOTOPBIH MOKPHIBAIOT
cozep Kaliel JeKapCTBEHHOE CPEACTBO IUIeHKOOOpasyromeli komno3unueii. B onHom BapuanTe
OCYII€CTBJIEHUS BOZIOPaCcTBOpUMAs IUIEHKOOOpa3yromas KOMIIO3ULUS oOpasyer
BOJIOPACTBOPUMYIO/IUCTIEPTUPYEMYIO 4YaCTHLy. AJIbTEPHATUBHO, aKTUBHOE BELIECTBO MOXKET
OBITb TONY4YEHO TMyTE€M TIPAHYJIMPOBAHUS M H3MEJIbYEHUS W/ TyTeM OJKCTPY3HUH H
cepoHM3aLMN TONMMEPHON KOMIIO3UIIMM, COZEeprKaliell akTHBHOE BeriecTBo. KommudecTBo
AKTHBHOTO BELIECTBA B SIAPE 3aBUCUT OT HEOOXOAMMOMN 03Bl U OOBIYHO BapBHPYETCS OT OKOJIO
5% wmacc. no 60% wmacc. TlogumMepHOe TMOKPBITHE HA AKTUBHOM siipe OOBIYHO COCTaBJISIET OT
okoo 4% 10 20% B pacueTe Ha MacCy MOKPBITOH YaCTHUIIbI, B 3aBUCUMOCTH OT THIA TpeOyemMoro
npoduisi BBICBOOOKACHUST W/HIN BBIOPAHHBIX TOJIMMEPOB M PACTBOPUTENECH I TOKPBITHSL.
Crenuanuctsel B JaHHOW OOJNIACTH CMOTYT BBIOPATh IOAXOZSINEE KOJHYECTBO AKTHBHOTO
BELIEeCTBA JJs MOKPBITUS sipa WM BKIIOYEHHUS B HEro AJis MOJy4deHHs »kenaeMoil no3bl. B
OHOM BapUaHTE OCYINECTBJICHUS HEAKTUBHOE SIAPO MOXKET IPENCTABJATh COOOH CaxapHYHO
chepy win OydepHbI KPUCTAT WIM WHKATICY TMPOBAHHBIA Oy(epHBI KPUCTAJI, TaKOH Kak
kapOOHAT KabIHsl, OuKapOOHAT HaTpus, PyMapoBasi KMCIOTa, BUHHAS KUCIOTA U T.J., KOTOPBIA
U3MEHsIET MUKPOOKPY>KEHHE aKTUBHOTO BEIECTBA, CIOCOOCTBYS €r0 BHICBOOOKICHHUIO.

[000212] Ha conepskalnyro JIeKapCTBEHHOE CPENCTBO YACTHIy MOXET ObITh HAHECEHO
NOKpBITHE, oO0ecrednBarolee NPOJIOHrHpoBaHHOe BbIcBOOOXKAeHHe (XR), conmepkainee
BOJIOHEPACTBOPUMBIA TMOJNUMEpP WM KOMOMHALMIO BOJOHEPACTBOPUMOIO TNOJHMEpa H
BOZIOPACTBOPUMOrO mosuMepa st noaydeHuss XR rpanyn. B BapuaHTax OCyLIECTBIEHUS
BOZIOHEPACTBOPUMBIN MOJMMEP U BOJOPACTBOPUMBIM IOJUMEP MOTYT NPUCYTCTBOBAaTb B
MaccoBoM cooTHomeHuu ot 100:0 1o 65:35 unu ot okono 95:5 go 70:30 unu ot okono 85:15 o
75:25. TlokpwiTHe, o0ecreduBarolee MPOJOHTUPOBAHHOE BBICBOOOXKACHHE, HAHOCAT B
KOJIMYECTBE, HEOOXOmMMOM JUIsi oOecrmeueHus KejaeMoro mnpoduis BbICBOOOXKAECHUs. B
BapHUAHTAX OCYLIECTBJICHUS MOKPBITHE, O0ECIIeYNBAIOIIEe MPOJOHIMPOBAHHOE BBICBOOOKACHHE,
cocTasisieT oT okoso 1% no 15% mo macce MOKPBITBIX IpaHysl UM OT okojio 7% mo 12% no
Macce MOKPBITHIX MPaHyJl.

[000213] JlexapctBeHHass (Qopma ¢ MOAUGUIMPOBAHHBIM  BBICBOOOKACHUEM,
BKJIFOYAIOIIAasi CMECh JIBYX MOMYJSIIHMHA T'PaHyJ, MOKET ObITh MOJyYeHa CIEAYIOLIUM 00pa3oM.
Snpo, coneprkaliee JeKapCTBEHHOE CPECTBO, MOJYUYAOT MMyTEM MOKPBITUS MHEPTHONW YaCTHULBL,
TAKOH Kak 3€pHO HOHIAPEeNb, KHUCIOTHBIA Oy(epHbIl KpHCTANI WM INeJO4HOH OydepHbIit
KPUCTAJIJI, AKTUBHBIM BELIECTBOM M IOJUMEPHBIM CBS3YIOIIUM, WU IMyTeM TPaHySLUU U
U3MeNbYCHUs], WU MyTeM 3KCTpy3un/ceponnsannu ¢ odpasosanuem IR rpanymnsl. IR rpanyny
NOKPBIBAIOT TUIACTU(QULIMPOBAHHBIM BOJOHEPACTBOPUMBIM TIOJMMEPOM TOJIBKO, TaKUM Kak

OTHIILNCIIIKOJIO34, WKW B KOM6I/IHaLII/II/I C BOAOpPACTBOPUMBIM IIOJIUMEPOM, TaKUM KakK
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THIPOKCUIIPONTMIMETIIILEIIIION03a, s oOpazoBaHus XR rpanynel. TBepable keTaTHHOBBIE
KarcyJibl 3amoiHsAT XR rpa”ynaMu TOJNbKO Wik B komOuHaiuu ¢ IR rpanynamm B xxenaemMom
COOTHOIIEHUM JJIsi TONy4YeHUs Karcyn ¢ MoauduuupoBaHHbIM BbicBOOOKIeHHEM (MR),
00ecreunBaroLUX KeJaeMbli PO UIb BEICBOOOKIEHMS.

[000214] Cooburanoch, uto IR rpaHysbl ¢ MCMOJB30BAHMEM CIIEAYIOLICH MPOLEAYPHI
PacTBOpEHUs BBICBOOOXKIAIOT IO MEHbIIeH Mepe okojo 70%, B YaCTHOCTH IO MEHBIIEH Mepe
oko1o 90% akTHUBHOTO BellecTBa B TedeHune 30 MUHYT.

[000215] USP Anmapar 2 (sionactu ipu S0 00/MUH) HCTONB3YIOT CO CIEAYIOMIEN Cpenoi
st pactopenusi: 900 mut 0,1 N HCI (unm moaxonsmedi cpensl njsi pactBopenusi) npu 370C,
IIPY 5TOM BBICBOOOK/IEHNE AKTUBHOT'O BEIIECTBA OMPEAEITtoT MeTogqoM BOXKX.

[000216] Bopnblii wiu (¢apMaleBTHUECKU TPHEMJIEMbIH PACTBOPHUTENb MOXKHO
UCIOJB30BaTh NI TMONyYeHUs 4YacTULl sApa, COIAep)KalluX aKTHUBHOE BellecTBO. Tum
IUIEHKOOOPA3yIOIIEro CBS3YIOMEro, KOTOPBIH HCIONB3YIOT IS CBS3BIBAHHS JIEKAPCTBEHHOTO
CPeACTBa C MHEPTHOW caxapHOH cepoil, He ABISETCS KPUTHUYECKUM, HO OOBIYHO HCIIONB3YIOT
BOJIOPAaCTBOPHMbBIE,  CIIUPTOPACTBOPHMBIE WIJIM  all€TOH/BOOPACTBOPHMBIE  CBSI3YIOIIUE.
Caszyromue, TaKkue Kax MIOJIUBUHUJIITAPPOJIUIOH (PVP), MIOJIU3TUIIEHOKCU],
TUIPOKCHUITPOTHIMETHIILIEIUTIOI03a (HPCM), TUIPOKCHUITPOTIIILEIUTIOI03a (HPC),
NOJMCaxapuabl, Takue Kak JEeKCTpaH, KyKypy3HbIM Kpaxmaj, MOXHO HCIOJb30BaTb B
KOHLeHTpauusax or okono 0,5% macc. 1o okono 5% Macc., mpu 3TOM ApPYyrue KOHLEHTPALUH
TAK)K€ HCIOJBb3YIOTCsl. AKTUBHOE BELIECTBO MOJKET NMPUCYTCTBOBATb B 3TOM KOMIIO3ULIUU [JIs
HOKPBITHSA B (hOpME pacTBOpa WM MOXKET ObITh AUCIEPTUPOBAHO MPHU COAEPIKAHHH TBEPAOTO
BEIIECTBA /10 0K0JI0 35% Macc. B 3aBUCUMOCTH OT BSI3KOCTHU KOMITO3ULIUH JJIsi TOKPBITHS.

[000217] AxTHBHOE BEINECTBO, HEOOSA3aTEIBbHO CBsI3yIOIEe, Takoe kKak PVP, monmmep,
KOHTPOJIMPYIOLINI CKOPOCTh PACTBOPEHUS, €CJIU HCIONB3YETCs, M, HEOOS3aTeNbHO, APYTHE
(bapMaleBTHUECKH MPHUEMIIEMbIe SKCIHMITUEHTHI, CMEUIMBAIOT B IUIAHETAPHOM CMECUTENIE HIIH
IPaHyJISITOpE C BBICOKUM CIBUTroBbIM ycunueMm, TakoM kak FIELDER[), u rpanynupyor,
n00aBJIsIsA/pacibUIsisl TPAHYJIUPYIOLIYIO KUAKOCTh, TAKYIO KaK BOJA MM CIUPT. BraxkHyro maccy
MOKHO 3KCTPYAMPOBATh U CHEPOHH3UPOBATH C MOJy4YeHHEeM chepudecKux 4HacTull (rpaHyd),
UCTIONB3YS SKCTpyAep/MapyMepu3aTop. B 3TUX BapMaHTax OCYIIECTBJICHUS aKTHUBHAs Harpyska
MOKET COCTaBJISITh 1o 90% Macc. B pacuere Ha (o[ 911% ) Maccy
SKCTPYAUPOBAHHOTO/CHEPOHI3UPOBAHHOTO AIPA.

[000218] UnmocTpaTuBHbIE, HO HE OrpaHUYMBAIOIINE NPUMEPbl BOJOHEPACTBOPUMBIX
MOJIUMEPOB, HCIMONB3yeMbIX B XR TMOKPBITHM, BKJIIOYAIOT MOPOLIOK ATHIILEIIION03b WU
BomHyto  gucnepcuto  (Hampumep, AQUACOATL ECD-30), amerar  [eJUTOJIO3BI,

nonuBuHuianerat (KOLLICOATL SR 30D, BASF), HeliTpaibHble COMOJUMEPBI Ha OCHOBE
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STUNIAKPWIATA W  METHJIMETaKpUJaTa, COMOJUMEPBI CIOXHBIX 3(QUPOB  aKpUIOBOH U
METaKpUJIOBOM KHUCJIOT C Y€TBEPTHUUHBIMH aMMOHMEBbIMH rpynnamu, Takue kak EUDRAGIT [

NE, RS u RS30D, RL wimu RL30D u t.n. UnmrocTpaTuBHBIE, HO HE OrpaHUYHUBAIOIINE

,
BOOOPAaCTBOPUMBIC MOJIUMEPDBI BKJIFOYAKOT HU3KOMOJICKYJISIPHYIO
rugpokcunponmiMeTminesuironody (HPMC) MeTunuemtonosy, THapOKCUIPONHILEIUIOO03Y,
NOJMBUHUJITTUPPONIUAOH W/ unu nonustuieHrukons (I191) ¢ monekynsipaoit mMaccoit > 3000).
ITokpeiTHe, oOecreyuBarOIee MPOJOHTMPOBAHHOE BBICBOOOKIEHNUE, OOBIYHO HAHOCSAT TIPHU
TOJILIMHE B mpernenax oT okono 1% macc. 1o 15% macc. B 3aBUCUMOCTH OT PacTBOPUMOCTHU
AKTUBHOI'0 BC€IIECTBA B BOAC M HUCIOJB3YEMOI'oO pPacCTBOPUTECIIA HIIM IIOKPbITHA Ha OCHOBE
JATEKCHOM CYCIIEH3UU.

[000219] KoMIo3uIuu MOKPBITHIA, UCTIOb3yeMbie it 00pa3oBaHUs MEMOpaH, OOBIYHO
wactTuGuuupyroT. MIumrocTpaTuBHbIE, HO HE OrPaHWYMBAIOIINE IUIACTU(UKATOPBI BKIOYAOT
TPHALETHH, TPUOYTWILHUTPAT, TPHUITWILUTPAT, aleTU]I TPU-H-OyTWILUTPAT, AUITHI(TANAT,
OIS THUJICHTJIUKOJIb, TOJHIIPONMIIEHTIINKOIb, KAaCTOPOBOE MAacio, AUOyThiIceOauuHAT W/HiH
AleTHJINPOBAHHBIE MOHOTJIMIEPUABI U T.1. IlnacTuukarop MOXKeT COCTaBIsATH OT OKOJIO 3%
macc. 10 okouo 30% macc., bonee TunuaHo OT okoso 10% macc. 1o okono 25% macc., B pacdere
Ha Maccy mojuMepa. Tum rmiacTudukaropa M €ro Cojep)kaHue 3aBUCHT OT IOJIMMepa WIIH
NOJIMMEPOB M MPHUPOIBI CHCTEMBI IMIOKPBITHS (HapuMep, BOAHOE MM Ha OCHOBE PACTBOPHUTEIIS,
Ha OCHOBE PacTBOpPA WJIM AUCTIEPCUH, U 00IIee Cofep KaHUue TBEPIbIX BELIECTB).

[000220] IToBepXHOCTh YaCTHULIbI MOKHO TOIATOTOBUTBH Ui JAalibHeiIeld oOpaboTku
IyTeM HAaHECEHUs] TOHKOH IuleHKH runpokcunponmimeruineionossl (HPMC) (OPADRY [
Clear) mepen HaHeceHMEM MEMOpPAHHOTO IOKPBITHS, O0ECHEYHBAIOIIErO HPOJOHTHPOBAHHOE
BBICBO60}KIICHI/IG, IJid pasacyICHUA pPas3jIMYHbIX MeM6paHHbIX CJIOEB. O6bl‘lHO HCITOJIB3YIOT

HPMC HO  TakXe  MOXXHO  HUCIOJNb30BaTh  APyrHe  mpaiiMepbl, Takue  Kak

>
runpokcunporuieioioza (HPC).

[000221] MemOpaHHBIE TOKPBITHSI MOKHO HAHOCUTB Ha SIIPO € UCTIOIB30BAHUEM JIFOOBIX
TEXHOJIOTUH HAHECEHUS MOKPBITHHA, UCTIOIB3YEMbIX B (hapMalleBTHYECKON MPOMBIIIIEHHOCTH. B
ONHOM  BapHaHTE OCYLIECTBJIEHUS  MWCIOJB3YIOT METON  HAHECEHUs  IMOKPbITUS B
TMICEBJIOOKMKEHHOM CJIO€.

[000222] MOoXHO HWCHOJB30BaTH MHOTONO30BbIe (POPMBL, TO €CTh MPOAYKTHI B BHUMAE
JIEKapCTBEHHBIX (OPM, COCTOSIIUX M3 MHOXKECTBA YaCTHL (MeNJIeThl, chepuvdecKre 4acTULbL,
rpaHyJsbl, MUHH-TAOJETKH U T.A.), WIH B JAPYrHX (popmax, MOAXOAALINX AJsI MEPOPajbHOTO
BBEICHUs. B KOHTEKCTE HACTOALIEH 3as1BKU 3TU TEPMHUHBI UCIONB3YOTCSI B3AUMO3aAMEHSIEMO IS

0003HaYeHUS JIEKAPCTBEHHBIX (DOPM, COCTOSIIIIUX M3 MHOKECTBA YACTHILL.

[000223] JlekapcTBeHHast (hopMa C MPOJIOHTHPOBAHHBIM BBICBOOOXKAEHHUEM, KOTOpas
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BKJIFOYAET CMECh ABYX WM Ooyiee MOMYJSALUI IpaHys, MOXET ObITh MOJNydYeHa CIEAYIOLINM
oOpazoM. MHepTHYIO HacTHIly, TaKyI KakK 3€pHO HOHMApeNb, KUCIOTHBIN Oy(epHbI KpUCTaLI
Wi WenoYHor Oy¢epHbIi KPUCTAJUI, TOKPBHIBAIOT AKTUBHBIM BEIIECTBOM H TOJHMMEPHBIM
CBS3YIOLIUM ¢ OOpa3oBaHHMEM AaKTHBHOW YacCTHIbl, TO €CTb TPaHyJbl HEMEIJIEHHOrO
BbIcBOOOkAeHUs (IR), KOTOpast MOXkeT ObITh B €AMHUYHON NO3MPOBAaHHON (popme 1ist HeHCTBHs
Kak OomrocHash [03a. AKTHUBHYK) YaCTHIy TIOKpPBIBAIOT pAacTBOPOM WM CyCIIeH3HeH
BOJIOHEPACTBOPUMOIO TOJUMepa MJIU CMECH BOJAOPACTBOPUMBIX M BOAOHEPACTBOPHMBIX
MOJIUMEPOB ¢ 00Opa3oBaHHWEM TOKPBITOW AaKTUBHOH YaCTHUIBI € MPOJOHTHPOBAHHBIM
BBICBOOOKIEHHEM, TO €CTh [JIsl MPOJIOHTUPOBAaHHOTO BbicBOOOXKIeHuss (XR). Tsepnbie
JKEJIATUHOBBIE KaTICYJIbl 3anoNHsI0T XR rpaHyiaMu TOJBKO U, HEOOS3aTeIbHO, B KOMOMHALIMH C
IR rpanynamu B cootHomeHnu OoT 95:5 mo 70:30 (ER rpanynei:IR rpaHysel) ¢ monydeHHEM
KancyJibl ¢ MOAU(UIMPOBAHHBIM BbICBOOONAeHHeM (MR), HeMOHCTpUpYOIIel LeIeBOu
npod b BEICBOOOKACHUST AKTUBHOTO BEIECTBA.

[000224] B omHOM BapuaHTe OCYIIECTBIIEHHUS JIGKAPCTBEHHas (opMa MMeEeT HacTh C
HEMEJICHHbIM BBICBOOOKIACHHEM aKTUBHOTO BEIECTBA, AUCTIEPTHPOBAHHOTO B MACJISTHON WJIH
JUMUAAHON CHCTEME, W JPYIYI0 YacTh, KoTopas cpOopMynHpoBaHa B BHAE BOCKOOOpa3HOH
MaTpPHLbl WJIA YaCTHUL AaKTUBHOTO BEIIECTBA, MOKPBITHIX TUAPOGOOHBIMH HOcUTEssMU. [lo
MeHbInel mMepe 15-50% aKkTHBHOrO BeLIECTBAa MPENCTABISAET COOOH YacThb C HEMEAJIEHHBIM
BBICBOOOKIICHHEM M HaXOIUTCSl B JICKAPCTBEHHOH (opme, MOAXOAsed Ml HEMEIJIEHHOTO
BbICBOOOXKIeHHUA. OcrajbHas dYacTb TaONETKU-KANCyJbl, IO Macce, MOXET BKJIIOYaTh
KOMITO3ULIUIO C 3aMEAJIEHHBIM BBICBOOOKIEHUEM aKTUBHOTO BEIIECTBA MJIK YaCTh KOMIIO3HILIUH C
3aMeJJIEHHBIM BBICBOOOKIEHUEM aKTUBHOTO BELIECTBA.

[000225] AKTHBHBIA AOMIIEPHIOH WM AEHUTEPUPOBAHHBIN IOMIEPUIOH MOTYT OBITh
cOpMyJIUPOBaHbl B BHUJAE CUCTEMbI IOCTABKM HA OCHOBE JHMMUIAOB. WHKANCyNsALMS WM
CONMIOOMIM3AIMST AKTUBHOTO BELIECTBA B JIMMUAHBIX OSKCLUHUIMEHTAX MOMKET TPHUBECTU K
MOBBIIIIEHHOH COIFOOMIM3anu U a0COpOIIUH, YTO MPUBOIUT K TIOBBIIIEHHON OHOIOCTYTHOCTH.

[000226] JlunumgHble SKCUMIMEHTHI KOMMEPUYECKH IOCTYMHBI. [IOCKOJBKY JUTHIBI
BJIUSIIOT Ha aOcopOImio, HEeoOXOIUMO 3HATh XapPAKTEPUCTHKH JIMIMHIHBIX SKCIHUITAEHTOB.
@DakTOpBI, KOTOPBIE OMPENENISIOT BHIOOP SKCIUMHUEHTOB JJIsi KOMIO3UIMKA Ha OCHOBE JIUITUIOB,
BKJIFOYAIOT CMELIMBAEMOCTb, PACTBOPSIOIIYID CIOCOOHOCTb, CAMOAMCIIEPTHPYEMOCTh U
CrOCOOHOCTh MPOMOTHPOBATH CAMOIUCIIEPTUPOBAHNE KOMITO3UIUH, TIEPEeBAPUBAEMOCTb M
MeTabONIMYeCKUi TyTh TepEeBAPUBAEMBIX MPOIYKTOB, pPa3ApaKeHHe, TOKCHYHOCTb, UYUCTOTY,
XUMHUYECKYIO CTaOUIIbHOCTh, COBMECTUMOCTD C KATCyJIOH, TEMIIEpaTypy IUIABJICHUS, CTOMMOCTh
U T.I.

[000227] IluieBble Macna, COCTOSLIME W3 TPUMNIMLIEPUIOB CO CpeaHed U UIMHHOU
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LETbI0, HapsAy C Pa3JIMYHBIMH PACTBOPUTENSIMH M TMOBEPXHOCTHO-AKTUBHBIMU BEIECTBAMU,
9acTO HCIONB3YIOT U TOJYyYeHUs KOMIO3MLIMK Ha OCHOBE JHUMHUIAOB. MHOTWE JHITHABI
ABIIAIOTCS aMPUPHIBHBIMU, TO €CTh HMMEIOT JHUINOPWIBHYIO YacTb (KUPHYIO KHCIOTY) H
rUApOQHUIBHYI0 YacTh. Temmeparypa IUIABJICHUS IOBBILAETCS C YBEJIWYEHHWEM JJIMHBI LENH
JKUPHON KHUCJIOTBI, HO TEMIIEPATypa IUIABJIEHUs] YMEHbIIAETCS C MOBBIIIEHNEM HEHACBIIEHHOCTH
JKMPHOHM KHUCIIOTBI, YTO TaK)Ke MOBBIMIAET MOABEPIKEHHOCTb OKucieHuto. Comobunusnpyromme
areHThl, MCHOJb3yeMble B KOMIIO3UIMAX HA OCHOBE JIMIIHMAOB, NMPEACTABJIEHbI B CIEAYIOLIECH

Tabnuue:

ConmoOunm3upyromue  SKCHHUIMUEHTBI,  UCIOJNb3yeMble B~ KOMMEPYECKH  JOCTYITHBIX

NEPOPANbHBIX KOMITO3HUIHUAX Ha OCHOBE JIMTIMAOB

BoponepactBopumblie Tpurnuuepuabl IToBepXHOCTHO-aKTUBHBIE

SKCIUMTUEHTHI BELIECTBA

[TuenuHbIi BOCK JnuHHOLIETIOYEYHbIS IMomucopdar 20 (TWEEND 20)
TPUTTULEPUTIBI

OnenHOBAas KUCJIOTA

I'mgporeHn3upoBaHHOE COEBOE

ITomucopdar 80 (TWEENL[ 80)

MacJo

JKupHble KUCTOTBI COU I'mpporennsuposanHoe CopburanmoHonaypar
PacTUTEIbHOE MACIIO (SPANLI 20)

D-[J-Toxodepon Kyxkypy3snoe macno, | D-U-Tokodpepon IIDI" 1000

(ButamuH E) OnuBKOBOE Macio, cyknuHar (TPGS)

Mouo-mu-tpurmuuepuasl | CoeBoe Macno, Apaxucosoe | I munepunmonoosnear

KyKypy3HOro mMacia Macyo

CpenHenenodeyHbie KynxxyTHOE Macio ITonmuokcun 35  kacTtopoBoe

naJJbMOBOIr'0 Macijia

(C8/C10) MOHO u macyio (CREMOPHORT[] EL)

OUTTULEPUAbI

CnosxHele s¢ups! | CpenHeuenoyeuHbIe ITonuokcun 40

MPOMUJICHIJIUKOJIS U | TPUIVIMLIEPUIBI TMIPOT€HU3NPOBAHHOE

JKUPHBIX KUCIIOT KaCTOPOBOE MacJo

(CREMOPHOR ] RH40)

Tpurnuuepunsl ITonnokcun 60
KaIprJIOBOI/KanpUHOBOM TUAPOT€HU3UPOBAHHOE
KUCJIOTBL,  BBIJEJICHHBIE U3 | KACTOPOBOE MacJo
KOKOCOBOTO macjia wm | (CREMOPHOR L1 RH60)
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1151 300 TIIALEPUIbI
OJIEMHOBOM KHUCJIOTBI
(LABRAFIL[] M-1944CS)

Ier 300 TIIALEPUABI

JINHOJIEBOM KUCJIOTHI

(LABRAFIL[ M-2125CS)
Ir 400 TIIALIEPUIbI

KaIpUJIOBOM/KarpUHOBOM
kucnotsl (LABRASOLI[)
1151 1500 TIIALIEPUIbI

JIAaypUHOBOH KHUCJIOTBI

(GELUCIREL 44/14)

[000228] Tpuraunepunabl pPacTUTEIbHBIX Macel SBISIFOTCS — HawOoyiee  4acTo
UCMIONIB3YEMBIMH  JIMMTUAHBIME ~ SKCLuIUeHTaMu. OHU  MOJNHOCTBIO  MEPEeBAPUBAIOTCS U
abcopOupyrores, ycTpaHsisi mpoOsiieMbl Oe30macHOCTH. TpUrIuUepuabl MPEaCTaBISIIOT COOOM
nnuaHOouenovdeunsle Tpuriuuepunsl (LCT), cpennenenodeunsie tpurmnuepunsl (MCT) u
kopotkouenodeunbie Tpurmuuepunsl (SCT). Mx pacrBopsitomasi criocOOHOCTb Ui aKTUBHOTO
BEIECTBA  IPEUMYINECTBEHHO  SBJISIETCSl  Pe3yJbTaToM  S(P(PEKTHBHOW  KOHIIEHTpPALUU
cnoxHodpupHbIX rpynn. MCT umeror OOnbliyio pacTBopsitoinyro crnocodnocts, yeM LCT, u
MEHee CKJIOHHBI K OKHMCJIEHHI0. Macia M3 pasHbIX PACTHTENbHBIX MCTOYHUKOB MMEIOT Pa3HbIe
IPOMOPIMU  KXKAOH SKUPHOW KHUCIOTHL. COCTaB JKUPHBIX KHCIOT B PA3JIMYHBIX JIUITHABIX
SKCLMITUEHTaX MOKa3aH HIIKE.

[000229] CocTaB *KUPHBIX KHCIOT, OOHAPYKEHHBIH B JIMMHIHBIX SKCLUMHEHTAX:

JInuHa nenu sKUpHOM KUCIOThI
(KONU4YeCTBO aToMoB | O0LIenpUHSATOE HA3BAHKE Temneparypa
iasnenusi([1C)

yrjieponaa)
8 KarpujioBasl KUCJI0Ta 16,5
10 KaIpUHOBAst KUCJIOTA 31,6
12 JIaypUHOBAsl KMCJIOTA 44,8
14 MUPHCTUHOBAs KUCJIOTA 54,4
16 MAJIbMUTHUHOBAS KHUCJIOTA 62,9
18 CTEapUHOBAsT KUCJIOTA 70,1
18 OJICMHOBAsI KUCJIOTA 16,0
18 JIMHOJIEBAsT KUCJIOTA -5,0
18 UJ-nmuHOJIeBast KUCJIOTa -11,0
18 PHULIMHOJIEMHOBAS KUCJIOTA 6,0
20 apaxuaMHOBAasi KUCJIOTA 76,1
22 OereHoBast KUCJIOTa 80.0

[000230] D-[J-roxodepon mommstuneHrnukonb 1000 cyknunar (Butamun E TPGS)

NOJIy4a0T U3 PAaCTUTENbHBIX TOKOdeposoB. OH pacTBOPUM B BOJE U NIEHCTBYET KaK YCHUIUTENb
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abcopOumu 1 TUIOXO PaCTBOPUMBIX B BOJE JIGKAPCTBEHHBIX CPEeNCTB. UHMCThIE TPUTIIULIEPUABI
NPEACTaBJIEeHbI B paQMHUPOBAHHBIX PACTUTENBHBIX MACIax.

[000231] CwmemaHHble THLEPUIBI TMOJAYYAIOT MyTeM YacTUYHOIO TUAPOJIH3a
pacTurenbHbeIX Macen. McxongHele BewecTsa AJ MOJIy4eHHs TPUINIMLEPUIOB U CTENEHb
TUPOJN3a ONPEeNessIloT XHUMUYECKHUH COCTaB IOJIy4a€MbIX CMEIIAHHBIX TNIMLEPUIOB.
CMemanHple TIIHLEPUABI CO CPeAHEeH IJIMHOW LN He MOABEPIKEHbI OKHUCIIEHHIO, 00JanaroT
OoJiblIel PacTBOPSIIOLIEH CIOCOOHOCTBIO U CIOCOOCTBYIOT SMYJIbTUPOBAHUID. DTH TOJSIPHBIE
MACJISTHbIE SKCLUUMTHUEHThI TAKXKe YIYYIIAIOT CIIOCOOHOCTh K PACTBOPEHUIO U JUCTIEPTUPYEMOCTh
kommo3uuu. [IpuMepsl MONSPHBIX Macesl BKIOYarT copOutantpuonear (SPAN[C 85) u
OJIEMHOBYIO KHCIIOTY.

[000232] CopacTtBopuTeay, HANpPUMEP OTAHOJ, TJULEPUH, MPOMIICHIIHUKOb,
nojmmsTwieHrmukomn  (II91)-400 m T.A, TOBBINAOT  CHOCOOHOCTH  PACTBOPHUTENS
(bopMyIHpPOBATh AKTUBHBIE BEINECTBA U CHOCOOCTBYIOT IHUCHEPTHPOBAHUIO CHCTEM, KOTOPBIC
COZEpKaT  BBICOKYIO  JIOJII0  BOJOPAaCTBOPUMBIX  IOBEPXHOCTHO-AaKTHUBHBIX  BELLECTB.
IIpakTuyeckue OrpaHHuYEHHUs, CBA3aHHbBIE C COPACTBOPUTENSIMH, BKJIIOYAIOT OCAXKIEHUE
COMIOOUITM3UPOBAHHOTO AKTHBHOTO BEIECTBA W3 PACTBOPHUTENS H3-3a TOTEPH PACTBOPSIOIIEH
CIIOCOOHOCTH TOCe pa30aBIeHuUs, HECMELTUBAEMOCTh HEKOTOPBIX COPACTBOPUTENEH ¢ MaclaMu
Y HECOBMECTHUMOCTh HU3KOMOJIEKYJISIPHBIX PACTBOPHUTENEH ¢ 000I0UYKaMHU KaICyIL.

[000233] HepactBopuMble B BOAE IOBEPXHOCTHO-AKTUBHBIE BELIECTBA SIBJISIOTCS
JUMUAHBIMU 3KCIMITUEHTAMU C IPOMEXKYTOYHBIM 3HAUYE€HUEM TUAPOPUIBHO-TUIIOPHIBHOIO
Oanmanca (['JIb 8-12), koTopble ancopOMpPYrOTCS Ha TpaHULAX pasfena Mmacjao-soja. B
3aBHCHUMOCTH OT CTENEHHU STOKCUJIMPOBAHUSI OHU UMEIOT KOHEYHYI0 pacCTBOPUMOCTb B Bozie. OHU
MOTyT 00Opa30BBIBATh AMYJIbCUU TPHU MPHIOKEHHHU CIBUTOBOTO YCHIIMS, M UX MOXKHO Ha3BaThb
CnucneprupyembiMul ] B Bome. OHHM MOryT OOpa3OBbIBATH MHUIIE/UIB, HO HE MOTYT
CaMO3MYJIBTUPOBATHCS M3-32 MX HENOCTATOYHO TruapoduiabHON npuponabl. OneaTHble CIOKHBIE
3¢upsl, TaKue Kak noymokcuaTuiIeH(20)copourantpuonear  (TWEEN[I-85) u
NOJHOKCHATHIICH(20) ITULEepUHTPHOIIEAT (TAGOTO-TO), NPEACTABISIFOT coboii
BOJOHEPACTBOPUMBIE TMOBEPXHOCTHO-akTHBHBbIE BemlectBa ¢ [JIb 11-11,5. Onnako cmech
TWEEN[-80 u SPAN[J-80 co cpemnum IJIb 11 mo ¢yHKIME He SBIsieTCs CXOXKEH C
TWEEN[]-85. Cmeco TWEEN[]-80 u SPAN[I]-80 comep:kUT Kak BOAOPACTBOPUMBIE, TaK U
BOAOHepacTBOpuUMbIe  MoJiekyael, HO  TWEEN[I-85  comep:xur  mpenMylIeCTBEHHO
BO/IOHEPACTBOPUMbIE MOJIEKYJIBL.

[000234] BomopacTBOpHMbIE MOBEPXHOCTHO-AKTHBHBIE BEIIECTBA SBILIFOTCS HambOoee
IIUPOKO HCIIONIb3YEMBIMH  TTOBEPXHOCTHO-aKTHBHBIMHM BEIIECTBAMH ISl (POPMYJIMPOBAHUS

CaMO3MYJIbTUPYIOIIUXCA CHUCTEM JOCTaBKU JIEKapCTBEHHBbIX cpencTB. Bemectsa ¢ I'/IbL112
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MOTYT 00pa30BbIBATh MULIEJISIPHBIE PACTBOPHI MPH HU3KUX KOHLEHTPALMSAX MPU PACTBOPEHUHU B
YUCTON BOJE BbIIIE X KpuUTHUeCKoW munesipaoit kornuentpamuu (CMC). BonopacTBopumbie
NOBEPXHOCTHO-aKTHBHBIE ~ BEIIECTBA  CHHTE3UPYOT ¢  ucnojp3oBanueM 1[I0 ¢
TMIPOJIN30BAHHBIMY PACTUTENIBHBIMU MAacllaMU, WU, aIbTEPHATHBHO, MOXKHO IMOJYYHUTb CITUPTHI
I B3aHMMOJEHCTBUSI C 3TUJIEHOKCHAOM C OOpa3oBaHUEM O3TOKCHJIATa aJKWIIOBOTO 3upa,
TPAANLMOHHO HCIIOIBb3YEMOI0 IMOBEPXHOCTHO-aKTHBHOTO BellecTBA (HANpHMep, 3TOKCHJATa
nerocreapunosoro cnupra JCETOMACROGOL™). B pesyabrare peakuuu CIOMKHBIX
3¢upoB copOWTaHa C STUIECHOKCHIOM OOpa3yrTCs MOJUCOPOAThl, MPEUMYIIECTBEHHO
stokcuiatel mpocthix 3¢upoB. CREMOPHOR[ RH40 u RH60 (3TOKCHIMpOBaHHOE
THIPUPOTEHU3NPOBAHHOE KACTOPOBOE MACJIO) SIBJISIIOTCS MPUMEPAMH STOTO THIIA, MOJTyYEeHHBIMH
TUAPOTCHU3ALMeN BEIIECTB, BbIACNEHHBIX U3 pacturenabHbix Macenr. CREMOPHOR[ EL
(STOKCHITMPOBAHHOE KaCTOPOBOE MACJIO), KOTOPBIA HE SIBJISIETCS THIPOr€HU3HPOBAHHBIM, TAKXKE
mupoko wucnonp3yercs. CREMOPHORI[ ycunmBaer aOcopOuuro myTeM HWHrHOMPOBAHUS
3¢ IOKCHBIX HACOCOB; XOTS MEXaHW3M HHTHOHUPOBAHHUS HE ONPEAENieH, 3TO MOXKET OBITh
Hecrienupuueckoe  KOH(POPMAIIMOHHOE  W3MEHEHHE  M3-32  NPOHUKHOBEHUS  MOJIEKYJI
NOBEPXHOCTHO-aKTUBHOTO BEIECTBA B MeMOpaHy, afAcopOLUU Ha MOBEPXHOCTH 3P IFOKCHBIX
HACOCOB WJIM B3aWMOJEHMCTBUS MOJIEKYJI € BHYTPUKIETOYHBIMH AOMEHaMU 3(QIOKCHOTO
Hacoca.

[000235] MoXHO HCIIONB30BaTh MOOABKU JUISl 3AIIUThl KOMITO3UIUU OT OKHCJICHUS.
IIpuMeps! BKIIIOYAIOT PACTBOPUMBIE B JIMITUAAX AHTHOKCHUAAHTHI, Takue kak [/-tokodeposn, [I-
KapoTHH, mpomwirauar, OyTtunupoBaHHbli ruapokcuronyon (BHT), OyrunmposanHBIN
runpokcuanuszon (BHA) u T.1.

[000236] B mpouecce GpopMyIHpOBaHUS ONPEAEISIFOT XapakTep JHUIMHIOB, MOCKOJbKY
JUMUAHBIE SKCLHUIMHEHTHl UMEIOT PAa3IMYHbI XMMUYECKHH COCTAB, YTO MPUBOIUT K IIUPOKUM
IWanasoHaM IUIaBJIEHWs. TepMHUYecKre CBOIMCTBA JIMMHMIOB, HAMpUMep TeMIepaTrypy
KPUCTAJUTH3AIMM, TEMIEpaTypy IUIABJICHUS, TEMIIePaTypy CTEKJOBAaHHUS U OIpenesieHHe
COZEpIKAHUST TBEPAOTO KHPA B SKCLUIHUEHTE B 3aBUCHMOCTH OT TE€MIIEPATYpPbl, OLEHUBAIOT C
ucrions3oBaHueM aupdepenunansaoit  ckanupyromeit kajnopumerpun (DSC). Crpykrypy
JUMHAAOB B TMPOLIECCE HArPEeBaHUS WM  OXJIAXAEHUS  OLEHHMBAIOT MPH  [OMOIIU
BBICOKOTEMIEPATYPHOH  MUKpPOCKONMHUH.  KpHCTATMYHOCTD  JIMOIUAHOTO  SKCLUITHUEHTA
NOATBEPIKIAIOT PEHTTEHOCTPYKTYPHBIM aHamu3oM (XRD).

[000237] BeicokoaddexkruHast skuakocTHass xpomarorpadus (BOXX) um rasosas
xpomatorpadusi (I'’X) MOryT omnpenenuTb TOUYHBIH COCTaB MPOCTBIX U CIIOXKHBIX 3(PHPOB U
AUCTPUOYLIMIO KUPHBIX KHUCJIOT. [[pyrue XxuMuueckue Mmokas3aTeid BKJIIOYAOT MOJIEKYJSIPHYIO

MacCCy JKHPHBIX KHUCJIOT, OIPCACTIACMYI0 IO 3HAYCHUK0 HX OMBUICHHUs, HACBIICHHOCTD
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YIJI€BOAOPOAHBIX LETel, ONpeneNnseMyl0 C HCIOJb30BAHUEM aHalnM3a Ha OCHOBE HOJa,
OKHUCIIUTETbHBIE M3MEHEHUs, OINpenessieMble IyTeM H3MEPEeHUs] IEePOKCHUAOB, CBOOOIHBIE
JKUPHBIE KHUCJIOTBI, ONpeneNiseMble IO COMAEPKAHMI0 KHUCIOTBHI, U CBOOOAHBIE THAPOKCHIIbHBIE
IPYIIIbI, ONpeAessieMble yTeM H3MEPEHUs CONEePIKaHUS THIPOKCHIIBHBIX TPYIIIL.

[000238] HcnblTaHue Ha PacTBOPUMOCTh B COOTBETCTBHM C TpeboBanusimu FDA He
KOPpPEeIUpYyeT C MOBEeHNEeM KOMITO3MLIUI HAa OCHOBE JIMIHAOB in Vivo. JIMIHIBI B JKeyAO4HO-
KHIIEYHOM TPAKTe TOABEPTAIOTCS MPOLIeCCaM MepeBapuBaHKs B MPUCYTCTBUM JUMa3 (GKeIyaka u
NOJKETYAOYHOM JKeJie3bl), KOTOPbIe TaKXKe BIHSIOT Ha 3MYJIbTHPOBAHUE M TUCTIEPCHOHHBIE
CBOWCTBA JIMIUIAHBIX SKCIUIUEHTOB, MPHUBOAS K U3MEHHIO CIIOCOOHOCTH CONMIOOMIM3ALMUY in
vivo. CnenoBarenbHO, MEPEBAPUMOCTDb JIMITUIHBIX HAMOJHHUTENEH OJKHA YYHTBIBATHCS TPU
BbIOOpE KOMIO3ULIMH Ha OCHOBE JMMUAOB. MCHbITaHHE HAa PAacTBOPEHHE B OHOpPEIEBAHTHBIX
cpelnax MOKeT OLeHHTb Takue 3(PdeKxThl U mpenckasarh noeeAeHue in vivo. IPpQeKTHBHOCTD
CaMO3MYJIBTHUPYIOIUXCS KOMIIO3UIUHA MOKHO ONPEAETUTh IyTeM WCIBITAHUS JHCIIEPCHIt
(aMynbrupyromasi crnocoOHOCTh U pasMmep yacTum). i m3MepeHusi pa3mepa YacTHII MOKHO
UCTIOJIB30BATh (POTOHHYIO KOPPENsIUUOHHYIO criekTpockomnuio (PCS) wmn nudpakumto na3epHOro
U3JIyUYEHUs, a OSMYJIbIHPYIOLIYI0 CHOCOOHOCTh MOXKHO TMPEncKa3aTb IyTeM BHU3YaJIbHOTO
HaOJIFOIeHUSI.

[000239] OkcuMMUEHTHI HAa OCHOBE JIUIUAOB YJYUYIIAIOT MEePOPaIbHYI0 a0CopOIHIo
JIEKApCTBEHHBIX CPENICTB, BO3JEHCTBYS Ha pa3in4Hble (PU3MOIOTHUECKHE MPOLIECCHI, HApUMep,
CTUMYJIUPYSl BBIAETICHUE SKEIYHM W CEKPEIHMI0O IAaHKPEaTUUYEeCKOr0 COKa, IPOJIOHTHPYs
OIOPOKHEHHE JKENyAKa, MOBBIAS MOJABIKHOCTb MEeMOpaH, OTKPBIBAasl IUIOTHBIE COEIMHEHUS
KJIETOK, CIOCOOCTBYS JTMM(pATUYECKOMY TPAHCIIOPTY JIEKAPCTBEHHBIX CPEACTB, TAKUM 00Opa3om
u3berasi MpeacHCTEMHOro Meradonusma, W HMHruOupys 3¢durokcHble TpaHcmopTepbl. Jlis
OLIEHKH 3TUX 3()(PEeKTOB MOCTYMHBbI paA3UYHbIE MOJENH INn Vitro, BKIOYAs KHUIIEYHbIE
MUKpOcOMBI, KiIeTkn Caco-2, MeTos [|BBIBEpPHYTOrO MeNodkal] aJis UCCeNOBaHUA KULIEYHON
abcopOuuu ¢ HCMOIb30BAHUEM KaMEPHOTO U in situ nep(y3MOHHOTO aHATU30B.

[000240] MOXHO HCIIONIB30BATh JIMIIOCOMBIL, 3TU C(EPUIECKIE IBYXCIIONHBIE CTPYKTYPBI
[0 CBOEMY PACIOJOKEHUIO HANOMHUHAIOT KJIETOYHYIO MeMOpaHy W TNPENCTaBJISIOT COOOW B
OCHOBHOM ampudmibHble pochomunuasl (ruapoduibHas roJoBHAs 4acTb W THAPOQOOHAs
XBOCTOBasi 4acTbh, BKJIOUAIOIIAs >KUPHBIE KHUCIOTHI). Ilpm rumparamum >TH ocdomummasl
00pa3yroT cepuueckue IBYXCIONHHBIE CTPYKTYPhI, OPUEHTHPOBAHHBIE TAKMM O0Pa30M, UTO HX
ruapodoOHbIe XBOCTHI OPHEHTHPOBAHbI B HAMPABICHUM BHYTPEHHEH YacTH CTPYKTYphI, a
ruApoUIIbHBIE TOJIOBKH OPUEHTHUPOBAHBI Ha HAPYKHYIO CTOPOHY CTPYKTypbl ImapoduibHbie
BEIIECTBA MOTYT OBITh BHEIPEHBI BO BHYTPEHHUE BOAHBIE IPOCTPAHCTBA INIO0YJI, B TO BpPEMsI Kak

FI/II[pO(bO6HOG AKTHBHOEC BCHICCTBO MOXKECT OBITh BHCAPCHO BO BHYTPCHHUE XKUPHOKHCJIOTHBIC
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CJIOH.
[000241] MoxxHO HCIIONB30BaTh TBEpAble JunuaHble HaHOo4YacTUIbl (SLN). SLN moryt
yJIydiaTh OMONOCTYMHOCTb HApsily C KOHTPOJHPYEeMOH U calT-crenuduieckol JOCTaBKOU
JIEKAPCTBEHHOT'O BELIECTBA, TO3TOMY SIBJISIFOTCS] TIOTEHLUAIbHBIMU HOCUTENAMU ISl KULIEYHOM
AUM(paTUIECKOH NOCTAaBKU NMEepOopajbHbIX npenapaToB. SLN, kak npaBuio, MpeacTaBisitioT coOoit
cepudeckue yactuubl pasmepom ot 10 HM 10 1000 HM C TBepAOW MATpHLIEH JIUIUIHOTO SApa
(cTabuIM3UPOBAHHOM MOBEPXHOCTHO-aKTUBHBIMHU BELIECTBAMH), KOTOpast MOJKET
COMIOOUTM3UPOBATh JUNOGUIbHbIE MOJEKYJbl. [IpeuMyInecTBEHHO HCIOMb3yeMble JIUITH/IbI
BKJIFOYAIOT MOHOTJIMLIEPUABI, Takue KakK [NIMLEPUHMOHOCTeapar, IUTVIMLEPUIbL, TaKHe Kak
IITULEepUHOEreHaT, TPUIJIMLEPHUIbl, TaKHe KaK TPUCTEAPHH, JKUPHBIE KHCIOTBI, TaKHUe Kak
CTeapHuHOBAasi KUCJIOTa, CTEPOUAbL, TAKHE KaK XOJECTepHH, U BOCKH, TAKUE KaK LIeTUJINAIbMUTAT.
IlepopanpHass OHOAOCTYIMHOCTH OJHOTO JIEKAPCTBEHHOTO CPENCTBA ObUla YIyYLIEHA IMyTeM
¢dopmynmpoBanuss nonumepa N-KapOOKCUMETHIIXUTO3aHA, KOTOPBIH TMOKPBIBAJ HArpyKEHHYIO
JekapcTBeHHbIM cpeactBoM SLN, ¢ wucnonb3oBaHWEM MOHOTJIMLEPUAHOIO JIMIIUAA MU
MOBEPXHOCTHO-aKTUBHBIX BELIECTB COEBOTO JieHUTHHA U mojiokcamepa 188 (Venishetty et al.)

[000242] I1pu pacnbUIUTENBHOM OTBEPIKACHHUH, TAK)KE€ HA3bIBAEMOM PACIBLIUTEIbHBIM
OXJIAKJEHUEM, PaCIUIaBICHHbBIN JUMHU] PACTIbUISIIOT B OXJIAKIAAIOLIYIO KaMepy, U IIPU KOHTAKTE C
BO3YXOM OH 3aCThIBA€T B BUAE CHEPUIECKHUX TBEPABIX YacTULl. TBepble YaCTUIBI COOMPAIOT CO
JHa KaMepbl U 3arOJHAIT UMM TBEPIblE JKEIATUHOBbIE KAICYJbl UM IMPECCYIOT B TAONETKH.
VY apTpa3ByKOBbIE PACHBUINTENN T€HEPUPYIOT TBEPAbIE YaCTHULbI B MPOLIECCE PACIBUIUTEIbHOTO
oxnaxaenus. [lapamerpamu, KOTOpbIE CIEAYET YUUTBIBATD, SIBJISIFOTCS] TEMIIEPATypa IUIABICHMUS
5KCLIMIIUEHTA, BA3KOCTb KOMIO3ULMH U TEMIIEPATypa OXJIAKAAIOIIErO BO3AYXa BHYTPU KaMephl,
yroObl 00ecneunTh MrHOBEHHOE 3aTBepaeBaHue kameib. (Coolmanoch, YTO TpaHyJIbl
JIEKAPCTBEHHBIX CPEICTB MOJYYaroT MyTeM TIPaHyJIUPOBaHHUS B pacIulaBe C HCIOIb30BaAHHEM
II2I' 4000 unmu monokcamepa 188 B KkauecTBe MJIABALIETOCS CBS3YIOLIETO W MOHOTHApATA
JAKTO3bl B KA4yeCTBE HAMOJHHUTENS. bBbUM COOOIIEHHsT O MHKPOYACTHUIAX C Y3KUM
pacrpeneneHueM IO  pa3MepaM, KOrja B KadecTBe OKCLUIIMEHTa  HCIOJb30BaJIH
creapowmnnonuokcwirannepuasl  (GELUCIREL  50/13), u OHHM 3HAYUTENbHO TOBBIIIAJH
PacTBOPUMOCTB IIJIOXO PACTBOPHMBIX B BOJE JiekapcTBeHHBIX cpencts (Cavallari et al.).

[000243] I'panynupoBaHue B pacijiaBe, Tak:ke Ha3blBaeMOe NeJIeTH3aLuel, peBpalaeT
MOPOLIKOOOPa3HYK CMECh aKTHBHOTO BEIECTBA B IPaHyJIbl MM nesuieTsl. [1naBkoe cssyomee
(B pacIuIaBIeHHOM COCTOSIHUM) PACHBUISIFOT HA MOPOLIKOOOPAa3HYIO CMECh MPH NepeMeIInBaHIN
C BBICOKMM CIBHUIOBbIM ycuiueM (Merox [JHarHeranusil]), WIM IUIaBKOE CBSI3YHOLIEe
CMEIINBAETCS €  MOPOIIKOBOW  CMEChH0 U IUJIABUTCS  M3-3a  TPEHMs]  4YacTUL|

(TBEpABIX/TIONYTBEPABIX) B TPOLIECCE IEPEMELIMBAHUA C BBICOKUM C/BUIOBBIM YCHIIUEM.
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PacrutaBnenHoe cssyromee o0pa3yeT JKHOKHE MOCTHUKHM MEXAY YacTULAMH IOpOINKa U
oOpasyer HeOOJbIINE IPaHyJbl, KOTOPbIE NMPEBPALIAOTCA B CPEPOHM3MPOBAHHBIE YACTHUIBI B
KOHTPOJIUPYEMBIX YCJIOBUSAX. B 3aBUCHMOCTH OT KPYNHOCTM YACTULl IOPOLIKA MOXKHO
uCronb3oBaTh 15-25% cBs3yromero Ha JunuaHON ocHOBe. llapameTpsl, KOTOpbIE clieayer
YUMUTBIBATD B XOA€ 3TOr0 IMPOLECCa, BKIYAIOT pasMep YacTULl CBI3YIOIIEro, BpeMms
CMELINBAaHMs, CKOPOCTb CMECHUTENs] M BS3KOCTb CBS3YyIOIEro npu riasBieHud. CKOpOCTb
pacTBOpPEHUs JIEKAPCTBEHHOTO CPEACTBA OblIa yiydlleHa myTeM (GOpMyJIHPOBAHUS arJIOMEPATOB
pacmyiaBa, COIEpKalllMX TBEPAblE MHCIEPCHUHM JieKapcTBeHHOro cpencrea (Seo et al)).
MoHoruapar JakTo3bl arjJlOMEPUpPOBAIN B PacIUlaBe C UCIONb30BAHUEM IUIABKOTO CBS3YIOLIETO,
Hanpumep 121 3000 GELUCIRED 50/13, B cmecuTesnie ¢ BBICOKUM CIABUTOM.

[000244] ITonMOKCUITTUIEPUIbI, HETIOJHbIE TIUIEPUIbl T OJUCOPOATHI U JICLIUTHHBI
SIBJISTEIOTCS  TIPUMEPAMHU JIMMHUIHBIX SKCLUIMTHAEHTOB, HCIOJb3yeMbIX B METONE TPaHYJSIUUA B
pacruiase st 00pa3oBaHHUA CAMOMHUKPO3MYJIBTUPYIOIINUX CHCTEM.

[000245] B BapuaHTax OCYIIECTBJICHHS MaTpPHYHBbIE TAOJNETKH C MPOJIOHTHPOBAHHBIM
BBICBOOOXKIIEHHEM MOJKHO TMOJIYYHTh C UCTIONIB30BaHUEM r'UAPO(OOHBIX HOCUTENEH HITH TIABKUX
CBSI3YIOIUX, TAKUX KaK CTEAPUHOBAS KHUCJIOTA, KApHAYOCKHUI BOCK M IMYENHHBIN BOCK, METOAMH
I'PaHyJIMPOBAHUS B PacIlyiaBe, AeJiasi HOCUTENHU THAPOPOOHBIMH JUIS JUTUTENbHON TOCTABKH.

[000246] B omHOM BapuaHTe OCYLIECTBJIGHUS HCIOJB3yeTcs (popMa MyIbCHPYIOIIETO
BbICBOOOXKIeHNA. DOpMa NyJbCHPYIOLIETO BBICBOOOKAECHUS BKJIOYAET AaKTHBHOE SO,
UMeIolIee OIHO WM HECKOJIBKO MOKPBITHI, Ha3blBA€MOE KOMIIO3ULIMEN [laapa ¢ moKpbITHEML].
Snpo ¢ MOKpBHITHEM TaKk€ MOXKHO HCHOJIb30BaThb B KOMOMHALMM C KOJMYECTBOM AKTHUBHOIO
BEILECTBA, MOAXOIAIINM Il HEMEJIEHHOTO BBICBOOOXKIECHUS.

[000247] B omHOM BapuaHTe OCYLIECTBJIEHHS KOJMYECTBO AKTHBHOIO BELIECTBA,
copMyTHPOBAHHOE I HEMEIJICHHOTO BBICBOOOKICHUS, B KOMOMHALIMK C TIO MEHbILIEH Mepe
BTOPBIM KOJIMUECTBOM aKTHBHOTO BELIECTBA, C(HOPMYJUPOBAHHBIM TaK, 4YTOOBI BTOpOE
KOJINYE€CTBO HAYMHAJIO BBICBOOOXKIATHCS MOCIIE HEKOTOPOH 3a7eP KKK, U 4TOOBI BBICBOOOKIEHUE
BTOPOH 4acTu OBUIO HITM MOTJIO OBITh MPOAOJDKUTENBHBIM B TEUEHUE ONMPEAENIEHHOrO Mepruoaa
BPEMEHH, Ha3bIBACTCS JIEKAPCTBEHHOH ¢opMoli ¢ [JOTCPOUYEHHBIM MPOJOHTUPOBAHHBIM
BbIcBOOOXKIeHneM ). Kakmas #3 3TUX  JIGKAPCTBEHHBIX (HOpM € MYJIbCHPYIOLINM
BBICBOOOKIICHHEM OIMCAaHA Aajiee CO BCEMH MaCCOBBIMH MPOLIEHTAMH, €CJIH HE YKA3aHO HHOE.

[000248] Kowmmosumusi [sigpa ¢ mokpeiTieM[] mpencTaBisier coOOl aKTHBHOE SIIPO
IO3MPOBAHHON (POPMBI, KOTOPOE BKJIIOUAET WHEPTHYIO YaCTHUIy, TaKyl KaK KOMMEPYECKH
IOCTyIHAas caxapHas cepa HOHMapenb. Komn4ecTBO akTUBHOTO BEIIECTBA B SIAPE BAPbHPYETCS
B 3aBHCHUMOCTH OT >K€JIaeMOW A03bl IJI NOCTaBKU. B ONHOM BapuaHTe OCYLIECTBIEHHUS SAPO

COZIEPKUT OT OKOJIO 5% aKTUBHOrO BewlecTBa 10 OKoJio 90% akTuUBHOrO BemecTBa. B ogHOM
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BapHaHTe OCYILIECTBJICHUs SAPO CONEPKUT OT OKoJo 5% aKTHBHOIO BellecTBa 0 okoso 60%
aKTUBHOTO BemlecTBa. KomuuecTBO akTHBHOIO BELIECTBA YKA3aHO B pacueTe Ha OOIIyI0 Maccy
anpa. CrieuanucTsl B JaHHOH OOJIACTH CMOTYT BBIOpaTh MOAXOZSAIIEE KOJIMYECTBO AKTUBHOTO
BELIECTBA JIsl MOKPBITUS WJIM BKJIIOYEHUS B AAPO I MOJYUYEHMs JKEJIaeMOH JIeKapCTBEHHOM
¢dopmbl. Kak mpaBuiio, sapo ¢ MOKPLITHEM MOXKET BKJIOYATh O0Koyio 80 mr, 160 Mr u 10 OKOJIO
480 Mr axTMBHOro BelecTBa. JlJii MOKPBITUS YaCTHI] sIPa MOKHO HUCIOJBb30BATh BOAHYIO WUJIH
(bapMaleBTHUYECKH MPUEMJIEMYIO PACTBOPSIOIIYIO cpeay. MOXKHO HCHOJB30BaTh JIFOOOW THI
(apMaleBTHYECKH TPUEMJIEMOTO HMHEPTHOTO CBSI3YIOLIErO JUISl  CBSI3BIBAHHS AaKTHBHOTO
BEIECTBA C HHEPTHOM YacTuuel. MOXHO HCMOJb30BaTh BOJOPACTBOPUMBIE CBS3YIOLIUE.
MO:XHO HUCTIONB30BaTh PACTBOPUMBIE B CIIUPTE CBA3YIOLIME. MOXKHO HCIOIb30BaTh CBA3YIOLIHE,
Takue Kak noJuBHHHIMHPpoaAoH (PVP), kapOOKCHANKHMIIIEIUTIONO03bI, MOJU3THICHOKCH],
NoJIMcaxapyuibl, TaKue KaK JeKCTPaH, KYKypy3HbIH Kpaxmall, T'MIpPOKCUIIPOITUIMETHIILIEIITION03a
(HPMC (mpexHee HA3BaHHE) WIH TUIPOMEIIO3a (Tekyiiee Ha3BaHUE)),
T'UJIPOKCUNIPONUIILENIIION03a U T.A4., MyTeM AMCIEPrUPOBaHUS UX B BOJAE B KOHLIEHTPALUU OT
okosio 0,5% macc. 10 5% Macc. AKTUBHOE BEINECTBO MOKET HAXOAUTHCSI B STOM KOMIO3HIUH
NOKpeITUSL B (hopMe pacTBopa wiu B dopme cycrieH3nu. KoHIeHTpalusi akTHBHOTO BEIIECTBA
MOXKET BapbUpoBaTbcst OT okoiio 0,1% macc. 10 okono 20% macc. B 3aBUCUMOCTHU OT BSI3KOCTH
KOMIIO3ULIMH TOKPBITHUS.

[000249] B onHOM BapuaHTE OCYINECTBJICHHMS AaKTUBHOE SAPO TMOJYYAOT IMyTEeM
IpaHyJIMPOBAHUS WM 3KCTPY3UHU U cpepOoHU3aLnu. AKTUBHOE BELIECTBO, CBA3YIOLIEE, TAKOE KaK
PVP, HeoOs13aTenbHbIN KOHTPOIUPYIOIINH CKOPOCTh PACTBOpEHHs nmojmmMep, Takoit kak HPMC ¢
BBICOKOW BSI3KOCTBIO (THIpOMeIuIo3a), U, HeoOs3aTeabHO, apyrue  (apMaleBTHYECKH
npueMJieMble HANOJHUTENH, CMELINBAIOT B TPAHYJSATOPE C BBICOKUM CIBUrOM (Hampumep,
rpanyssitope FIELDER[)) wmimu rpaHynsTope ¢ TICEBIOOXKIDKEHHBIM CJIOeM (Hampumep,
rpanysitop  GLATTO  GPCG), rpanymupyroT ¢ 0Opa3oBaHHEM arjioMepaToB IMyTeM
n00aBJIeHUs/PaCTIBUICHUS] TPAHYJIUPYIOIIEH KUIKOCTH, TAKOW KaK BOAA WM CIHPT, U CyLIaT.
BraxkHyro Maccy SKCTPYAUPYIOT U CPEPOHU3HPYIOT C MONyYEeHHEM CHEepOHIAIbHBIX YaCTHUI]
(chepryeckux YacTHI) C UCHOJB30OBAHUEM 3KCTpynepa. B 3TUX BapuaHTaxX OCYIIECTBIICHUS
3arpy3ka JIEKapCTBEHHOT'O CPEICTBA MOXKET COCTaBIATh 90% Macc. B pacuere Ha OOIIYIO Maccy
SKCTPYAUPOBAHHOIO WM IPaHyJIMPOBAHHOIO ApA.

[000250] B onHOM BapuaHTe OCYIIECTBJICHHSI OAMH CJIOW MEMOPAHHOTO MOKPBITHS Ha
4acTHULE, colepskallell ~ aKkTUBHOE  BEILECTBO, BKJIFOYAaeT  IUIACTH()ULIUPOBAHHBIHI
SHTEPOCOJIOOMIBHBI TIOJIUMEpP, a JAPYrodl CJIOW BKJIIOYAET CMeCh BOJAOHEPACTBOPHMOIO
NOJIMMepa U IJIACTU(PHUIMPOBAHHOTO BOAOAUCIEPTHPYEMOTr0/SHTEPOCONOOMIBHOTO MOJIUMEpA.

BononepacTBOpuMBI NMOJUMEP U BOAOAMCHEPTUPYEMBIN MOIUMEDP MPUCYTCTBYIOT B MaCCOBOM
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cootHomeHnn ot okojo 10:1 mo 1:1 wmmm or okomo 4:1 go 1:1. OOmas macca HMOKPBITUH
cocrasisieT oT okono 15% macc. 1o 80% macc. unu ot okoso 20% macc. 1o okosno 60% macc. B
pacdere Ha OOLIYyIO0 MacCy COCTOSIIIEH U3 MHOXKECTBA YaCTHUI] JIEKAPCTBEHHON (OPMBI.

[000251] IIpomeskyTouHasi KHCIOTOCOAEpIKaIas MeMOpaHa sIBJIETCS HeoOs3aTeNbHOM.
Ecnmu oHa BKIIOYEHA, NMPOMEXKYTOYHAS KHCIOTOCOAEpIKalmash MeMOpaHa MOXET BKIIFOYATh
OpPraHMYecKyl0 KHUCIOTY, Harmpumep, (yMapoBYHO KHCIOTY, JIMMOHHYK) KHCJIOTY, SHTApHYIO
KHCJIOTY, BUHHYIO KHCJIOTY, SIOJIOYHYIO KHCIIOTY, MaJEHHOBYIO KHCJIOTY M T.J., U CBS3YIOLIEe,
Haipumep PVP. OObMHO HCHONB3YIOT BOXOPACTBOPHMBIE MOJUMEPBI HIIM PACTBOPUMBIC B
CIHPTe MOJUMEPbl. Macca Tako# KUCIOTOCOAEp:Kalle MEMOpPaHbl COCTABIISIET OT OKOJIO 5% 110
okojo 20% B pacuere Ha OOWIyI0 MacCy NOKPHITBIX chepuueckux uactuu. Kucnmora B
KHCJIOTOCOAEep KALIel MeMOpaHe 3aIep>KUBAET PACTBOPEHHIE YHTEPOCOIIOOMIBHOTO OJIMMEPa BO
BHYTPEHHEM CJIO€, TEM CaMbIM YBEIUYHBAas BPEMs 3a€P’KKU, a TAKXKE YMEHbINAs CKOPOCTb
BBICBOOOXKIIEHHSI aKTHBHOTO BEIECTBAa M3 C(hepruecKoi 4acTHULbI ¢ MOKpbITHEM. KoMmo3urito
BHEIIHErO CJIOS TOJNMMEPHOH MeMOpaHbl M HWHAMBHUAYAJIbHYIO MacCy BHYTPEHHETO,
NPOMEKYTOYHOIO M HAPYKHOTO MEMOpPaHHBIX CJIOEB JONOJHHUTENIbHO ONTHMH3HPYIOT IS
TOCTYDKEHUS PO el MyJIbCUPYIOMIETr0 BEICBOOOXKIEHUS Ul aKTUBHOTO BEIECTBA HA OCHOBE
NpeACKa3aHHbIX KOppesinui in vitro/in vivo. Takum oOpa3oM, MO3UpOBaHHAS JIEKAPCTBEHHAS
dopMa ¢ MyJbCHPYIOIIUM  BBICBOOOXKIAEHMEM ONTUMH3UPOBAHA Ui  BBICBOOOXKIEHHS
OTIPEIEIEHHOr0 KOJIMYEeCTBA AKTUBHOTO BEIIECTBA Yepe3 ONpeesIeHHbIN epHO BpEMEHH H/UITH
B OIPE/IEIEHHON TOYKE MUINEBAPUTEIBHOIO TPAKTa HHAUBUAYYMA, KOTOPOMY BBOZST IIpernapar.

[000252] TIlpumepbl  3SHTEPOCONIOOMJIBHBIX  IOJIMMEPOB  BKJIIOYAIOT, HO  He
OrPaHUYUBAIOTCS ATUM, CIENYIOIUE COCAUHEHUs WM KOMIIO3ULUH, MO OTAEIbHOCTU WU B
KOMOWHALIMU: CJIOKHBbIE 3(UPBI LEJUTIOJIO3bl U €€ MPOU3BOAHBIX (auerar-(ranaT LeTH0JIO3bIL,
¢ranar THIPOKCUTIPOTNAIMETUIILEIUTFOIO3bI, areraT-CyKIHHAT
THIPOKCUITPOTTHMIMETHIILIEIITFOJIO3bI), NoJIMBUHMJIALIETaT(TaNAT, pH-4yBCTBUTENBEHBIE
COTOJIUMEPbI METAKPUJIOBOH KHUCIIOTBI-METAMETaKpHJiaTa U MIeJUIAK. JTH TOJHMEPbl MOXKHO
UCTIONIB30BAaTh B BHJE€ CYXOrO IMOPOILIKA WM BOXHOH aucrepcuu. JIOCTYIHBI COMOIMMEPHI
metakpmioBoit kuciorst EUDRAGITU L100, S100, L30D (Rohm Pharma), anerar-¢ranar
nemwtono3el CELLACEFATELD (Eastman Chemical Co.), BogHast nucnepcus anerara-¢granara
newtrono3el AQUATERICO (FMC Corp.)) u BomHas JUCHEpCHUs —alleTaTa-CyKIMHATa
ruapokcunponmMeTine/uiroao3bl AQOAT (Shin Etsu K.K.).

[000253] IIpumepnl BOAOHEPACTBOPUMBIX  IOJMMEPOB  BKJIOYAIOT, HO  He
OrPaHUYMBAIOTCS 3THM, CIEIYIOIIUE COCAUHEHUs WM KOMIIO3WLUH, TO OTAEIbHOCTH WU B
KOMOWHALIMK: TPOU3BOAHBIE LEJUIFOJIO3bI (HAIpUMeEp, 3TUJILIEIUII0JI03a), MOJUBUHHUIIALETAT

(KOLLICOAT[ SR 30D, BASF), weliTpanpHble COMOJUMEPHI HAa OCHOBE JSTUJIAKpHUJIATa |
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METHJIMETAKPHJIATa, COIMOJUMEPBl 3(PHUPOB aKPWJIOBOM W  METAaKpPHJIOBOH  KHCIOT C
4eTBepTUYHbIMU aMMOHUeBbIMH rpynnamy, Takue kak EUDRAGIT) NE, RS unu RS30D, RL
nnu RL30D u .4

[000254] MemOpaHHBIE MOKPHITHS MOTYT OBITh HAaHECEHBI Ha SAPO C UCIOJIb30BAHUEM
moOoro Merona HaHeceHUs (PapMaleBTUUECKUX IOKPBITUH, W3BECTHOIO B JAaHHOH 00JacTH.
Hanpumep, MOXKHO HCIIONIB30BaTh HAHECEHUS TTOKPBITHS B NICEBI0OKIKEHHOM CJIOE.

[000255] JlexkapcrBeHHyr0 (opMy C TYJbCHPYIOLIUM BBICBOOOKIEHHEM MOXKHO
NOJy4UTh TyTeM (1) TOKPBITHS WHEPTHOW YaCTHLbI, HalpUMep 3epHa HOHMapenb (caxapHas
cdepa), aKTUBHBIM BEIIECTBOM M TMOJHUMEPHBIM CBSA3VIOIIUM HJIM MYTEM IOJYYSHHs YaCTHLIbI,
coiep Kallel aKTUBHOE BELIECTBO, TI'PAHYJUPOBAHMEM H/WIIKM 3KCTpy3uei/cepoHmnzauneii c
o0pa3oBaHMEM aKTUBHON 4YacTHLBL, (i1) MOKPBHITUS aKTHBHOH YaCTHULBI TUIACTH()ULUPOBAHHBIM
SHTEPOCOITFOOMIIbHBIM MOKPBITHEM c o0pa3oBaHHEM AKTUBHOW  YaCTHIIBI c
IIACTH(QULIUPOBAHHBIM HTEPOCOTIOOUIIBHBIM IMTOKPBITHEM; U (111) TOKPBITHE AKTUBHOM YaCTHLIBI
C MIACTU(UIMPOBAHHBIM 3HTEPOCOTIOOUIIBHBIM TMOKPBITHEM CMECHIO BOJOHEPACTBOPHMOTO
NOJIIMEpPa M SHTEPOCOMOOMIIBHOTO TONMMEpa. XapaKTePUCTUKH BbICBOOOKIEHHS MOKHO
MOZIYJHPOBATh MyTeM B3amMo3aMeHseMocTd dacted (i1) u (ii1). OpraHuYecKyro KHCIOTY, Kak
OIMCAHO BBIIIE, MOXXHO N00aBUTh K MeMOpaHe Mexy JacTsMH (11) u (1i1) At JONOJTHUTEIBHOM
MOZYJISILIMY BPEMEHH 3a/1€P>KKU U PO Ut BBICBOOOXKIEHUS] aKTUBHOT'O BELIECTBA M3 YACTHLIBI.

[000256] B ogHOM BapuaHTe OCYLIECTBJICHUs B KOMIIO3ULIMA MOXKHO HUCIOJIb30BATh OJIHY
dopmy dwacTunm 1y oOecrieueHHMs KOHTPOJHPYEMOro II0 BPEMEHHU MyJIbCUPYIOLIETO
BBICBOOOKICHNSI aKTMBHOT'O BEIECTBA Y€Pe3 HECKOJIbKO YacOB TOCIHE MEePOPATbHOTO BBEIEHHS
VUYL JUJTSL HALeJIMBAHMSI HA KOHKPETHbIE y4acTku abcopOuuu. B onHOM BapmaHTe OCyINeCTBICHUS
JIeKapCTBeHHbIE (OPMBI, BKJIFOYAKOIIUE COAEpIKALIMEe AaKTHBHOE BEIIECTBO YACTHIBI C
HECKOJIbKUMH CJIOSIMH TIOKPBITHS, OOBENMHSIOT B OJHY KOMOMHUPOBAHHYIO JIEKAPCTBEHHYIO
dbopMy ¢ ONpeneNeHHbIM KOJIMYECTBOM AKTHBHOTO BEINECTBA JUII  HEMEIJICHHOTO
BBICBOOOIKIICHHSI, HAPUMED B JKEJATUHOBOM, TBEPIOH KEeJTaTHHOBOH WJIM MSITKOH JKEeJIATHHOBOIA,
Karcyje. JTOT BapHAHT OCYIIECTBJIEHUs OOecreYnBaeT KOMOWHHPOBAHHYIO JIEKAPCTBEHHYIO
dbopMy, HUMEOIIYI0 KaK 4YacTb C HEMENJEHHBIM BBICBOOOKACHHEM, TaK M YacTb C
KOHTPOJIMPYEMBIM 110 BPEMEHH ITyJIbCUPYIOIIUM BBICBOOOKAEHUEM aKTHBHOTO BELIECTBA.

[000257] HeobOsi3aTenpHass YacTb HEMEIJIEHHOTO  BBICBOOOJKIEHHUS M 4YacCTh,
NPEACTABISIIOMAsi COOOH aKTHBHBIM KOMITOHEHT siipa C MOKPBITHEM, KaKIasi MOXKET BKJIIOYATh
okoJio 10 mr, 20 Mr U T.4. aKTUBHOTO BEIIECTBA, a JIEKAPCTBEHHAs (JOpMa, BKITFOYAIOIAS SIIPO C
TIOKPBITHEM TIO HACTOSLIEMY U300PETEHHI0, MOJKET conepkaTb 0koio oT 10 1o 80 Mr akTHBHOTO
BELIECTBA.

[000258] B omHOM BapuaHTe OCYLIECTBIIEHHS HCIONB3YIOT (OPMY € OTCPOUEHHBIM
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IPOJIOHTUPOBAHHBIM BbICBOOOKIEHUEM.

[000259] B onHOM BapwaHTe OCYLIECTBJICHHS JIEKApCTBEHHas (opMa MOXKET
o0ecrnieunBaTh, MO MeEHbIIEH Mepe, OMMOAANbHBIA NPO(PHUIL AKTUBHOTO BEIIECTBA B KPOBH,
Harpumep npoduib, nokazaHHbiil Ha Pur. 2. B 3ToM BapuaHTe OCYLIECTBIICHUS JIEKAPCTBEHHAsS
dopmMa comepKMT IO MEHbIIEHl Mepe MepBoe KOJIWYECTBO AKTUBHOTO BEINECTBA JUIS
HEMEJICHHOTO BBICBOOOJKAECHHS M BTOPOE KOJIMYECTBO aKTHBHOTO BEIIECTBA JUII OTCPOYEHHOTO
IPOJIOHTUPOBAHHOIO BBICBOOOXKAEHUs. Hampumep, mepsas mOpLUs AKTUBHOTO BEINECTBA
HEMEJUICHHO BBICBOOOKAAETCS B TEYCHHE MEPBOrO 4aca IOCJe BBEICHHS U3 JICKAPCTBEHHOM
¢dopmbl o m3obperenuro. CyliecTByeT MEpUON BPEMEHH, B TEYEHHE KOTOPOTO IO CYIIECTBY
HUKAKO€ KOJIUYECTBO AaKTHBHOTO BELIECTBA HE BBICBOOOKNAETCS] W/UJIM HE MOXKET MPOHHUKATh B
KPOBOTOK W/WiIM ObITH OMOAOCTYIHBIM M3 BTOPOH MOPLMH BBEIEHHOIO AKTUBHOIO BEIIECTBA.
3aTeM IO HCTEUEHUHU eIlle HEKOTOpPOro IMepuojia BpEeMEHH, HalpuMep HECKOJbKHUX YacoB,
BBICBOOOKIAETCS NOMOJHUTEIBHOE KOJMYECTBO AKTUBHOTO BELIECTBA, M BBICBOOOKACHUE 3TOM
BTOPOI1 MOPLIMU MPOUCXOIUT B T€UEHHUE MPOAOIKUTEIBHOIO NEpHOa BpeMeHH, Harpumep 10 12
94acoB IIOCJIE TEPBOHAYAIBHOTO BBEACHHUS WM Jake IOJblIe. DTO BBICBOOOXKIEHHE BTOPOH
NOpIMK OOBIYHO TPOUCXOAUT TOCNE BPEMEHU 3aJePXKKH, B TEUEHHE KOTOPOro aKTHBHOE
BEIECTBO BOOOINE HE BBICBOOOXKAAETCS, MO3TOMY TaKHE JIEKAPCTBEHHBIE (OPMBI, KOTOpPBIE
MOTyT 00eCreYnBaTh 3aePXKKy IO Hadaja BBICBOOOXKAEHMS KOJIMYECTBA AaKTUBHOIO BEIIECTBA,
Ha3bIBAIOTCSl  JIGKAPCTBEHHBIMH  (opMamMu ¢ [JOTCPOYEHHBIM  IPOJOHTHPOBAHHBIM
BbIcBOOOXKIeHNeM [ ]. Takyro jekapcTBeHHYI0 (OpMy MOXKHO BBOJUTH OTHAEJIBHO WUJIH €€ MOXHO
BBOJUTH B KOMOWHALIMY C IPYTUMH JIEKAPCTBEHHBIMU (pOpMaMH.

[000260] YKenatenbHO, 4TOOBI YPOBEHb AKTUBHOI'O BEIIECTBA B KPOBU YBEJIUYHBAJICH,
NPU 3TOM YTOOBI KOHLIEHTPAIMs B KPOBH COOTBETCTBOBAJIA KOJUYECTBY AKTHBHOI'O BEIIECTBA,
KOTOpOE SIBJISIETCS] OMOJOCTYIHBIM TOCIe HEMEIJIEHHOTO BBICBOOOKACHHUSI B TE€UEHUE MEPBOTO
yaca mociie BBeleHus. Uepes HeKOTOpoe BpeMsl YpOBEHb AaKTHBHOIO BEILIECTBA B KPOBHU
CHI)KAETCS 10 YPOBHsI HIDKE JKEIaeMOro WM TepaneBTU4Yeckoro ypoBHs. Btopas mopuwms
aKTHBHOI'O BELIECTBA MOXET MOCTYNaTh B KPOBOTOK IIOCNE€ TOTO, Kak BBICBOAMJIACH TMOPLIMS
HEMEJUIEHHOTO OCBOOOKIEHHsI aKTHBHOTO BELIeCTBa. B BapraHTax OCYINECTBIIEHHSI, ITOCIE TOTO,
KaK YPOBHU aKTHBHOTO BEILLECTBA B KPOBU HAUHMHAIOT YMEHbIIATHCS, KOMIIO3ULIMS JKeJaTelIbHbIM
o0pa3oM yBeNIWYHMBAET W/WIM TOANEPKHBAET YPOBHH B KPOBH HAa YpPOBHE WJIHM BBIIIE
NPUOU3UTENBHO JKENTAeMON KOHLEHTpamu Oe3 HEeOOXOAMMOCTH BBEINECHHS BTOPOH JO3bI
AKTUBHOTI'O BEILECTBA.

[000261] Cnenyromuii npumep WUTIOCTPUPYET OAMH BapUaHT ocyluecTsieHus. Ilepsas
NOPLMsT  HEMEMJICHHOTO  BBICBOOOXKIAEHHMsS  aKTMBHOIO  BEINECTBA HMMEET  HaydaJbHbIH

dapmakokuHeTnueckuii npoduib. HamonHutenu, SKCHUMUEHTHI W T.JA. MOTYT O0ecneduBaThb
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KOHEYHBIM MaCCOBBIN MPOLIEHT.

[000262] Kommo3uuuu st OTCPOYEHHOTO 3aMEIJIEHHOTO WJIM MPOJIOHTMPOBAHHOTO
BBICBOOOXKIEHHNA  sIBISAIOTCA  caenyomumu.  Kakgas  xoMmo3umust € 3aMeIJICHHBIM
BBICBOOOXKJIEHMEM  BKJIFOYAET  ONpPEAENeHHOE  KOJMYECTBO  aKTHBHOTO  BeLIeCTBA U
copmyupoBaHa TakKuMM 00pa3oM, YTOObI AKTHBHOE BEIIECTBO BBICBOOOXKIANIOCH B TEUEHHUE
nepuozaa ot 4 yacos 10 12 yacos, THINYHO OT 6 10 12 yacos.

[000263] IlomucnupThl, TakuMe KaK MaHHHUT, KoaryJsiHThl, Takue kak POLYOX[],
KOAryJSIHThI M CMAa3bIBAIOLIME BEINECTBA, TAKHWE KAK CTEAPUHOBAsS KUCJIOTA, JOOABISIIOT IS
IPaHyJISILUN, KOTOPast MOXKET O0ECIeYHTh KOMITO3UIMIO C OTCPOYCHHBIM U MPOJIOHTUPOBAHHBIM
BBICBOOOJKIICHHMEM aKTHUBHOIO BemlecTBa. KaruieTel, TaOJEeTKM MM JpyrUe JIeKapCTBEHHBIC
(OopMBI KOMMO3HMLIMK C OTCPOYEHHBIM BBICBOOOKICHMEM TMOJYYAOT C HCIHOJIb30BAHUEM
NpOLENyp, M3BECTHbIX B MaHHOH OONACTH, BKJIIOYAs MPOLEAYpPbl HHKANCysiuuu. Takue
JeKapcTBeHHblE (OpPMBI, He OoJbllle, HE MEHbIIE, TUIHUYHO IEMOHCTPHUPYIOT mpoduim
[ IUTEeNbHOTO BBICBOOOKAEHUsI[] B KpPOBH, T.. JieKapcTBeHHbIE (HOPMBI OOBIYHO Cpasy
BBICBOOOKIAIOT AKTUBHOE BELIECTBO MOCIIE MX MPHUEMA U POIOJIKAIOT BBICBOOOKIATh AKTHBHOE
BEIECTBO B TEYEHHE MNPOJOJUKUTENBHOTO BPEMEHU. JTH KOMIIO3MIMU TaKXKE MOTYT OBITH
copMynIHpOBaHBl B JIEKaPCTBEHHYO (OpPMy M MOTYT JI€MOHCTPUPOBaTh MpoduiH
IPOJIOHTUPOBAHHOTO BBICBOOOKIEHMS, BBICBOOOKAAs aKTMBHOE BEIECTBO B TEUEHHUE IEepHOaa
OT HECKOJIBKHX 4acOB A0 12 yacoB mocJse nmpuemMa npenapara.

[000264] B ogHOM BapuaHTe OCYIIECTBIIEHHS JIEKapCTBEHHbIE (POPMBI, 0Opa30OBaHHBIC U3
TAaKUX KOMIIO3HMLUI, MOTYT OBITh HEOOS3aTENbHO IOKPHITBI OCHOBAHHEM JUJISl YIJIOTHEHUSI
TabneTok At mocnenyroomeid obpadoTku. VYmoTHMTENW BKO4arT, Hanpumep, HPMC,
(nomm)atunenrnukons (1131 u T.1.

[000265] B ogHOM BapuaHTe OCYIIECTBJICHUS JeKapCTBEHHAs (hopMa MepeBsizaHa OIHOM
WIM HECKOJbKUMHU IIOJOCKAMH W3 OJHOTO HJIM HECKOJBKHUX MOJHUMEPHBIX MaTepHasioB, Kak
OMKCAHO HUXKe, U moka3ana Ha Pur. 17. Mcnonb3yoT OHY WM HECKOJIBKO OOBSI3BIBAIOIIUX 1O
OKPY>KHOCTH WJIM APYTUX TUIOB IMOJOC U3 MOJMMEPHOrO MaTepuala, HalpuMep, OTHOCUTENIBHO
HEPaCTBOPHMOTO TOJMMEPHOTO MaTepuaja, KOTOPbIE TOJBKO MHUHHUMAIbHO WIH BOOOIIE HE
SPOAMPYIOT WM HE Pa3pyLIAOTCS B TEUEHHE MEePHUOIa BbICBOOOXKIEHHUS] aKTHBHOTO BEILECTBA.
TunuuHble HepacTBOPUMBIE MOJIUMEPBI BKJIIOUAIOT BOJOHEPACTBOPUMBIE MTOJIMMEPDL, OTIUCAHHBIE
Bbille. KonnuecTBo mosoc, MoJoKeHHe WM PAacCTOSHHUE MEXAY IMOJIOCaMH, a Takke TOJIIHUHA
NOJIOC MOTYT KOHTPOJIMPOBATH CKOPOCTh BBICBOOOKIAECHMS AKTUBHOrO Bemectsa. Hampumep,
MEXIy MMOJIOCKaMHU MOXeT ObITh paccTpostare 0,5 mm, 1,0 mm, 1,5 MM, 2,0 MM, 2,5 mm wm 3,0
MM, €CJIM HCIOJBb3yeTCsl HECKOJbKO MOJocoK. Hampumep, kakmas mojocka MOXET HMEThb

mupuny 0,5 mM, 1,0 mm, 1,5 Mm mnu 2,0 MM 1 uMeTh TOALIMHY OT 0KOJio 0,1 mukpona no 100
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MUKPOH, uiu oT 0,1 mukpona 1o 50 mukpoHn, unu ot 0,1 Mukpona 1o 20 mukpoH. Kak nokasano
Ha Qur. 17, B OAHOM BapHaHTE OCYILECTBJIEHUS KaIlJleTa UMEET B€ KPYTOBbl€ INOJMMEpHbBIE
noJIockH, kaxnaas nosocka 20 u 30 umeer mmpuHy okosno 1 MM, ¢ paccrosaueM 40 mexny
nojjockamMu okosio 2 MM. IlepeBsisaHHast JekapcTBEHHas (opMma 3aMeMIieT BBICBOOOXKIEHUE
AKTUBHOTO BELIECTBA U MPOAJIEBAET NEPUOA BPEMEHH, B TE€UEHHE KOTOPOrO aKTUBHOE BELIECTBO
MOXET BbICBOOOXKAThCS W/MJIM IOCTYNaTb B KPOBOTOK, TO €CTb OBbIThH OMomocTynHbIM. B
BapUAaHTaX OCYIIECTBJIEHUS TMOJOCKA(ITOJIOCKK) 3aJepKMBAeT HA4vajo  BbICBOOOKICHHUSI
AKTUBHOTO BELIECTBA TAKUM 00pa3oM, 4TOObI 00ECTIeUnTh BPeMs 3aA€PIKKH, TAK)KE Ha3bIBAEMOE
3a€P’)KKOM Hayaja WM OTCPOYEHHBIM BBICBOOOXKICHHEM, B TEUYEHHE KOTOPOrO HHKAKOe
KOJINYECTBO AKTHBHOIO BEINECTBA HE BBICBOOOXKIAETCsA. 3anepikka Hadalla BbICBOOOKIEHHS
MOYET COCTaBJATH OT 0 4acoB 10 4 4aCOB, WJIM MOKET COCTaBJATh OT 0 4acoB 10 3 4acoB, WU
MOJKET COCTaBJSITh OT 0,5 yaca 10 4 4acoB, MM MOKET COCTaBIAThL OT 1 "aca 10 2 4acoB MOcCHe
BBEJICHUSI.

[000266] OHTepOCOMIOOMIBHOE TMOKPBITHE MOXKET TaKXKe BKIOYAThb JPyrue
SKCLUUMHUEHTHI WM HATIOJHHUTENH, HAPUMEpP TaJIbK, JAKTO3y, JUKaiIbLuii(ochaT, cMa3bBarOIINE
BELIECTBA, TAKHE KaK CTeapaT MarHus U T.J.

[000267] Ha mepeBsi3aHHYIO JIEKAPCTBEHHYIO (POPMY MOXKHO HAHECTH MOKPBITHE, TAKOe
KaK 3HTEPOCOIOOMIIbHOE TMOKPBITHE, HA YPOBHE OT OKOJIO 2 MKr/cm” 10 10 MKF/CMz, TUIIUYHO
0KOJIO 7 MKI/CM”. DHTEpPOCONOONIbHOE TIOKPBITHE 3a7eP KMBAET HAYajo NEHCTBHS aKTUBHOTO
BEIECTBA TAaKUM OOpa3oM, 4TOOBI ObUIO BpeMs, B TE€YEHHE KOTOPOTO HUKAKOE KOJMYECTBO
aKTHBHOTO BEINECTBA HE BBICBOOOXKIAETCS IOCJIE BBEICHUsS JeKapcTBeHHOW (opmbl. Kax
IPaBWIO, TIOCJIE HAHECEHHST SHTEPOCOIFOOMIBHOTO TIOKPBITHS 3a/1ePrKKa Hauaa BEICBOOOXKICHUS
AKTUBHOTO BELIECTBA W3 HMEIOLICH TMOKPBITHE MEPEeBsI3aHHONW JIEKAPCTBEHHOW (OpMBbI
(HampuMep, MepeBsI3AHHOMN KAIUIEThI ¢ SHTEPOCOTIOOMIIBHBIM MOKPBITHEM) MOKET COCTaBJIATh OT
0,5 gyaca 10 4 yacoB, 0ObIYHO OT 1 Yaca 10 2 4acoB.

[000268] B opgHOM BapuaHTe OCYIIECTBJICHHS OIMUCAHHYIO BBIIIE HEMEIJICHHO
BBICBOOOXKIAEMYIO 103y aKTHBHOIO BEINECTBA KOMOMHHUPYIOT C UMEIOLIEH SHTEPOCOTIOOUIBHOE
MOKPBITHE TIEPEBS3aHHON KAaIUIETOM, MCIIONB3Ysl CIOCOOBI, M3BECTHBIE B JAHHOW OOJAcTH, IJIs
MOJlyYeHUs] E€AWMHOW KOMOWHUPOBAHHOW JIEKAPCTBEHHOW (HOPMBI, HAmpUMEp B OIHOU
KEeNaTHHOBOW  Karicyje. Kommnosmumss Moker ObITh  afanTupoBaHa sl O0ecriedeHus
OTIPENENIEHHOTO KEeaeMOro NMpoQuiIst B KPOBH.

[000269] B BapuaHTax OCYLIECTBJIEHUS KOMITO3ULIUM BKJIIOYAIOT IO MEHbILIEH Mepe
KOMIIO3ULIMI0 C HEMEUIEHHbIM BBICBOOOXKIEHHEM U KOMIO3MLHUI C  3aMeIJICHHBIM
BBICBOOOXKIIEHMEM, KOTOpbIe BIIOCIEACTBHUM OyAayT omnucanbsl Hioke. Kommosummu ¢

3aMeJJIEHHBIM BBICBOOOJKIEHHEM OOBIMHO HE JEMOHCTPUPYIOT OTCPOYEHHOE Hauyaio AeHCTBUS
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aKTUBHOTO BemecTBa. KoMmosummss ¢ 3aMe[JIEHHbIM BBICBOOOXKACHHEM OOBIYHO He
JE€MOHCTPUPYET 3HAUUTEIbHBIM MEpPUOJ BPEMEHHU, B TEUEHHE KOTOPOrO HUKAKOE KOJHYECTBO
JIEKApCTBEHHOTO CPEICTBA HE CTAHOBUTCS OMOAOCTYMHBIM U3 JIEKAPCTBEHHOH (OpMBI mocne
BBEJICHUSI.

[000270] B ogHOM BapuaHTe OCYINECTBJIEHHsS TaOJeTKa-Karcyjia MpeacTaBisieT coOoit
KarcyJy, COAep Kallylo MEepBYK IMOPLMI0 aKTUBHOIO BemectBa B (opMe TabJeTKH, KOTopas
copmyIHpoBaHa JJIsl HEMEIJICHHOTO BBICBOOOXKACHUS CPa3y MOCIEe pUeMa Ui BBEIEHHSI, U 110
MEHbIIEH Mepe BTOPYIO MOPLHUI0 aKTHMBHOTO BEIIECTBA, KOTOpas HAXOAUTCs B (hopme TabJIeTKH,
KOTOpast copMynupoBaHa Ui 3aMEIJICHHOTO BBICBOOOXKIEHUS, TO €CTb BTOpAsl MOPLHS
NPOZIOJIKAET BBICBOOOXKIATh OMPENEICHHOE KOJUYECTBO aKTUBHOTO BEINECTBA BIUIOTH 10 6-12
yacoB nocyie npuema. [1o MeHbineit Mepe 15%-50% akTUBHOTO BeleCTBa MPEACTABISIET COOOM
KOMITO3UIIMIO C HEMEIJICHHbIM BBICBOOOXKACHHEM, KOTOpas HAaXOOUTCA B (GopMme TaOJeTKH |
SBJIIETCST TIOAXONALICH JUIsI HEMEIUIGHHOro BBICBOOOKAEHUs. (OcTalbHas 4acTb TaONeTKH-
KarcyJjbl, MO Macce, MOXKET BKJIOYaTh KOMITO3ULHMIO C 3aMEIJICHHBIM BBICBOOOXKIEHUEM
AKTUBHOTO BELIECTBA WJIM YacThb KOMITO3HUIMU C 3aMEIJIEHHBIM BBICBOOOXKIEHHEM aKTHBHOTO
BemecTBa. TabneTka, comeprkaiias KOMIIO3ULMIO ¢ HEMEUIEHHBIM BBICBOOOK/IEHHEM aKTHBHOTO
BeIleCcTBa, W TableTka, coaepikamas KOMIO3HLHUIO C 3aMEIJIEHHBIM BBICBOOOXKIEHUEM
AKTUBHOTO BELIECTBA, MOTYT ObITh OOBEIUHEHBI B OIHOM JIEKApCTBEHHOH (opMme, HarpuMep
JKEJIATHHOBOM KaICyJie, C NCIOIb30BAHNUEM CIIOCOO0B, M3BECTHBIX B TAHHOH 00J1acTu.

[000271] B ogHOM BapuaHTe OCYILIECTBIEHUs KaIuleTa ¢ TPaHyJIMPOBAHHBIMU YaCTULIAMU
npencTaBisier coOOH Kamcysy WM KamjeTy, COAEPIKAaIlyl MEepBYI0 4YacThb I'PAHYJIMPOBAHHBIX
YaCTHLl AKTHBHOTO BEIECTBA, KOTOpask CHOPMYJIHPOBAHA [l HEMEAJIEHHOTO BBICBOOOXKIEHUS, U
IO MEHbIIEH Mepe BTOPYIO YaCTh aKTUBHOIO BEIECTBA, KOTOPAsi HAXOOUTCS B (hopMe TabJIeTKHy,
KoTopasi chopMyJIMpPOBaHA AJIsi 3aMeIJIEHHOro BbiCBOOOkaeHus. [1o menbineii mepe 15%-50%
AKTUBHOTO BEIECTBA MPEACTABIIET COOOW KOMIO3HUIHUIO ¢ HEMEIUICHHBIM BBICBOOOXKIEHHEM U
MOJKeT OBITh B IpaHyJiax IO CPABHEHHIO C Ta0ieTKoi. B ogHOM BapmaHTe OCYLIECTBIEHHS IO
MeHbInel Mepe okojio 80% conmeprkalieit rpaHyJIbl KArCyJibl BKJIOYAET KOMIIO3UIUIO0 aKTUBHOTO
BEIECTBA JJII HEMEJIEHHOTO BBICBOOOKIEGHHS B TPAHYJIMPOBAHHOW Qopme, OOBIYHO
cofepkallyrocs B OTHeNnbHOM karulere. OcTanbHas 4acTb COJEp’Kalleill IpaHyJHUpOBaHHbIE
YaCTHUIIbI KATUIETBI, TI0 MACCE, MOJKET BKJIFOUATh KOMIIO3HLIUIO C 3aMEJIEHHBIM BBICBOOOKICHHEM
aKTUBHOI'O BEILECTBA, UM COAep Kalllas rpaHyIMpOBaHHbIE YaCTULIbI KaIJIeTa MOXKET BKJIHOYATh
4acTh KOMITO3UIMM C 3aMEIJICHHbIM BBICBOOOXKIEHHEM aKTHBHOrO BemiecTsa. Karmuery,
COIEPIKALTYI0 KOMITO3UIMIO C HEMEUIEHHBIM BBICBOOOXKIEHHEM AaKTHBHOIO BEIIECTBA, H
KaIUIeTy, COAEPKALIYI0 KOMITO3ULIUIO C 3aMEJIEHHBIM BBICBOOOKIEHHEM aKTHBHOTO BEIECTBA,

MOJKHO OOBEIMHHTb B OJHOM JIEKApCTBEHHOUW (opme, Hampumep >KeJaTUHOBOH Karcylne, ¢
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HCIIOJIb30BAaHUEM CITOCOOOB, U3BECTHBIX B JAHHOM 00J1aCTH.

[000272] B onmHOM BapHWaHTe OCYIIECTBJICHHS MHOTOCJIOWHHAs TalOJeTKa COHEPIKUT
TabJETKy, UMEIOLIYIO J1Ba WK 0OJIee CI0eB C aKTUBHBIM BELIECTBOM, KOTOPOE C(HOpMYIHPOBAHO
11 HEMEJIUIEHHOTO BBICBOOOXIEHUS, U CJIOH aKTUBHOTO BELIECTBA, CHOPMYIUPOBAHHBINA IS
3aMEJICHHOTO  BBICBOOOKAEHMs. MHOrociolHast —Ta0leTka CONEP)KUT  ONpesieeHHOe
KOJIMYECTBO aKTUBHOTO BELIECTBA JUII HEMEIJIEHHOTO BBICBOOOXKAECHUS Cpa3y HOCie IpueMa u
N0 MeHbIIeH Mepe BTOPYK TMOPLUI0 aKTHUBHOIO BEINEeCTBA, KOTOpPas MOXKET HEMEIJIEHHO
o0ecrnevnThb OnpenesieHHOe KOJIMYECTBO aKTUBHOTO BEIECTBA B T€YeHHE 10 O 4acoB - 12 4acoB
nocje mpueMa MHOrocioiHoi Tabnerku. ITo menbinedi mepe 15%-50% akTUBHOrO BelecTBa
NPEACTaBIsieT COOOW KOMMO3HMLHUI C HEMEIJIEHHbIM BBICBOOOXKIEHHMEM. B OnHOM BapHaHTe
OCYIIECTBJICHUs] MO MeHbInel Mepe okojo 80% MHOTOCIOWHOH TaOJeTKHu BKIIKOYAET
KOMITO3UIIMIO AKTUBHOTO BEIIECTBAa JJISI HEMEMJIEHHOTro BbICBOOOXKIeHHs. OcraibHas 4acTb
MHOTOCJIOMHOM TaOJIETKH, MO Macce, MOXKET BKJIIOYaTh KOMIIO3MIMIO C 3aMeIIEHHBIM
BBICBOOOXKIICHHMEM AaKTHBHOTO BELIECTBA WJIM MOXET BKJIOYAaTh YaCTh KOMIIO3HIHMU C
3aMEeIUIEHHBIM BBICBOOOK/IEHHEM aKTHBHOI'O BEINECTBA. JTH KOMITO3UIMU MOXKHO OOBEAMHUTH
OOLIETPUHSATBIM CIIOCOOOM, HAampUMep B TaOJETOYHOM mpecce, YToOBI mociie 00paboTKH
KOHeuHast TabJeTHpOBaHHAs JIEKapCTBeHHas (Gopma uMena 1Ba WM Oojiee CIIOEB, TAe IO
MEHbBIIEH Mepe TMEpPBBbIH CIOH COAEPKUT KOMIIO3ULMIO C HEMEIJIEHHBIM BBICBOOOKIEHHUEM
aKTUBHOTO BELIECTBA, a BTOPOH CJOH COAEPNKUT KOMIOZULMIO C 3aMEAJIEHHBIM
BBICBOOOKJIEHHEM aKTHBHOTO BELECTBA.

[000273] B omHOM BapHaHTe OCYLIECTBJIEHMsS AaKTHBHOE BELIECTBO COCTABJISET IIO
meHbiieir Mmepe 20%-30%, 30%-60% wumu 70% Macc. KOMIO3ULMH C 3aMEJICHHBIM
BBICBOOOJKIICHHEM, MpPH 3TOM OCTAJIbHYI) MAacCy KOMIIO3MLUHN COCTaBJISIOT 3KCIHITHEHTBHI,
HanpuMep HAaIOJIHUTENY, CMasblBalol[ue BellecTBa, mnonuMepsl u T.A. [lomumep Mmoxer
IIPUCYTCTBYOBaTh B OJJHOM BapHaHTE OCYLIECTBJICHUs B KojuuecTBe 5%-20% macc. B pacuere Ha
Maccy KOMITO3ULIUU C 3aMeJICHHbIM BBICBOOOXKIEHHEM, U B OJHOM BapHaHTE OCYILECTBIICHHS
7%-10% Macc. B pacueTe Ha MacCy KOMITO3HIIMH C 3aMEIJIEHHBIM BHICBOOOKIEHHEM, U B OJHOM
BapuaHTe ocymectieHus: 10%-16,5% macc. B pacuere Ha MacCy KOMITO3UIIMH C 3aMEIJIEHHBIM
BbICBOOOXKIEHNEM. B OZHOM BapWaHTe OCYINECTBJICHHs NOJMMEp NPEACTaBisieT CcoOoil
LEJUTIOJIO3HBIA TosiuMep, Hampumep, Methocel K4M u npucyrcrByer mpu okojio 10% wmace.
KoMno3nuuio ¢ 3aMemyieHHbIM BBICBOOOXKIEHMEM MOMKHO TIOJYYUTh METOIOM IPSIMOTO
IIPECCOBAHUS WJIM MOKPOT'O TPaHyJJIUpPOBaHUS.

[000274] KoOMMO3UIMIO MOKHO TMpeccoBaTb B TaOJNIETKU WM MOXKHO BKIIOYHUTH
HENOCPENCTBEHHO B nuily. Takue KOMNO3MLMM AOJDKHBI COAep:kaTh 1o MeHblieidl mepe 0,1%

AKTHUBHOTO COCOUHCHUA. HpOI_IeHT B KOMIIO3MIHUAX H Mperiapartax MOXET BapbUPOBATHCH,
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Harpumep, oT okoJio 2% 1o okosio 60% macc. B pacuere Ha MacCy KOMITO3ULIMH WM TIpernapara.

[000275] DxCUUMHUEHTBI BKIKOYAIOT, HO HE OTPAHUYHUBAKOTCS 3THUM, OJIMH WM HECKOJIBKO
(dapmMareBTHUECKH NPHEMIIEMbIX HHEPTHBIX pa3z0aBuUTENel; YCBOSIEMbIH CheJOOHBIH HOCHTEINb;
paspbIxiuTeNb AN OOJerdeHus pacraja, Hampumep, MOAM(ULMPOBAHHBIE IPOH3BOHBIE
LIeJUTIOJIO3bI, MOAU(UIIMPOBAHHBIE TPOU3BOAHbBIE KpaXMaJa U T.J., IPU 3TOM CIIeyeT OTMETUTb,
YTO CIENUAINCTaM B JAHHOH 00JacTH JOKHO OBITh NOHSTHO, YTO APYI'ME WHIPEAUEHTHI,
BKJIIOYAsl CBS3YIOIIME W CMas3blBAIOIIME BELIeCTBA, TAaKKe€ MOIYT BIHMATH Ha mHpoduib
pPacTBOpPEHHs JIEKAPCTBEHHOW (OPMBI, JKEJATUHOBYIO KAICyJy C TBEPAOW WK MSTKOM
obonoukoii; nukameluii ¢gocdar; CBs3yrolee, TaKOe Kak Kamelnb TparakaHTa, apaBUNCKast
KaMeJlb, KYKYPY3HBIA KpaxMall WM JKEeJIaTUH, Pa3pbIXJIUTENb, TAKOH KaK KYKYpPYy3HBIH Kpaxmal,
KapTOQeNbHbI KpaxMaJl, albTMHOBasi KHCIOTa M T.JA.; CMa3blBaIOLIee BEIIECTBO, TaKOE Kak
cTeapar MarHus; MOJCIACTUTENb, TAKOW KaK caxapo3a, JJAKTO3a WIN CaXapuH, OTAYLIKY, TAKYIO
KaKk MsTa T[epevyHas, Macjo TpyIIaHKH, BHUINHEBAsS OTHAYLIKA, OJHO WJIH HECKOJIbKO
NOBEPXHOCTHO-aKTUBHBIX BEIIECTB, TAKHX KAaK HOHHBIE, HEHOHHBbIE TOBEPXHOCTHO-AKTUBHBIE
BEIECTBA W/WJIHM COJIM JKENYHBIX KHCJIOT, NPU 3TOM AHHOHHBIE TOBEPXHOCTHO-AKTUBHBIE
BEIIECTBA BKIIFOYAIOT ANKWICYJIb(paT HaTpus (Jlaypriicyiab(ar HaTpHsi) U CYJIb(HOCYKIHNHATHDIE
NPOM3BONHBIE, TAKHE KaK JOKY3aT HATPHs, HEHUOHHBbIE MOBEPXHOCTHO-aKTHUBHBIE BEIIECTBA
BKJIFOYAIOT CJIOXKHBIE 3(PUPbI MOJMOKCUITUICHCOPOUTAHA M JKMPHBIX KUCIOT (MONUCOPOATHI),
takne kak TWEEND 20, TWEEND 80, TWEEND 40, SPAN[O 20, cnoxsble 3(QUpHI
NOJIMATUIICHITIUKONEN U *kupHbIX kucnoT, Takue kak GELUCIREL 44/14, GELUCIREL 50/13,
HACBILICHHbIE TOJIUIJIMKOJIM3UPOBAHHbIE (BKJIIOYAs MOHO-, IHM- WJIH TpPU-)[JIHLEPUIbL,
CpEIHEeLEeIOYeUHbIE MOHOTJTULIEPUIBI (6-10 aTOMOB yriepona), TaKue KaK
rimunepuiMonokanpuiat (IMWITOR O 308), rauuepunmonokanpoatr (CAPMULD MCM C-8),
riuuepunkanpuiat/kanpar  (CAPMULL] MCM), nNOJHMOKCHATHUJIEHIIMLIEPUIKANIPUIAT |
nojuokcusTuiaeHrmuepuikanpoatr (LABRASOLL), cioxkHble 3¢HpBl  CpeaHELENOYEUHbIX
JKUPHBIX KHCJIOT, TAaKWe KaK MIHLepuiaTpukanpat u raunepuwirpukanpmiar (MIGLYOLD 612),
OJIOK-TIONIUMEPBI  3TUJICHOKCHA W TPONMJIEHOKCHAA, OJIOK-COMOJIMMEPhl TMOJHOKCUITHIICHA-
nojrokcunponieHa, takue kak [lomokcamep 188 (PLURONICU F-68), Ilonokcamep 237
(PLURONIC[] F-87), Ilomokcamep 338 (PLURONIC[] F-108), Ilonokcamep 407
(PLURONICO F-127), Ilomokcamep 124 (PLURONICO L-44), mnomuoKcuicTeapar-
nonudTokcuiupoBanHasi  (40) creapuHoBast kuciora (MYRIJO 52), STOKCHIMPOBaHHOE
KaCTOPOBOE MaCJIO-TIOJMITOKCHINPOBaHHOE (60) THIpPOreHN3UpOBAaHHOE KAacTOPOBOE MAcCIo
(CREMOPHORLU EL), sTokcumupoBaHHas THAPOCTEAPUHOBAS KHUCIIOTA-TOJIMITUIICHTJIUKOIb
660 rugpokcucreapar (SOLUTOLD HS 15), nonmokcmstunenankunossle 3¢upsr (12-18

aTOMOB yrjepona), Takue kak monuokcun 20 nerocreapuiosbiii a¢gup (ATLASO G-3713),
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nonuokcun 10 onemnossiit 3¢gup (BRIJD 96, BRIJID 97, Oleth 10), 3¢up momusTHIEHTTUKONSA
(TRITON™ X-100, TRITON™ X-114, TRITON™ X-405, TRITON™ N-101) u neturussr,
takue kak (ochomumuaer (gumupucromn DL-anbda-pochaTuanixoanH), MOBEPXHOCTHO-
AKTUBHBIE BEINECTBA, MPEACTABIAIOLIME COOOH COMM  JKETYHBIX  KHCJIOT,  BKJIIOYAsS
J€30KCUXOJIEBYIO KUCIIOTY, IE30KCUXOJIAT HATPHS, XOJIEBYIO KUCIIOTY, TAypOXOJIAT HATPUS, U T.A.
JlekapcTBeHHast popMa B BUZE KAaICYJIbl TAKXKE MOMKET COIEpPKaTh KUAKHH HOCUTENb. Jlpyrue
BEIIECTBA MOTYT MPHUCYTCTBOBaTh B KAUECTBE IMOKPBITHH JIEKApPCTBEHHONW (HOpMBbI WM IS
mMomudukamu ee (PU3NIecKoil (GOpMbI MHBIM CIOCOOOM, Hampumep, TaOJEeTKH, MUIIOJIU WA
KarcyJjbl MOTYT UMETh IMOKPBITHE W3 Ineiaka w/win caxapa. CUponm WM 3JIMKCHP MOTYT
COIepKaTh AaKTUBHOE BEINECTBO, Caxapo3y B KAa4yecTBE IMOJCIACTUTENs, METHWI- U
nponwinapadbeHbl B KA4eCTBE KOHCEPBAHTOB, KPACUTENb U OTAYIIKY.

[000276] B BapuaHTax OCYLIECTBJIEHUS B KOMITO3UIIUIO MOTYT OBbITh BKJIFOUEHBI IPYTHE
AKTUBHbBIE BELECTBA.

[000277] B ogHOM BapHWaHTE OCYLIECTBJICHUS JIEKAPCTBEHHBbIC (POPMBI MPEICTABISIOT
co0O 3amOJHEHHbIE JKUAKOCTBIO MATKHE TeJIeBble KAalCyJbl, COAEpIKAILINe SKCIHUITUEHTHI,
KOTOpPBIE COAEpIKaT JIUMHIBI, MOBEPXHOCTHO-AKTHUBHBIE BEIECTBa M pacTBopuTenu. Kamcybl
MOTYT COAEp)XaTb KOMIIO3MLIUU JJIs1 HEMEIJIEHHOrO BBICBOOOXKIEHUS, OTCPOYEHHOTO
BBICBOOOXKIICHHUS, AITUTEIBHOTO BBICBOOOKAECHUS MIIH KOHTPOJIUPYEMOTO BBICBOOOXKICHHS.

[000278] KoMmo3uiuss MOKET COAEPKaTh SKCLIUMUEHThI, TAKME KAK OJTHA WJIU HECKOJIbKO
KHUPHBIX KUCJIOT. Crioco0 BKIIIOYAET pacTBOPEHUE, PACILIABICHUE I CYCIIEHAUPOBAHUE IIJIOXO
pPacTBOPUMOIO B BOJI€ AKTUBHOIO BEIIECTBA B OAHON MWJIM HECKOJIBKHX >KMPHBIX KHCJIOTAXx,
KOHBIOTHPOBAHHBIX JKUPHBIX KHCJIOTaX, (MOJy-) TBEPAbIX MOBEPXHOCTHO-aKTHBHBIX BEINECTBAX,
umerIux Bbicokoe 3Havenue [JIb, w/unn ruapodunpHbix nmonumepax. [lomxonsimue KUpHbIE
KUCJIOTHI BKIIOYAKOT Ci0-Cig skupHBbIE KUCIOTHI, npeanouTuTeabHo Ci6-Cig KUPHBIE KUCIOTHL
[Monxoxnsmue KOHBIOTUPOBAHHBIE JKUPHBbIE KUCIOTHI BKIHOYAOT C1o-Cig JKUPHBIE KHUCIOTBHI,
npeanoytutenbHO Ci6-Cig JKUPHBIE KHCIOThI, KOHBIOTHPOBAHHBIE C MIIMLEPUHOM (HampuMmep,
MOHOTJIMLIEPHBI), MOHOcaxapuzamu w/wnmu nomustaineHrukonem (I100).  IMoxgxopsiue
rHAPOQHIIbHBIE TIOJTUMEPHI BKIIFOYAIOT IMOJIOKCOMEPHI M TTOJIOKCAMUHBI.

[000279] IMogxonsuue kupHble KUCTOThI BKIIOUAOT Co-Cis KUPHBIE KUCTIOTHI, Oosee
npeanoututenbHO Cig-Cig KUpHBIE KHCIOTHI. IIpUMepbl XKUPHBIX KHUCJIOT BKIOYAKOT, HO HE
OTrPaHUYMBAIOTCS  3TUM,  JAOACKAHOBYI0  (JIAypHHOBYIO)  KHCJIOTY,  TETPAACKAHOBYIO
(MUPHCTHHOBYIO) KHCJIOTY, T€KCaIEKaHOBYIO (TAJbMHUTHHOBYIO) KHCJIOTY, TE€NTaJeKaHOBYIO
(MaprapvHOBYIO)  KHCJIOTY, OKTAJIeKaHOBYIO (CT€apMHOBYI) KHCJIOTY, 3HKO3aHOBYIO
(apaxuIMHOBYIO)  KHCIOTY, JOKO3aHOBYKO  (OEreHOBYyI)  KHCJIOTY,  TETPaKO3aHOBYIO

(IUTHOLIEPUHOBYIO) KHCJIOTY, T'€KCAKO3aHOBYIO (LIEPOTHHOBYIO) KHCIOTY, T€NTaKO3aHOBYIO
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(xapOOLEPUHOBYIO) KHCJIOTY, OKTaKO3aHOBYIO (MOHTaHOBYIO) KHCIIOTY, TPHAKOHTAaHOBYIO
(MEMCCHHOBYIO) KHCIIOTY, TOTPHAKOHTAHOBYIO (JJALIEPUHOBYIO) KUCIIOTY, TPUTPHAKOHTAHOBYIO
(IepOMENNCCHHOBYIO)  KHCIOTY,  TETPATPUAKOHTAHOBYIO  (TE€ANOBYK)  KHCIOTY U
MEHTAaTPUAKOHTAHOBYIO  (LIEPOIIACTOBYIO)  KHUCJIOTY. JKUpHBIE KHCJIOTBI MOTYT  OBITh
HACBILICHHBIMU  JKUPHBIMU ~ KUCJIOTAMH, MOHOHEHACBILIEHHBIMU JKUPHBIMH  KHCJIOTaMH,
NOJIMHEHACHIIEHHBIMU JKUPHBIMH KHUCJIOTAMH WJIM MOTYT MpPEACTaBJIATh COOONW KOMOWMHAIMU
BBILIENIEPEUNCTIEHHBIX .

[000280] Macna, Hampumep, pacTUTEIbHbIE Macia, TaKHe KaK COEBO€ MAacjO, MOXKHO
UCTIOJIb30BATh OTAEIBHO MM B KOMOMHAIIMH C BEIECTBAMU TOKPBITUH, EPEYHCICHHBIMH BbILIE.
CoeBoe macno comepkut 14,4% HACBIIEHHBIX JKUPHBIX KHUCIOT, 23,3% MOHOHEHACHIIEHHBIX
JKUPHBIX KHUCJIOT, TaKUX KakK OJIEMHOBas Kucjiora, U 57,9% MONMHEHACBHIIEHHBIX >KUPHBIX
KHCJIOT, TAKUX KaK JIMHOJIEBAsi KUCIIOTA U ajib(a JHMHOIEBas KUCIIOTA.

[000281] B ogHOM BapHWaHTE OCYIIECTBJICHUS >KUPHAs KUCJIOTa KOBAJIEHTHO CBSI3aHA C
TITULEPHUHOM, MOHOCAXapHUIOM, TAKUM KaK COPOUT MM COPOUTAH, OJHATKHUIEHOKCHIOM, TAKUM
KaK TMOJMSTWIECHTJIUKOIb WU TOJHUIPOIIIEHTJIUKOIb, WA UX KOMOMHALMSAMH. DTH BEIECTBa
Ha3bIBAIOTCSl KOHBIOTMPOBAHHBIMU SKUPHBIMU KHUcJoTaMu. llonxopsiiyie KOHBIOTHPOBAHHBIE
JKUPHBIE  KHUCJIOTBl  BKJIIOYAIOT, HO HE OrPaHUYMBAIOTCS OTHM, CIOXKHbIE 3(QUPHI
MOJIMATUJICHIJIMKONS U JKMPHBIX KUCJIOT, TaKHE KaK BEIIEeCTBA, KOMMEpPYECKU AOCTYIHBbIE MOJ
toprosbiM HazBanueM GELUCIRELD, cioxHble 3(pupbl COPOUTaHA U SKUPHBIX KUCIIOT, TAKUE KaK
COpOUTaHMOHOCTEApAT, CIOXKHBIE 3(UPHI MIHULEPUHA U JKUPHBIX KUCJIOT U3 IEePEUNUCIEHHBIX
BBIIIE JKUPHBIX KHCJOT, TaKHe Kak [DJHLepuHOereHaT W TIJIMLEPHIIMOHOCTEapaT, U HX
KOMOUWHALIMH.

[000282] JInama3zoH KOHUEHTPALH JKUPHON KUCIOThI COCTABJISIET OT OKOJI0 1% 10 OKOJIO
20% B pacuere Ha MacCy KOMIO3HUIMH, MPEANOYTUTENBHO OT Okojo 5% mno okomo 15% B
pacyere Ha MacCy KOMITO3ULMH (MHUKPOYACTHLIBI K HOCUTEJID).

[000283] BonoHepacTBOPUMOE aKTUBHOE BELIECTBO MOMKET OBbITh MOKPBITO OJHUM HWJIH
HECKOJIbKUMH MOBEPXHOCTHO-aKTUBHBIMHU BELIECTBAMH, OTAEJIBHO MM B KOMOWHALIMU, U OJXHOH
WJIA HECKOJIBKUMH JKUPHBIMU KHUCJIOTAMH WJIN KOHBIOTHPOBAHHBIMHU KHPHBIMH KHUCJIOTAMU H/HUJTH
OHUM HJIH HECKOJBKHUMH T'UAPOQUIBHBIME MONIMMEPaMU. B OJHOM BapwaHTe OCYIIECTBIECHHS
MOBEPXHOCTHO-aKTUBHOE BemecTBo uMmeeT 3HaueHue ['JIb Oomnbine uem okorno 10, Gomnbime uem
okoJio 12, Gomnbine yem okoJo 14 wmu Gonpine yem okono 16 (mo mkane 1-18). IToBepxHOCTHO-
AKTUBHBIC BEIECTBA, UMeroIIHe xkenaemblil ['JIb, n3BecTHbl u3 ypoBHs TeXHUKU. [[0OBEpXHOCTHO-
AKTUBHOE BEIECTBO MOKET OBbITh AHMOHHBIM, KATHOHHBIM I HEHOHHBIM. B OHOM BapuaHTe
OCYIIECTBIIEHHUsSI ~ [TOBEPXHOCTHO-aKTHBHOE  BEINECTBO  MPEACTaBIsieT COOOM  HEHMOHHOE

MOBEPXHOCTHO-AKTUBHOC BCIICCTBO.
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[000284] Ilpumeprl Takux IMOBEPXHOCTHO-AKTUBHBIX BELIECTB BKJIOYAIOT, HO HE
orpaHuuuBaroTcs 3TUM, nonucopdbar 20, 40 u 80 (mocraBiseTcss HAa PBHIHOK IOJ HAa3BAHHUEM
TWEEND), moiuoKCHITHIIEHMOHOCTEapaT, HEKOTOPbIE CIIOXKHBIE 3(UPBI CaXapoB, TaKUE Kak
MOHOJIAypaT C€axapo3bl, 3TOKCHIMPOBaHHbIE HOHWI(peHonbl, anbpa onepuHCyIbHOHATHI,
STOKCHJINPOBAHHBIE TAJUIOBbIE AMHHBI, OJIOK-COMOJUMEPBl 3THIEHOKCHA/IPONMIEHOKCU A,
STOKCUJINPOBAHHBIE COEBbIE AMUHBI, JKUPHBIE KUCJIOTHI W CIHUPTHI, MOJUITOKCUIUPOBAHHOE
KaCTOPOBOE Macio, noaucopOarsl, MOJIMOKCUATUIICHAJIKUIIOBBIE 3¢upsI u
MOJIMOKCU3TUIIEHCTEAPAThL.

[000285] B onmHOM BapuaHTe OCYIIECTBJICHHUS TOBEPXHOCTHO-aKTUBHOE BEIIECTBO
npeAcTaBsieT coOOi TOBEPXHOCTHO-aKTUBHOE BemiecTBO ¢ BbicokuMm [JIb, comepxkamee
JKUPHOKHUCJIOTHYIO Lienb. Ilogxonsdinue nmoBepXHOCTHO-AaKTHBHBIE BEINECTBA BKIIIOYAIOT, HO HE
OTFPaHUYMBAIOTCS  3THM, [OJUITOKCIJIMPOBAHHOE  KAaCTOPOBOE  Macjo,  MOJHCOpOaTsl,
MOJIMOKCHUATUIICHAJIKIIIOBBIE 3()UPBI M MTOJIMOKCHATHIIEHCTEAPATHL

[000286] IlpousBomHBIE MOJUOKCHATUIEHOBOTO KAacCTOPOBOTO Macjia COAepIKar
NPEeUMYIIECTBEHHO  PULUHONECWINNIMLEPUH,  3TOKcuiaupoBaHHbli  30-50  monexynamu
sTuneHokeuaa. IlomucopOaTel Wil CIIOKHBIE 3(QUPBI MMOJUOKCHATIIICHCOPOUTAHA M SKUPHBIX
KHCJIOT TPEACTABISIOT COOOW CEpUI0 HEMOJHBIX 3(PHPOB KUPHBIX KUCIOT U COpOHMTAa M €ro
aHTUIPU/IOB, COTIOIMMEPU30BAHHBIX ¢ MPHOMM3UTENbHO 20, 5 minn 4 MOJISIMM 3THIIEHOKCH/IA Ha
KaXIbIii MOJIb copOuTa M ero aHruapuaos. [lodyueHHbIl MPOAYKT NMpPEeAcTaBisieT co0Ool CMech
MOJIEKYJI, UMEIOIIUX IMIUPOKUN AMANA30H MOJIEKYJSIPHBIX MaccC. IIOIMOKCH3THIIEHANKUIIOBbIE
5(UpBI MPEACTABISIOT COOOH CEPUI0 MOTMOKCUITHIIEHIINKOJIEBBIX MPOCTHIX 3(UPOB JIMHEHHBIX
JKUPHBIX CIIUPTOB (H-CIIUPTOB), TAKUX KaK JIAypPHJIOBBIH, MHUPUCTWJIOBBIH, LETHJIOBBIA U
cTeapwioBblii  crupThl.  [lonmuokcusTuUnEHCTEapaThl  MOJYYAOT  MOJUSTOKCHIMPOBAHUEM
CTE€aPUHOBOU KUCJIOTHI.

[000287] He :kenas ObITb CBSI3aHHBIMU KaKOU-TUOO TeOpWEH, TOJararT, YTO
ruapodIIIbHAsT  YacTh IOBEPXHOCTHO-aKTHMBHOTO BEIIECTBA YCHJIMBAET COBMECTHUMOCTB
AKTUBHOTO CPENCTBA C BONHOW CpEeNoOM Uil pacTBOPEHHs in VItro WM in VIVO B 9YTO
JKUPHOKHCJIOTHAst OOKOBasl LIeNb YCHIINBAET aOCOPOLMIO uepe3 OKUCIEHUE JKUPHOHN KUCIOThL. Bo
BpeMsl OKMCJIEHUsl JKUPHBIX KHCJIOT MOIJIOLIAETCS BHYTPHUKJIETOYHBIN Ca™*, uro NPUBOAUT K
PaCIIMPEHUIO IIEJIEBbIX COCUHEHNUN KJIETOK, MO3BOJIsIsl AaKTUBHOMY BEILECTBY IPOXOAUTDL MEXKAY
kjerkamu. Kpome Toro, Takue 4acTUIBI C TIOKPBITHEM MOTYT ObITh Oosiee CTaOMIBHBIMH, YeM
JIEKapCTBEHHOE CpPENCTBO OTAENBbHO, HAmpuMmep, MNpeAoTBpallas OKHUCIEHUE aKTHUBHOIO
BELIECTBA.

[000288] KoHueHTpaiusi NOBEpXHOCTHO-AaKTUBHOI'O BEIECTBA COCTABJSAET OT OkoJio 1%

no okono 50%, mpenmouturesnbHO OT Okojo 5% 1o okono 15%, B pacuere Ha Maccy
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KOMITO3ULIUH (MUKPOYACTHIIBI U HOCUTEID).

[000289] Tloaxonsmue runpoduiIbHbIe MOTUMEPHI BKIFOYAIOT, HO HE OIrPAaHHYHBAKOTCS
5THUM, IIOJIOKCAMEPBL, MOJOKCAMHUHBI, IOJUATHIEHIVINKONY, TOJMBUHWIOBBIE CIIUPTH,
NOJMBUHUIITUPPONIUAOH, MONU(BUHUJIOBBIM CHUPT), MPOU3BOJIHBIE LEJUIIOJO3bl, TaKHE Kak
TUPOKCUNIPONUIILENIIION03a, TUAPOKCUMETHILEIUIION03a, THAPOKCUIIPONUIMETHIILEIIIIO034,
JKeJIaTHH, KapOOKCUMETHIILIEIUTION03a, U MTOJUIENTHIBI.

[000290] KonuenTtparmusi ruapo@UIbHOrO MOJUMEpPa COCTABJISIET OT OKOJIO 1 A0 OKOJIO
50% B pacueTe Ha MacCy KOMIO3ULUH, OoJiee TPEANOYTUTENILHO OT OK0JIo 5% 1o okoso 15% B
pacyere Ha Maccy Kkommosuuud. Eciam ruapouibHBIA TONMMEp TMpencTaBisieT coOoH
MOJIUATUIIEHTJINKONb, KOHLIEHTPaLUs COCTaBisieT oT okosno 1% po okono 80% B pacuere Ha
Maccy KOMITO3ULIUHU, OT okoJio 30% no okoso 60%, ot okoio 35% no okono 60% unu OT OKOJNO
40% no okono 60% B pacyeTe HAa MACCy KOMIO3UIUHU (MUKPOYACTHUIIBI 1 HOCUTED).

[000291] B opmHOM BapwaHTe OCYLIECTBJICHHS MHUKPOUYACTHULBI TMOJYYAOT IyTEM
no0aBJieHUs] CMECH JIEKapCTBEHHOTO CPEACTBA M MarepHhaia(MaTepuasoB) AJsl MOKPBITHUS K
dapManeBTHUECKH MPHEMIIEMOMY HOCUTENI0. B OJHOM BapuaHTE OCYINECTBJIEHUS HOCHTENb
npeacTaBisieT co0oi ruapouIbHBIA WK JUMOPUIBHBIA HOCHTENb. [loydeHHbIE YacTHLIBI
CYCHEHIUPYIOT B HocuTene. Hocurenb MOXkeT npeacTaBisiTh cOO0H OAMH KOMIIOHEHT MITH CMECh
KOMIOHEHTOB. HocuTenb MOXeT BKJIIOYATh PACTBOPUTENH, MOBEPXHOCTHO-aKTHUBHBIE BELECTBA
WM Apyrue SKCLUUMHUEHTHl. BelecTsa, UCMONb3yeMble B Ka4€CTBE HOCHUTENS, MOTYT U3MEHSTh
WK MOAU(DULIUPOBATH CKOPOCTh BBICBOOOXKIIEHHS JIEKAPCTBEHHOTO CPENCTBA U3 MUKPOYACTHUIL
W/WJIH CKOPOCTh PACTBOPEHHSI JIEKAPCTBEHHOTO cpencTBa. KoMno3uimm MoryT IeMOHCTPUPOBATh
nByx(asHeli NMpOMIb BBICBOOOKAEHUS] H3-32 CBOICTB KOHTPOJHPYEMOIO BBICBOOOKIEHUS
MHUKPOYACTHI] U CBOWCTB KOHTPOJHPYEMOTO BBICBOOOXAEHUs Hocurens. H3MmeHeHue
KayeCTBEHHOIO0 M KOJMYECTBEHHOI'O COCTaBa BELIECTB-HOCUTENEH MOXET TO3BOJUTH
MOJYJIHPOBaTh MPO(HIIL BHICBOOOXKIEHUST aKTUBHOTO BelnecTBa. Hocutenb MOXET conmepkarh
OIUH WM HECKOJbKO pPEryJHUpYIOIIUX CKOPOCTb 3KCIUIHEHTOB, KOTOpbIE pPEryJHUpyIOT
BBICBOOOJKIICHHE AaKTHBHOIO BellecTBa. [IpuMephbl pPEryJIHpYOIIUX CKOPOCTb SKCLUITHEHTOB
BKJIIOYAIOT, HO He orpanmuuBaroTcs 3tuM, rimnepuinderenat, GELUCIRE[], CREMOPHOR[],
TUJIPOTe€HU3UPOBAHHOE PACTUTENBHOE MACJIO, MUEIUHbBIN BOCK, LIEJITIOJIO3HbIE MTOJIUMEPDI, TAKHUe
kak runpomeriosa, ameruaatel, CARBOPOL U u nx komOuHALNN.

[000292] B omHOM BapuaHTe OCYIIECTBJICHUS HOCUTENb NPEIACTABISIET COOOM
rUAPOQIIIBHEI  HOCHTENb, COAEPIKALIMHA TOBEPXHOCTHO-aKTUBHOE BELIECTBO, HMEOINee
3HayeHue I'JIb Gonbiie yem okoyo 10, Oonbime yeM okojio 12, Gonbine yem okoyio 14 wiu
Oonpime uyeM okono 16, w/munm sBASETCA BONOPACTBOPUMBIM. THUmM4HBIE TUAPODUILHBIE

HOCHUTECIIN BKJIFOYAKOT, HO HC OrpaHUYNBAIOTCA S3THUM, MOJIMS3THIICHIJIMKOJIHN, MTOJIMOKCHUATHJIEH-32
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TJIMLEPUIbl JIAYPUHOBOM KHUCIIOTHI (mocTymHble OT Abitech monm TOproBeIM Ha3BaHHEM
ACCONOND M-44), monmuoKCHITHIIEH-8 TIHLEpUIbl KAaNpHUIOBOH KHCIOTBI (JOCTYITHBIE OT
Abitech mon Ttoproeim HazBanuem ACCONOND MC-8) u rnukodypon. I'mapodunbHbiit
HOCHUTENIb MOKET TaKKe CONEepKaTh OAMH MM HECKOJBbKO CMEIMIMBAIOLINXCS PAcTBOPUTENEH,
TAaKUX KaK TJIMLEPUH, STAHOJ, TJMKO(PYPOJN M KaNpHIOKAIPOUI MAKpPOron-8 (IOCTYMHBIA OT
Gattefosse S.A., Saint Priest, France nox Toprossim Hazsannem LABRASOL ).

[000293] B ogHOM BapuaHTe OCYIIECTBJCHHs TMAPO(UIbHBIN HOCHTEb MPENCTABISET
coboli BOoAy WM CIUPT. B pyrom BapuaHTe OCYILIECTBICHHsS HOCHUTENb MPENCTaBIseT COOOi
CcMeChb THIPOQUIBHBIX HOCUTENEH, COAePIKAIIYIO MOJUITHIICHIJIUKOIb U, HEOOS3aTeIbHO, OTHO
WIA HECKOJbKO ITOBEPXHOCTHO-aKTHBHBIX BEINECTB H/MJIM BOAY. B KOHKPETHOM BapHaHTe
OCYIIECTBIIEHHs] TUAPOGUIBHBI HOCHTENb Mpencrasisier codoit cmech 1210 400 (Hampumep,
57% B pacueTe Ha MacCy KOMIIO3HILIMK), BONBI (Harpumep, 8% B pacdere Ha MacCy KOMITO3HUIUH)
u TWEENLU 20 (manpumep, 10% B pacuere Ha Maccy KOMNO3HLUH). [ HIpodUIbHBIN HOCUTENb
takke Moxer conep:katb CREMOPHOR[ RH 40. Konnenrparusi ruiporIbHOTO HOCUTES
00pgHO cocTaBisieT oT okoio 50% pmo okomo 85% B pacuere Ha Maccy KOMIO3HMIIMA
(MMKpPOUYACTULIBI U HOCHTENb), MPEATNIOUTUTENLHO OT okoso 70 mo okono 80% B pacuere Ha
Maccy KOMITO3HUIIHH.

[000294] B ngpyrom BapuaHTe OCYLIECTBJIEHUS HOCHTEIb MPEACTABISET COOOM
TUNOPUIBHBIA HOCHUTENb. B NpennouTUTeNbHOM BapuaHTE OCYLIECTBIEHUS JHIO(PUIbHBIN
Hocurenb uMmeer 3HadeHue [JIb menee uem okono 10 w/mnm siBisieTcss MaciopacTBOPHUMBIM.
Tunuusble aUNOQUIbHBIE MAcsHbIE HOCHTENN BKJIIOYAIOT, HO HE OrPAHUYUBAIOTCS OSTHM,
pacTuTeNnbHbBIE Macjia, MOHO-, JU- M TPUINIMLEPUABI CO CpeAHeH JJIMHOW Iiemy,
ruuepuicTeapatbl  (moctymHeile oT  Sasol mom ToproBbiM  HaszBanuem IMWITORLD),
MOJIMOKCUATUITUPOBAHHBIE OJIEMHOBBIE ruuepunbl (moctynubie ot Gattefosse, SA., Saint Priest,
France, mox Ha3zBanmem LABRAFIL[]), muHepampHOE Macio, MOHO- W JHIVIMLEPUIHBIE
SMYJIBraTOPbl, TAKUE KaK MIHLEPUIMOHOOJIEAT, MINIEPUIMOHOKAIPAT, MIULEPUIMOHOKAIIPHJIAT,
NPONHIJICHIJIMKOIb MOHOKAMPHUJIAT U MPONIICHIIUKOIb MOHONAypar (HOCTYMHBIA oT Abitec
Corp., Columbus, Ohio, mox ToproseiMm HazBanueM CAPMULL]) u qUMETHIIIONUCUTIOKCAHBI,
TaKHe KaK CHMETHKOH.

[000295] KonueHTparmums TUMOPUIBHOTO HOCUTENST OOBIMHO COCTaBIsieT OoT OKojo 10%
no okoiro 50% B pacdere Ha Maccy KOMIIO3MIMU (MHUKPOYACTHUIBI U HOCHTEINb),
MPEATIOYTUTENBHO OT OKOJIO 5% 110 okoJi0 35% B pacuere Ha MacCy KOMITO3ULIMH.

[000296] OrmucaHHble KOMIIO3ULIUM MOTYT COAEpPKaTbh OAMH WJIH HECKOJIBKO
dapMaleBTHUECKH TPUEMIIEMbIX SKCLUIHEHTOB, KOTOpPbIE CUYUTAOTCA O€30MacHbIMU |

3(1)(1)eKTI/IBHbIMI/I U KOTOPbIE MOXXHO BBOAUTH HWHAUBUAYYMY, HE BbI3bIBasd HECKCIIATCIIbHBIX
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Ounonornyeckux mNOOOYHBIX 3(P(EeKTOB nIM HeXenaTeNbHbIX B3aUMOAEHCTBUH. TUmHUYHBIE
n00aBKU BKIIFOYAIOT, HO HE OIPAHUYHMBAIOTCSA STHM, PACTBOPUTENH, CYCHEHIUPYIOIINE areHTHl,
nucniepratopsl, Oydeprl, arenTel, Momudunupyroumme pH, areHts, MoauduuupyrOmNE
MN30TOHUYHOCTh, KOHCEPBAHTBI, aHTUMUKPOOHBIE CPENICTBA U X KOMOWHAIIUH.

[000297] Tlomxonsiuipie n00aBKH [Nl BKJIOUEHHS B KOMIIO3WIMM, OIHCAHHBIE B
HACTOsIIEN 3asBKe, BKJIIOYAIOT, HO HE OrPaHUYMBAIOTCS STUM, aHTHOKCUAAHTHI (Hampumep,
anbda-rokodeponbl, Takue kak BUTaMHH E arerat, ackopOMHOBasi KHCJIOTa, OyTHIHPOBAHHBIM
THIPOKCUAHU30J M OyTUIMPOBAHHBIA THIPOKCUTOJYOJ); TOJSPHBIE PacCTBOPUTENH (HAampumep,
BOJA, MPOIMUJICHIJIMKONb U TIHIEpUH), THapodoOHbIe pacTBOpUTEIH (HATIPUMEP, KYKYPYy3HOE
MacJio, KaCTOPOBOE MACJIO, COEBOE MAcCJO, OJIMBKOBOE MACJO, PbIOWH JKHp, apaxUCOBOE MAcIo,
MSITHOE Maclio, caopoBOe Maciio, KYHXKYTHOE MAacjo, TPUIJIMLEPUABl CO CPeAHEH IIMHOM
ey, TPUIJMLEPUABbl KalpWIOBOH KHUCJIOTHI, TPUTJHLEPUAbl KANPUHOBOH  KHUCIOTBHI,
BBIJIEJIEHHBIE 3 KOKOCOBOTO Maciia MJIM MaJIbMOBOT'O MAacja), U areHThl, MOBBILIAIOIIUE BI3KOCTh
(HampuMep,  JKEJATHH, TJHULIEPUH, KappardHaH, KOJUIOMIHBIH  JAMOKCHA  KPEMHHUS,
THIPOT€HU3UPOBAHHOE PACTUTENILHOE MACIIO; MOBUIOH U MPOIMUJICHIJINKOJb aJIbIMHAT).

[000298] Kommo3wuuu MHKPOYACTHL, ONFCAHHBIE B HACTOSIIEH 3asBKe, OOBIYHO
(bOopMyIHPYIOT AJIS IEPOPANILHOTO WIIH MAPEeHTEPATbHOTO BBeAeHH. [loaxonsime nepopaibHble
JIeKapCTBeHHbIE (YOPMBI BKJIIOYAIOT KAICyJIbl, TAKUE KaK TBEPAbIE WJIM MSTKHE JKEJaTHHOBBIE
WM He-)KEeNATHHOBBIE KAICyJbl WIM MEepOpajbHbIE CYCIIEH3UH WU cuponsl (Hampumep, Pwur.
21). Ilopxopsiiue napeHTepanbHble JeKapCTBEHHbIE (POPMBbI BKIIFOYAIOT CYCIEH3UH.

[000299] B omHOM BapuaHTe OCYLIECTBJIEHHS  KOMIO3MLHMH  MHKPOYACTHII
(MUKpOYACTHIIBI, CYCHEHOMPOBAHHbIE B THUAPOGWILHOM WIH JHUIOQUIBHOM HOCUTENE)
WHKATCYJIMPOBaHbl B KarCyJie, TAKOH Kak TBepAas WIM Msrkas karcyia. Kancynel MoryT ObITh
NOJIy4eHbl W3 TPUPONHBIX W/HIM CHHTETHYECKHX  IUIEHKOOOPA3yIIIUX  IMOJMMEPOB.
[Monxoxnsimue NpUPOAHBIE MIICHKOOOPA3YIOLINE MaTepPHaJIbl BKJIFOUAIOT, HO HE OIPaHUYHBAIOTCS
5TUM, kenatuH. He-kemaTuHOBBIe KaIcCyJibl BKJIOYAIOT, HO HE ONPAHUYMBAOTCS 3TUM, KaICyJIbl
U3 KappareHaHa, IIeJUIaka, aJbI'MHATOB, NMEKTHHA W 3erHOB. [loaxonsiue CHHTETHYECKUe
IUIEHKOOOPa3yoIue MOJIUMEpPBI BKJIFOYAIOT, HO HE OrPAaHUYUBAIOTCS 3THM, METHIILEIUIIONO03Y,
areTaT-CyKIHHAT THIPOKCUTIPOTTHIMETHIIIEIUTIOO3BI, ¢ranar
THIPOKCUITPONTMIMETHIILEIUIFONIO3b]L,  aeTaT-pranaT LeJUToJIo3bl W aKpPHJIaThl, TaKHE Kak
NOJIH(MET )aKpHUIIaT.

[000300] KoMno3uuuu Takke MOTYT ObITb MHKAIICYJIHPOBAHbI B SHTEPOCOIIOOUIBHOM
KarcyJje, Tae Karcyjia MOKPBITA SHTEPOCONIOOMIBHBIM TOKPBITHEM, I O0OJIOYKa KarCyJbl
COIEPKUT DHTEPOCONIOOMIbHBIN monuMep, kKak omucaHo B WO 2004/030658, Banner

Pharmacaps, Inc.
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[000301] Kamcyner ¢ TBepmod 0OOOJOYKOH OOBIMHO MOJYYarOT MyTeM (HOPMHPOBAHHS
JBYX TOJIOBUHOK KaIlCyJIbl, 3aIIOJIHEHUs] OJTHON U3 MOJIOBUH 3aIOJHAIOLMM PacTBOPOM U 3aTEM
3arme4yaTbIiBaHUsl TOJIOBHH KaIlCyJibl BMeCTe C 0Opa3oBaHHWEM TOTOBOW Karcysbel. Msrkue
JKENIATHHOBBIE KamCyJbl OOBMHO TOJYYAIOT MyTE€M HHKANCYJSALUN C HCHOJb30BAHHUEM
POTaLMOHHOTrO mTamna. Takue Mporecchl M3BECTHBI B JAHHOH 00JacTH.

[000302] OOGonovka Karcyjibl MOKET COAEpXkKaTb OIHY WJIM HECKOJBKO J100aBOK.
[Monxonsimue no0aBKU AT OOOJOYKH BKJIOYAIOT IUIACTU(HUKATOPBI, BEIIECTBA, MPHIAOIINE
HETPO3PAaYHOCTb, KPACUTENH, YBJIAKHUTENIH, KOHCEPBAHTBbI, OTAYIIKH U OydepHble comu u
KHCJIOTHI, & TAK)Ke KOMOWHAIIMY TaKUX BEIIECTB.

[000303] ITnacTuukaTopsl MPENCTABISIOT COOOH XUMHUECKHE BEIIECTBA, 100aBIsIeMbIe
K OKeJaTuHy, 4ToOBl chenarb Marepuan Oojiee MsIrkuM ©  rHOkuM. [lomxopsimue
TIACTH(HUKATOPHI BKJIOYAIOT, HO HE OTPAHWYMBAIOTCS 3TUM, TIIMLEPUH, PacTBOPHI copOuUTa,
KOTOpBIE TPEACTABISIIOT cO00H cMecu copbuTa U copOHUTaHa, M APYrHe MHOTOATOMHBIE CITHPTBHI,
TaKHe KaK MPOMMIICHIJIUKOJb U MAJIBTUT, UM UX KOMOWHAINH.

[000304] BemecTBa, mpHOAKOMIHE HEMPO3PAYHOCTh, HCIOIB3YIOTCS, YTOOBI CHeJaTh
000JIOUKY KarcCyJsbl HETPO3PAUYHOH, KOT/Ia MHKAICYJINPOBAHHBIE AKTHBHBIE BEIIECTBA SIBJISIOTCS
CBETOUYBCTBUTENbHbIMU. [loaxonsimue npuparoiiye HENpo3pavyHOCTh BELIECTBA BKIIIOUAIOT
IUOKCUJ TUTAHA, OKCHU/ LIMHKA, KapOOHAT KaJblMs U UX KOMOMHALINH.

[000305] Kpacurenu MOXHO  HCNOJB30BaTh sl LeJed  MapkeTHMHra U
unentuuxkauny/muddepenumnanun  nponykra.  Iloxxonsmume — KpacuTeNnd — BKIIIOYAIOT
CHHTETUYECKHE U HATypaJIbHbIE KPACUTENN M UX KOMOMHALINY.

[000306] VYBnakHUTENM MOXKHO HCIOJb30BaTh ISl MOJABJIEHHS BOJHOW AKTHUBHOCTH
msirkoro resst. [loaxonsiue yBIXKHUTETH BKJIIOUYAKOT TIMLEPHH W COPOUT, KOTOPBIE YacTo
SIBJIIIOTCST KOMITOHEHTAMH KOMITO3UIIMHK IUIacTupukaTopa. M3-3a HU3KOW BOJHOW aKTHBHOCTH
BBICYIIEHHBIX, JOJUKHBIM O0pa30M XPAHSIIHMXCS MATKUX JKETATHHOBBIX KarlCyJ, HauOOJIbIIHUIA
PUCK OT MUKPOOPTraHHM3MOB HCXOAMUT OT IJieCeHU U Apoxoked. [ToaToMy KOHCepBaHTBI MOTYT
OBITh BKJIIOYEHBI B O0OJIOUKY Karcyibl. llogxopsimue KOHCEPBAHTBHI BKIIOYAKOT CIIOXKHBIE
ANKWIOBbIe 3(PUPBl T-TUAPOKCUOCH30MWHON KHCIIOTHI, TaKHe KaK METHJIOBBIN, OSTHUJIOBBIM,
NPONHJIOBBIH, OYTHIIOBBIN U MeNTHIIOBBINA 3 UpPHI (BMECTe U3BECTHbIE Kak [mapabenbil]) mmm ux
KOMOWHALIHH.

[000307] Otaoywiku MOKHO MCMOJNB30BaTh AJII MAaCKUPOBKH HEMPHUSTHBIX 3aMaxOB H
BKYCOB KOMITO3ULIUN s 3amojHeHus. Iloaxondimiue OTAYIIKM BKJIIOYAKOT CHUHTETUYECKHE U
HaTypajbHble OTAYIIKU. lcmonb3oBaHWe OTHyIIEK MOXKET ObITh MpOOJEeMATUYHBIM H3-32
NPUCYTCTBHS AJIBIETHIO0B, KOTOPble MOTYT CIIMBaTh >kenaThH. ITosTomy OydepHble comu u

KHUCJIOTBI MOXXHO HUCIOJB30BaTh BMECTC C OTAYLIKAMHU, KOTOPBIC COACPINKAT aJIbACTUADL, 4TOOBI
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MHTUOMPOBATH CIIMBAHME JKETATHHA.

[000308] Tax>xe MOKHO HCIOJIB30BaTh TPUIJIMLIEPUIbI CO CpenHeW IMHOW nenu. B
KOHTEKCTE HACTOALIEH 3asBKU TEPMUH [ITpUriuLepuabl cO cpeaHell AJMMHOM uenul] o3HadaeT
Ce-12 co’)kHO3pUPHBIE LieNH, 0Opa30BaHHbIE IyTEM STEPUPUKALINN MIULEPHUHA TPEMS KUPHBIMU
kucioramu. CylecTBYIOT pa3jiMyHble UCTOUYHUKU TPUTIHLEPUIOB CO CpelHEH IIMHOHN Lemnu,
HanpuMep, KOKOCOBOE Macllo, NaJIbMOBOE Macyo U T.A4. PpakMOHUPOBAHHbBIE KOKOCOBBIE MacJja
SIBJIIIOTCST HauOoJiee 4YacTO HCMOJIb3YeMbIMH HUCTOYHMKAMU JJIsl TPUIJIMLEPUAOB CO CpenHei
AauHON uenu. IIpumepel KOMMeEpUeCKH AOCTYIHBIX TPUTMLEPUIOB CO CPEAHEH JUIMHOW Lenu
moryt Bikirodath MIGLYOL[ 810, 812 wnm 881, umsroroButenb Sasol Germany GMBH,
CAPTEX[ 300, 355 wnm 810D, wusroroButenbp Abitec Corporation, NEOBEE[D MS5,
m3roroutesib  Stepan  Company, CRODAMOLO GTC/C, wusroroBurens Croda Inc, u
LABRAFAC[ Lipophile WL 1349, wusrorosurens Gattesfosse Group. B omHOM
WJUTIOCTPAaTUBHOM BapUaHTE OCYINECTBJEHHUS TPUIJIHLEPUA CO CpeAHeM MJIMHON Lienu MOKEeT
Bkmouate CAPTEX[ 355, koTopwlii mpencTaBisieT COOOW TPUTIIMLEPHUI KalpPUIOBOM
(C8)/xanpunosoii (C10) KUCTOTHL

[000309] Paznu4Hble KOTHMYECTBA TPUTITHLIEPUIOB CO CPEOHEH IJIMHON LM MOTYT OBITh
BKJIFOUEHbI B ()apMaLeBTUYECKYI0 KOMIO3MLHMI. B OJHOM MM HECKOJbKHX BapHaHTax
OCYIIECTBIIEHHs (papMaLeBTUUECKash KOMIIO3UIUS MOXKET BKIFOYaTh OT OKojJo 50% no okono
95% mno macce TpUrIMLEPUIOB CO CpeHEN JIMHON Lienu Uiu oT okoso 85% no okosno 95% mo
Macce TPUTIIMLEPUIOB CO cpefaHell anuHou nenu. KpoMe Toro, B MIUIFOCTPaTUBHBIX BapUAHTaX
ocyliecTBIeHHs (papMarleBTHYeCKas KOMIIO3ULM MOXKET BKIIFOUaTh OT O0kojio 100 Mr 1o okoJo
300 mr unu ot okono 200 Mr go 300 Mr TpUrIULEPUAOB CO CPEAHEN MacCONU MM OT OKOJIO 225
10 275 Mr TPUIIIMLIEPUIIOB CO CPEAHEN MacCOl MM OKoJIo 250 MI TPUTTIMLIEPUIOB CO CPeAHEN
JJIMHOW LIETIH.

[000310] ITomoOHO TpUraHLIEpHIAM CO CpPEeOHEH IJIMHON uemnu, [|MOHOTJIHUIEPUAbI CO
cpenHedt muHON tenul) w [ auriunepuasl ¢o cpeaHed MIMHON nenul] mpeacTaBisiioT coOoi
Ce.12 cnoxxHO3pUPHBIE LIenH, 0Opa30BaHHBIEC MyTeM 3TepU(HUKALNU TIUIEPUHA OIXHOH JKUPHOM
KHCJIOTOM WJIM JABYMSl JKUPHBIMH KHCJIOTaMH, COOTBETCTBEHHO. IIpumepbl kKoMMepuecku
IOCTYITHBIX MOHO/IWTJIMLEPUIOB CO CpEeOHEeH JUIMHOW LeNH MOTYT BKJHOYATh MPOXYKTHI
CAPMULDO, wroroButenb  Abitec.  Takke — mpeaycMaTpUBAeTCsi  HCIOJIb30BaHHE
MOHO/TUTTIULEPUIHBIX COCIUHEHUH CO CpenHel MIMHOW Lemu, KOTOPbIE TAaKKe BKIIOYAOT
TPUTTULEPUIBl CO CpPeHEN NIMHON Lienu, HalpuMep, KOMMEPUYECKHU AOCTYIHbIE KOMIIO3ULIUU
IMWITOR [J, uzroroBurens Sasol.

[000311] B MUIIOCTPUTUBHBIX BapUaHTaX OCYLIECTBJIEHUS MOHO/IUIITMLEPHIBI CO

cpenHet nmuHOM wenu wmoryT Bikmodate CAPMULO MCM, KkoTOpble BKJIKOYAOT
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MOHO/IUTTIUIIEPUIbI CO CpeaHel umHON uenu kanpuioBoi (C8)/kanpunosoii (C10) KUCTOTHI.
Xorss Bce copra Jjunerku mnpoaykroB CAPMULLI MCM sBRsOTCS NOAXOASIIUMH IS
UCIIONIb30BAHUST B HACTOSIIEM H300peTeHHH, Hampumep, HauuoHaibHbIH (opmyisip (NF) mmm
CAPMULU MCM EP, moxer ObITh >enaTeldbHbIM HucTodb3oBaHue EP copra, Tak kak OH
BKIIIOUaeT 3% ruunepuna, Torna kak NF copt Bkmodaer 7% riunepuHa.

[000312] B cooTBeTcCTBMM C OJHUM HJIM HECKOJIBKMMH BapHaHTAMH OCYILIECTBJIEHUS,
(dapmaineBTHUECKasT KOMIIO3UIMSI MOKET BKJIIOYaTh OT OKoysio 5% nmo okojo 25% Macc.
CpeqHEIENOYeUHbIX MOHO/IUTIHUIEPUIOB Wi OT Okono 5% g0 okojno 15% wmacc.
CPeAHeLEeNOYeYHbIX MOHO/IUrauuepuaoB. Kpome TOro, B WUIFOCTPATUBHBIX BapHAHTaX
OCYyIIECTBIIEHHS (hapMaLeBTUUECKAsT KOMITO3ULUSI MOJKET BKJIFOUATh OT OKOJIO 20 Mr 10 okoJjo 50
MT TIO MacCe CPEeIHENeNnOYeYHbIX MOHO/ TUTIIUIEPHUIIOB, UM OT OKOJIO 25 MT 10 0KoJio 30 Mr 1o
Macce CpeAHeLEeNnOYeYHbIX MOHO/IUTITULIEPUIOB, WITH OKOJIO 25 MT [0 Macce CPeAHELeNOYeUHbIX
MOHO/IUTTTUIIEPUIIOB.

[000313] He cBs3piBasi 3TO ¢ KakoW-muOO Teopuell, cMech CpeaHelenOYeyHbIX
TPUIJIMLEPUIOB M CPENHELENOYeYHbIX MOHO/IUIIULEPUIOB HMMEET BaXKHOE 3HAUEHUE IS
OMOMOCTYITHOCTH AaKTHUBHOTO HHIPENUEHTa B COCTABE 3aIOJIHEHHBIX JKHIKOCTBIO TBEPABIX
rejieBbIX Kamcyl. B To BpeMs Kkak Msrkas rejeBas KaliCysla MOKET BKJIKOYaTb TOJBKO
CpemHeLenoYeyHble MOHO/AMIIIMLEPUAB], TBEpAas JKENaTUHOBAs Kalcyjla TOJBKO CO
CpeIHEeLEeNOYeUHbIMH  MOHO/JIWIJIMLIEePUAaMH  MOXeT He obecrnedynBaTh HEOOXOAUMYIO
($n3nYeCKyr0 CTAOMIBHOCTh F'OTOBBIX JIEKaPCTBEHHBIX (hopM. OTHAKO CMECh CpeAHELEeNOYEe HbIX
TPUTTIMLEPUIOB U CPEAHEIeTIOYeYHbIX MOHO/TUIIMLEPUIOB B TBEPAOH JKENIATHHOBOH KarcyJe
MOXxeT obecnednTb TpeOyeMylo CTaOMJIbHOCTB NMPOAYKTA, PACTBOPUMOCTb U OHMONOCTYIHOCTH
aKTUBHOTO (hapmaieBTHUECKOro MHrpearenTa. CienoBaTebHO, B COOTBETCTBUH C HACTOSIIIUM
n300peTeHneM,  COOTHOIIEHHE IO  MacCe  CPENHELENOYEYHbIX  TPUIVIMLEPUAOB U
CPEAHELENOYeYHbIX MOHO/IUTIHLIEPUIOB CIIOCOOCTBYET pPAaCTBOPUMOCTH M CTaOMIIBHOCTH
AKTUBHOTO (papMaLeBTHUECKOTO HHIPEIHEHTA (HapuMep, 1yTacTepuaa) B HEIMYIbTHPOBAHHOM
CMECH JI0 W Tocjie 100aBlIeHUs] CMECH B Karcysy. TpUriuiepuasl o CpeaHer UTMHON LEenu U
MOHO/IUTIIMIEPUIBI  CO CpPeAHeH [UIMHOM Ilemu MOryT MPHUCYTCTBOBATb B MAacCOBOM
cooTHoueHuu ot okono 10:1 go oxono 5:1 unum ot okosno 10:1 go okosno 7:1.

[000314] B nomosiHeHHWE K YKa3aHHBIM BBIIIE KOMIIOHEHTAM MOJKHO HCIIONIb30BaTh
Apyrue SKCIUIMHUEHThI, U3BECTHBIE CIIEHATNUCTaM B JAaHHON 00JacTH, HApUMep, SKCLUIHEHTHI,
UCTIONBb3YEMbIE B MEPOPATBHON KOMIIO3UIUH, MOTYT TMpPEACTaBIATh COOOH pazOaBuTENH,
CBSI3YIOIME, CMa3bIBAIOLINE BEIECTBA, PA3PBIXJIUTENH, OTAYIIKH, KPACUTENH, CTa0MIN3aTOPBI,
TJIUIAHTBI, TIACTU(UKATOPBI, KOHCEPBAHTHI U MOJICITACTUTEIIH.

[000315] PaszbaButenu MOTyT BKJIIOUATh SKUAKHE pa30aBUTENH, Takue Kak JIOOOM
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JUTMHHOLIENIOYEYHBIH TPUTIHLIEPH (apaxrucoBOe Macio, MUHIAIBHOE MAaCJO, MacjiO 3€MJISTHOTO
opexa, NaJbMOBOE MAcJo, MaJIbMOSIAPOBOE MAC/IO, MAcjO CEMsIH YEPHONH CMOPOIMHBI, MACIO U3
PHCOBBIX OTpPyOel, COeBOe Macyo, Maclio KaHOJNBbI, KYKYpPy3HOE Macilo, KOKOCOBOE Macjo,
XJIOMKOBOE MAacjlo, KacTOPOBOE Macjo, OJMBKOBOE Macio, Macia Linn (Neem), KyH)KyTHOe
Maclio, Macjio MPHUMYJIbL, pacTutesnbHoe Macyo, Lipex 108 (Abitec), macio u3 3apombluieit
NINEHUIBl, PBIOUH JKHp, pPAncoBOE MAacio, NOACONHeuHoe Macio u Macio Saffola. B
aNbTePHATHBHBIX BapUAHTaX OCYLIECTBJICHUsA TMPEANOJaraeTcsi HCIOIb30BAaHUE JIPYTUX
pa3baButeneli, Hampumep, pasz0aBUTeNel, BBIOPAHHBIX M3 CHJIMKATOB KaJIbLHSI-ATFOMUHUS
(SIPERNAT(] 106PQ), kapOoHaTa KanblLius, IBYXOCHOBHOTO (ocdara Kanbliys, TPEXOCHOBHOTO
docdara KaJIbIIHs, cynbgara KaJIbIIHsI, MUKPOKPHUCTAJUTUIECKOM LEJLTFOJIO3bI,
MUKPOKPHCTAUTMUECKOW CHJIMIMPOBAHHONW  LIEJUTIOJIO3bI, TOPOIIKOOOPAa3HON  LEJUTIOJIO3BI,
JIEKCTPATOB, JEKCTPO3bl, (PPYKTO3bI, JAKTHTONA, OE3BOAHON JIAKTO3bI, MOHOTHIpPATA JIAKTO3BI,
AUruaparta JIAKTO3H, Tpurugpara  JIaKTO3bI, MaHHUTA, copbura, Kpaxmarna,
NPeKeJaTUHU3UPOBAHHOTO  Kpaxmala, caxapo3bl,  TaJbKa, KCUJTUTA, MaJibTO3bl,
MaJIbTOAEKCTPUHA, MaIbTUTA, Auokcuna kpemuus, HPMC u nx xomOuHamii.

[000316] IIpu (opMyIupOBaHMH KOMITO3MLIMH YYHUTHIBAIOTCA CIOCOO BBEINSHMS, THUII
npernapaTta, HeaKTUBHbIE MHIPEIHEHTHI, BHICBOOOKAEHNE AKTHBHOI'O BEINECTBA, CTAOMJIbHOCTD,
MaciTad, HOBbIE CITOCOOBI OJyUEHHUS] aKTUBHOTO BEIECTBA, HOBbIE CIIOCOOBI (DOPMYITHPOBAHHUSI.

[000317] Ouenka 3¢¢GeKTHBHOCTH in VIVO BKIIIOUaeT (papMaKOKHHETHUYECKUE JTaHHBIE,
takue kak pK/pD, takue kak Tmax, Cmax, KpHUBasg KOHLEHTpaLUU B IUIa3Me, 3(PpPeKTHBHOCTS,
nobouHble 3 HEKTH U T. 1.

[000318] [pyrue npoduin BHICBOOOXKAEHHS BKIIFOYAIOT, HO HE OIPAHUYMBAIOTCS 3THUM,
KOHTPOJIMPYEMOe, KUIIEYHOE, JJIUTENIbHOE, ObICTpOe, MHOTO(a3HOE BHICBOOXKICHHE U T.JI.

[000319] Apyrue u3BecTHbIE U MOJIEKAIINE ONPEIEICHUI0 IPUMEHEHHUS] PACKPhIBAEMbIX
KOMITIO3UIIMI JOMIIEPUIOHA U JEUTEePUPOBAHHOIO OMIEPUIOHA OXBATBIBAIOTCS HACTOSIIUM
n300peTeHneM.

[000320] Kaxkmplii #3 CCHUIOYHBIH JOKYMEHTOB, LIUTUPYEMBIX BBIMIE, a TaK¥kKe
MEPEYUCIIEHHBIX HU)XE, BKIIIOUEH B HACTOSLIYIO 3asBKY B KQU€CTBE CCHUIKU BO BCEH MOJHOTE:

[000321] Chang and Robinson, chapter 4: Sustained Drug Release from Tablets and
Particles Through Coating, Pharmaceutical Dosage Forms: Tablets, vol. 3, Eds. Lieberman,
Lachman, and Schwartz, Marcel Dekker, Inc., 1991.

[000322] Campbell and Sackett, Chapter 3: Film coating, Pharmaceutical Unit
Operations: Coating, edited by Avis, Shukla, and Chang, Interpharm Press, Inc., 1999.

[000323] Youssef et al., Identification of Domperidone Metabolites in Plasma and Urine
of Gastroparesis Patients with LC-ESI-MS/MS, Xenobiotica 43 (2013) 1073-1083.
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[000324] Michaud et al., An Improved HPLC Assay with Fluorescence Detection for the
Determination of Domperidone and Three Major Metabolites for Application to in vitro Drug
Metabolism Studies, J. Chromatogr. B, 852 (2007) 611-616.

[000325] PackpbiTble KOMIIO3ULIMM  BKJIIOYAIOT  TEPANEBTHUYECKOE  KOJIMYECTBO
AOMIIEPUIOHA MM EeHTEPUPOBAHHOIO JAOMIIEPUAOHA MM €ro (hapMaleBTHYECKU MPUEeMIIEMOH
COJIM ¥ TI0 MEHbIIEH Mepe OIMH SKCLUMUEHT. DKCUUIHEHT MOXKET, HallpuMep, CIIoCOOCTBOBATH
JOCTaBKE aKTMBHOTO BelecTa. Kak packpbiTo Bbllle, MOTYT OBITh BKJIFOYEHBI APYTHE AKTHBHbIE
BEIECTBA, HANPUMEP, AaHAJIbIETHKH, AaHECTETHKH, aHTUOKCHIAHTBI, MPOTHBOMHUKPOOHBIE
CpPeACTBa, MPOTUBOTPUOKOBBIE CPENICTBA, BUTAMHHBI U T.1I.

[000326] B ¢apmaueBTHUECKHE KOMITO3ULIMM MOXKHO BKJIFOYHTb OJUH WJIM HECKOJBKO
AHAJIBI€TUKOB JUJIs1 oOecredeHus: o0JerdyeHns: OO, KOTOpasi MOXKET BO3HHUKHYTh B PE3yJIbTaTe
ractponapes3a. [IpuMepsl aHaNbreTHMKOB BKJIIOYAIOT, HO HE OTPaHUUYMBAIOTCS 3THM, IMPOCTHIE
aHaJbIeTHKH, TaKHE KaK MapaleTamol WIM aclUpHUH, HECTePOUHbIE TPOTHBOBOCIAIUTENbHbIE
nekapctBeHHble cpeactsa (HCIIBJIC), Takme kax wuOympodeH, aukiopeHak HATpUS HIH
HANPOKCEH HATpUs, W/WJIM ONMHOHJbI, TaKHEe KaK KOJEWH, AWTHIPOKONEWH, KomewuH Qocdart,
(deHTaHMI, METAamOH, TpamMamosl THAPOXJIOPHUJ, AEKCTPONPONOKCH( THAPOXJIOpHI, MOp(dHH,
OKCHKOJIOH, OynpeHOphHH WU METUINH THAPOXJIOPHU.

[0003] B ¢apmareBTHUECKHE KOMIIO3ULMH MOKHO BKJIFOUUTH OIUH HWIIM HECKOJBKO
AHECTETHKOB Ul WHAYKLUU BPEMEHHOrO M OOpaTUMOIrO OTCYTCTBHsI OOJIEBOTO OINYINEHUS,
BBI3BAHHOI'O racrponape3oM. IIpumepbl aHECTETUKOB BKJIIOYAIOT, HO HE OIPAaHUYUBAIOTCS 3TUM,
OOVH WM HECKOJbKO W3 JIMAOKaWHa, OeH3okauHa, OymuBakaWHa, apTHKaWHA, KOKAWHA,
STHIOKaWHA, (iIekaMua, MEMMBaKanHa, IPAMOKCHHA, ITPUIOKAITHA, TPOKAMHA, XJIOPOIPOKAHA,
OKCHIpOAaKaWHa, TMpoINapakanHa, pONMBAaKaWHA, TETpaKaWHa, JUKJIOHWHA, AHOyKaWHa,
XJIOPOKCUJIEHOJA, [IMHXOKAWHA, AEKCHBAKAWHA, JHMAMOKAWHA, TeKCHJIKAWHA, JIEBOOYIHBAKAMHA,
NPOTNIOKCUKANHA, MHPPOKAMHA, PU30KAWHA, POAOKAWHA U UX (hapMalleBTUYECKH MPUEMIIEMbBIX
MIPOU3BOJHBIX.

[000328] B ¢apmaneBTHUECKHE KOMITO3ULIUH MOKHO BKJIFOYHTH OJMH WIJIM HECKOJBKO
AHTHUOKCUJAHTOB. IIpuMepbl aHTHOKCHAAHTOB BKJIIOYAIOT, HO HE OrPAHUYMBAIOTCS 3THUM,
acKOpOUIMambMHUTAT, OyTHIMPOBAHHBIA THAPOKCHAHW30J, OyTHIMPOBAHHBIA THAPOKCUTONYOIL,
OU3TUIEHTpUaMHUHIIEHTayKCycHyo kucinoty (DTPA), sgerater (EDTA), MOHOTHOTIHIEPHH,
ackopbaTr  HaTpus, HaTpuid  QopMalbAErHACYIbpOKCHIAT, MeTabuCyNb(pUT  HaATpus,
OyrunupoBanHblil  ruppokcutonyon (BHT), OyrunupoBansbsiii  ruppokcuanuson (BHA),
OucynbhuUT HATPUs, TPUIIIMKOJIAMAT, BUTAaMUH E HIIH €ro mpon3BOgHOE U IMPONMIIITaJUIaT.

[000329] B onHOM BapuaHTe OCYILIECTBJEHMs IOMIEPUIOH WM JE€HTepUPOBAHHBIN

JIOMIIEPUAOH U, HEOOA3aTENbHO, M000E IPYroe CPeNCTBO BKIIOYAIOT B YACTHLIBI UM HAHOCAT Ha
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HUX, BKJIFOYasi HAHOYACTHIIbl. YacTUIbI AOMIEpPUOHA WU NEWTEPUPOBAHHOIO JOMIIEPUIOHA
MOTYT OBITh CYyCIIEHIUPOBAHbI WIH OUCIEPTHPOBAHbI B BOAHOW cpene. PasMep dacTuil, Takum
00pa3oM, MOXKET BapbHUPOBATHCSA OT MUKPOYACTHIL (MKM) IO HAHOYACTHIL (HM).

[000330] YenoBeka Uiy APYyroro MJIEKOMUTAIOLIETO, CTPAJAIOIIEr0 racTponape3oM Uiu
IPYTUMHU PacCTPONCTBAMU MOTOPHUKH >KEIyJOYHO-KHUIIEUYHOIO TPAKTA, MOXHO JIEYUTh MyTEM
MEPUOUUECKOTO BBEACHHUS PACKPBITBIX B HACTOALIEM H300peTeHHH (hapMareBTHYeCKUuX
KOMITO3ULIMI OWUH WJIM HECKOJbKO pa3 B AeHb. PdapMaueBTHUECKHE CPEACTBA, BKIIOYAs
JOMITEPUIOH WJTH JEHTepUPOBAHHBIN JOMITEPUIOH U JIF0OO€ AOMOJHUTEIBHOE TEPANEBTHUECKOE
CPEeINCTBO, MPHUCYTCTBYIOT B KOMIIO3MLIMM B KOJMYECTBE, COCTABJISIIOIIEM TEPaneBTHUYECKH
s dexTuBHyro no3y. TepameBTuuecku >p(eKTHUBHAS 1033 MPENCTABISET COOOW KOJUYECTBO
(hapMalleBTHUECKOTO CpPENCTBA, KOTOPOE TMPU JICYEHWH MPUBOIUT K HEKOTOPOW CTEneHH
YMEHBIIEHUSI CUMITTOMOB T10 CPAaBHEHHUIO CO CTaTyCOM CUMITTOMOB J10 BBEICHHSI CPEACTBA.

[000331] dapmarnieBTUIECKHE KOMIIO3ULIUH MOKHO BBOJUTH OT OJJHOTO J0 YETHIPEX pa3 B
JIEHb.

[000332] B onHOM BapuaHTe OCYILIECTBJEHMsI IOMIEPUIOH WM JeHTepHupOBaHHBIN
JOMIEPUIOH BBOJAT B [uana3oHe ot okoyio 0,1 mr go okoso 120 mr, unu B quanaszone ot 0,01%
no 12,0% macc/macc, unu B nuana3one ot okojyio 0,0014 mr/kr no okono 1,71 mr/kr. B npyrux
BApUAHTaX OCYIIECTBJICHUS] IOMIEPUIOH WIH AEUTEPUPOBAHHBIN JOMIEPUIOH BBOAST B
nuarna3oHe ot okoio 0,5 mr go okoso 100 mr, unu B auamazoHe oT okoyio 0,05% mo okoo
10,0%, wnmu B pmamasone ot okoio 0,007 mr/kr go okoso 1,43 wmr/kr. B omHOM BapuaHTe
OCYLUECTBJICHUS] JOMIIEPUAOH WM JEHTEPUPOBAHHBIN NOMIEPUIOH BBOISAT B AMANA30HE OT
okonio 1 mr 1o okoso 60 mr, wiu ot okoso 0,1% no okoso 6,0%, uiu ot okosio 0,014 mr/kr 1o
okojio 0,86 mr/kr. B ogHOM BapwaHTe OCYLIECTBIIECHHs JAOMIEPUIOH WU JEeUTEPUPOBAHHBIM
JOMIIEPHUIOH BBOZST B QUara3oHe OT okojo 2,0 mr mo okojo 30 mr, uau ot okono 0,2% no
okono 3,0%, wmu ot okojo 0,028 wmr/kr go okojo 0,43 wmr/kr. B onmHOM BapuaHTe
OCYLIECTBJIEHUSI OMIIEPUIOH WIW JEHTEPUPOBAHHBIA TOMIEPUIOH BBOISAT B AHANAa30HE OT
oko0s10 0,5 Mr 1o okosio 120 mr, uiau ot okojo 0,05% mno okoso 12,0%, wiu ot okojio 0,007 Mr/kr
1o okojo 1,71 mr/kr. B onHOM BapuaHTe OCYIIECTBIEHHS JOMIIEPUIOH UM ASHTEPUPOBAHHBIN
JOMIIEPHUIOH BBOAST B QUara3oHe OT okojo 2,0 mr mo okojo 40 mr, uin ot okono 0,2% no
oko1o 4,0%, wiu ot okoso 0,028 mr/kr no okoso 0,57 mr/kr. Bee % yka3aHbl kak Macc/Macc.

[000333] KomMno3uuu MOTYT Tak:kKe BKJIFOYATh SKCIUMUEHTHI. [IpruMepbl SKCIIUTTUEHTOB
BKJIFOYAIOT, HO HE OrPAaHUYMUBAIOTCS OSTHUM, CBS3YIOIIHUE, HAMOJHUTEIN, PaCTBOPUTENH,
CMAa3bIBAIOIINE BEIIECTBA, AHTUOKCUAAHTHI, Oy(QepHbIe areHThI, COJIH, MOBEPXHOCTHO-aKTHBHBIC
BEIIECTBA, BUTAMUHBI, TUT'MEHTBI, OTAYIIKH, Pa3pbIXJIUTEIH W/ WJIH IIACTH()UKATOPHL.

[000334] B ¢dapmanieBTUUECKYHO0 KOMITO3ULIUIO MOXKHO OOABUTh TBEPAbIE SKCLIUITUEHTHI,
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a 3aTeM M3MenbuaTh M (POpMOBaTh B TaONeTKU. THUNHUYHBIE TBEPAbIE SKCLUUIMUEHTHI BKIIOYAIOT,
HO HE OTPaHMYMBAIOTCA 3TUM, Caxapa, BKJOYas JIAKTO3Yy, Caxapo3y, CYKpajo3y, MaHHHUT WU
copOUT, MaTepuanbl HA OCHOBE LIEJUTFOJIO3bI, TaKM€ KaK KYKYPY3HbII Kpaxmaly, MHIIEeHHYHBINA
KpaxMaJjl, PHCOBBIM Kpaxmal, KapTOoQenpHbIH Kpaxmall, KaMeIb TparakaHTa, >KeJaTHH,
METHIILEIUTION03a, MOJMBUHIINHPPOIUIOH, THAPOKCHITPOIMIMETHIILEIUIFONI03a W/ HATpHH
KapOOKCHUMETHIILIEIUTION03a. DKCIHUIUEHThI, CIOCOOCTBYIOIME pacmany TabNeTOK TMocie HX
npueMa, BKIIFOUAIOT, HO HE OIPAHUYMBAIOTCS 3TUM, arap, ajJbrHHOBYIO KUCIOTY W/WMJIM €€ COJH,
MaHHUT, MHUKPOKPUCTAJUIMUECKYIO LEJUIIONI03Y, KYKYPY3HBIH Kpaxmal, LUTPYCOBYIO MSIKOTb,
Jaypuicybgpar HaTpUs, OEHTOHUT, HaTpui KPaxMalrJIuKOJIIT, KaJIbIHi
KapOOKCUMETWIILICIUTFONIO3y, ~ [JIMHBL,  aJbI'MHBbL,  KaMeIW, JPEBECHYI  LEJUIIOJIO3Y,
NOPOLIKOOOPA3HYIO HATYPAIBbHYIO I'YOKY H/MIIH KATHOHOOOMEHHBIE CMOJIBI.

[000335] Kommosuiusi MOKET BKJOYATh APYrHe OKCIUMHEHThl W A00aBKU JUIA
MOIU(UKAIMHA OOHON MM HECKOJIBKHUX XapaKTEPUCTHK KOMITO3HMINH, TAKUX KaK MOKPBIBAIOINAS
CIOCOOHOCTh, BA3KOCTb, BKYCOBBIE Ka4e€CTBA M T.[. DKCIHUIMEHTHI JJIsl YIAYYIIEHHS] BKYCOBBIX
Ka4yecTB MOTYT BKJII0OYaTh, HO HE OrPaHUUMBAIOTCS 3TUM, caxapa, TaKhe Kak JIaKTo3a, caxaposa,
CyKpaJsio3a, AEKCTPO3a, MAHHUT WM COpPOUT, HATypaJbHbIE IOJACIACTUTENH, TaKUEe KaK MeT,
no0aBKM HA OCHOBE ILIEJUIFOJIO3Bl, TaKHe KaK KYKYpPY3HBIH Kpaxmal, MIIeHWYHbIH Kpaxmall,
PHCOBBII KpaxMmaj, Apyrue IOACIACTUTENH, TaKhe KaK ajuTaM, acrnapraM, LUKJIAMHHOBAs
KHCJIOTa M WX COJIM, AUTHAPOXAJKOHBbI, TIULUPPU3NHATBHI, MOHEJUIMH, CaxapuH HaTpHs,
TAyMaTHH UJH aliecyibdaM Kanus, W/Wim Apyrue NoACIaCTUTENN WIN OTAYIIKH.

[000336] B >kuakyr0 KOMITO3HILMIO MOXKHO JOOaBUTh HEOOs3aTelbHbIe 3KCLIMITHEHTBHI,
TaKkue Kak MOAU(UKATOPBI BA3KOCTH, IJIsI U3MEHEHUS] XapaKTePHUCTUK TEKy4eCTH KOMITO3HMLINH.
XapakTepUCTUKN TEKY4YEeCTH MOXKHO MOAU(DUIMPOBATh Ui BKJIIOYEHHS] B KOHKPETHOE
YCTPOWCTBO MJIM MEXAHM3M HAHECEHMs JUIsi HAHECEHUS KOMIIO3MIMH Ha MeCTO 00paloTKH.
[Tpumepsl MOTUGPHUKATOPOB BA3KOCTH BKJFOYAIOT, HO HE OrPAHWYMBAKOTCS 3THUM, TJIHLEPHH,
KapOOMEpHBIII TOMOMOJUMEpP, CONOJNMEp KapOomepa, apaBUHCKYIO Kamenb (ryMMmHapaOuk),
arap, aJIOMOCHJIMKAT MAarHusi, aJlbl’MHAT HATPUs, CTeapaT HATPUsS, JIAMHHAPHIO, OCHTOHUT,
kapOoMep, KapparmHaH, KameOb pPOXXKOBOTO JiepeBa, HPJAHACKUA MOX, MJEKCTPO3y,
dypuemnapas, kelaTHH, KaMelb TaTTH, TYapoOBYIO KaMellb, KaMeb CTEPKYJINH, TPAraKaHTOBYIO
KaMmeZb, KCAHTAaHOBYIKO KaMe[b, T'€KTOPHUT, JaKTO3y, MAaJbTOAEKCTPUH, MAaHHHUT, Caxaposy,
copOuT, Men1, KyKypy3HbII KpaxMaJl, MIIEHHYHBIA KpaxMall, pUCOBBIA Kpaxmall, KapTo(eabHbIH
Kpaxmall, MOJUATHIECHIVIUKOY, LENJII0N03y, 3TUILE/UII0ON03Y, STUITHAPOKCUSTUILEIUI0NO03Y,
STUIMETUIILIEITIONO03Y, METHUJILIEIUTIONI03Y, TUJIPOKCU3 TUIILIEIIIIOJIO3Y,
TUJIPOKCUA TUIMETUIILIENITIOJIO3Y, T'UIPOKCUITPONUIILIEIITIOTIO3Y,

HOJII/I(FI/II[pOKCI/IBTI/IJ'IMeTaKpI/IJ'IaT), OKCHUITOJMIKCIATHUH, MCKTUH, IMOJHUICJINH, npoaneHKap60HaT,
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COTOJIUMEp METHJIBUHHJIOBOTO s¢urpa/ManenHOBOTO aHruapuaa (PVM/MA),
NOJH(METOKCUI TUIIMETAKPHUIIAT), NoJH(METOKCUITOKCUITUIIMETAKPHJIAT),
TUAPOKCUIIPONIMILIEIUIION03Y, THAPOKCUIIPOIUIMETHILEIUTION03Y, KapOOKCHMETHIILEIUTFOIO03Y
(CMC) (Bkmrouasi ee conM), AUOKCHI KpeMHus, mnomuBuHWIHppoauaoH (PVP) w/umm
SPLENDAL].

[000337] ®apmanieBTUHECKHE KOMIIO3ULIUU MOTYT TaKKe BKJIIOYaTh OJHO UM HECKOJIBKO
CBSI3YIOIIMX, HAIOJHUTENCH, PACTBOPHUTENEH, CMa3bIBAIOIINX BEINECTB, AHTHOKCHIAHTOB,
Oy(pepHbIX areHTOB, COJel, MOBEPXHOCTHO-AKTHUBHBIX BELIECTB, BUTAMHHOB, IUTMEHTOB,
OTAYLIEK, pa3pbIXJUTENeH W/Win miacTUGUKaTopoB. [IpumMepbl CBA3YIOIUX BKIOYAKOT, HO HE
OTPaHUYMBAIOTCS 3THM, JIOOOH M3 paHee PACKPBITBIX KPaXMajoOB, TaKUX KaK KyKYpY3HbIH
KpaxMaJj, TIIEHWYHBIA KpaxMajl, PHCOBbIH KpaxMand WWiId KapTO(eNbHBbIH Kpaxmall,
NPOM3BONHBIE IIEJUTFOJIO3BI, TAaKHE€ KaK METWILEJUII0JI03a, KapOOKCHMETHIILEIIIION03a,
THOPOKCUSTHIILIEIUTION03a, THAPOKCHATHIMETHILEIUIF0N03a U T.A., TOJHSTHICHOKCHIHBIE
MOJIUMEPBI POLYOX™ nro6oit MOJIEKYJIIPHOM MAaCChl WJIU COPTa, OOJyYeHHBbIE WM HET,
nonuBHHUIHPPOHIoH (PVP), mopomok mukpokpuctamndeckoi uemmonossl AVICELD u
T.4. IlpuMepsl HamoNHUTENEH BKIIOYAIOT, HO HE OrPAaHUYMBAIOTCS 3THM, JIOOblE M3 paHee
PACKPBITBIX CaxapoOB M KPaxMajoB, LEJUIIOJIO3Y, CONM KaJbLHs, AHATOMOBYIO 3€MIIFO /MU
auokcua TutaHa. IIpumeps! Oy¢depoB BKIIOHYAIOT, HO HE OTPAHUYMBAIOTCS STUM, alleTAaTHbBIE
Oydepnl, urpatHbie Oydeps! n/unu GocdarHbie Oydepsl.

[000338] IloBepXHOCTHO-aKTUBHBIE BEIIECTBAa, OOOABsieMble B (PapMaLleBTUYECKYIO
KOMITO3HMLIMIO, MOTYT OBITb AHHOHHBIMM, KATHOHHBIMH, HEHOHHBIMH WM LBUTTEPUOHHBIMH.
IIpuMepsl NMOBEPXHOCTHO-aKTUBHBIX BEIIECTB BKJIIOYAIOT, HO HE OrPAHUYMUBAIOTCS 3THUM,
ankwicynbdarel  HaTtpus (Hanpumep, apoxeuwicyinbdatr Harpus (SDS)), kaTHOHHBIE
MOBEPXHOCTHO-aKTHUBHBIE BEINECTBA, MNPEACTABISIOIINE COOOW COCOUHEHUS YETBEPTUYHOTO
AMMOHUSI ¥ TUPUIUHHS, TIOJIHCOPOATHI, CIOKHBIE 3(UPbI COPOUTAHA, JKEITIHBIE KUCIOTBI, COJH
JKEJTYHbIX KHUCJIOT, HOHOKCHHOJI WJIM CJIOKHBbIE 3(HUPBI TOJHOKCUTHICHIJIUKONS U JKUPHBIX
KUCJIOT W/WiIM TOJIOKCaMepbl. IIpuMepbl CMa3bIBalOIIMX BEIECTB BKIKOYAOT, HO He
OrPaHUYMBAIOTCS 3TUM, TAJIbK, THIPOT€HU3UPOBAHHbBIE JKUPHBIE MAclia, CTeapaT MarHus, cTeapar
KaJgblMsl W/WIM CTEAPUHOBYIO KUCJIOTY. OTAYUIKM MOTYT BKIIOYATh HATYpPaJbHBIE WIIH
CHHTETHYECKHE OTAYIIKU. [lmactuukaTropbl BKIOYAIOT, HO HE OrPAHUYHBAIOTCA 3THM,
TJTULEPUH U COPOUT.

[000339] ®apmanieBTUUECKHE KOMIIO3ULIMHU JJI JIEYeHMs] TracTpomape3a U ApYyrux
pPacCTPOMCTB  MOTOPHUKHM  JKEIyJOYHO-KHIIEYHOTrO  TpakTa C  JOMIEPHIOHOM MU
IeNTeprupOBaHHBIM JOMIIEPHIOHOM MOTYT OBITH C(POPMYIUPOBAHBI AJIi MECTHOTO TIEPOPATBHOTO

BBCACHHSA Ha IMMOBEPXHOCTHU CIM3UCTON O00O0JIOUKH. MYKOaI[FGSI/IBHbIe TCXHOJIOTHHU JOCTaBKH
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obecrieunBaroT 0e30macHy0 U 3()(HEKTUBHYIO AOCTABKY JOMIIEPUIOHA WJIH JEHTEPHUPOBAHHOTO
JOMIIEPUAOHA Yepe3 CIM3UCTYI0O OOOJIOYKY MOJOCTH PTa. JTH MYKOAATe3WBHbIE TEXHOJOTHU
JOCTaBKM BKJIIOYAIOT Bce MeToAbl aupdy3uum B cau3uctoil obojouke monoctu pra: (1)
naccuBHY0 Iupy3uro, BKIIOYAs TPAHCKIETOUHYIO (Yepe3 KIETKHU) U MapakieToyHyro (rne
BEIECTBO MPOXOAUT Yepe3 OoraTble JUMUAOM JAOMEHBI BOKPYT KJIETOK), (ii) OmoCpemoBaHHBIN
HOCHUTEJIEeM TPAHCTOPT U (iil) SHIOLMTO3/3K30LUTO3, KOINa BEIIECTBO aKTUBHO IMOTJIOMIAETCS U
HKCKPETHPYETCs KJIETKAMM dYepe3 >HIOLUMUTAPHBbIA MyTh. buoaaresms, Takke H3BECTHAs Kak
MYKOQJre3usi, OMpeneNsieT CIOCOOHOCTh OMOJIOTHYECKOTO0 WM CHHTETHYECKOTO BELIeCTBA K
anresud win [Inpuwiunanuiol] K ciu3ucTol 000IOYKe, YTO MPUBOIUT K aIre3UH BEIlecTBa K
TKaHH B TEUEHHE JIMTEIBHOTO BPEMEHHU. JTa CHOCOOHOCTh OOecreynBaeT NMPUMEHEHUE IS
JIOCTaBKH JICKAPCTBEHHOTO CPENCTBA U IMOBBIMICHHYIO OHOJOCTYIHOCTh JIEKAPCTBEHHOT'O
CPEACTBa, YTO SBJIIETCSI PE3yJIbTATOM YBEIMYEHHOIO BPEMEHH, B TEYEHHE KOTOPOro
OnoanresuBHas JIeKapCTBEHHAs (hOpMa HAXOAUTCS B KOHTAKTE ¢ a0COPOMPYIOLINMH TKAHSIMH, T10
CPaBHEHUIO CO CTAaHAAPTHOU JiekapcTBeHHOU (popmoii. Urodbl MaTepuan ObuT OMOANTe3UBHBIM,
OH JOJUKEH B3aUMOAEWCTBOBAaTh cO ciu3bto. Cnu3b  mpenctaBisieT coOOH  CHUIIBHO
TUAPATUPOBAHHBIM BA3KUM AHUOHHBIM TUAPOTENIEBBIM CJIOM, 3alIMINAIOLIUN  CIU3UCTYIO
000510uKy. MyIIH COCTOHUT M3 THOKHUX IeTel TJIMKOIIPOTEHHOB.

[000340] B 3TomM BapuaHTe OCyIIECTBIECHHUS (papMarieBTUIeCKast KOMIIO3ULUS BKJIIOYAET
TEPANeBTHUECKOE KOJMUECTBO JOMIIEPUIOHA WM EHTEpUPOBAHHOTO AOMIEPUIOHA H JIFOOOTr0
HEeOoOs13aTeNIbHOTO IPYTOro aKTHBHOTO BEIIECTBA, €CJIM OHO NMPUCYTCTBYET, U 10 MEHbINEH Mepe
OZIH 3KCLIUIHMEHT, KOTOPBII MOXET BKJIIOYATh MyKOAATe3UB WIM OMOAATe3UB, AJSI YBEIHMYSHUS
NPOJOJDKUTEIBHOCTH KOHTaKTa MEXIy (papMaleBTUUECKH aKTHBHBIM CPEACTBOM H CIU3HUCTOH
O0OJIOYKOW TMOJIOCTH pPTa, a TaKXKe Ui YBETUYEeHUS MYyKO3aJbHOH a0COpPOLUU aKTHBHOTO
BemecTBa. AOcopOupyromas MOBEPXHOCTh MPEACTABISET COOOW MOBEPXHOCTh TKAHU TIOA
CIM3UCTON OOOJIOUKOH MOJIOCTH PTa, HA KOTOPYIO MPEANONaraeTcsi HAHOCUTD (hapMaLeBTHUECKH
aKTUBHOE CpeAcTBo. PapMaleBTHUECKHE KOMITO3UIMH MOXKHO HAHOCHTh B (opme Masei,
KPEMOB, JIOCBOHOB, T€Jiel, TOPOIIKOB MJIM MACT, U UX MOKHO HaHOCHTh Ha oOpabaTbiBaeMble
YUaCTKH C HCIIOJIb30BAaHMEM MJISi MPWKATHUS IUICHOK WM KIEHKHX JIGHT WM CHEelUaJbHBIX
anre3suBHBIX MOBS30K WM Oe3 Hux. Kommosummm MOryT Takke BKIFOUATh HOCUTENb IS
o0JierdeHus BBEIEHHsI KOMIIO3HLIUU B CIM3UCTYIO0 0OOJIOUKY MOJIOCTH PTa.

[000341] IIpumeprl MyKOAATE3WBHBIX HJIM OMOANre3UBHBIX SKCLUMHEHTOB BKIIIOYAOT,
HO HE OTPaHUYMBAIOTCS 3THUM, MOJHMEPBI, KOTOPbIE SBJISIOTCS MPUPOAHBIMH, CHHTETUYECKUMHU
wii  Ononorndeckumy;, Junuabl, Qochomunuael u  T.A. IlpuMepbl NPUPONHBIX /MM
CHHTETHUYECKUX MOJIMMEPOB BKIIOYAIOT MPOM3BOIHBIE LENIIIOIO3bI, TAKHE KAK METHIILENIIION03a,

Kap6OKCI/IMeTI/IJ'I]_IeJ'IJ'IIOJ'IOSa, THAPOKCUITHUIILCILIIIOJIO34, THAPOKCUITUIIMETHUIL
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MHUKPOKpUCTAJNINYeCKasl LEJUII0JI03a U T.7., IPUPOJHbIE KaMeu, TaKue Kak I'yapoBas Kamenb,
KCaHTaHOBas KaMelb, KaMelb PO’KKOBOT'O 1€peBa, KaMeb Kapaiu, BUTYM U T.A.; NOJIUAKPUIIATBI,
takne kak noiguMepsi CARBOPOLD, nonmkapbodun U T.A.; adbrUHATHL, THOI-COAEpIKALIHe
TOJIUMEPBI, TOJHUOKCHATWIeHBI, nommdtuineHrimkonmu (II0I7) ¢ monekynsipHON  Maccoi
npeanoututenbHOo Mexay 1000 m 40000 [la, nuHelHble WM pPa3BETBJCHHBIC, NEKCTPAHBI C
MOJIEKYJISIPHOM Maccod mpenamnouTureabHo mexxay 1000 u 40000 Jla u3 m000Oro MCTOYHHKA,
OJIOK-COTIOIMMEPBI, HATPUMEp KOMOWHAIIMYA MOJIOYHOW KHCJIOTBI M TJIMKOJIEBOH KHCJIOTHI, TaKUe
kak PLA, PGA, PLGA ¢ pa3nu4HON BS3KOCTBIO, MOJIEKYJIIPHONW MaccOil M COOTHOLIEHHSIMU
MOJIOYHOU U [JIMKOJIEBOU KHUCJIOT, OJI0K-CONOIMMEPHI OIS TUIIEHTJIUKOJIS -
TIOJIUTIPOITMJICHTJIUKONST € JIFOOBIM KOJMYECTBOM M KOMOWHALMEH TOBTOPSIIOLINXCS 3BEHBEB,
takne Kak Osok-conomumepbl PLURONIC, Gnok-conomumepsl TETRONICO wmm 6yok-
coronumepbl GENAPOL[J, kOMOMHALIMIO BBIIEYKA3aHHBIX COIMOJIMMEPOB, CBS3aHHBIX JIHOO
¢usndecku, mubo xummdecky, Hampumep, cmecu comnonumepos PEG-PLA wmu PEG-PLGA.
buoanresnBHOE BELIECTBO MOXKET OBbITh BHIOPAHO M3 MOJMATHIICHTIINKOJEH, MOJMOKCHITHIIEHOB,
MOJIMMEPOB TIOJIMAKPUIIOBOW KUCIIOTHI, Takux kak mnomumepel CARBOPOL[ (Takme kak
CARBOPOLLU 71G, 934P, 971P 974P) u nomukapbodunos (takux kak NOVEON[] AA-1, CA-
1 u CA-2 nonukapOoduias), HEJUTFOI03b] U €€ MPOU3BOAHBIX, MMOJUITUIICHIJIUKOIIS, TIOJIMMEPOB
CARBOPOLU w/unu UEJUTFOJIO3HOTO TMPOM3BOAHOIO WM  KOMOWHALIUU, PAaCTBOPUMOTO
MOJIMBUHUIHPpOJIHIoHOBOro nojumepa (PVP), kapbomepHoro romononumepa, kapOOMepHOTo
COMONMMepa, OAHOIO WM HECKOJIBbKUX U3 MaJbTOAEKCTPUHA, aJIbIMHATA, CLIUTOTO aJIbITMHATHOTO
resst, HaOyxaroIero B BOJ€, HO HE PACTBOPHMOIO B BOJE BOJOKHHUCTOTO CIIMTOrO KapOOKCH-
(YHKIIMOHAJIBHOTO MOJNINMepa, TUAPOPIIIBHON MOIMCAXapUAHOW CMOJIBI, THOMEPOB, HAIPHMEp
THUOJIUPOBAHHOTO XMTO3aHA, THUOJHPOBAHHOTO MOJIMKApOO(UIA, THOJMPOBAHHOTO AaJbIMHATA,
THUOJIUPOBAHHBIX IEJUTIOJIO3HBIX TMPOU3BOAHBIX, THOJHUPOBAHHOH KapOOKCHMETHIILEIITOIO3BI,
THUOJIUPOBAHHOHN TMOJIMAKPHIIOBOM KHUCJIOTbI MJHM THOJHPOBAHHBIX TOJHAKPUIATOB, JIEKTHHA,
ruapoKcunpormuIMeTInes U103l (HPMC), npor3BOAHBIX HENUTH0JI03bI, conoiumepos HPMA
BOJIOJUCIIEPTUPYEMOTO  TOJIHKAPOOKCHIIMPOBAHHOTO BHHMUJIOBOTO  IOJIUMEPa, KATHOHHBIX
NOJIMMEPOB, HEWOHHBIX IIOJIMMEPOB WJIM AaHHMOHHBIX TOJNMMEpOB. KaTHOHHBIE MONMUMEPHI
BKJIFOYAIOT, HO HE OrpaHnymuBaroTcs >THM, xuto3aH (Wella [JHmM3kol BsizkocTH[]), XUTO3aH
(Wella Oseicokoii Bsizkoctul]), xuro3aH (Dr. Knapczyk), nanxurosan H, nanxurozan VH, Sea
Cure 240, Sea Cure 210+, xuto3an (Sigma), cmech nosukapOodmna/muaxurozana VH, DEAE-
IEKCTPaH M aMUHOIEKCTpaH. HenoHHble MONMMMephl BKIFOUAIOT, HO HE OTPAHUYMUBAIOTCS 3THM,
Cxnepormoxan, He-kpaxman u HPC. AHnOHHBIE TONUMEpPBI BKIIIOYAIOT, HO HE OrPaHUYHUBAIOTCS
stuM, kapOokcumermnuemtoiody (CMC) HHU3KOH, cpenHel WM BBICOKOH BSI3KOCTH), MEKTHH,

KCAHTAaHOBYIO Kamenb W/wmu mnonukapbodun. B onHOM BapuaHTe  OCYIIECTBICHHS
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MyKOAQAre3uBHBbIH areHT mnpencrasisier coboil momumep CARBOPOLD w/mnm mpousBogHOE
LIeJUTIOJIO3BL.

[000342] Xwuro3an, Onaromapsi ero mykoanresnoHHomy xapakrepy (Lehr et al. 1992) u
ONaronpusTHBIM TOKCHUKOJIOTUYECKMM CBOMCTBaM, sIBIsieTCs ycuiuTeneM abcopbumu B
KUIIEYHOM JIUTeNuH. [JyTamMaT XHUTO3aHa CHIDKAN TPAHCOIUTENHAIBHOE 3JIEKTPHUECKOe
conporusienne (TEER) in vitro KyJbTHBHPYEMOW SIUTENHAJIbHOW KJIETOYHOW JIMHHU
kumeunnka (Caco-2) (Borchard et al., 1996) u yBenuuuBanm TPAHCHIOPT TUAPOPHUIBHBIX
MOJIEKYJI, TAKUX KaK [*C]mannuT, MmosiekyJisipHas Mmacca (MW) 1822, u ¢pnyopecuenH-nekcTpaH
(MW 4400) B 3HaUMTENILHOW CTeNneHH B MOHOCHOsAX KieTok Caco-2 (Artursson et al. 1994;
Borchard et al., 1996; Schipper et al., 1996). IlonoObHbIM 00pa3oM, TPAHCIOPT MENTHIHOTO
JIEKApCTBEHHOTO CpeAcTBa 9-nmecriauuuHamun, 8-apruHuH BasonpeccuHa (DGAVP, MW 1412)
3aMETHO YBEJIMYMJICS IOCIE COBMECTHOTO BBEINEHHUS C IIIyTAMAaTOM XHTO3aHa B KIETOYHBIX
moHocyosx Caco-2 (Luessen et al. 1997). Conu xuTo3aHa, Takue Kak MIyTaMaT XWUTO3aHA W
THIOPOXJIOPH] XHWTO3aHA, HCIONB3YIOT 1IN VIVO B KauecTBe ycwiutened abcopOmmm st
NEeNTUAHBIX JIEKAPCTBEHHBIX CpeAcTB. HasanpHOE mpHMEHEHHe WHCYJMHA C TIyTaMaToM
XUTO3aHA 3HAYUTEIBHO CHIIKAJIO YPOBEHB TIIFOKO3BI B KpoBH y KpbIc U oBerl (Illum et al. 1994), a
UHTpaayofeHaNbHOe TpuMeHeHne Oycepenmaa (MW 1299.5) u ruppoxiopuaa XWTO3aHA B
rejieBoil KOMIIO3UIMU YBEIMYUBAIO abCOMOTHYIO OnopoctynHocTh Oycepenuna ¢ 0,1 [0 0,1 mo
5,1 O 1,5% (Luessen et al. 1996a). Otu noBbueHns adCOpOLMKM MOXKHO OTHECTH 3a CUET
s¢¢exra XuTO3aHA HA LEJOCTHOCTh OJIHUTEIMAJbHBIX IUIOTHBIX coequHeHud. IlnoTHble
KJIETOYHbIE COEAMHEHMS WIPAIOT BAKHYIO POJb B MOIAEPKAHUU CEJEKTUBHOW OapbepHOIl
(YHKIIMM KJIETOYHBIX MEMOpPAH U B CLEMJICHUH KJIETOK BMeCTe ¢ 00pa3oBaHHEM HeNpepbIBHOIO
KJIETOYHOTO CJIOS, Yepe3 KOTOPbI naske HeOOJbIINe MOJIEKYJIbl HE MOTYT MPOHUKHYTh. OIHAKO
IUIOTHBIE COEIMHEHUs] MPOHHLAEMbI I BOABI, JIEKTPOJMTOB U APYTUX 3aPSUKEHHBIX HIIH
HE3apsDKEHHbIX MOJIEKYJ BIUIOTH A0 omperneneHHoro pasmepa (Madara 1989; Wilson and
Washington 1989). HM3BecTHO, 4YTO IUIOTHBIE COCAMHEHHUS pEArHpylOT HA HM3MEHEHUs
KOHLIEHTPALUH KalblysA, UKiIndeckoro AM® (nAM®), ocmomsipHoctd, pH U cocrosHUS
utockeneta (Cereijido et al., 1993).

[000343] Ilpenmonaraercs, YTO COJIM XUTO3aHA OTKPBIBAIOT IUIOTHBIE COEAMHEHUS
KOHUEHTpauus- u pH-3aBuCHMBIM 00pa3oM, 4TOOBI 00ECTIEYNTh BO3MOKHOCTD MAPAKJIETOYHOTO
TPAHCIIOPTA KPYIMHBIX TUAPOQUIBHBIX COSTUHEHUN. Y BEINYEHNE TPAHCIIOPTA STUX COCTUHEHNH
MOXKHO OTHECTH 3a CYET B3aMMOJACHCTBHS TOJOXKUTENbHO 3apsSKEHHOW aMUHOTPYIIBI B
nojnoxernn C-2 XUTO3aHa C OTPULIATENIBHO 3apsUKEHHBIMHI CAHTAMM Ha KJIETOYHBIX MEMOpaHax H
IUIOTHBIMH COEAMHEHHUSIMHA 3IUTEIHAIBHBIX KJIETOK CIIU3MCTOM OOOJIOYKH, YTO IO3BOJISIET

OTKPBIBATH IIJIOTHBIC COCAUHCHUS. HSBGCTHO, 4TO ryTaMaT XUTO3aHa UHAYHHUPYET USMCHCHUS B
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muctpuOyunn F-aktuna (Artursson et al. 1994). Taxke u3BeCTHO, YTO (PapMaKOIOTHUECKUE
CpeACTBa, KOTOPbIE B3aNMOAEHUCTBYIOT ¢ F-aKTHHOM LIUTOCKENeTa, ONHOBPEMEHHO YBEIHYUBAIOT
napakJIeTOuHyo nponunaeMocts (Meza et al. 1982). Oto cornmacyercsi ¢ rUNOTe30H O TOM, UTO
F-akTHH HENOCPEACTBEHHO HJIM OMOCPENOBAHHO CBSI3aH C OENKaMH B IUIOTHBIX COEIMHEHHSIX,
takumu kKak ZO-1 (Madara 1987). Schipper et al. (1997) nokasanu, 4TO XWUTO3aH BBI3BIBAET
nepepacripenenenne F-akTuHa nuTOCcKenera MW Oenka MIOTHOro coexmHeHust ZO-1.
KoHndoxkanpHasi nazepHasi CKaHUPYIOIIAsh MUKPOCKOMNHs MOATBEPAMIA, YTO XUTO3aH CHOCOOEH
OTKPBIBATh IUIOTHBIE COENMHEHHs ISl OOECMEYEeHUs MapakJeTOYHOTrO TPAHCIOPTA KPYITHBIX
runpodunbHbix coenunenuii (Borchard et al. 1996; Schipper et al. 1997). Mykoanre3ust MOXKeT
UrpaTth JOMOJHHUTEIBHYIO pOJb B O5TOM TMpPOLECCe, YBEIMYWBAas BpeMs NpeObIBaHUS
JIEKAPCTBEHHBIX CPENICTB HA KJIETOYHBIX TTOBEPXHOCTSIX.

[000344] B BapuaHTax OCYIIECTBJICHUS] MYKOAIATI€3MBHBIN/ONOAATre3UBHbIA 3KCIUITUEHT
OOBIYHO MPHUCYTCTBYET B AMana3oHe oT okoio 1% no oxono 50% macc/Macce, WM B JUAma3oHe
oT 0k0J10 1% 10 okoa0 40% macc/mace, WIIM B UAana3oHe OT OKOJIo 2 10 okoso 30% macc/macc.
MOJKHO HMCIIONB30BaTh OMH MYKOAATre3WB WM OMOAAre3uB WM MX KoMOumHaiwmu. buoaaresums
YBEIMYMBAET BpeMsl NpeObIBAaHUS JIeKapCTBEHHOH ¢opmel B Mecre abcopbumu W,
CJIEZIOBATENIbHO, MOKET MPUBECTH K YBEIUYEHUIO OMONOCTYMHOCTH JIEKAPCTBEHHOT'O CPENCTBA.
Hcnonp3oBaHne MyKkoaare3uBa OOJIErdaeT JIMTENbHBIM KOHTAKT Mexay (apmarneBTudeckoi
KOMIIO3UIIMEeH W CchIu3ucToi obojioukoit mosoctu pra. IIpu koHTakTe (apmMareBTUIeCKOi
KOMITO3UIIUH CO CIIM3UCTON 000JIOUKOH Bjara B CJIM3U IJIACTU(DUIIMPYET MYKOAATe3UB, KOTOPBIH
3aTeM MOXKET KOHCOJHIUPOBATBCS CO CIAM3HCTON 0000ouKOl, oOpasys cialble CBSI3U C
TJIMKONPOTEMHAMH B CIIM3H M/MJIM MEXaHUUYECKH CLEIUISACH C MNIMKONMPOTENHAMH U JIMITUAAMH B
cnu3n. MyKoanre3suB MOXKET YBEJIMYMBATH BpPEMS KOHTAKTa (PapMalleBTUYEeCKH AKTHBHOTO
BeIleCTBa U a0COPOUPYIOIIEl MOBEPXHOCTH U MOKET obJierdaTh abcopOuuio hapMareBTHIeCKH
AKTUBHBIX CPeNCTB a0COpOUPYIOLIEi MOBEPXHOCTHIO.

[000345] AcnekTsl

[000346] Acmexkr 1. JlekapcTBeHHass Qopma AEeHTEPUPOBAHHOTO IOMIIEPUIOHA,
BKJIFOYAIOIIAst TIOMIIEPUI0H-d4 B IEPOPATBHON JIEKAPCTBEHHON (popme.

[000347] Acnekt 2. JlekapctBeHHast ¢popma Acrekra 1, rae pacTBOp WM CyCIEH3Us
NEHTEePUPOBAHHOTO JOMIIEPHIOHA HAXOIUTCS B MSITKOW JKEJIAaTMHOBOM KarcyJie, Karcyje
wu TadjeTke ¢ 0OecrneueHneM CTaHIaPTHON JTO3BI.

[000348] Acmexkr 3. JlekapcTBeHHass Qopma AeHTEpUPOBAHHOTO IOMIIEPUIOHA,
BKJIFOYAIOIIast TOMIEPUIOH-d4 B 3aIIOJIEHHOMN JKUIKOCTBIO KarcyJie, CoaeprKameil SKCIUIMUEHTHI,
BbIOpaHHBIE W3 TPYIIIbL, COCTOSILIEH M3 JIMMHUIOB, SKUPHBIX KHUCJIOT, IMOBEPXHOCTHO-aKTHBHBIX

BEIIECTB, PACTBOPUTENEH 1 UX KOMOUHALIUI.
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[000349] Acnekr 4. CoenuHeHne, BBIOPAaHHOE W3 TPYMIIbL, COCTOSIIENH U3 GopMydsl 1,
r7ie IO MEHbLIEH Mepe OAWH aTOM BOJOPOAA 3aMELIEeH aTOMOM JEeUTepus, IPU YCIOBHUH, UTO
LIECTh ATOMOB BOAOPOAA NPOMMWIA HE 3aMELIEHB], COEAUHEHUS 2, COENUHEHUs 3, COeAUHEHUS 4,

COENVHEHUS 5 1 X KOMOMHALAIA.
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[000350] Acmiekt 5. Cioco0 noay4ueHusi COeAMHEeHMs ACTeKkTa 4, BKITFOUAKOLIUH

B3auMozpeiicTere |,2-nuamuHoOeH30j1a, comepskamero 0-4 atoma gaeWtepusi, ¢
PEaKIMOHHOCTIOCOOHOH KapOOHUIIBHOM IPYIIION € MOTYYEHHUEM LIUKIMYECKOr0 MU/,

B3aUMOJEHUCTBUE LUKJIWYECKOr0 MMHUAA C 3alUUTHOM TPYNIOH C MOJYyYEHHUEM
MOHO3ALHUIIIEHHOT O [IUKJINYECKOT0 UMHA,;

B3aUMOJIEHCTBHE MOHO3ALIMIIEHHOTO LUKIMYECKOro uMuaa ¢ 1,3-0udyHKIHOHANIBHBIM
NPONWIBHBIM  MPOMU3BOAHBIM, coaep:xamuM 0-6 aToMOB  aedTepus, C MOJy4YEHUEM
IIPOMEKYTOYHOTO COEAMHEHUS,

B3aUMOJIEHICTBHE TPOMEXKYTOYHOTO COEOUHEHUs C S-xyop-1-(4-nunepuauann)-1,3-
nuruapo-2H-6en3umMunaszon-2-oHom; u

yIaJeHue 3alUTHONW rpymnmbl JUOO 10, JUOO MOociae B3aMMOAEHCTBHS MPOMEKYTOYHOTO

coenuHeHus ¢ S-xJop-1-(4-munepuanamn)- 1,3-guruapo-2H-6eH3umMmnnas3on-2-0HoM.
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[000351] Acmekr 6. JlekapcTBeHHasi (hopmMa JOMIEPUAOHA, BKIFOYAIOIIAsT JOMITIEPUIOH-
d4 B 3aMOJIEHHOW KUAKOCTBIO KarCyJie, COAEep Kallel SKCIHUIMHUEHTHI, BBIOPAHHBIE M3 TPYIIIIHI,
COCTOSIIIEH U3 JIUIHIOB, SKUPHBIX KUCIIOT, IOBEPXHOCTHO-aKTUBHBIX BELIECTB, PACTBOPUTEIICH U
X KOMOWHAIWH.

[000352] Acnekt 7. Ciocob monyueHus coeqrHenus 1 B coorBercTBum co Cxemoii 1,

w% Jwi

P
1

H mim D

BKJIFOYAIO LU

B3anMogpeiicTere 1,2-nuamuHoOeH30ja, conepskamero 0-4 atoma geWtepusi, ¢
PEAKIIMOHHOCTIOCOOHOH KapOOHMIIBHOM IPYIIION € MOTYYEHHEM LIUKIMUYECKOr0 MU/,

B3aUMOJEHUCTBUE LUKJINYECKOr0 MMHAA C 3alUUTHOM TPYHNIOH C MOJYyYEHHEM
MOHO3AIUIIEHHOT O [IUKJINYECKOT0 UMHA,

B3aUMOJIEHCTBHE MOHO3ALIMIIEHHOTO LHUKIMYECKOro uMuaa ¢ 1,3-0uyHKIMOHAIBHBIM
NPONWIbHBIM  NPOM3BOAHBIM, coaepxkamuMm (0-6 aToMOB  felTepus, C MOJIy4eHHEM
IIPOMEKYTOYHOTO COEANHEHUS,

B3aMIMOAEHUCTBHE MPOMEXKYTOUHOTO COEAMHEeHUs ¢ S-xyop-1-(4-nunepununmn)-1,3-
auruapo-2H-6eH3nuMunason-2-oHoM; u

yIaJeHue 3alIUTHOHN rpymmel Ju60 10, Mud0 mocie B3auMOAEHCTBUS MPOMEKYTOUYHOTO
coearHenus ¢ S-xyop-1-(4-munepuaunani)- 1,3-guruapo-2H-0en3nmMuna3on-2-oHom,

rae 1,2-muamMuHOOEH30JT CONEP’KUT MO MEHbLIeH Mepe OauH aeWrepud, wim 1,3-
OU(pYHKIMOHATBHOE MPOMUIBbHOE MPOU3BOIHOE COMEPIKUT MO MEHBIIEH Mepe OAWH AeUTepHil,
WK KXl u3 1,2-nuamunoben3ona u 1,3-0uyHKIIMOHANIBHOTO MPOMIIIBHOTO MPOU3BOAHOTO
COZIEPKUT IO MEHbILIEH Mepe OUH JeHTEPUil.

[000353] Acmekt 8. Cioco0 mosyueHus: JeUTepupOBAHHOTO COSAMHEHUST JOMITEPUIOHA
AcrmiexTa 4, BKIIFOYAIOIIUH

B3anMozeiicTere 1,2-numamuHoOeH30ja, comepskamero 0-4 atoma geitepusi, ¢
PEaKIIMOHHOCTIOCOOHOH KapOOHMIIBHON TPYIIION C IMONTYyYEeHHEM LIUKIMIECKOrO UMH],

B3aUMOJEHUCTBUE LUKJIWYECKOr0 MMHAA C 3alUUTHOM TPYHNIOH C MOJYyYEHHUEM
MOHO3ALHUIIEHHOT O IUKJINYECKOTO UMHA,

B3aUMOJIEHCTBHE MOHO3ALIMIIEHHOTO HUKIMYECKOro uMuaa ¢ 1,3-0uyHKIMOHANIBHBIM

NPONWIbHBIM  MOPOU3BOAHBIM, coaepxkamuM 0-5 aToMOB  AedTepus, C IOJIYYECHUEM
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IIPOMEKYTOUHOTO COEAMHEHUS,

B3aUMOJIEHCTBUE TPOMEXKYTOYHOTO COEOUHEHUs ¢  S-xyop-1-(4-nunepuamn)-1H-
O0enzumunazon-2(3H)-onom; u

ylaJeHue 3alUTHONW Ipymnmbl JUOO A0, TUOO Mociae B3aUMOAEHCTBUS MPOMEXYTOYHOTO
coenrHeHus ¢ S-xyop-1-(4-nmunepunmn)- 1 H-6ensumunazon-2(3H)-onowm;

rae 1,2-muamMuHOOEH30J1 COANEpP)KUT MO MeHbLIed Mepe OauH aeirepuid, wimm 1,3-
Ou(yHKIIMOHAIBHOE MPOMUIBHOE MPOU3BOAHOE COACPIKHUT MO MEHbIIEH Mepe OIUH JeHTepuii,
WK KaXaeid u3 1,2-nuamunoben3ona u 1,3-0uyHKIMOHAIBHOTO MPOMIIIBHOTO MPOU3BOAHOTO
COZIEPKUT IO MEHbILIEH Mepe OUH AeHTepUil.

[000354] Acniekt 9. Criocob mosyueHus: AelTepupoBaHHOTO nommepunona, CoequHeHuHsI

1, B coorBeTcTBUU cO CxeMoti 2,

BKJIFOYAIO LU

B3anMozeiicteue 1,2-nuamuHoOeH3oma, comepskamero 0-4 atoma geitepusi, ¢
TETPASTHIOPTOKAPOOHATOM € MOJTyUEHHEM 3aLIHIEHHOTO [IMKJIMYECKOro MU,

B3aMMOJIEHICTBHE 3AIMUIIEHHOTO LUKJINYEeCKOro umuga ¢ 1,3-OudyHKIHOHATBHBIM
NPONWIBHBIM  MPOU3BOAHBIM, coaepxkammuM 0-6 aToMOB  AedTepus, C MOJy4YEHHEM
MIPOMEXKYTOYHOTO COeAMHEHUS, U

B3aUMOJICHCTBUE TPOMEXKYTOYHOTO COCOUHEHUsT C  S-xyop-1-(4-munepummn)-1H-
6enzumuazo-2(3H)-onom.

[000355] Acmexkt 10. Crnoco® mony4eHHsT JEHTEPUPOBAHHOTO  IOMIIEPUAOHA,

Coenunenus 2, B cooTBeTcTBUH ¢O0 Cxemoii 1,
H H A H 0
W @A
SN H N” NH
HN D

D D 2
D

Cl

BKJIFOUAO I

B3anMozelicTere  1,2-muamMuHOOeH3051a, conep:kamero 4 aroma nedTtepus, C
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PEaKIMOHHOCTIOCOOHOH KapOOHMIIbHON TPYIIION C IMONTYy4YE€HHEM LIUKINIECKOTO UMH,

B3aUMOJEHUCTBUE LUKJIWYECKOr0 HMMHAA C 3alUUTHOM TPYHIOH C TMOJYyYEHHUEM
MOHO3ALIUIIEHHOT O UKJINYECKOT0 UMH/A,

B3aUMOJIEHCTBHE MOHO3AILIMIIEHHOTO HUKIMYECKOro uMuaa ¢ 1,3-0udyHKIroHanbHbIM
IPONUIbHBIM IPOU3BOAHBIM C MOJyYEHUEM IIPOMEXYTOUHOIO COEANHEHMUS,

B3aUMOJIEHCTBUE TPOMEXKYTOYHOTO COE€AUHEHUs ¢  S-xyop-1-(4-nunepummn)-1H-
oensumunazon-2(3H)-onom; u

yIaJeHue 3alUTHOW rpymmbl MO0 10, MO0 MOCie B3aMMOACHCTBHS MPOMEKYTOYHOTO
coenHeHus ¢ S-xyop-1-(4-munepuaunnin)-1,3-guruapo-2H-0eH3uMuas3on-2-oHom.

[000356] Acmexkt 11. Cnoco® mony4eHHsT JEHTEPUPOBAHHOTO  JIOMIIEPUAOHA,

Coenunenus 2, B cooTBeTcTBUH ¢O Cxemoii 2,

H H

W%T @

A,

D

BKJTFOYAIO LU

B3auMozeiicTere  1,2-nuamuHOOeH3051a, comepskamiero 4 aroma  aeidtepus, ¢
TETPASTUIOPTOKAPOOHATOM C MOJYYEHUEM 3AIMUIIEHHOrO HUKJINIECKOTr0 MU,

B3aUMOJICHCTBUE 3ALIUIIEHHOrO LHUKIMYeCKOro wumuaa ¢ 1,3-0udyHKIHOHANIBHBIM
MIPOMMIBHBIM MPOU3BOAHBIM C MOJIyYeHUEM IIPOMEKYTOUHOTO COENMHEHUS; U

B3aMMOJACHCTBHE MPOMEXKYTOUHOTO COeAMHEeHUs ¢  S-xyop-1-(4-nunepuaun)-1H-
oensumunazon-2(3H)-onom.

[000357] Acnext 12. Coenunenue 1-(3-xmopnpornun)-4,5,6,7-TeTpaneiTepo-2-3TOKCU-
oensumunaszona gopmyisl 16, rne R=H wm D.

[000358] Acnekt 13. Coemunenue 1-(3-xmopnpornun)-4,5,6,7-TeTpaneiTepo-2-3TOKCU-
Oensumuaaszona gopmyisr 16, rme R=D.

[000359] Acnext 14. Coenunenue Acnekra 13, coneprkaliee 4eTbipe aToMa AelTepus.

[000360] Acnmekt 15. TepameBTuueckuii Crocod, BKIIIOYAOILINI BBENCHUE MAIMCHTY,
HY>KIAIOIIEMyCsl B O3TOM, IEHTEPHPOBAHHOTO IOMIIEPUAOHA WIH ero (apMaleBTUYECKH
NPUEMJIEMON COJIM JJisi OOJIETYeHHsI PAcCTPOMCTBA, BBIOPAHHOTO W3 TPYIIBI, COCTOSINEH W3
ractpornapesa, TOLITHOTBI, HE3aBUCUMO OT racTporapesa, pBOThI, HE3aBHCHMO OT TacTporapesa,
TOIIHOTBI, ACCOLIMMPOBAHHONW C TacTPOMape3OM, PBOTHI, ACCOLMHPOBAHHON C racTpOmapes3oM,
ractpodsodareabHOr0 pedIIIOKCHOro 3a00JieBaHUs, THUIOTANIAKTUM W WX KOMOWHALUWH, MpH

YCJIOBHUH, YTO ACUTEPUPOBAHHBIN JOMIIEPUIOH HE SIBJISIETCS COEUHEHUEM 6.
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[000361] Acmekt 16. Ciocob6 Acnekra 15, rne BBenenue ds neifireprupoBaHHON HOPMBI
OOMIIEPUIOHA YMEHbImaeT MeTadonu3M JOMIepUIoHa B Oojblieit creneHw, udem dg
nerepupoBaHHas GopMa TOMIEPUIOHA.

[000362] Acnext 17. Crioco® Acnekra 15, rae myTh BBeIEHUS YMEHbLIAET METAO00IN3M
JIOMIIEPUIOHA.

[000363] Acnektr 18. Cmoco0 Acmekrta 15, rme KoMnosuius AeHTEPHPOBAHHOTO
JOMITEPUAOHA MOBBIIAET OMOJOCTYITHOCTD TOMIIEPHIOHA.

[000364] Acnekt 19. Cnoco0d Acmekra 15, rme BBOOMMBbIE COSOUHEHHS BBIOpAHBI W3
TPYIIbIL, COCTOSIIIEH U3 COCAUHEHUN 2, COeAUHEHMUs 3, COeOUHEHUs 4, COeMUHEHHUs 5 U UX
KOMOUWHALIHIA.

[000365] Acnekt 20. Crocob Acmekrta 15, rae nedTepupOBaHH JAOMIEPHIOH BBOIST
TPaHCAECPMAJIbHBIM Iy TEM BBEIEHHSL.

[000366] Acnekt 21. Crioco0 Acmekra 15, rae nefiTepupoBaHHbIA JOMIEPUIOH BBOZIST
NyTeM BBEICHHUS, BBIOPAHHBIM M3 TPYMIbL, COCTOSINEH W3 TNEPOPAIbHOTO BBEIEHUS,
TPaHCAEPMAIILHOTO BBEACHHUS, TAPEHTEPATBLHOTO BBEICHUS 1 X KOMOMHALIHH.

[000367] Acnekt 22. Cnoco0 Acmekra 21, rae neiTeprupoBaHHbI JOMIEPUIOH BBOIST
NEepOpaIbHO B JICKAPCTBEHHOH (hopMe, BBIOPAHHOW M3 TPYIIIBI, COCTOSMIEH U3 TaOJeTKH,
KaIICyJibl, MATKOH JKE€JIATHHOBOH KATCyJIbl, YKHUIKOCTH U UX KOMOWHAIINH.

[000368] Acnext 23. Cniocob Acnekta 15, roe neiirepupOBaHHbINA TOMIIEPUIOH BBOJSAT
B auamnas3one ot 0,5 mr go 120 mr.

[000369] Acnext 24. Cnoco6 Acmnekra 15, roe neHTEepUpPOBAHHBIH JOMIIEPUIOH
BBOJAT B auarnaszoHe ot 0,05% mo 12,0%.

[000370] Acmekr 25. Cnoco® Acmekrta 15, roe nedTepupoBaHHBIA JOMIEPHUIOH
BBOIAT B nquana3one ot 0,07 mr/kr 10 1,71 mr/kr.

[000371] Acmekr 26. Cnoco® Acmnekrta 15, roe nedTepupoBaHHBIA JOMIEPHUIOH
BBOJSAT B AuanasoHe ot 1 mr 1o 60 mr.

[000372] Acmekr 27. Cnocod Acmnekrta 15, roe nedtepupOoBaHHBIH JOMIEPHIOH
BBOJAT B auanasoHe ot 0,1% mo 6,0%.

[000373] Acmekr 28. Cmoco® Acmnekrta 15, roe nedtepupoBaHHBIA JOMIEPHIOH
BBOIAT B nuana3one ot 0,014 mr/kr no 0,86 Mr/kr.

[000374] Acmekr 39. Cmoco® Acmnekrta 15, roe nedtepupoBaHHBIA JOMIEPHUIAOH
BBOJAT B Auana3zoHe oT 2,0 mr g0 40 mr.

[000375] Acmekr 30. Cmoco® Acmnekrta 15, roe nedtepupoBaHHBIA JOMIEPHUIOH
BBOZAT B nuana3oHe ot 0,2% mo 4,0%.

[000376] Acmekr 31. Cnoco® Acmnekra 15, roe nelrepupoBaHHBIA JOMIEPHUAOH
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BBOIAT B nuana3one ot 0,028 mr/kr 10 0,57 Mr/kr.

[000377] Acnext 32. Cnoco0 Acnmekra 15, rme peldTepupOBaHHBIH JOMIEPUIOH
o0Jyeryaer racTponapes y naieHra.

[000378] Acmnekt 33. Cnoco0 Acnekra 15, rme peldTepupoBaHHBIH JOMIEPUIOH
obyier4aer mo MeHbLIeH Mepe OJHO U3 TOLIHOTHI MM PBOTHI KaK OTAENBHOIO PacCTPOCTBA,
MOMUMO TOLIHOTBI I PBOTHI B pe3yJIbTaTe racTporapesa y nareHra.

[000379] Acnekt 34. Cnoco® Acnekrta 15 rme BBemeHUE MOMIIEPUIOHA BBIOPAHO W3
TPYIIIBL, COCTOSIEH U3 (OPMBI C YBEIHMUEHHOH IUIOLIAbI0 MMOBEPXHOCTH, TPAHCAEPMAIBHOTO
MYTH, MIEPOPATBHOTO MyTH, OCHOBAHHOTO HA JIMMUJAX, U UX KOMOHMHALIHI.

[000380] Acmekt 35. Cnocod® nmnsi obnerdeHus JiedeHuss 3a0OJieBaHUSI y TMALIUEHTA,
BKJIFOYAOILIMI BBEICHHUE MALIMEHTY, HY>KAAOIIEMYCSl B 3TOM, JE€HTEPHUPOBAHHOTO JOMIIEPUIOHA
B YCJIOBHSX, KOTOpPbIE YYEHBLIAIOT METabOJIM3M JOMIIEPHIOHA MO CPABHEHHIO C YCIOBHSIMH,
NPUBOMALINMUA K  HOpPMajJbHOMY  MeTaboinM3My  JAOMIEPHAOHA, W/HMIM  TOBBILIAKOT
OMOMOCTYITHOCTh JOMITEPUIIOHA, TIPH YCIOBUH, YTO AEHTEPUPOBAHHBIN TOMIIEPHUIOH HE SIBJISETCS
COEIMHEHHEM 0.

[000381] Acmekt 36. Ciocob Acmnekra 35, rne BBeneHue d4 neiirepupoBaHHON HOPMBI
JOMIIEPUIOHA YMEHbImaeT MeTadonu3M JOMIepUIoHa B Oojbiiei creneHw, dem de
nerTepupOBaHHON (POPMBI TOMIIEPHIOHA.

[000382] Acnekt 37. Crioco® Acnekra 35, rae MyTh BBEIEHUS YMEHbLIAET META00IN3M
JIOMIIEPUIOHA.

[000383] Acnektr 38. Cmoco0 Acmekrta 35, rae KOMIO3UIMS AEHTEPUPOBAHHOIO
AOMIIEPHUIOHA MTOBBIIAET OMOAOCTYITHOCTD JOMIIEPUIOHA.

[000384] Acnekt 39. Cnoco0 Acmekra 35, rme BBOAWMbBbIE COSIUHEHHsS] BbIOpaHBI W3
TPYIIbIL, COCTOSILIEH U3 COCAUHEHUN 2, COeAUHEHUs 3, COeNUHEHUs 4, COeNUHEHHs 5 U UX
KOMOUWHALIHIA.

[000385] Acnekt 40. Cnoco0 Acmekra 35, rae nedTepupOBaHHbIN JOMIIEPUAOH BBOIST
TPAHCACPMAJIbHBIM Iy TEM BBEIEHHSI.

[000386] Acnekt 41. Crioco0 Acmekra 35, rae nefdTeprupOBaHHbI JOMIEPUIOH BBOZIST
NyTeM BBEICHUS, BBIOPAHHBIM M3 TPYMIbL, COCTOSINEH W3 TEPOPANbHOTO BBEIEHUS,
TPaHCAEPMAIILHOTO BBEACHHUS, TAPEHTEPATLHOTO BBEICHUS I UX KOMOMHAIUH.

[000387] AcnexkTt 42. Cnoco0 Acmiekra 39, rae neiTeprupOoBaHHbIA JOMIEPUIOH BBOZIST
MEepoOpaibHO B JICKAPCTBEHHOH (hopMe, BBIOPAHHOW M3 TPYIIIBI, COCTOSIIEH U3 TaOJeTKH,
KaIICyJibl, MATKOH JKEJIATHHOBOM KArICyJIbl, JKUAKOCTH U UX KOMOWHAIUH.

[000388] Acnekr 43. Croco® Acmekra 35, rae yBeNWYEHHAs IUIOMAAb OBEPXHOCTH

KOMIO3UIINH B (pOpME YaCTHUIL[ AEUTEPUPOBAHHOTO JOMIIEPHUIOHA IMOBBIIAET OMOIOCTYIMHOCTD
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JIOMIIEPUIOHA.

[000389] Acnext 44. Cniocob Acnekrta 35, rae neiTeprupoBaHHbIA TOMIIEPUIOH BBOIST
B nuanaszoHe oT 0,5 mr g0 120 mr.

[000390] Acmekr 45. Cnoco® Acmnekra 35, rae nedTepupoBaHHBIA JOMIEPHUAOH
BBOJAT B auarna3zoHe ot 0,05% mo 12,0%.

[000391] Acnekr 46. Cnoco6 Acmnekra 35, rae NeHTEpUPOBAHHBIH JOMIIEPUIOH
BBOIAT B nquana3one ot 0,07 mr/kr 10 1,71 mr/kr.

[000392] Acmekr 47. Cnoco® Acmnekrta 35, rae nedTepupOBaHHBIA JOMIEPHUIOH
BBOJSAT B AuanasoHe ot 1 mr 1o 60 mr.

[000393] Acmekr 48. Cmoco® Acmnekrta 35, rae nedTepupOBaHHBIA JOMIEPHUIOH
BBOJAT B auanasoHe ot 0,1% mo 6,0%.

[000394] Acmekr 49. Cnoco® Acmnekrta 35, rae neWTepHpOBaHHBIA TOMIEPHIOH
BBOIAT B nuana3one ot 0,014 mr/kr no 0,86 Mr/kr.

[000395] Acmekr 50. Cmoco® Acmnekrta 35, rae nedTepupOBaHHBIA JOMIEPHUIOH
BBOJIAT B auamna3oHe oT 2,0 mr g0 40 mr.

[000396] Acmekr 51. Cmoco® Acmnekrta 35, rae nedTepupOBaHHBIA JOMIEPHIOH
BBOJAT B auana3oHe ot 0,2% no 4,0%.

[000397] Acmekr 52. Cmoco® Acmnekrta 35, rae nedTepupoBaHHBIA JOMIEPHUIOH
BBOIAT B nuana3one ot 0,028 mr/kr no 0,57 mMr/kr.

[000398] Acnekt 53. Cnoco® Acnexra 35, rae JOMIIEpUAOH OOJerdyaer racTpornapes y
NalKeHTa.

[000399] Acnekt 54. Cnoco® Acnekta 35, rme AOMIEpUIOH objerdaer mo MeHbIIeH
Mepe OJHO M3 TOIIHOTHI HJIM PBOTHI KaK OTAEIBHOIO PacCTPOMCTBA, MOMHUMO TOLIHOTBI HIIH
PBOTHI B pe3yJIbTaTe racTponapesa y narueHTa.

[000400] Acmekt 55. Cnoco0 AcmekTa 35, rae BBeJeHHE NOMIIEPHIOHA BBIOPAHO W3
IPYIIBL, COCTOSIEN U3 (OPMBI C YBEIHMUEHHON IUIOLIAbI0 MTOBEPXHOCTH, TPAHCAEPMAIBHOTO
NYTH, IEPOPATBHOTO IMyTH, OCHOBAHHOT'O HA JIUIHAAX, H UX KOMOMHALHH.

[000401] Cnenyroumue Ilpumepbl mnpeacTaBiaeHBI NI WUIOCTPALMA HEKOTOPBIX
KOHLICTILIWM, OMNMCAHHBIX HACTOSILIEM pACKPBITUU. XOTs CYUTAeTCs, 4TO Kaxablil IIpumep
NPEACTABISIET CIEHATbHbIE KOHKPETHBIE BAPHAHTBHI OCYIIECTBJICHUS KOMITO3HLHH, CIOCOOOB
NOJIy4eHUS] W TPUMEHEHUs, HH OAWH u3 IIpuMepoB He cleayeT paccMaTpHBaTh Kak
OrpaHUYMBAIOLIHH Oosee 00Ire BApUAHTHI OCYINECTBIICHHUS, OMCAHHBIE B HACTOSIIEH 3asiBKeE.

[000402] B crneayrommx mpuMepax MPUHATBI MepPbl Al 00ECHeYeHHs] TOYHOCTH, YTO
KacaeTcsl NCIOJIb3YEMbIX YHUCIIOBBIX 3HAUEHUH (HarmpuMep, KOJIMYeCTBa, TEMIIEpATypa U T.1.), HO

CJIeIyeT YYUTHIBATh HEKOTOPYIO 3KCIMEPUMEHTAIbHYIO OIMOKY U OTKJIOHeHue. Eciu He yka3aHo
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MHOEe, TeMmIepaTypa YyKa3aHa B rpaaycax Llembcusi, naBineHue SBISieTCs aTMOC(HEPHBIM
JaBJieHHEeM WK OJTM3KUM K aTMOc(epHOMY.

[000403] Cnenyromue npuMepbl He SBJIAIOTCA orpaHuuuBaromumu. Ilpumeper 1-5
cooTtBeTcTBYIOT Cxeme cunTtesa 1. IIpumepst 6-8 coorBercTByOT Cxeme cuHTe3a 2.

[000404] 13 cxembl cuHTE3A 1

IMpumep 1: [Monyuenue 2,3-nuruapo(4,5,6,7-D4)-1H-1,3-6eH3oamaszon-2-oHa

[000405] B 100-my KpyrjoAOHHYHO KOJOYy, CHAOKEHHYH) MArHUTHOW MEIIAKONW |
OTBEpPCTHEM JJIsl BBOJA/BBIMyCKa a30Ta, 3arpyxanu (D, )oenzon-1,2-muamun (1 3kB., 2 1, 17,83
mmodtb) 1 30 mi 6e3BogHoro DMF, 3atem nepemenrBaiu B aTMocdepe a3oTa sl PACTBOPEHHUS
nepen 3arpyskoii 1-(1H-umunazon-1-kapoonwmn)-1H-ummunazona (1 sks., 2,89 r, 17,83 mmounb) u
nepeMelIMBaHueM IIpM KOMHATHOM TeMmmeparype B TedeHue 22 d4acoB. PacteBopurens
BBIIAPUBATIN B BAaKyyMe C IMOJYYEHHEM JKEJITOro TyCTOrO Macjia, KOTOpoe pa30aBisuifn B
MHUHHMaJBHOM KojmuectBe nuxijopmeraHa (DCM) nmns xpucrammm3auuu. JKemaemoe TBeproe
BEIECTBO coOupanu BakyyM-¢uibrpanueli, npomeiBaii DCM wu cymwim B BakyyMmMe C
nonydenuem 2,09 r (15,13 mmonb, 85%) skemaeMoro npoaykra.

IIpumep 2: Ilomyuenme  Tper-Oyrun  2-okco-2,3-auruapo(4,5,6,7-D4)-1H-1,3-
Oenzonuazon- 1-kapOokcuara

[000406] B 100-mn Tpexropiyi KpYIJIONOHHYK KoJjOy, CHaOK€HHYK0 MAarHHTHOM
MEIIaJIKON M OTBEPCTHEM JUIsi BBONA/BBIMYCKa a30Ta, 3arpyxanu 2,3-nuruapo(4,5,6,7-D, )-1H-
1,3-6en3zoamnaszon-2-o1 (1 3kB., 2,09 r, 15,13 mmons) u 40 ma Ge3sognoro DMF. K stomy
nepeMernBaeMoMy pacTBopy nodasisuiu no nopuusm ruapua Hatpus (1,1 axs., 197 mr, 8,200
MMOJIb) M PEaKIMOHHYIO CMeCh OCTaBJILIM B 3THUX JXe ycioBusax Ha 1,5 uaca. ITocie storo
nobaBsui MO KaruisiM  qu-mpem-Oytunaukapobonar (1 ks, 3,30 1, 15,13 Mmoib),
pactBopeHHbIH B 8 M1 6e3BogHOro DMF, U ocTaBisiin [jisi B3aUMOAEHCTBHS B TEYEHUE 3 4aCOB.
Peakumsi 3aBepmanace, U cMecb oOpabarbiBamu HachleHHbIM pactBopom NH4Cl, ¢
nocnenyromum paszdasinenuemM H,O u skcrparmpoBanuem npu nomomu 40150 mi EtOAc.
Opranmyeckne ppakuun oObequHsUH, cymuian Hag Na,SOy, GUIbTpOBaIM U KOHLEHTPUPOBAIN
mocyxa B BakyyMe. HeouWIneHHOE BELIeCTBO, IOJIYYEHHOE TakuM O0pa3oM, OYHIIAIN

xpomatorpadueii Ha cummkarene (Biotage ISOLERA™ kaprpumx KP-Sil 50r, smoupys c

rpagueHToM Cy:EtOAc ot 90:10-uncteiit AcOEt) ¢ monyuenunem 3,134 t (13,15 mmonb, 87%)
KEJIAEMOTO COETMHEHHSI.

ITpumep 3: Ilonmyuenue Ttper-OyTun 3-(3-xmopmponin)-2-okco-2,3-auruapo(D, )-1H-
1,3-6en3onmnazon- 1 -kapbokcunaTta

[000407] B Ttpexropayio KpPYriIOJOHHYIO KOJIOy 3arpy:xkaiud Tper-OyTun 2-0kco-2,3-

nurunpo-1H-1,3-6enzonmnason-1-kapbokcunar (1 skB., 3,134 r, 13,15 mmonp) B 60 wmi
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6esBogHoro DMF wu mnepememuBanu mpu KOMHAaTHOW Temmeparype. K 3tomy pacTtBOpy
n00aBJIsUTH TI0 TOPLUsAM KapOoHaT kanus (3 3kB., 5,452 1, 39,45 MMOJIb) ¥ OCTaBJISUIA B 3TUX XKe
ycnoBusax Ha 30 munyT. ITocne sToro k aTtomy pactBopy nobGasnsiu 1-6pom-3-xmopnponan (1
3kB., 1,300 mu, 13,15 MMonb) U nmepeMeMBaIi NpU KOMHATHON TeMIepaType B TeUEHHE HOYM.
Peaxiyto 3atem racuiu nytem pasbasnenus stinaneratoM (EtOAc) u HoO. Crnou pasnensm u
BOIHYIO (asy skcrparuposanu 3125 ma EtOAc u opranudeckue cion 00beIUHSIIH, TIPOMbIBAIN
HACBHIIEHHBIM COJIEBBIM PAcTBOpOM, cymmin Hag Na,SO4, GuibTpoBaiv U KOHLEHTPUPOBAIU
nocyxa B Bakyyme. [lonydyeHHOoe TakuM 00pa3oM HEOYHINEHHOE BEIECTBO OYHIIAIN
xpomatorpadueii Ha cummkarene (Biotage ISOLERA™ kaprpumx KP-Sil 50r, smoupys c
rpaguertoM Cy:EtOAc ot 90:10-Cy:EtOAc ot 1:1) ¢ mony4yeHueM >KeJaeMOTro COEIMHEHUSI
(3,929, 12,48 mmoub, 95%).

ITpumep 4: Tlonyuenune 1-(3-uognponmn)-2,3-aguruapo(4,5,6,7-D4)-1H-1,3-6en3onuazon-
2-oHa

[000408] B 250-my1 KpyrJIONOHHYIO KOJIOY 3arpyskaiu TpeT-Oytui 3-(3-Xa0pnpomnun)-2-
okco-2,3-nuruapo(D, )-1H-1,3-6en3onuazon-1-kapookcunar (1 3xB., 3,929 r, 12,48 mmob),
pactBopennblii B 100 My auneroHMTpuia, M NEPEMEIINBAIA NP KOMHATHOM TEMIEpaType.
JoGaBysuu o mopuusiM uoaun Hatpust (4,5 3kB., 8,417 1, 56,16 MMOJIb) U PEAKIIHOHHYIO CMECh
KUISATHIIN ¢ OOpaTHBIM XOJIOAWJIBHUKOM B TeueHHe Houd. [locne oxnakneHus A0 KOMHATHOM
TEMIepaTypbl PEaKLUOHHYI0 CMeChb (UIBTPOBAJIM U PACTBOPUTENb YAAIAIM B BaKyyMe.
ITonyueHHOe TakuM OOpa3OM HEOUHMINEHHOE BEINEeCTBO OYMINAIM Xpomarorpadpuell Ha
cunukarene (Biotage ISOLERA™, kaptpumx KP-Sil 100r, amroupyst ¢ rpagueHTOM OT YHUCTOTO
DCM po yucrtoro DCM:MeOH/1:1) ¢ nosaydenuem skenaemoro coeauHenus (3,631 r, 11,86
MMOJTb, BBIXOA=95%).

IMpumep 5: Tlonyuenue 1-{3-[4-(5-xnop-2-0kco-2,3-muruapo-1H-1,3-6en3onuazon-1-
win)nunepuauH- 1-un|npomnwn }-2,3-muruapo(4,5,6,7-D, )-1H-1,3-6en3onuazon-2-oHa
(Coenunenue 2)

[000409] B 500-my1 KpyrjoOAOHHYH KOJOY 3arpykainu S-xjop-1-(4-munepumwn)-1H-
oemsumunazon-2(3H)-on (1,2 sks., 3,582 r, 14,23 mmonb), 3ateM pacTBopsuii B 250 M
6e3BogHoro THF u 25 mn 6e3sonnoro DMF. DtoT pacTBop nepemernnsain B atmochepe a3ora
IpY KOMHATHOH Temmeparype M JA00aBisuid 1O KarmsiM pactBop 1-(3-mommpormin)-2,3-
nurunpo(4,5,6,7-D, )-1H-1,3-6enzonuazon-2-ova (1 skB., 3,631 r, 11,86 mmonb) B 120 mi
6e3BogHoro THF B Teuenme 10 munyT. IlodydeHHBIH >KeNThI pPacTBOp MEPEMELINBAIN B
TeYeHHe 2 4acoB mepen 3arpy3kod kapOonara kamust (1,5 skB., 2,458 r, 17,79 mmonb) u
nepeMelIMBaHuEM IIPU KOMHATHOM TEMIIEPaType B TeueHue 48 4acoB 10 UCUE3HOBEHUS JKEITOrO

1BeTa. PeakiimonHyro cMech (GUIbTpoBaIu U TBepAoe BemecTBo npombiBain EtOAc u punbTpar
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KOHLIEHTPUPOBAJIN JI0CYyXa B BakyyMme. HeounineHHoe BewecTBO, MONIYYEHHOE TAaKUM 00pazoMm,
ounmanyu xpomarorpadueii Ha cumukarere (Biotage ISOLERA™ kaprpumx KP-Sil 340 r,
smoupys ¢ rpaaguenTom DCM:MeOH ot 98:2 no DCM:MeOH/1:1). ITo okoHuaHuM mporuecca
ounctku mnony4anu 3,245 r (7,45 mmonb, 64%) xenaemMoro coenuHeHHWs 2 B BHUAE O€loro
KPUCTAJIMYECKOTO TBEPAOrO BEIECTBA.

[000410] U3 cxembl cuHTE3a 2

ITpumep 6: [Tonyuenue 4,5,6,7-terpaneiirepo-2-s3Tokcu- 1 H-OeHsumunasona
(Coenunnenue 15)

[000411] B kpyriaogoHHyr KoyiOy, CHaOKEHHYK0 MAarHMTHOW MEINAJIKOH, TepMOMapoii,
XOJIOAWJIBHUKOM M OTBEPCTHUEM JUI BBOJA/BBIMYyCKa a30Ta, 3arpyxanu 6,5 r (58 mmons, 1 5kB.)
2-amuHO-3,4,5,6-TeTpaieiTepOaHUIINHEA, KOTOpBI cycnenaupoBanu B 13,3 mu (12,25 1, 63
mmoJb, 1,1 3kB.) TerpasTunoprokapbonara u 0,3 mu (0,35 1, 5,8 mmonb, 0,1 5kB.) yKCyCHOM
kucyotel. K cycnensum nodapnsii aOCOMOTHBIN 3TaHOon 19,5 M M TMONYyYEHHYHO CMECh
HAarpeBajll /10 TEMIIEPAaTypbl KUIMEHHS C OOPaTHBIM XOJOAMJIBHHKOM IPHU TEPEMELINBAHUN B
TedeHue OHOro vaca, noka BOXX ananus He nokasan, uyTo peakius 3aBepiuuniachk. OpaH:keBblil
pacTBOp MOABEPrayid meperonke it ynaneHus: 20,5 M aTaHona, 3ateM no0aBsIH pacTBop 13
MJI HACBHI[EHHOTO KapOoHaTta HaTpust U 206 MJI BOABI NPH TEMIEPAType HECKOJIbKO HUXKE
TEeMIepaTypbl KUIEHUs U ocaxaeHus npoaykra. Ilocie 3aBepmenust noO6aBneHus CyCIeH3HIO
OXJIXKZAJIM 1O KOMHATHOM TeMIlepaTypbl U TBEPAOE BEIECTBO COOMpPAIH BaKyyM-(puiIbTparfei.
ITony4yeHHYI0 MOKPYIO JIEMEIIKY MPOMBIBATIHN BOAOH (26 MIT), 3aTeM CYIIUJIN B BAKYYMHOH Me4H
B TeueHne Houn npu SOLIC ¢ nonyuenuem 9,34 r (97,4%) xenaeMoro mpomykra ¢ YHCTOTOH
>99,5% no nanabiM BOXKX.

ITpumep 7 [Monyuenne 1-(3-xnopnpomnmn)-4,5,6,7-treTpaneirepo-2-3TOKCH-
6ensumunazona (Coenunenue 16)

[000412] B kpyriogoHHYIO KOJIOY, CHaOKEHHYIHO MArHUTHOH MEINAJIKOH, OTBEPCTHEM
IUTsl BBOJAA/BBIyCKAa a30Ta W XOJONWJIbHUKOM, 3arpyxkanu 9.2 r (55,3 mmonb, 1,0 3kB.)
Coenunenus 15, xkapbonar xanwus (15,3 r, 110,1 mmons, 2,0 3kB.), 1-6pom-3-xmop-niponaH (8,21
mi, 83,1 mmons, 1,5 3kxB.) u 55 M metmnnzobyTuiakerona (MIBK). TTonydeHHyO CyCHIeH3UIO
HArpeBajy IO TEMIIEPATY Pbl KUIIEHUSI C OOPAaTHBIM XOJIOJUIbHUKOM U NEPEMEIINBAIN B TEUSHHE
3 4dacos, noka BOXKX ananu3 He mokaszani, 4To peakuus 3aBepiamiach. [locne oxnaxkaeHus: 10
KOMHATHOW TeMIiepaTypbl 100aBsm 36,8 Ml BOIBI U CMECh MEPEMELIHBAIN JJIsI PACTBOPEHHS
comy, 3areM (pa3el pasnmersuin. Bogubiid cioit axcrparuposanmu npu nomomu MIBK (1 [ 36,8
MJT), OpraHUYECKHUE CIION OOBEIMHSIM, 3aTeM KOHLIEHTPHPOBAIH C NoydyeHueM macia. K macmy
nob6asnsmn MIBK (36,8 mit) 1 KOHIIEHTpUPOBAIM CHOBA. DTy MPOLEAYPY MOBTOPSUIN A0 TEX I1OP,

noka 1H AMP ananu3 He mokasaj, 4to octajoch <lmonb% 1-6pom-2-xyiopriponaHa. ITo Macio
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3aTeM UCIIONIb30BAIN HETIOCPEACTBEHHO Ha CIEAYIOIeH CTaluu.

ITpumep 8: Ilonmyuenume 1-{3-[4-(5-xnop-2-okco-2,3-muruapo-1H-1,3-6enzonunazon-1-
wn)nunepuaus- 1-un|nponun §-2,3-nuruapo(4,5,6,7-D4)-1H-1,3-6ensonuaszon-2-oHa
(Coenunenue 2)

[000413] B 0,5-n peaktop ¢ pyOamkoi, CHaOXEHHbI MEXaHHMYECKOH MEIIaJKOH,
TEPMOMAPOH M XOJOAWIBHUKOM, B aTMocdepe a3ora 3arpykaiu S-xyop-1-(4-nunepummn)-1H-
oensumunazon-2(3H)-ou (Coenunenue 14, 13,8 r, 54,9 mmonb, 1,0 3kB.), nonun xamus (9,1 r,
54,9 mmonb, 1,0 3xB.), bukapbonat kamus (5,5 r, 54,9 mmonb, 1,0 3kB.) u 60 mi Bogbl. K 3Tol
nepeMennBaeMon cycnensuu aodasssuii pacteop 13,33 1 (54,9 mmonb, 1,0 3kB.) coenmuHeHUs
16 B 60 mn wmsonpomanona. Ilocne HarpeBaHusi O TeMIIEpaTypbl KHIIEHHs C OOpaTHBIM
XOJIONWJIBHUKOM ¢ Temrieparypoi pydamku 10500C peakMOHHYI CMeCh MEepeMEelTuBaIUA TPU
3TOM Temmeparype B TeueHue 18 wacoB, moka BOXKX ananu3 He mokasan, 49TO peakius
3aBepimiachk. JloGasmsmu gonomHUTEapHO 30 M1 BoAB! B 30 MJT M30NPOMAHONA U KUIISTYEHHE C
OOpaTHBIM XOJIOAMIBHUKOM NPONOJDKATU B TedeHue 20 WHYT IUIsI PACTBOPEHHUS TBEPIBIX
BEIIECTB, 3aTeM K kursimei cmecu nodasisuiu 36 ma 4M HCI (144 mmons, 2,6 5kB.). Kunsiuenue
¢ oOpaTHBIM XOJIOAMJIPHUKOM IMpPOAOIDKANIA B TEYEHHE 2 YacOB [0 3aBEPIICHUS PEaKLUH
ylajeHus 3amuThl. Bee emme npu kumsueHnn ¢ 00paTHBIM XOJOAMIBHUKOM CMech racuim 10 pH
11 pactBopom 12 M rugpokcupa Hatpus. HaOmomanoch ocakaeHHe NMPOAYKTA, U PEAKIHIO
3aBeplua M MyTeM oxyaxaeHus cmecu 10 1501C u 3aTeM TBepoe BEIEeCTBO COOMpaN BaKyyM-
¢dunpTpauueit. Mokpyro senemky npomeiBaian Bonoit (3 [ 51 mi), 3aTeM CyIIuUiIN B BaKyyMe C
nonyuenuem 20,37 r (86,3%) sxemaemoro mpoxpykra ¢ 4uctotoit 94,5%. Umcrory MOKHO
NOBBICHTh 10 >97% mnepekpucraiumzauueit 13 DMSO/Boabl win pacTUpaHHEM B MOPOLIOK C
IPA/Bonoti miu MeOH/Bonoii.

ITpumep 9: CpaBHeHUE NeNTEPUPOBAHHOTO U HEAEHTEPHPOBAHHOTO TOMIIEPUIOHA

[000414] B sToM mpuMepe CpaBHUBAJIM aKTUBHOCTH JOMIIEPUAOHA U d4-TOMIEPUIOHA.
Bxparue, >KCMO3ULUIO TPU MEpPOpPaIbHOM BBEIEHUU AOMIIEPUIOHA U JeWTEepUPOBAHHOIO
nomnepunoHa (ds-moMrepuaoHa) oLEHHBATU y cobak MOpoAbl OUIJIb TOCHE MEepPOpPaTbHOTO
BBEJICHUS CYCIIEH3UOHHBIX IMPENapaToB, COAEPKAINX AOMIepUuaoH mim d4-mommnepunos u 0,5%
metouena, 0,2% mnomucopbara 80 u 0,72% monouHo# KuCIOTHL. Kaxknoe coequHeHne BBOIMIN
nepopaiibHO B 103e 3 Mr/kr, 10 mr/kr u 40 mr/kr. OOpa3ibl KpoBH cobupaiu 10 24 4acoB Mocie
BBEJICHUS J1O3bl U KOHLEHTPAIMK JOMIIEPUIOHA B muiazMe ompenessuiu MeronoM KXMC/MC.
dapMaKOKHMHETHUECKHE TTapaMeTPhl ONpenessuiu ¢ ucnoibp3osanueM Phoenix WinNonlin (v7.0).
Cwm. @ur. 22A u 22B.

[000415] BapuaHTbl OCyLIECTBJIEHHUs, IIOKa3aHHblE U ONUCAHHbIE B OIUCAHUU

H306p€TeHI/IH, SBJIAFOTCA TOJIBKO KOHKPETHBIMU BapHaHTaMU, OCYLICCTBJIICHHBIMHU aBTOpaMHU
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I/I306peTeHI/IH, KOTOPBIC ABJIIOTCA CHEOHUAJIUCTAMU B I[aHHOfI O6J'IaCTI/I TCXHUKH, U HUKOHUM
o6pa30M HE SABJIAKOTCA OIpaHUYMBArOIIUMU. HOBTOMy BO3MOJKHBI PAa3JIMYHBICE HU3MCHCHUSI,
MOAU(UKAIIMYA WIM BaAPHUAHTHI STUX BAPHAHTOB OCYLIECTBJIECHUS 0O€3 OTKJIOHEHUS OT CYLIHOCTU
uzobpereHnst B oObeme cienyromel Qopmynbl u3zobpereHus. Kaxaplii U3 LHUTHPYEMBIX

CCBUJIOYHBIX JOKYMEHTOB IMOJIHOCTBIO BKJIFOUCH B HACTOALIYIO 3asABKY MOCPEACTBOM CCBIIKH.
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OOPMYJIA N30BPETEHUA
1. Cnocod ofnerdeHusi racrpos3odareaqbHOro  pedarokCHOro  3aboJeBaHws,
(I)YHKI_II/IOHaJ'IbHOI\/'I AUCIICTICUU WJIW TOIIHOTBI U PBOTBI, aCCOLIMUPOBAHHBIX C XHMHOTepaHHeﬁ, y
MnmalureHTa, BKJ'I}O"Ia}OH_[I/II‘/'I BBCACHUC TCPANICBTUYCCKU 3(1)(1)6KTI/IBHOFO KOJIMYCCTBA COCOAUHCHMUA,
KOTOpOe mpeacrasisier codoii dr-nomnepunon 4, ds-nomnepunon 2, deg-momnepunon 3 wiu djo-

AOMIIEPHUIOH 5, Wi ero (papMaleBTUIECKH PHUEMIIEMOH COJTU MAIUEHTY:

D p o
0 %N
y‘N H H Q\N)LNH
HN
H

(dz—I[OMHepI/II[OH)
H O
3 2 L
N4 H N
D
D
(d4—):[0Mnep1/1):[0H)

HHDD o]
o P
PN oH N"NH
HN
D

Cl

(dg-momniepuoH)

D oD o
o LN Ty
YN b N~ “NH
D D cl

D

(d1o-moMmIepUIOH).

2. Cnocob mo m. 1, roe coenwHeHUe MpencTaBisieT cobor dr-moMmepuaoH 4 WU ero

(bapmaLieBTHUECKU IPUEMIIEMYIO COJIb:
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) g
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H H
H

3. Crocob mo m. 1, rae coeauHeHue mpencrasiseT coOOH d4-TOMMIEepUIOH 2 MM ero

O
\f
=z
I
T

(dp-momMriepuoH).

(bapmMaLeBTHYECKH TIPUEMIIEMYIO COJIb:
H O
o W PN
Ny H N
HN :(
D
D
(d4—):[0Mnep1/1):[0H).

4. Cnocob mo m. 1, rae coequHeHHe NpeacTaBisieT coOol de-AOMIEPUAOH 3 WK €ro

(bapmaLieBTHYECKH IPUEMIIEMYIO COJIb:

O?*w% NQ\NJ?\

H
HN

c
(de-momMniepuIoH).
5. Cnocob mo m. 1, rae coequHeHue MpencTaBisier coOor dip-JOMIEPUOH 5 Wi ero

(papMaLeBTHYECKH TIPUEMIIEMYIO COJIb:
D o
o 324 1
N7 D Q\N NH

D
jf T Q
Cl
(djp-mommepuaoH).

6. Cnoco®d mo moOoMy M3 MpPenIIecTBYIOIINX IyHKTOB, IA€ AeHTepHpPOBAHHBINA
JAOMIIEPUIIOH BBOAAT IEPOPANBHO, TPAHCAEPMAIBHO, NMAPEHTEPAIbHO WJIM C HCIIOJIb30BAHHEM
KOM6I/IHaI_II/II/I 3THUX HYTeﬁ BBCACHU:.

7. Crioco0 mo 1. 6, rae nedTepupoBaHHbBINA JOMIIEPUIOH BBOIST MEPOPATHHO.
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8. Cmoco® mo moOOMy M3 MNPEenumecTBYIOIIUX IYHKTOB, TI7l€ TEPareBTHYECKU
s pexTuBHOE KOTMUECTBO HaxoauTcs B mpeaenax ot 0,1 mr 1o 120 wmr.

9. Cmocod mo m. 8, rme TepameBTudeckd 3(G(EKTUBHOE KOJWYECTBO HAXOAMTCS B
npenenax ot 1 mr no 60 mr.

10. Cnoco6 mo m. 9, rme TepameBTHYeCKH 3((PEKTHBHOE KOJIUYECTBO HAXOOUTCS B
npenenax ot 2,0 mr go 40 mr.

11. Cnoco6 no mobomy u3 nm. 1-7, roe TepamneBTHUeCKU 3(PPEKTHBHOE KOJIMUYECTBO
Haxonures B npenesax ot 0,01% mo 12,0% macc/macc.

12. Cnoco6 mo m. 11, roe tepameBTuuecku 3(pPEeKTHBHOE KOIMYECTBO HAXOAUTCS B
npenenax ot 0,1% no 6,0% macc/macc.

13. Cnoco6 mo m. 12, roe tepameBTHuecKkd 3P PEeKTHBHOE KOIMYECTBO HAXOAUTCS B
npenenax ot 0,2% no 4,0% macc/macc.

14. Crmocob6 mo mobomy m3 mm. 1-7, raoe TepaneBTudecku 3()(PEeKTHBHOE KOJIUYECTBO
Haxoaurcs B npeneax ot 0,0014 mr/kr go 1,71 mr/kr.

15. Cnoco6 mo m. 14, rme tepameBTuueckd 3(pPEeKTHBHOE KOJHMUECTBO HAXOAUTCS B
npenenax ot 0,014 mr/kr go 0,86 Mr/kr.

16. Cnoco6 mo m. 15, roe tepameBTHUecKd 3(PPEeKTHBHOE KOIMYECTBO HAXOAUTCS B
npenenax ot 0,028 mr/kr go 0,57 mr/kr.

17. Cnoco®0 mo mroOOMy M3 MNPEAUIeCTBYIOIUX IMYHKTOB JUIsL  OOJierdeHus
ractpodsodareasbHOroO pedIFOKCHOTO 3a00IeBaHUs.

18. Crioco6 mo mobdomy u3 nm. 1-16 st obnerdenust GyHKINOHAIBHON AUCTIETICUH.

19. Cnoco6 mno mobomy w3 mm 1-16 ngua obnerdeHuss TOIIHOTBI W PBOTHI,
ACCOLIMUPOBAHHBIX C XMMHOTEPAITHENA.

20. Criocob mosy4yeHus nedTepupoBaHHOro aommnepunona, CoequHenus 1,
R R RR o
P W
yN r” R N~ NH
HN R

R R 1
R

Cl
R=H nim D

BKJTFOYAIO LU
(i) B3ammopeiictBue 1,2-muamuHOOeH30Ma, cogepxamiero 0-4 aroma neitepusi, ¢

TETPASTUIOPTOKAPOOHATOM;
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(i1) B3aumoneiicreue nmponykra craauu (i) ¢ Br(CR,);Cl ¢ monydeHnemM mpoMexyTOYHOTrO
COEAMHEHUS, 1

(ili) B3aMMOJEICTBHE NPOMEKYTOUHOI'O COENMHEHUs: ¢ S-xyop-1-(4-nunepuamn)-1H-
oensumunazon-2(3H)-oHom.

21. Cnocob nonyueHus qeiTepupoBaHHOrO AoMmepuaoHa, CoenuHenus 2,
H oy UH o
o0 LN T I
PN W N NH
HN D

D D 2
D

BKJIFOUAO LN

Cl

(i) B3ammopeiictBue 1,2-muamMuHOOEH3051a, coaepxkamiero 4 aroma JAeuTepus, ¢
TETPAITUIIOPTOKAPOOHATOM;

(i1) B3aumoneiicreue nponykra cranuu (i) ¢ Br(CH;);Cl ¢ nonyderneM mpoMexyTouHOro
COEANHEHUS, 1

(iii) B3aMMOEICTBHE NPOMEKYTOUHOI'O COENMHEHUs: ¢ S-xyop-1-(4-nunepuamn)-1H-
oensumunazon-2(3H)-oHom.

22. CoenuHeHue, KOTOPOE MpencTaBseT codolt coenunenue Gopmyisl 16, rne R=H nnu
D

23. CoenuHeHue, KOTOpoe mpeacTapisieT codoit 1-(3-xmopnponmi-1,1,2,2,3,3-de)-4,5,6,7-

TeTpangeiirepo-2-3ToKCH-0eH3UMIIA30
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Hr/Mn

558049
1/9

YpoBHM B nnasme atanoHa v aHanoros
[o3a, Hopmanu3oBaHHas K 10 Mr/kr nepopanbHO Y KpbICbl

500 .
—&- [loMnepuaoH

400 - -=-CoeauHenue 2 (da)
—o—CoeaunHenve 6 (dg)

300 -

200 -

100 -

O I | | | | | | |

Bpems (4achbl)

OUT 1A



10 mr/kr, nepopanbHo|  [JomnepuaoH CoenuHenne 2 (dg) | CoeanHenue 6 (dg)
Conax> HMA 340 + 51 254 + 31 429 + 21
tnax> 1 0.7+0.3 20 20
AUC ), Hr4/mn 1732 + 238 2042 + 422 2291 * 469
AUC_q» Hr*q/mn 1482 + 211 1456 = 301 1633 £ 335
L 4 3.6+0.6 3+0.1 3.6+0.3

CpenHee + SD, n=3

[lo3a, HopmanusosaHHas k 10 mr/kr

OUr.1B

6/¢
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[lekapcTBeHHOE BELLECTBO
B MOSIMMEPHON MaTpuLe
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