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OIIMCAHVIE M3OBEPETEHNVA
2420-557978EA/042
SAPMANEBTUYUECKUE COCTABH &JIOPOIUJIIOLMHOJA U
TPVME TUJI$JIOPOTJIIOLINHOJIA

IIEPEKPECTHAA CCHJIKA HA POICTBEHHHE 3AABKU

[0001] HacTosmen 3asaBKe VCHpallnBaeTCs IpUOPUTET 10
IpeoBapuTesIbHOM IIaTeHTHOM 3asgBke CIA W 62/468501, mnomaHHoM 8
MapTa 2017 1Tozma, HDOJIHOe COIepXaHMe KOTOPOM BKJIIOUEHO B HacTodlee
OnMcCaHMe B KadeCTBe CCHJIKU.

OBJIACTE M3BOBPETEHVA

[0002] HacrTodmee wu300peTeHMe OTHOCUTCA K OdapMalleBTUUYeCKMM
KOMIIO3ULIMAM, CcOOepXalrM QJIOPOIVIOLMHOJ, TPUMMEeTUIIQIOPOIJIOLMHOI, MX
bapMalleBTUUECKM [IPMEMIIEMEE COJIM UM MX KOMOMHALNN.

YPOBEHbL TEXHUKM, K KOTOPOMY OTHOCUTCA M3OBPETEHUE

[0003] OIJIOPOTUILIMHOJII XVIMUUECKUA npelcTaBJIgeT cobon
BeH30JITPUOI, B YaCTHOCTHU 1,3, 5-6eH30ITPUOJI. OH uMeeT
CUMME TPUUHEIN naTTepH 3aMeleHms apeHoB, XapaKTepHBN nJIs

Tpex3aMelleHHOTO ©OeH30Ja. ABJASChH E€HOJIOM IIO TUIIY, OH CYIEeCTBYeT B
IOIBYX TayTOMEpHHX GopMax, KOTOPHE HaxXOoOATCsa B paBHoBecum: 1,3,5-
TPUTUAPOKCUOEH30JI, KOTOPHM UMeeT (GeHOJ-TIOOOOHHY XapaKTep, U
1,3, 5-UMKJIOTeKCaHTPUOH (dJroporJIOLMH) , KOTOPHM VMeeT KeTOH—

IIOJOBHHM XapaKTep.

OH O

HO OH ] O

Teu TUOPOKCUJIL HEX TPYIIIE  MOTYT OBITH MeTUJIINPOBAaHE c
oBpa30BaHMEM 1, 3, 5—-TpuMmeTokCcubeH30JIa (TprMe TUIIQJIOPO TJIILIMHOJ ) .
AlIMJIIMPOBAHHEIE IIPOMBBOOHEE (QJIOPOIJIOIIMHOJAa o06JagailnT aKTUMBHOCTLIO

MHPM@MPOBaHMH CUMHTAa3E XMPHEX KMCJIOT.

[0004] OJIOP O TUIIITMHOJI (Phloroglucin™, Phloroglucinol™,
Spasfon) wmcnoJgp3yoT B MeIMIVHE B KaudyeCTBe HeCHelIudruuecKoT O
CIIa3MOJIMTUUECKOTO cpeIcTBa. OH oBiamaer OUeHb cJ1aBumMm

AHTUXOJIMHEPT MY CKIMMNM CBOMCTBaMM n OKasEBaeT eTro OCHOBHO®€E
nercTBUe IIyTeM IIpAMOIO paccna@neHMH TJIAIKOMBINEUHEIX KJIETOK. KErTo

VMCIIOJIE3YKRT IJIA JIedeHMA Clla3MOB, OllpeldeJIAeMEX KaK HEIIPOM3BOJIBHOE



COKpalleHMe MBI, KPOBEHOCHEIX u IpYyTUx COCYIOOB, OPOHXOE,
KHIIeUHVKAE, MOUETOUHUKOB M XEeJIUHOTO MIYy3HpS. KOHKpPETHHEe IPMMeHEeHUI
BKJIOUAT JieueHMe, HallpMMep, CIa3MOB MOUEBHBOOAMMX IIyTeM, KaMHeM
B XeJIJUHOM IIy3Hpe, cxBaTkooOpasHOM OOJM ¥ CBA3AHHEIX C Hen
KeJIYIOUHO-KUIIEUHHX pPacCTPOMCTB, IIOUEUHOM KOJMUKM ¥ CHaCTUUeCKUX
COCTOAHUM XeJIUHBIX IIyTelM, acCCOLMMPOBAHHHX C YyMepeHHOM O0O0Jbio B
XxMBOTe. PacciynabljeHre TUIaIKOMBIIEUHHEX KJIETOK ABJISEeTCS B BHECOKOM
CTelleHM CeJIeKTMBHEM, BO3IOEMCTBYS Ha MOUETOUHMK U XeJIUHBe IOYyTU B
BoJibleM CTeleHM, UYeM Ha KUIEeUYHMK UM COCYOMCTOe pycJjio. YacThk ero
PeJlakKCUPYIIMX CBOMCTE fABJIAETCSA CJIEeOCTBUEM MHIMOMPOBaAHMUA QepMeHTa
KaTexoJ-O-MeTuJITpaHchepas3u. TpuMeTUIGJIOPOTJIOLIMHOJ MMEeeT CXOIOHHM

bapMakoJIOTUUECKUM UM TOKCUKOJIOTHMUECKUM Npoduiib C (QJIOPOIJIOLMHOJIOM,

OIHAKO OJIMTEJILHOCTE OelCcTBUA TPYMe TUIJIGIJIOPO TJTILMHOIA
IpUBIN3UTEJILEHO B mecThb pas BHIIE OJINTEJIbHOCTH OeCTBUA
broporimonmHoIa .

[0005] BreenmeHue QJIOPOIJIOLMHOJA [IPOTUBOIIOKA3aHO IalMeHTaM C
TUIIEPUYBCTBUTEJILHOCTED K QJIOPOTJIOLUMHONY WM eT'0 MeTUJIMPOBAaHHOM

bopmMe, oOOHAKO INIPOTHBOIIOKa3aHMA He OlIpemeJieHbl. JV3BeCTHO, UYTO OH

HeuacCTO BHB3HBaeT KOXHYID TUIEPUYBCTBUTEJLHOCTU  (aJlJIepTUUecKHUe
KOXHEIE peakumum) . Kaxk OJIs BHYTPUBEHHOTO, Tak u OJId
BHYTPMMEIIEUHOT'O BBEeOEeHUA bITOPOTUILIMHOIIA coofBmalsioch 00

aHadMIIaKTUUECKOM IIoKe.

[0006] OQJIOPOTJRIMHOJ MCIOJNb3YIT OJA JieueHMS QYHKUMOHAJIBbHEX
HapymeHUM  KUIMIeUHUKa (FBD) , TakKXe  Ha3HBaeMBX  (QYHKIMOHAJEHBEM
3ab0JIeBaHMEM KUIIEeUHMKAa. [IMarHOCTHMUeCKMMU KpuTepusamu (Rome IIT)
ABJIAKTCSA CHUMIITOMHI, njagammecs  ©oJiee  mMecTHM  MeCcHleB, KOTOPHE
BOBHUKAIT B TeueHMe IO MeHblleM Mepe TpexX OHeM B Mecdl Ha OCHOBe
OLIEHKM B TeueHNE Tpex  MECHIEB; TUIIMYHEIMM ~ [1€PpBOHAaYaJIbHEMM
xajjobaMm  gBJgdTCS  ©O0Jb B XMBOTe, ofJjleryaeMas Jebdberaluen, u
HapylleHMe TpaH3uTa. [IMarHo3 CTaBUTCHA IIYTEM MCKJIKOUEHUMS OCHOBHHX

OpPTraHNYeCKHNX HapymeHMﬁ, TaKMX Kakr ©0JIe3HDb KpOHa MJIn Prakr

0060I0UHOM u HpHMOﬁ KHMIIKM . TJlaBHOM LeJIbB JIEUEeHNA ABJIAETCA
BOCCTaHOBJIEHNE HOPMaJIEHOI'O KeJIYOOUHO~KHMIIEYHOTI'O TPaH3UTa u
oBJerueHre OOJU NIyTeM CMATUeHUSI Hpeoéﬂaﬂammmx CMMIITOMOEB — 3alriopa

W IMapeun.

[0007] CMHOPOM pPasIpaXeHHOTO  KUIIEeUHUKA (IBS) ABJIAeTCH



HauBoJiee dYacTou npuumHOM FBD. OlleHeHHas paclIpOCTPaHeHHOCTHL IBS
Ha HacToAmmMy MOMeHT B of0meM B3POCJOM MONYJALMM COCTaBJIAET
OpuBIM3UTeNIbHO 8%. IBS MHOpeAcCTaBJISeT COOOM XPOHUUECKOe COCTOSHUE
C OCTPHIMM BIM30IaMM, XaAPaKTepusyomyMucsa O0JIbo B XMUBOTEe W/MIK

B3OyTHEM, aCCOLMMPOBAHHEIMNM C ne@eKaumeﬂ, M/MHM VMSMEeHEHNAMM pPHTMa

OIIOPOXHEHNMA EKUIIEYHMKA (nmapeq n/niam 3anop). CHUMIIT OMEI @ﬂmKTyMpymT
n, KakK IIpaBmJIoO, O@OCTpHDTCH Ipn cTpecCce oT KM3HEeHHEIX
oBCTOATENILCTE. [TaToTeHes BRJIIOUaeT BHICLEPaJIbEHYIO

TUIIEPUYBCTBUTEJLHOCTE U/UJIM YBEJUMUEHHYID WM Ie30pTaHM30BaAHHYIO
OBUTaTeJILHYD AKTUBHOCTB TOHKOTO KUIIeUHMKAa n/ U TOJICTOTO
KHIleUyHUKa . VHOouBUOyyMel ¢ IBS ¢ nOpeofOiilamaHMeM OUaper MMelT OoJiblle
COKpallleHUM TOomey KUIIKM B xome ¢asel II MUIPUPYKIETO KOMILJIeKCca
IMIIEBAPUTEJIEHOTO TpaKTa M IIoCJle IIpMeMa Ui, 4YeM 3I0POBHE
VHIVBUOYYME, IpryeM CYIeCTBYeT B3aMMOCBA3b MeXOy IIOABJIeHUEM
BOJIEBHIX BSIM30O0OB M HAaUaJIOM IBUTATEJILHOM AKTMBHOCTM TOIEeM KUIIKMA.
Clanzicledisi OoJn Takxe CBA3aHH c M3MeHEeHHBMU basmuecKUMMU
COKpalleHUAMM  TOJICTOTO KUIIeUHMKa ¥  YBEJMUYEHHOM  CIIOCOBHOCTLIO
OTBeYaTh Kak Ha 520bexTH I[OIpueMa - OIuiluM, TakKk ¥ Ha CTpecc.
BucuepanbHass ©60JIb M M3MEeHeHHasd IIOOBWXHOCTH KMIIeUHMKa MOTYT
3aBUCETDH oT M'3MeHEeHHEBIX MO TOPHEIX pediieKCOB B pesyJbTaTe
YBeJIMUeHHOM UYBCTBUTEJILHOCTHU IUmMeBapPUTEJILHOTO TpakTa, UTo
OBOCHOBHBAET MCIIOJIb30BaHME CIHa3MOJUTUUECKUX CPeICTB, TaKuxX Kak
GIIOPOTIIRIIMHOI, OJI9 KpPaTKOBPEMEHHOTO JedeHMS  OCTPHX BOJIEBHIX
BIIMB00O0B.

[0008] TwuIepaKTUBHBEI MOUEBOM IIY3HPL M HEOTJIOXHOE HelepXaHUe
MOUM SABJIATCH Pa3TOBOPHEMM TepMMHaMM OJIS COCTOSHMSA, I[IPU KOTOPOM
omymeHMe TOTPeOHOCTM K OIOPOXHEHMI MOUEBOTO IIy3HPS BO3HMKAET
BHEeB3allHO, 4YacCTO WMHTEHCUBHO, U 0e3 OpenylpexneHMs. Memila MOUYeBOTO
Iy3HPA CKMMaeTCsd, BHTAJKMBagd MOUYy M3 MOUEBOT'O IIy3HPS W BH3HBAA
ucreuveHme. Cra3Me OIMCHBAKRT KakK CXBaTkooOpas3Hyrw OOJIb II0 TUITY
VMHTEeHCHBHEX MeHCTPYaJIbHHX 0o0JieV MIM POIOBEX CXBAaTOK, UM MHOTIa C
OyIMEeHMeM MXKeHMA. ISTUOJIOTHMUeCKUMMM (QakKTopaMM CIIa3MOB MOUYEBOTO
Iy3HPA MOTYyT OBTE pPallMOH, MeJIVMKaMeHTO3HOe JIeUeHMe, W3MeHeHN e
KpoBOoCHaOXeHMS HEePBOB, paccaadbigomyMx MOUeBOM IIY3HPL, MHOeKUMd,
HenaBHAA XUPYypPIMUYecKasa Oollepalud, IIOBPexXIeHMe HepBa, IIOBpeXIeHN e

MBINITEI M T.I.



[0009] Y  MHIMBMOYYMOB ¢  FBS, IBS ® THUIEpPaKTUBHOCTLI
MOUEeBOTO Iy 3HP A KauecTBO KU3HY — YXYIOIlaeTCHd. HeJbo Tepanmmn
ABJIAETCHA BOCCTAHOBJIEHNUE PETYIIAPHOTO KUIIeUHOTO TPaH3UTa,
KOHTPOJIMPYEMOTO OIOPOXHEHMA MOUEBOTO IIYy3HpPAd M YCTpaHeHMre OOJu.
Tepanuwo KOMOVHUPYIOT C obpasoM  XM3HU (n3BberaHme [IPOOYKTOB

IIMTaHNA, KOTOPEE O@OCTpHIOT CVIMIITOMEI, PeTYIIAPHEIE @MBquCKVIe

Harpy3Ku) u M3MeHEeHM AMIA pauroHa (yBeJIMUeHue yInorpeBJieHn a
BOJIOKOH, eciu CHIMIITOMOM ABJIAETCSA 3arop, u YyMeHbIIeHne
YyIooTpeOJieHU A BOJIOKOH, ecJm CUMIITOMOM ABJIAETCH omapes) .
dapMakoJIOTUUEeCKOoe JleueHue npelncTaBJIgeT cobon BBeIOeHMe
CIIa3MOJIUTUUECKUX CpencTs, B YJacTHOCTH, KoTma OCHOBHEBEIMHA

CUMIITOMaMmM ABJIAKTCHA OO0JIE B XMBOTE UM B3IOyTHE.

[00010] QJOpPOTJIOLIMHOJ MOXeT JeuuThb FBS m IBS mnyTeM yCUIIeHUA
OBUTATEeJLHOM pearkumm PEKTOCUTMOBUIOHOTO oTnesa. OmHako ero
HOPMaTMBHEHE IoKazaTeJ M OBUIM HeOOCTATOUHEMM, TakK dYTO OH He OB
omobpeH nya Tepanum B CIA.

[00011] OQJIOPOTJIOUMHOJ BROOAT II€pOpaljlbHO, B OIOHOM BapuaHTe
ocymecCcTBJIeHMS B nos3e 80 MI' BIUIOTH OO 6 pas B CYTKM, M B IPYI'OM
BapMaHTe OCymecTBJIeHMsS B nDos3e 80 MI' BIJIOTL OO 3 pa3 B CYTKHU.
TunmMuHag IepopalJibHad nos3a OJS KOHTPOJIS CHacCTUUeCKUX COCTOSHUM
MOUEBHBOOAMMX IIyTel cocTaBjsgeT 80 MI' mecTb pas B CYTKU; B
HEeKOTOPHX MCCJIeIOBAHMIX OINMCHBAJachk IIepopalJibHO BBOOMMAas mno3a 80
MI 3 pasa B CYTkM. MCHOJb3yeTcd IapeHTepalJlbHEM IYyTh B Ho3e 40 Mr
2-3 pa3a B CYTKM, OIHAKO B HaCToOslMlee BpPeMs OH He pPeKOMEeHIOBAaH.
TunmMuyHasga Q[o3a OJS pPeKTaJbHOTO BBeIeHMA IIPpM clla3MaxX MoueBOTO
Iy3HPSA M clasMax KeJJUHBEX OyTel cocTaBJgeT 150 M 3 pasa B CYTKHU.

[00012] QJIOPOTJINIIMHOJI MMeeT MaKCUMaJIbHYKD KOHIEHTpaluin B
KpoBU 677 HT/MJI, »OOCTHTaeMyl uepes 20 MUHYT I[IOCJe OOHOKPaTHOM
nepopallbHOM mHo3H 160 M. ETo OMOIOCTYNHOCTE (BCacCHBaHME) TIOCIHe
IepopallbHOM HJO3H cocTaBJasgeT 47%, a wMmMeTaboJM3M B  OCHOBHOM
IPOUCXOOUT B IIOoUKax. OJOPOIJILIIMHOJ DKCKPeTHPpYyeTCcs C MOUOM B
OCHOBHOM B BUIOe TUIPOKCUJIMPOBAHHHX MeTaboJMTOB, TUIOKYPOHO— WU
CYJILOOKOHTBIOTATOR, u YacTUUHO B BUIE HeMOIUOUIIMPOBAHHOTO
JIeKapCTBeHHOTO cpelcTBa. OH MMeeT KOPOTKOe BpeMsa IIOJYXM3HM B
JjiasMe, cocTaiBJgdgnmee 1,5 4.

[00013] PacmopocTpaHeHHOCTL IBS accouMupoBaHa CO CTPaHOM U



VCIIOJIbE3YEMEIMY OUMATHOCTUUECKUMM KPUTEePpMAMM,; OHa BapbupyeTcsa oT 1%
no 20%. OmHO OQpaHIly3CKOe MuCCJIenoBaHMe OBJIO OCHOBAHO Ha o0030pe, u
ero TMPOBOOMJIM IIOCPEeOCTBOM AaHKEeTH CaMOCTOSATEJILHOTO 3alloJIHEeHUS VY
20000 VHIVBUOYYMORB, [IOJIYUMB PacIpoCTpPaHeHHOCTh 4,7%,
OIpeneJIeHHYK B COOTBETCTBUM C KpuTepuavm Rome II (4,36%-5,04%).
Ipyroe (QpaHLUyYy3CKOe MCcJemoBaHMe IIpPeacTaBJaJio cobor ob30p Ha
OCHOBe TeJIepOHHOTO ompoca 8221 MHINBUIOYYMOB, u OHO 0aJio
OLIEHEHHYK pPacClpOCTpPaHeHHOCThE 12%, OIpelesIeHHYK B COOTBETCTBUM C
KpuTepuamMmu MaHHMHTa (0e3 yueTa OIMTEJIBHOCTM CHMITOMa, 2,5% cC

BKJIOUEHMEM IJIIMUTEeJIbHOCTM CUMMIITOMa), 2,1% B COOTBETCTBMM C Rome I

n 1% B COOTBETCTBUU C KpUTepmMaMn Rome IT. OTCyTCTBYIOT
BSINIEMUOJIOTUUECKUE nccjiegoBaHmu4, B KOTOPEX olLleHMBAaJach

PacIpoOCTPaHeHHOCT:E IBS B COOTBETCTBMM C COBPEMEHHBIMM KPUTePUAMU
(Rome Ill); pacOpOCTPaHEHHOCTL B COOTBETCTBMM C KpUTepuUAMM Rome
ITI OOJIXHa  OHTH BoJjiee  BHCOKOM, UyeM  paclIpOCTPaHeHHOCTEb B
COOTBETCTBMM C KpuTepuaMm Rome II, I[DOCKOJIbBKY KpuTepun Rome ITI
ABJIATCA MeHee OT'PaHMUMTEJIBHEIMM C TOUKM 3pPeHud IJIUTEeJIBHOCTU
AKTMBHEIX CUMIITOMOB (CHMMIITOMBE LOOJDKHH I[IPUCYTCTBOBaTb B TeUeHMe IIO
MeHBIIe Mepe mMecTM MecdlleB IOJd KpuTepreB Rome III MO CpPaBHEHMIO C
OOHMM T'OIOM IJSA kKpuTepueB Rome IT1).

[00014] HeoOxOoOMMEL HOBHE KOMIIO3ULMM, COOepXalye OOHO WK
HECKOJIBKO M3  QIOPpOIJIIOLMHOIAE, TPUME TUIIQJIOPOTJIIOLIMHOJIa MM UX
bapMalleBTUUECKHU npreMiIeMon coJu, KOTOPHE BEICBOOOXIAT
brroporIILIMHOI, TPUMETUIIQJIOPOTJIIOLUMHOJI MM  MX  dapMalleBTUUECKU
IpueMyIeMy®n COJIb.

CYIHOCTL M3OEPETEHNA

[00015] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMA M300peTeHUe
OTHOCHUTCHA K IIepOopaJIbHEM OO3UPOBAHHEIM  eOMHMUIIAM. [lepopalibHEIE

OTJO3SMPOBAHHEIE €IOMHMIIEI BRKJIOYAKT COCTaB HeMeIIJIEHHOTI'O BEHICBOOOXIOEHUH,

coIepXalui GIJIOPOTITILMHOIT, TPUME TUIIGJIOPO TIILMHOJI WUIIN nx
bapmalleBTHUUECKU npreMIeMyo COJIb, TIe 1o MeHbIIEN Mepe
NPUOJIUBUTEJIEHO 90% 1o Macce bJoporILMHOIE ,

TpMMeTMﬂ@HOpOPHDHMHOHa mim "X @apMaHeBTquCKM HpMeMﬂeMOﬁ CoJIM B
pacueTe Ha Maccy COoCTaea HeMeIIJIEHHOTI'O BEHICBOOOXIEHN S
BEICBOOOXOaeTCH nus HOBMpOBaHHOﬁ S IOVMHWMIIEL B TedeHN e oT

HpM@HMSMTeﬂbHO 5 MMHYT OO HpM@HMBMTeHBHO 2 YacoB IIpr oOllpeleJIeHNN



crioco®oM C JIONACTHOW MemaJikor USP 2 npu npubiamsmurelibHOo 50 06/Muu

B OPpUOIIN3UTEJIEHO 750 MJI BOIOHOTO pacTBopa, comepxamero

npubarsurensuo 0,1 H pacTBop HCl, npm npubiamsmresabHo 37°C.
[TlepopalbHEE IDO3UPOBaHHEE e IMHUILIE Takxe comepXxar cocTaB
MOIUGUUIMPOBAHHOTO BEHICBODOXIOEHMS, conepXxamun GITOPOTIIILMHOI,
TPUME TUIJIQJIOPOTJIOLIMHOIL WM UX (QapMalleBTUUEeCKM OpUeMIIeMyl COJib,
TIe IO MeHbBIeM Mepe NOpubIM3UTesbHO 90% no Macce QJOPOIVIOLMHOJA,
TPUMEe TUIIQJIOPOTJIOLIMHOJIa WM UX GapMalleBTHUUECKM I[IPUEeMIIEMOM COJIM B
pacuere Ha Maccy cocTaBa MOIOUQUUIMPOBAHHOTO
BHICBODOXIOEHUABEICBOOOXKIAETCA M3 HO3UPOBAHHOM eOMHMUIE UYepes IIo
MeHBIIE Mepe NpUOIMBUTEJIEHO 2 dYaca I[IpU OIpeneJIeHMM CIOoCcoBoM C
JornnacTHOM MemaJkox USSP 2 npu npubamsuresabHo 50  o6/MMH B
NIPUOIIUBUTEJIEHO 1000 MJI BOOHOT'O pacTBOpPa, comepxamero

npubiusuresabHo 0,1 H HCl1 wu npubmmsurensHo 20 MM TpexXOCHOBHHM

bochbaT HaTpMa npu pH OPpUOIUBUTENLHO 6,8 npu IOpudbans3muTesbHO 37°C.
[00016] B IpyIux BapraHTax OCYIWeCTBJIEHUA  M300peTeHHre
OTHOCUTCA K  IIepopaJibHBEIM  IOO3UPOBAHHEIM  eIOVHUIAM, conepXxamym
MHOXeCTBO cbhep, NpuueM KaxIasd chepa COOEPXUT COCTaB HeMemOJIEHHOTO
BHICBOOOXIOEHUSA, comepXamui GQJOPOIJIOLMHOJ,  TPUMETUJIOIOPO INIRLIMHOJ
WM ux GapMalleBTUUECKM MIpMeMIIeMyld COJIb, TOe I[I0 MeHbIel Mepe
OpUOJIU3UTEJIEHO 90% 1o Macce bJoporUMHOIA ,
TpUMe TUJIQJIOPOTJIOLIMHOJIAa MM UX dapMalleBTHUUECKM IIPpUeMJIEMOM COJIM B
pacueTe Ha Maccy cocraBa HeMeIJIeHHOTO BHICBOOOXIEHU S
BHICBODOXOaeTCA us DO3VPOBaHHOM eIVHUIIE B TeueHNre oT
OPpUBIM3UTENILHO 5 MMHYT OO NOPUOJIM3UTEJIEHO 2 YacOoB IIPpU OolpeleJieHUU
crioco®oM C JIONAaCTHOW MemaJikor USP 2 npu npubiamnsmurelibHo 50 06/Muu
B NPUOIIN3UTEIJIBEHO 750 MJI BOIOHOT'O pacTBopa, comepxamero
npubarsurensuo 0,1 H HC1 pacTBOop Inpu nOpubiamusmuresbHo 37°C; wu
MHOXEeCTRBO chep, TIe Kaxmnas chepa COIEPXUT cocTas
MOIUGUIMPOBAHHOTO BEHICBODOXIOEHUS, conepXxamun GIIOPOTIIIUNMHOI,
TPUME TUJIQJIOPOTVIRLIMHOIL MM UX (QapMalleBTUUECKM [IpUeMIIeMyl COoJib,
TIe 11O MeHbIleM Mepe OpubIM3UTesJIbHO 90% nmo Macce QJIOpPOTJIKLIMHOJA,
TPUMEe TUJIQJIOPOTJIRLIMHOJIa MM MX dapMalleBTHUUECKM IIPUEeMJIEMOM COJIM B
pacueTe Ha Maccy CcocTaBa MOIMOMUIMPOBAHHOIO BHICBOOOXIEHUS,

BEICBOOOXIOAeTCHd U3 ,HOSMpOBaHHOﬁ SIOVMHNMIE dYepe3 TII0 MeHbIIeM Mepe



OpuBIM3UTEILHO 2 dYaca OpM OIpelelleHMM CIOoCOoOOM C JIoIDaCTHOM
Memayikoy USP 2 npu OpudiamsurejabHo 50 o00/MMH B HOpPUOIMBUTENLHO
1000 My BOOHOTO pacTBoOpa, colepxXamero npubimu3uTessHO 0,1 H HCLl u
OPpUOIIN3UTEJIBEHO 20 MM TPexX0OCHOBHEM docoar HaTpuUA pu pH
NpUBIVBUTENLHO 6,8 npu OpudbamsuTesbHo 37°C.

[00017] B cienyomux BapMaHTax OCYIECTBJIEHUMS U300peTeHUe

OTHOCUTCSA K IepopajibHEM  OO3SMPOBAHHEM  eIMHUIIAM, coIepxalmmuM
MHOXeCTBO cbhep. B HEKOTOPHX aclekKTaxX kKaxngasd cbepa COOEepXUT
CceprlleBUHY, KOoTOpasd uMeeT bopmy cocrTapa HeMeIJIEHHOT O

BEICBOOOXIOEHNs, comepXamero QJIOPOTJIOLMHOIN, TPMUMeTUIIQJIOPOTIIOLMHOJI
WM ¥ux QapMalleBTUUECKM IIpMeMJIeMykl COJIb, TIIOe I[I0 MeHBIley Mepe
NPUOJIUBUTEJIEHO 90% 10 Macce bIopoTIIOLIMHOIA ,
TPUME TUIIGJIOPOTVIDLIMHOJIA MM UX bapMalleBTUUECKM I[IPpMEeMJIEMOM COJIM B
pacueTe Ha Maccy cocraBa HeMeJIeHHOT'O BHICBODOXIEHU A
BEHICBODOXIOaeTCA nus IO3UPOBAHHOM € IVHULIEL B TeueHMe oT
NPUBJIM3UTEJILHO 5  MHMHYT oo IPUBIINBUTEJIEHO 2 Yacos, npu
onpeneJyieHun CIIOCOBOM c JIOIIaCTHOM MemaJIKoM USP 2 npu
npubarnsuTeasHo 50 o6/MuH B OpubiamMsmTesbHO 750 M BOIHOTO

pacTBOpa, colepxamero npubimusauresgsHo 0,1 H HC1 pacTBOop IIpH

IpUBINBUTEJILHO 37°C. Cheprt Takxe comepxar TIOKPHTHE Hang
CepIleBUHON, KOTOpOe npencTaBJsaeT coBom (i) cocTas
MOIMOUIIMPOBAHHOTO BEICBOOOXIEHNS, coIepxammi GIIOPOTIIDIINHOJI,

TPUME TUIIQJIOPOTJINLMHOJL WM UX OdapMalleBTUUECKU I[IPUMeMIIEMYK COJIb,
TIe 110 MeHbIleM Mepe Opubam3muTesibHO 90% no Macce QJIOPOIJIOLIMHOJA,
TPUME TUIIQJIOPOTJIRLIMHOJIa MM MX dapMalleBTHUECKM IIPpUeMJIEMOM COJIM B
pacuere Ha Maccy CcocTaBa MOIOMOUUMPOBAHHOTO BHICBOOOXIEHUSA,
BEHICBODOXIOAeTCSa M3 IOO3MPOBAHHOM eOMHMUIE dYepes II0 MeHBIeW Mepe
OpUOIUBUTEJIBHO 2 dYaca [OIpM OIpelejleHMM CcIocoBoM ¢ JIONacTHOM
Memaynkoy USP 2 npu OpudamsurejabHo 50 00/MMH B HOPUOIMBUTENLHO
1000 My BOOHOTO pacTBoOpa, colepxXamero npubm3uTreseHo 0,1 H HCl u
IPpUBIU3UTEILHO 20 MM TpexXOCHOBHHM bocdaT HaTpusa 1pu pH
OPUOIIUBUTEJILHO 6,8 npu IPUBIIU3UTEJILEHO 37°C; (ii) cocTasn
MOIUGUIMPOBAHHOTO BHICBOOOXIEHUS, coIepXamuii GIIOPOTITIILIMHOII,
TEUME THUIIQJIOPOTJINLUMHOJL WM UX dapMaleBTUUECKU [IpMeMIIeMyK COJIb,

TIe IIO MeHBIleM Mepe NOpubIM3UTeJIbHO 90% nmo Macce QJIOpPOIVIKLIMHOJA,



TPUMEe THUIQJIOPOTJINIIMHOJIA WMIM UX O(apMalleBTUUEeCKM I[IpUeMIIeMOM COJIM B
pacuere Ha  Maccy cocTapa MOOUOUUIUPOBAHHOTO BEICBOOOXIEHN A,
BHICBODOXITaeTCca M3 IO3UPOBAHHOM eOVMHMLE B TeueHMe IIocje OT
OpUOIN3UTENIEHO 4 100 NOpubIUM3UTEJEHO © 2 dYacoB, IIPM OIpeleJIeHUMU
crioco®oM C JIONAaCTHOMW MemaJikor USP 2 npu npubiamsmurelibHO 50 06/Muu
B ODPUOIIN3UTEJIEHO 1000 MJI BOIOHOTO pacTBopa, comepxamero
npubausurejgrHo 0,1 H HC1 wu npubims3urelsbHO 20 MM  TpeXOCHOBHHM
bochaT HaTpusa npm pH OpubIM3UTESILHO 6,8 Opu OpubamsuTenabHo 37°C;
mim (1ii) xombmuaumio (i) m (ii).

[00018] B OIPYyTUX BapmMaHTax OCYyIUleCTBJIEHUSA nz3obpeTeHre
OTHOCUTCHA K criocobam JleueHuns CIIacCTUUECKOT'O COCTOSHUA N4
MHIVBUOYYMA, BKJIOY a0I/M BBeIeHUue VHIOIVMBULOYYMY nepopalibHOM
OOBUPOBAHHOM EIMHMIE, OIMCAHHOM B HACTOSAMEM OIMCAaHUM.

[00019] [pyrMe acCHeKTH M BapMaHTH OCYIMEeCTBJIEHUS WU300peTeHUd
CTaHyT XOPpOWO IIOHATHEIMU U3 IPUBEIEHHOT'O HMWXe NOOPOOHOTO ONMCaHUid
n300peTeHnd.

KPATKOE OIIMCAHME UEPTEXEN

[00020] HacrTogamasa 3asaBKa cTaHeT BoJiee [IOHATHOMN npu
IIPOUTEHUM B COUEeTaHUM C IOpujlaraeMbeMM dYepTexamMu. [JIS WIJICTpalun
HacToAmero wu300peTeHMSI Ha UdYepTexax IOIpelCTaBJIeHH WIJICTPaTUBHEE
BapMaHTH OCYMEeCTBJIEHMA HaCTOAmMeIro M300peTeHMs; OIHAaKO OIMCaHHOe
B HaACTOAMEeM OIMCaHMM M300peTeHMe He OoT'paHMuUMBaeTCHa KOHKPETHHEMU
ONMCAHHHMM KOMIIO3UUMAMM, clocobaMu, YCTPpOMCTBaMM U CUCTEeMaMM.
KpoMme TOTO, UepTexu He o043aTeJIbHO M300paXeHHE B MacmTade.

[00021] Ha o¢wur.1l OpencTaBJIeH pPelpe3eHTAaTUBHEY IPOOUIIbL
BHICBODOXIEHMSA JIeKapPCTBEHHOT'O CpelcTBa IJIA COoCTaBa HeMeIJIEHHOTO
BHICBOOOXIeHMA (IR) M cocTaBa MOOMAUIMPOBAHHOT'O BHCBOOOXIEHMS IIO
N300peTeHUn.

[00022] Ha our.2 npelcTaBJIeH VMU TUPOBaHHLM IpodUIIb
GJIOpOTIIKIIMHOJIA B ILJIa3sMe M3 YacTM HEMEeOJIEeHHOT'O BECBOOOXIEHUS WU
YacTV MOOMOUUIMPOBAHHOTO BHEHCBOOOXIEHUSA [0 M300pPeTeHMD.

[00023] Ha o¢ur.3 1mpencTaBjieHa »OBYXCJOWHasa TabjJeTka IO
n300peTEeHND co CJIO MU HEMEJIEHHOTO BEICBOOOXIEHN A u
MOIVMOUIIMPOBAHHOTO BHCBOOOXIEHNA .

[00024] Ha o¢wmur.4 1pencrTaBjieHa TpexclJoHasa TabjJeTka II0



n300peTEeHND, comepxallas CJIOn HeMeIJIEHHOTO BEICBOOOXIEHN A,
MOOMOUUIMPOBAHHOTO BHCBOOOXIEHMSA M OybepHHM CJION.

[00025] Ha our.5 mnpexpcrTaBJgeHa TabJjleTKa TII0 M300peTeHurn C
MaTPUKCOM MOIMOUIIMPOBAHHOTO BEICBODOXIEHU I u [IOKPHTUEM
HEMENJIEHHOTO BHCBOOOXIEHUA .

[00026] Ha o©¢ur.6 mpexncTaBJIeHa KallcyJla II0 M300peTeHUro,

comepxamas TadJIeTKy HeMeIoJIeHHOTO BEHICBOOOXIEHNI, IpoBKyY "
TadJIeTKy MOIUGUUIMPOBAHHOTO BLICBOBOXIEHM I C OCMOTHUECKOM
CHUCTEeMOM.

[00027] Ha o¢ur.7 mOpencTaBJIeHa KallcyJla IO M300peTeHUo,
comepxamasa cdephl HEMENJIEHHOTO BHCBOOOXIEHUS U MOOUOUUUPOBAHHOTO
BEICBOOOXIEHN A .

[00028] Ha @ur.8 mnpencraBJeHa KalcyJa [0 u300peTeHUn,
conmepxalas MUHUTaOJIe TKA HeMeJIEHHOTO u MOINOULIMPOBAHHOT'O
BEICBOOOXIEHN A .

[00029] Ha our.9 mnpencramBJeHa KalcyJa [0 u300peTeHUn,
comepxallas TPaHyJIEL HeMeJIEHHOTO BEICBOOOXIEHNU A u
MOIMOUIMPOBAHHOTO BHCBOOOXIEHMS .

[00030] Ha omr.10 nOpexmcTaBJeHa KalcyJla IO M300peTeHMro,
comepxamasa cdeps MOOMUPUIMPOBAHHOT'O BHCBOOOXIEHMS, IIOKPHTHE CJOEM
HeMeOJIeHHOTO BHCBOOOXIEHMA .

[00031] Ha o¢ur.ll mpexncTaBJiIeHa IIpeccCoOBaHHasd TabjeTka IO
nz30bpeTeHUD, CoIOepXamasa TIPaHyJIH HeMeIJIEHHOTO BHCBOOOXIEHUS U
[IOKPHTYKL TabJeTKy MOIMPUIMPOBAHHOTO BHCBOOOXIEHMS, 3aKJIOUeHHYID B
IpecCcoBaHHYKL TabJIeTKYy.

[00032] Ha our.12 npelcTaBJIeHa npeccoBaHHas4d TabjeTKa
HeMeOJIeHHOT'O BHCBOOOXIEHMA IO M300peTeHMi, B KOTOpOM B TabJjieTKy
HEMENJIEHHOTO BHEHCBODOXIEHMA 3akJiodeHa TabjleTka MOIMOUIIMPOBAHHOTO
BEHICBOOOXIEHN A .

[00033] Ha o¢mr.13 mnpencraBjeHa TablleTka MOIMOUMUIMPOBAHHOTO
BEHICBOOOXIEHU A 1o n3o0bpeTeHnn, CyCIeHIVNPOBaHHa A B KUIKOCTU
HEMENJIEHHOTO BHCBOOOXIEHN .

[00034] Ha our.1l4 IpencTaBJIeHO cale I10 n300peTeHNno,
comepxamee CMechb cCchep WIM TpPaHyJl HEMEeOJeHHOT'O BECBODOXIEHUS WU
MOIVMOUIIMPOBAHHOTO BHCBOOOXIEHNA .

[00035] Ha our.15 IpencTaBJIeHO came o n300peTeHNno,
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comepxalee MUIIydMe COeph WM TPaHyJE HEMEeIJIEHHOTO BHCBOOOXIEHUS
Y TIOKPHTHE COQEPH WJIM TPaHyJE MOIUOUIIMPOBAHHOTO BHCBOOOXIEHMI .

[00036] Ha o¢ur.l6 mnpencrTaBJieHa TabjleTka [0 WM300peTeHUIO, B
KOTOPOM TMPOMEXYyTOUHHE CJIOM pa3deJIeHB II0JIOCaMM.

[00037] Ha our.17 npencraBjieHa rnepopajibHO
Oe3MHTeTrpupyKmascsa TabjleTKka I[1I0 M300peTeHMi, colepXallas IIOKPHTHE
YaCTULEH, chepH VI TPaHyJIH JIEKapPCTBEHHOTO cpencTea
OTCPOUYEHHOTO/MOOMUPULIMPOBAHHOTO BEICBROOOXIEHN A ; Ha BCTaBKe
[IpenCcTaBJIEHO JIEKAPCTBEHHOE CPENCTBO B IIOJIMMEPHOM MaTpHUKCE.

[00038] Ha ©¢mr.18 mnpencrTaBJieHa KallcyJla I[I0 M300peTeHUo,
comepxalasa pacTBOp JEKapCTBEHHOI'O CpencTBa W IIOKPHTHE UYaCTUILEH,
TPaHyJIE NI cohepH JIEKapCTBEHHOT'O cpencTea
OTCPOUYEHHOTO/MOOUGUIUPOBAHHOTO BEICBOOOXIEHUS .

[00039] Ha o¢our.l1l9 mnpencraiBJieH MATKUM TeJb II0 M300peTeHMo,
comepXxamuy pPacTBOP JEeKapCTBEHHOTO CpeIcTBa ¥ IIOKPHTHE UYaCTULEH,
TpaHyJIE NI cohepH JIEKapCTBEHHOTO CpenocTea
OTCPOUYEHHOTO/MOOUGUIUMPOBAHHOTO BEICBOOOXIEHUS .

[00040] Ha dur.20 npencTaBJIeH KUK HOCUTEJb 1o
n306peTeHno, CcoIepXalui IIOKPHETHE Ccoephl, UYaCTUIH WJIM T'PaHyJIH
JIeKapCTBEHHOTO CpeOcTBa MOOMOUUMPOBAHHOTO BECBOOOXIEHMUA.

[00041] Ha our.21 npencrTaBJieH npodmib OTCPOUEHHOTO
BEHICBOOOXIEHU A oJis cocTaBa HeMeOJIEHHOTO
BHICBOOOXIEHNA/MOIUIUIMPOBAHHOTO BLHCBOOOXIEHMS COIJIACHO IIpUMEPY
1.

I[IOOIPOBHOE OIIMCAHME M3O0BPETEHNMA

[00042] B pamMkax HacTodmero m300peTeHMda QopMa eIMHCTBEHHOTO
uMcija BKJIOUAET  MHOXeCTBEHHOe  UMCJIO yKa3aHHHX  0O0BeKTOB, u
yKasaHre Ha KOHKPEeTHYID UMCJIOBYID BeJIMUMHY BRJOUAeT II0 MeHbIen
Mepe »TY KOHKPETHYK BeJIMUMHY, €eCJIM KOHTEeKCT He YyKa3HBaeT Ha
VHOEe. Taxum oBpaz3oM, HalpuMep, yKa3aHue Ha "MaTepuaa"
OpencraBJgeT coboM yKa3aHMe Ha I[I0 MeHbIlel Mepe OIMH U3 TaKux
MaTepraJloOB UM UX SKBUBAJEHTOB, M3BECTHHX ClelKajJucTaM B IaHHOM
objactuv, U T.O.

[00043] OnpenejsieHUe "mTpuBIM3UTESIEHO" cJyenyer cumTaTh
ONMCHBAaKIMM OMarasz3oH, olIpenesigeMbel abCoJIOTHEMM BeJIMUMHaAMU IBYX

KOHEUHHX BeJMUuVH. HamnpuMep, BHpaxeHve "oT OpubIM3UTEJIEHO 2 1O
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OpubInU3nUTeJIbHO 4" TakXe ONMUCHBaeT Ouanas3oH "or 2 nmo 4". Ilpu
VICIIOJIE 30BaHUN nJis onpeleJIeHna OIHOTO ymcia TEepMUH
"TpubIM3UTeJEHO"  MOXeT OTHOCUTBCH K IUIOC WJIM MMHyC 10% o7
YKa3aHHOTO uncia n BKJIOUAET yKas3aHHOoEe YMCJIIO . Hampumep,

"mpubausuTesJbHO 103" MOXeT yKa3eEBaThk Ha OMana33oH oT 9% pmo 11%, m
"mpubamusuresbHO 1" o3HauvaeT oT 0,9 mo 1,1.

[00044] Korpma npuBeIeH IIepeueHb, eCHIM HeT MHHEX YKa3aHuM, TO
cjenyeT IIOHMMATh, UTO  KaXOHM MHOVBUOYAJILHEM  BJIEMEHT  2TOTO
[epeuHsa 7 KaxXIymio KOMOMHAa LI 2TOTO repeuHs cJenyer
VHTEePIPETUPOBATE KaK OTIOEJIbHHEM BapMaHT OCYmeCcTBJIeHMA. Hamnpumep,
[IepeUeHb BapMaHTOB OCYIEeCTRBJIEHUS, IIpelcTaBJIeHHEX kak "A, B wuiu
c" cijenyer MHTEepIpeTUupoBaTh Kak BKJIOUEHNE BapMaHTOB
ocymecTBJIeHus "A", "B", "c", "A wmm B", "A mwm C", "B wmim C",
mwimm "A, B mam C".

[00045] Takxe cJienyeT IOHMMATBL, UYTO OIpPeOeJIeHHHE IMIpU3HAKU
n300peTeHUsa, KOTOPHE OJSA SACHOCTM OINMCAaHH B HACTOLAIleM OIMCaHUM B
KOHTEeKCTe OTIOeJIbHEX BapMaHTOB OCYIEeCTRBJIEHUI, TakXxe B OIOHOM
BapMaHTe OCyMeCcTBJIeHUMS MOTYT OHBTL OIpedoCTaBJIEHE B KOMOMHALIUM.
TakuM o00pasz30M, KaxXIhl OTIHEeJILHBEI BapMaHT OCYIeCTBJIEHUS, eCJIM SBHO
He ABJIAEeTCSH HeCOBMECTHUMBIM W MCKJIIOUEHHEM, MOXeT OHITH
CKOMOMHMpPOBaAH C JIKOOEM OPpyI'MM BapMaHTOM (aMM) OCYIEeCTRJIEHUSI, U
Takasd KoMOMHaALMA  CUMTAeTCcd OPpyI'MM BapMaHTOM  OCYIEeCTBJIEHUS.
HampoTMB, paz3jMuHHE I[OIPM3HaAKM M300peTeHMd, KOTOPHE OJIS KPpaTKOCTHU
ONMCaHBEl B KOHTEKCTe OIHOTO BapMaHTa OCYmMEeCTBJIeHMHS, TakkKe MOTYT
OBITL TMPeOOoCTaBJIeHE OTHOeJIbHO WM B JioboM noakoMmdbuHaluum. Kpome
TOTO, cJjienyerT  OTMEeTUTH, uTo dopmMysia U300peTeHMd MOXeT OHThb
cocTaBJIeHa C MCKJIKUEHMEeM KaKoTro-JmMbo HeoO43aTeJIbLHOTO D3JIeMeHTa. B
CBA3M C DTuUM, »OaHHOe YTBepxXOeHMe ofecHeuMBaeT aHTelledeHTHHM
Bazuc oJjs IpVMeHeHM S Takom VCKJIoUanmen TEPMUHOJIOTUN KakK
"enuHCTBEeHHO", "TOJBKO" W T.II. IIPUMMEHUTEJIBHO K IIePeUYrCIIEHUD
2JIEMEHTOB QOPMYJIH WM300peTeHM©, WJIM OJI9 I[OIpUMeHeHusda "HeraTuBHOTO"
OT'paHMuYeHMA. HakKoHell, XOTS BapMaHT OCYIEeCTBJIEHMA MOXeT OHTH
omMcaH B KaueCTBe YacCTMU CepuM CTaou¥ WIM dYacTu 0OoJjiee oOmen
CTPYKTYPH, KaxXIasd YyKas3aHHad cCcTalIuMd TakxXe caMa 1[I0 cebe MOXeT
CUMTaTbECHA HEe3aBUCHUMEM BapMaHTOM OCYIMECTBJIEHUSA.

[00046] T"dapMaleBTUMUECKM MOpUeMIeMuM" o0o3HaduaeT OOODPeHHEMN
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VIV IOOCTOMHEM onoBpeHnd PeETYJIMPYKIMM  OpT'aHOM  (@emepalJibHOT'O
IpaBUTEJIECTRA VIV NIpaBUTEeJIbCTBa mMTaTa WU COOTBETCTBYKIIVM
areHTCTBOM B CTpaHax, OTJMUYHEX oT CIA, WIM OPpUBEeIeHHHN B
dapmMakoIlliee CIA WJIN oIpyTon obmenpr3HaHHOM bapmMakomee njisa
IIPVMMEeHEeHMA Yy XMBOTHEIX, M 0O0Jiee KOHKPETHO, Y UeJIOBEKaAa.

[00047] Tepmuue "nauyeHT" M "MHOIMBUOYYM", KakK WMCIOJb3YyOT
B paMkKax us300peTeHMHa, OTHOCHATCHA K MIEKOIMTaKIeMy XMUBOTHOMY, WU
OHM VICIIOJIE 3YIOTCH B3aVMO3aMeHSaeMo . B HEKOTOPHIX BapMaHTax
OCVYIIECTBJIEHUA IallMEHTOM WM MHIOIMBUIYYM ABJISeTCSA UeJlIoBek. B
OIPYTMX BapuaHTax OCYIHEeCTRBJIEHUS IMNalUMeHT WIM MWHIVWBUIYYM SBJIAETCH
BeTepMHAaPHHEM MHalMeHTOM WM MHAOMBUIYYMOM WMJIM CEJIbCKOXO3AMCTBEeHHEM
XMBOTHEIM, OOMallHMM  XMBOTHEIM  WMJIM  XMBOTHBEM—-KOMIIAHEOHOM, VI
KMBOTHEIM, OOBUHO MCIIOJbL3YEeMBIM OJIS KJIMHUUECKUX MWCIHTaHUN.

[00048] '"JleueHue" kakoro-JmbOo 3aboJieBaHMA WM HapPYyUeHUI
OTHOCHUTCH, B HEKOTOPHX BapMaHTax OCYUEeCTBJIEHUI, K CMATUYEHUID
3aboJieBaHMAag WM  HapylleHUud (T.e. OCTaHOBKe WM  YMEHBIIEHUIO
pas3BuTHsa 3aboJieBaHMA MJIM IO MeHbBIlIe Mepe  OIOHOTO U3  ero
KJIMHUUECKUX CUMIITOMOB) . "Jleuenue" OTHOCUTCHA K CMATUEHUI
3aboJieBaHMA WM HapylmeHMs C  UCIOJBb30BaHMeM  (QJIOPOTJIDLMHOJA,
TPUMETUIIQJIOPOTJIDLIMHOJIA WM MX KOMOMHALMM. B HEeKOTOPHX BapMaHTax
oCcymecTBJeHMA '"npoBeneHue JiedeHua" wmam "JedeHue" OTHOCHUTCHA K
CMATUYEHMIO II0 MeHblleM Mepe OIOHOTO (M3MUecKOoTo IlapaMeTpa, KoTopoe
MoOXeT OBTBL He3aMeTHO IJIS MHIMBUIOyyMa. B IOpyI'MX BapuaHTax
oCymecTBJeHUA '"npoBeneHue JiedeHua" wmam "JedeHwme" OTHOCHUTCHA K
MOIOYJIMPOBaHUIO 3aboJiIerRaHuUA NI HapylleHUd, JIBo dmUsMUecKU
(HanpuMep, cTadbuiamszaumsda 3aMeTHOT'O CHUMIITOMa), JKUOO0 (U3MOJIOTUUECKU
(HanpuMep, cratuiamzaumsa  QOU3UYeCcKOI'o IapaMeTpa), Jmbo obommu
crnocobaMm. B CJIeOyIIommMx BapmMaHTax oCyleCTBJIEHUSA "poBeleHNKE
JedeHua" wam "JedeHue" OTHOCHUTCHA K 3aMelJIeHMI BO3HUMKHOBEHMS
3aboJIeBaHMAa MM HapyLleHUA.

[00049] TepmmH "QiopoTJwIMHOJI", KakK MCIOJB3YRT B paMKax
n300peTeHnsa, OTHOCUTCH K CJeOYyKIeMy COeIVHEHND.

OH

HO OH
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[00050] OQJOpOTJIIIMHOJ TakXe BKJKUaeT JOHE eT'0 TayTOMEpPHHE

@OpMH, B TOM UMCJIe eTr0o M3IBEeCTHHIM KeTo—TayToMep, HpeHCTaBﬂeHHHﬁ

HUXe .
O
O O
[00051] AHaJOIMUHO, TepMUH  "TpuMe THUIGQJIOPO TUILMHOI" , Kak
MCIIOJIb 3YIOT B paMrax n300peTeHNnd, OTHOCUTCH K clenyrimeMy
COeIMHEHND .
/
0
? ?
[00052] Kak paccCMOTPeHO B HacTofdlleM OIMCaHMM, HacTosdlee
n3obpeTeHNKe OTHOCUTCHA K 0O3MPOBAaHHEM enquHMIIaM, KOTOpPEE
COCTaBJIEHEl OJ4 IIepopaJIbHOTO  BBeINeHMA, T.Ee. K  IIepopalibHEM

OO3UPOBAHHEM eIOMHMIIaM. IlepopalJibHas OO3MPOBAaHHAS eOMHMIAa MOXEeT
VMEeTh MHOXECTBO Pa3JIMUHHX (OPpM IOOCTaBKM. B HEeKOTOPHX BapMaHTax
OCYMeCTRBJIEHMSA OO3UPOBaHHAS eOMHMIA OpencTarjisgeT cobol TabJjeTKy,
Karncysy (TBepnoyio MJIM MATKY0), calle, MATKUM T'eJlb, XUIKOCTL, IeJb,
IIOJIOCKY, IIJIeHKY WM TabJIeTKy B KalcyJe. B IpyI'mx BapMaHTax
OCYMeCTRBJIEHMA OO3UPOBaHHAS eOMHMIA OpelncTarjisgeT cobol TabJeTKy,
KarcyJy, calle, MIATKUN TeJb WIM XUIKOCTL. B CJeIyRNIMxX BapMaHTax
OCYIEeCTBJIEHUA nepopajlbHasga OO3MpPOBaHHAasA enMHUIIa npelcTaBJIgET
cobor TabJgeTKy. B IOpyI'Mx BapMaHTax OCYIeCTBJIeHUI IIepopalibHas
OO3MPOBaHHAaA eIMHMIA IIpeIdcTaBjsgeT cobo¥ kalcyly. B clenyomyx
BapMaHTax OCYIEeCTBJIEHUA rnepopajlbHasda OO3UPOBaHHASA enMHUILA
opencraBJgeT cobol calle.

[00053] TepMrH "TabjieTxka", Kak MCIIOJNE 3YIOT B paMrKax
n3006peTeHrss, OTHOCUTCHA K TBepIOo¥ OO3MPOBAHHOM eOuHMuIle. TableTka
MOXeT MMeTb Joyn ©(opMy WIM pasMep, VYIOOOHHEe IJId [IepopaliIbHOTO
BBEIOeHUS, HalpuMep, OKPYTJIYIO, SIUIUIITUYUECKYD  QOpMy MU T.I.
TabjleTKy DOJIydalT IIYTEeM I[IPeCCOBaHMSA OIHOTO WMIM o00OMX M3 cCcocTaka

HeMeIJIEHHOT'O BEICBOOOXIEHN A n CcOoOCTaBba MOHM@MHMPOBaHHOPO
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BbICBO@O)K,JIeHMF[ . B HeKOTOPEIX BapMmaHTax OoCymeCTBJIECHMA Ta@ﬂeTKy
IoJiyyamT TIIPeCCOBaAHMEM COCTaBa HeMeIJIEHHOTO  BECBODOXIeHMS. B
OIPYITHUX BapMMaHTax OCyleCTBJIEeHMA TaC')J'IeTKy I10JIydanT IpeccoBaHMeM
OOHOTO WJIM HeCKOJIBKMX COCTaBOB MO,]II/I@_)I/ILU/IpOBaHHOI‘O BBICBO@O?K,JIGHMFI.
B CJIe OYIOMMX BapMaHTax OCYIECTBJIEHUSA TabJIeTKY [IOJIy4amnT
[IPeCCOBaHMEM COCTaBa HEMEIJIEHHOTO BHCBOOOXIEHMA WM OIOHOTO WM
HeCKOJIBLKIMX COCTaBOB MOJII/I@_)MLI,MpOBaHHOI‘O BBICBO@O)K,JI@HMF[ . B
3aBUCMOCTM OT OCHOBE Ta@J‘[eTKM, OHa MoOXeT OHTb IIOKPETa CJIoEM,
comepxalym cocTas HEMEJIEHHOTO BEICBOOOXIEHM I W cocTaB
MO,JII/I(]_)I/ILU/IpOBaHHOI‘O BBICBO@O)K,JIGHMH . B HEeKOTOPEIX BaplaHTax
ocymecTBJIeHMA TabJjeTka TIMIpeIcTaBjigseT coboy IBYXCJOMHYID TabJeTKy,
comepxallyio cJoMn HeMeJIEHHOTO BEICBOOOXIEHU A (IR) u cJion
MOOMOUUIMPOBAHHOTO BHEHCBOOOXOeHMS psamoM. CMm., HaopuMmep, our.3. B
OPpYyTMX  BapMaHTax ocCylleCcTBJIeHMA  TabjieTKa IIpencTaBligeT cobon
TPexXCJIOMHYI TadJleTKy, coIepXallyld CJOM HeMeOJIEHHOTO BHECBOOOXIEHMS
M CcJOM  MOOMOUUIMPOBAHHOTO  BHCBOOOXIEHUS, pasnejyieHHbEe CJI0eM,
HanopuMep, OydepHeM cJjoeM. CMm., HamopuMmep, omur.4. B cienywomux
BapMaHTax OCylleCTBJIeHUA TabJjieTKa COOepXUT 3aKJIUeHHBEe B Hee

I'PaHyJIEl, IIOKPEITEHE COCTaBOM HeMeIlJIEHHOI'O BEHICBOOOXIEHUS, U C(bepbl,

[IOKPHITHE cocTaBOM MOOUOUUIMPOBAHHOTO BHICBODOXIEHMUS . CM.,
HanopuMep, our.ll. B 1Opyrmx BapMaHTax OCYIEeCTRJIeHUS TabjleTka
COOEPXUT TabJleTKy, conepXxallylo cocTasn MOOMOUUIMPOBAHHOT'O
BHICBODOXIEHUS, 3aKJIOUEHHYID B TabJIeTKY, conepXallylo CcoCTasB

HeMeIJIEHHOTO BHCBOOOXIeHMs. CM., HaopuMmep, o6(mur.l2. B clenyiommx
BaprMaHTax OCyIeCTBJIeHMsa TabjeTka COOepXuT TabJleTKy, COIepXally
coCcTaB MOOMPUIMPOBAHHOTO BHCBOOOXIEHMS, KOTOPHIM CYCIEeHIMPOBAH B
XMOKOM PpacTBOpe, CoIepXalleM COCTaB HeMeOJIEeHHOTO BHCBOOOXIEHMUS,
TIe XUOKUM PacTBOP HaAXOOMTCA B kKalcyJje. CM., HamopuMmep, o¢émr.l3. B
IPYTUX BapMaHTax OCYIEeCTBJIeHMS KalcyJja II0 U300peTeHUI COOePRXUT
PacTBOpP, CcomOepXamMri COCTAaB HEMeIJIEHHOTO BEHCBOOOXIeHMS U Cchep
WM TPaHyJE, I[IOKPHTHE COCTABOM MOOUOUIIMPOBAHHOTO BHCBOOOXICHNS.
CM., Hamnopumep, o¢mur.18. B clenyomyx BapMaHTax OCYIMeCTBJIEHUSI
MSATKMIM TeJlb I[I0 M300peTeHMIO COIOepXaT PacTBOP, COIepXalluil COCTaB
HeMEeIJIEHHOTO  BHICBOOOXIEHNS, n  cheprl WM TPAaHYJIH, [IOKPEITEE
COCTaBOM MOOMOUUIMPOBAHHOTO BHCBOOOXOeHMS. CM., Haopumep, our.l19.

B IpyI'Mx BapMaHTax OCymecTBJIeHMS Ha o6tur.20 mnpencTaBJIeH XUIKUN
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HOCUTEJIL, CcoIepXallli CcOCTaB HeMeOJIeHHOT'O BHCBOOOXIEHMS, U Chep
WV TPaHyJIH, IIOKPHETEE COCTAaBOM MOIMOUIIMPOBAHHOT'O BHCBOOOXIEHUH .
[00054] TepMrH "kancyJiua'", Kak MCIIOJIb 3T B paMKax
n3o0bpeTeHrsa, OTHOCUTCH K TBepIOoW OO3MPOBAHHOM eIuHMIe. KarcyJa,
KakK IpaBuUJIo, uMeeT (OpMy BSJUJIMIICa, HO MOXeT IIPHMHMMAaTh IpyIHUe
bopMHI, KakK OIpenesIAT ClIeluuaJMCTH B OaHHOM obJjacTu. Kamncyja Opu
HeoOXOOMMOCTM  MOXeT TIIPpeICTaBJIATE CcofoM TBepOyln WIM MATKYD
KeJIaTMHOBYK KallCyJly. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS KallcyJa
COmepXxuT TabJIeTKy, COIepXallyld COCTaB HEeEMEeIJIEHHOT'O BHCBOOOXIEHMS,
u TabJIeTKy, CcolepXallyld COCTaB MOIUOUIMPOBAHHOI'O BHEHCBOOOXIeHMS. B
CIJenyrMx BapMaHTax OCYIEeCTBJIEHMSA KallcyJla COOEpXUT TabJleTKy

HeMeOJIEHHOT'O BHEHCBOOOXIEHMS, HpO@Ky n TabJeTKy MO,HM@MI_LMPOBaHHOI‘O

BEHICBOOOXIEHNA . CMm., HaopuMep, bur.o. B Impyrux = BapMaHTax
OCYIMEeCTBJIEHN A KarcyJa COOEPXUT chepsr, IOKPHTHE COCTaBOM
HeMeoJIEHHOTO BEHICBOOOXIEHNS, n chepsr, IOKPHTHE COCTaBOM
MOIMPUIIMPOBAHHOTO BEICBOOOXIEHNA . CM™., HarnpuMmep, bur.7. B

CJIeOyIMX BapMaHTax OCYIEeCTBJIeHMA KallcyJla COOEPXUT MUHUTaOJIeTKU
HeMeOJIEHHOTO BEHICBOOOXIOEHVA UM  MUHUTAOJEeTKM  MOIUOUUIMPOBAHHOTI'O
BEICBOOOXIOEHM A . CMm., HalpuMmep, our.s8. B IPYyIUx BapuaHTax
OCYIIEeCTRBJIEHU A KarncyJa COOEepPXUT TPaHyJIE HeMeOJIEHHOTO
BEHICBOOOXIEeHVA, ¥ TPaHyJH TIIOKPHTH COCTAaBOM MOIMOUMUMPOBAHHOTO
BEICBOOOXIOEHM A . CMm., Halpumep, our.9. B IPYyIUX BapuaHTax
OCVYIIECTRBJIEHMA KallCcyJla COOEPXUT MHOXECTBO Ccdep, IMIOKPHTHX COCTABOM
MOIVOUIIMPOBAHHOTO BHICBOOOXIEeHN A u cCoCTaBOM HEeMEeOJIEHHOTO
BHICBOOOXIEHVA B KaueCTBe CJIOEB.

[00055] TepmmH "came", Kak MCIOJB3YRT B paMkax M300peTeHUdg,
OTHOCMTCH K YIakKOoBKe, KOTOopasd COINEPXUT CMECh I'PaHyJl HeEMeIJIEHHOTO
BHICBOOOXIEHVSA W TpPaHyJ MOOMOUMIMPOBAHHOT'O BEHCBOOOXIEHMHA, WU
TpaHyJI, COIOepXallMxX COCTaB HeMeIJIEHHOTO BHCBOOOXIeHMS, W TpPaHyJl
i chep, CoOmepXamMx COCTaB MOIMOUIMPOBAHHOTO BHCBOOOXIEHMS.
CMm., HanpmuMmMep, our.l4d. VYmakoBKa MOXeT OHTE BHOpaHa CHelMaJMCTaMM
B OaHHOM o6JacTu.

[00056] HezaBucruMo OT GOPMH HOO3MPOBAHHOM  eIMHUIIH, OHa
aJlb TEPHATMEHO WJM HOIOJIHUTEJIBHO MOXEeT COIOepXaThb COQephl, I'PaHyJH
WV MX KOMOMHalMi. Kak MCIOJB3YRT B paMKax muz3obpeTeHud, "coepwn"

ONpeIncTaBJISoT Cco0OoM TBepOhe YaCTHIE, I[IOJIYYeHHEHE DSKCTPY3Mer U
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OKaTEBaHUEM cocTaBa HEMEJIEHHOTO BEICBOOOXIEHN A, cocTaBa
MOIVMOUIIMPOBAHHOTO BEICBODOOXIEHMS WM WX KOMOMHAalIMM. AHAJOTMUHO,
"TpaHyJH" OpPpeOCTaBJART CoOOM TBepIHEe UYaCTULE, HO MX [IOJIydalT
IIoCpelCTBOM TIpaHyJIMpoBaHMA. CHelralucT B OaHHOM ofjlacTu crnocodeH
BHOpPATL TOOXOOAMWM CIoco® TpPaHyJIMPOBaHMA OJIA IIOJy4UYeHUS TpaHyJl
oJIg TIPMMEHEHMS B paMkKax HacCTodmero u3o00peTeHMsa. B HEeKOTOPHX
BapMaHTax OCYIIECTBJEHMSA CIOCO0 TI'paHyJIMPOBaHMA BKJIKUAET, Cpelu
IpoumMx, TI'PaHyJMpOoBaHue C OOJIBIIMM YCUIIMEM CIOBMUI'a, I'PaHyJIMPOBaHMUE
M3 pacljlaBa, CyxXoe TIpaHyJIMPOBaHME WJIM BJIaXHOE TIpaHyJMpoBaHMe. B
HEKOTOPEX BapMaHTaxX OCYIEeCTBJIEHMSI OO3UPOBaHHAA eIMHMIA COOEPXUT
cheprl, comepXxalMe COCTaB HEMEJIEHHOT'O BHCBOOOXIeHUA. B Ipyrux
BapMaHTax OCYyHeCTBJIEHUS OO3MpOBaHHasa eOuHHuIla COOepXuUT CcOeprl,
comepxamye COCTaB MOIUOUUMPOBAHHOT'O BECBOOOXIEHMSA. B clelyommux
BapMaHTax OCyWleCTBJIEHUA OO3MPpOBaHHasa eOuHHUIa COoOOoepXuT CcOepsl,
comepxamme cocTas HeMeOJIEHHOTO BEICBROOOXIOEHN S, u cohept,
comepxamye COCTakB MOIMGUMUMPOBAHHOTO  BHCBOOOXIeHMA. B Ipyrux
BapMaHTax OCYyWeCTBJIEHUA TO3MPOBaHHad eOuHMUIa COOepXuUT Cchepsl,
coepxamMe COCTaB HeMeOJIeHHOTO BHCBOOOXIeHMS. B IOpyI'MX BapuaHTax
OCYIIECTRBJIEHMSA IO3MPOBaHHasa eIVHMIIa COOEepPXUT cCcdepr, coIepxamme
cocTaB MOIOIMIUUIMPOBAHHOT'O BECBOOOXIOEeHMSA. B CclelyllMx BapMaHTax
OCYIIECTRBJIEHMSA IO3MPOBaHHada eIVHMIla COOEPXUT TPaHyJIE, CcoIepXalme
COCTaB HeMeOJIeHHOTO BHCBOOOXIeHMsa, M Ccdepr, coIepXxamue CcocTaB
MOIMOUIIMPOBAHHOTO BHCBOOOXIEHNA .

[00057] Kaxk mnpaBujOo, B IO3MPOBAHHYK EeIOMHMIY, OIMCAaHHYID B
HaCTOAmEM OINMCaHMM, BKJIOUEHO MHOXEeCTBO cdep WMIM TI'paHyJ. TepMrH
"MHOXeCcTBO", KaK MCHOJB3YyKT B paMkKax Mn300peTeHMs, OTHOCHUTCH K
KOJIMYeCTBY Ccdep WIM TpPaHyJ, KOTOophHe o0ecCneunMBalT KOJUUECTBO
GJIOpOTIIIIMHOJIAE, TPUMETUIQIOPOIJILIMHOJNA WIM U¥X (apMalleBTUUYECKU
opueMIIeMOM coJiM, TpedyeMoe OJIS IOBUPOBAHHOM eIMHMUIE. B HEeKOTOPHX
BapMaHTax OCYIEeCTBJEHMSA IO3MPOBaHHasa eIVHMIla COINEPXUT MHOXECTBO
chep. B crenmyommx BapMaHTax OCYMEeCTBJIEHUS OO3MPOBaHHASA eIVHUIlA
COIEepXUT MHOXECTBO TpaHyJ. B IpyruMx BapMaHTax OCYHNeCTBJIEHUS
OO3MPOBaHHAA E€IOMHMIIA COIEPXUT MHOXECTBO COep M MHOXECTBO IPaHyJI.

[00058] Cdepu wu/MaM TPaHYJH CcoIepXaT OIMH wWiIn ofa U3
cocTaBa HEMENJIEHHOTO BEICBODOXIEHMS WM COCTaBa MOOMOUIMPOBAHHOTIO

BEICBOOOXIEHMA . B HeKOTOPEIX BapMmaHTax OCymeCTBJIEHNA C(l)epBI
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comepXxaT COCTakB HeMeIlJIEHHOTI'O BEICBOOOXIOeHMA. B IPYyIT'MX BapHMaHTax

OCylleCTBJIEHN A chepr comepxar cocTas MOIUOUIIMPOBAHHOTO
BEHICBOOOXIEHNA . B CJIeOYIomUx BapMaHTax oCymecTBJIEHU S cheps
comepxar cocTas HeMeIOJIeHHOTO BEHICBOOOXIEHU A u cocTas
MOOUOUIIMPOBAHHOTO BEICBOOOXIEeHNA . B IPYyTUX BapMaHTax
OCylleCTBJIEHN A TpaHyJIE comepxart cocTas HeMeIJIEHHOTO
BEHICBOOOXIEeHUA. B  CJelyonmMx BapMaHTax  OCYHmeCTBJIEHUS  T'PaHyJIH
comepXxaT COCTaB  MOIOMUOUIMPOBAHHOTO  BHCBOOOXIESHUA. B  mpyrux

BapMaHTax OCYIEeCTBJIEHNA TpaHyJEl CcomepXaT COCTak HeMeIJIeHHOTO
BLHICBODOXIEHMA M COCTaB MOOUOULUMPOBAHHOI'O BHCBOOOXIEHMUI.

[00059] Kaxmada cdepa maM TpaHyJla COLEPXUT CEepOLUEeBMHY M OIVH
MM HEeCKOJIbKO Heo0A3aTeJIbHBIX CJIOeB IOKPpHTHA. TakuM ofpasoM,
cephleBMHa COOEpPXMT OOMH wWinM ofBa M3 cocTaBa HeMeIOJIeHHOTO
BHICBODOXIEHMA WJIM CcOoCTaBa MOOMOUUMPOBAHHOTO BEHCBOOOXOeHMA. B
HEKOTOPEX BapMaHTax OCYIEeCTBJIEHUA CephOleBMHa TakXe COOEPXUT
HeaKTUBHOe ¢OQapMalleBTUUeCKOe CPpeICTBO, TakKoe KakK HSKCUUIMEeHT, Kak
ONIMCAaHO B HacCToAmeM onMcaHum. CepOleBMHE MMeT OUuaMeTp OT
npubausuresisHO 50 mo npubiausuTesabHo 1500 MkM. B HEKOTOPHX
BapMaHTax OCYWeCTBJIEHUSA CepOLeBUHH VIMET oraMeTp oT
npubausurelibHO 50 mo npubiusuTesnabHo 1300 MKM, OT OPUOJIM3UTEIJIBHO
50 @mo [OpuBIMBUTEJIBHO 1100 wMkM, orT npubimusuresvrHo 50 @mo
npubausuresibHO 900 MrM, OT OpUOIM3UTeJIbHO 50 Do NpUbIIM3UTEJIBHO
800 wmkM, oT npubim3uressHO 50 npo npubiamsmTesasHo 700 MKM, OT
Opubamus3nuTeJibHO 50 no npmbiamsmTesbHO 600 MKM, OT OIPpUOJIU3UTEJIBHO
50 oo OIPUOIIUBUTEJILHO 500 wMkM, OT IIPUBDIUIUTEJILHO 50 oo
npubmusureJibHO 400 MrM, OT OpUOIMU3UTeJIEHO 50 DO NpUOIIM3UTEJIBHO
300 wmMrM, oT nDpubiusuresibHO 50 pmo npubimsmuTesirHO 200 MKM, OT
npubiusuresibHO 100 nmo npubim3mTesisHO 1500 MKM, OT OPpUOJIM3UTEJIBHO
100 nmo npubim3uressHO 1300 MM, oT nOpubiamsmuTessHo 100 1mo
npubausuresibHO 1100 MrM, oOT OpubOIM3UTeJEHO 100 Do NpuOJIM3UTEJIBEHO
900 wmMrM, oT npubiausuressHo 100 po nDpubimusuresbHO 800 MKM, OT
npubymsuresibHO 100 no npubim3smTesibHO 700 MKM, OT IPUOJIM3UTEJBHO
100 nmo npubimmsuressrHO 600 MKM, oT npubimsuresbHO 100  mo
opubamu3nuTresibHO 500 MrM, oT OpubiM3UTesibHO 100 Do NpMOJIM3UTEJIBHO
400 MM, oOT HOpubiusmTesaesHO 100 @pmo npubim3urelsibHO 300 MKM, OT

npubiuszuresibHO 100 mo npmubiamsuTelibHO 200 MKM. B OpyI'Mx BapMaHTax
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OCYIECTRBJIEHVA IMaMeTp CepPOIeBMHHE COCTAaBJIAeT OT NIPpUOIN3UTEIBHO
100 mo npmubmimsmuTessHOo 800 MKM.

[00060] HosuporaHHAad engmnHMIla MOXeT MMEeThb MHOXECTBO
CeplnleBUH aKTUMBHOTO BeleCcTBa c pPasInYHEMA CBOMCTBaMU

pacTBopeHuda. TakuM oOpa30M, CepllieBMHA MOXeT OHTL [NIOKPHETA OIHUM

WM HEeCKOJIBKMMM CJIOAMM. B HEKOTOPHX BapraHTax OCYIeCTBJIeHUS
CepIlleBUHE IIOKPHTH IOBYMS MM 0OoJiee  CJIOSMU, T.e. 00pasyoT
MHOTOCJIOMHYID  TabJeTKy. B cJiemyomMxX — BapMaHTax  OCYIeCTBJIEHUS

CeplleBVMHE IIOKPEITEH CJIOEM COCTaka HeEMeIJIEHHOI'O BbICBO@O)K,]IeHI/IFI. B
OIPYINMX BapPMaHTaXxX OCYyIeCTBJIEHMA CepPpIOLEeBVMHEL IIOKPEITH CJIOEM COCTabka
MOIUOUUIMPOBAHHOTO BEICBOOOXIOEHMA . B CcJlenyoimeM BapuaHTe
OCyMeCTBJIEHUS cepIleBMUHa [IOKPHTAa COCTaBOM HeMeOJIeHHOTO
BHICBOBOOXIEHMSA M COCTAaBOM MOIOUOUMUMPOBAHHOT'O BHCBOOOXIEHUSA.

[00061] [pyrue cCJIOM MOXHO HAHOCUTBH B KadeCTBe BEPXHEIO CJIoA
WM Mexnoy IOpyI'MMu cJjoaMmu. CJIoM MOTYT COHOepXaThb OGapMalleBTHUUeCKU
MHEPTHHE  KOMIIOHEHTEH, T.E. B KauecTBe OybdepHOTO CJOA, W
bapMalleBTHUUECKHU aKTMBHEE KOMIIOHEHTEHI, Kak oIpeneJeHo
crieuMaJmMcTaMM B HaHHOM oOBJIacTH.

[00062] IlepopalibHEE OO3MPOBAHHEE eOMHMIE COOepXaT OINHO WM

HECKOJIbKO us broporionmHOIa, TPYIME TUJIGJIOPO TJIIOLMHOIA VI
bapMaleBTHUUECKH preMIeMOn coJm bsroporolMHOIIA VI
TPUMe TUJIGIJIOPO TJIIIMHOJIA . B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUI

nepopalibHad IOO3MPOBAHHAS eIOMHMIA COOEPXUT QJIOPOTJIRIMHOJ WMIM €TI0
bapMalleBTUUECKHU npreMIIeMy COJIb . B OPYyTUX BapMaHTax
OCYIEeCTBJIEHUA nepopajlbHasda OO3VpPOBaHHAasA eOVHHUIIa COOEepPXUT
TPUME TUJIQJIOPOTJIDLIIMHOJ WMJIM eT'c (QapMalleBTUUECKM IIpHeMIIeMyl COJIb. B
cJIe Iymmx BapMaHTax OCYIEeCTBJIEHUSA rnepopaljibHasa OO3UPOBaHHASA
enMHUIA COIEepPXUT GIIOPOTIIRIIMHOJII VIV ero bapMalleBTUUYECKHA
IPpUMEMIIEMYK COJIB UM TPUMETUIIQJIOPOTJIOLIMHOI WJIM eTo dapMalleBTUUeCKHU
IpMeMJIEMYK COJIb .

[00063] B HeKOTOPHX BapMaHTax OCYIECTBJIEHVSA (QapMalleBTUUECKU
IpreMJIEMEE COJIM  MOTYT OHITH obpa30BaHH M3 OPTaHUUYECKUX U
HEOPTaHWUYECKMX KMCJIOT, BKJKOUasg, HaAIPUMEpP, YKCYCHYID, I[IPOIMOHOBYI,
MOJIOUHYIO, JIMMOHHYIO, BMHHOKaMeHHYI, AHTapPHYD, byMapoBywn,
MaJIEMHOBYIO, MaJIOHOBYIO, MMHIOAJIBHY, A06JIOUHYIO, bTajseByD,

XJIOPUCTOBOOOPOIHYIO, OPOMUCTOBOOOPOOHYIO, bochopuyL, a30THYIO,



19

CepHYIo, MeTaHCYJIbOOHOBYIO, HadTaIMHCYJIbEOOHOBYIO,
OeH30JICYJIEQOHOBYIO, TOJIYOJICYJIEQOHOBYIO, KaMpopCyssEPOHOBYIO MJIn
CXOIHHE M3BECTHHE IpMeMJIeMHEEe KMUCJIOTH.

[00064] B mpyIr'Mx BapMaHTax OCYMEeCTBJIeHMS (QapMalleBTUUeCKU
IpueMJIeMBEIE COJIM TakXe MOTYyT OBThH 00pas30BaHH M3 HeOopTaHUUYeCKUX
OCHOBaHUM, XeJjlaTeJIbHO coJien MeJIOUHBIX MeTaJlJIOB, BKJIIOUA S,
HanopuMep, TUOPOKCUOE  HaTpPUA, JIUTUS  WIM  KaJaudg, TakmMe  Kak
TUOPOKCUIOE MeJIOUHEX MeTaJlJIOB. I[IpuMMephH HeOopTaHMUYeCKMX OCHOBAaHUM
BKJIIOUAT, HO He OTPaHUMUMBATCH UMM, ITHUIOPOKCUI HATPUL, I'MUIPOKCUI
KaJgusda, THUIPOKCHUI KaJblLMa M IHMIPOKCHMI MaTHMA. JdapMalleBTUUECKU
IpueMJIeMEIe COJIM TakKXe MOTYyT OBHTE OOpa30BaHH U3 OpTlaHUYeCKUX
OCHOBaHMM, TakKMxX KaK COJIM aMMOHMS, MOHO-, IOM— ¥ TPUMETWUIIaMMOHUM,
MOHO-, IM- U TPUDTUIaAMMOHMUM, MOHO-, IOM- ¥ TPUIPOIMJIAMMOHNM,
B TUJIOUME TUIIaMMOHMIM, BeH3UIIIUME TUIJIaMMOHMII, LIMKJIOT @KCUJIaMMOHWM,
BeH3UJIaMMOHNIH, IrOeH3UIIaMMOHM’M, IUTIePUOVHAN, MopbosIMHMM,
IUPPOJUAONHYY, OUIepasuHuM, 1-MeTWUJINUIePpUIVHUM, 4-3TUIMOPOOJIMHNY,
1 -M30NPONUIININPPOJIUINHNI, 1, 4-ouMe TUIINIUIIEPA3UHNMN, 1-u-

OV TUIINUIICPUONHNM, 2-MeTUJINUIIEPUIVHUY, 1-3TUJI-2-MeTUJIIUIICPUINHAN,

MOHO—, ov- u TPUSTAHOJIAMMOHNI, STUIIOMNS TaHOJIaMMOHUI, H-
By TMIIMOHOSTaHOJIaMMOHNI, Tpuc (TMOPOKCUME TUJI) Me TUJIAMMOHMIM,
beHUIIMOHOSTAHOJIaAMMOHMUI,  IOMSTaHOJIaMMH, STUJIeHIMaMMH M T.IO. B

OIOHOM IIpMMepe OCHOBaHMe TIIpencTaBjgeT cobo¥ TIUAPOKCHUI HaTpuig,
TUIPOKCUL JIUTUA, IMIOPOKCHUI KaJlusd MJIM UMX CMECH.

[00065] CoemmHeHMs, OINMCAaHHEE BHIIe, MOXHO MCIIOJIL30BAThL B
bopMe coJielr, o0B0pal30BaHHEX M3 OQapMalleBTHUUECKM WM QU3UOJIOTUUECKU
IpMreMIIEMBIX KNMCJIOT, OCHOBaHMUM, MEeJIOUHEBIX MeTaJlJIOB u
MeJIOYUHO3EeMEJIEHEX MeTaJlJIOB .

[00066] KejaTeJIbHO KOJIMUEeCTBO bJIopOoTIILIMHOIE,
TPUMEe TUIIQJIOPOTJIRLIMHOJIa WIM UX (apMalleBTHUUECKU IIPUEMJIEMOM COJIU
ABJISETCH IOCTAaTOUYHHM IJIA JedeHMsa IIallMeHTa, KaK ykKas3aHo Hmxe. B
HEKOTOPHX BapuaHTax OCYIWeCTBJIEHUA repopaJlibHEE OO3UPOBAaHHEE
EeOVHULEL comepXaT OT Npubim3uTesibHO 50 nmo npmbimsuTesisHO 1000 MD
GIIOPOTIIIOUMHOJIE, TPUMETUIIQJIOPOIJIDIMHOJIE WM U¥X dapMaleBTUUYECKU
IpreMIeMOoMn COoJIH, Wi  mx KOMOWHALIUA . B  1npyrmux BapMaHTax
OCyWeCTBJIEHMA IlepopalibHas  HOO3MPOBaHHAasd eOMHMIa COOEepXUT OT

npubjausuresibHO 50 pmo npubimsuresbHO 900 MDY, OT NOpUMOIM3UTEJIEHO 50
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0o npubjausuresibHO 800 MI', OT HNpUOIU3UTEJIEHO 50 DO NPpUOJIM3UTEJILHO
700 wMr, oT npubiausmuTesasHo 50 no npubimsuresibHO 600 M, OT
opubausnurelibHO 50 mo npubimsuresbHO 500 MDY, OT NOpUOIM3UTEJIEHO 50
0o npubjusmuresibHO 400 M, oOT HNpUOIU3UTEJIEHO 50 DO NPpUOJIM3UTEJILHO
300 wMr, oT npubiausmurTesabHo 50 no npubimsuresbHO 200 M, OT
Opubnus3nuTesibHO 50 no npubim3uTesibHO 100 M, oOT OPUOJIM3UTEJLHO
100 mo [NpuOIU3UTEJIBEHO 900 wmr, OT IIPUOIIM3UTEJILHO 100 mo
opubausuresibHO 800 Mr, oT HOpubinsmuTessHO 100 DO NOPMOJIM3UTEJLHO
700 wmr, or npubimsuresbHo 100 pmo npmbamsmuTessHO 600 M, OT
npubausuresbHO 100 mo npubimmsmuTesbHO 500 MDY, OT NOPUOJIM3UTEJILHO
100 mo [NpuOIMU3UTEJIBHO 400 wMr, OT IIPUOIM3UTEJILHO 100 mo
npubnmsureabHo 300 Mr, oT npubimsuresbHOo 100 mo HOpuOIM3UTEIILHO
200 wMr, or npubimmusuresgsHo 100 @mo npubimsuressrHo 100 M, OT
npubamsuregbHo 200 po npubimsuresbHo 900 MDY, oT HOpUOIU3UTEIJILHO
200 pmo npubgusuressHo 800 MT, orT npubimsuresgrHOo 200 1o
npubamauresgbHo 700 M, oT npubimsuresbHO 200 pmo OpUOIM3UTEIJIBEHO
600 M1, oT npubausmuressHo 200 mo npubimsuressHo 500 M, OT
npubausuresibHO 200 pmo npubiam3uresbHO 400 MDY, OT NOpUOIM3UTEIBLHO
200 pmo OpubIMBUTEJIEHO 300 wmr, orT npubimz3uressHo 300 1mo
npubausuresibHO 900 Mr, oT npubiausmrenabHo 300 Do NOpUOIM3UTEJIBHO
800 wMr, oT npubiusuresbHo 300 @npo npubausuresasHo /00 M, OT
npubausureibHO 300 mo npubim3uresbHO 600 MDY, OT NOpUOJIM3UTEIJBHO
300 mo OpubIMU3UTEJIBEHO 500 wmr, orT npubims3ureseHOo 300 1mo
npubausureibHO 400 wMr, oT npubiamsmurenasHo 400 Do NOpUOIIM3UTEIBHO
900 wMr, oT npubiusuresbHo 400 @npo npubiausuressHo 800 M, OT
npubmusurelibHO 400 pmo npubim3uTesbHO 700 MDY, OT OIPpUOJIU3UTEIJBHO
400 1nmo HOpUBIU3UTEIIBHO 600 wMr, orT npubim3ureseHO 400  1mo
npubmus3nuTreJibHO 500 Mr, oT npubinsmuTessHo 500 DO NIPpUOIIM3UTEJIBHO
900 M1, oT npubiusuresbHO 500 @no npmbiausuressHo 800 M, OT
npubmusnureJibHO 500 pmo npubim3uTesbHO 700 MDY, OT IPpUOJIM3UTEJIBHO
500 1mo OpuOIU3UTEIBEHO 600 wMr, OT IIPUBIU3UTEJILHO 600 mo
npubmusnureJibHO 900 Mr, oT HOpubinsmuTessHO 600 DO IPUOJIM3UTEJIBHO
800 M1, wmam oOT HOpubusuresbHO 600 po npubimsmTesbHO 700 MO
OIOPOTIIILMHOMNAE, TPUMETUIOIOPOTJIOLMHOJA WM KX (dapMalleBTUUEeCKU
IpUeMIIeMOM COJIM, WM UX KOMOMHAIUN.

[00067] IlepopaJjibHad OO3MPOBaHHAaA eOUHMIA COLEPXUT OOVH WK
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HECKOJIBKO KOMIIOHEHTOR HEMEIJIEHHOTO BEICBOOOXIEHMS ¥ OIOMH WM
HECKOJIBKO KOMITOHEHTOB MOIMOUIIMPOBAHHOTO BEICBODOOXIEHN A . B
HEKOTOPHX BapMaHTax OCYIEeCTBJIEHN A rnepopaljibHas OO3UPOBaHHASA
eIVHMIla COIOEePXUT I[I0 MeHbIleM Mepe OIOMH COCTaB HeMeIJIEHHOTO
BHICBODOOXIEeHMSA W I[IO MeHbIleM Mepe OIMH COCTaB MOIUPUIIMPOBAHHOTO
BEHICBOOOXIEeHMA. B OpyI'MxX BapuaHTax OCYIECTBJIEHMSA OO3MPOBaHHASA
eIVHMIla COOEPXUT I[I0 MeHbIeM Mepe OIOMH COCTaB HeMeIJIEHHOTO
BHICBODOOXIEeHMSA WM IO MeHBIIeM Mepe IBa CcOoCTaBa MOIUQUIIMPOBAHHOTO
BEICBOOOXIEHN A, T.E. [IepPBHM cocTasn MOINQUUIMPOBAHHOT'O
BHICBODOOXIEHMSA M BTOPOM COCTaB MOIUOUIIMPOBAHHOT'O BECBOOOXIEeHMA. B
CIJIenylMxX BapMaHTax OCYIEeCTBJIEHMSA OO3MPOBaHHAad eOMHMUIA COIEePXUT
IO MeHBIIEM Mepe OOMH COCTaB HeMeIOJIeHHOTO BHCBOOOXIEeHUS U IIO
MeHbIIeM Mepe TpPM CcocTaBa MOIUMGMUIMPOBAHHOTO BHCBODBOXIEHUS, T.e.
IIepPBEIM COCTaB MOIMOUUMPOBAHHOTO BHCBOOOXIEHMSI, BTOPOM COCTaB
MOIUQUUIMPOBAHHOTO BEICBOOOXIeHN A u TpeTUuM cocTasn
MOIUQUIMPOBAHHOTO BEICBOOOXIEHN A . B OPpYyTUX BapMaHTax
OCymMEeCTBJIEHUA OO3UMPOBaHHASg eOMHMIAa COHOEePXUT 10 MeHbIeW Mepe OIUH
cocTaB HeMeIJIeHHOTO BHCBOOOXIEeHMS UM IIO0 MeHblle Mepe UeTHpe
cocTaBa MOIMOUIMPOBAHHOTO BHCBOOOXIEHMS, T.e. TIIePBHM COCTAaB
MOOMIUUMPOBAHHOTO BHCBOOOXIEHMSI, BTOPOM COCTaB MOOUIUIMPOBAHHOTO
BLHICBODOXICHMS, TPEeTUM COCTaR MOIUOUIVMPOBAHHOTO BLECBODOXIEHUS U
YeTBEPTHIM COCTaB MOIUPULMPOBAHHOTO BHECBOOOXIEHMS .

[00068] Kak cocTaB HeMeIJIeHHOT'O BHCBOOOXIEHMSI, TaK M COCTaBb
MOIVOUIIMPOBAHHOTO BHICBOOOXIEeHN A COOepXuT GIJIOPOTIIILIMHOI,
TPUME TUJIQJIOPOTJIDIIVHOI WM UX QapMalleBTUUECKU IIPpUeMIIEMYK COJIb. B
HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHUSA cocTaB HEeMEeOJIEHHOTO
BHICBOOOXIEHVA COOEPXUT QIJIOPOIJIDLUMHOJ WM eTo (QapMalleBTUUECKU
IpreMIIeMY COJIb . B IPpyTMX  BapMaHTax OCYIECTRBJIEHUA cocTasB
HEMENJIEHHOTO BEICBODOXIEHMSA COOEPXUT TPUMETUIQIOPOTUIRLIMHOJ WU
ero (QapMalleBTUUECKM [IpUMeEMJIEMyK COJIb. B clenyomMx BapuaHTax
OCYMeCTBJIEHMS COCTaBR HeMeIJIeHHOTO BHCBOOOXIEHMS comepxuT (i)
GJIOPOTIIOUMHOJ MM eTro  QapMalleBTUUeCKM OpueMJeMyld coJib u  (ii)
TPUME TUJIQJIOPOTJIIIMHOJL WJIM eT'c (QapMalleBTUUECKM IIPHMEMIIEMYK COJIb. B
IpYyTMX BapMaHTax OCYIEeCTBJIEHUA cocTaB MOIVNQUIIMPOBAHHOTO
BHICBOOOXIEHVA COHOEPXUT (QIOPOIJILIMHOJ WJIM eT'o (QapMalleBTUUECKU

IIprneMiIeMyn COJIb . B ClJleIyrIrXx BapMrMaHTax OCymeCTBJIEHIMA coCcTaB
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MOIUGUUIMPOBAHHOTO BHCBOOOXIEHUS COHOEPXUT TPUMETUIOJIOPOTIIIIMHOI
Wi ero oGdapMalleBTUUYECKM TIIPpUeMJIeEMyl COJIb. B IpyIMx BapuaHTax
OCymMeCTBJIEHMS COCTABR MOIUOUUMPOBAHHOTO BHCBODOXIOEHUS COINEPXUT
(1) GJIOPOTJILIMHOJ MM eT0o (dapMalleBTHUeCKM OpreMJIeMyld CcoJib M (ii)
TpUMe TUIJIQJIOPOTJIOLIMHOJ UM eT0 QapMalleBTUUECKU IIPpUeMIIEMYyK COJIb.
[00069] [lepopasibHag OO3MpPOBaHHAaA enMHNIIA COOEPXUT oT
opubausmuresbHO 10 pmo npmubamMsuressHo  50% 1o Macce  cocTaBa
HeMeIJIeHHOTO BHCBOOOXIEHMsS B pacueTe Ha Maccy IIepopaJibHOU
DO3UPOBaAHHOM eIMHNIIEL. B  HeKOTOPHX  BapHMaHTax OCyIEeCTBJIEHUSA
lepopalibHasd OO3MPOBaHHAaA eOMHMUIa COIEPXUT OT Npubian3smuTesbHOo 10

0o npmbamsuresabHo 50% 1O Macce, oT npubamusuresbrHO 10 1o

NPUOIINBUTEJIEHO 40% r1o Macce, oT NPUOIIU3UTEJIEHO 10 0o
NIPUOIIUBUTEJIEHO 30% 1o Macce, oT NPpUOIUBUTEJIEHO 10 oo
OPUOIIUBUTEIIEHO 20% 1o Macce, oT NPUOIUBUTEJIEHO 20 oo
NIPUOIIUBUTEIIEHO 50% 1o Macce, oT NPUOIUBUTEJIEHO 20 oo
IPUOIIUBUTEIIEHO 40% 1o Macce, oT NPUOIUBUTEJIEHO 20 oo
NIPUOIIUBUTEIIEHO 30% 1o Macce, oT NIPUOIUBUTEJIEHO 30 oo
npubiamusurejgsHo 50% 0o wMacce, wiu oT OpubamsmuresbHo 40  @mo

npubamsuresbHo  50% 1o Macce B pacueTe Ha Maccy IepopalJibHOM
OOBMPOBAHHOM  eIMHMIE COCTaBa HeMeIJIeHHOTO  BHCBOOOXIEHMUS. B
IPYyTHUX BapMaHTax OCYMeCTBJIEHUS IepopallbHas IO3MPOBaHHaA eauHUIla
comepxuT npmubiamsurearHo 10, 15, 20, 25, 30, 35, 40, 45 wmmm 50%
10 MaccCe CoOCTaBa HeMeIJIeHHOT'O BEHCBOOOXIEHMsS B pacdeTe Ha Maccy
IepopallbHOM HOO3UPOBAHHOM eNOWHMIIH.

[00070] [lepopasibHaga OO3MpPOBaHHAaA eoMHNLIA COOEPXUT oT
npubamusuresisHO 10 pmo npmbiamsuTessHO  50% 110 Macce  cocTaBa
MOIUGUIMPOBAHHOTO BHCBODOXIEHMA B pacueTe Ha MaccCy I[IepopallbHOU
DO3MPOBaHHOM eIIMHUIIH . B  HeKOTOPHX  BapHMaHTax OCyImeCTBJIEHUS
InepopallbHad OO3MPOBaHHASA eOVHUIla COIEPXUT OT NpubiamsmuTesbHo 10

oo npmbamsuressHo 50% 1o  Macce, 0T Opubims3uTeJbsHO 10 1o

OPUOIIN3UTEIJIEHO 40% 1o Macce, oT NPUBIIU3UTEJIEHO 10 0o
OPUOIIN3UTEIJIEHO 30% 1o Macce, oT NPUBIIU3UTEIJIEHO 10 0o
OPUOIIN3UTEJIBEHO 20% 1o Macce, oT NPUBIIU3UTEJIEHO 20 0o
OPUOIIN3UTEIJIEHO 50% 1o Macce, oT OPUBIIUBUTEJIEHO 20 0o
OPUOIIN3UTEIJIEHO 40% 1o Macce, oT NPUBIIU3UTEJIEHO 20 jife)

OPUOIIUBUTEIILHO 30% 1o Macce, oT OPUOJIU3UTEJILHO 30 oo
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opubausnureJibHO 50% 1o Macce WM 0T Opubims3uresbHO 40 1o
NPUOIMU3UTEIBEHO 50% 1o Macce cocTaBa MOIVNQUIIMPOBAHHOT'O
BHICBODOXIEeHMSA B pacueTe Ha MaccCy IepopalJIbHOM  IO3UPOBaHHOM
EOVHUIIE . B OIpyTITMX BapMaHTax OCYIECTRBJIEHUS rnepopalibHasa
OO3MPOBaHHAA E€OMHMIlAa COOepXuT npubim3uresnasHo 10, 15, 20, 25, 30,
35, 40, 45, W 50% [0 Macce cocTaBa MOIMOUUIMPOBAHHOT'O
BHICBODOXIEeHMSA B pacueTe Ha MaccCy IepopaJIbHOM  IO3UPOBaHHOM
EOVHUILIE .

[00071] UTo KacaeTcd IepopallbHOM OO3MPOBAHHOM  eIMHMIIH,
OIMCaHHOM BHILIE, OIOUH NI oba nu3 cocTaBa HEMEOJIEHHOT'O
BEICBOOOXIEHN A NI cocTaBa MOINOUUIMPOBAHHOT'O BEICBOOOXIEHU A
OpencTaBJgalT cobor TabJeTKy, KalcyJy (TBeplyld WIM MATKY) , calle,
MATKUY TeJb, XUIKOCTL, TeJlb, IOJIOCKY, ILJIeHKY uIu TabJleTKy B
KancyJie. B OpyruMx BapuaHTax OCYWeCTBJIeHMA OIOMH WM oba U3
cocTaBa HeMeJIeHHOT'O BEICBOOOXIEHMS WMIIM COCTaBa MOOUOUUUPOBAHHOTO
BHICBOOOXIOEHUSA IMNpenacTaBJifgilT codoy TabjeTky, KalcyJy, calle, MATKUN
TeJlb MW XUOKOCTL.

[00072] TepMmmH "HeMemJieHHOe BECBOOOXIOeHMe", KaK MCIOJbL3YyT
B paMkKax M300peTeHUsI, OTHOCUTCS K IOBUPOBAHHOM eIMHUIlEe, KOTOpasd
IpM IepopalJIbHOM IIpMeMe UeJIOBEKOM BECBOOOXIaeT II0 CYIEeCTBY BeChb
GJIOPOTIIRILIMHOI, TPUMETUIIQJIOPOTJIOLUIMHOJL MM MX  dapMalleBTUUYECKU
opreMJIeMHe COJIM IO Macce B  dYacThk XKeJyIOUHO-KUIIeUHOT'O TpaKTa
(HanpuMep, XeJyOOoK WM KUIIEUHMVK, [OIPelOlIOoUTUTEeJIbHO XeJIyIOoK) IJiA
BMOJIOTMUYECKOTO YCBOEHMSA B TeuUueHMe KOPOTKOTO IIepurolla BpeMeHU.
CriocoBul omnpemejieHUMs OpodmJis BHCBOOOXKIEHMS IO3UPOBAHHOW eIVMHMUIIEL
in vitro @nja omnpenejieHMsa TOIO, OEMOHCTPUPYEeT JM IO3UPOBaHHAS
enMHUIA nIpoduniib pacTBOpPEeHMS, COOTBETCTRYIIMNUMA HeMeOJIeHHOMY
BEHICBOOOXIEHVID WJIM IIPOJIOHTMPOBAHHOMY BHCBOOOXIEHMIO, WM3BECTHH B
oBacTy dpapMaleBTUKM. I[lOCpeldCTBOM TaKMX CIHOCODOB MOXeT OHTH
ompelleJIEHO, UYTO IOO3UPOBAHHHE eIOMHMIE, KaK OIMCaHO B HaCTOAMEM
OTIMCaHuU, CrIlocoOHH BHCBOOOXIATBH IO CyMeCcTBY Bce M3 o00mero
KOJIMYeCTBa GJIOPOTIIRIMHOIA, TPUME TUJIQJIOPO IJIILIMHOJIa VI X
bapMalleBTUUYECKHU npuemIeMon coJm, coepXammuxcs B cocTaBe
HEMENJIEHHOTO BHCBOOOXIEHMSA. B HEKOTOPHX BapMaHTax OCYIEeCTBJIeHUSA
IO MeHbIelW Mepe OpubaM3uUTesbHO 90% 0o Macce QIOpOTIIUMHONA,

TpMMeTMJ’I@J’IOpOI‘J'HOLU/IHOJ'Ia mJjim mX (]_)apMaH,eBTI/IT:'[eCKI/I HpMeMHeMOIZ COJIM B
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pacuere Ha Maccy cocTaBa HeMeIJIEHHOTO BHICBODOXIEHU A
BEHICBODOXOAeTCsa B pacTBOp (HalnpuMep, KMCJHEM BOIOHHM pacTBoOp). B
OPYTUX BapuaHTax OCYIWeCTBJIEHUA oT NIPUBIIN3UTEJIEHO 90 Io
NPUOIIUBUTEIIEHO 100% 1o Macce, oT NIPUOJIUBUTEJIEHO 95 oo

npubausuresibHO 100% 10 Macce, OpUOIM3UTEJIEHO oT 98 mo 100% @o
Macce, npubamsuressHo oT 99 mo 100% no wmacce, wim 90, 91, 92,
93, 94, 95, 96, 97, 89, 99 wmmm 100% no wmacce QJOPOIJILLMHOJIA,
TPUMEe TUIIQJOPOTJIOLIMHEOJIa MM UX (apMalleBTHUUECKM I[IPUEMJIEMOM COJIU
BHICBODOXIOaeTCHa ns cocTaBa HeMeIOJIEHHOTO BHICBODOXIEHMI .
OJIOPOTIILMHO, TPUMETUIIQJIOPOTJILIMHOJ MM  UMX  dapMalleBTUUeCKU
npuemsieMasa COJIb BHICBOOOXIAKTC A nus3 cocTaBa HEMeOJIEHHOTO
BHICBODOXIEHUA B TeueHMe oT NPpUOIIU3UTEIILHO 5 MUHYT oo

HpM@ﬂMSMTeﬂbHO 2 4Yacos, HalipyMep, OT HpM@ﬂMBMTeﬂbHO 5 MMHYT IO

OpubIU3UTEeJIEHO 1,5 JacosB, oT NpUOIM3UTEIILHO 5 MMUHY'T o
NIPUOIIUBUTEIIEHO 1 yaca, oT NPUOIUBUTEIIBEHO 5 MUHYT oo
OpubIU3UTEJIEHO 45 MUHYT, oT OpUOJIM3UTEIILHO 5 MMHY'T o

npubamsuresabHo 30, OpubimMsuTesbHO 15, wim Opubams3uTesibHO 10
MUHYT. B HEKOTOPEX BapMaHTax OCYIEeCTBJIEHMA NPOOUIIE BECBOOOXIEHMA
YacTM B BUIEe COCTaBa HEeMeOJIeHHOTO BHCBOOOXIEHMS M3 MOO3UPOBAHHOM
eIVHUILIE, OIMCAHHOM B HAaCTOAIEeM OIMCAaHMM, OollpenejygioT crnocotoMm USP
711. B HEeKOTOPHX BapMaHTaxXx OCYIeCTBJIeHUS IPpOdUJIb BHCBOOOXIEHMSI
YacTM B BUIEe COCTaBa HEeMeOJIEeHHOTO BHCBOOOXIEHMS M3 HOO3UPOBAHHOM
eIMHUIIE, OINMCAaHHOM B HACTOMAMEM OIMCAaHUM, ONpeleIdioT CIoCoBoM C
JornacTHOM Memajgkou USP 2. B OpyI'MxX BapMaHTax OCYMeCcTBJIEHUS
npoduiib BHICBODOXIEHU A 4acTu B BUIE cocTaBa HeMeOJIEHHOTO
BHICBOOOXIOEHUS M3 NOO3UPOBAHHOM eIMHMIE, ONMCAHHOM B HACTOSAMEM
ONMCaHUM, OIPelelIdiT CIOCOOO0OM, KOTOPHM MNOoOBepraeT dYacThk B BUIE
cocrasn HeMeOJIeHHOTO BHICBOBOXIEHN A BO3OEUCTBUII CKOpPOCTHA oT
OpUBIN3UTEJIEHO 45 mo npubiamusuresbHO 55 06/MuH  (Hanpumep, 45, 46,
47, 48, 49, 50, 51, 52, 53, 54 wmam 55 06/MUH, OPEOIOUTUTEJILHO
npubarsnTenasHo 50 o6/MuH) M B 00BEME BIUIOTH OO IPUOIU3UTEIILHO
900 MJT (HanpuMep, OIPUBIIUBUTEJIBEHO 300 MJT, 750 MJT VI
OIPUOIUBUTEIILHO 900 MJT, MCXondg nu3 PasIMUYHEX CIIOCO0OB
TeCTUPOBAHMA) XJOPUCTOBOOOPOIHOM KMCJIOTH (0T OpubiamsmuTeabHo 0,01
no npubamz3aurensHo 0,2 H, nOpednodTuTeJbHO nOpubimsmTesspHo 0,1 H,

HallprMep, BOIHEIM pacTeOp XHOpMCTOBOHOpOHHOﬁ KMCJIOTHI) n Inpn
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TeMIlepaType OT NPpUOIMU3UTeJSIEHO 35 nmo npubims3urelibHO 40 (HanopuMmep,
35, 36, 37, 38, 39 wmmm 40°C, [OPemOlNouTUTEJILHO NPUOIUIUTEJILHO
37°C) . Hanpumep, Opodmiib  BHICBOOOXIOEHMA COCTaBa HEMEIJIEHHOT'O
BEHICBODOXIOEHMSA JTO3MPOBAHHOM eIMHMIE I[1I0 HacCToAmeMy M300peTeHuo
MOXeT OHTL OolIpelejleH CHOCOOO0M, KOTOPHM I[IOAREpTaeT IO3UPOBAHHYD
eOVHULLY BO3OEeNCTBUD CKOpPOCTH NPUOIIU3UTEJIEHO 50 06/ MUH B
OPUOIIN3UTEJIEHO 750 MJI BOOHOTO pacTBopa, comepxamero

npubarsurensHo 0,1 H HC1l pacTBOp npu npudiamsuTesabHo 37°C.

[00073] TepMmH "MOOUQUUUPOBAHHOE BHICBOOOXIOeHMe", Kak
VCIIOJIE 3YIOT B paMrKax n3obpeTeHusd, OTHOCUTCSH K MeOJIeHHOMY
BEICBOOOXIESHUIO bJiopoTIIOUIMHOIIA, TPUME TUJIGQJIOPO TJILMHOJIA W 17D:4

bapMalleBTHUECKM IpMeMJIEMOM COJIM Ha OPOTSXKEeHUM HECKOJLKMX YacoB B
KEeJIYOOUHO—KMIIEUHEM TpaKT (HalopuMep, XeJYIOOK WM KUIeUHUK) U
TOJICTEIM  KMIIEUHMK IJI9 OMOJIOTUMUECKOTO YCBOEHMS Ha [IPOTSXKeHUU
OJIUTEJIbHOTO nepuona BpEeMeHN. Crnoco0ul onpenejyieHmnAa npoonig
BEHICBOOOXIEHNS M3 IO3UPOBAHHOW eOVHMLE In VIitro mJjd olIpeleJieHUd
TOT'O, IOEeMOHCTPUPYET JIM IOO3MPOBaHHad eIuHUIa [IPpodMIIbE pacCTBOPEeHMHI,
COOTBETCTRBRYIMUY  MOIUPULMPOBAHHOMY  BHECBOOOXIESHMUIO, M3BECTHE B
oblacT dpapMalleBTUKM. I[IOCpPeldCTBOM TaKMX CIOCODOB MOXeT OHTH
VU3MEPEHO, UYTO IO3MPOBAHHHE eIMHMIE, KaK OIMCaHO B HaCTOAMeM

OIMCAaHUM, CIOCOOHH BHCBOOOXIATL I[IO CYIIECTBY BCe M3 0Bmero

KoJIMmyuecTBa @ﬂOpOPHDHMHOHa, TpMMeTMH@HOpOPHDHMHOHa I ux
@apMaHeBTquCKM HpMeMﬂeMOﬁ coJi, CoepXammxXCAa B coCcTaBe
MOﬂM@MHMpOBaHHOPO BEICBOOOXIOEHMA . B HeKOTOPEX BapMMaHTaxXx

OCymecCTBJIeHMS IO MeHblleV Mepe nOpubiamsuTessHo 90% 1o Macce
GIIOPOTIIIOUMHOJIE, TPUMETUIIQJIOPOIJIDIMHOJIE WM UX dapMalleBTUUYECKU
IprueMJIeMOM COJIM B PpacueTe Ha MaccCy CoOoCTaBa MOIUGUMUIMPOBAHHOTO
BHICBODOOXIOEHMUSA BHCBOOOXIAEeTCS B pPacTBOpP (HalpuMep, KUCJHHM BOIHHMN
pacTeop). B IpyI'Mx BapMaHTax OCYWEeCTBJIEHMA OT IpUOIU3UTeJIbHO 90
no npmubausuresgsHo 100% 1o wMacce, 0T OpUOIM3UTEeJEHO 95 1o
npubmusnurelibHO 100% 10 Macce, NOpuOIM3UTEJIEHO oT 98 mo 100% 1o
Macce, npubamsauresabHo oT 99 mo 100% no wmacce, wmim 90, 91, 92,
93, 94, 95, 96, 97, 89, 99 wmmm 100% 1o wmacce QJOPOTJILIIMHOJIA,
TPUMe TUIIQJIOPOTJINLIMHOJIa WIM UX (apMalleBTUUECKM IIPUEMIIEMOM COJIU

BEICBOOOXOaeTCH nus coCcTaBa MOHM@MHMPOBaHHOPO BEICBOOOXIOEHM A .
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OIJIOPOTIILMHOI, TPUMETUIIQJIOPOIJIRLIMHOJ  WMJIKM  UMX  dapMaleBTUUYeCKU
npuemiieMas COJIb  BECBOOOXOAKTCHA M3 COCTaBa MOOUOMUIUPOBAHHOTO
BEHICBODOXIOEHMUSA B TeUeHMe I[I0 MeHbIeV Mepe NpUOIMBUTENBEHO 2 YacoB,
oT NPUOIIUBUTEIIBEHO 2 oo NPUOJIU3UTEIIBEHO 12 JacoB, oT
OPUOJIUBUTEJIEHO 2 OO NpUOIM3UTesibHO 11 uacoe, OT HPpUOIU3UTEJIBEHO 2
oo NPUOIIU3UTEIIEHO 10 4acoB, oT NIPUOJIUBUTEJIEHO 2 oo
OPpUOJIUBUTEJIEHO 9 YWacop, OT IPpUOIU3UTENIEHO 2 0O IPpUOIU3UTEJIBEHO 8
4acoe, OT HOPUOIUBUTEJIEHO 2 OO NpUOINU3UTEeJIEHO / 4YacoB, OT
OPUOJIUBUTEJIEHO 2 OO NPUOJIM3UTEJIBHO 6 YacoB, OT IPUOIU3UTEJIBHO 2
0O HNPUOJIUBUTEJIEHO 5 YacoB, OT NPUOIM3UTEJSIBHO 2 OO IPUOJIM3UTEJILHO
4 wyacos, OT NPpUOIM3UTEJIEHO 2 OO NPUOIM3UTEJIBHO 3 dYacob, OT
OpUBIM3UTEeNbHO 4 1o NpuOIM3UTEJIEHO 12 YacoB, OT NPpUOJIU3UTEeJIEHO 4
oo NPUOJIUBUTEJIEHO 11 YacoB, oT NPUOIIU3UTEJILHO 4 oo
npubams3nuTesbHO 10 YacosB, OT HOPpUOIM3UTENBHO 4 »o NpUOIM3UTeJBEHO 9
4acos, OT IpuUbIM3UTeJbHO 4 1o OpubiM3uTesbHO 9  4Yacos, OT
OpUBIM3UTEJIbHO 4 1o Npubin3uTesIbHO 8 YacobB, OT IpUOJIMU3UTEJIBHO 4
0O HOpUOIU3UTEJILHO 7 YacoB, OT NPpUOIM3UTEJBEHO 4 OO NpUbIIM3UTEJIBLHO
6 dYacoe, OT OpUOIM3UTENIBHO 6 OO OpubIM3UTeJsEHO 12 dYacoB, OT
OpUbIU3UTEJIEHO 6 OO0 Opubiu3mTesibHO 11 yacos, OT HOPpUOIM3UTEJBHO 6
oo NPUOIIN3UTEIJIBEHO 10 JyacoB, oT NPUBIIU3UTEJIEHO 6 0o
OpubIU3UTeJIbHO 9 uacop, OT OPUOIMU3UTENIEHO 6 OO NPpUOJIMU3UTEJIBEHO 8
JyacosB, oT nNpubIM3UTeJIbHO 8 OO0 NpubIM3UTeJbHO 12 dYacos, oT
OpUOIU3UTEJIEHO 8 no Npubian3mTesibHO 11 yacoe, OT HNpUOIIU3UTEJIBEHO 8
no npmubamsuressHo 10  uyacos, wit  oT nOpubimsuTresbsHO 10 1o
NpUOIJIU3UTEJIEHO 12 YacoB. KejtaTeJbHO, KaX OB cocrTasn
MOOUOUUIMPOBAHHOT'O BHICBOBOXIEHN A VMeeT OTJINYAKMNIC I npoduiib
BHICBODOXIOeHMSA. B HEKOTOPHX BapMaHTax OCYIEeCTBJIeHMSA IIEPBHM COCTaB
MOOUOUUIMPOBAHHOT'O BHICBEOBOXIEHN A BHCBODOXIaeT GITOPOTIILMHOIL,
TPUME THUIIQJIOPOTJINLUMHOJ WM UX GapMalleBTUUECKM IIpHUeMJIEMyK COJIb U3
cocraBa MOOUOUUIMPOBAHHOT'O BHICBOOOXIEHU A B TeueHNe oT
OPpUOJIU3UTEJIELHO 5 MMHYT OO NIpUOJIM3UTEJIEHO 2 4YacoB. B IOpyrmx
BapuaHTax OCYWeCTBJIEHUA BTOPOMU cocTasn MOOMOUUIMPOBAHHOT'O
BHICBODOXIEHMA, €eCJIM OH IIPUCYTCTBYeT, BEHCBOOOXIaeT GJIOPOIJIOLMHOI,
TEUME TUIIQJIOPOTJINLUMHOJ WM UX GapMalleBTUUECKM IIPpHUeMJIEMyK COJIb U3
cocTaBa MOOMOUUMPOBAHHOTO BHCBODOXIEeHUA B TeUueHUEe I[I0 MeHbIen

Mepe HpM@J’IMSMTeﬂbHO 2 YacoB. B ciemyommx BaplMaHTaxXx OCyleCTBJIEHUA
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BTOpPOMU cocrTasn MOOUOGUUIMPOBAHHOT'O BHICBODOXIEHUSI, eCcJm OH
IPUCYTCTBYET, BHCBOOOXIDaeT OGIOPOIVIOLMHOI, TPpUMeTUIIOIOPOIJIOLMHOI
W nx bapMalLleBTUUECKHU IprueMIIeMy0 COJIb ns cocTaBa
MOIUOUUIMPOBAHHOTO BHCBOOOXIEHMS B TeUeHMe I[I0 MeHBIel Mepe OT
OPUOIIUBUTEJIEHO 4 00 NpUOJIU3UTEJIEHO © JacoB.

[00074] B HEKOTOPHIX BapmaHTax OCylleCTBJIEHUSA OIpodUIIb
BHICBODOXIEeHMA dYacTM B BMIe COCTaBa HeMeIOJIeHHOT'O BHEHCBOOOXIECHNA
DO3MPOBAHHOM eOMHMIIE, OIMCaHHOM B HACTOAMEM ONMCAaHWM, OIpemelisionT
crnocoBoM C JomacTHOM MemaJjkom USSP 2. B OpyT'mx BapuaHTax
OCYWeCTBJIEHMUA  IPpOodMJb BLHICBOOOXIOEHMA dYacTM B  BUIOe cocTaBa
MOIUOUUIMPOBAHHOTO BHEHCBODOOXIEHUS NO3ZUMPOBAHHOM eOWHUIE, OINMCAaHHOU
B HaCTOfAlleM OIMCaHuM, OINpenejidioT CIOoCOO0OM, KOTOPHM IIOIBepIlaeT
YacThk B BUIEe COCTaBa MOIMOUUIMPOBAHHOTO BHCBOOOXIEHMS BO3OEMCTBUIO
CKOPOCTM OT HOpubamsuTesbHO 45 1mo npubiamsmTesbHO 55  o6/Muu
(nanpumep, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54 wam 55 o06/mMuH,
NPennouTUTEeSIbHO OpubaMsnuTesbHo 50 o6/MMH) M B oOBeMe BIUIOTH OO
NPUOJIUB3UTEJIEHO 1100  wu (HanpuMep, NPUOJIU3UTEJIEHO 300  wum,
npubausuresibHO 500 ™I, OpubIM3uTeJIbHO 750 MII MM NOPpUOJIM3UTEJIBHO
1000 w™JI, OPennoudTUTeJIbHO Opubim3uTesbHo 1000 M1, uHUcCXoOsa U3
Pa3JIMUHEIX CIIOCODOBR TeCcTHMpPOBaHMA) BOIOHOT'O pacTBOpa, CoIoepXallelo
Bybep Ha ocHoOBe OdochaTa (HanpuMmep, BOIOHHEM PacCTBOP, COIepXalui
XJIOPUCTOBOIOPOOHYIIO KMCJIOTY (om NPUBIIU3UTEJIEHO 0,01 0o
npubiausureasHo 0,2 H, OpennouTmTesJIbHO nOpubiamsuregsHo 0,1 H,
HallpuMep, BOIHEIM pacTeoOp XJIOPUCTOBOINOPOIHOM KVCJIOTEI) u
TPeXOCHOBHEM dbocoar HaTpuUsa (oT NpUOIIU3UTEJIEHO 10 oo
npubausuresibHO 30 MM, oT nDpubimu3uTresbHO 10 nmo nOpubiamsmTesibHO 20
MM, oT OPUOIIUBUTEJILHO 20 oo OPUOIUBUTEJILHO 30 MM, oT
OpubIU3nUTeJIbHO 15 mo nOpubimusuTeJibtHO 25 MM, HOpedllodTUTEJIBEHO
npubausurejibHo 20 MM) wm nopu pH oT OpubIM3UTESBEHO 6,5 IO
OpUOINU3UTETIBEHO 7 (Hanpumep, 6,5, 6,6, 6,7, 6,8, 6,9 wm 7,
NPenrodTUTeJIbHO 6,8), UM IIpM TeMllepaType OT IIpUOIMU3UTEeJIEHO 35 1o

npubian3uTeasHO 40 (HanmpuMep, 35, 36, 37, 38, 39 wmm  40°C,

NPennouTUTEeNILHO NpubIM3uTesbHO 37°C). B HEKOTOPHX BapMaHTax
OCYMEeCTBJIEHUA TMPOodUIIL BHCBOOOXIEHMS COCTaBa MOOUOUIMPOBAHHOTO

BEICBOOOXOEHUA U3 ,JIOSI/IpOBaHHOﬁ SIVHMIEI IIO HacCToAlleMy OIIpeleJIeHNIO
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OIpenelIdnT CIOoCOOOM, KOTOPHM MNOABEepTaeT MNO3BUMPOBAHHYKL eIOWHUILY
BOBOEMCTBUI NOpuban3uTenasHo 50 o06/MmH B npubiamsmTesbHo 1000 mil
BOOHOTO pacTeopa, comepxamero npmubimsureasrHo 0,1 H HC1 wm
OPpUOIIN3UTEJIBEHO 20 MM TPexX0OCHOBHEM docoar HaTpuUA pu pH
NpUBIMBUTENILHO 6,8 HOpu OpudbimsuTeabHo 37°C. B IOpyI'Mx BapMaHTax
OCYWeCTBJIEHMA IIpoduJib BEHCBODOXIEeHMS COCTaka MOIMOUUMPOBAHHOITO
BEHICBODOXIOEHMSA M3 HOO3UPOBAHHOM  eOMHMIE OINpenesdaionT ClIocoBoM,
KOTOPHEM nonBepraetT OO3MPOBAHHYI eOVHULLY BO3OENCTBUL
npubausurensHo 50 o06/MmuH B npubimsuresbHO 1000 M BOIHOTO
pacrBoOpa, comepxamero npubtiamsmresbHo 0,1 H HCl m nOpubiamMsuUTesIbHO
20 MM TpexOCHOBHBM QocdhaT HaTpud oOpu pPH OpubamMsUTeJIbHO 6,8 Opu
NPUOJIUBUTEJIEHO 37°C. B CJIe OYIMMX BapMaHTax OCYIeCTBJIEHN A
0O3MPOBaHHAA enVHMLa COOEPXUT cocTas MOOUOUUIMPOBAHHOT'O
BHICBOOOXIOEHMUSA, TI'IOe IO MeHbllel Mepe Opudams3uTebHOo 90% o Macce
bioporTIoUMHOIE,  TPUMEeTUIIQIOPOIVIKLMHOJA WM UMX dapMaleBTUUYECKU
IpMeMJIEMOY COJIM B pacueTe Ha MacCy CcoOCTaBa MOOUPUUIMPOBAHHOTO
BEHICBOOOXIOEeHMs BHCBOOOXIaeTCH M3 IO3UPOBAHHOM eOMHUIE Yepes IO
MeHbBIIe Mepe OPpUOIMBUTENBHO 2 uYaca IOIpM OoldpeneJieHUuM CIocoBoM C
JoriacTHoOM  MemaJkor USSP 2 npu OpubamsurejgbHo 50 o6/MyMH B
NIPUOIIN3UTEIJIBEHO 1000 MJI BOIOHOT'O pacTBOpa, comepxamero

npubamusurenbHo 0,1 H HC1 u npubiamsmuresbHo 20 MM TpexXOCHOBHBM

bochaT HaTpus npu pH OpuOIM3UTESILHO 6,8 Opu Opubar3uTelnHo 37°C.
B mpyrux EBapMaHTax OCYHNeCTBJIEHMSA IOO3MPOBAaHHAA eOMHMIa COLNEPXUT
COCTaB MOIMOUUMPOBAHHOTO BHCBOOOXIEHMS, TOe I[I0 MeHbIeW Mepe
NpUOJIU3UTEJIEHO 90% 1o Macce bJoporIUMHOIE ,
TPpUMe TUIIQJIOPOTJIRLIMHOJIa MM UX GapMalleBTHUUECKM IIPpUeMJIEMOM COJIM B
pacuere Ha Maccy CcocTaBa MOIOMOUUMPOBAHHOTO BHICBODOXIEHUSI,
BHICBODOXIOAETCAa M3 OO3UPOBAHHOW eOVHUIEH UYepes OT NPpUOIU3UTENBHO 4
0O NPpUOJIMBUTEJEHO 6 YacoB, IIPM OIpeleJIeHUM CIOCOOOM C JIONacCTHOM
Memaygkoy USP 2 npu OpudamsurejabHo 50 o00/MMH B HOPUOIMBUTENLHO
1000 My BOOHOTO pacTBoOpa, colepxXamero npubmu3uTresbsHo 0,1 H HCl u
NPUOJIUBUTEJIEHO 20 MM  TpexXOCHOBHHM  bocdaT HaTpusa 1pu pH
NpUBIVBUTENILHO 6,8 HOpu OpudbimsuTeabHo 37°C. B IOpyI'MxX BapMaHTax
OCYIEeCTBJIEHU I 0O3UpPOBaHHAaLA eIMHNIIa COLEPXKUT IoBa cocTaBa

MO,JII/I(]_)I/ILU/IpOBaHHOI‘O BEICBOOOXIEHMA ; (l) CcOoCTaB MO,JII/I(]_)I/ILU/IpOBaHHOI‘O



29

BHICBOOOXIEeHMS, TIOe IO MeHbIleM Mepe OpubiausmuTeabHo 90% 1o Macce
broporanUMHONAE, TPUMETUIIQIOPOTJIOUMHOJA WIM H¥X (apMalleBTUUeCKU
IpUeMJIeMOM COJIM B PpacueTe Ha MacCy CoOCTaBRa MOIUOUMUIMPOBAHHOTO
BEHICBODOXIOEHMS, BHCBOOOXIDAaeTCH M3 OO3MPOBAHHOWM eOMHMUIE Yepes3s II0
MeHBIIEM Mepe NpUOIMBUTEJBEHO 2 dYaca I[OIpM OIpedeJIeHMM CIHOoCoBoM C
JornacTHOV MemaJkor USSP 2 npu npubamsurenasHo 50 o6/MmMH B
OPUOIIN3UTEJIEHO 1000 MJI BOIOHOTO pacTBopa, comepxamero
npubmmsureasHo 0,1 H HC1 u npubmmsmuresasHo 20 MM TpPexXOCHOBHHM
bochaT HaTpusa npu pH OpubIM3UTESILHO 6,8 Opu OpubamsuTenabHo 37°C;
n (ii1) cocTaR MOIMOUMUMPOBAHHOTO BHCBOOOXIEHMS, TI'Ie I[IO MeHblleM
Mepe NPpUBIM3UTEIIBLHO 90% 1o Macce bJopoTIIoLIMHOI A,
TPUMe TUIIQJIOPOTJIOLIMHOJIa WM UX GapMalleBTHUUECKM I[IPUEeMIIEMOM COJIM B
pacuere Ha Maccy CcocTaBa MOIOUOUUIMPOBAHHOTO BHICBOOOXIEHUS,
BHICBOOOXIDAeTCsa M3 ITO3UPOBAHHOM eAOMHMIE Yepe3 OT NpUbIM3UTeJIbHO 4
0O MNPUOIM3UTEJIBHO 6 YacoB IIpKM OIpelelleHMM CIOoCOoOOM C JIONacTHOM
MemaJkoy USP 2 npu npubiamusmuTessHo 50 o6/MMH B OpUOIM3UTEJBLHO
1000 My BOIHOTO pacTBOpa, colepxXalero npubimsuresbHo 0,1 H HCLl u
IPUOIM3UTEJIEHO 20 MM TPEexX0CHOBHEIM dochar HaTpUA npu  pH
NpUBIMBUTEJILHO 6, 8 Ipu OpudamsuTesbHO 37°C.

[00075] B HekKOTOPHX BapMaHTax OCYIEeCTBJIEHMS IIepopalJibHasd
DO3MPOBaHHAA eOuHMIla MMeeT IMIpoduJikE HeMelJIeHHOTO BHCBOOOXIEHUS U
npodmiabL MOIMOUMUMPOBAHHOTO  BHCBOOOXIeHMS. B IpyTux BapraHTax
OCymecCTBJIeHUSA IepopallbHas »OO3UMPOBaHHAasa eOuHulla M¥MeeT OIpoduiib
HeMeIJIeHHOTO BHCBOOOXIEHMSa, OIpelesideMBl KaK BHCBODOXIeHUEe He
MeHee dYeM 90% QIOpPOTJOUMHOJNA, TPUMETUIQIOPOTJIOIMHOIE WM UX
bapMalleBTHMUECKNM IIPUEMIIEMOM COJIM B TeueHMe OT OpUBIUM3UTENIBHO 5
MUHYT IO NpUOIM3UTEJIEHO 2 YacoB, ¥ OpodUib MIPOJOHTUMPOBAHHOTO
BHICBODOXIOEHUS, OINpelesISseMBl KakK BHCBOOOXIEeHMe He MeHee UeM
NPUOJIU3UTEJIEHO 90% 1o Macce bJoporIUMHOIE ,
TPUMEe TUJIQJIOPOTJIRLIMHOJIa MM MX GapMalleBTHUUEeCKM IIPpMeMJIEMOW COJIM B
TeUeHMe 10 MeHbIeENW Mepe NpUOIM3UTEJBFHO 2 YacoB.

[00076] B HEKOTOPHIX BapmMaHTax OoCyleCTBJIEHUSA cocTaB
HeMeIJIeHHOTO BHCBODOXIOEHMUS CONEpXUT OT nOpudbiausurensHo 50 @mo
npubin3uTesHO 800 MI' QIOPOTJIRLIMHOJA, TPUMETUIIQJIOPOTJIRIMHOIIA WM

nx (]_)apMaLLeBTMT{eCKM HpMeMHeMOﬁ COJIN . B IPYyITUX BaplaHTax
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OCYWeCTBJIEHMA COCTaB HEeMeIJIEHHOI'O  BHCBODOXIEHUS COLOEPXUT OT
npubausurelibHO 50 pmo npubimsuresbHO 700 MDY, OT NOpUMOIM3UTEJIEHO 50
0O OpubausnurelibHO 600 M, OT NpUOIU3UTEJIEHO 50 DO NPpUOJIM3UTEJILHO
500 wmr, oT npubimusmurTesnsHo 50 no npubimsuressHOo 400 Mr, OT
OpubanusuresibHO 50 mo npubimsuresbHO 300 MDY, OT NOPpUOIM3UTEJIEHO 50
0O OpubamusuresibHO 200 M, OT NpUOIU3UTEJIEHO 50 DO NPpUOJIM3UTEJILHO
100 M1, oT nputmusuresbHo 100 no npmbausuTessHOo 800 M, OT
npubiusuresibHO 100 mo npubimsmuTesbHO 700 MDY, OT OPUOJIM3UTEJLHO
100 mo [NpuOINU3UTEJIBEHO 600 wMr, OT IIPUOIIM3UTEJILHO 100 mo
opubausnuresibHO 500 Mr, oT npubiausmuTesbHO 100 DO NOPMOJIM3UTEJILHO
400 w™mr, or npubiusuresbHo 100 po npmbamsmuresrHo 300 M, OT
npubausuresbHo 100 mo npubimmsmuTesbHO 200 MDY, OT OPUOJIM3UTEJILHO
100 nmo mpubmusuresgsHo 100 M, orT npubimmsuresgrHo 200 1o
npubamsuregbHo 800 Mr, oT npubinsuresbHOo 200 pmo OpUOIM3UTEIJILHO
700 wMmr, oT nopubimmsuressHO 200 pmo npubamsuTessHo 600 MT, OT
npubnmauresabHo 200 po npubimsuresbHo 500 M, oT HOpUOIU3UTEJIBLHO
200 pmo npubigusuressHo 400 @ wMT, orT npubimsuresgrHo 200 1o
npubausuresbHO 300 Mr, oT npubiamsmrenbHo 300 Do NOpUOIM3UTEIJIBLHO
800 w™Mr, oT npubiusuresbHo 300 @po npubausmureasHo /00 M, OT
npubausuresibHO 300 pmo npubiam3uTresbHO 600 MDY, OT NOpUOIIM3UTEIJBHO
300 mo OpubIM3UTEJIBEHO 500 wmr, orT npubims3uressHo 300 1mo
npubausuresibHO 400 Mr, oT npubiamsmurenasHo 400 Do NOpUOIM3UTEIJBHO
800 wMr, oT npubmusuresbHo 400 npo npubausuresasHo /00 M, OT
npubiusureibHO 400 pmo npubim3uTessHO 600 MDY, OT NOpUOJIU3UTEJBHO
400 1nmo HOpUBIU3UTEJIBHO 500 wr, orT npubims3ureseHo 500 1mo
opubamusureJibHO 800 Mr, oT npubinsmuTesasHo 500 DO NIPpUOIM3UTEIJBHO
700 wmr, or nopubimsuressHo 500 npo npmbiamsmuTessrHOo 600 M, OT
OIPUOIIUBUTEIILHO 600 oo OIPUBIIU3UTEJILEHO 800 MT, VI oT
opubamusuresibHO 600 mo npubimsmTesasHo 700 M QJIIOPOIVIRLMHOJA,
TpUMe TUJIQJIOPOTVINLIMHOJIAa MM UX GapMalleBTUUeCKU IIPUEeMJIEMOW COJIA.
[00077] AHAJOTMYHO, COCTaB MOIMOUIIMPOBAHHOTO BHCBOOOXIEHMA
COmEepPXUT oT OPpUBIIN3UTEJIEHO 50 oo NIPUBIIU3UTEJIEHO 800 MT
GIIOPOTIIIOUMHOJIE, TPUMETUIIQJIOPOIJIDIMHOJIE WM U¥X dapMaleBTUUYECKU
IpueMJIeMOM  COJIN. B IOpyrmx BapMaHTax OCYIMEeCTBJIEHUS  COCTab
MOOUOUUIMPOBAHHOT'O BHCBODOXIEHUS COLEPXUT OT NIPpUOIN3UTeJIEHO 50 1o

npubjausnuresibHO 700 Mr, oT OpubinsmuTesibHO 50 OO IPUOJIM3UTEJIBHO
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600 wMr, orT npubamsuresibHO 50 mo npubimsmuTessHO 500 M, oOT
npubiusurelibHO 50 pmo npubims3uresbHO 400 MDY, OT NOpUOIM3UTEJIEHO 50
0O OpubjausurelibHO 300 MI', OT HNpUOIU3UTEJIEHO 50 DO NPpUOJIM3UTEJILHO
200 wMr, oT nOpubims3uTessHO 50 pmo npmubamsuressHo 100 M,  OT
npubausnuresibHO 100 mo npubimsuTesbHO 800 MDY, OT IPUOJIM3UTEJLHO
100 mo [NpubOINU3UTEJIBEHO 700  wMr, OT IIPUOIMU3UTEJILHO 100 mo
opubamusnuresibHO 600 Mr, oT HOpubiansmuTessHO 100 DO NOPUOJIM3UTEJILHO
500 wmr, orv npubimsuresbHo 100 po npmbausmuressHo 400 M, OT
npubiusuresbHO 100 mo npubimmsuTesbHO 300 MDY, OT IPUOJIM3UTEJILHO
100 mo npmumbmmsmuresnbHOo 200 MDD, OT IIPUOJIM3UTEJILHO 100 mo
npubausnuresbHO 100 M, oT HOpubian3muTesbHO 200 DO NOPUOJIM3UTEJILHO
800 w™Mr, oT npubtmusuresbHo 200 npo npmbauzuTesbHO /00 MD, OT
npubamaureabHo 200 po npubimsuresbHOo 600 MDY, oOT HOpUOIMU3UTEJILHO
200 pmo npubgusuressHo 500 wMT, orT npubimmsuresgrHo 200 1o
npubmmsuregbHo 400 Mr, oT npubimsuresbHO 200 pmo HOpUBIM3UTEJIBLHO
300 mr, or nopubtmmsuressrHO 300 pmo npubiamsuTesnsHo 800 MT, OT
npubnmsnuresabHo 300 npo npubimsuresbHo 700 MDY, oOT HOpUOIU3UTEJBLHO
300 mo nOpubIM3UTEIBHO 600 wMT, oT npubimzuressHo 300 1mo
npubausuresibHO 500 Mr, oT npubiamsmrenbHo 300 Do NOpUOIM3UTEIJIBLHO
400 w™mr, or npubmmzuresbHo 400 po npubamsmuTenasHo 800 M, OT
npubausuresibHO 400 pmo npubiam3uTresbHO 700 MDY, OT NOpUOJIM3UTEIJBHO
400 1nmo OpuUBIMU3UTEIBHO 600 wMr, orT npubims3ureseHOo 400  1mo
npubausureibHO 500 Mr, oT npubiausmuresasHo 500 DO NPUOIM3UTEIBHO
800 wMr, oT npubiusuresbHo 500 npo npmubiausuressHo /00 M, OT
npubimusureibHO 500 nmo npubim3uTesbHO 600 MDY, OT IPpUOJIU3UTEIJBHO
600 nmo npubimmsuresrHO 800 M, WM oT HOpubiausuTessHo 600 @mo
npubian3uTesHO 700 MI' QIIOPOIJIDLMHOJA, TPUMETUIQJIOPOTJIRIMHOIA WM
Ux dapMalleBTHUUECKM IPUEeMIIEMOM COJIU.

[00078] Korma Io3MpOBaHHas eOMHMIIA, OINMCaHHad B HaCTOAIMEM
OnMCaHuu, COOEPXUT Kak GITOPOTIIILIMHOJL, Tak u
TEPUME THUIIQJIOPOTJINLUMHOJ, WM KX O¢apMaleBTUUeCKU IIpHeMJIeMele COJIV,
COOTHOIIeHMe  QIOPOIVIDLMHOJA UM  TPUMeTUIIQJIOPOTVIOLMHOIIA (. ux
coJie) cocTaBJgsgeT oOT nOpubiamsuresabHo 90:10 1mo nOpubIM3UTEJIBHO
10:90. B HEKOTOPEIX BapMaHTax OCYIECTBJIEHU I COOTHOIIEHNE
bIopoTIIILMHOA n TPUME TUIIQJIOPO TJIIOLIMHOJIA (mim nx coJiei)

cocTaBjdgeT OT OpubimsuTesibHO 80:20 po npubiamsurelibHO 20:80, oT
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npubyusuresibHO 70:30 mo npubimsmuTesisHO 30:70, OT NPpUOJIM3UTEJIBLHO
60:40 mo npmubiamsmuTessHo 40:60, oT npubamsuressHo 50:50  @mo
npubyausnuresibHO 50:50, orT npubimus3uresbHO 40:60 mo NOpUOJIM3UTEJILHO
60:40, orT npmbmmsmrTesnsHo 30:70 pmo npubimusuresbHo 70:30, wmiam oOT
npubausuresibHO 20:80 mo npmubimsuTesibHO 80:20. B mpyI'Mx BapMaHTax
OCYWeCTBJIEHNA COOTHOIIEHNKE GIIOPOTUIIOLIMHOIIA u
TPUMe TUIIQJIOPOTJIOLIMHOJIA (MM MX COJIeM) COCTaBJIAeT NpUOIMU3UTEJIBEHO
90:10, OPpUOIIN3UTEJIEHO 85:15, NPUBIIN3UTEJIEHO 80:20,
NPUOIU3UTEJIEHO 75:25, NPUOJIU3UTEJIBEHO 70:30, NPUOIU3UTEJIEHO
65:35, NPUOIINU3UTEJIEHO 60:40, NPUOIU3UTEJIEHO 55:45,
NPUOIMU3UTEJIEHO 50:50, NPUOIIU3UTEJIEHO 45:55, NPUOIU3UTEJIEHO
40:60, OPUOIIN3UTEJIEHO 35:65, NPUBIIU3UTEJIEHO 30:70,
OpuBIM3UTeIbHO 25:75, npubmusuressHo 20:80, nOpubiamsuTesbHO 15:85
i npubamsuTresabHo 10:90.

[00079] I@oszmpoRaHHaAda eIMHMIA MOXET COIEepXaThb OTIOeJIbHHE WK
000COBJIeHHEHE UYaCTM COCTabBa HEMeIJIeHHOT'O BHCBOOOXIOEHMA UM OLOUH WU
HECKOJIbKO COCTaBOB MOIOMOUMUMPOBAHHOT'O BHCBOOOXIEHMA, T.&. OHU
PUsMUEeCcKM  pas3leJieHH . TakuM obBpasoM, B HEKOTOPHX BapMaHTax
OCyWeCTBJIEHUSI OO3MpPOBaHHAaA eIVHMLla  MOXeT comepXaThb cocTaB
HeMeOJIeHHOTO BHICBOBOOXIEHU A u cocTas MOOMOUUIMPOBAHHOT'O
BHICBODOXIEeHMSA. B HOpyI'MX BapMaHTax OCYHNeCTBJIEHMSA IOO3MPOBaHHASA
eoVHMIa MOXET COIepXaTb COCTaB HEeMeIJIeHHOT'O  BHCBODOXIEeHWUSd,
IIepBHM COCTaB MOIMOUUIMPOBAHHOTO BHCBODOXIEHUS ¥ BTOPOM COCTaB
MOOMOUUIMPOBAHHOT'O BHCBOOOXIECHNMA .

[00080] AnepTepHaAaTMBHO 4YacTb B BMIEe COCTaBa HeMeIJIeHHOTO
BHICBODOXIEHU A n YacTb B BUIE cocTaBa MOOUOUUIMPOBAHHOT'O
BHICBODOOXIOEHMUS COeOMHEHH, T.e. OIOMH COCTaB HacJIOeH Ha »IpyTron
cocraB. TepmmuH "wacTe", Kak MCHOJB3YOT B paMKax Hu300peTeHUd,
OTHOCUTCSH K [IOBEPXHOCTHU cocTaBa. B HEKOTOPHIX BapMuaHTax
OCymeCTBJIEHUMS UYacCTh OTHOCUTCS K II0 MeHBIel Mepe OpUOIM3UTEJIBHO

50% 1o Macce, HalpuMep, I[I0 MeHBIIeW Mepe OpuUbBIM3UTEeNIbHO b5,

OIPUOIIUBUTEIILHO 60, OIPUBIIU3UTEJIBEHO 65, OIPUOJIUBUTEJILHO 70,
OIPUOIUBUTEIILHO 75, OIPUDIIUBUTEJIBEHO 80, NIPUOJIUBUTEJILHO 85,
OIPUOIUBUTEJILHO 90, OIPUOIIUBUTEJILEHO 95, NIPUOIIUBUTEJILHO g8,

npubimsuredasHo 99 miam 100% o Macce, B pacueTe Ha MacCy COCTaBRa.

B HeKOTOPEIX BapMaHTax OoCymeCTBJIEHNA coCcTaB HeMeIIJIEHHOTI'O
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BHICBOOOXIEHU I COOEPXUT cJIom cocTaBa MOIOUOUUIMPOBAHHOTO
BHICBOOOXIEHMS . B OIPYTUX BapMaHTax OCyIeCTBJIEHU S cocTas
MOIOUGMUIMPOBAHHOTO BEHICBOOOXIEHM I COIIEPXUT cJIomn cocTaBa

HeMeIJIEHHOTO BEHCBOOOXINeHMA. Korma IJO3VMPOBaHHaAd eIVHMIIa COOePXUT

IBa 2Nz DoJiee CcoCTaBOB MOHM@MHMPOB&HHOPO BEICBOOOXIEHN I, B

HeKOTOPEIX BapMMaHTax OoOCymeCTBJIECHMA coCcTaB HeMeIIJIEHHOTI'O
BEICBOOOXIEHN A IIOKPHT IIePBEM COCTaBOM MOHM@MHMPOBaHHOPO
BEICBOOOXIOEHUSH, KOTOpHﬁ 3aTeM ITIOKPEHT BTOPEM COCTaBOM
MOHM@MHMPOB&HHOPO BEICBOOOXIEHMA . B OPYyIT'nMX BaplaHTax

OCYMeCTBJIEHMSA COCTaB HeMeOJIeHHOTO BECBOOOXIEHMSA IIOKPHT BTOPHM
COCTaBOM MOIMPUIMPOBAHHOTO BHCBOOOXIEHNSA, KOTOPHM 3aTeM IIOKPHT
[IEPBEIM COCTABOM MOIMPULUMPOBAHHOTO BHCBOOOXIEHMS. B HeKOTOPHX
BapMaHTax OCyMeCTBJIEHUSI nepopajibHas OO3MpPOBaHHAaL enVHMIA
COOEPXUT MHOXECTBO coep, opuyeM Kaxnas cbepa COOEPXUT
CepIleBUHY, KoTOpasd nMeeT bopmy cocTaBa HeEMeOJIeHHOTO
BHICBODOOXIEHMA, COmepXamero OQIOPOIJIOLUMHOI, TPUMeTUIQJIOPOIJIOLVHOJI
Wi ux dpapMaleBTUUECKM IIpUeMIIeMyld COJIb, I[IOKPHTHE CepOleBUHE,
KOoTopoe IpencTaByigeT cobomn (1) cocTas MOINOULIMPOBAHHOTO
BHICBOBOXICHMS, coIepxamui (QJIOPOIJIOLMHOJ, TPUMETUIIGIIOPO IJIOLUMHOJ]
W "X bapMalleBTUUECKHU IprueMIIeMyo COJIb, (11) cocTaB
MOIOMIUUIMPOBAHHOTO BLHICBOBOXIECHMSI, comepxammi bIIOPOTITIOLIMHOJI,
TEPUMETHUIIQJIOPOTJIOLMHOJI WM UX dapMalleBTHUUeCKM IIpUMeMJIeMyld COJib,
(1ii) mam xoMOuHaumio (1) m (ii).

[00081] CocTaB MOOUQUIMPOBAHHOTO  BHCBOOOXIEHUSA  COOEPXUT
CcpeIncTBO, KoTOopoe obecrneunBaeT IpodUIIb MOOMPUUIMPOBAHHOTO
BHICBODOXIECHMI, OIIMCaHHLM BHIIE . B HEKOTOPHIX BapMaHTax
OCYMeCTBJIEHM COCTaB MOOUIUIMPOBAHHOTO BLHCBOOOXIEHUS COIEPXKUT
KUMIEeUHOPACTBOPUMEIM IIOJIMMEP. KUIeUuHOPaCTBOPUMEI IIOJIMMEP OTHOCUTCSH
K IIOJIMMEpPY, Pe3MCTeHTHOMY K »OelpalallMM B XeJIyIOUHOM Coke (T.e.
OTHOCHUTEJILHO HepaCTBOPMMOMY IIPUM HUI3KMX VYPOBHAX pPH B XeJyIdKe), HO
pacTBopsaeTcda IIpu 0OoJiee BHCOKMX VPOBHAX PH, OPpUCYTCTBYOIMUX B
KUleuHUKe . [IpUMepH KUIIeUHOPAaCTBOPMMEIX IIOJIMMEPOB BKJIOUAKT, HO He
OTpaHUUMBAaTCAa MMM, LeJIJIOJO3H alleTaT ¢TajaT, LeJJIoJO3H alleTaT

TPUMEJIJIUTAT, TUIPOKCUIIPOIMUIIME TUITLLEJIJTIOJO 3E bramar,

IOJIMBUHMIIAlleTaTa bTanar, Takou Kak TIOJIMMEP Sureteric®,
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KapBOoKCHMe TUIIS TUJILLEJIIIIIO3Y , COIIOJIUMED MeTaKpPUIIOBON
KMCJIOTEH/METUIIOBHX 2OUMPOB MEeTaKPWUJIOBOM KUCJIOTH, HAIOpMUMep, TaKon
kak FEUDRAGIT® L12,5, EUDRAGIT® L100 wmmm EUDRAGIT® S12,5, S100,
COIIOJIMMEP MeTaKpPMJIOBOM KMCJIOTH UM D2TUIakpuilaTa, HalpMMep, TaKou
Kak nojguMep Acryl-EZE®, WM CJOXHHEe SOUPH aJIeypPUTOBOM KMUCJIOTH,
TakMe Kak mejilak. Takke MOXHO MCIIOJIE30BaTh BONOHBEE KOJIJIOMIOHBEIE
IVCIEePCUN WM PeluClepCuM IOJMMEpPOoB, HamnpuMep EUDRAGIT® I 30D-
55, EUDRAGIT® L100-55, EUDRAGIT® S100, mnpenaparT EUDRAGIT® 4110D
(Rohm Pharma); AQUATERIC®, AQUACOAT® CPD 30 (FMC); KOLLICOAT

MAE® 30D m 30DP (BASF); EASTACRYL® 30D (Eastman Chemical). B
HEKOTOPHX BapraHTax OCYIEeCTBJIEHUS KUIEUHOPACTBOPUMBIL  IIOJIMMEP

npencTaBsgeT coboit COTIOJIUMED MeTaKpPUIJIIOBOM KM CJIO TH "

sTUJlakpuiara, Halpumep, Takom KakK I[IOJIMED Acryl-EZE®. B
cJenyommMx  BapuMaHTax  OCYHEeCTBJIEHMS  KUIMEUHOPACTBOPUMHEM  IIOJIMMED

npeIrcTaBJigeT coBor  dTaJgaTHHEI  IIOJIMMEP, TakoM  Kak  IIOJIMMEp

Sureteric®.

[00082] OIMCaHHEE KOMIIOBUIMM MOTYT COOepXaTk OOMH WU
HECKOJIbKO bapmMalleBTUUECKU IpMeMJIEMBIX SKCLUMUIIMEHTORB, KOTOPHE
cuuTanTca ©OesornacHeMU UM S0OeKTUMBHEIMM M MOI'YT OHTHL BBeIeHH
MHIVMBUIOYYMaM Bes BOBHMKHOBEHIM S HexeJlaTeJIbHBIX BMOJIOTUUECKIUX
IIOOOUHRIX 20heKTOB W HexeJlaTeJIbHBIX B3aMMOIEeNCTBUM .
WIJIIoCTpaTUBHEE BKCUMIIMEHTH BKJIOUYAKT, HO He OI'PaHuuUMBARTCHS UMM,
IIPOTUBOMUKPOOHHE CpeIcTBa, aHTMOKCUIAHTE, CBA3yKIMUe BemecTRBa,
pazbaBUTeNM, Oe3UMHTeTpUpylolMe CcpelcTBa, 5MyJIbIaTOPH, BKYCOBHE
nobaeku, BelleCTBa, CIIOCOOCTBYyKIME  CKOJIBXEeHND, MOINOUIIMP YOI E
TOHMYHOCTL CpPelCTBa, CMasHBaKMMe BemecTRBa, pH-MommomUMpyomme
cpencTrea, J1acCTUPUKATOPH, KOHCEPBAaHTH, IIOOCJIAaCTUTEJIN,
CTaduUIn3aTOPH, CyCIeHIVpyKImre BelmecTRBa, MIOBHIIAKMNME BA3KOCTL
CpelCTBa WMJIM MX KOMOMHAaINWM.

[00083] CeAsyrIme BelleCTBa BKJIOUAKT TyMMrapadbuk,
TparakaHTOBYI KaMeIb, KYKYPY3HEM KpaxXmal, XeJaTuH, caxapos3y,
Ipexella TUMHU3UPOBAaHHEIM KpaxMall, KpaxMmall, aJIbTMHAaT HaTpWA,
aJbTMHAT aMMOHMSA KaJIbLUMg, MeTHMJILEJJIJIORY, I[IPOM3BOIHHE HaTpUM
LI JIJIIJIO 3H, TakKrMe KaK MeTWUIILeJJInIIo3a, KapOOoKCHUMe TUIILLeJIJIIIIO 34,

TI'MOIPOKCHUS TUIILEeJIJIIIO3a, T'MOPOKCHUIIPOIIMIIILEJIIJIIJIO3a, STWJIINEJIJIIJIO3a,
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TUOPOKCUIIPOIIMIIME TUIILEJIJIIIO3a, IIOJIMBUHUIIIIUPPOJINLOH, CUJIMKAT
AJIIOMUHUSA U I[IOJIMaKpPUIIaMUL .

[00084] Pa3peXJIUTEM WJIM OEe3UHTEeTIPUPYKIME CpPencTBa BKJIKNUYAKT
KYKYPY3HHM KpaxmalJl, KapTodeJIbHHM KpaxMall, IpeXeJlaTUHU3UPOBAaHHLIN
KpaxwmaJi, CIIUTYIO KapOOoKCHUME TUJILLEJIJIIIIO3Y (AC-DI-SOL®), HaTpuA
Kpaxmaja TJIMKOJIAT (EXPLOTAB®) , CIIUTEIA IIOJIMBUHUIIIINPPOJINIOH
(PLASDONE XL®) u T.1.

[00085] Kpacuresnu NI OKpallMBawlue cpencTea BKJIOUYAT

CUHTETHNYECKNKE U TIPMPOIOHEIE KpaCHUTeJIM M "X KOMOMHALIUN .

[00086] PazbaBuTeqM WIM HOCUTEJIM MOT'YT BKJIOUATH, cpenu
Ipoumx, BOLY, CIIMPTHL, MacJa, TJIMKOJIN, Takue Kak
[IOJIMB TUJIEHTJIMKOJIN . [TprMeprL pasbaBuTesIEN BKJIOUAOT, HO He

OT'PaHMUYMBaAKRTCA ¥VMU, apaxXxmcoeoe MacJIo, MMHIOaJIBHOE MacJIo, MacJio
3eMJIAHOT'O OpeXa, I1aJIbMOBOE MaclJlo, IIaJIbMOAIOPOBOE MacJlo, MacCJIio
MATEI Hepequﬁ, MacJIO M3 CeMAH qepHoﬁ CMOPOIOMHEI, MacCJIO M3 PUCOBEIX
Opr@@ﬁ, CoerOe MacJiIo, MacCJIO KaHOJIE, KYKYpPYy3HOe MacCJIO, KOKOCOBOEe

MacJIo, XJIOIIKOBOE€ MacJIo, KaCTopoBOe MacJjio, OJIMBKOBOEe MacJIO, Maclila

MarHoJguM (HMMa), KYyHXYyTHOE MacJo, MacJo IIPUMYJIE, pPacTUTEeJIbHOe
Macyio, LIPEX® 108 (abitec), Macjo pPOCTKOB I[IMEHWUIE, PHOUNI XUpP,
parmncosoe MacJo, [IOICOJIHEUHOE MacJIo n cadioposoe MacJo,
[IOJIVMA TUJIEHTJINKOJIN, JIaYPUHOBHE TJIMLLe PULIEL [IOJIMOKCHUD TUIIEHA 32
(ACCONON® M-44), [IOJIMOKCUD TUIIEH 38 KalpuJoBLe / KallpUHOBLHE
TJIMLLEPUIOE (ACCONON® MC-8), TJIMLEPUIICTEAPATH (IMWITOR®),
IIOJIMOKCUS TUIIMPOBAHHEIE OJIEMHOBEIE TN e PUIEL (LABRAFIL®),

MMHepaJIbHOE MAacJiO, MOHO- ¥ IUTJIMIEPUIHHE 5BMYyJIBTATOPH, Takue Kak
TJIMLEPUIIMOHOOJIEAT, T EPUIIMOHOKAIIPAT, TJIMLIEPUJIMOHOKaIpWUJIaT,
[IPONIUIIEHTJIMKOJIIb MOHOKAaIIPUJIAT u MPONMIIEHTJIMKOJIb MOHOJIaypaT
(CAPMUL®) , OVME TUJITIOJIMCUIIOKCAaHEHL, Taxkmue Kak CUMETUKOH,
TJIMKODYPOJII, TJIMIEPUH, 3TaHOJIIJIMILIEPWH, MPONMIIEHTJIMKOJIIb VI
noymaTuiieHIIMKoJM (PEG)-400. B HeKOTOPHX BapMaHTax OCYHLeCTBJIEHUA
HOCUTEeJIL [IpedcTaBjgeT co®oM BOOY MM CIVPT.

[00087] BrycoBEEe DoBaBKM WM BKYCOBHE BemecTBa  MOXHO
VCIIOJIE30BaATE IJIA MACKUPOBKM HEINPMATHEX 3allaXOB M BKYCOB COCTAaBOB
HamnoJHUTeJeM. [IoOxXonAmMe BKYCOBHE OOOABKM BKIIOUALT CUHTEeTUUECKHUE

M IIPpMPOIOHEIE BKYCOBEIE OOBaBKM.
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[00088] YBJIIAXHUTEJIM  MOXHO MCIIOJIL30BaTh oJis rionaBJIeHU A
BOIOHOM aKTMBHOCTM MATKOTO TeJjd. [IoOxXonAamMre YBJIAXHUTEJIM BKJIIOUAT
TJIMLEPUH n copbwur, KOTOPHE J4acTo ABJIAKTCSA KOMIIOHEHTaMM
KOMIIOBULIUKY TLJIaCTUPUKATOPOB .

[00089] 3aMyTHUTEJIM MCIOJL3YIT IOJIS 3aMyTHeHMSa  ODOJIOUKU
KallCyJIBL, KOT'Ia MHKAIICYJIMPOBaHHEHE aKTMBHEE BeIEeCcTBa ABJIAKRTCH
UyBCTBUTEJIbHEMA K IOelic TBUIO cBeTa. Nogxonamye 3aMy THUTEJIU
BKJIOUAKT OUOKCHUI TUTaHa, OKCHUI LMHKa, KapOoHaT KaJblUMad U UX
KOMOMHALIUNA .

[00090] [InacTudmMraTOPEL npencTaBJIgnT cobon XYMUUECKHUEe
BellecTBa, HDoOaBJsgeMbele K XeJlaTHMHY, UYTOOH MaTepuall cTajl 0oJiee
MATKMM U ©OoJiee BJacCTUUHBEM. Illogxondmme ILJIaCTUOMKATOPH BKJIOUYAT,
HO He OTI'paHMUMBaAKRTCI MMM, IJIMLIEPMH, pPacTBOPHE cCcopduTa, KOTOPHE
NIpencTaBJIAT cobom cMecu copburta u copburaHa, u opyrue
MHOTOATOMHEIE CIMPTE, TaKKe KaK IIPONUJIEHTJIMKOJIE ¥ MaJIbTUT, WM UX
KOMOUHALUN .

[00091] KoHCEepBaHTH BKJKYAKT aJIKUJIOBHE CJIOXHEE DSQUPH II-
TUOPOKCUOEH30MHOM KMCJIOTEHL, Takue KaK  MeTUJIOBHI, STUJIOBHI,
IPONMJIOBEI, OYTUIIOBEM U TelITUJIOBEM  DQUPH (B COBOKYIIHOCTMU
M3BECTHEEe kKak "napa®eHH") MIM MX KOMOMHALUM.

[00092] ComoduUiIM3aTOPE BRKJIIOUYAKT, cpelr IIpoumMx, JIMMOHHYI
KMCJIOTY, HAHTAPHYID KHUCJIOTY, OyMapoBYK KMUCJIOTY, AO0JIOUHYID KMUCJIOTY,
BMHHOKaMEHHYI KUCJOTY, MaJIEMHOBYK KMUCJIOTY, TJIYTAapOBYI KMCJOTY,
OuKapOOHAT HaTpMia, KapboHaT HaTpuUd.

[00093] I[NTomcilacTUTe I BKJIOUAIOT caxaposy, JJakTo3y,
OEKCTPO3Y, MAaHHUT WMJIM CaxXapWH.

[00094] [IOBEpPXHOCTHO-AKTUBHEE BeElleCTBa BKJIKOUAKT MOHHEE,
HEMOHHHE [IOBEPXHOCTHO-aKTMBHEE BemecTBa U/UJIM IIOBEPXHOCTHO-
AKTMBHEIE BelecTBa Ha OCHOBe XeJIUHHX CoJieM, I[IpuyeM aHWOHHEEe
[IOBEPXHOCTHO—aKTWEBHEE BelMecTBa BKJIOUYAKT AJIKMIICYJIEQaT HaTpUA
(JTaypuicyJb0aT HaTpMd) M IPOM3BOIOHEE CyJIbQOCYKIMHATOB, TakKMe Kak
IOOKYy3aT HaTpuM, HEeMOHHEEe IIOBEePXHOCTHO-aKTHMBHEE BelleCTBa BRJIOUALT

CJIOXHEIE SOUPH [IOJIMOKCUB TUIJIEH copduTaHa n KUPHEIX KUCJIOT
(monucop®aTH), TakMe Kak TWEEN® 20, TWEEN® 80, TWEEN® 40, SPAN®

20 7 CJIOXHEIE SC]}I/IpBI KVMPHEIX KMCJIOT HOHMSTMHGHI‘J’IMKOJ’IG%, TakrMe Kak
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GELUCIRE® 44/14, GELUCIRE® 50/13, HaCHImeHHHE IOJUIJIMKOJIMPOBAHHEE
(BKJIOUASA MOHO, IV WM TPpU)IJIMLIEPUIH, MOHOTJIMLIEPUOE CpelHeM Lelu
(6-10 aToMOB yIJlepoIa), TakMe KaK TJMIepPUJIMOHOKanpuiaT (IMWITOR®
308), TJINLLEPUIIMOHOKAIIPOAT (CAPMUL® MCM Cc-8),
TUIMIEPUIIKANIPUIIaT/KanpaT (CAPMUL® MCM) , IIOJIMOKCUR TUJIEH
TUIMLEPUIIKANIPWIIAT ¥ [IOJMOKCHUBTUIIEH ITUiMiepuikanpoaT (LABRASOL®),
CJIOXHELE 3 OUPEL KUPHBIX KMCJIOT cpenHeMl nenmu, Takue Kak

TUIMLEPUIITPUKAIPAT U TJyMuepuiITpuranpuiar (MIGLYOL® 612), OGJoK-—
[IOJIMIMEPEL STUJIEHOKCUIA " NPONUIJIEHOKCHUIA, BJIOK— COIIOJIMMEDEL

ITOJIMOKCHUS TMIIEH—TIOJIMOK CUITPOIIMIIEH , Tarme Kakr ITIOJIOKCaMep 188

(PLURONIC® F-68), mnojsiokcamep 237 (PLURONIC® F-87), mnoJioKCcamMmep

338 (PLURONIC® F-108), rnnojiokcamep 407 (PLURONIC® F-127),
[IOJIOKCaMep 124 (PLURONIC® L-44), [IOJIMOKCHCTEeapaT—
[IOJINB TOKCUIIUPOBAHHYIO (40) CTEeapMHOBYI KUCJIOTY (MYRJ™ 52),
STOKCUIIMPOBAaHHOE KaCTOpOBOe MaCJIO—IIOJIMB TOKCUIIMPOBAHHOE (60)
TUIOPOTEHU3UPOBaHHOE KaCTOpOBOe MacJio (CREMOPHOR® EL),
BTOKCUJIMPOBaHHEM TUIPOKCUCTeapaT TUOIPOCTEapPUHOBOM KM CJIO TH
IIOJIUB TUJIEHTJIUKOJI A 660 (SOLUTOL® HS 15), AJIKUJIOBHE QUPEL

NoJIMOKCHUaTUIIeHa (12-18 aToMOB yIJlepomna), Takue Kak TIMoJMOoKcu 20
HeTocTeapusoBe sdup (ATLAS™ G-3713), noamokcyu 10 oOJIeMJIOBHIT 20Up
(BRIJ™ 96, BRIJ™ 97, Oleth 10), npocToi 50Up NOJIMUDTUIEHIJIUKOJISL
(TRITON™ X-100, TRITON™ X-114, TRITON™ X-405, TRITON™ N-101) m
JIELIMTUHEIL, TakKue Kak boCcOONMMUIIMIE ( DMMUPMCTOMII DL-aneda-
bochaTUOMIIXOJIVH) , [IOBEPXHOCTHO-aKTMBHEE BemecTBa Ha OCHOBE
XKEJIUHBEIX ~ COJIelV  BKJIOUAKT Oe30KCUXOJIEBYID KUCIOTY, IOe30KCUXOJaT
HaTpUA, XOJIEBYK KMCJOTY, TaypoXoJlaT HaTud M T.1.

[00095] CTabunmsaTopsL BKJIOUYAKT AHTUOKCUIOAHTEH, OybepH,
KMCJIOTEL M T.O. IlpyMMepH aHTHMOKCHMIAHTOB MOTYT BKJKYATL, HO He

OT'PaHM4UMBaAaTECA M1, aCKOpéMHOBYIO KMCJIOTY , aCKOpéMHHaHBMMTaT,

By TUIVMPOBAHHEUTUIPOKCHUAHU B0 (BHA) , Oy TUIIMPOBaHHBIN
TUOPOKCUTOIYOJI (BHT) , OV TUIIEHTPUAMVHIIEHTAYKCY CHYIO KUCJIOTY
(DTPA), SOeTaTH (EDTA), MOHOTHUOTJIULIEPUH, ackopbar HaTpuA,
CYJIBQOKCHUIIAT HaTpUM bopmManbmeruna, MeTadbuUCyJIbOUT HaTpu4,

GMCVJ'H:(]_)MT HaTp14a, TpUIJIMrKoMaT, BUTaMMH E wmiImM ero IIPOM3BOOHEE,
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nponmMiarajjiaT, MxX KOMOMHaluMM M T.II.

[00096] [NoprmawmMe BA3KOCTD cpelCTBa BKJIKOUAKT XeJlaTUH,
TJIMIIEPUH, Kappal'eHaH, KOJIJIOMIOHEIM OMOKCHUIO KPEeMHU S,
TUIPOTEHNUBZUPOBAHHEE pacTUTeJIbHOE MacJio; MMOBUIOH VI
[IPONMJIEHTJIMKOJIE aJIbTMHAT .

[00097] B IOOIIOJIHEHME K GIIOPOTIIILMHOITY WMJIn
TPUME TUJIQJIOPOTJILIMHOJY  OO3UPOBAaHHEE eOVHMILIE MOTYT comepxaThb
opyrue bapMalleBTUUECKU AKTHUBHEE KOMIIOHEHTEH . B HEKOTOPHIX
BapMaHTax OCYyIMEeCTBJIEHUA OO3UPOBAHHEE e OVHUILIEL TakKkxe MOTYT
comepxaTk, CpeIMr I[IpouMX, CIa3MOJIMTUUYECKME CpelcTBa, Takue Kak
aJlBepMH LUTpaT, MeOepBepMH, OTOJIOHMM OpoMMI, IOIMHaBepum Opommun,

IVMUIMIIOMUHTUAOPOXJIOPUI, XIFASAN (pudaxcummy) , VIBERZI®

(sanykcamoyuH) miay LOTRONEX® (ajioceTpoH) . [pyTue CIasMOJUTUUECKME
CpencTBa BKJOUAT CpencTBa, OIMcaHHEEe B Annahazi, "Role of
antispasmodics in the treatment of irritable bowel syndrome",
World J. Gastroenterol., May 28, 2014, 20(20) : 0031-6043,
KoTopasd BKJIOUeHa B HaCTOAlleM ONMCaHMM B KadeCcTBe CCHUJIKU.

[00098] [IpyTrMe CJIOU/TOKPHTUS MOXHO HAHOCUTL B KaueCTBe
BEepPXHETo CJIOS WM Mexny IOPYTUMM  CJIOAMM/TIOKPBITU MM . TakuMm
ofBpas3oM, TIOKPHETUS MOTYyT OBTL HOPedoCTaBJIEHE IJIS MUHUMU3AIUU
ofpaszoBaHMa TBEJIM B xome o00paboTky, VYJIYUNeHMS BHEMHEeTO BUIA,
ofJeTueHMda  OPOTJIATHBAHWUSA, oBecrieueHmsa  TJISHIA, NB0JMPOBAHUSA,
MUHUMMU3ALUY CTaTUUYECKUX CBOMCTB u/uiIM oOecleueHMd ILBeTa, Cpenu
npoumx. llogxomAmas  TOJIMMHA  IIOKPEITMA  MOXeT OHTH  olpelejleHa
CcrienmaJiMcTaMn B DaHHOM oBJjacTu. Ciion MOTYT coIepXaThb
bapMalleBTUUYECKY MHEPTHHE KOMIIOHEHTH WMIM (GapMalleBTUUYECKM aKTUBHEE
KOMIIOHEHTH, Kak OlpelelIgioT CIelUVaJIMCTH B HaHHOM oB6JIacTH.

[00099] B HEKOTOPEIX BapMaHTax OCYIIECTBJIEHU A
npelycMaTpyBaeTCHa  IlepopalibHad  OO3VPOBaHHASA  eOVHUWIE, u  OHa
COOEPXNT (1) cocTaB HeMeOJIeHHOT'O  BHCBOOOXIEHUH, conepXxammun
bIopOoTIIUMHOI, TPYME TUIIQJIOPOTJIDIMHOJI WM  UX  hapMalleBTUUYeCKU
IpueMiIeMyld COJIb, T'Ze TI0 MeHbIer Mmepe Ipubims3uTelbHo 90% mo Macce
bJoporTyoIIMHOA, TPUMETMIGJIOPOTJIIMHOJIAa WIM UX dapMalleBTUYeCKU
IpUeMJIEMOY  COJIM B pacueTe Ha Maccy CcocCTaBa HeMeIJIeHHOTO

BEICBOOOXIOEHMA BHCBOOOXIAaeTCS U3 HOBMpOBaHHOﬁ SIVHNMIIEL B TeUeHNe
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OoT TNpUOIM3UTEJIEHO 5 MMHYT OO NOpUMOJIM3UTEJILHO 2 4YacoB, IIpu
onpeneJyieHUM Ccriocotom C JIOTIaCTHOM MemaJIKoM usPk 2 pu
npubarsnuTensHo 50 o6/MmH B npubamsmuTesbHO 750 M BOIHOTO
pacTBoOpa, colepxamero npubimmsuresnsHo 0,1 H pacrBop HC1 npwm
NPUOIIU3UTEIIEHO 37°C; 171 (ii) cocTasn MOINOULIIMPOBAHHOT'O
BEHICBODOXIOEHMSA, CcoOmepXamyi QJOPOIJIOLMHOJ, TPUMeTUIIOIOPO INIRLIMHOI
WM ¥ux QapMalleBTUUECKM IIpMeMJIeMyk COJIb, TIOe I[I0 MeHBIley Mepe
NPUOIJIUBUTEJIEHO 90% 1o Macce bJopoTIILMHOIE ,
TPUMEe TUIIQJIOPOTJIOLIMHOJIa WM UX GapMalleBTHUUECKM I[IPUEeMIIEMOM COJIM B
pacuere Ha Maccy cocTapa MOIOUQUUMPOBAHHOTO BHICBOOOXIOEHU A
BHICBODOXIOAETCS M3 ITO3MPOBAHHOM eOMHMUIE UYepes I[I0 MeHBIEW Mepe
OpUBIM3UTEJIBHO 2 dYaca IIpM OIpelejleHUM CIOCOOOM C  JIOINaCTHOM
MemaJkor USP 2 npu npubiausuTessHo 50 o6/MMH B IOpUOIM3UTEJBLHO
1000 My BOIHOTO pacTBOpa, colepxamero npubimsuresbHo 0,1 H HCLl u

npubausurensHo 20 MM TpexoCHOBHEM  docbaT HaTpusa npu  pH

NPUOIMUBUTEJIEHO 6, 8 Hnpu OpubiamMsuTesbHO 37°C.

[000100] B mpyrux BapuaHTax OCYINECTBJIEHUA IIpelyCMaTpUMBaeTCsAd
nepopajibHad MOO3MpPOBaHHAas eauHUIla, M OHa COIepXuT (1) MHOXeCTBO
chep, Ipu4YeM Kaxnas cbepa COOEPXUT cocTaB HEMeOJIEHHOTO
BHICBOOOXOEHMUSA, comepXamui OGQJOPOTJIOLMHOJ,  TPUMeTUJIOIOPO TNIRLMHOJ
WM ux GapMalleBTMUECKM MIpMeMJIeMyl COJIb, TOe I[I0 MeHbIel Mepe
OpUOJIU3UTEJIEHO 90% 1o Macce bJoporUMHOIA ,
TpUMe TUJIQJIOPOTJIRLIMHOJIAa MM UX dapMalleBTHUECKM IIPpUeMJIEMOM COJIM B
pacuere Ha Maccy cocTapa HeMeIJIeHHOTO BHICBOOOXIEHU S
BEHICBODOXOAEeTCAa M3 IOO3MPOBAHHOWM eOMHUIE UYepes OpudiansuTesbHO 1
yac TOpu oIpenejleHUMM cIrIocoBoM ¢ JIoacTHOM Memajkouw USP 2 1npu
npubarsnuTeasHo 50 o6/MuH B nopubiamsmuTesbHO 750 M BOIHOTO
pacrBoOpa, comepxamero IPUBIIU3UTEJILEHO 0,1 H HC1 npu
OpudInsuTesbLHO 37°C; u (il) MHOXeCcTBO cbhep, IpuueM Kaxmad coepa
CONEepPXUT COCTaB MOIMOUUMPOBAHHOTO  BHCBODOXIEeHUS, conepXxammun
GITOPOTIILMHOI, TPUME TUIIQJIOPOTJIRLIMHOJL MM UX  QapMalleBTUUEeCKU
IprueMIeMyl COJIb, TIOe IO MeHbIel Mepe Opubim3uTesbHO 90% 1o Macce
broporanuMHONA, TPUMETUIIQIOPOTJIDUMHOJA WIM H¥X (QapMalleBTUUEeCKU
IpUeMJIeMOM COJIM B PpacueTe Ha MacCy CoOCTaBa MOIUOUMUMPOBAHHOTO

BEICBOOOXIOEHUH, BEICBOOOXIOAeTCHd U3 ,]IOBMpOBaHHOT\/II SIOVIHMIIEI Yepes3s IIO
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MeHBIIEM Mepe NpUOIMBUTENBEHO 2 dYaca IOIpM OIOpedeJIeHMM CIHOoCOoBoOM C
JormacTHOV  MemaJkor USSP 2 npu npubamsurenabHo 50 o6/MmMH B
OPUOIIN3UTEJIBEHO 1000 MJI BOIOHOTO pacTBopa, comepxamero

npubmmsurenasHo 0,1 H HC1 u npubmmsmuresasHo 20 MM TpexXOCHOBHHM

bochaT HaTpus npu pH ODpUBIM3UTENLHO 6,8 Ipu OpudbIM3uTeabHOo 37°C.

[000101] B CJIeOyIIoImmx BapMaHTax OCyleCTBJIEHUSA
npenycMaTpMBaeTCcs rnepopalibHada OO3UpPOBaHHAA eouvHulla, u OHa
COIOEPXUT MHOXECTBO Ccdep, opmryeM Kaxnmas cdepa COOEPXUT (a)
CepOleBUHY, KOTOpad VMeeT dbopmy cocTaBa HEMEJIEHHOT'O

BEHICBODOXIOEHMSA, COOepXalleT'o QIOPOIJIOLMHOI, TPUMeTUIIOIOPO IIILIMHOI
WM ¥ux QapMalleBTUUECKM IIpMeMJIeMykl COJIb, TIIOe I[I0 MeHBIley Mepe
NPUOJIUBUTEJIEHO 90% 10 Macce bIopoTIIOLIMHOIA ,
TPUME TUIIGJIOPOTVIDLIMHOJIA MM UX bapMalleBTUUECKM [IpMeMIIeMOM COJIM B
pacuere Ha Maccy cocrTaBa HeMeIJIeHHOT'O BHICBODOXIEHU A
BHICBOOOXIDAeTCsa M3 OO3MPOBAHHOM eIMHMUE UYepe3s OpubImM3uTesbHO 1
yac OpM olpeneJiIeHMM CIocoBOoM C JoNacTHOM MemaJkoym USP 2 1[npu
npnbamsnuregbHo 50 o6/MmH B OpubiausuresnsrHO 750 M BOOHOTO
pacTBoOpa, comepxamero IPUBIIU3UTEJIEHO 0,1 H HC1 npu
NPUOIIN3UTEIJIBEHO 37°C; u (b) TIOKPHITHE CeplleBVHE, KOTOopoe

npencraBjigeT cobor (1) cocTaB MOOMOULUMPOBAHHOTO BEHCBOOOXIEHUS,

coIepxXammi dbsropoTIIILMHOI, TprMe TUIIGIJIOPO TJIIOLMHOJI WIIU nx
bapmalleBTHUUECKU npreMIeMyo COJIb, roe 1o MeHbIIen Mepe
OpUOIJIU3UTEJIEHO 90% 1o Macce bJoporIIUMHOIA ,

TPpUMe TUJIQJIOPOTJINLIMHOJIAa MM UX dapMalleBTHUUECKM IIPpUeMJIEMOM COJIM B
pacuere Ha Maccy cocTaBa MOOUGUIMPOBAHHOT'O BHICBOOOXIEHU S
BHICBODOXIOAeTCS M3 ITO3MPOBAHHOM eOMHMUIE dYepes II0 MeHBIeW Mepe
OPpUOIUBUTEJIBHO 2 dYaca I[OIpM OIpeleJjleHMM CcIocoBOM ¢ JIOINacCTHOM
Memayko USP 2 npu OpudamsurtejabHo 50 o00/MMH B HOPUOIMBUTEJLHO
1000 My BOOHOTO pacTBoOpa, colepxXamero npubim3uTressHOo 0,1 H HCl u
NPUOJIUBUTEJIEHO 20 MM  TpexXOCHOBHHM  docdaT HaTpusa 1pu pH
NpubIVM3UTENILHO 6,8 npu nOpubiamsurensHo 37°C; wimm  (ii) cocTas
MOIUGUIMPOBAHHOTO BHICBOOOXIEHUS, conepXammin GIIOPOTITILIMHOII,
TEUME THUIIQJIOPOTJINLUMHOJL WM UX OQapMaleBTUUECKU [IPpUMeMIIeMyK COJIb,
TIe IIO MeHbIleM Mepe NOpubIM3UTeJIbHO 90% mo Macce QJIOpPOIVIRLIMHOJA,

TpMMeTMJ’I@J’IOpOI‘J'HOLU/IHOJ'Ia mjim mX (]_)apMaH,eBTI/IT:'[eCKI/I HpMeMHeMOIZ COJIM B
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pacuere Ha Maccy cocTaBa MOIMOQUIIMPOBAHHOTO BEICBOOOXIEHN A
BHICBODOXITaeTCca M3 IO3UPOBAHHOM eOVMHMUE B TeueHMe uepes OT
npubiIn3nuTessHO 4 1o nOpubiiM3MTEeJIBHO 6 2 dYaca [OIpUM  OlIpelelJIeHUMU
crioco®oM C JIONAaCTHOMW MemaJikor USP 2 npu npubiamsmurelibHO 50 06/Mmu
B OPUOIIN3UTEJIEHO 1000 MJI BOIOHOTO pacTBopa, comepxamero
npubmmsurenasHo 0,1 H HC1 u npubmmsmuresasHo 20 MM TpexXOCHOBHEIM
bochaT HaTpmsa npu pH OpUOIM3UTEJLHO 6,8 HOpu OpubImMsuTesbHo 37°C;
i (iii) xomBuHammio (i) m (ii).

[000102] Ho3npoBaHHEE eIMHMIEL W  COCTaBH, OIIMCaHHHE B
HacToAlleM OnMCaHuu, MOTYT VCIIOJIBE30BATECHA oJis JIeueHm
criasMaTUdeCKUX COCTOSHUM y VHIOIMBUOYYMA . Crioco0Bsul BKJIOU AT
BBeleHMe WUHOMBUIOYYMY IIepOopalIbHOM IO3MPOBAHHOM eIMHMUE, OIMCaHHOM
B HacTodlleM OIUCaHUM. B HeKOTOpHX BapMaHTax OCYylleCTBJIeHUA
crasMaTrudecKoe COCTOSHUE npelcraBjigeT cobon BHe3allHOe
HenpoM3BOJILHOE COKpalleHMe MBI, YacTU TeJla, TakKo¥ KaK opTraH WK
MBIIILA , VHOUBUOYYMA . B OIPYITMX BapMaHTax OCYIEeCTBJIEHUA
crasMaTUudecKoe COCTOAHUE npelcTaByigeT cobon BHe3allHOe
HEeIPOM3BOJbHOE COKpalleHrMe MeIl, OpPOHXOB, XeJyIKa, KUIIeUHUKA,
MOUEeTOUHMKA, XeJUHOTO IIY3HPS, I[IOUKM WMJIM XeJJUHHX I[IPOTOKOB. B
cJle Iyommx BapMaHTax OCYIEeCTBJIEHU S crasMaTudeckoe COCTOSHME
opencraBJjgeT coboM clIa3M MOUEBHBOIAMMUX IIyTelM, XeJIUHBe KaMHU,
XKeJIyOOUHO-KUMIIeuHOe HapylleHMre, CHUMHIPOM BOCIAJIEHHOTO KUIIeuHUKa,
[IOUEUHYID KOJIMKY WJIM CIIacTHUYeCKOe COCTOSHMEe XeJIUHBIX IIyTel.

[000103] EcJamM HeT MHHX YKa3aHulM, COCTaB IIpeIcTaBJjisgeT cobon

OO3UPOBAHHYID GopMy. HeoTpaHMUMBAKIMM IPVMMEPOM ITO3UPOBAHHOW (GOPME

aBJisgeTcsa  TabjleTKa. IucneprupoBaHMe W  Oe3MHTeTrpalui CcocTaBa
MCIOJIL3YIDT B KaueCcTBe CHUHOHMMOB. Kak mMCHoJe3ylnT B paMKax
nz3obpeTeHmd, AKTUBHEMN VHTPEeIVeHT, oBoBHaYaeMuM Takxe Kak
"aKTMBHOE BemecTBO", npencTarjigeT cobom GIIOPOTIILIMHOI,
TPUME THUIIQJIOPO TJIILIMHOJI VI KOMOMHAaLIUN GJIOPOTIIRLIMHOJIA u
TPUMETHUIIQJIOPOTJIIIMHOJIa . KakK MCHOJB3YRT B paMkKax u300peTeHUd,

IPOJIOHTUPOBAHHOE BLHICBOOOXIEHVE M  3aMelJIeHHOe BEICBOOOXIeHHME
VCIIOJIB3YIT B KauecTBe CHMHOHUMOB.
[000104] Kaxmem mu3 cdhep M TpaHyJd OpelcTaBJigeT cobom Jondon

OVCKPETHEM KOMIIOHEHT OO3MPOBAHHOM  (QOPME, HaopuMmep, o000JIoUKa
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KalCcyJitl MOXeT OHBTE 3aloJIHeHa MHOXeCTBOM cboep M/WIM MHOXECTBOM
TpaHyJl.

[000105] "CocTaB HeMeOJIeHHOTO BHCBOOOXxODeHMA" M "cocTasb
OTCPOUEHHOTO BEHCBOOOXIeHMA" yKasbBBalT Ha HauvaJo BHCBOOOXIEHUA
AKTMBHOTO BelleCTBa OTHOCHUTEJIbLHO BBeleHusa. "CocTaB HeMeIJIEHHOTO
BHICBOOOXIeHMA" yKaseHBaeT Ha BHCBOOOXIeHMe aKTMBHOI'O BemMecTBa U3
cocTaBa, HauuHaKlmeecs B TeueHMe OTHOCHUTEJIbLHO 0oJlee KOPOTKOTO
Ieprolla BpeMeHM IIoCJie BBeleHMsd, HalpuMep, B TeueHMe HeCKOJbKUX
MUHYT MJIM MeHee. "CoCTaB OTCPOUEHHOTO BHCBOOOXIOEeHMA" yKas3HBaeT
Ha TO, UYTO BHCBODOXIeHMe aKTMBHOT'O BelecTBa M3 COCTaBa He
HauMHaeTCcd B IpelejlaXx OTHOCUTEJNBbHO 0oJiee KOPOTKOTO Iepuoma
BpeMeHM IIOCJIe BBeIeHMS, a BMEeCTO 5BTOT0 HABJIAeTCS 3aMelJIEHHEM U
HauyHaeTCsa UM BalyCcKaeTcs uepe3 OTHOCUTEJIbLHO ©OoJlee IJIMHHBEIM I1ePUOn
BpeMeHM TIOCJIe BBeIeHMud, HalpuMmep, O0oJjiee UeM Uepes OOMH dac.

[000106] "CocTaB BEICTPOTO BLHICBOOOXIOeHMS" u "cocTaB
MeOJIEHHOTO BECBOOOXOeHMA" yKasEBalT Ha CKOPOCTE BEHCBOOOXIEHMA
mocjie HauvaJja. llocyle HadaJjla IOOCTaBKM aKTMBHOI'O BEIleCTBa aKTHBHOE
BelecTBO MOXET BHICBOOOXIOATECS OTHOCHUTEJILHO OBICTPO VI
OTHOCHUTEJILHO MeIJIEHHO. BrCTpoe BHCBOOOXIeHMEe YKa3hBaeT Ha ToO,
yToO II0CJle Hauajla MakcuMaJibHas WM I[OIMKOBAasg Ho3a OOCTHUIaeTCs B
TeueHMEe OTHOCHUTEJILHO ©OoJilee KOPOTKOTO Iepuola BpeMeHM. MemJieHHOe
BHICBODOXIEHMEe YKal3hHBaeT Ha TO, UTO IIOCJIe Hauajla MaKcuMaJbHasd WK
IMKoBasg nosa OOCTUTaeTCs B TeueHMre OTHOCUTEJILHO BoJiee
OJIMTEeJILHOTO IIeproma BpeMeHM. Ilocjie IOCTMXEeHMS MaKCUMMaJlbHOM MOOS3H,
OHa MOXeT CHWXaTbca C JiodoM CKOPOCTLIO, HaIpuMep, BLICTPO,
MeOJIeHHO MJIM C IIOCTOSHHOM CKOPOCTLIO.

[000107] "CocTaB BaMenJIeHHOTO BHCBOOOXxIeHMA" m  "cocTaBb
HelpepHBHOTO BHCBOOOXIeHMA" yKa3HBAaT Ha IIepron IPpOoIoJIKalMeTloCsH
BHICBODOXIEeHMS ¥  O3HadawoT, UyTO IOOCTaBkKa aKTMBHOT'O BelecTBa
OpOOOJIKAeTCA MM T[OoOIepXMBaeTCd B TeueHMe JIIPOJIOHTUPOBAHHOTO
Ieprola BpeMeHM IIOCJle HauaJla, KakK IOIpaBuJIo, B TeueHMe 0OoJiee
OOHOT'O dYaca, Hes3saBUCHMMO OT QOpMEl Opodmiida BECBOOOXKIEHUA TO3HL.
HanpuMep, BECBOOOXIeHMe aKTMBHOT'O BelleCTBa I[IPOOOJIKAaeTCa MexIoy
MaKCHUMAJILHOM ¥ MMHMMAJILHOM BeJIMUMHOM OoJiblleld HYyJIS B TeueHHue
HEeKOTOPOT'0 OTHOCUTeJILHO ©0OoJiee OJIUTEJLHOTO IIeprola BPeMeHM. 3TO

BEHICBODOXIOEHME MOXET IMPOUCXOIUTE C INOCTOSHHOM IOO30M MJIM C HOO30H,
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KOTOpad YMEeHBIaeTCHd C TeUeHMEM BPEeMeHMU.

[000108] "CocTaB IIOCTOSHHOTO BHCBOOOXIeHMA" yKal3HBaeT Ha
no3y, KoTopas BEHCBODOXIDaeTCsa. I[IOCTOSHHOE BHCBOOOXIEHMEe O3HadaeT,
UTO aKTMBHOE BeMeCTBO OOCTAaBJSAEeTCd B OTHOCUTEJILHO IIOCTOSHHOM
0O3&e Ha IPOTSKEHUM YMEPEHHOTO WM IJMTEJIbHOT'O IIeprolda BpPEMeHU.
9TOMYy COOTBETCTBYET MNPpOdMIIL BEHCBOOOXIEHMS OO3L, KOTOPHM SABJISETCH
OTHOCUTEJIBHO  ILJIOCKMM WMJIM  TOJIBKO HEMHOTI'O HAaKJIOHEHHBIM IIOCJIE
HauaJja, T.E. tes B BLICOKOM CTelleHrM  OTUeTJIMBEIX IIMKOB u
yIIIYyOJIeHUM . TaxuMm obpasomM, IIOCTOSHHOE BHICBOOOXIeHME OBOBIUHO
ABJIAETCH IOJUTEJIbEHEIM WMJIM  HeIIPEPHBHEM, OOHaKO IJUTEJIbHOE  WIIU
HENPEPHBHOE BECBOOOXIEHME MOXET He OBITh IIOCTOSHHBIM.

[000109] "CocTaB UMMIIYJIbCHOT'O BEHCBOOOXIOeHMA" yKal3HBaeT Ha
TO, UYTO AaKTMBHOE BemeCTBO IOCTAaBJAETCA B OINHOM MM HECKOJbKUX
003ax, KOTOPpHEe KOJeBJTCS MexXIy MaKCUMMaJIbHOM I030¥ UM MMHMMAJILHOM
0O30M Ha OIPOTSXKEeHUM HEeKOTOPOT'O Iepuoda BpeMeHM. O9TO MoXeT OHTH
[IOKas3aHoO C IIOMOWLI MNIPpOoOMIISA BEHCBOOOXIOEHMS OO3H, MMEKIEeIo OOVH WU
HEeCKOJIbKO OTUEeTJIMBHX IIMKOB WM yTJyOjeHur. OIHakKO OBa WM 0OoJiee
VIMITYJIbLCHEIX ~ BHICBOOOXIEHMS MOTYT ofecleurBaTh IIepeKpPHBalMUMCc,
IIOJIHEIM WMJIM COCTaBHOM MNPOodMJIL BHCBOOOXIEHMS, KOTOPHM I10-BUIMMOMY
Wi QakKTHUUeCKM SABJISeTCd I[IOCTOSHHEM. KoI'ma HOpoMCXOoOAT IOBa WM
BoJee VIMITYJIb CHEIX BEICROOOXIOEHM S, MeXxIy MIMITYJIb CaMM MOXeT
CyYleCTBOBATb WMJIM MOXET He CyMeCTBOBAaThH Iepuol ©0e3 BHCBOOOXIEHUH.
Kak MmnOpaBMJIO, UMIIYyJIbBCHOE BECBOOOXIEHME IIPHMBOOMT K BHEHCBOOOXIEHUIO
10 CymecTBY BCEI'O aKTMBHOTI'O BeMecTBa B IOIpelejlaXx OIpUOJIM3UTEJIBHO
60 MMHYT WJIM MeHee.

[000110] CocTaB IIPOJIOHTUPOBAHHOTO BHICBOOOXIEHM A
oBecneunpaeT JMOO BHCBOOOXIeHME aKTHMBHOT'O BelleCTBa B IIpenejax
3aIaHHOTO omaria3oHa no3 B TeueHNe OTHOCHUTEJIBHOTO BoJee
OJIMTEeJIbHOT O nepuoma BpEeMeHU, JImMBo YPOBEHB JIEKapCTBEHHOTO
CpeICcTBa B IIJIa3Me B IpelejylaXx 3alaHHOTO IMalla3OHa 03 B TeUeHUue
OTHOCUTEJIBHO ©Oo0oJilee IJIUTEJBLHOTO Iepuoma ©0e3 ydeTa KOHKPETHOTO
MexaHM3Ma WM XapaKTepa BECBOOOXIEeHMHA, HaAIPUMEpP, 3aMelJIeHHOTO,
VIMITYJIECHOT'O WMJIM TIOCTOSHHOTO.

[000111] IIpodusbk BHCBOOOXIeHMSA IJIS IIepopaJibHO BBEIEHHOTO
JIEKapCTBEHHOTO CpeIacTBa yKa3HBaeT Ha CIoco® M BpeMs, I[IOCPeICTBOM

KOTOPHX COCTaB BEICBOOOXIOAETCHA WMJIM OOCTAaBJIAEeT aKTHMBHOE BEMEeCTBO B
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KeJIyOoK, KWIedHMK ¥ T.IO. T[OIPpM BBeOeHuM. VI3BECTHH pas3JIMUHEE
CIIOCOOEL IJIS OLEHKM BHCBODOXIEHMS JIEKAaPCTBEHHOI'O CpelcTeBa WU
ofecrieueHns NOpoduiier BHCBOOOXIOEHMS, BKJIOUAS MCIHTAaHMS 1in Vvitro,
KOTOpPHE MONeJIMPYIT TOBeleHMe I1In VIivo CcocCTaBa M KOTOPHE BKIOUAT
TeCTHUPOBaHMe pacTBopeHuda USP B OTHOMEHMM TBEPIHX IO3UPOBAaHHEX
bopM HeMeIJIEHHOT'O BHCBOOOXIEHUSA UM KOHTPOJMUPYEMOI'O BHCBODOXIEHMUI.

[000112] [Mpoduim BEICBOOOXIOEHMA  JIEKAPCTBEHHOTO cpencrea
OTIMYUAITCA OT Npoduier B Ijla3Me. [Ipodmibs B IJla3Me yKas3HBaeT Ha
0O3Y WJIM YyPOBEHBb aKTMBHOI'O BelleCTBa B KPOBOTOKe MIEKONIMTaKIero,
HaopyMep, HalMeHTa, KOTOPOMYy BBOOAT JIeKapCTBEHHEM COCTakB. Korma
aKTHBHOE BelleCTBO BHICBOOOXIOaeTCcda U3 cocTaBa, HallpUMep, B
KUIIEUHUK, MOXeT OBTL OIpelelIeHO KOJMUEeCTBO akKTMBHOI'O BelleCTBa,
IPUCYTCTBYKIETO B KPOBOTOKEe, C TeUeHMEeEM BPEMeHU.

[000113] [Tpoduib BEHICBOOOXIOEeHNA  JIeKapCTBEHHOTO cpencTea
MOXeT OHTH I[IpeOHa3HaueH IJIA oOO0ecClleueHMd XeJjlaeMOoTI'O WMJM 3adaHHOTO
npodmiiga B IJlasMe, U Opoduiib B ILJIasMe MOXeT UVMUTUPOBATH IIPpOoOUIb
BEHICBOOOXIOeHMA. Hamopumep, B TO BpeMd KaK MOXHO OXMIOAThL, UYTO
3aMelJIeHHOE BHICBOBOXIOEHNE AKTUBHOTO BelecTBa obecrneunBaeT
nomnepXaHve IOO3H B ILJla3Me, MOXHO  OXUIOATh, UTO  MMIIYJIBCHOE
BHICBOBOXIeHMe obOeclleuMBaeT MMIIYJILCHHM (MK ¥ yIJyOJeHUe) Ipoduilb
B ILJlasMe, HO 5BTO He o0043aTeJIbHO Tak. Bpemda nogyxuszsHu (Ti,5)
AKTMBHOT'O BelleCTBa B KPOBOTOKe (eI'0 CKOPOCTEH pacliana) MOXeT OHTH
TakMM, UYTO 3aMelJIeHHBM WM HEelIPEepPHBHEM IPOoOMIIL B ILJla3Me MOXeT
OHTE pPes3yJIETaTOM MMIIYJIECHOTO MNPpOodMIIS OOCTaBKM. TakXe pPOJIb MOTYT
UI'paThk IOpyrMe QaKTOPE, TakMe Kak Ouoabcopbumd, OMOOOCTYIHOCTL U
bdekT [IepBOTO MNPOXOXIeHMA. IlIpoduiask B IJla3Me, o0ecleuMBaeMBN
npodmiieM BECBODOXIEHMS KOHKPETHOT'O AaKTMBHOTO BemMecTBa, TaKxe
MOXeT BapbMPOBATBCHA OT INallMeHTa K IalMeHTY.

[000114] I[TokazaTesin OMOOOCTYIIHOCTHA M3BECTHEL B OaHHOM
oBJlacTM M BKJILUAT IJIOmMalb I[I0X KPMBOM KOHIEHTpalusa B ILJla3Me-—
BpeMsa (AUC), MakCMMyM KOHUeHTpaluuMr (Cpax) U BpeMa 00 Crpax (Thax) -

[000115] AUC ompenmeygeTcs ILJIomManbio II0I KPMBOWM KOHLEeHTpaluus
B IJla3Me-BpeMsa U TIpencTaBiIsgeT CoOOM KOJIUMUECTBO JIEKAapPCTBEHHOTO
cpelCcTBa, BECacHBaeMoe rocJe BBEIeHUs OOHOKpPAaTHOM OO 3E
JIeKapCTBEeHHOTO cpencTBa (Remington: The Science and Practice of

Pharmacy, Gennaro Ed. 2000, p. 999).
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[000116] Cuux IpemncTaBygeT cobo¥ MaKCHMMaJbHYI KOHILIEeHTpaluio B
jIasMe, IOOCTHUIaeMyk IIOCJIe IIepopalJIbHOT'O BBeJIeHMHI JIeKapCTBEHHOT'O
CpeIncTEBa (Remington, page 999) . [lepopaliHOE BBeIeHMe
JIEKAapCTBEHHOTO CpPencTBa IPUBOOUT K OOHOM Crax, HO MOXeT IIPUBOIOUTDL
Kk OoJlee UueM OJHOM IIMKOBOM KOHIEHTpallMM B ILJla3Me, HalpyMep, IocJe
BBelIeHMI CcOoCcTaBa C MMIIYJILCHOM IO30M.

[000117] Thax npencrTaejdgeT cobom KOJIMYEeCTBO BpeMeHH,
HeobxonumMoe IJId OOCTWXeHUS Cpax [IOCJIe IIepOopalJIbHOT'O BBeIeHUA
JIEKapCTBEHHOT'O CPencTBa, M OHO CBS3aHO CO CKOPOCTBK BCaCHBaHUA
aKTMBHOTO BemecTBa (Remington p. 999).

[000118] IIOKpHTHME KOHTPOJIMPYEMOI'O BHCBOOOXIEHMA OXBaThHBaeT
IIOKPHTUA, KOTOPHE OTCPOUUBAIT BEICBROOOXI EHNE, 3aMeJIAT
BEHICBOOOXIeHMe, IPEeNaTCTBYIOT BHCBOOOXIEHMIO U/UJIM MHEM 00pasoM
IIPOJIOCHTUPYIOT BEICBOOOXIEHME JIeKapCTBEHHOT'O CpenNcTBa M3 UYacTULH],
TIOKPHTOM [IOKPHTHUEM KOHTPOJIMPYEMOTO BEICBROOOXIEHU A . TepMuH
"KOHTPOJIMPYEMOE BHICBOOOXIOeHMEe" OoxXBaTHBaeT 3aMeJIeHHOe
BEHICBOOOXIEeHNEe, OTCPOUEeHHOEe BEHCBOOOXIEHMEe U CIJIaHMPOBaHHOE IIO
BpeMeHU VIMITYJIECHOE BEICBOOOXIEHNE . TaxuMm oBpasoM [IOKPHTHE
KOHTPOJIMPYEMOTO BHCBOOOXIEHMS OXBATHBAET IIOKPHTHE C 3aMeIJIeHHHM
BEHICBOOOXIEeHMEM, IIOKPHTME CO CIIJIAHMPOBAHHEIM I10 BPEMEHWM MMITYJIbLCHEM
BEHICBOOOXIEHVEM M TIIOKPHTHMEM C IIE€PMOIOM 3alepPXKMU.

[000119] KunteuHo-pacTBOPUMEI MIOJIMED OTHOCUTCHA K
UYBCTBUTEJILHOMY K PH HoJuMepy, KOTOPHM SABJISETCS PEe3UCTEHTHHM K
KeJJYyOOUHOMY COKYy (T.e. OTHOCUTEJIbBHO HEepaCTBOPUMEM IIPYM HU3KUX
YPOBHAX PH, BCTpeuvanmMxcsa B XeJIyIkKe), UM KOTOPHM pPacTBOPAeTCS IIPpU
foJjlee BHCOKMX YPOBHAX PH, KOTOpPHE BCTPEeUYalTCS B KUIEUHMUKE.

[000120] HemensieHHOe BEICBOOOXIOeHMEe B OTHOUEeHUN
bapMalleBTUUECKOM KOMIIO3MUIMMK, KOTOopas MOXeT IOIpelcTaBJIATL cobon
OO3UPOBAHHYID QOPMY MM KOMIIOHEHT IO3UPOBaHHOM QOPME, OTHOCUTCHI K
bapMalleBTUUECKOM KOMIIO3ULUM, KOTOpas BHCBOOOXITaeT ©OoJiee UeM WM
POBHO TNpubamamTesibHO 50% aKTMBHOTO BemMeCcTBa, B IpyI'OM BapuaHTe
OCYIEeCTBJIeHUA 0OoJiee UeM NPUOIM3UTENBHO 75% aKTMBHOT'O BemMeCTRBa, B
IOPpYyI'OM BapMaHTe OCyWleCTBJIeHMA OoJiee dWeM IpubImM3uTesbHO 90%
AKTMBHOTO BelleCTBa M B IPYyI'MX BapMaHTax OCYIEeCTBJIeHMS OoJiee UeM
OpUOIM3UTENIEHO 95% aKTMBHOTO BeMecTBa B TedeHMEe IPUOJIM3UTEIIBEHO

OIHOTO Yaca IIoCJie BBeleHMd [OO3VPOBaHHOM GopMu. TepMMH TakKxe
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MOXeT OTHOCUTBCH K (QapMalleBTUUECKMM KOMIIO3UIIMAM, B KOTOPHX
OTHOCUTEJIEHO OHCTpPOEe BHEHCBODOXIEHME aKTMBHOT'O BEMECTBa MIPOUCXOOUT
[IoCcJie TIlepuona 3alepXKM, B TedeHMe KOTOPOTI'Oo I[IPOMCXOIUT MalJloe
BEHICBOOOXIEHVE AaKTUMBHOTO BelecTBa WJIM BEHCBODOOXIEHME aKTMBHOTIO
BelMleCTBa He IIPOUCXOOUT.

[000121] CdepH HeMeIJIEHHOT'O BHCBOOOXIeHMA (IR) MIM dYaCTHUIE
HEMENJIEHHOTO BHCBOOOXIEHMS B MMPOKOM 3HAUEHMM OTHOCATCH K cdhepam
VIV JyacTullaM, comepxalym aKTUBHOE BEINECTBO, KOTOpoe
IEeMOHCTPUPYET CBOMCTBa HEeMeJIEHHOTO BHCBOOOXIeHMS B OTHOMEHUU
aKTMBHOT'O BelleCTRa.

[000122] Codepr 3aMelJIEHHOT'O BHCBOOOXIeHMA (SR) MIM YaCTHUIE
3aMeIJIEHHOT'O BEICBOOOXIEHMS B MUPOKOM 3HaAUeHMM OTHOCATCH K chepam
WY dYacTullaM, comepXallMM I[IOKpHTHMe SR, HaHeCeHHOe Ha CephleBUHY,
comepxalylo aKTMBHOE BeleCTRBO.

[000123] IIOKpHITME C IIepMOIOM 3aIOepPXKM WM IIOKPHTHUE CO
CILJIAHVMPOBAHHEIM  II0 BpeMeHU VMITYJIECHEM  BEICBOOOXIEHMEM (TPR)
OTHOCUTCHA K I[IOKPHTUI C KOHTPOJUPYEMBEM BECBOOOXIEHMEM, B KOTOPOM
CKOMOMHMPOBAaHH HepacTBOPUMEE B BOIE u KMIIEeYHO~PaCTBOPUMEIE
[IOJIMMEPEL ; nokpelTe TPR camMo 1o cebe ofbecneumBaeT UMIIYJLC
HeMeOJIeHHOTO BHCBOOOXIEeHMS aKTMBHOI'O BelleCTBa IIOCJe 3alaHHOTO
nepuona 3amepXku. Cheph CO CIJIaHMPOBAHHEIM I10 BPEeMeHM 3aMeIJIeHHHM
BHICBOOOXIeHMEM (TSR), nMeKlnme IIOKPEITHE TPR, HaHeCeHHOe Ha
fapbepHOEe  IIOKPHTUE (mokpuTHe  SR), obecrneunBamnT 3aMenJIe HHEM
Ipodmiib BEHCBOOOXIEHMS aKTMBHOI'O BeMecTBa IIOCJe 3alaHHOTO Iepuona
3aIepPXKHA.

[000124] CodepH OTCpPOUEHHOTO BHCBOOOXIeHMA (DR) MIM YaCTHIH
OTCPOUYEHHOTO  BHEHCBODOOXIEHMS B IMPOKOM 3HAUEeHUM OTHOCHATCSA K
cepIlleBMHe, coIepXxalley aKTHMBHOE BelecTBO. IIOKpHTHMe DR OTHOCUTCSA

K TIOKPEITHMI KOHTPOJIMPYEMOI'O BEICBOOOXIEHUSHA, coepXameMy KHUIIEeYHO—

PaCTBOPUMEIN [IOJIMMED, HeoOsA3aTeJIbHO B KOMOMHAaLUN C
ILJIacTUOUKATOPOM.
[000125] Cheprl KOHTPOJIUMPYEMOTO  BHCBOOOXIEHUA (CR) VI

YACTUILIE  KOHTPOJMPYEMOTO BHICBOOOXIEHNVS B  MMUPOKOM  3HAYEHUU
OTHOCATCH K CepAleBMHe, CcoIepxamel aKTHMBHOE BemeCTBO, UMeKIel
BHYTpeHHee  TIOKpHTHEe SR, 3a KOTOPHM HeoOg3aTeJIbHO  CJelyeT

HapyxHoe IHokKpeTHMe DR wmmm TPR, MM BHYTpeHHee IOKpHTHe TPR, 3a
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KOTOPEIM CJIenyeT HapyXHOoe IOKPHTHEe DR.

[000126] Ilepmonm 3BamepXKM OTHOCHUTCS K IIEPHMOINY BPEMeHM, KoTrna
MeHee uUeM NpubimM3uTeslbHO 10% akKTMBHOT'O BeMeCTBa BHCBOOOXIaeTCsHd
13 papMaleBTUUECKOM KOMIIO3MUIMM I[IOCJe IIpueMa KOMIIO3UMLUUNW WU
OO3UMPOBAHHOM QOPMH, COIepXalel KOMIIO3MILIMI, WIM II0CJe BO3OeMCTBUA
Ha KOMIIOBULMVK WM JO3MPOBaAHHYKL GQOpPMy, COIepXallylw KOMIIO3ULINUI,
VMUTUPOBAHHOW XMUIOIKOCTH (el) opTraHu3Ma, HalpuMep, IOIpM OlleHKe C
IIOMOImMEBI YyCTpoMcTBa USP C MCHOJBb30BaHMEM Cpenb C IOBYXCTalIVMHBEM
pacTBOpeHMeM (mepBHe 2 uyvaca B 700 mi 0,1 H HC1 mpu 37°C, a BaTeMm
TeCTUPOBaHMe pacTBoOpeHud npu pH 6,8, nocturaemoMm nodasjeHmeM 200
MII MomumkraTopa pH) .

[000127] "HaHeceHHBEM Ha'", HaIpuUMep, B OTHOMEeHMM IIOKPHTMA Ha
IIONOJIOXKE, OTHOCUTCHA K OTHOCUTEJILHOMY pPacIlOJIOXKeHNID, HallpuMep,
[IOKPHTMA  OTHOCUTEJIEHO  [TOOJIOXKH, HO OHO He TpeOByerT, UyTOOH
IIOKPHTHME HaxXOIMJIOCE B MNPAMOM KOHTakKTe C I[IOIJIOXKOM. Hampumep,
IepBOe TIIOKPHTHEe, "HaHeceHHOe Ha" MNOIJIOKKY, MOXET HaXOOUTHCH B
1P AMOM KOHTakKTe C [IOOJIOXKOM, VI OOVH VI HECKOJIBKO
IPOMEXYTOUHEX MaTepuaJioB WJIM TIOKPHTUM MOI'YT OBTH PAaCIIOJIOXKEHE
MeXIy IIePBHM IIOKPHTMEM U IOOJIOXKOWV. Hampumep, IIOKpeTHMe SR,
HaHeCeHHOe Ha CeplleBMHY, CcOoIepXallyld aKTMBHOE BemeCTBO, MOXET
OTHOCUTBCHA K IOKpHTMUIO SR, HaHEeCeHHOMY  HeloCpeIdCTBEeHHO Ha
CepnleBUHY, comepxXaly aKTMBHOE BEMEeCTBO, VI KMCJIOTHYIO
KPUCTAJNIMUECKY WM COIepXallyld KUCJIOTY CepIOlUeBUHY, WM MOXeT
OTHOCUTBCA K TIOKPHTUI SR, HaHeCeHHOMY Ha 3allMTHOe M30JIMpyklee
[IOKPHTHE, HaHeCEeHHOoe Ha cepnlueBUHY, coIepXallyo aKTUMBHOE
BEMeCTBO.

[000128] Mz30oauMpyoOIUNM CJIOM WMJIM 3alMTHOE MWIoJUpYyIlee IIOKPHTUE
OTHOCHTCSA K 3alMUTHOM o00JIoOUuke, HaHEeCeHHOM Ha YacTHIy CcepOlleBMHH,
comepxamyrn aKTMBHOE BeMeCTBO, WIM (QYHKIMOHAJBHOMY [IOJIMMEPHOMY
[IOKPHTUL, 3alMIaKileMy YacTUIYy OT MCTHUPaHMS M W3HANMBaAHMA B XOIe
00paboTKM, U/MUIM MUHMMUSKPYOIEMY 32JIeKTPOCTAaTUUECKUN 3apdal B XOoIe
nepepadboTKM.

[000129] IlepopalibHO IHOe3UHTeIpupylmasacsa TabjeTka wian ODT
OTHOCUTCH K TableTke, KoTOopasa OHBCTPO paclHajlaeTcsa B IIOJOCTU pTa

[IoCJjle BeBeleHMA 0Oes xeBaHusa. CM., HalopuMmep, our.l7. CKOpPOCTb
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pacrana MOXeT BapbMpOBaThLCH, OIOHAKO OHa BHIlE, UYeM CKOPOCTHb
Oe3MHTeI'paluuy OOWENPUHATHX TBEepIOEX IO3UMPOBAHHHX OGOpM (HaIlpUMep,
TabJIeTKM WJIM KallCyJIE), KOTOpHE IIpelHa3HaueHH OJIA [IpOoIJlaTHEBaHMA
HellOCPeLCTBEHHO rocJje BBeIleHUMd, VI BHIIE, ueM CKOPOCTBb
Oe3MHTeI'palum XeBaTeJlbHEIX TBEepPIOEIX OO3MPOBaHHEIX bopMm npu
TeCTUPOBaAHUN, Halpumep, C mnoMompon crnocoba TecTHporaHmMa USP
<701>.

[000130] TepmmH "IO CymeCcTBY Oe3UMHTeIpupyeTcda" OTHOCUTCH K
YPOBHL Ie3MHTeIpaluy, IpeIcTaBJidlleMy CcofoM »Oe3MHTerpaluuio IO
MeHBIIEM Mepe OpubIM3uTenbHO 50%, DO MeHbBIENW Mepe NIPUOIU3UTENILHO
60%, 1O MeHbIIeM Mepe OpUbIM3UTeJBEHO 70%, T[IO MeHBIEW Mepe
npubams3uregbHo 80%, [IO MeHbBIIeN Mepe Opubau3uUTessHO 90% wmiau
npubamsauTreabHo 100%. Des3MHTerpalud OTJIMYaeTCHd OT pPacTBOPEHUA;
Oe3MHTeIpaluMa OTHOCUTCA K paclany WM yTpaTe CTPYKTYPHOTO
CLeIlJIeHMA, HalpuMep, YacTHl, COoCTaBJAnmMx TabJjleTKy, B TO BpeMA
KaK pacTBOPEHMEe OTHOCUTCA K COoJIobuiIM3aluy TBEpOOT'O BelleCTBa B
XUOKOCTHM,  HalIpMMep, COoJIobuiM3aluuy JIeKapCTBEHHOTO CpencTBa B
pacTBOpUTEJIe MM XEeJIYOOUHHX XUIKOCTAX.

[000131] HepacTBOPUMHIM B BOIe IIOJMMEep IMIpeacTaBjisgeT cobon
[IOJIMMEDR, KOTOPHM ABJISAETCH HEPACTBOPUMBEIM  WJIU OUeHb cyabo
PACTBOPMMEIM B BOIHOM cCpelle, He3aBUCHMMO OT pPH, WMIM Ha OPOTIKEeHUU
LMPOKOTO HOuanaszoHa pH (Hanpumep, oT pH O mo pH 14). IHoammep,
KOTOPHEM HabyxaeT, HO He pacTBOpSAeTCHa B BOOHOM cpelde, MOXeT OHTH
HepaCTBOPMMEIM B BOIE.

[000132] HepaCTBOPUMHIM B BOIe IIOJMMep IMIpencTaBJigeT cobomn
IOJMMEpP, KOTOPHM ABJIAETCS pPacTBOPMMEM, T.&. pPacTBOPSAETCS B
3HAUMTEJILHOM KOJMUYeCTBe B BOINHOM cCpelle He3aBMCHMMO OT pH.

[000133] KumedHOpPaCTRBOPUMEM  [IOJIMMEpP  IIpelCcTaBJIgeT cobon
[IOJIMMED, KOTOPHEM ABJISIETCH PacTBOPUMEIM, T.e. 3HaUUTEJIEHOE
KOJIMUECTBO pPacCTBOpPSAEeTCA B YCJIOBMAX KMIEeUYHMKa, T.e. B BOIHOU
Cpelle B YCJOBUAX OT HeWTpaJlbHHX IO MEeJIOUHHX, M HepaCTBOPWMEIM B
KUCJIEX YCJIOBUAX (T.e. IIPM HUBKUX 3HadeHMAX pH) .

[000134] PeBEepPCHUBHHN KMUIIEUHEM I[IOJIMMEP WM PaCTBOPUMHIM B
KeJynKe [IOJIMMED OTHOCUTCHA K [IOJIMMEDPY , KOTOPHM ABJIAETCH
PACTBOPUMEIM B KMCJIHX YCJIOBUAX ¥ HEPACTBOPMMHEIM B HEWTPAJILHHX U

MEeJIOUHEX YCJIOBMAX.
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[000135] Ecam HeT WMHHX VYKa3aHWUM, KOJIMUECTBO  Pa3JIMUHEIX
TIOKPHTUN  WJIK CJIOEB (Macca  THOKPHTUA) BEIp&XanT B KadyecTBe
[IPOLIEHTHOT'O YBEeJMUEeHMSa MaCCH UYacTHul WM cdep, oOecneurnBaeMoIo
CYXVM IIOKPHTUEM, OTHOCUTEJILHO MCXOOHOM MacCCH YacTull Win cbep
[Iepen IOKPHTMEM; HallpMMep, Macca IMNOKPHTMA 103 OTHOCUTCH K CYXOMY
[IOKPHTHED, KOTOPOe YBeJMUMBAET MacCy 4YacTulbel Ha 103.

[000136] ENMOZKBMBAJIEHTHOCTE IIpedcTaBJgeT coboM OTCYTCTBUE
3HAUMMO OTJIMUaklecad CKOPOCTM M CTeleHM BCaCHBAaHMA OOCTYIIHOTO
AaKTMBHOTO MHIpPeOMeHTa IIpM BBeIeHUM B TOM Xe I03& B CXOIOHHX
YCJIOBUSAX . BMOBKBUMBAJIEHTHOCTE MOXHO OIIPENEeJIATh c [IOMOIILIO
dapMakKOKMHETUUECKUX HapaMeTpoB, Hanpumep, AUC u Cpax.

[000137] OnHMM BapMaHTOM OCYIECTBJIeHMA SABJISeTCHI IIepopalibHEM
cocTaB QJIOPOIJIOIMHOJA, KOTOPHM COOEPXUT COCTaB MOOMOUIMPOBAHHOTO
BHCBOOOXIeHMsa (MR). B »ToM BapMaHTe OCYMECTBJIEHMSA OIHOKpaTHAaA
OO3MpoOoBaHHasaA GQ(opMa COOEPXUT KaK ITO3MPOBAHHYID GOpMYy HeMeIJIEHHOI'O
BHCBOOOXIOeHMa (IR), Tak M »OO3UPOBAHHYHD (QOPMY MIPOJIOHIMPOBAHHOTO
BEICBOOOXIEHN A (XR) . Kaxk  MCHOOJIB3YIT B paMKax n3obpeTeHmd,
OO3BUpPOBaHHASA bopma HeMeOJIEHHOTO BEICBOOOXIOEHU I BEICBOOOXIOaeT
AKTMBHOE BEINEeCTBO HEeNOCPeIdCTBEeHHO IIpM BBedeHuUM. KaK MCIOJIb3YIT B
paMKax nzobpeTeHms, OO3MPOBaHHAasA dbopma MIPOJIOHTUPOBAHHOT O
BEHICBOOOXIEeHNA OXBaTEHBaeT QOPMHl C OTCPOUYEHHEM BHCBOOOXIEHMEM,
CIIJIAaHMPOBAaHHEIM 1o BpEeMeHU BEICBODOXIEHMEM, KOHTPOJIUPY EMEIM
BEHICBOOOXIEHVEM WJIM HEIPEePHBHEM BHCBOOOXIeHMeM. Kak MCIOJb3YIT B
paMKax nzobpeTeHms OO3MpPOBaHHAaSA dbopma MIPOJIOHTUPOBAHHOT O
BEHICBOOOXIEHN A BHICBOOOXIaeT aKTMBHOE BEMECTBO c 3amaHHoOM
CKOPOCTBI Ha IPOT AXEeHUN HEKOTOPOTO nepuona BpeMeHU oJs
mogmepXaHMsa I[IOCTOSAHHOM KOHIEeHTpallMM JIeKapCTBEHHOTO CpelcTBa B
TedueHME OIpenesJIeHHOTO I[Iepuola BpPEeMeHM C MMHMMAJBHBEMY I[10O0OUHBEMM
sbbexTamMm. COCTaBH IIPOJIOHTVMPOBAHHOTO BHCBODOOXIEHUSA MOTYT OHTH
oBecrieyeHH IIOCPENCTBOM PAa3JIMUHEIX COCTABOB, KakK OIMCAHO HMWXe C
[IOMOWEBI WJLJINCTPATUMBHEIX, HO He OI'PaHMUMBAKIMX I[IPUMMEPOB, BKJOUAA
KOHBOTATHE I[IOJIMMEPOB C AaKTHMBHHM BeMEeCTBOM M JIMIIOCOMAJIbHEE COCTAaBH
aKTMBHOT'O BelNeCTRa.

[000138] CucremMa OOCTaBKM  MOXeT comepxaThb CepIleBUHY,
3aTpaBKy WJIM MaTPMKC, KOTOPHE MOTYT OHTH HaTpPyXeHH MM MOTYT He

OBITH Hal'PyXeHE aKTMBHEIM BeleCTBOM, W OIMH WMJIM HeCKOJIBEKO CJIOEB
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IIOKPHTHUA, COOepXalMx aKTMBHOE BelleCTBO U/UJIM CoIepXalluxX CJOM,
VIMEeIomM XapaKTepUCTUKN BHICBOOOXIEeHNH, KOTOPHE KOHTPROJNPYIT
Hayallo oeicTBUA n XapaKTepUCTUKA BEICBOOOXIEHU A AKTMUMBHOTO
BemecTBa. CepllleBMHY, 3aTpaBKy WIM MaTPUKC MOXHO M3TOTaBJIMBATH
WY IOJIydaThb W3 KOMMEPUECKUX MCTOUHMKOB. B KauecTBe OJIHOTO
IpuMepa cepllleBMHa MOXeT OHTL M3 caxapa WIM MUKPOKPUCTAJIJIMUEeCKOMN
LHEeJUIIJIOSZH C IUAOPOOMIIBHEM MaTPUMKCOM, W3TOTOBJIEHHEM, HalpUMeEp, U3
TUOPOKCUIIPONINIIME TUJILeJIJII0JIO SH (HPMC) , TUOPOKCUIIPONIMIILLEJIIIIIIO 3E
(HPC), mnoam(»TuUJIeHOKCHUIOa), I[IOJMU (BMHMIIOBOTO CIOMPTAa), KCaHTaHOBOMU
CMOJIEI, KapbOoMepa, Kappal'éHaHa, 300IJlaHa U T.I.

[000139] Ciiomn INOKPHEITUA  MOTYT obecrieuMBaTh HeMeOJIeHHOe
BEICBOOOXI eHNE, OTCPOUEHHOE VIMITYJIb CHOE BEICBOOOXIeHME VI
HeMeJIeHHOe BHCBOOOXIeHMe. HeMelJleHHOe BHCBOOOXIEHME aKTUBHOI'O
BelleCcTBa nus3 cJjoda HeMeJIEHHOTO BEICBOOOXIEHU A MOXeT OHTH
OOCTUTHYTO, HallpuMep, C MCIOJb30BaHMEM OUeHb TOHKOITO CJIOA WK
IIOKPHTUA, uYepe3 KOTOpOoe XKeJIYIOUHHM COK MOoXeT OHCTPO IMIPOHMKATH,
CIIocoOCTBYSA OHECTPOMY BEXONY AaKTHMBHOI'O BelleCcTBa; WIM KOTOpoe
BKJIOUAET AKTUBHOE BelleCTBO B cMecH, KoTOopad BKJIOUAET
nomnepxrBpaplee CBA3YOIee BeleCTBO MM IPYyTOV MHEPTHHEM MaTepuall,
KOTOPHEM OHCTPO pPacCTBOPSeTCS UM BHCBOOOXIAET aKTHMBHOE BEMeCTBO B
XKeJIYIOUHEM COK; WJIM C MCIOJb30BaHMEeM IIOOIepPXMBAIEeTro CBA3YIEeIo
BelleCcTBa WM  IPYTOTO VMHepTHOTO MaTepuala, KOTOPHM OHICTPO
pacrnagaeTcsa IOIpM KOHTakKTe C  XeJIYOOUHHEM COKOM, oprudyeM  Kak

MaTepmral, Tak n aKTVBHOE BellleCTBO 6HCTpO IUMCIIepIrMpyeTCAa B

KeJIYOIOUHOM COKe B BHIOE MeJIKMX JacTull . Takue GHCTpO
OTe3MHTeI'prMpyrImMmeCcAa u OVCIIeprrpypmmrec4d MaTepHraJlbl BRJIIOYAKT,
HallprMep, JJaKTO3Y u MWKPOKPHCTAaJIJIMYECKYIO L eJJIJIO3Y . [IprMepoM
CYyCIIeHIOVMpYyKmeIro BemeCTBa u CBA3YyKIEI'O BelleCTRBa ABJIAETCA

TUOPOKCUIIPONIUIIME TUJILLEJIIIIII0 32 «

[000140] KnmeuHopacTBOPUMEIE  IIOKPHETUA  IJIA  KOMIIOHEHTa  C
OTCPOUYEHHEM MMIIYJIECHEM BECBOOOXIOEHMEM MOTYT OHTE pH-3aBUCHMEMU
i pH-Hez3aBUCHMEMM ., KUIIEUHOPACTBOPMMEIE IIOKPHTUS IJIS KOMIIOHEHTAa
c 3aMenJI€eHHEM BHICEODOXIEHMEM ABJIATCSA PH-3aBUCHUMEIMA . PH-
3aBUCHUMOe [IOKPHTHE aKTUBUPYeETCH, BHICBODOXIa s JleKapCTBEeHHOE
CpencTBO, B M3BECTHOM MOMalas0He 3HaueHUM pH, KOTOPHM OOBUHO

COBIIamaeT C JIOKaJIbHEM pPH oKpyXawlel CcpedH, B KOTOPOW ARBRJIAeTCH
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XKeJlaTeJIEHEIM OTCPOUYEHHOe BEICBOOOXIEHME . VImioCc Tpa TUBHELE pH-

3aBVMCHIMEIE TIOKPEITMA BRKJIIIOWYAKT LOEJIJIIOJIO3EI aleTaT bTamyaT, LeJJIJIO3H

ageTatT TprMeJIJmTaT, T'MOPOKCHUIIPOIIMIIME TVMJIIL € JIJIIOJIO SEI dramarT,
IIOJIMBMHMIIalLleTaT dTasar, Kap6OKCMMeTMﬂ9TMHHGHHDHOBY,
COIIOJIMMEPMSOBaHHEE MeTaKpMjIioBaAda KMUCJOTa/MeTHUIIOBHE S@MPH

MEeTaKPUJIOBOM KMCJOTH, HalpMMep, TaKMe KakK MaTepuallkl W3BeCTHHEe
Ion TOPTOBHM HasBaHMeM EUDRAGIT® L12.5, L100 wmuum EUDRAGIT®
S5S12.5, S100 wmiamM CXOOHHE COeIOMHEeHMS, MCIOJIb3yeMHe OJIA I[IOJIyUeHUs
KUMEUYHOPACTBOPUMEIX IOKPHTHUM. Takkxe MOXHO MCIOJIE30BAaThL BOIHHE

KOJIJIOMIHEIE  IIOJIMMEPHEE  OUCIEPCUM UM PEeIUCIepCuu, HalpuMep,
EUDRAGIT® L 30D-55, EUDRAGIT® L100-55, EUDRAGIT® S100, mnpenaparT
EUDRAGIT® 4110D (Rohm Pharma); AQUATERIC®, AQUACOAT® CPD 30

(FMC) ; KOLLICOAT MAE® 30D m 30DP (BASF); EASTACRYL® 30D (Eastman

Chemical) .

[000141] pH-HeszaBMCHUMOE IIOKPEITHE BKJIIOUAET MaTepMraJit,
UyBCTBUTEJIbLHEE K bepMeHTaTUBHOM aKTUBalUN [IOCPenCcTBOM
azopeldyKTas B  KUIIEUHHX OaKTepuax (T.e. a30II0JIMMEPH) , NI

MaTepMaJltl, UYBCTBUTEJIbHHE K oerpalalliu noJimMcaxapmuuoasaMu B
TOJICTOM KMIIeUHMKe (HaTypaJibHBEE I[oJIMcaxXapMuIb) . HeoT'paHMUMBAaKIME
[IPVMEPH a30II0JIMMEPOB BKJIOUAT COIIOJIMMEPH 2-
TUIPOKCUBSTUIIMEe TaKpUilaTa (HEMA) u MeTUJIMeTakpuiaTa (MMA) .
HeorpaHuuuBamomue [IPpVMME PH IIPUPOIHEIX noJiMcaxapmuuooB BKJIOUAT
aMMJIOBY, XMUTO3aH, XOHIPOUTHH, IeKCTpaH M KCUJIaH.

[000142] KoMIioHeHT 3aMenJIeHHOT' O BEICBOOOXIEeHM A MOXeT
BKJIOUATH [IOKPHTU A 3aMenJIEHHOTO BEICBOOOXIEHN A, MaTPUKCH
3aMeIJIEHHOT'O BHCBOOOXIEHMS WM OCMOTUMUYECKME CUCTEMH 3aMeIJIEHHOTO
BEHICBOOOXIEHN A . [TOKPHTU A 3aMenJIEHHOTO BEICBOOOXIEHN A MOXHO
[IoJIy4yaThb C MCIIOJIb30OBAHMEM HEepacTBOPMMOTO B  BOIOe IIOJMMEepPa,
KOMOMHAaLUY  HepaCTBOPMMBIX B BOIe  IIOJIMMEPOB VI KOMOMHAaLUN
HEPACTBOPMMEIX B BOJIe W pPacTBOPUMMEX B BOIe IIOJMMepOoB. [IJis
MaTpukKca 3aMeIJIEHHOT O BHICBOOOXIEeHN A MOTYT VICIIOJIb30BaATHCH
OBMEeNpPUHATEE [IOJIMMEPE  3aMeIJIEHHOTO BEICBOOOXIEHN A, V3BECTHHE
CpeIHMM clelMaJucTaM B OaHHOM o6JacTu.

[000143] MinmoCTpaTUMBHEE T[IOKPHTUA 3aMeIJIEHHOTO BHCBOOOXIEHMSA

BRJIOYAKT IIOJIMBMHWIIalleTaT, anmeTatT LI eJIJIIJIO3H, L1 eJIJIIJIO 3EL ameTatT
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oyTHuparT, 11 eJIJII0JIO 3EL ameTatT IIpoIiMoHaT, STWJIINEJIJIIIIO3Y , XKVIPHEIE

KMCJIOTE M WMX CJIOXHHE 3QUPH, aJIKUJIICIIVMPTE, BOCKM, 3eMH ([IpoJaMuUH
U3 KYKYPYS3H) M BOIHHEE IIOJMMEpPHHEE OUCIePCHUM, Takre Kak EUDRAGIT®

RS m RL30D, EUDRAGIT® NE30D, AQUACOAT®, SURELEASE®, KOLLICOAT®
SR30D m JlaTekC C aleTaToM LeJJIoJIO3H.

[000144] T'pavynel  wian cheprl  MOXHO roJIydyaThb nus JIOBIX
bapMalleBTUUECKM IIPUMEMIIEMEHIX MaTepMalioB, MCXOOSA U3 COBMECTUMOCTU C
AKTMBHEIM BEmMEeCTBOM U QUBUKO-XMMMUECKMX CBOMCTB T'pPaHyJ MU Ccdep.

[000145] Cpasywnlue BelleCTBa BKJIOUAKT IIPOM3BOINHBEE L EJIJIJIOSBE,
TaxKue Kak Me TUJILEJIJIIIIO3a, TUOPOKCUD TUIILLEJIIIIII0 34,
TUOPOKCUIIPONIMIILEJIJIIIO3a, TUMOPOKCUIIPONIMUIIME THUIILLEJIJIIIO 34,

IIOJIMBUHWIITIMPPOJIMIOOH, COIIOJIMMED HOHMBMHMHHMPPOHMHOH/BI/IHI/IJ'IaI_LeTaT "

T.I.

[000146] PasprxJIuTesn BKJIOUAOT KYKYPY3HHM KpaxMmal,
npexeslaTUHU3UPOBaHHEM KpaxmaJl, CIIUTYIO KapOOKCHUMe THUIILEJIIIIJIO 3Y
(AC-DI-SOL®), HaTpMuda KpaxMmajla I[JIMKOJIAT (EXPLOTAB®) , CUIM THIV

NOJIMBUHUINUPPOJIUIOH (PLASDONE XL®) m T.1.

[000147] HanoJHUTEeJM BKJOUAT JakTo3y, KkKapdOoHaT KaJabluig,
pocharT kaJgpUMg, CyabdaT KaJbLMLg, MUKPOKPUCTAJIJIMUECKY LeJJInIIosY,
OeKCTpaH, KpaxMaJlkl, caxXapo3y, KCUIUT, JaKTUT, MaHHUT, copbur,
XJIOPUI HATPHUA, HOJIUBTUIIEHTJIMKOJEL M T.I.

[000148] [TOBEPXHOCTHO-aKTUBHEE BellecTBa BKJIIOUAOT
JaypuiIcyJbdaT HaTpuH, copbuTraH MOHOOJIEAT, MOJIMOKCUR TUIIEH
copbuTaH MOHOOJeaT, COJM XeJIUHHX KUCJIOT, IUIMLIEepUJIMOHOCTEeaparT,
JuHuio PLURONIC® (BASF) u T.1.

[000149] ComobuamM3aTops BRJKYAKLT JIMMOHHYK KMCJIOTY, SHTAPHYIO
KMCJIOTY, byMapoBy© KMCJIOTY, A6JIOUHYD  KUCJIOTY, BMHHOKAMEHHYIO
KMCJIOTY, MaJIeMHOBYK KMCJIOTY, TJIyTapoOBYK  KUCJIOTY, tukapboHaT
HaTpuda, kKapboHaAT HaATPMA M T.1.

[000150] CTabuImM3aToOpPE BKIKYAKT AaKHTUOKCHUIAHTEH, OybepH,

KMCJIOTEI W T.[.HO. Hle\/lepr AHTVMOKCHMIaHTOB MOI'YT BKJIKOYATL, HO He

OTPAHUUYMBAKLTCSA VMM, ACKOPOMHOBYI  KUCJIOTY, ACKOPOMIINAaJIEMUTAT,
By TUIINP OB aHHEIM TUOPOKCUAHM30JI (BHA) , OV TUJIIMP OB aHHEIN
TUOPOKCUTOJIIYOJI (BHT) , OVS TUJIEHTPUAMMHIIEHTAYKCY CHYIO KUCJIOTY

(DTPA), »meraTH (EDTA), MOHOTHMOTJIMLEPMH, ackopbaT HaTpMa, HaATPUM



53

popMalbLmeTmnn cyJibdporcuiarT, MeTabucCyJibouUT HaTpu4i, OUCYIILOUT
HaTPpUA, TPUTJIMKOMAT, BUTaMVH E VIV ero MIPOU3BOIHEE,
nponmMiarajjiaT, MxX KOMOMHaluM M T.II.

[000151] Cuanenyromas MHOOpMallMa WIIRCTPUPYIRT WILJIIOCTPaTUBHEE,
HO He OT'pPaHMuMBaKIME CIOCOOB IIPOM3BOICTRA.

[000152] CepOueBUHY MOXHO IIOJIydaThb IIOCPEINCTBOM 3SKCTPRY3UMU—
OKaTHEBaHUA, TPaHyJUPOBaHUA C OOJBIIMM YCUIIMEM CIOBMUI'a, HACJIOEHUS B
pacTBope WJIM CYCIIeH3UM.

[000153] [Tpun DKCTPY3UN—OKATHBaHUN AKTUMBHOE BeleCcTBO u
oOpyrme noOaBKM T'PaHYJMPYIT I[IOCPEeICTBOM HOOaBJIEHMS CBA3YKIEI'O
pacTrOpa. BiiaxHywo Maccy MIPOIIyCKaKnT yepes DKCTPYIEPR,
O0OOPYIOOBAHHEIM CUTOM OIpPeInel]IEHHOTO pa3Mepa. OJOKCTpyOaT OKAaTHBAKT B
oKaTeBaTeJsie. [loJIydeHHHEe TpaHyJIEl CcyllaT UM I[IpOoCeMBaKT.

[000154] [Ipy Tpa”HyJIMpOBaHMM C  OOJIBIIMM YCHUJIMEM CIOBUT'a
aKTMBHOE BEIleCTBO M IOpyI'Me HDOOABKM CMellMBalT B CYyXOM COCTOSHUMU,
a 3aTeM CMechb CcMauMpawonT JoOaBJIeHMEeM CBA3yKIero pacTBopa B
TpaHyJigTope/cMecuTese c BOJIbIMM YCUIIEM coBura. T'panyJs
bopMMpyT MOCJEe CMauMBaHMKA IIyTeM COUeTaHHOTO IeMCTBUA CMelleHUS U
nomoJia. IloJIydeHHHE TPaHyJIE MM MapuMKM CymlaT M IPpOCEeMBalT.

[000155] Ilpm HacJoeHMM B pPacTBOPE WMJIM CYCIEH3UM PacCTBOP WK
OMCIIepCHID JIEKAPCTBEHHOTO CpelICcTBa CO CBA3YKIEM BemeCTBOM WM 0e3

HeTO HaIIbBIJIAT Ha 3aTpaBKM C OIipeneJIeHHEIM pa3MepOM 4YWaCTHUI] B

CYIMIIKE c [ICeBIOOXIKE HHEM cJoeM WIIN IPYyTOM IOOXOOAlEM
YCTPOMCTRE, TaKMUM oBpasoM, HaHocH aKTHUBHOE BelleCTBO Ha
IIOBEPXHOCTEL 3aTPaBoOK. HaTpyXeHHBE AaKTUBHLEM BeEOEeCTBOM TI'PaHyJIH
cymar.

[000156] YacTUUE CepOleBMHE MMenT IOIMaMeTp B IMalasoHe
OIPUOIIUBUTEIILHO 50 MUKPOMETPOR - 1500 MUKPOMETPOER;
npennoururessHo 100 vmkpoMeTpoR - 800 MMKpOMeTpOB. YaCTHMLE
CepOlLeBMHH MOTYT OHTHL IIOKPHTH B YCTPOMCTBe C [ICEBIOOXMKEHHBEM
CJI0eM IIOCPEenCcTBOM Yepenywomelcs IIOCJIenoBaTeJIbLHOCTH CJIOEB
IIOKPHTUA. CepOUeBMHY MOXHO IIOKPHBATE HEIOCPEeICTBEHHO CJIOeM WU
CJIOAMM aKTMBHOTO BemMecTBa UM/MJIM aKTHMBHOE BeMeCTBO MOXHO BKJIOUYATDL
B MaTepMaJl CephOleBMHH. Pasgeldomyi WM BalMTHHEI  CJOM  MOXHO
noBaBJIATL CBEpPXyY COIepXamero aKTMBHOE BEemMeCTBO CJIOS W/ WM MeXmIy

CJIOAMM AaKTMBHOTO BelleCTBa. Pasmeligolui MJIM SBalMTHB CJIOM MOXHO
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OoDaBJIATH Ha IIOBEPXHOCTE HarpymeHHoﬁ AKTVMBHEM BellleCTBOM
CeplleBMHE, a 3aTeM Ha HeI'O MOXHO HaHOCHUTB KMMQQHO—paCTBOpMMHﬁ
cJIon OTCPOYEHHOT'O VIMITYJIECHOI'O WJIM HEIIPEPEBHOI'O BEICBOOOXIOEeHMA .
Takxe K KUIEUHOPACTBOPUMOMY CJIOK C OTCPOUYEHHEM MWMIIYJIECHEM WJIN
HellpEePEIBHEIM BEICBOOOXIOEHMEM MOXHO HOOOABJIATH HPYPOﬁ CJIOM aKTHUBHOTO
BemecCTBa IOJIA JOCTAaBKIM HepBOHaanbHOﬁ ITO3EI. Cion SalllMTHOI'O
IIOKPETMA MOXHO HAHOCHTE HEIIOCPeICTBEHHO CHapyXxlM JIoo conepmameﬁ
aKTVMBHOE BemeCTBO CepIOlLleBVHE, JInbo CepIOLEeBMHEI C HaCJIOEHHEM
AKTVMBHEIM EBell€eCTBOM, O@merMHHTHMM criocobamMr HaHeCeHUd IIOKPHTMA,
MCIIOJIBE3yEMBIMIM B OaHHOM obilacTH, TaKVMM KakK IOPpaXrMpoBaHIMEe WIIN
HaHeCeHle TIOKPHEITMA B IICeEBOOOXMAXEHHOM cJioe, C MCIIOJIESOBaHMEM
pPacTBOPOEB I1OJIMMEepPOB B BOIIEe mMJin IO OXOOAINMX OpPTraHNYEeCKHNUX
paCTBOpMTeﬂeﬁ, VI BOIOHEIX nmcnepcmﬁ IIOJIVIMEPORB .« Nooxopgamye
MaTepmrmaJlbl IOJIA 3allMTHOT'O CJIOA BRJIIDYaART TIIPOM3SBOIHEE L EeJIJII0JIO3E,
TaxKme Kak TMIOIPOKCUS TUIILeJIJIInIJIO3a, TI'MOPOKCUITPOIIMIILI eJIJIIJIO3a,
TI'MIOPOKCUIIDOIIMIIME TUIIL eJIJIIJIO3a , TIOJIMBVIHWIJIITIMPPOJIMIIOIOH, COIIOJIMMEP
HOHMBMHMHHMPPOHMHOH/BMHMﬂaHeTaT, BOIOHEIE IOUCIIEPCHUM STWJILEJIJIIOJIO 3EL
(AQUACOAT®, SURELEASE®), EUDRAGIT® RL 30D, OPADRY®, auerar
IeJJIIJIO3E, LeJUJIIJIO3E alleTaT GYTMpaT, IeJJIJIO3E alleTaT IIpOoIIMoHaT,

DTUIILEJIJIIIIOEa, XUPHBEE KUCJOTH M MX CJOXHEE S0UPE, BOCKM, 3eMH U
BOIOHEE IUCIEPCUM IIOJMMEPOB, Takre Kak EUDRAGIT® RS m RL 30D,

FEUDRAGIT® NE 30D, AQUACOAT®, SURELEASE®, wu/miu JjlaTekc C alleTaToM
LIEeJIJIJIOBE, OTIOEJIBHO MJIM B KOMOMHALMKU C THUOPOOMIILHEIMM IIOJIMMEepaMu,

TaKMUMU Kak TUOPOKCUD TUIILLEJIIIIO3a, TUOPOKCUIIPOIMIILLEJIIIIIO3a
(KLUCEL®, Hercules Corp.), TUIOPOKCUIIPONIMIIME TUIILEJIIIIIIO 34

(METHOCEL®, Dow Chemical Corp.), MNOIUBUHMIIIUMPPOJIMIOOH ¥ T.I.
YPOBHM IIOKPHTHSA HaxXOOUTCsA B Oualla3zoHe OT IpUOJIM3UTEJIEHO 1%
Macc./Macc. OO0 TIpuOIM3UTEJIBHO 6% Macc./Macc., OPenlouTHTEJBHO OT
NpUBIMBUTENILHO 2% Macc./Macc. Oo IpubiamM3uTesbHO 4% Macc./Macc.
[000157] KuMIeUHOPACTBOPMMEIM CJIOM C OTCPOUYEHHHM WMMITYJIbCHBEM
BHICBODOXIEeHMEM W HellpepPEBHEM BHCBODOXIEeHUEM HaHOCHAT Ha
CepIlUeBMHY C UW3OJUPYRIMM IIOKPHTHUEM WM ©0e3 Hel'o, OOWellpWHITEMA
cnocoBaMM HaHeCeHMs IIOKPHTHA, M3BeCTHHMM B IaHHOM of0JjacTH,

HallpriMep, IpaXrMpoOoBaHeEM WMJIM HaHeCeHMeM IIOKPEITHMA B TIICEBIOOXVIXEHHOM

CJIOoe, C UMCIIOJIE3OBaHMEeEM paCTBOPOB IIOJIMMEPOB B BOIe WMIIM IIOIOXOIOAMMX
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opraHnueCKUX PacTBOPUTENEN, NI c VCIIOJIb30BaHNEM BOIHEIX
OVCIIEPCUM TIOJIMMepoB. lloOAxomamye CpelCcTBa IOJIS HaHeCeHUS [OKPHTUA
M3BECTHE B JaHHOM 006JlacTM, HaIpUMep, KOMMEpUYeCKM NOCTYIHHe pH-
UYyBCTBUTEJLHEE IIOJIVIMEPH, Tak uTo aKTUBHOE BelleCTBO He
BEICBOOOXOaeTCH B KMCJION cpene KeJlyoIKa (pH < 4,5), HO
BEHICBODOXOAEeTCSa M CTAHOBUTCS HOOCTYIHHEM, Kornma pH-UyBCTBUTEJLHEN
cJjion pacTeopsaeTCcd npu BoJiee BEICOKOM SHaAUEeHUN PH rocJe
OIpeneJIeHHOT'O IIepMola BpeMeHM OTCPOUKM WM IIOCJle TOor'o, Kak
OO3MPOBAHHAA eOMHMIE [NIPOXOOUT depes XeJlyIoK.

[000158] KnmeuHopacTBOPUMELE [IOJIMMEPEL o4 KOMIIOHEHTA
OTCPOUEHHOTO UMMIIYJIbCHOT'O BEICBOOOXIEHMA M KOMIIOHEHTAa 3aMelNJIeHHOTO
BHICBODOOXIOEHMUSA  BKJIOUAKT, HallpuMep, LeJUIJIO3E aleTaT ¢Tajar,
LI eJIJIIOJIO 3Bl auerTar TPMMEeJIJIUTAaT, TUOPOKCUIIPOIIMUIIME TUJIILLEJIJTIOIIO 3l
brasarT, [IOJIMBUHMIIALLETAT brasar, KapOOKCHUME TUJIIS TUJILLEJIIIIIIOBY ,
COIOJIMMEPVZ0BAHHEIE MEeTaKPWUJIOBas KUCJIOTa/METUJIOBEHE CJIOXHEE 2OUPH
MeTaKpUJIOBOM KMUCJIOTH, HalpMUMep, TaKMue Kak MaTepMualJitl, W3BeCTHHE
og TOPTOBEM Has3BaHueM EUDRAGIT® L12.5, L100 wm EUDRAGIT®
S12.5, S100 wmiIm cxXoOHHE COeIOMHEeHMS, MCIOJIb3yeMele OJIS II0JyUYeHUs
KUMEeUHOPACTBOPYMEIX IOKPHTUM. TakXe MOXHO MCIOJIB30BATH BOOHHE
KOJIJIOVOHEE OUCIIEPCUN NI penucnepcun IOJIMMEPORB, HapuMep
EUDRAGIT® L 30D-55, EUDRAGIT® L100-55, EUDRAGIT® S100, mnpemnapar

EUDRAGIT® 4110D (Rohm Pharma); AQUATERIC®, AQUACOAT® CPD 30

(FMC) ; KOLLICOAT MAE® 30D m 30DP (BASF); EASTACRYL® 30D (Eastman
Chemical) .

[000159] KnmmeuHopacTBOPUMELE [IOJIUMEPEL C OTCPOUYEHHEM
VMMIIyJIbECHEIM  BEICBOOOXIEHMEM U 3aMeOJIeHHBM BEHCBOOOXIEeHUEM MOTYT
OBITE MOOMOUUMPOBAHEL  IIyTeM  CMelleHUs C OIPYIVMM  M3BEeCTHEMM
OponyKTaMy IOJIA HaHeCeHMSa IIOKPHTUSA, KOTOpHEe He gABjdgwTca pH-
UyBCTBUTEJIEHEMI, HallpUMep, HeVTpaJbHBEMA CJIOXHEIMI sdupamMm
METaKPUIIOBOM KMUCJIOTHEH C HeBOJBIMOM YacCThbl XJOpUIa TPUMETUIIaMMOHM S

STUIIMETaKpUJaTa, KOMMEPUeCKM HOOCTYIIHOTO B KauecTBe EUDRAGIT® RS
1 EUDRAGIT® RL; IucCIepCHel HEeMTPAaJIbHEX CJOXHEX 30MPOoB 0e3 KaKUx-—
b0  QYHKIUMOHAJBHEX TPYIN, KOMMEPUYeCKM IOCTYIIHOM B KadecTBe
EUDRAGIT® NE30D; M  OopyI'mMM pH-He3aBUMCHMMEIMM IPpOIOYKTaMM  IJIg

HaHeCeHMA IIOKPEITHA.
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[000160] MooudUIIMPyIOmMi KOMIIOHEHT 3alMUTHOTO cJIo4,
WCIHOJB3YEMOTO Ha  KUIIeUHOPACTBOPMMOM  TOKPHTHUM C  OTCPOUEHHHM
VIMITYJIbCHEIM BEHICBOOOXIEHMEM WM 3aMeIJIEHHEM BHCBOOOXIEHMEM, MOXET
BKJIOUATHL T[IPOHUIAEMEM IOJIS BOIOH OapbepHB CJIOM (IIOJIYyIPOHMIlAEMEIN
IOJMMEpP), KOTOPHM MOXeT OHTH [IOCJIeNOBaTeJIbHO HaHeCeH TIIoCjie
KUIIeUHOPaCTBOPYMOTO IIOKPHETU A 0Jis YMEHBIIEHU I CKOPOCTHU
IIPOHMKHOBREHMSA RBOINH UYepes3 CJIOM KUMEeUHOPaCTBOPMMOTO MOKPHTUSA MU,
TaKUM obpaszoM, YBEeJIMUeHU I BpeMeHU 3anepXKu BHICBOOOXIOEHU A
AKTMBHOT'O BeEMleCTBa. I[IOKPHTHME NOPOBONAT, KakK OIMCaHO paHee.

[000161] HeobBsg3aTeJIbHO MOXHO HaAHOCUTB 3 AU THEIN WMJIIn

OKpalleHHH BepxHui cJjoi. OPADRY®, OPADRY II® (Colorcon) u
COOTBETCTRYIIME ILBETHHE M OeclBeTHHe kaTeropum oT Colorcon MOTYT
3aMUMAaTE TPAaHYJIH OT KJIEeVMKOCTM M NpMIaBaTb MNIPOOYKTY ILBeT. B omHOM
BapMaHTe OCYUMEeCTBJIEHMS 3allMTHOEe WMJIM LIBEeTHOE IIOKPHTME HaxXOOUTCH B
IomarnasoHe oT 1% mMacc./mMacc. OO 6% Macc./Macc., OpeOloudTUTe]IbHO
oT NPUBJIM3UTEJILHO 2% Macc./mMacc. oo OPpUBIIM3UTEIIEHO 3%
Macc./Macc. Takxe MOXHO MCIIOJb30BAaTH TaJlbK.

[000162] B cocTap BepxXHeTro cJIoS  MOTYT OHTH BKJIIOUEHH
KOMIIOHEHTE, HalpuMep, IJsa obJerueHUs WM ofeclneueHud eme O0oJee
BrIcTpOTO BHICBOOOXIeHMS. TakMe KOMIIOHEHTH BKJIOUAT, HalpUMep,
J1acTudMKaTOPE, B TOM UMCJIEe aleTUJITPUSTUILUTPAT, TPUSTUILUTPAaT,
aleTUJITPUOY THILUTPAT, onndyTuicedaxkarT, TpualeTuH,
IIOJIMB TUJISHTJIMKOJIM, OPONMJIEHTJIMKOJIM UM T.IO.; CMalHBallMe BemecTBa,
B TOM UuMCJIe TaJlbK, KOJJIOMOHHY IMOKCHI KpeMHUSI, cCcTeapaT MalHudg,
CTeapaT KaJblMsg, OMOKCUI THUTaHa, CUIMKAT MaTlHMUS UM T.I.

[000163] KomMniozuumsa MOXeT OHITH BKJIOUEHA B TBEepIHE
XeJIAaTMHOBEIE  KaICYJIH, Jubo oTOeJIbHO, JHudo ¢  IOOINOJIHUTEJILHBMA
SKCUUTIMEeHTaMN . Komrnosuiiysa MoXeT OHBTbL BKJOUeHa B TabJeTKy,
HaopuMep, OyTeM BKJOUEeHMS B MaTpUKC TabJeTKM, KOTOPHM OBCTPO
paccpemoTouMBaeT UYacCcTMUBE IIOoCJie NpoTJiaTHBaHMA. [JIa HOpelyIpexXIeHMI
paszpymeHmnsa yacTHuil B opoliecce TabJIeTUPOBaHU I TpebyeTcsa
HaloJIHUTeJIL/CBI3Ylee BemecTBO, HalpuUMep, MUKPOKPHUCTaJIMUYecKasd
LeJIJInJIo3a (AVICEL®) , IoJiMcaxapun cou (EMCOSOY®) ,
IpexeslaTUHMU3UPOBaHHEe KpaxMaJel (STARCH® 1500, NATIONAL® 1551), wu

IIOJIND TUIIEHTJIMKOJIU (CARBOWAX®) , IPUCYTCTBYRIMEe B IOMalasoHe OT
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npubar3nuTelsHo 5% Macc./macc. mno npubamsmTesbHO 75% Macc./macc.
C TPennouTUTEJILHEM OMAala30HOM OT NpubIM3uTeNlbHOo 25% Macc./macc.
no npubauzuTensHo 50% Macc./macc.

[000164] SKCUUIIMEHTH Kak npaBuJio, BKJIOUAKT, HO He
OTPaHUUYMBAKTCA MMM, OOMH WJIM HECKOJIBKO MHEPTHHX HAaIOJIHUTEJIEN,
BKJUAKINX MUKPOKPUCTAJNIMUECKYK  LeJUIJIo3Yy, [oJMucaxapuOe  COu,
onuruopaT ¢ochbaTa xkajgpuMa, CyabdaT Kajgpluug, JaKTo3y, caxaposy,
CopbuT M T.O.; OIOMH WMJIM HECKOJIEKO MaTepMralJioB, KOTOPHE COOO0manT
TEeKy4YeCThb IIOpOWIKaM, BKJIUAS BHCOKOOMUCIEPCHEM OUOKCUI KpPEMHUSH,
cuiMkKarejb, CTeapaT MalHUsA, CTeapaT KajgbUuad M T.O.; OOHO WU
HeCKOJIBKO CMas3HBalllMxX  BeMecTB OJA o0ecledeHMsa  Haljexallel'o
TabjleTUpPOBaHUA, BKJIIOUA I IOJIUB TUJIEHTJIMKOJIE, JIeMUMH,
Ml epuiibereHaT, CcTeapaT MaTHUA, CTeapaT KaJlblLMsa, CTeapMHOBYIO
KMCJIOTY, TUOPOTEHU3UPOBAHHOE pacTuTeJIbHOEe MacJIo n T.IO.,

NpUCYTCTBYIMEe B OManasoHe OT IpubiausuresbHO 0,1% Macc./Macc. Oo

npubarsureasHo 10% Macc./Macc., C NOPenlouYTUTEJILHEM OMalas3OHOM OT
NPUBIIM3UTEJILHO 0,3% Macc./mMacc. oo OPUBIIMBUTEIIBEHO 3,0%

Macc./Macc.

[000165] Pazpexaureau »poOaBJIST OJS pPaccpedoToueHusa cdep
[IoCJle IpoIJlaTHBaHMA TabJlIeTOK. Pa3peEXJUTeNM BKJIOUAKT, HO He
OTPaHMUMBAITCS MMM, CHUTYID HaTpUM KapOoKcHMeTMJILe o3y (AC-DI-
SOL®), HaTpud Kpaxmaja IJIMKoJaT (EXPLOTAB®, PRIMOJEL®), CHMTHIA
NOJIMBUHWIINIOIUNIMPPROJIMOOH (Plasone-XL) m® T.nO., TOPUCYTCTBYKINME B
IMarnasoHe OT NPUOJMBUTEJILHO 3% Macc./Macc. OO NpUOIM3UTeNbHO 15%
Macc./Macc. C TIPEenlouTUTEJIBHEIM OMala30HOM OT OpUubIM3UTEJIBHO

gMacc./Macc. mo npubiamsuTessrHo 10% Macc./Macc.

[000166] B oIHOM BapMaHTe OCYINEeCTBJIeHMA TabJeTku oOpa30BaHH

nus yacTUil, KOTOpPHE rnomamnTcd B CMeCHUTeJIb C AVICEL®,
Pa3pPLEIXJIUTEJIAMY M CMa3HBaIMM BelleCTBOM, IIepeMellMBaknTCcCd B TeueHMe
openeJjleHHOTO IIepMoIa BpeMeHM (MUMHYTH) IJA I[IOJyUYeHUS OIHOPOIOHOM
cMecH, a 3aTeM CMecCh [oMemaeTCcda B 3aTPYy30UYHOE oTIneJIeHue
TabJIeTOUHOT'O IIpecca, KOTOpOoTo 3aTeM IpeccyeT ee B TablleTKU.
VcrnionessyeMad cuia npeccoBaHuUAa ABJISIeTCHd OIOCTAaTOUHOM IOJIis
obpasopaHua TabJIeTKM, HO He OJ4 paspylleHMsa cdoep MM IOKPHITHUM.

[000167] TabjeTka MOXeT OHBTL CKOHCTPYMpPOBaHa C  TpeMmda
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CJIOAMM, T'Oe KOMIIOHEHT HeMeIOJIeHHOT'O BHCBOOOXIEHMA IIpMMellaH B
CYXOM COCTOSHUHA, n KOMIIOHEHTE OTCPOUYEHHOT'O VIMITYJIE CHOT'O
BHICBODOXIEHMA M 3aMeIJIeHHOT'O BHCBOOOXIEHMSA I[IOLOBEPIHYTH BJIAXHOMY
TPaHyJMPOBaHUD. BaTeMm TabjieTKa bopMmpyeTCAa [IOoCpPenCcTBOM
ONOHOCJIOVMHOTO WJIM TPEXCJIOMHOTO IIpeCcCOoBaHMA. [IpM pPacTBOPEHUM CJIOEB
KaXOEM KOMIIOHEHT BECBOOOXIDaeTCHd ¥ IOeMCTBYeT B 3BaBUCHUMOCTMU OT
COCTaBJIEHUA : HallpuMep, YaCTHULEL HeMeOJIeHHOTO BHICBODOXIEHU A
obecrneunBamnT HeMeIJIeHHOe  BHCBOOOXIEHMEe, YaCTHULE OTCPOUEHHOTO
VIMIIYyJIbCHOT'O BHICBOOOXIOeHMA OO0ecCHeuMrMBalnT OTCPOUYEHHOE UMIIYJIbCHOE
BHICBODOXIEHMEe, M UYaCTMUE 3aMeIJIEHHOT'O BHEHCBOOOXIOEHMA OOeClIeuMBalT
3aMeJIEHHOE BLHICBOOOXIEHME I[IOCJIe IIepuoma 3alepXKU.

[000168] IlosiMMepHOE IIJIEHOUHOE IIOKPHEITME MOXHO HAHOCUTBL Ha
AKTMBHEIE UYaCTMLBE JIOOBIM [IOOXOOANMM OO0pa30M. B OOHOM BapuaHTe
OCYWEeCTBJIEHMA IIOJIMMEPHYI IIJIEHKY HAHOCAT B KaudueCTBe OOHOPOOHOTO
[IOKPHTUA, MMEKIero INIaOKYyKD CTPYKTYPY I[IOBEPXHOCTU M OTHOCUTEJIBHO
[IOCTOAHHYID TOJIIMHY, HalOpMMep, C MCIOJb30BaHMEeM [HeBMaTUUYeCKUX
pacnuuTesiel. IIHeBMaTHMUeCKME PACHOBUIMTEJIM MOTYT MMEThL OUaMeTp
Hacagky oOT npubim3uresbHO 0,8 MM OO0 NOpUOIM3UTEJHEHO 2 MM, UM MOTYT
OYHKUMOHMPORATE IIPpM HOaBJIeHMM BO3OyxXa OT OpubimsuresbHo 0,5 @#o
Opubams3uTesJJbHO 3 6Oap. CKOPOCTBH pPAaCHBJIEHUS MOXHO pPeryJiMpoBaThk C
VCIOJIb30BaHEeM TIepUCTalIbTUUEeCKMX HaCOCOB WMJIM eMKOCTeM BECOKOTO
DaBJIeHMA. PachoeuieHuMe MOXeT OHTH HeOpepHBHEM C OINHOBPEeMeHHOM
CYMKO¥, TakK UYTO YacCTUUHE He CTaHOBATCSA CJMIIKOM YBJaXHeHHBMU

(UpesMepHO BJIAXHEIMI ) n He ATJIOMEPUPYIOT . Crioco0Bul B

IICEeBOOOXIMKEeHHOM CJIoe, Hamopumep, AEROMATIC™, GLATT® ¢ KOJIOHKOM
WURSTER HS™, gBiagoTCcsa [OPUTONHEIMY IJIS HaHEeCEeHMS IIOKPHTHA Ha
MeJIKMe  YacCTMUE, ¥ OCYWEeCTBJSATCS B 3aKPHTOM UUJIMHIPUYECKOM
YCTPOWCTEE, B KOTOpOe CHM3Y ToIaeTCsa BO3OYMHHEM [IOTOK  IJA
OXVDKeHMS YacTHL M CyllaT IUJIeHKM B XOHOe paclelleHMs. [Jid HaHeCeHUd
IIOKPHTMA Ha MeJIKMe UYaCTMUE MOXHO MCIOJBE30BaThk MOOUOUUIMPOBAHHEE
DapabaHel 0JIs HaHeCeHUA [IOKPHETU A (OBBIWHO UWJIMHOPpUY e CKUE
TOPMBOHTAJBHO BpallalkmMMecs BJIEMEeHTH C NepdOopUpPOBaHHOM CTEeHKOM) .
[000169] UaCTHUILIE, VMeKmme [IOJIUMEPHOE [IOKPHTHE
KOHTPOJIUPYEMOT'O BHICBOOOXIEHUI, KpoMe TOT'O, MOT'YT OBITE

VM3TOTOBRJIEHEL B BUOoe PasJIMYHEX THIIOB IIepopallbHEX IJO3SVMPOBAHHEIX
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dbopm. B KkaduecTBe OIOHOTO IpUMEpPa YacCTUIH C oOecleuMBaKniyM
BHICBOOOXIEHME IIOKPHTMEM MOXHO IIpeccoBaTh, JmMOO OTIOeJIbHO, JHnbO B
KOMOMHALIMM C DSKCLUUIMEeHTaMM, aObloBaHTaMM W/ WK IPYTUMU aKTUBHEMUA
VHTpelIVeHTaM, B WM, TabjleTkyM M T.O. B KauecTBe JIpyIToTo
IprMepa 4YacCTHUIE C OOeclleuMBaKnIMM BHCBOOOXIEHMEM IIOKPHTUEM MOXHO
3arpyxaTtk JmMOO B MATKMEe XKeJIaTMHOBEIE KarllCyJiel, JMOO B TBepPIHE
XeJIaTMHOBEE  KalcyJiel. B KauecTBe OpyTroro IIpuUMepa dYacTHUMLE C
oBecrnieurBaiMM  BEHCBOOOXIEeHME  IIOKPHTHMEM  MOXHO  YIIaKOBHBATH B
MelloUeK C OPpyI'MMM aKTHMBHBEIMU WJIM HeaKTUMBHEIMM MHIPEeIMEeHTaMM WU
OUCIIEPpTUPOBaTE B BOIe B QOpMe CyCIIeH3UM.

[000170] Kowmmosuumsg OJId HaHEeCeHMS IIOKPHBITUA MOXET BKJIIOUATH
He3HauMTeJIbHEE KOJMUeCTBa 5SMyJIbT'aTOPORB, CMauMBaKIMX BelleCTB U
CTabuiIm3aTopos, TaKMx Kak [IPOCTEHE SQUPEL
M30HOHUIIQEHUIIIIOJIMOKCUD TUIIEHTJIMKOJIA . HesHauuTeJIbHEE KOJIMYeCcTBa
TajJlbKa TakKXe MOTYT OHTb BKJIOUEHEl B KOMIO3MLMIO IIOKPHTUA, WK
3aTeM MOT'YT OHTE HaHECEeHH OJIA VYJYUIeHMS WM IIOBHIIEHUS TeKyudecCcTHu
IIOKPHITHX YaCTUIL.

[000171] Ilomxonmdmas TOJMMHAa IIOKPHTUA MOXeT HaxXOIUThbCS B
ouarnasoHe OT IIPpUOIU3UTEJIEHO 2 MUKPOMETPOB OO NPUOIM3UTEJIEHO 15
MUKPOMETPOB B 3aBUCHMMOCTM OT TpedyeMuHx OIUOOY3IMOHHEIX CBOMCTB.
Macca TIOKPHEHTMSA OOBUHO COCTaBJgeT OT 2 5»no 15% MaccH 4YacTuil
GJIOpOTIIRIIMHOIIA «

[000172] B IpyIT'OM BapMaHTe oCyleCTBJIEHUSA YyaCTHUIIEL c
oBecrneurBaMM BEHCBOOOXIeHMEe TIOKPHTHMEM MOXHO KOMOMHMPOBATH C
HEMNOKPHTHMM  dYacTullaMM OJ9 oOeclledeHUsa  IIepopalJlbHO  BBOOMMOTIO
bapMalleBTUUYECKOT'O COCTaBa, MMEKMero KOMIIOHEHTH KakK C HeMeIJIEHHHM
BHICBOOOXIEHVEM, TaK M C 3aMeIJIEHHHM BHEHCBOOOXIEHMEM. HeloOKpPHTHE
YaCTUIHE OOHYHO MOTYT MMETH II0 CYIMECTBY Te Xe XapaKTepUCTUKM, UYUTO
u [IOKPHTHE OoJIs oBecrnieueHnd BEICBOOOXIEHN A YaCTHUIE rnepen
HaHEeCEeHMeM IIOKPpHTMA. Kak M B Cclydae dYacTull C oOeCleurBarlM
BHICBOOOXIeHVE  IIOKPHETUEM, HEMOKPHTHE UYaCTHIE MOTYT COIOEPXaTh
HesHauMTeJIbHEE KOJIMUeCTBa DSKCUUIMEHTOB, albLOBAHTOB M/UJIM IPYTUX
AKTUMBHEX MHIPEIVNEHTOR.

[000173] MoOXHO MCIIOJIL30BaTh opyrue oBecrieuyuBammme
BEICBOOOXIEHME [IOKPHTUA, BKJIOUAd pPaCTBOPUMEE, HEepPaCTBOPUMEE,

IIPOHHMIIaeMEle, HellpOHMIIaeMele U Gmonerpam/[pylomme IIOKPETNA, BMeCTO
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HepaCTBOPVMMEIX B BOIOE, IIPOHMIAEMBEIX IIJIA BOIOE U HabyxawmmMx B BoOIe
TTOJIMMEPHEX HOKpHTMﬁ. HOHMMepHoe IIOKPETHME MOXeT COCTOATH ns
OOHOT'O WJIM HECKOJIBKUMX IIOJIMMEPOEB, BKJIOUWaAd COIIOJIMMEPE], TepPIIOJIMMEDPE
n opyrme IIOJIMMEPE], MVMeEKIMe TP WM BoJiee Pa3JIMUYHEX MOHOMEPHEX
S IOVMHMIT . Honmmepm: MOTYT BKJIOUaAaTE HaTypaJlIbHEE WJIIM CHMHTEeTUYEeCKUE
I1OJIMMEPEI . HaTypaﬂbeIe IIOJIMMEPEI, KOTOPEHE MCIIOJIE3YIT B TIIOKPEHTMAX

3aMenJIEHHOT'O BEHCBOOOXIEHMA, BKJIOUAT IIOJIUIISITUIH, IIoJiMCaXapmiel U

aJIbTTMMTHOBYIO KHMCIIOTY . CUHTeTUUeCKUEe TTOJIVIMEEL BRJIIOUY AT BOIHLIM
pacTBOpP LI eJIJII0JIO 3EI, I'MOpOoKCHMaluMJILeJIJIInIIO3Y , HpOCTOﬁ 9®Mp
LI eJIJII0JIO 3EI, CJIOXHEIE 9®MPH LI eJIJIInJIO 3EI, HMTPOLEJIJIIJIO34a, TTIOJIMIMEEI

aKpMHOBOﬁ n MeTaKpMHOBOﬁ KMCIJIOT M UMX CJIOXHEX 9@MpOB, IIoJIMaMIM e,
HOHMKaPGOHaTH, I1IOJIMaJIKMJIIEHEI, INOJIMaJIKMIIeHTVJIMKOJIb ,
IIOJIMAJIKMIIEHOKCHWIEL, HOﬂmaﬂKMﬂeHTGPGQTaHaTH, IIOJIMBVMHMJIOBEIE CIIMPTEI,
TIOJIMBMHMIIOBEE IIPOCTEHE 9®MpM, TIOJIMBVMHNMIIOBEIE CJIOXHEIE 9®MpH,
IIOJIMBYMHWMIIT'AJIOT'€HVIIHL, TIOJIMBYMHWMIITIMPPOJIMIOOH, TIIOJIMTIIMKOJIMIEL,
IIOJIMCUMIIOKCAHE M TIIOJIMYPETAaHE M MX COIIOJIMMEPH .

[000174] KoHKpeTHBEE IIOJIMMEPH OJIA [IPUMMEeHeHUSA B IIOKPHETUN C

3aMenJIe HHEM BEHICBOOOXIEHMEM B cocTaBe c HeMeIJIe HHEIM
BEICBOOOXIEeHMeM/ 3aMe IJIe HHEIM BLICBOOOXIEHMEM BKJIOUAIT
Me THUJIILLeJIIIoJIO3Y, STUIILLEJIIIIIIOSY, TUIPOKCUIPOINIILEJIIIIIO3Y ,
TUIPOKCUIIPOIUIIME THUJIILLEJIIIIONO3Y , TUIPOKCUOY TUIIME THUJIILLeJIIIIIIO3Y,
alleTaT LEeJUIDJIOSH, [NIPONMOHAT LeJUIoJIO3H  (HM3KOM, CcpedHel Wiu
BLICOKOU MOJIEKYJISPHOM MacCcCH) , 11&J1JTI0JIO 3B aleTarT IpOIMOHAT,
L& JIJII0JIO 3H aleTarT Oy THUpaT, 11&J1JTI0JIO 3B aleTarT brasar,
KapOOoKCUMe TUJILEJIJIIIIO 3Y , LIeJUIJIOSE TpMualleTaT, HaTpUMEeBYID  COJIb
cyslbbaTa  LeJIJIoJIOSH, [IOJIMME TUJIMEe TaKpuJIaT, IOJIMS TUJIME TaKpPUJIaT,
IOJIMIIPONIMIIME TaKPUJIaT, HoInby THUIIMe TakKpuUiIaT,
HOJIMU300Yy THUIIMe TaKpuUIaT, IoJIMTeKCcoMeTaKpuiaT,
HOJIMU3OOeMIIMe TakKpuiIaT, IoJin (JlaypuJIMe TakpuiaT) ,
noJu (peHmMIMe TakpuiIaT) , moJiMMe TajlaKpuiaT, IOJIMUBONIPONMIIaKpUIaT,
HOMUB00YTHUIIaKpUiIaT, I[IOJMOKTalelUMJIaKpuilaT,  IOJUSTUIIEH (HM3KOM
WM BLICOKOM IJIOTHOCTH) , [IOJIUIIPOIIOJINH, [IOJIMB TUJICHIJIMKOJIb,
OIS TUIIEHOKCHUT, IOJIMUSTUIIEH TepedTajaT, IIOJIMBUHUIIOBHI  CIMUPT,

HOHMBMHMHMSO@VTMHOBHﬁ S@Mp, IIOJIMBMHIMIIalleTaT, IIOJIMBMHWMIIXJIOPVMIO W
IIOJIMBVMHWMJITIMPPOJIMIOH « HpMMepH IIOOXOOAmMNX COIIOJIMMEPOB BRJIOUYAKT

COTIOJIUMED Oy THUIIMe TakKpuiIaT/M300yTHUIMe TaKpuiIaT,
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BHICOKOMOJIEKYJIAPHEM, COTIOJIMMED Me TUJIBUHMJIIO BEIM 20up/MalenHoBa g
KMCJIOTa, COTIOJIMMED MeTUIJIBYHWIIOBEIM 20UpP/MOHOS THUIIOBLIMA 20MpP
MaJIeMHOBOM  KMCJIOTH, COTIOJIMMEP  MEeTMJIBUMHMJIOBHIL  50UpP/MaJIeMHOBHI
AHTUIPUIO u COTIOJIMMED BMHMJIOBHIM CIOMPT/BUHMUIIALIETAT. [TprMepH
MIONX O I AMMX fronerpalpyrRImx [IOJIMMEPOB BKJIOUYAT MNOJIMJIAKTHUIEL,
INOJIUTJIMKOJIMION, HoJau>TuiaeH Terathatic wu noamyperaH. IlpuMepamu
IoOxXondmero akpujlaTa M MeTaKpuiaTa ABJAKRTCH [IOJMaKPUIIOBEHE U
MeTaKPUJIOBEE  IIOJIMMEPRH, TakKMe Kak IIOJIMMEPH, npolaBaeMele 101
TOPTOBEIM HaszBaHueM EUDRAGIT®.

[000175] KoMmburHaumsa cocTaBa HeMeOJIEHHOTO
BEHICBOOOXIEHN I/ 3aMeIJIEHHOT O BEHICBOOOXIEHNSA  MOXET comepxaTb 1o
CYHeCTBY Joboe KOJIMUEeCTBO aKTMBHOTO BelleCcTBa B bopwme C
HeMelJIeHHEIM BHCBOOOXIEeHMEM, KOoTopoe aBjideTcsa 20PeKTUMBHBEM U
HETOKCHMUHEM, U Joboe KOJMUeCTBO aKTMBHOI'O BelleCcTBO B OQopMe C
3aMeIJIEHHEM  BECBOOOXIEHNUEM, KOoTopoe ABJIAETCA TepalleBTUUeCKU
50PeKTUBHEIM M HETOKCHMUHBEIM Ha IPOTIXKEeHUMM IIeproma 3aMelJIEHHOTO
BEICBOOOXIEHM A npu [IpMMeHEeHUN B KOMOMHaUUA C BHIOPaHHEM
KOJIMUEeCTBOM aKTMBHOIT'O BElleCTBa C HEMENJIEHHEIM BHCBOOOXIEHUEM.

[000176] HemnoKpPHTHE M IIOKPHETHEHE UYaCTHIE MOXHO KOMOMHMPOBATH
B Pa3JIMUHEIX IIepOopaJIbHEX (QapMalleBTUMUECKMX ITO3MPOBAHHEX QopMax WK
cocTaBax, HalpuMep, KarncyJjax, TabJjieTKax, MemouKax u T.I.
[IOKPHTHE YaCTUUE 3aMeOJIEHHOT'O BHCBOOOXIEHMS M HEINOKPHTHE YaCTULE
MOXHO KOMOMHMPOBATE C PAa3JMUHHMKY 3SKCLUUIMEHTaMM, aIlbloBaHTaMM MU
T.O. U/UIU OPYITMMM aKTUBHEMU BelleCTBaMA.

[000177] B oIOHOM BapMaHTEe OCYIMEeCTBJIEHMS UYaCTULE aKTMBHOTO
BeMeCcTBa, KOTOPHE IIOKPHTH HEPACTBOPMMEIM B BOOE, IIPOHMUIAEMHM IJIA
BOIOEl WU HEMHOT'O HabyxaomyuM B BOIE MMOJIMMEPHEM  TIOKPEITHEM,
oBecneunBamnT 3aMeJIEHHOE BHICBOOOXIeHNE c KOHTPOJINPYeMOM
omuddysmuen aKTUMBHOTO BeMeCcTBa c BEICOKO BOCHPOUBBOOUMOMN
IpenckasyeMom CKOPOCTEBD. STa CKOPOCTBb He 3aBUCUT oT
OV 3MOJIOTUUECKUX Bapuauum napaMeTpOB BHYTPMU u MexIOy
VHOMBUOYyYMaMM, Takux Kak pH. UYacTuUel MOXHO KOMOMHMPOBATE C
HEMOKPHTHM aKTUMBHEM BeMeCTBOM, KOTOpOe MOXeT OBTb TaKUM Xe WU
O TJIMUHEIM oT AKTUBHOTO BemeCcTRa c MMOKPHTUEM 3aMeJIEHHOT O

BEICBOOOXIEHMA . HOJ’IyT{eHHBIﬁ KOM@MHMPOBB.HHBI\VJI CcCOoCTabB C HeMelJIeHHBEM
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BHCBOBOXIEeHMEM/ 3aMenjie HHEIM BEICBODOXIOIEeHMEM oBecrieumMBaeT BoJiee

BEICOKYK BOCIIPOMI3BOIVMMOCTE CKOpOCTeﬂZ BHICBOOOXIEHNS JIERapCTBEHHEX

cpencTsn, ueM opyIrne TJO3SMPOBAaHHEE @OpMH C 3aMeJICe HHBEIM
BEICBOOOXIEHMEM, B KOTOPHEX MCIIOJIBE3YKRTCA O@merMHHTHe
KHMIMedYHOPaCTBOPVIMEIE KOMIIO SUILINNA IJIA HaHeCeHUA IIOKPETIMA

3aMenJIeHHOT'O BHCBOOOXIEeHMs, B TO Xe BpeMsa obOecHeuMBasg Kak
HeMeOJIeHHOe, TakK ¥ 3aMeOJIeHHOe  BHICBOOOXIEeHMe JIeKapCTBEeHHBX
CPenCTB.

[000178] JoboM M3 OINMCAHHEIX BHIIE BapMaHTOB OCYWEeCTBJIeHUI
MOXeT OHTb COCTaBJIEH B BUIE PAa3JIMUHHX TUIIOB IIepOpaJIbHO BRBOIVMEIX
bapMalleBTHMUECKMX HOO3MPOBAHHEX (QOPM, IIpMUeM TUIMUYHEMM COCTaBaMu
ABJIAITCA IIWIOIN WM  TabjeTku. TabJleTkM OPelloUTUTEeJIEHO MMEKT
TBEPOOCTb OT NOpubiausuTessHo 11 1no npubiamsmuressHo 19 SCU, wu
HaunboJiee IPeOlIOUYTUTEJILHO TBEpPOOCTb OpUBIIU3UTEJIEHO 15 SCU.
TabieTKu IPeOlIOUYTUTEJIbLHO VMET IPOYHOCTB Ha NUCTHUpaHue,
COCTaBJIAKIYID MeHee deM NOpubiamsmurenbHo 0,8% yMeHbIIeHMS MaCCH
yepes3 6 MMHYT.

[000179] B KOMITO3ULUAX 3aMeJIEHHOT O BHICBOOOXIEHM A
VCIOJb3YIT dbapMalleBTHUUECKM I[IpHeMJIeMBle BKCLUUIMEHTH ¥ aldBOBAHTH,
HapuMep, HanoJIHUTeIM U paszbaBUTesH, Takue Kak JakKTosa,
caxapo3a, IeKCcTpo3a, MaHHUT, cyabdaT KaJdbliusa, cydbdaT OUKaIbLNUSA,
cynbbaT TpHUKaJdbLMA; KpaxMallk, Takue KaK PUCOBHM KpaxMaJl U
MUKPOKPUCTAJIIMUeCcKasa  LeJlJIonjo3a; CBA3yKIMMe  BemecTBa, BRJIOUA S
TyMMMapabuk, TpaTaKaHT, XeJlJaTUH, caxaposy, IIpexellaTHHU3UPOBaHHBEMN
Kpaxmall, KpaxmaJ, aJIbI'MHaT HaTpuid, aJIbITMHAT aMMOHMA KaJjblusd,

MeTWIIIeJIJIIIIO3Y , HanMﬁ KapBOoKCHUMEe TUJIILLEJIJIIIIO3Y, STWJIINEJIJIIIIO3Y ,

TI'MIOIPOKCHUITPOIIMIIME TUIILIEJIJIINIJIO3Y , TIIOJIMBMHWIITIMPPOJIMIOOH, CHJIiMKraT
AJIIOMMHM A n IIOJIMaKpMJIaMII ; PaspeXJINTEJIN, BKJIKYaA CUIM THIM
IIOJIMBVMHWJITIMPPOJIMIOIOH, IIPOM3BOOHEE KpaxXMarJjla, Takrme Kakr

KapOOoKCUMEeTHUIILEJIJIIJIO3a M [IPOM3BOIHEE  LIE&JIJIOJIOSH; CMa3HBanmme
BemecTBa; CIOCOOCTBYIIME CKOJBXEHMID ¥ aHTMaIT'e3VMBHHE BelecTBa,
BKJIIOUAA CTeapaTH MeTaJlJIoB, TakMe KakK CcTeapaT MaTrHMSa, TaJlbK,
BOCKM C BEICOKOM TeMlepaTypol myabBjieHusa u Colordacylica.

[000180] B OIIHOM BapraHTe OCylleCTBJIEHUSA KOMOMHAaLM A

PaspHXJINTENEN/ CBA3YIMNX BEIeCTB BKJIOUAET CIIM T
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IOJUBUHWIINIMPPOJIMOOH, TakKol Kak POLYPLASDONE® XL (GAF) mIM HaTpuin

KpoCcKapMeJlJIo3y, Takyln kak AC-Di-SOL® (FMC Corporation); wiu

MUKPOKPUCTAJIJIMUECKYIO LEeJUJIIJIO3Y B KOMOMHAaUUA co CIIMTEIM
IOJIMBUHUIIIINPPOJIUIOHM WM HaTpum KPOCKapMeJlJIO30M .
PasprxJIUTeIn/ CBA3yllMe BelleCcTBa MCIIOJIbL3YIT B 20OEeKTUBHEIX

KOJIMYeCTBaxXx, KOTOpHe ©6e3 Tpyda OIpelelidlnT C MCIOJb30BaHMeEM
M3BEeCTHEX CIIOCOOOB.

[000181] AKTMBHOE  BeElleCTBO MOXHO BBOIMTE B  Pa3JIMUHBIX
OO3BMPOBAHHEX QopMax, HallpMMep, TBepOeX LDO3MPOBaHHEX QopMax,
TakMx Kak TabJeTKM, IIOKPHTEEe TabJleTKM, KalCyJBl WM XUIOKUE
OO3MPOBAHHEE  QOPMEHL, TakMe KakK CHUPONH WM CYCIEH3UM. Oia
bopMoOBaHMA TabJjeTKM MOXET MCIIOJIE30BATHCHA OOIEeNPUHATOE

TadbjeTHupyKlee yCTPOMCTBO, HanpuMmep, Manesty Rotary Press, Stokes
Rotary Press m T.HO., HOPpU OT HOPUOIM3UTEJbHO 15°C mo NpubIM3UTeJILHO

30°C u npu maBJieHUM OT OpUOIMU3UTeNbHO 0,4 TOHHHE OO HPUOIM3UTEJILHO
3,0 ToHH.

[000182] XeJjaTesdbHO TabJIeTKM T[IPEeOOCTaBJIART C IIOKPHTHEM,
MUHUMMBUPYIONUM MCTUpaHMe B xole o00paboTKM, ¥ OJS YJYyUlleHUId
BHemHeTo BUIa U o00JeTueHMsS OPOTJIaTHBaHMUA, ¥ B OYTHUIKEe. I[IpUMMEepH
OEeMOHCTPUPYIT BOBMOXHHE IIOKPHTHSA TabJeTokK, ¥ TIIOKPHTUE MOXeT
VMeThL BHEMHUM CJIOM M3 KapHay®CcKOI'O0 BOCkKa OJdg OJjiecka.

[000183] TabJjeTka MOXET MMETH MHOXECTBO CepIOLUeBMH aKTHMBHOI'O
BelleCTBa C PAa3JIMUHBEIMM CBOMCTBAMM pPaCTBOPeHMsa. IlepBOoHAUAJIBHYKRD WU
BTOPYK IOO3Y MOXHO BBOIOMTE Ha OIHOM CTaIuM IO3UPOBaHMA. B OIHOM
BapMaHTe OCYUIeCTBJIeHUA TIepBOHAUYaAJbHYI ¥ BTOPYK MHOO3H BBOOAT Ha
OOHO¥ CTaIuM OO3UPOBaAHMA, HaIpUMep, B OIHOWM TBepIOM NO3UPOBAHHOU
bopme. Takad HOO3MPOBaHHasa GopMa MOXeT TMPenNcTaBJATE coBoM OIHY
cTanuio DO3UPOBaAHUSA c YacTho HeMeIJIeHHOTO BHICBOOOXIEHUS,
comepXamey MIepBOHavaJIbHYK O3y AaKTUBHOT'O BeMeCcTBa, U YacTh
HeMeIJIeHHOTO BHCBODOXIOEeHMS, COOepXamel BTOPpyKL I03Y aKTHMBHOTO
BelleCcTBa. Takasa eIMHasa TBepOas IO3MpPOBaHHAaAd bopma  MOXeT
OpelCcTaBJIATL COoBOM  MHOTOCJIOMHYK  TabJeTKy, Toe IepBad »Oo3a
HeMeIJIeHHOTO BHCBOOOXIeHMSA HaxXOIOMTCSA B OIHOM CJIOe, a BTopas Io3a
3aMenJIeHHOTO BHCBOOOXIEHMS HaxXOoOUTCH BO BTOPOM CJioe. EnuHad

TBeplasd HOOo3VpoBaHHadg GopMa TakXxXe MOXeT TIIpeICTaBJIATL coBou
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TabJIeTKy C MHOXEeCTBOM 4YacTull, I'Ie TIepBasd J03a HeMeIJIEHHOTO
BHICBOOOXIEeHMA HaxXOOUTCAI B OIOHOM UYacTM MaTepuaja B dopMe udacTull,
a BToOpad Oo3a 3aMeOJIeHHOTO BHCBOOOXIEHMS HaxXOOMTCS BO BTOPOM
JacTy MaTepualla B QOpMe YacTull, U T..I.

[000184] CocTap, Hanpumep, TabJeTKy, MOXHO KOHCTPYMPOBATH
crioco6oM aIOVMTMBHOTO IIPOM3BOICTRBa, T.e. TpexXMepHOM IeuaTH, Kak
M3BECTHO B @OaHHOM o6JjacTu, HanpuMmep, wu3 WO 2014/144512, maTeHTa
CIIA M 6471992 u nyoumuxaumii CIA N 2012/0207929 m 2003-0133975, B
KOTOPEIX  ONMCAaHBE HalledyaTaHHHE TIIOCPEeOCTBOM TpPexXMepHOM  IIeduaTH
OEHICTPO pacrnagammmecs OO3UPOBAHHEE bOpPMEL. B »TOM BapuaHTe
OCVYIIECTBJIEHMA OHCTPO pacliajawnlascsa Teepldas OO3MpOBaHHasaA dopMa
VMeeT HalledaTaHHBEM Ha TpPpexXMepHOM IIPMHTEepe MaTPpMKC, CcoIepXamun
GIIOPOTIILMHOII, TpUMe TUIIGIIOPO IJIILIVHOJI, TIOKPBITHIN [IOJIMMEPOM
GJIOPOTIIIMHOJI M/MJIM TOKPHTHIM IIOJVMMEPOM TPUMETUIIGJIOPOTJIOIMHO, U
10 MeHbIleM Mepe OIMH SKCUUIMEHT, IIPpUUeM MaTpuKCc of0pa30BaH IIyTeM
HaHeCeHUdI XUIOKOCTM JIA IledaTM Ha IIOPOWIOK U CBA3BBaHMA YacTULL
nopomrKa. MaTpuUKC SABJISeTCS IIOPUCTHM C UYeTKO OlIpelelleHHOM ofmen
00BEeMHOM IIJIOTHOCTBIO, BpeMeHeM Oe3MHTerpaluu (pachnaia) B BOIHOM
XUOKOCTM, BpPeMeHeM pPacTBOPEeHMS B BOIOHOM XUIKOCTM UM COIepXaHMeM
BJlaTu. MaTpukc ofecleuMBaeT PaBHOBeCHEe YBEJUUEHHOM XUMMUECKOM
CcTabuJILHOCTH, IOCTAaTOUHOM  TBepIOCTHU, HM3KOM  MUCTUPAEMOCTH U
UpesBHUANMHO OHCTPOTO BpeMeHM paclhama B HebOoJbloM o60beMe BOIHOM
KUIKOCTH .

[000185] VYeesqmMueHMe COIEpXaHMSA MHOXECTBa pPa3JIMUHBIX TUIIOB
PacTBOPUMEIX B BOIe BKCUMIMEHTOB B 5STOM BapMaHTEe OCYIEeCTBJIEHUS
OBBUHO MNPUBOOUT K YBeJMUEHMI TBEPIOCTM U YBEJIMUEHMIO BPEMEeHU
pacnana. OmHakKo yBeJIMdeHNre colepXaHus TJIMLIEPMHA [IOBHIIAET
TBEPIOCTEL, HO CHWXaeT BpeMsa paclala. TakuM ofOpas3oM, B OIHOM
BapMaHTe OCYUECTBJIEHMS XUIKOCTHb NIJIS IIedaTM COINEPXUT TUIMIEPUH U
10 MeHbBIeM Mepe OIMH OdJapMaleBTUUECKM I[IpUeMIIeMBM pPacCTBOPUTEJD .
OCHOBHEIE CcTammu crnocoba [ABJISOTCA CJEOYIMVMMA : (a) HaHeCeHue
VHKPEMEHTAaJILHOTO CJIOd CoIepXalero aKTMBHOE BeMeCTBO IIOopolkKa Ha
[IOBEPXHOCTL, (b) HaHeCeHMe IOCTATOUHOTI'O KOJMUECTBa XUIKOCTU IIJIA
rneyaTwu, comepxamemn TN EPVH " 1o MeHbIIen Mepe OIOWH
bapMalleBTUUECKM  [IPMEeMJIEMHI  PacTBOPUTEJIL, Ha  MHKpeMeHTAaJIbHBM

CJ'IOIZ, IOJI4 CBA3EBEHBAHMA UYacCTHMIL B IIOPOIKe, a 3aTeM IIOBTOPpEeHNte cTanum



65

(a) m (b) nnga ¢opmupoBaHUA TabJeTKM WJIM IPYyTI'Oor'O0 CcoCTaBa.

[000186] Ilpy BBeleHMM HO3MPOBaHHasa (QopMa IIPEeTEepIIeBaceT OUeHb
OHICTPYI0 HOesMHTeTrpaluon/paclal ee TBepIoro MaTpukca. AKTHMBHOE
BemecTBO M DSKCUMIMEeHTH B MaTpMKCe IIpeTeplieBalT OBCTPHM pacrnamn,
KoT'Da MX IOoMemalT B HeOoJbmoM ofbeM BOOHOM XUIOKOCTM, TaKoM Kak
BOIla, CJIIOHa, COK, MOJIOKO, HAIMTOK, XUIKOCTHL OpIlaHM3Ma, COIOBasd
BOooa M T.n. Kak mnpaBuJIO, paclall IepeKpHBaeTCsa C pPacTBOPEHMEM, U
MaTPUKC UMeeT TpexXMeEpPHYKD ©¢opMy, KOTOopas paclagaeTcd B TeUeHue
TpebyeMOTO Iepuolda BpeMeHM IIpM KOHTakKTe I[I0 MeHbllel Mepe C
HeBoJIbIIMM OOBEMOM BOOHOM XUIOKOCTHU.

[000187] MVHKpeMeHTaJIbHEM CJIOM HACHIIHOTO IIOPOMKa 3alaHHOM
TOJIIMHEL paclpenesigeTCs Ha NIPpeOmecTBYMMY CJOM IOopomKa M XMIKOCTDL
OJIS IIevaTu HaHOCUTCS Ha MHKPeMeHTAaJIbHHM CJIOVM B BMIOe Kalejb B
COOTBETCTBMM C 3alaHHEIM YPOBHEM HaCHIEeHUsa, MHTepBaJIOM IledaTu U
CKOPOCTBK IIOTOKa XUIOKOCTM IJS IIedyaTy -OJIS CBA3BBaAHMA UYaCTHUL. ITO
IOBYXCTaOUMHHM opolecc IpOoOoJIXaeTCA oo Tex nop, noka He
oBpaszyeTcsa MaTpPUKC C KeJlaeMBIM KOJINYUEeCTBOM HaleuyaTaHHBX
VHKpeMeHTaJIbHEIX CJIOEB.

[000188] OmmMcaHHHM CcoCcTaB TaKxXe MOXeT CcomepXxaTh IOpyTue
TepalleBTUUYEeCKUe aKTMBHEE BemecTRBa. AKTHBHEE BemecTBa B
OOIOJIHEHME K QIOPOIVIOLMHOIY W/WIK TPUMETUIOIOPOIJIOLIMHOIY MOTYT
OBITL COCTABJIEHH B OIOHOM M TOM Xe IOO3UMPOBAHHOM (dopMe WM MOTYT
OHTBE COCTAaBJIEHE I[I0 OTIEJBHOCTHM, a JIpyroe aKTMBHOEe BEmecTBO (a)
MOXHO BBOIMUTEL OIOHOBPEMEHHO MM IIOCJIENOBATEJILHO B JIIOOOM IMOpAIKe.
IHo3El MOTYT HaAxXOIMTBCA B Tex Xe »OMala30Hax, UYTo IOJ9 KaXIoI'o
AKTMBHOTO BEMeCcTBa OTIOEeJIbHO WM, KOoT'Ja BO3HMKAKT CHUHEPTUUeCKHUe
20beKTE, OIOHO WMJIM HECKOJIBKO M3 KOMOMHUMPOBAHHHX AaKTHMBHEX BEMEeCTB
MOTYT MMEeTE 0OoJiee HU3KYKD IOO3Y.

[000189] OmmH BapMaHT OCYIECTBJIEHMSA M300peTeHMS OTHOCUTCH K
IepopallbHOMY COCTaBYy TPUMETUIIGJIOPOTJIOIMHOJAE, KOTOPHM COIEPXUT B
OOHOM IO3MpOBaHHOM dopMe kak ¢(opMy HeMeOJIeHHOTO BHCBODOXIEeHMUI,
Tak ¥ (QOopMy TIIPOJIOHTMPOBAHHOTO  BECBOOOXIEHMUS. OOoMH BapMaHT
OCYIECTRBJIEHVA  M300peTeHus OTHOCUTCH K IIepopaJibHOMY  COCTaBy
GJIOPOTIIUMHOJI A~ TPUME TUJIQJIOPOTJIILIMHOJIA, KOTOPHEM COIOEePXUT B OIOHOM
OO3MPOBAHHOM dopMe Kak ¢(opMy HeMeIJIEHHOTO BHCBOOOXIeHUSI, TaK U

c]_)opMy IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHMA . B OIOHOM BaplMaHTe
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OCyWeCTBJIeHMA  QOopMa  HeMeIJIEHHOT'O  BHCBODOXIeHUS  IpelcTaBJideT
cobor  QIIOPOTJIOUMHOJI ¥  dopMa IMIPOJIOHTMPOBAHHOTO  BHCBOOOXIEHMS
npeIcTaBJIgeT CoOOM  TpUMeTUJIQJIOPOTJIOIMHOI . B omoHOM BapMaHTe
OCyWleCTBJIeHMA  GOopMa  HeMeIJIEHHOT'O  BHCBODOXIeHUA  IIpelcTaBJideT
cobon TPUME TUIIGIIOPO IJIIOLIMHOJI " dopma IPOJIOHTMPOBAHHOT O
BEHICBODOXIOEHUSA MpPenNcTaBiigeT coB0M QJIOPOIJIOLIMHOI .

[000190] HosupoBaHHAad bopma bJIopOoTIILIMHOIIA n/nnm
TPUMEe TUIIQJIOPOTJIOLIMHOJIa, B KOTOPOM CKOMOMHMPOBAHEL KaK COCTaB
HeMeOJIeHHOT'O BEICBOOOXOeHMA B nos3e 80 MI, B mOmanaszoHe oT 10 MI' 1o
160 M, Tak M COCTap IIPOJIOHIMPOBAHHOT'O BECBOOOXIeHUA B nose 160
MI', B IOmMamnaszoHe oT 20 M pgo 480 wmr, ofbecneumBaeT JOCTaBKY
BelleCcTBa mauyeHTy HeIIpepPLIBHO Ha PO TAXKEHUN nepmona
OpubiauanuTesbHO 12 u. Tako¥ HOOBMPOBAHHHM CoCTaB ofecleuMBaeT
IefCTBYE IJIA KOHTPOJIA Clas3Ma KUIeUHMKa W/UJIY MOUEBHBBOLANMUX IIYTen
Ha HOpoTsaxeHuu 12 U [OCPeOCTBOM OOHOM IHO3UPOBKM Yy IallMeHTa,
obecrneurBasa YOOOCTBO IJIA HaLMeHTa UM [OIPOJIOHIMPOBAHHYK Tepalluio,
HalprMep, IDalMeHT MOXeT OJIaTONpUATHO IIepeHeCTU IIOJIHYI HOUb CHAa,
IIOJIHEM pab®ouuit OeHb, IIOJIHBEIM IOCYTOBHM IeHb M T.n. 0e3 CUMITOMOB.

[000191] BapraHTE OCYmEeCTBJIEHMS CcOocTaBa II0 M300peTeHUD

BKJIIOUAIOT cllenyomue : 100% GIJIOPOTIILIMHOJI, 100%
TeUMe THUIIGIJIOPO TJIOLVHOJI, KOMOMHAaLUN
GIIOPOTIILUMHOJI : TPUME THUIIGJIOPO IJIIOLMHOJI B JTIIOOBIX COOTHOMEeHUIX,

BKJIOUafA, HO He oI'paHuMuMBasch, wvm 90:10, 80:20, 70:30, 60:40,
50:50, 40:60, 30:70, 20:80 wmium 10:90. CocTaB IO M30DPETEHUO
COOEepPXUT YacCThb WMJIM KOMIIOHEHT HeMeIJIEHHOTO BHCBOOOXIeHMs (IR)
KOMIIOBUIWY M YacCTb WMJIM KOMIIOHEHT IIPOJIOHTMPOBAHHOTO BHCBOOOXIEHMA
(XR), MM ¥MX  KOMOMHALMN. YJacTe HeMeOJIEeHHOTO  BHCBOOOXIEHMS
nocTarJigeT 100% @mo3H HeMeIJIEeHHOTO BHCBOOOXIEHMS B TeueHMe MeHee
OpUBIIM3UTEBEHO Yaca, M YacThk [IPOJIOHTMPOBAHHOTO BHCBOOOXIEHMA
OOCTAaBJIAET 03y IIPOJIOHTMPOBAHHOTO BHCBOOOXIEHMSA Ha IMIPOTSXKeHMM 12
JacoB. Jroboe KOJIMYECTBO VIV  TIPOILIEHT bJopoTIIOLIMHOJIA U/ WIK
TPUME TUJIQJIOPOTJIRIIMHOJIA, BKJIKOUYaAd JMOO OTCYTCTBMEe OQIOPOTJIDIMHOJA U
[IOJIHOCTBI TPUMETUIIQJIOPOTJIRIMHOIJ, JMOO IM[IOJHOCTBI OQIOPOTJIRIIMHOI U
OTCYTCTBUE TPUMETUIIQJIOPOTJIRIIMHOJIA, MOXET HaAXOIWTHCH KaK B UYacCTU
HEMENJIEHHOTO BEICBODOOXIEHMS, TakK M B UYacTM [IPOJIOHTMPOBAHHOTO

BEICBOOOXIOEeHN S, TaKVIM O@paSOM, coCcTaB I10 MSO@peTeHMIO He
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OT'paHMUYeH. B OIHOM BapMaHTe OCYIMEeCTBJIEHMSA KaK OQJOPOTJIRIIMHOJ, Tak
VM TPUMETWUJIQJIOPOTJIRIIMHOJ MOTYT OBTH Kak B YacTM HEMeIJIEHHOTO
BHICBOOOXIEHVA, TaK M B 4YacCTU IIPOJIOHT'MPOBAHHOT'O BEICBODOXIEHMS. B
2TOM BapMaHTe OCYIEeCTBJIEHU A Kak GIJIOPOTIIRIIMHOI, Tak u
TPUME TUJIQJIOPOTJIIIMHOJ MOTYT OBTE B OIHOM COCTaBE WM B pPas3JIMUHEX
cocTaBax.

[000192] TuHOMUYHEM [OpPOOMIIE pPaCTBOPEHMHA, TakXe HasHBaeMEl
npoduiieMm BEICBOOOXIOEeHU I, bJIopOoTIILIMHOIIA WJIn
TPUME THUIIQJIOPO TJILIMHOJIA npencTaBJIeH Ha our.l. [TpoLieHTHOE
BHICBODOXIEHME JIEKApCTBEHHOTO cpencrsa npocturaeT 100% B TeueHMe
OOHOTO 4Yaca WIM MeHee M3 YacTM HEeMeIJIEHHOT'O BHCBOOOXIEHMSA
CUCTEeME IOOCTaBKM, MU Opubim3auTesbHO 1003 B TeueHMe 12 YacCOB WM
MeHee U3 YacTHU IIPOJIOHTMPOBAHHOI'O BHCBOOOXIEHUSA CUCTEME OOCTaBKU.
Ha dur.2 IpMBeIeHa cxeMa VMUTUPOBAHHOM KOHILIeHTpalun
bJIopOTIILIMHOIIA B jasmMme, roe KOHLIeHTpalumsa JIEKapCTBEHHOTO
CpeloCTBa B ILJla3Me U3 UYacCTM HEeMeOJIEHHOT'O BHCBOOOXIOEHMS OOCTUTaeT
nMKa OpU OpUOIM3UTENBLHO IBYKPATHOM KOHUEHTpaluM B TO Xe BpeMd,
KoTrma JIeKapCTBEeHHOE CpenoCcTBO u3 J4acTu IPOJIOHTUPOBAHHOT O
BEHICBOOOXIEeHMSA IOCTUITaeT IIJIaTO Ha YPOBHE IIOJIOBMHEL OT YPOBHS UYacCTU
HeMeOJIeHHOTO BHCBOOOXIEHMA .

[000193] g KOHTPOJA CIaCTUUECKUX COCTOSHUM MOUEBHBOIAMMX
oIyTel, BKJoYad I[IOUeUHYID KOJIMKY, IepopalibHad »no3a G(GJIOpOoIJIoLMHOJIA
U/ WM TPUMeTUIIQJIOPOTUINIIMHOJIA MOXeT CcOCTaBJISTE 80 MI' mecTh pas3 B
CyTkM. IJId KOHTPOJIS CHaCTUUEeCKUMX COCTOSHUM KeJIUHBEIX IIyTel C
yMepeHHOM O0JIbl B XMBOTe IIepopallbHad mo3a (QJIOPpOoIJILMHOJA W/UIINU
TPUME TUJIQJIOPOTJIIIMHOJIa MOXET COCTAaBJATE 80 MI' mMecTh pa3 B CYTKU.

[000194] B opmHOM BapMaHTe OCYIMEeCTBJIEHMSA IJIA HallMeHTOB C I1BS
MOXHO MCIIOJIB30BATh IIepopallbHyK OO3y 62,2 MI' QJIopoInJiouMHOJIa M 80
MI' TPMMETUIQJIOPOTJIDIMHOJA TPpM pas3a B CYTKM. MakKcuMMaJibHas Jo3a
cocrasjydgeT 80 MI' WeCTb pa3 B CYTKU.

[000195] B onOHOM BapmMaHTEe OCYINECTRBJIEHMS aKTMBHOE BENECTBO
MOXHO BBOIWTH IIapeHTepallIbHO. IlapeHTepalJIbHO BBOOMMOE KOJIUUECTRBO
QIIOPOTIIDILIMHOJIA W/UIIM TPUMETUIOJIOPOIVIOLIMHOJIA MOXeT COCTaBJIATL 40
MI' IOBa paszsa B CyTkum wimm 40 M Tpu pa3a B CYTKM. MoxeT OHTH
IIPUTOOHEIM TIapeHTepallbHOe BBEIEeHMe MeIMIVMHCKMM CIeUMaJIMCTOM B

YCIJIOBUAX OOJILHMUIIEL.
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[000196] B oIOHOM BapMaHTEe OCYINECTRBJIEHMS aKTMBHOE BEMECTBO
MOXHO BBOIMUTE PEKTAJbHO. PeKTalJIbHO BBOOMMOE KOJMUECTBO aKTUBHOTIO
BemecTBa NOJIA KOHTPOJA CIacCTUUEeCKMX COCTOSHUNM MOUEBHBOIAMMUX IIyTen
M KeJIUHBEIX TIIYTelM MOXeT CoCcTaBJAThL 150 M TpuM pa3a B CYTKHU.
PexTallkHOe BBEIEHMe MOXeT OHTE OCYIECTBJIEHO IIOCPEeICTBOM cCOCTaka
CYIIIO3UTOPUSA. B OIHOM BapMaHTe OCYImEeCTBJIEHMA COCTaB BBOIAT
PeKTaJIbHO, HallpMMep, IIOCPEeICTBOM CYIIIO3UTOPMA. B OIOHOM BapuaHTe
OCVYIIECTBJIEHMSA COCTaB BBOIOAT IlapeHTepalJibHO, HalpMMep, IIOCPeldCTBOM
BHYTPMBEHHOM, MNOOKOXHOV WMJIM BHYTPUMBIIEUHOM MHBEKLUM.

[000197] KoMIIO3ULUA MOXET MMETH pas3JIMUYHbE QOPMEl UJIM CUCTEME
OOCTaBKM. MOXHO MCIIOJIB30BATH CJelylliMe COCTaBhH, KOTOPHE ABJIAITCSH
TOJIBKO WIJIOCTPAaTUBHEIMKM M He OTlpaHUUMBaKMMKM. [lepopalibHEIE COCTaBH
BRJIOUAT TabJieTKy, KalcyJy, cale, MATKMM TeJlb, XUIKOCTL, Ielb,
[IOJIOCKY, [IJIEHKY, [IOPOIIOK, TpaHyIy, CepOlueBMHY C  I[IOKPHTUEM
VIMITYJIECHOT'O BECBOOOXIOEeHUA, GOpMYy C OTCPOUYEHHBM IIPOJIOHIMPOBaHHEM
BEICBOOOXIEHMEM, OKaVMJIEHHYIO JIEKapCTBEHHYI dopmy, bopmy
3aMeIJIEHHOT O BEICBOOOXIEeHN I, TabJIeTKy—KalcyJy, KamjeTy C
Tpa”HyJjlaMy, MHOTOCJIOMHYI TadJjleTKy ¥ T.I., BKJIOUAd UX KOMOMHALUMU,
HanopuMep, TabJeTKy-KalcyJly, KalljJleTy ¢ TIpaHyJlaMM, MHOT'OCJIOMHYIO
TabJeTKy ¥ T.O. C AaKTMBHEIM BEMEeCTBOM M IIO MeHblleM Mepe OOHUM
bapMalleBTUUECKM IpUMeMJIEMBEIM SKCIUUIVEHTOM.

[000198] CocTar B OQopMe TabJIeTOK M3BEeCTEeH CIellMaJlMCTy B
DaHHoM of6JjgacTtu. TabjJeTka MOXeT UMMeTh Jobyion od(opMy WIM pPasMep,
yIooOHEIE IJIA TIIepopalJibHOT'O BBeleHMHa, HallpUMEepP, OKPpYIJIYD, OBAaJIbHY
“ T.O. B oODHOM BapMaHTe OCYyIMeCTBJIeHUsa TabjieTka comepxuT 100%
JIMOO QIIOPOTUIDLIMHOIE, JUOO TPUMEeTUIIOJIOPOTJIRIMHOJIA, WM CMeCcH, Kak
ONIMCaHO PpaHee, UM MOXeT OHTH [IpelHa3HadeHa JMOO OJIS HeMeIJIEHHOTO
BrICBOOOXIeHrsa (IR), Jmbo 1OJI4 T[IPOJIOHI'MPOBAHHOTO BHCBOOOXIEHMSA
(XR), Jmbo wux koMmMOuHauumM. TabjeTka MOXeT OpelcTaBJIATL Ccobol
IBYXCJOVHYID TabjleTKy, comepxamyil cJou IR m XR psggom (our.3);
TPexXCJIOMHYIO TabJIeTRY, coepxamym CcJIoU Kak IR, Tak n XR,
pasleJleHHEe (QapMalleBTUUeCKM I[IpMeMIIeMBEM OydepHBEM cJoeM (¢our.4d) ;
i TabyaeTrky XR, comepXamylw aKTMBHOE BEMEeCTBO B MaATPUMKCHOM CJIOE
M TIOKPHTYK cJioeM IR C aKTMBHHEM BemecTBOM (Qur.b5).

[000199] KowmmosuuMsa TakXe MOXeT OHTH [IpelocTaBJieHa B IOPYyIMX

bopMax mocTaBKM, HaOpuMep, B (QopMe KallCYJIE, comepxamel TadJeTKy
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IR, npobky u Tabjerky XR B OCMOTHMUECKOM CHCTeMe IOCTaBKU
JIEKapCTBEHHOTO CpelcTBa MOJI4 KOHTPOJMPYEeMOW OOCTaBKM KOMIIO3ULUN
Ha TNOpoTaXeHuM 12 yYacoB (our.6); KaIcyJe, comepxamer coepu IR u
cheper XR, CMemlaHHHE B COOTBETCTBYKIUX COOTHOMeHMAX (our.7);
KaricyJiel, comepxamer MUHUTabJIeTKy IR, CMemlaHHHEe C MMHUTaBJeTKaMM
XR (pur.8) ; KallCyJIH, comepxamey TpaHyJE IR u TpaHyJds XR,
[IOKPHTHE IIOJMMepaMM IIPOJIOHTMPOBAHHOT'O  BEICBOOOXIEHUS (omur.9) ;
KaricyJiel, coIepxamer cdepsl XR, KOTOPHE IMNOKPHTH cJoeM IR (¢ur.10)
7 T.I. Opyrue bopMEL OOCTaBKU aKTUBHOTO BelleCcTBa MOTYT
OpenCcTaBJIATE coOoV IMpecCcOoBaHHYKD TabJjeTkKy, colepXalyl IpaHyJH IR
M TIIOKPHTEEe cCcdepr XR, KOTOpPHE 3aKJIOUEeHH B TabjeTky (omur.ll);
IpeccoBaHHyK TabJjiIeTKy, comepXamyrn TabjeTky XR, 3aKJIOUEeHHYD B
Tabjgerky IR (dur.l1l2); wmiam TableTrky XR, CYCHEHOIMPOBAHHYK B XMIKOM
pacTBope JIeKapCTBEHHOTO CpelcTBa HeMeIJIEHHOTO BHCBOOOXIEHUSA B
kamncyJie (our.13).

[000200] Ipyro¥ ©GopMOM IOCTaBKM ABJSeTCsa came. Calle MOXeT
comepXaThk CMechb TIpaHysd wm cdbep IR m XR (dur.ld) wiam MOXeT
comepXaThk CMECh MMIIYUMX I'paHyJl IR M HOKPHTHX I'paHyJ XR (our.1l5).

[000201] Ipyrme cHUCTeMH HeMeIJIEHHOT'O, IMIPOJIOHTIMPOBAHHOTO WIIM
3aMeIJIEHHOT O, MOIMOMIMPOBAHHOTO M  OTCPOUYEHHOTO BHEHCBOOOXIEHMUS
ONMCAaHB B KaXOoM M3 IPUMBEIOEHHBIX HIMKEe CCBJIOK, KaxXIasd M3 KOTOPHX
BKJIOUEHa B HaCTOAllee OINIMCaHMe B KaueCTBe CCHJIKM B IIOJIHOM OOLeMe:
nyoamraumm CHA N 2005/0095295, 2005/0106247 wm 2007/0264323 wu
nmatedHTH CIA N 6126969 m 8211465. B kadvecTBe OOHOTO IIpMMepa, B
nyonaukaumy CHA N 2005/0106247 onmMcaHo JIeKapCTBeHHOE CPelCTBO
(nmxIobeH3aNprHa TUIOPOXJIOPU) B JacTHIllax MIPOJIOHTUPOBAHHOT O
BHICBOOOXIEHMA, TakuUx KakK COQeps, MMapuku, TIpPaHyJh, ¥ T.O, JMeoIMe
[IOKPHTHE [IPOJIOHTUPOBAHHOTO BEICBODOOXIEHN A, comepxamme
HepacCTBOPKMMEIM B BOOE IIOJMMEP, MW/UJIM PAaCTBOPUMEIL B BOIE IIOJIUMED,
¥ HEeKOTOpHEe M3 YacTUl coIepXaTcsa B XKeJaTMHOBOM KalcyJje. B
KauecTBe IOpyToTo IpuMepa B nyoiukaumy CIA N 2007/0264323 onMCAaHH
CHUCTeMBl IOOCTAaBKU JIEKAapCTBEHHOTO cpencTtea (ADDERALL®), Takme Kak
chepHl B KalcyJax, TabjleTKax WJIM calle, BKJOUYaKMMe CJIOM I[MOKPHTUA,
KOMITOHEHTH OTCPOUYEHHOTO VIMITYJIE CHOT'O BEICBOOOXIEHN A, COCTaBH

HeMeIJIEHHOTI'O BEICBOOOXIOEHUH, COCTaBE npomemyTquoﬁ CKOpOCTH
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BEICBOOOXIOEeHU A, COCTaBE 3aMeIJIEHHOT'O BEICBODOXIEHMS W  KallCYJIB
KOHTPOJMPYEMOTO BECBODOXINeHMS. B mnaTeHTe CIA N 6126969 onmcaHH
CUCTEeMEl IOCTaBKM JIEKAPCTBEHHOIT'O CpelcTea (aleTaMMHOQEH), TaKue
KakK KOMOMHalMg IIOKPHTHEIX WM  HEINOKPHTEX YacCTHULl JIEKAPCTBEHHOTO
CpencTea o4 DO3VPOBaHHOM bopMEL HEMEJIEHHOT'O
BEHICBOOOXIEHN I/ 3aMeIJIEHHOTO BEICBOOOXIOEHMA . B raTeHTe CHA e
8211465 OTIVICaHEL OO3UMPOBAaHHEE bOPMEL OJ1da IepBOHAUAJILHOTO
BHICBOOOXIEHM S JIeKapCTBEHHOTO cpencraa (NSAID, Taxkoe Kak
noynpodpeH) u BTOPOTO 3aMenJIEHHOT'O BEICBROOOXI EHU A TOT'O Ke
JIEKapPCTBEHHOT'O CpencTBa. OCMOTHUeCKasd CHUCTeMa OOCTaBKM OIMCaHa B
Patra et al. Osmotic Drug Delivery Systems: Basis and Design
Approaches, Recent Patents on Drug Delivery and Formulation, 7
(2013) 1-12.

[000202] AKTMBHad CeplleBMHa JO3MPOBAHHOM  QOPMEI  MOXeT
npencTaBJIaATh cofo¥ MHEPTHYI UYacTuly WIM MeJIouHOM  OydepHHM
KpucTasi, [IOKPHITHIM comepxammM JIeKapCTBEeHHOE CpencTBoO
[IJIEHKOOBpa3yrluM COCTaBOM. B OODHOM  BapMuaHTe OCYIEeCTBJIEHUA
pacTBOpPMMA A B BOIE [LJIeHKOOBpa3ywiaa KOMIIO3MLIM A oBpasyerT
pacTBOpPUMY/ IUCIeP TVPYIIYIC S B BOIE JacCTHUILY . AJILTEPHATVBHO
AKTMBHOE BEMeCTBO MOXHO IIOJIydaThk IIyTeM TI'pPaHyJMPOBaHMSA M IIOMOJIa
U/ IOyTeM SKCTPY3MM M OKaTHBAHMA  IIOJMMEPHOM  KOMIIOSULMM,
comepxamey aKTMBHOe BemecTBO. KoJIMUuecTBO aKTMBHOTO BeMecTBa B
cepllleBMHe 3aBMCUT OT TpebyeMoM IO3H, U, KaK OpaBuUJIO, OHO
BapbUpyeTcsa NpUOIM3UTEeJJEHO OoT 5 Macc.$ mo 60 macc.$. IlomMepHOe
[IOKPHTME CepOlLeBMHE C aKTMBHEM BEMEeCTBOM OOHUHO COCTAaBJIAET
OpubIM3UTeNIbHO OoT 4% mo 20% B pacueTe Ha MacCCy IIOKPHTOM YaCTUIH
B 3aBUCKUMOCTM OT THUIa TpedyeMoTo NpodMiid BHCBOOOXIEHMUS U/UIIU
BHOPAHHHX I[IOJMMEPOB ¥ pacTBoOpUTeJeM TIIOKPHTHSA. CHelraJlMCTE B
OaHHOM o006JacTM CIOCOOHHE BHOpPaTh HOOXOOAllee KOJIUMUECTBO AaKTUBHOTO
BemecTBa HOJIA HaHECEHMS Ha WM BKJIKOUEHMS B CeplleBUHY IJIA
oBecrieueHnsa TpebOyeMOM IO3VPOBKM. B OOHOM BapMaHTe OCYMeCTBJIEHUS
HeaKTMUBHasa CepAlleBMHa MOXeT IMpeACTaBJIATL cCcoboM caxapHyl cbepy
niam OydepHHM KpUCTaJlJl, WJIXM MHKAIICYJIMPOBAHHHM OydepHHM KpUcTaJll,
Taxkom Kak KapboHaT KaJjJpum4g, OukapboHaT HaTpu4, bymMaporasda
KMCJIOTa, BMHHOKaMeHHad KMCJIOTa " T.O., KOTOPHE V3MEHHIT

MVKPOOKPYXeHIMEe aKTMBHOI'O BelleCTBa, obJjieTuasd eT0O BHCBODOXIEHUE.
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[000203] Cognepxamas JIeKapCTBEHHOE CpPeICTBO dYacTulla MOXeT
OBITE  IIOKPHTA IIOKPHTUEM I[IPOJIOHIMPOBAHHOT'O BHCBODOXIeHUA  (XR),
comepxallyM HepaCTBOPUMHIM B BOIE IOJIIMED WJII KOMOMHA LI
HepacCTBOPMMOI'O B BOIe IIOJIMMepa M pacTBOPMMOI'O B BOLNe IoJiMMepa C
[IOJIy4YeHMEM coep XR. B HEeKOTOPHX BapMaHTax OCYWeCTBJIEHUI
HepaCTBOPUMEIM B BOIe IOJMMEP M PAaCTBOPUMEIM B BOOE IOJIMMED MOTYT
IPpUCYTCTBOBATE B COOTHOmMeHuUM Macc oT 100:0 gmo 65:35, I
OpubIU3nUTeJIbHO oT 95:5 mo 70:30, wmiaM OpuOIM3UTEJIbHO OoT 85:15 1o
75:25. [IoxkprEITHE IIPOJIOHTUPOBAHHOTO BEICBOOOXIOEHU I HaHOCHAT B
KOJIMYeCTBE, HeoOxoOouMoM  OJjia  of0ecleueHMd  TpelyeMoro  npodpmida
BHICBODOXIEeHMA. B HEKOTOPHEX BapMaHTax OCYILEeCTBJIEHNA [IOKPHTHE
IIPOJIOHTUPOBAHHOTO BECBOOOXIEHMA COCTaBJIAET NPUOJIMU3UTEIBHO OT 1%
no 15% OT MaccCH INOKPHTHX Ccbep, WIM OPUOIM3UTEJIEHO OoT 7% mo 12%
OT MaCCH IIOKPHTHX cdep.

[000204] Jo3MpoBaHHAad dopmMa MOOMOUUIMPOBAHHOT'O
BEHICBOOOXIEeHMs, BKJUaKlas CMeChb IBYX COBOKYIHOCTEM I'PaHyJl, MOXET
OBITE MB3TOTORJIEHa cCJenynmrM obpaszoM. CoIepxallyln JieKapCTBeHHOe
CPEeICTBO CEPOLEeBMHY IIOJIydalnT IIyTeM I[IOKPHTUSA MHEePTHOM UYacCTHULEH,
TakoM Kak 3aTpaBka Non-pareil, KUCJOTHHY OyOepHHM KPUCTAJIJI WU
meJIOUHOM By dbepHE KpucCTaJi, AKTUBHEIM  I[IOJIMMEPHHM  CBA3YKIIVM
BeleCTBOM, WiIM OyTeM TI'paHyJMpPpOBaHMSA U IIOMOJIa, WM Iy TeM
SCTPY3UM/OKATHBAHUA C I[IOJIydeHMeM TpaHyJ IR. I'paHysy IR IOKPHBAT
LJI1acTUOUMUIMPOBAHHEIM HepaCTBOPUMEIM B BOIe IIOJIMMEPOM, TaKMM Kak
STUIILEJIIIIO3a, OTHOEeJIbHO NI B KOMOMHAaUUU C PacTBOPUMEM
[IOJIMIMEPOM, TaKUM Kak TUOPOKCUIIPOIIMIIME TUJILEJIJIIIIO 32, C
oBpasopaHreM TpaHyJiel XR. Cdeprl XR TBepOHX XeJIATMHOBEIX KallCyJl,
OTHeJIEHO WMJIM B KOMOMHaUMM CO coepaMmt IR, 3aloJIHALT B TpebyeMOM
COOTHOIWEHUM C IIOJIydeHMeM KallCyJl MOIUQUIUMPOBAHHOIT'O BECBOOOXIEHMS
(MR), obGecrneurBanmMx TpebyeMulM OPpodMJIL BECBODOXIESHMA .

[000205] Bruio  omnmcaHo, uro chepel IR ¢ UCHOOJB30BaHMEM
cilenywme MeTOOMKM pPacTBOPEHMSA BHCBOOOXIAKT I[IO0 MeHBIEW Mepe
OPUOIIN3UTEIJIEHO 70%, DoJiee KOHKPETHO o MeHbIIen Mepe
npubinsuTedsHo 90%, aKTMBHOTO BemecTBa B TedeHMe 30 MMHYT.

[000206] YCTpPOMCTBO USP 2 (JJommacTH npu 50 06/MMH)

VCIIOJBERYIOT CO Clenyilmel cpelo¥V OJjsa pacTBopenus: 900 mia 0,1 H HCL
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(MM moOxomAmen Cpenrl IJI4 pPacCTBOPEHUA) npu 37°C, IpUYeM
BEHICBOOOXIEHNVE aKTMBHOI'O BelleCTBa OIPEenNeIdiT IIOoCpencTBOM BIXX.
[000207] [msa noJgy4deHMS COOepXallMxX aKTHMBHOE BEMeCTBO YaCTHIL
Cepllle BUHH MOXHO VICIIOJIE30BaTh BOIIHLIM VIV bapMalleBTUYECKHA
IpUeMIIeMBI pPacTBOPUTEJID . Tun IJIeHKkoOoOpa3yrmero CBA3YKIET O
BEIlECTBAa, KOTOpOEe MCIOJB3YIRT IJIS CBA3BBaAHMA JIEKAapPCTBEHHOTO
CpeICTBa C MWHEPTHOM cCcaxXapHoM cbepo¥, He 4ABJIGEeTCS KPUTHUUECKU
BaXHBIM, OIOHAKO OOBUHO MCIIOJIE3YIT PaCTBOPMMEE B BOIE, PaCTBOPMMEE

B CIIMpTe WJINM pPpacCTBOPVIMEIE B a]_LeTOHe/BOI[e cBA3yImMe BemeCcTEea.

CrAsyrume BelleCcTrBa, Taxkme Kak TIOJIMBUHUJIIIIMPPOJIMIOH (PVP),
MNOJIMBTUIIEHOKCHUT, TUIOPOKCUIIPOIMIIME TUJILeJIJIInJIO 34 (HPMC) ,
TUOpOKCUINIpOnMILeJojo3a (HPC), noamcaxapulbl, Takue KakK IeKCTpaH,

KYKYPY3HHM  Kpaxmall, MOXHO  MCIIOJIB30BaTh B  KOHLUEHTpaluuax OT
npubausurejsHo 0,5 wMacc.$ »no OpubimM3muTesbHO 5 Macc.$, OpuUYeM
TakKXe MCIOJb3YRT IOPpyIMe KOHILEeHTpaluM. AKTUMBHOE BelleCTBO MOXET
IPpUCYTCTBOBaATE B HSTOM COCTaBe IIOKPHTHA B QopMe pacTBOpa WK
MOXeT OHTH OUCIEPIUPOBAHO C COOepXaHMeM TBepIoTl'o BelleCTBa BIJIOTH
o0 nOpudbamauTesIbHO 35 Macc.% B 3aBUCUMMOCTM OT BA3KOCTM COCTaBa
[IOKPHTUA .

[000208] AKTHMBHOE BelleCTBO, HeoBsa3aTeJIbHO CBA3VIIEe
BemecTBO PVP, KOHTPOJUPYHIMM CKOPOCTL PACTBOPEHMS IIOJIMMEp, eCJIM
ero VICIIOJIbL 3YIT, u HeoDA3aTeJIbHO opyrue bapMalleBTUUYECKHA
npreMJIeMeHe BSKCLUUIIMEHTH CMEMMBAKT B IIJJaHETAPHOM CMECHUTEeJIe WU
TPpaHyJIATOpe C BHCOKMM YCUJIMEeM CIOBMUIa, TakuM KkKak FIELDER®, wu
TPaHyJIMPYIT IOIyTeM »oGaBJIeHMS/HalbJIeHUI TPpaHyJIMpyoler XUIKOCTH,
TakoM KaK BoIa WM CIMPT. BIaXHyl MacCy MOXHO DSKCTPYIUMPOBATL U
[IOOBepTraThk OKATHBaAHUILD C TIIOJydeHMeM cheprMueckKux dYacTull (cdhep) C
VICIIOJIE 30BaHMEM sKCTpyIepa/oKaTHBaATEIIS . B DTUX BapMaHTax
OCYIIECTRBJIEHMA  HaTl'py3kKa aKTUBHHEM BEOMEeCTBOM MOXeET  COCTaBJIATH
BILJIOTL Ho 90% 1o Macce B pacueTe Ha o00mMyn Maccy IDOOBEpPTHYTOM
SKCTPY3UM/OKATHBAHMID CepPOleBUHEH.

[000209] MImoCc Tpa TUBHEE, HO He OTU'paHMUMBaKIMe  IIPUMEPE
HEPACTBOPMMEIX B BOIE I[IOJMMEPOB, MNPUI'OIOHEIX IJIS HOKpHTUA XR,
BKJIOUAKT I[IOPONIOK WJIM BOIHYK IOUCIEPCUR 3TUIILEJJIRIIO3H (HaIpUMEepR,

AQUACOAT® ECD-30), alleTaT LeJUIOJIOSH, HoJuBMHMIIaLeTaT (KOLLICOAT®
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SR 30 D, BASF), HelTpaJlbHEE COIOJMMEPH Ha OCHOBe »TUJakKpujaTa U
MeTUJIMETakKpuiaTa, COTIOJIMIMEPH CJIOXHBIX 20MPOB aKPUJIOBOM u
MEeTaKPUJIIOBOV KMCJIOTH C UYEeTBEePTUUHHMM TPYIIaMM aMMOHMSA, Takue Kak
EUDRAGIT® NE, RS m RS30D, RL miau RL30D m T.m. VIJIOCTPaTUBHEE, HO

He OT'paHMYMBaKImmMe pPacTBOPVMEIE B BOIIe ITOJIVIMEEI BKJIOUYAT

HM3KOMOJIEKYJIAPHYIO TUIOPOKCUIIPOINIIME TUIILeJIJIINIIO 3Y (HPMC) ,
Me TUJILEJIJIIIIO3Y , TUIOPOKCUIIPONIUIILLETIIIIIIO3Y , MIOJIUBUHUJIIIVPPOJUIOH
U/ NIV [OOJIUSTUIIEHTIJVIMKOJE (PEG) ¢ MOJIEeKYyJIApHOM Maccom > 3000.

[IoKpHTHE IIPOJIOHTVPOBAHHOTO BHICBOOOXIEHU I OOBIUHO HaHOCHAT c
TOJIIMHOM B IOMalaszoHe OpubiausuTebrHO oT 1 Macc.$ mo 15 macc.? B
3aBUCUMMOCTM OT pPacTBOPUMOCTM aKTMBHOIO BelleCTBa B BOOEe WM
MCIIOJIE3YEMOT'O COCTaBa C TIOKPHTHMEM Ha OCHOBE CYCIIEH3UM B JlaTeKCce.

[000210] KoMIo3uMUMM IIOKPHTMA, MCIOJb3YyeMEe OJ4 I[IOoJIy4YeHUA
MeMOpaH, OOBUYHO ABJILITCA IJIAaCTUOUUMPOBAHHEIMM . JVJIJIIOCTPATMBHEE, HO
He OTpPaHuYMBaKIME IacTudrMKaTOPH BKJIIOUAIT TpraleTHnH,
TEUOY THUILMUTPAT, TPUB TUIILUTPAT, ale Tl TPU-H- Oy TUJILUTPAT
OVUBTUIOTANaT, IOJUBTUIIEHTJIMKOJL, IOJIUIIPOIMIIEHTJIMKOJEL, KaCTOpOBOE
MacJo, udyrtuicebakaT U/MIM aleTUJIMPOBAHHLEE MOHOIJIMLIEPUIOL M T.I.
[nacTduraTop MOXeT CcOoIepXaTb OT NpUBIM3UTEJILHO 3 Macc.$ IO
npubiansurebHO 30 Macc.%, ©0oJiee KOHKPEeTHO OT nOpubiamamTesbHO 10
Macc.% Oo npubiam3uTesIbHO 25 Macc.? oJMMepa B pacueTe Ha Maccy.
Tumn mjJacTudmkaTopa UM eTro coIepXaHMe BaBUCUT OT IIOJMMepa WK
[IOJIMMEPOBR U TIPUPOOE CUCTEeMH IIOKPHTHSA (HaIpuMep, BOIOHAS MM Ha
OCHOBE pacTBOpPHUTEJIeV, Ha OCHOBEe pacTBopa WIM IOUCIepcuM, U obmee
comepxaHye TBepIHX BEMeCTB) .

[000211] YacTHuila MoOxeT OHTL I[IOIOBEPIHYTa IIepBOoHAaAUAJILHOM

obpaboTke oyTeM HaHeCceHUsd TOHKOM I[IJIEHKN nus3

TUOPOKCHUIIPOIMIIME TUJIL e JIJIIJIO 3 (HPMC; OPADRY® Clear) nepen
HaHeCeHMeM MeMOPpaHHOT'O IIOKPHTHUA IIPOJIOHTVMPOBAHHOI'O BEHCBOOOXIECHNSA
OJIA paslelleHMd PasJIMUHEX CJIoeR MeMOpaHE. OOBUHO WMCIOJb3YyIT HPMC,
HO TaKXe MOXHO MCIIOJIE30BaThL OPYIMe IIepBUYHEE IIOKPHTUS, TaKKe Kak
ITMOpokcUllponmiLesioiosa  (HPC) .

[000212] MemMOpaHHOEe TIIOKPHTHE MOXHO HAHOCHUTE Ha CEPIOILEBUHY C
MCIIOJIE30BaHMeM JIOOEX CIIOCODOB HaHeCeHUd IIOKPBITUSA, MWMCIOJb3YEMEX B

@apmaueBTquCKoﬁ IIPOMEIIIJIEHHOCTHM « B omHOM BapMrMaHTe OCYIeCTBJICHNA
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MCIIOJIE3YIOT HaHeCEeHMe IIOKPHTHE B IICeBIOOXMKEHHOM CJIOE.

[000213] MoOXHO MCIIOJILE30BaTh MHOT'OIIO30BHE bOPMEL, T.E.
NIPOOYKTE B QOpPMe NO3MPOBAHHHX QOPM M3 MHOXECTBa 4YacTul, (MapuKu,
chepr, TpPaHyJE, MMHUTAOJIETKM ¥ T.O.) WIKM B »OPyIMx ¢QopMax,
INIPUTOOHEIX IJIS IIepopalJIbHOTO BBeleHMAa. KakKk MCIOJB3YRT B paMKax
nz3obpeTeHms, 2TU T e PMUHEL VICIIOJIb 3YI0T B3aMMO3aMeHaeMO 0JId
0003HaUeHMa OO3MPOBAHHEX (QOPM C MHOXeCTBOM YaCTMIL.

[000214] HOo3UPOBaHHYID dopmy MIPOJIOHTUPOBAHHOTO
BEICBOOOXIEHN A, KoTOpad BKJIOUAET CMeChb OBYX VI OoJiee
COBOKYIIHOCTEM TI'pPaHyJl, MOXHO I[IOJIydaThb CJelylmuM ofpasoM. VHepTHY
yacTuuy, Takylo KaK 3aTpaBky Non-pareil, KUCJIOTHHM OybepHHEM
KPpUCTAaJJI WMIM mMeJJouHOM OYQepHEM KPpUCTAaJJI, I[IOKPHBAalT aKTVUBHEM
BelleCTBOM U IIOJIMMEPHHM CBA3YIMM BelleCTBOM C IIOJIYYeHMEM UYaCTUIIE
C AaKTMBHHM BelleCTBOM, T.e. COeps HeMeOJIeHHOT'O BHCBOOOXIEHUSA
(IR), KOTOpas MOXeT HaxOIUTLCS B eIMHMUHOM IOO3UMpPOBaHHOM dopmMme,
BHICTYyIAnMme B KauecTBe OOJIOCHOM HOBH. AKTUBHYI YaCTHUIY IIOKPHBAT
PacTBOPOM MWJIM CYCIeH3Mel HepaCTBOPMMOIO B BOIe IOJMMepa WK
CMEeCBI0 pacTBOPUMEIX B BOIOE M HEepacTBOPUMEX B BOOEe IIOJUMEPOB C
[IOJIYUYeHMEeM YacCTMl, C AaKTMBHEM BEIEeCTBOM, IOKPHTHX IIOKPETHUEM
IIPOJIOHTUPOBAHHOTO BEICBOOOXIEHM A (XR) . Chepr XR TBEePIbEIX
XKeJIaTMHOBEIX KallCyJl M HeoD43aTeJIbHO B kKOMOMHauMM cO cbepamm IR B
COOTHOIWEeHUM B IOuanaszoHe oT 95:5 mo 70:30 (cdeper XR: coepr IR),
3aloJIHAKT C TIIOoJydeHMeM KallCyJIH MOIMOUIIMPOBAHHOTO BHEHCBOOOXIEHUS
(MR), @»OeMOHCTpUpVYIIEM 3aldaHHLHM OIPOoOMJIL BHCBOOOXIEHMS aKTUBHOTO
BelleCcTBa.

[000215] B omHOM BapMaHTe OCYINEeCTBJIEHMS IO3MPOBaHHad GopMa
VMeeT 4YacTb HEMeOJIeHHOTO  BHCBOOOXIEeHMS aKTMBHOT'O  BEIMECTBa,
OVCIEPTUPOBAHHYK B MACJHSHOW WIM JIMIMIOHOWM CUCTeMe, U OPpYIYD
4acThk, KOTOpas CoCTaBJieHa B BOCKOBOM MaTpMKCE WJIM B BHMIOEe 4YaCTUIL
aKTUMBHOTO BeMeCcTBa, TOKPBITHIX TUIOPOQUIIE HEIMA HOCUTEJIAMN . ITo
MeHbmel Mepe 15%-50% axkTMBHOTO BelleCcTBa HaxXOIUTCAI B  UYaCTH
HeMeOJIeHHOTO BHCBOOOXIEHMSA M HaxXOoIUTCAd B OO3MPpOBaHHOM QopMe,
IPUTOOHOM nJjis HEMEJIEHHOTO BEICBOOOXIEHWS . OcraJjibHad JacTb
TabJIeTKM—KaIlICYJIEL I[I0 MaccCe MOXeT BKJIYaTh COCTak 3aMelJIEHHOI'O
BHICBODOXIEeHMA AaKTMBHOI'O BelleCTBa WM YacThk COCTaBa 3aMelJIEeHHOTO

BEICBOOOXIEHMA AaKTMBHOI'O BelleCTBa. AKTMBHOE BEIECTBO MOXeT OHTH
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COoCTaBJIEHO B cucTeMe OOCTaBKMU Ha JIUIIVIHOM OCHOBE.
VHKAaTICyJIMpOBaHMe WM COJOOMIM3alMad JIMIMOHBEX SKCUUIIMEHTOB MOTYT
IPUBOINTL K YBeJMUEHHOM COJJIOMIM3allMM ¥ BCACHBAHMUID, UYTO IIPUBOOUT
K yBeJIMUeHHOM OMOIOCTYIIHOCTHA.

[000216] JIMIIMIOHEIE SKCUUIIMEHTH ABJIAKTCH KOMMEPUECKHU
OOCTYIIHEIMM . [IOCKOJIBKY JIMIOMIOE BJMSKT Ha BCaCHBaHME, HeOoOXOOUMO
3HATE XapPaKTepUCTUKM JIMIOIUIOHBEX SKCUUIMEHTOB. (PakKTOPH, KOTOPHE
OIIPEeNelIganT BHOOP BSKCLUUIMEHTOB OJIS COCTaBOB Ha OCHOBE JIMIMIOB,
BKJIOUAKT CMeMMBAEeMOCTb, PaCTBOPAKIYK CIOCOOHOCTBL, CIOCODHOCTBL K
CaMOIUCIIEPTUPOBaHUI n CIIOCOBHOCTB oBecrieurBaTh
cCaMOIMCIIEpPTMPOBaHME COCTaBa, YCBOSeMOCTb U CyInb0y pacliellJIEHHEX
NIPOOYKTOB, CIIOCOOHOCTH BHI3HBATH pasnpaxeHue, TOKCUYHOCTE,
UMCTOTY, XUMUUECKYK CTabMJIIBHOCTL, COBMECTMMOCTL C KallcyJlaMu,
TeMIlepaTypy ILJIaBJIeHMsa, CTOMMOCTbL M T.I.

[000217] IImmeBEEe MacJja, COCTOANME M3 TPUIVIMLIEPUIOB CcpenHel
n OJIVHHOM Lnenmn BMECTe C PasInYHEMA PacTBOPUTEJIAMA u
[IOBEPXHOCTHO-AKTMBHEIMY BelleCTBaMM YacCTO MCIOJb3YIT OIS IIOJIyUYeHMA
cocTaBa Ha OCHOBEe JIMIOMIOB. MHOTME JIMOMIOHE SABJISOTCS aMOUOMIILHBMM,
T.e. OHM MMET JIMIOPMIIBHYI YacCThb (KMPHBE KUCJIIOTH) M TUIPOIUIILHYIO
JacThk. TeMmIepaTypa ILJaBJIeHMS BO3pacTaeT IO Mepe yBeJIMUeHMS IJIMHEL
el XUPHOM KMCJIOTH, OIHAKO TeMIepaTypa IUJIaBJIeHMS YyMeHbIlaeTcsd C
yBeJIMUeHMEeM CTelleHM HEeHACHIMEeHHOCTM XMPHOM KMUCJIOTH, KOTOpOoe TakKxe
[IOBEIIAET UYBCTBUTEJIBHOCTD K OKMCJIEHN. CoNobnUIn3aTOPRH,
MCIIOJIbE3YEeMEE B COCTaBax Ha OCHOBe JIMIMOOB, IIPMBEeIeHH B TabJjule

HIXe :

Como6mnm!3mpyloume SKCLUMUIIMEHTEHI, MCIIOJNIb B yEeMEIe B KoOMMEpPYeCKHN OOCTYIIHBEIX

IIepOoPaJIbHEX cCcoCTaeBax Ha J'IMHM,]IHOIZ[ OCHOBe !

HepacTBopumMile B BOOE [NoBEepPXHOCTHO ~aKTUBHHE
TpuranLIepn s
SKCLIMIIMEHTEH BellecTBa

. TPUTIMLEPUIE IIIMHHOMN
[UeJMHBEI BOCK HommcopBaT 20 (TWEEN® 20)
enm

TUMOPpOTEHNSMPOBAHHOE
OJleMHOBAaSg KUCJIOTAa NommcopBaT 80 (TWEEN® 80)
coeBoOe MacJio

T'moporeHMsMpoOBaHHOE CopBuTaHMOHOJIAypaT (SPAN®
XMpHBIE KMCJIOTH COJIU

pacTuUTeJIbHOE Macjlo 20)
D-a-Torodbepora D-a-Tokodepos PEG 1000

KykypysHOe MacJio
(BuTaMmMH E) cykumHaT (TPGS)
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MoHO-IM— TPUTVINLEPU L]

ONMBKOBOE MacCJIO TN EepPUIIMOHOOJIEA T
KYyKYPY3HOT'O Macja
InrauuepuIsl IOJIMOKCUII 35
Moo u OUTIINL e PU OB
CoeBoe MacJo KaCTOpPOBOTO Macia

cpenueir uenm (C8/C10)
(CREMOPHOR® EL),

TMToMMoOKCIUII 40

CJIOXHEIE 3OMPBL
IUOPOTEHMU3MPOBaHHOE

IIPONVMIIEHTIVJIVIKOJIA W XMPHBIX AanI/ICOBoe MacCJIo
KacTopoBoOe MacJIo

KUCJIIOT
(CREMOPHOR® RH40)

TMToMMoOKCIUII 60
TUOPOTEHNBUPOBAHHOE

KyHXyTHOE MacJio
KacTopoBoOe Ma CJIo

(CREMOPHOR® RH60)

TpuramMuepuns cpenHelr | OlenHoBue Tumuepmasl PEG 300

Lenm (LABRAFIL® M-1944CS)

KamnpuHoBHe/KAaNpMHOBH | JIMHOJIeBHe TumMiepunsl PEG 300

e (LABRAFIL® M-2125CS)
Tpuranuepmumor,

Kanpusosele/KanpuHOBHE
[IOJIyUYEeHHHEe ns

TIIMLLEPUIE PEG 400
KOKOCOBOT'O Macja WM

(LABRASOL®)
NaJbMOAOPOBOTO MacJja

JlaypuiioBule TJIML e PU OB PEG

1500 (GELUCIRE® 44/14)

[000218] TpuIUyMLEePUIOEH PaCTUTEJIBHEX MaceJl HABJIAITCS Haubojiee
pacrpocTpaHeHHEMU JINTIV THBEIMA SKCLUUMIMEHTAaAMMA . OHU MIOJIHOCTBI
pacumernsjgnTcd W BcacCHBawTCH, YCTpaHaga TI[IpobJjieMH 0e30IaCHOCTHU.
TeUTIIMLEPUIOE IPEeOCTaBJIAT cobo¥ TpUIJIMLepPUIH IJIMHHOM Lenu (LCT),
TPUTJIMLEePUIOH cpenHey uenu (MCT) ¥ TPpUTJIMLEPUIOH KOPOTKOM Lelu
(SCT) . nx pacTeop4anlaa CIIOCODHOCTE B OTHOIEHUNU aKTUBHOT'O
BelleCTBa B OCHOBHOM ABJISAeTCH CJeOCcTBUeM 50QeKTHMBHOM KOHIEHTpalUM
CJIOXHO D QUPHEIX TPYIII. MCT MMeT BoJiee BEICOKYID  PacCTBOPAKIIYIO
CIIOCODHOCTE, uem LCT, M OHM B MEHbIIeM CTelleHM CKJIOHHHE K
OKMCJIeHrK. Macja ™3 PasJIMUHEX PaCTUTEJIBHEX MWCTOUHMKOB MMET
pPas3JMuHEEe COOTHOWEHUA XUPHEX KUCIJIOT. KOMIOSUIMSA XUPHHEX KUCJIOT B

PasJIMUHEX JIMIIMOHEX SKCIUIIMEHTAaX IIpelCTaBJIeHa HMXe.

KoMriosuimus XKVMPHBEIX KHNCJIIOT, IIPUCYTCTBYHIMX B 3KCLUMIIMEHTAaX Ha

OCHOBe JIMIIMIOOB

(konmMuecTBO Ofmee HaB3BaHME TeMnepaTypa ILUIABJISHUS
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aToMOB yrJlepoma) (°c)
KalpuioBasd

8 16,5
K}CJIOTa
KalpuHOBad

10 31,6
K}MCJIOTa
JaypuHOBaL

12 44,8
KMCJIOTa
MUPUCTUHOBAA

14 54,4
KMCJIOTa
najlbMUTHHOBAA

16 62,9
KICJIOTa
CcTeaprHOBaM

18 70,1
KICJIOTa
OJIeMHOBAa4

18 16,0
KICJIOTa
JIMHOJIEMHOBAa 4

18 -5,0
KIMCJIOTa
Y—JIMHOJIEMHOBA A

18 -11,0
K1CJIOTa
PULIMHOJIEMHOBA A

18 6,0
KMCJIOTa
apaxuHoOBad

20 76,1
KMCJIOTa
HereHoBasd

22 80,0
KMCJIOTa

[000219] D-o—-TokodpepoI [IOJIND TUJIEHTJIMKOJIb 1000 CYKLMHAT
(BurTamma E TPGS) NOpoMCXOOMT M3 PaCTUTEJIBHHX TokopeposioB. OH
ABJISEeTCA PacTBOPMMEIM B BOIe M IeVCTBYeT B KauecTBe YCUIUTEA
BCacCeHBaHMUA IJA cJabo pacCTBOPMMEX B BOIEe JIEKAPCTBEHHHX CPEeICTB.
UMCTHE TPUIJIMLEPUOE IPUCYTCTBYIRT B pPa@MHMPOBAHHEIX pPaCTUTEJbHBEX
MacJax.

[000220] CMellaHHEe TJUIMLEPUOR [IOJy4YalnT OYTeM 4YacCTUUHOTO
TUOPOJIM3a PaCTUTEJILHEX MaceJ. VCXOIHHM MaTepuall TPpUIJIMLIEPUIOB U
CTEIEHBb TUOPOJIN3a OTIPeNeJIanT XVIMUYECKUM cocTaB TOJIYYEHHEIX

CMellla HHEIX IJIMIeprnIooB . CMelllaHHBEE TJIML e PV IOEL cpenHeIZ Ielin He
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UYyBCTBUTEJELHE K OKMCJIEHN, MMET BOJIBIYO PacTBOP ARy
CIIOCOOHOCTE UM CIOCODOCTBYIT 5MYJIETUPOBAHUK. 3TM IIOJISPHBE MaCJISHEE
DK CLUUIIMEHTE TaKxe [IOBEIIAKT PacTBOP ARy CIIOCOOHOCTE u
CIIOCOOHOCTE COCTaBa K IOUCIEPTUMPOBAHMKL. [IpUMEPH I[IOJIAPHBEIX MaceJl
BKJIOUAT copbuTaHa TpuoyieaT (SPAN® 85) 1 0OJIeMHOBYI KUCJIOTY.

[000221] CopacTBOpPUTEIN, HaIpuMmep, STaHOJI, TJIMLEPUH,
NPONMIIEHTJIMKOJIb, [IOJIUBTUIIEHTUIMKOIM (PEG)-400 m T.m. YyBeJIUUUBAKT
PacTBOP AKILYO CIIOCOOHOCTB cocTaBa IoJIA AKTMBHEIX BEIECTB u
CIIOCOOCTBYKRT OUCIIEPIUPOBAHUI CHUCTEM, KOTOPHE COIEepXaT BECOKYI
IOJI PacTBOPUMEBIX B BOIE MIOBEPXHOCTHO~aKTUBHEIX BEIIECTB.
[lpakTUUeCKMEe OTPaHUUYEHMSI, CBS3aHHEE C COPaCTBOPUTEIAMM, BKJIOUAKT
IpeluunnTalno COJIIOOUIINBUPOBAHHOTO aKTUBHOTO BelleCcTBa nu3
PACTBOPUTEJISA BCJEIOCTBME CHMXEHUS pPacTBOpSAKIEN CIOCOBHOCTHM IocJe
pazfaBJjieHMa, HECIOCOOHOCTL HEKOTOPHX COPaCTBOPUTEJIeV CMellMBATLCSA
C MacJlaMM ¥ HEeCOBMEeCTMMOCTL HUMBKOMOJIEKYJIAPHHEX PaCTBOPUTEJIEM C
oBoJiouKaMM KallCyJl.

[000222] He PacTBOPUMEE B BOIE [IOBEPXHOCTHO—aKTHBHEE
BemecTBa IIPeICTaBJIST coBOV JIMIMIOHEE SKCUUIMEHTH C IIPOMEXYTOUHEM
TUOPOOUIIEHO—JIUIIO QMJIIb HEIM faJlaHCOM (HLB 8-12), KOTOPHE
ancopbupyrTCcsa Ha IOBEepPXHOCTSAX MacJlo—-BoIa. B  3aBMCHMMOCTM OT
CTelleHM D2TOKCUJIMPOBAHMA, OHM MMEeT OTPaHMUeHHYK PacCTBOPMMOCTE B
Boe. OHM MOTYyT OOpas’0OBHEHBATE DBMyJIBCUM, €CJM UX IIOOBEPTHYTH
YCUIMIO CIOBUTa, ¥ MOTYT YIOMMHATBCSA Kak "»guconeprupymomyecsa" B
BOIE. OHmM MOTYT oB6pa30BHBATH MMUIIEJLJIH, HO He MOTYT
CaMOBMYJIETUPOBATECSA BCJIeICTBME MX HeIJOCTaTOUHO TUOPOOUIILHOM

npupons. CJIOXHEE 320MPH 0JIeaTOB, TaKMe KakK I[IOJMOKCUsTuIeH (20)
copbuTaH TpHroJieaT (TWEEN®-85) u MIOJIMOKCUD TUIIEH (20)
TmiepunTprosieaT (TAGOT®-TO) ABJIALTCA NPVMEpPaMy He PAaCTBOPUMEIX B
BOIe TIOBEPXHOCTHO-aKTHMBHHX BemecTB ¢ HLB 11-11,5. OpmHakKo CMecCh
TWEEN®-80 m SPAN®-80 co cpenuyvMm HLB 11 He ABJISeTCS CXOIOHOMW C
TWEEN®-85 no o¢yukumn. CMech TWEEN®-80 m SPAN®-80 wuMeeT Kak
pPacTBOPUMEE B BOINE, TaK M He pPacTBOPUMEE B BOLNE MOJIEKYJIH, OIHAaKO
TWEEN®-85 mnpeuMyleCTBEeHHO MMeeT He PacTBOPMMEE B BOIE MOJIEKYJIH.

[000223] PacTBOpMMHE B BOJe I[IOBEPXHOCTHO—-aKTMBHEE BEMECTBa

ABJIARTCA HauboJiee paclipoCTpaHeHHEIMN ITIOBEPXHOCTHO~aKTVMBHEMNM
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BeleCTeaM1 IOJIA CoCTaBJIEeHNA CaMOSMYJIETMPRYRINX CA CUCTeM IOJI4d

OOCTaBKU JIeKapCTBEHHEX CpencrTsB. MaTepnaJisl C HLB>12 MOTYT
00pas30BHBATL MULEJIJIAPHEE PACTBOPH I[IPUM HU3KUX KOHLUEHTpalMAX I[IYyTeM
PacTBOpPEeHMA B UMCTOM BOOE BHIE KX KPUTUUYECKOMW MHUILEJIJISPHOM
KOHIIeHTpalumn (CMC) . PacTBopuMEe B BOIOe IIOBEPXHOCTHO-AKTUBHEE
BelleCcTBa CUHTE3UPYIT Ha OCHOBe PEG C TUIOPOJIM30BaHHEIMUA
PacCTUTEeJIEHEMM MacJjaMy, WM aJjlbTepPHAaTMBHO MOXHO IIOJIyYaThb CIMPTH
OJI peaklMM C STUIIEHOKCHUIOM -IOJIA IIOJIYUeHMAa STOKCUIIaTa aJIKMIJIOBOI'O
s¢upa, MMPOKO MCIIOJIE 3YEeMOT O IIOBEPXHOCTHO-aKTUBHOT'O BellecTBa
(HampuMep, STOKCUJIAT LeTOoCTeapuJIoBOTO chupTa muian CETOMACROGOL™) .
Peaxumsa CJIOXHEBIX 50UPOB copOuTaHa C OKCHIOM DSTHJIeHa  »aerT

HOHMCOpéaTH, IIperMymeCTBEeHHO STOKCHMJIATEI IIPOCTHX SQMPOB.

CREMOPHOR® RH40 wm RH60 (2TOKCMJIMPOBAHHOE THUIAPOTEHU3UPOBAHHOE
KaCTOpOBOE MacJIO) ABJALTCA IIPMMEpaMM STOTO Tulla, [IOoJydaeMBMU

oyreM IMIOPOTeHU3allMM MaTepMrasjioB M3 pacTUTEeJIbHEIX Macejl. Takxe
MUPOKO MCHOJIL3yIT CREMOPHOR® EL (2TOKCMIMPOBAHHOE KaCTOPOBOE

MacJio) , KOTOpOEe He SABJILeTCd IUIPOTeHU3MpPpoBaHHEM. CREMOPHOR®
YCUJIMBaAaeT BCaCHBaHME IIyTeM MHIMOMPOBAHMA BHKAUMBAKIMUX HaCOCOB; B
TO BpeMa KakK MeXaHM3M MHIUMOMPOBaAHMA He OlpelejileH, OH MOXeT
IpencTaBJIATL CcoBoM Hecheuuduueckoe KOHPOpMALMOHHOE  MBMeHeHUe
BCJIEOCTBME IIPOHMKHOBEHUSA MOJIEKYJI MMOBEPXHOCTHO-AKTUMBHOIT'O BelleCTBa
B MeMOpaHy, amcopfumMM Ha IIOBEPXHOCTM BHKaAUMBAKIMX HACOCOB WU
B3aUMMOIENCTBUA MOJIEKYJI C BHYTPUMKJIIETOUHHMM IOMEHaMM BHKauMBalMeIo
Hacoca.

[000224] g =amMTH cCcocTaBa OT OKMCJEeHMS MOXHO »nodaBJISTh
OODaBKMU. nx IpUMEPHL BKJIOUAT PaCTBOPUMEIE B JIUNIMIOax
AHTUMOKCHUIAHTEH, TakKrMe KaK acKopOuiInajlbMUTaT, o—-TOoKObepoII, -
KapoTHH, nponujarajiaarT, OYVTUIIMPOBAHHEIM  IMOPOKCUTOJIYOJI (BHT) ,
Oy TUIVMPOBAHHEN THUIOPOKCUaHu30a (BHA) u T.H.

[000225] IloBemeHMe JMIMIOB B XOIOe COCTaBJIEHMSA OlleHMBAaWT,
MIOCKOJIBEKY JIUTINITHEIE SKCUUIIMEHTE  MMET pas3JIMUHEN XYIM/Y e CKUN
cocTaB, UTO MOXEeT I[IPMBOOMTE K MUPOKMM OUalla30HaM TeMIIepaTyp
JlaBJjeHusa. TeMIepaTypHHE CBOMCTBa JMIMIOB, HaIpUMep, TeMIepaTypy
KpUCTallin3aluy, TeMIepaTypy IUJIaBJIeHUd, TeMIepaTypy Iepexola B

CTGKHOO@paSHOG COCTOAHNME u CooepXaHNe TBEePIOEIX BellleCTB B
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DKCLUUIIMEHTE B 3aBUCHUMOCTH oT TeMIIEPATYPH, OLLEHMBAKT C
MCIOJIb30BaHMeM OubdepeHIIMalIbHOM CKaHUpYome kKaJopuMeTpum (DSC).
OpraHMzallyo JIMIMOOB B XOI& Hal'peBaHMA WM OXJIaXIEHUS OlEHMBalT
[IOCPenCcTBOM BHICOKOTEMIIepaTypPHOM  MMUKPOCKOIIUMA. KprcTallJIMduHOCThb
JIUTIMIOHOTO DKCLUUIIMEHTA MOATBEPXIAKT [IOCpPenCcTBOM
peHTreHOnUubbpakumum (XRD) .

[000226] BrcokosddeKTHMBHaAA XUIOKOCTHad xpoMaTorpadus (BIXKX)
u TaszoBasga xpomaTorpadmsa (GC) MOTYyT omopenelidTh TOUHHIM COCTAaB
IIPOCTEX DOUPOB, CJOXHHX 5QUPOB U paclpelelJieHMe XUPHBIX KMCJIOT.
IpyIre XUMUUECKMEe IIoKas3aTeJlM BKJIUAKT MOJIEKYIIAPHYK MaccCy XUPHBIX
KMCJIOT, OlpemesyideMyl 10 MX BeJIMUMHEe CallOHMOMKalMM, HAaCHIIEHHOCTD
YTUIEBOOOPOIOHEX ILIellel, olIpelesifseMyld IIOCPeICTBOM aHajM3a Ha OCHORe
nona, OKUCJIINTEeJILHEE V3MeHeHUsd, orpenelisieMule nyTeMm
KOJIMUECTBEHHOTO onpeleJleHUd [IEPOKCULOB, CBOOOOHEE KUPHEIE
KMCJIOTEl, OlpenejigeMele Ha OCHOBe COIOepXaHMud KUCIOT, U CBOOOINHEE
TUIPOKCUJIIbHEE TPYIIE, OIpenejigeMele IIyTeM OolpelelJleHUd COoepXaHusa
TUOPOKCUMJIIEHEIX TPYIII.

[000227] Tpebyemoe FDA MCHOHTaHME PaCTBOPEHMS He KoppeanpyeT
C IHOBeIeHMeM COCTaBOB Ha OCHOBe JMOMOOB 1In Vvivo. JIUMOMUOH
XKeJIYOOUHO-KUMIIeUHOTO TpaKTa I[IOoOBepralTCcsa IIpollecCaM paclellJIeHusS B
IPUCYTCTBUM JIMIIa3 (KeJYOOUHEX M IIaHKpeaTUUeCKMX), KOTOPpHE TaKxXe
BJIMAKT Ha CBOMCTBa 5SMYJILITUPOBAHUS U IOUCHEPTUPOBAHUS  JIUIUIHEX
SKCUUNIMEHTOR, uTo [IPUBOIOUT K M3MeHeHHOM’ CIIocoBOHOCTHU K
coJmobuamzaumumM in vivo. Takum obOpas3oMm, IOpu BHOOpPE COCTaABOB Ha
OCHOBEe JIUTIMOOB HeoBOXOoOmMMO YUUTEBATH CIIocoBOHOCTE JIUMTIV O HEIX
SKCUUMIMEHTOR OHBTL pacHellJIeHHBEMM . VICTIEITaHMe pPacTBOPEHMS B CXOOHOM
C BUoJIOTHUUYEeCKOM cpene MOXeT OLleHVBAThH Takue 50PeKrTH u
[IPOTHO3UPOBATE [IoBeeHUE in vivo. 50PeKTMBHOCTD
CaMOBMYJIbE TUPYIIMMX C S COCTaBOB MOXHO OTIPENEIIAThH IoCpelnCcTBOM
TEeCTHUPOBaAHUSA OUCIEPCHOCTM (CIOCOOHOCTE K BMYJIETUMPOBAHUIL UM pPa3Mep
yacTull) . JId onpenesyieHMSa pas3Mepa dYacTHI MOXHO MCIIOJB30BaTh
GOTOKOpPPEeJIALUMOHHYK ClekTpockonuo (PCS) wmim oudpakuMio Ja3epHOTo
M3JIYUEeHWS, a BU3yaJIbHOE VCCJeJOBaHMeE MOXET [IOMOYb
CIPOTHO3MPOBATE CIIOCOOHOCTE K BMyJIbIMPOBaAHUD.

[000228] SKCUUIIMEHTH Ha OCHOBE JINTINOOB YCUIINB AT

IIepopaljlbHOe BCaCHBaHMe JIeKapCTBEeHHEX CpelCTB IIyTeM BIIMAHMA Ha
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pasjnuHee (UBUMOJIOTUUECKHMEe IIPOLIeCCH, HaIpuMep, CTUMYJALMM TOoKa
KeJIuu u CeKpelnu IIaHKpeaTUUeCKOTO COKa, NIPOJIOHTUPOBAHUSA
OTIOPOXHEHM A XKeJIYIOKa, IIOBHIMEHUS TeKydeCTu MeMOPaHE, pPaCKPHTUA
[1JIO THEIX KOHTaKTOB, CTUMYJIALUN JIMMPaTUUECKOTO TpaHCIopTa
JIeKapCTBEHHEIX Cpencrs, TakMM  o0OpasoM, nsberad MeTaboamsMa
[IEPBOTO TIPOXOXIEHUSA, M MHIUOUPOBAHMSA BHBONAIMX II1€PEHOCUMKOB. IJId
OLleHKM DTHX 20DeKTOB IOOCTYIIHE Pa3JIMUHEIE MOOeJM 1in vitro, BRJOUAL
KUIIeUHEle MMKPOCOMEI, KJIeTkM Caco-2, BHBEPHYTHM KUIIEUHHM MEIOK C
VCIIOJIb30BaHMEeM KaMeph M aHaJM3H Hepby3mum in situ.

[000229] MOXHO  MCIIOJIBE30BaTh  JIUMIIOCOMEHL; opraHM3aumMga BTUX
chepmUuecknx IOBYXCJIOMHEX CTPYKTYP HallOMMHAKRT KJIETOUHYID MeMOpaHy,
M OHM B OCHOBHOM IpPenCcTaBJALT coboy aMoudmiIbHEE QOCHOIUINIEL
(ruopodubHasa TOJIOBKA UM TUAPOOOOHEM XBOCT M3 XMPHOM KMUCJIOTH) . B
TUIPATUPOBAHHOM COCTOSAHUM 5TU GOCOOIUIMIOE o0pasyrnT chbepuuecKue
OBYXCJIOMHEIE CTPYKTYPH, OPUEHTHPOBAHHEE UX IHUIPOQOOHHMM XBOCTaMU
BHYTPE CTPYKTYPH ¥ TIHUIOPOOUIIBHEMKM TOJIOBKAMM HapyXy CTPYKTYPH.
T'nopodusibHEIE BelleCTBa MOTYT OBTH 3aKJIOUeHB B BOIOHHE BHYTPEeHHME
IpocTpaHcTBa I1JIoByJ, B TO BpeMsa IuUAPodPoOHOEe aKTMBHOE BEMEeCTBO
MOXeT OHTE 3aKJIOUeHO BO BHYTPEHHUE CJIOM XUPHEX KUCJIOT.

[000230] MOXHO MCIHOJIB30BAaTh TBepObe JMIMOHEE HaHOUACTHIIE
(SLN) . SLN MOTYT IIOBHmMATL OMOOOCTYIIHOCTL BMECTe C KOHTPOJUPYEeMOM
M CclhHeludprMueckoy HOCTABKOM JIeKapCTBEHHOTO CpelcTBa B 3alaHHVYO
oBlacThk, TaK UTO OHM H[ABJAKTCA T[IOTEHUMAJIBHEIMM HOCUTEJIAMU OJIA
mepopalbHOM IVMbaTUUEeCKOM OOCTaBKU. SLN, Kak IpaBmJIo,
OpencTaBJIgnT cobol chepruecKMe UYacTHMIE Ppas3MepoM B IOMala30He oOT
10 M nmo 1000 HM C TBepObHM JIMIMOHEIM MaTPUKCOM CeplleBUHE
(CcTabUIM3UMPOBAHHLEIM I[IOBEPXHOCTHO-AKTHBHLEIMM BelleCcTBaMM) , KOTOPHM
MOXET COJOOUIM3UPOBATE JIUIOQUIIBEHEIE MOJIEKYJIE. OOBUHO WMCIIOJEL3YEMEE
JIMIIMOE  BKJOUAKT MOHOIUIMIIEPMIE, TaKKe KaK IUIMIEeprMH MOHOCTeaparT,
OUTJIVLIEPUIH, TaKMe KakK TUIMLepuH OereHaT, TPUIJIMIEPUIH, TaKue Kak
TPUCTEeapnH, XUPHHE  KMCJIOTH, TakKrMe KakK CTeapMHOBasa KUCJOTA,
CTEepPOUIH, Takue Kak XOJIeCTEPUH, " BOCKMH, Takue Kak
HeTUInaJeMUTaT. IlepopaljibHasa OMOODOCTYIHOCTE OIOHOTO JIEeKapCTBEHHOTO
cpencTrea OBLIIa yBeJIMueHa oyTeMm COCTaBJIEHUSA noJiMmMepa N-
KapOOoKCUMEe TUIIXMTO3aHa, KOTOPHM TIOKPHEBAaJ SLN, HaTpyXeHHEEe

JIEKapPCTBEHHEM CpeICTBOM, C MWCIIOJIE30OBaHMEeEM IIOBEPXHOCTHO—-aKTHMBHEIX
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BemeCTB Ha OCHOBe MOHOIVIMLIEPMOHOTO JIMOMIa ¥ JeUMTMHa COU U
noJiokcamepa 188 (Venishetty et al.).

[000231] IIpy OTBEepPXOEHMM pPacCIBUIeHreM, TaKXe  Ha3HBaeMOM
OXJIaXOeHVeM  PacIEJIeHUeM, pPacIHJlaBJIEHHBM  JIMOMI  PACOBUISRT  Ha
OXJIaXIanlyl KaMepy ¥ IIpM KOHTaKTe C BO3OYyXOM OH 3acCTHBAaeT B
cbepnueckmre TBepIbe UYacTHLE. TBepOHe YacCcTUUH cCcoOupamnT CcO HOHa
KaMepH U 3aloJIHAKT B TBEepIObe XeJIaTUHOBHE KallCYJIH WM [IPpeccCyiT B
TabJleTKM. YJIbTPa3BYKOBHE pPaCHIbBUIMTENM 00pa3ylnT TBeplObe YaCTUILH B
npoliecce OXJIaXOEeH A PacCIBUIeHUEM. YUMTEHE a eMEIMIA napaMeTpaMu
ABJIAITCA TeMIlepaTypa IIJIaBJIEHMsS BSKCUUIMEHTa, BA3KOCTH COCTaBa U
TeMllepaTypa OXJakOawlleI'o BO3OyXa BHYTPM KaMephl OJsa obeclleueHUd
MI'HOBEHHOTO 3aCTHBaHUA KamneJssb . OnucaHo, uTo TpaHyJIE
JIeKapCTBEHHOTO cpencTsa oJiy4danT oyTeM TPaHyJIMPOBaHU A ns
pacriaBa C ucHoJib30BaHuMeM PEG 4000 wmam 1noJjiokcaMepa 188 B

KaueCTBe IIJIaBKOI'O CBA3YKIEeI'O BeleCTBa WM MOHOI'MIpaTa JIaKTO3H B

KauecTBe HaAIOJIHUTEJIA . ONMUCHBAJINCE MUKPOUACTULIE c Y3KUM
pacnpenejieHueM pasmMepos, KoTIa B KadyecTBe SKCLUUIMEHTa
WCIIOJIL30BaJIMCEL  CTeapPOMIINIOJIMOKCUIVIMLIepUuIs  (GELUCIRE® 50/13) wu

3HAUMTEJILHO I[IOBHIIAJIM PAaCTBOPMMOCTL CJIab®O0 PacTBOPMMEIX B BoIe
JleKkapCTBeHHHX cpelcTB (Cavallari et al. Thermal and Fractal
Analysis of Diclofenac/Gelucire 50/13 Microparticles Obtained by
Ultrasound-Assisted Atomization, J. Pharm. Sci. 94 (2005) 1124-
340) .

[000232] TpanynupoBaHue m®3  pacluiaka, TaKXe  HasbBaeMoe
neJIJyleTMPOBaHMEM, I[IpeofOpas’yeT IMOPOMKOBYKH CMeCh aKTMBHOT'O BEIEeCTBa
B TPaHyJIs VI MapUKHA . [lmaBkKOE CBA3YKIEee BEMECTBO (B
pacljiaBJIEHHOM COCTOSHMM)  PacCHBJIST Ha I[IOPOMKOBYK CMeChb IIpH
[IEpPEeEMENMBAHNM C BEICOKMM YCHMIMEeM cIBuUTa (crnoco® "HamneuieHua"), WM
[IJIaBKOe CBA3yKIlee BeleCTBO CMEMMBaT C IIOPOMKOBOM CMechbil, M OHO
IJIaBUTCA BCJENCTBME TPEeHMS dYacTull (TBepIHX/MIOJIYTBEPIHX) B XOIe
[IEpPEMENMBAHMUSA C BECOKMM YCUJIMEM CIOBMI'a. PacllJlaBJIeHHOe CBA3YHIEES
BEMeCTBO Q(OopMUPYET XMUIKME MOCTMKM MeXIy dYacCTHUllaMM [IOpollKa WU
oBpazyeT MeJIKne TPaHyJIH, KOTOPHEE npeobpas3ynTcs B
COEepPOHUBUPOBAHHEE MapuKN B KOHTPOJINPY EMEIX YCJIOBUSAX . B

3aBUCHMMOCTHM OT TOHKOCTM IIOpPOMKa, MOXHO MCIOJB30BaTk 15%-25%
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CBA3YKHIET'O BelleCTBa Ha OCHOBe JMIMIOB. llapamMeTpaMy, YUYUTEBAEMEMU
B XOoIe IIpolecca, ABJIARTCA pa3Mep 4YacTHrl CBAIYyRINeIro BeelecTBa,

BpeMAd CMeleHMA, CKROPOCTE JIOIIaCTHOI'O KOJIeCa M BA3SKOCTE CBA3YKIIEI'O

BelleCTBa B pacIjaBJIEHHOM COCTOSHUMA . CKOPOCThb pPacTBOpPEeHUH
JIEKapCTBEHHOTO cpencTBa YBeJIMUMBaJInu IyTeM cocTaBJIeHUS
arJjoMepaToR pacniasa, conepXammx TBepILe OVCIIepCUMn
JIEKapCTBEHHOTO cpencTea (Seo et al.). MoHOTHIOpPAT  JIAKTO3H

nonBepranam arJjioMepaluum ns3 pacraBa c IJIaBKUM CBA3YKIMM
BemecTBOM, HalpuMmep, PEG 3000 GELUCIRE® 50/13 B cMecureje C
BEHICOKMM YCUJIMEM CHOBUI'a. [IOJMOKCUTJIMIIEPUIL, YaCTUUHEE ITUIMLEPUIE
Wiy nojmcop®aTh, U JIEUUTHUHE SBJSAOTCHA WIIOCTPATUBHEMA  JIUIIVIHEMA
KOMIIOHEHTaMM, WCIOJIE3YEeMEMM B CIOCOOe T'paHyJIMPpOBaHUA M3 paclljlaBa
oJjig QOpMMPOBAHMA CaMOMMKPOBMYJIbIUPYRINUXCSI CUCTEM.

[000233] B HEKOTOPEIX BapMraHTax OCVYIIECTBJIEHUS TabJIe TKU
MaTpuKca C 3aMenJIEHHEIM  BHCBOOOXIEeHMEM  MOXHO COCTaBJIATH c
UCIOJb30BaHeM IMIPOGOBHEIX  HOCUTEJeM MM IJIaBKUMX  CBASYIUX
BemecTB, TaKMx Kak CcTeapMHOBasd KUCJOTa, KapHayOCKMM BOCK U
IUeJIMHEI BOCK, crocofamMu TPaHyJIMPOBAHMS M3 pPaclijlaBa, »OeJlallux
HOCUTEJIM TMIPOOOBHEMM IJIS BaMeOJIeHHOW IOOCTAaBKM.

[000234] B umobOBIX M3 CJAEOYRIMX IPMMEPOB MOXHO MCIIOJIB30BAaTh
KaK QJIOPOTJINIMHOJ, Tak M TPUMEeTUIIQJIOPOTJIOLUMHOJ, IIPM YCJIOBMM, UTO
IPUCYTCTBYET OIMH M3 QIOPOIJIDLUMHOJA WJIM TPpUMEeTUJIQJIOPOTJIRIMHOIA,

Ha3LBaeMb aKTUMRHEIM BelleCcTBOM MM APT.

PacTBOPMMOCTE AKTHMBHOI'O BelleCTBa (QIOPOIUIOIIMHOJIA) B

PaBIMUHEX SKCIMIMEHTaX

e Hocurene PacTBOPUMOCTE
(MT/T)

1 KOLLIPHOR® RH 40 45,5

2 PECEOL™ 37,2

3 IMWITOR® 742 82,1

4 PEG 400 82,7

5 TWEEN® 80 43,3

6 LAUROGLYCOL™ 90 71,2

7 [MpOonMUIJIeHTJIUKOJIb 81,8
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8 KOLLIPHOR® EL 26,3
9 LABRAFIL® M1944CS N/A
10 TpUranuepmros cpenHeu | 6,3
Lenu
11 OJleMHOBasa KMCJIOTa 0,1
12 TWEEN® 20 32,4
13 LABRASOL® 82,9
14 PLUROL® Oleique 25,3
15 Kykypy3HOe MacJo 1,5
16 CoeBoe MacJio 1,7
17 CAPMUL® MCM 83,0
18 LABRAFAC™ PG 10,1
19 MAISINE® 35-1 30,7

[000235] CocTaB Ha OCHOBe JIMIMIOOB IpencTaBJIAgeT cobon
COCTaB, BRJIOUAKMNWY JMUIMIO B DSKCUUIMEHTE,; WIJIOCTPATUBHEE COCTABH

Ha OCHOBe JIMIIMIOOB IIpeIlCTaBJIEHE HMXE.

Fl F2 F3 F4 F

~

dnoporsmoumHos | 80 MT 80 mT 80 mMD 80 mMr

o Co

PEG 400

o N
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CoeBoe Macio 45 MT 45 MT 45 MT 45 MT
OJylemHOBAaS 117 mr 117 Mr 117 mr 117 Mo
KMCJIOTa
TpUT ML EPUIE 55,8 wmr 55,8 wmr 55,8 mMr 55,8 wmr
cpenHeM lenu
MacJio KaHOJIH 35,76 mr 35,76 mr 35,76 MmO 35,76 Mmr
KesiTemi 9,99 mMr
IUEeJNIMHBI BOCK
GELUCIRE® 9,99 Mr
43/01
COMPRITOL® 9,99 mr
ATO 888
LABRASOL® 9,99 wMr
Macca 343,55 mr 343,55 Mr 343,55 MT 343,55 mr
COOepPXrMMOTIO
KomMriosuLms KosmmuecTBo (1)
OJIOPO TUIILIMHOJI n/ U
2,38
TPUME TUJIGJIOPO TJILIMHOJII
PECEOL™ 16,37
CREMOPHOR® RH40 20,77
ACCONON® MCS8 10,42
AckopbuianajJgbMUTaT 0,6
HToro 50, 54
OJIOPO TUILIMHOJI n/ U
3,33
TPUME TUJIGIJIOPO TIIRIIMHOJII
CAPMUL® MCM 41,25
TWEEN® 20 4,58
AckopbuanajJgbMUTaT 0,1
HToro 49,26
OJIOPO TUILIMHOJI n/Nam
3,48
TPUME TUIJIGIJIOPO TIIRIIMHOJII
CAPMUL® MCM 19,57
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PEG 400 10,87
ACCONON® MCS8 15,22
AckopbuanajJgbMUTaT 0,1
NToro 49,24
®JIOPO TUILIMHOJI n/ N

4, 3,08
TPUMe TUJIGIJIOPO TJIRLIMHOJII
PEG 400 37,61
MommmsTuieHokcun 301 9,23
By TMIMPOBaHHHM TUAPOKCUaHU30JI
— 0,06
By THUIMPOBaHHHM TUAPOKCUTOIIYOJI
(BHT) 0,02
UToT0o 50,0

[000236] B JoboM M3 CJeOylIMX BapMAaHTOB OCYIECTRBJIEHUS MOXHO

MCIIOJIE30BaTE JMOO (QIIOPOTJIIOLMHOI n/ oo TPUME TUJIQJIOPOIJILMHOJ [1PU

YCIJIOBUNM, dTO IIprnucyTCTBYyET OIoVMH nus3 @ﬂOpOPﬂmHMHOHa iZnnzi
TPUME TUIIQIIOPOTJIIOLIMHOJIA , YHOMMHaeMHﬁ B KadvecCcTBe AaKTMBHOTI'O
BeleCcTBa.

[000237] B onOHOM BapMaHTe OCYIECTBJIEHMS MCIOJb3YT QopMy C
VIMITYJILCHEIM  BEICBOODOXOeHMeM. dopMa C MMIIYJIBCHEIM BHCBOOOXIEHMEM
BKJIOUAET CepOlleBMHY C AaKTMBHHEM BEmEeCTBOM, MMEKMyl OIHO WK
HEeCKOJIbKO IIOKPHTMM, ¥ OHa Hal3bBBaeTCs COCTAaBOM C CepOleBMHOW C
[IOKPHTMEM. [IOKPHTYKL CepOleBMHY TaKxXe MOXHO MCIIOJBb30BaThb B
KOMOMHaLIMM C KOJMUECTBOM aKTMBHOI'O BeMecTBa, NPUTOIOHEIM  IJIS

HeMeIJIEeHHOTO BECBOOOXIEHMA .

[000238] B OIIHOM BapuaHTe oCyleCTBJIEHUSA KOJIMYEeCTBO
aKTMBHOTO BelleCcTBa, COCTaBJIEHHOTO OJIs HeMeIJIeHHOT O
BLICBOOOXIOEeHMS, B KOMOMHAaLIUM 110 MeHbIIen Mepe co BTOPHM

KOJIMUeCTBOM AKTMBHOI'O BelecTBa, JImbo GIJIOPOTIILIMHOIIA n/ oo
TPUME TUJIQJIOPOTJIIIMHOJIA, COCTaBJIEHHEIE TaK, UYUTO BTOPOE KOJUUECTEO
VMeeT 3alepXKy IIepel HauvaJIoOM BHCBOOOXIEHMS, W BHCBOOOXIEHUE
BTOPOM UYaCTU ABJAETCH WIM MOXeT OHTbL IPOJIOHIMPOBAHHEM, HAa3HBAT
cocTaBoOM "OTCPOUEHHOTO IMIPOJIOHTMPOBAHHOTO BHCBOOOXIeHMA". Kaxonii
M3 B5TUX OO3UMPOBAHHEIX COCTABOB C MMIIYJIbBCHHM BHEHCBOOOXIEeHMEM ajliee

OIlMCaH C TIIpuMBeleHVeM BCeX IIPOLeHTOR IIO Macce, eCJIM HeT MHEIX
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YKa3aHuM.

[000239] IIOKPHITEIM COCTaB CepOlLeBMHH IpencTaBJisgseT cobon

AKTUBHYIO CeplleBUHY OOBUPOBKM, KoTOopas BKJIIOUAET VMHEPTHYIO
yacTHully, TaKyio Kak KOMMEPUECKM  IOCTYIIHasd caxapHasa chepa
Nonpareil. KosmuecTBO AKTHMBHOTO BemecTBa B cepOueBUHE

BappMpyeTcsa B 3aBUCHMMOCTM OT TpedyeMOM HOO3UPOBKM, [IOoIJexalen
oocTabBkKe. B OIHOM BapMaHTe OCYIECTBJIEHMA CephlieBMHa COLOEPXUT OT
OpUOJIU3UTEJIEHO 5% aKTMBHOI'O BelleCTBa OO NOpuOIM3uUTesbHO  90%

aAKTVMBHOI'O BelleCTEa. B oIOHOM BapMaHTe OCYIeCTBJIEHMA CceplleBMUHa

COIOEepPXNnT oT HpM@J’[MBMTeJ’[bHO 5% AKTMBHOTO BemeCTBa piNe;
HpM@J’IMBMTeJ’[bHO 60% aAKTVBHOTI'O BelmecTBa. KosmmuecTBO AKTVMBHOTIO

BemecTBa OCHOBaAHO Ha of0mey Macce CepnleBMHHEH. CHelUraJlMCTH B
DaHHOM 06JlacTM CIHOCOOHH BHOpPATL Hajexalee KOJIUMUECTBO aKTUMBHOTO
BemecTBa OJS TOKPHTHA UM BRJIKOUEHMS B CeplleBMHY IJIS IIOJYUYEeHUHA
TpebyeMOol »Ho3MpoBaHHOM GopMel. Kak IpaBMJIO, IMIOKPHTasd CcepllleBrHa
MOXEeT  BKJIOUATH IPUOIIUBUTEIIEHO 80 wmr, 160 w™mr, BILJIOTH oo
npubamusuresibHO 480 MI' aKTMBHOT'O BemecTBa. 4 IDOKPHTUS YaCTUIL
CepnleBUHE MOYXHO MCIIOJIL30BaTh BOIIHEIM VIV bapMalLleBTHUUECKU
IpMeMJIEMEI PaCTBOPUTEJL. IJIS CBA3BBAHUSA aKTUMBHOTO BelleCcTBa C
VMHEPTHOM UYacCTHIe¥ MOXHO MCIIOJNIbL30BATE JHoOOM THUIl dapMalleBTHUUeCKU
IpUeMJIEMOTO MHEPTHOTO CBA3YHMEeI'0o BemecTBa. MOXHO MCIOJL30BAThH
pacTBOpMMEE B BOOe CBA3yHIMe BemecTBa. MOXHO  MCIOJIbL30BATDH
pacTBOpPUMEE B CIMPTe CBA3YyOIMe BemecTBa. CBA3YyOIMEe BellecTBa,
TakmMe Kak IIOJUBUHMJINIMPPOJIMUIOH (PVP), KapBoKCUAJIKMUIILEJIJIIONO0 35,
IOJIMATUJIEHOKCHKI, IoJMCcaxapuir, TakKue KaK [»OeKCTpaH, KYyKYPY3HHM
KpaxMmall, IHUIPOKCUIIPONWIIMeTWUILeJUioo3a (HPMC wim ruipoMeJsuiosa),
TUOPOKCUIIPONIMIILLEJIIIIO 34 u T.IO. MOXHO VCIIOJIL30BATH IyTeM
OVCIepPIMPOBaHMA MX B BOOe B KOHUeHTpaluuy OpudiansmTebHo oT 0,5
Macc.% mo 5 Macc.%. AKTMBHOEe BENEeCTBO MOXET HaxXOIUTbCS B STOM
cocTaBe TIIOKPHTMSA B dopMe pacTBopa MIM B dopMe CYCIEeH3UM.
KoHlleHTpalus AKTHUBHOTO BemecTBa MOXeT BapbLUPOBATHLCH oT
NPUOJIUBUTEJIEHO 0,1 wMacc.% no HnpubamsuresibHO 20 Macc.$ B
3aBUCUMOCTM OT BASKOCTM COCTaBa IIOKPHTUA.

[000240] B OOHOM BapMaHTe OCYIIeCTBJIEHUS CeEpPILUEBUHY c
AKTMBHEIM BEMEeCTBOM IIOJIyUalnT OyTeM TPaHyJIMPOBaAHMA WM IIYyTeM

BKCTPY3UM U OKaThHBaHMAg. AKTMBHOEe BelleCTBO, CBA3yKIee BeleCTBO,
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Takoe kak PVP, Heo®4g3aTeJIbHEM KOHTPOJUPYIMM CKOPOCTEL IIOJIMMEPR,
TakoM Kak HPMC BHCOKOM BABKOCTM (I'MIpoMeJljio3a), M Heobsa3aTesIbHO
opyrue bapMalleBTHUUECKHU IpueMIIeMBIe SKCUUIIMEHTH  CMEelMBAaT B
TpaHyJIATOpe C BHCOKMM YCHUIMEM CIOBUIAa (HampumMep, TPaHyYJIATOP

FIELDER®), wWIM TpaHyJaTOope C I[ICEBIOOXVKEHHEM CJIOeM (HalpuMep,

TpanyaaTop GLATT® GPCG), Tpa”HyIuUpPYoT OJS IIOJYUYeHUS aIlJIoOMepaTOoB
nyTemM noBaBJIeHMA/pPacHbelleHrda TPaHyJIupylmer XUIKOCTHM, TaKoM Kak
BOODa WM CIUPT, ¥ CyllaT. BIaXHyn MacCy 3KCTPYIUPYT M OKaTHBAKT
C I[OJIyUdeHMeM COeprMUeCKMX  YacTHl] (chepsrr) C  MCIOJIb30BaHMEM
BKCTPpyLepa. B DTUX BapuaHTax OCYIIeCTBJIEHU I Harpy3ka
JIeKapCTBEHHEM CPeICTBOM MOXeT CoOCTaBJATE 90% O Macce B pacuerTe
Ha ofuIyln MaccCy BSKCTPYIOUMPOBAHHOM WM I'PaHyJIMPOBAHHOMW CeplleBMHH.

[000241] B OIHOM BapMraHTe OCVYIIECTRBJIEHUSA OIoMH cJIon
MeMBPaHHOTO I[IOKPHTMSA Ha dYacTHulle, cCcoIepXxamel aKTHMBHOEe BeleCTEO,
BKJIOUAET I[JIaCTUOULUMPOBAHHEI KUIEUHOPACTBOPUMEIM I[IOJIMMEP, a IpyIon
CJIOM  BKJIOUAET CMecChb He pacTBOPMMOIO B  BOIe IOJUMepa U
IJ1aCTUOUIMPOBAHHOTO OUCHEPIUPYEMOTO B  BOIe/KUIIEUYHOPACTBOPUMOTO
noJuMepa. He pacTBOPUMHIY B BOIe IOJMMEP U OUCIEPTUPYINUNMCS B
BOIOEe IOJIMMEP IIPUCYTCTBYIT B COOTHOIEHUM II0 Macce NIpUbIU3UTEJIEHO
or 10:1 mo 1:1, wum npubiam3uresbHO oT 4:1 pmo 1:1. OBmasda Macca
IOKPHTUY COCTaBJIAeT OpudbiausuTebHO oT 15 mMacc.% pmo 80 wmacc.$%,
Wi oT npubamsuTelibHO 20 Macc.? Do HOpubiamsmrenasHOo 60 Macc.$ B
pacueTe Ha O0OmMyln MaccCy OO3MPOBaAHHOM ¢opMe B dopMe MHOXEeCTBAa
uacTull.

[000242] TlpoMexyToOuUHasa colepxXallasd KMUCJIOTY MeMOpaHa SBJISAeTCH
HeoBdA3aTeNbHOM. EcaM oOHa BKJKNUEHa, I[IPOMEeXyTOouHas colepXxamas
KUCJIOTY MeMOpaHa MOXeT BKJIOUATE OPIaHMUECKY KUCJIOTY, HaIlpUMEpP,
byMapoByK KUCJIOTY, JIMMOHHY KUCJIOTY, AHTAPHYIO KUCJIOTY,
BMHHOKaMEHHY KUCJIOTY, ADJOUHYK KUCJOTY, MaJIeMHOBYI KUCJIOTY WU
T.O.; W CBA3YKIlee BemMecTBO, HalopuMep, PVP. OOBUHO MCIOJL3YT
PacTBOPUMEE B BOIE IIOJIMMEPH WJIM PaCTBOPMMEE B CIUPTE IIOJIMMEPEHL.
Macca 2TOM colepxamen KUCJIOTY MeMOpaHEL cocTaBJidgeT oT
NPUOIU3UTEJIEHO 5% 1o Npubim3mTesibHO 20% B pacueTe Ha OO0OMyl Maccy
IOKPHTHX cbep. KucioTa B coIepXamel KUCIOTY MeMOpaHe 3aMelJigeT

PacTBOpEHIME KHIIEeUYHOPACTBOPKVMMOI'O IIOJIMMepa BO BHYTPEeHHeM CJIoe, TeM
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caMeEM = YBeJIMUMBASA BpeMs  3aldepXKu, a TakXe CHMXAsS CKOPOCTEH
BHICBOOOXIOEHMUSI AKTMBHOI'O BEmEeCTBa M3 IIOKPHTOM I'PAaHYJIH. KOMIIO3MLIMIO
HApYyXHOTO  CJIOA IIOJIMMEPHOM MeMOPaHH ¥  MHOMBUOYAJILHEHE  MAaCCH
BHYTPEHHETO, I[IPOMEeXYTOUHOT'O M HapPyXHOI'O MeMOPaHHOTO CJIOeB maliee
ONTUMUBUPYIOT IJII IOCTWKEHMS OIPpOdMJIelr MMITYJIbBCHOTO BHCBOOOXIEHUS
AKTMBHOT'O BeMeCcTBa Ha OCHOBe CIPOTHOBMPOBAHHEX KOPPeJISUMi 1Iin
vitro/in vivo. TakuMmM o00pa30M, »OOSMPOBAHHEM COCTaB MMIIYJbLCHOTO
BHICBOOOXIEHM I ONTUMU3UPYIOT IJIs BHICBOOOXIEHM I KOJIMUeCcTBa
aKTMBHOTO BelleCcTBa I[IOCJIe 3agaHHOTO IIepuola BPeMeHM U/MIM B
KOHKPETHHY MOMEHT BpPEeMEeHM B IMIMIEeBAPUTEJILHOM TpaKTe UHOMBUIYYMA,
KOTOPOMY BBOIAT COCTAaB.

[000243] IlpMMepH KUIIEUHOPACTBOPUMEX IIOJIMMEPOB BKJIOYAKT, HO
He OTpaHMUMBAKLTCA MMM, CJeOyllie COeOVMHEHMSI WM KOMIIOBMIM, JMoo
OTHmeJIbHO, JmMOO B KOMOMHaALMM: CJIOXHBEE S0MPHE LEJJIJIO3H U ee
IIPOM3BOOHEIX (11eJ1JTI0JIO 3H aneTaT bramar,
TUOPOKCUIPONIMIIME TUIILLEJIJIIJIO 35 bramar,
TUOPOKCUIPONIMIIME TUJILEJIJIIJIO3E  alleTaT CyKUMHAT), I[IOJIMBMHMIIALIETAT
brajar, PH-UyBCTBUTEJILHLE COIIOJIMMEPH  MeTaKpujoBasd KMCJIOTa-
MeTakKpuiaT, ¥ mIejJjlak. OTH IIOJIMMEPH MOXHO MCIIOJIB30BaThk B BUIE

CYXOTO IIopomKa WJIM BOOHOM »IucrHepcun. COIIOJMMEPH MeTaKPUIIOBOM
KkucJioTel EUDRAGIT® L1000, S100, L30D (Rohm Pharma), LEJJIOJIOSE
alleraT ¢rajgar CELLACEFATE® (Eastman Chemical Co.), BOIOHAa4d

IMCIlepCcusd LeJUIJIO3E  alleTaTa ¢Tasara AQUATERIC® (FMC Corp.) wu
BOOHAsA IOUCIEePCUSA I'MUIPOKCUIIPONMIIME TUIILEJJIIJIO3E alleTaTa CyKUMHaTa
AQOAT® (Shin Etsu K.K.) 4BJIAOTCA OOCTYIIHEMI.

[000244] IlpuMepH He pPacTBOPUMEX B BOIe IIOJIMMEPOB BKJIUYAKT,
HO He Ol'paHUuUMBaTCH MWMM, CJeOyolre COeOVHEeHWUS WM KOMIIO3ULND,
Jnbo OTHOeJIbHO, Jmnbo B KOMOMHALNUN & [IPOM3BOIHEE L eJIJTI0JIO 3kl
(HamopumMmep, STUILeJIIoNIo3a), noJuBuHMIaleTraT (KOLLICOAT® SR 30 D,
BASF), HelTpaJbHHe COIIOJIMMEPEL Ha OCHOBEe STUJIaKpUiIaTa u
MeTHUJIMeTaKpuiiaTa, COIIOJIIMEPH CJIOXHEIX 50UPOB aKpPUJIOBOM u
METaKPUIIOBOM KUCJIOTH C UYEeTBEPTUUHHMM TPyINaMM aMMOHMS, TaKVMU
kak EUDRAGIT® NE, RS mjam RS30D, RL mym RL30D m T.1.

[000245] MemMOpaHHBE TIOKPHTMSA MOXHO HAHOCHUTE Ha CEPIOILEBUHY C

VMCIIOJIE 3OBaHMeEM JIIOOOTO criocoba HaHeCeHNMA bapMaleBTUUECKOTO
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MIOKPHTUSA, M3BECTHOTO B DaHHOM objacTH. Hampumep, MOXHO
VCIIOJIE30BATE HaHeCeHMe IIOKPHTUSA B IICEBIOOXIKEHHOM CJIOE.
[000246] Io3MpPOBaHHEIM cocTaB MMIIYJIE CHOT'O BHICBOOOXIEHNSA

MOXHO IIOJIy4YaThk IIyTeM (i) TIOKPEITM A MHepTHOﬁ YaCTUILEL, HallprMep,

s3aTpaBku  Non-pareil (caxapHas cbepa) AKTUBHEIM BEIEeCTBOM MU
[IOJIMME PHEIM CB A3YIOIUM BEIeCTBOM, WJIIN [IOJIYUYEHN S YACTULH,
comepxamen AKTUBHOE BEIeCTBO, IyTeM TPaHyJIMPOBAHU I n/nnm
SKCTPY3UM/OKaTHBaHUA c [IoJIyUeHVEM AKTUBHOM YaCTHUIH; (id)

IIOKPHETMA YaCTUMIIEL C AKTIVBHEM BellleCTBOM HﬂaCTM®MHMpOBaHHHM

KHMIedYHOPaCTBOPVIMBEIM IIOKPEITMEM, @OpMMpyH YacTUlly C AKTVIBHEIM
BemeCcTeOM, TTOKPHTYIO HHaCTM®MHMpOBaHHHM KMIMIEeYHO~PpaCTBOPMMEIM
IIOKPHETMEM n (iii) TIOKPEITMA YJaCTUMIEL C AKTVBHEIM BellleCTBOM,
HOKpMTOﬁ HﬂaCTM@MHMpOBaHHMM KHMIIeYHO~paCTBOPVMEIM IIOKPHETHEM,

CMeChbld He pacTBOPMMOIO B BOIe IIOJMMEpa UM KUIEeUHOPaCTBOPMMOIO
nojmMepa. XapaKTepUCTUKM BHEHCBOOOXIOEHMS MOXHO MOIYJIMPOBATE IIYTEM
nepecTaHOBKM uyacTeM (ii) wm  (iii). OpraHMuecKynn KMUCJIOTY, Kak
ONMCaHO PpaHee, MOXHO »HoBaBJIATE kK MeMOpaHe Mexnoy uyacTaMu (ii) wu
(iii) @mna pajgbHeMmero MOOYJIMPOBAHMSA BPeMeHM 3alepPXKM U Opoduid
BHICBOBOXIeHMI aKTMBHOI'O BelecCTBa M3 YaCTMUILEH.

[000247] B opmDHOM BapMaHTe OCYmEeCcTBJIEHMS B COCTaBe MOXeT
MCIIOJILB30BATHLCS OOHa (opMa uYacTull OJig obeclleueHUS KOHTPOJIMPYEMOTO
10 BpeMeHM UuMIIYJIbCHOTO BHCBOOOXIEHMS aKTMBHOTO BelleCTBa uepes
HEeCKOJIbKO UYacoB IIOoCJe IIepopalJibHOTO BBeOeHMS WM IJIS HalleJMBaHUSA
Ha olpeneJieHHHEe obJjacTu BCaCHBaHMA. B OIOHOM BapuaHTe
OCYMEeCTRBJIEHM OO3UPOBAaHHEE (QOPMH, BKJOUAKIMEe coIepXxalle aKTUBHOE
BeleCTBO UYaCTHIE C HEeCKOJLKMMM CJIOSAMU IIOKPHTUS, KOMOMHUPYIOT B
COCTaBHOV @OO3MPOBAHHEM COCTAB C HEKOTOPHM KOJUMUECTBOM AaKTHUBHOTO
BemecTBa 0 HeMeOJIeHHOTO BEICBODOXIEeHN I, HaopuMep, B
KeJIaTUMHOBOM, JIMB0 B TBepIok KeJlaTUMHOBOM, JIn60o B MATKOMN
XKeJIJaTMHOBOM, KalcyJe. 3TOoT BapMaHT OCyMecTBJIeHMa obecHeuuBaeT
COCTaBHYID IO3UPOBAHHY OGopMy, MMelIyld KakK YacThk HeMeIJIEHHOTO
BHICBODOOXIEHMSA aKTMBHOTO BeMecTBa, Tak UM UYacTb KOHTPOJIUPYEMOTO IIO
BpeMeHM MMIIYJIbCHOTO BHICBOOOXIEHMS AaKTHMBHOI'O BelleCcTBa.

[000248] Kaxmrem nus HeoOg3aTeJIbHOM JyacTHU HeMeOJIeHHOTO
BHICBODOOXIEHMS W aKTMBHOTO BeMecTBa I[IOKPHTOM CepOleBUMHHE MOTYT

BKJIKUAThL npubim3aureasHo 10 wMmr, 20 wmr, 40 wMmr, 80 M m T.n..
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aKTUMBHOTO BEMEeCTBa, NO3MPOBaHHAaSA dbopma B BUIE IIOKPHETOM
Cepllle BUHH 1o HaCTOAIEMY n300peTeHn MOXET comepxaThb
npubamusnureibHO oT 10 mo 800 MI' aKTMBHOI'O BelleCTBA.

[000249] B opmHOM BapMaHTe OCYIECTRBJIEHMS WMCIOJL3YIT QOpMYy
OTCPOUEHHOTO IIPOJIOHTUMPOBAHHOTO BHEHCBOOOXIEHMUS .

[000250] B omHOM BapuaHTe OCYIEeCTBJIEHMS IOO3MPOBaHHad ¢opMa
MOXeT ofeclneuMBaTh I[1I0 MeHbIley Mepe OMMONAJILHHEM OPOOMJIL aKTHMBHOTO
BemecTBa B KpPOBM, HalpuMmep, Opoduiib, OpelcTaBJIeHHEM Ha ¢our.2. B
STOM BapMaHTe OCYyHNeCTBJIEHUS HO3MPOBaHHasA GQopMa COIOEPXUT IO
MeHbIIen Mepe epeoe KOJIMUECTBO aKTUBHOTO BelleCcTBa oJis
HeMeOJIEHHOTO BEICBOOOXIeHN A u BTOpOE KOJIMYECTBO aKTUBHOTO
BelleCcTBa oJis OTCPOUEHHOTO MIPOJIOHTUPOBAHHOTO BEICBOOOXIEHN A .
Hamnpumep, neprasd JacThb aKTMBHOTO BelleCcTBa BEICBROOOXIOaeTCH
HeMeIJIeHHO B XoIe IIepBOT'O uYaca IIocJie BBeleHMS U3 IO3UPOBAHHOM
bopMEl IO M3BOOpeTeHMBO. CylleCTBYeT IIepMOI BpeMeHM, KoI'IDa aKTHUBHOe
BemMecTBO IO CYmEeCTBY He BHCBOOOXITaeTcd W/MIXM He  CIOCOBOHO
IPOHVKATL B KPOBOTOK, U/WUIM gBJISeTCS OMOIOOCTYIIHEM U3 BTOPON
YacTM BBEIOEHHOI'O aKTMBHOT'O BelleCTBa. 3aTeM IIOCJIe OPYIOoI'o IIepuola
BpeMeHu, HalpuMep, HEeCKOJIbKUX JacoR, BEICBODOXIOaeTCH
IOOIIOJIHUTEeJIbHOEe AaKTMBHOE BEMEeCTBO, ¥ BHCBOOOXIEHME DBTOM BTOPOM
JacTu [IPOUCXOIOUT Ha IPOTXEHUN MIPOJIOHTUPOBAHHOTO nepuona
BpeMeHu, HalpuMep, B TeueHME BILJIOTH oo 12 JacoB mocje
[IepBOHAYAJILHOTO BBEIOEeHMS WM »Oaxe JoJiblle. 39TO BHCBOOOXIeHME
BTOPOM UYacTM OOHUHO IMIPOMUCXOOMT IIOCJie Iepuola 3BalepXKM, B xXooe
KOTOPOTO akKTMBHOE BeleCTBO He BHEHCBOOOXIaeTCcHd, TaK UYTO Takue
OO3UPOBAHHEHE (QOPMEI, KOTOPHE IEMOHCTPUPYIRT 3aIepPXKy Iepel HadaJioM
BEHICBOOOXIEHMA HEKOTOPOTO KOJUMUECTBa aKTUMBHOTO BeMeCTBa, Ha3BBakT
OO3UPOBaHHEMA bopmamm C OTCPOYEHHEM MIPOJIOHTUPOBAHHKEM
BHICBOOOXIeHVeM. Takyln ITO3MPOBaHHYKR (GOpMYy MOXHO BBOIMTE OTIEJIBHO
WM ee MOXHO BBOIMTH B KOMOMHaAllMM B KOMOMHalUMM C JOPYTMMHU
OO3UPOBAHHEMM (QOPMaMM .

[000251] ABJjgeTcsa  xejlaTeJIbHBM, UyTOOH  YPOBEHL AKTMBHOT'O
BemecTBa B KpPOBM BO3pacTall, IIpM 23TOM KOHIEHTpaluusa B KPOBMU
COOTBEeTCTBOBAaJa KOJIMYECTBY BeMeCcTBa, KOTOpoe ABJISETCSH
BMOIOCTYIIHOM TIIOCJIe HeMeOJIeHHOTO BHCBODOXIEHMS B TeueHUe IIepPBOTO

Yyaca IIOCJle BBeIeHud. [locjle HEKOTOPOTO IIeprola BpeMeHM YPOBHU
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aKTMBHOTO BelleCTBa B KPOBU CHWXKALTCH OO YPOBHeM, ABJIANIUXCH
MeHBIIVMMM, YeM XeJlaTeJIbHEe WM TepalleBTUUYeCcKMe YPOBHM. BTopasa
YacTb MOXeT IIOCTyllaThk B KPOBOTOK IIOCJIe BHEHCBOOOXIOEHMSA W3 UYacTU
HeMeOJIeHHOT'O  BHCBOOOXIEeHMA  aKTMBHOI'O BelleCTBa. B  HEeKOTOPHX
BapMaHTax OCYHMeCTRBJIEHMS IIOCJIe HauaJla CHWXeHMS YPOBHEeM aKTUMBHOTO
BelleCcTBa B KpOBH, XeJlaTeJIbHO, UTOOH KOJIMYECTBO cocTaBa
BOBpacTana W/WaY TONNEePXMBAJIO YPOBHM B KPOBM Ha YPOBHE WK
NPpUOMBUTEJIEHO Ha YPOBHE XejlaeMOM KOHIeHTpauuu 0e3 HeoOXOOMMOCTU
BBeIeHMA BTOPOM IOOBEH aKTMBHOTO BelecCTBa.

[000252] IlpuBeHOeHHHM HWXe IIPpUMep WUIICTPUPYEeT OOMH BapMaHT
OCylleCTBJIeHMA. IlepBad YacThb HEMENJIEHHOT'O BHCBOOOXIOEHMA aKTUBHOIO
BelleCcTBa rMeeT IIepBOHAYaJIb HEM bapMakKOKMHETUUECKUN Opo Uik .
HanojgHuTenM, DSKCUMIMEHTH M T.IO. MOI'YT COOTBETCTBOBATH KOHEUHOMY

IIPOLIEHTY IIO Macce.

[000253] CocTaBH oJidg OTCPOUYEHHOTO 3aMenJIeHHOT'O WJIN
IIPOJIOHTMPOBAHHOTO BEICBOOOXIESHM I ABJISIOTCSA cJleOyIVMA . Kaxmasa
KOMIIO3MLM S 3aMenJIEHHOT O BEICRBOOOXIECHM A BKJIIOUAET KOJIMUeCTBO

aAKTMBHOT'O BelleCTBa, COCTAaBJIEHHOe MOJII BHCBOOOXIEeHUS aKTUBHOTO
BemecTBa Ha OPOTAXeHUM Iepuoda oT 4 YacoB nOo 12 YacoB, Kak
opaBuJIio, OT 6 mo 12 yacos.

[000254] IlouMCOMpPTH, TaKMe KaK MaHHUT, KOaTyJISHTH, TakKue

kak POLYOX®, Koar'yJISHTEL ¥ CMa3HBawlMe BelecTRBa, Takmue Kak
CTeapMHOBasa KUCIOTa, LoDaBJIALT OJI9 OO0eCleueHusa TIpPaHyJMpOoBaHMA,
KoTOpOEe MOXeT oBDecCreunTs OTCpPOUEeHHOe u [IPOJIOHI'MPOBaAHHOE
BEICBOOOXIOeHMe aKTMBHOTO CcocTaBa. KamjgeTw, TabJleTKVu WM »OpyITue
OOBUMPOBAHHEE OQOPME COCTaBa 3aMeNOJIEHHOT'O BHCBOOOXIEHMS IIOJIyUawnT C
MCIIOJIL30BaHMeM MeTOOMK, M3BEeCTHHX B »OaHHOM of6JjacTH, BKJIOUA A
METOOVMKY MHKANCYJIMPOBaHMA. TakMe JO3UMPOBaHHEEe OGOOPME, HM O0JIblle
HU MeHbIle, OBOBIUHO OEeMOHCTPUPYIOT npoomiIn 3aMenJIeHHOT'O
BEICBOOOXOEeHMA B KPOBM, T.e. OO3UPOBaHHEE QOPMH OOHUHO Cpasy
BEICBOOOXOAKT AaKTMBHOE BeIeCTBO IIOCJIe TMPOIJIATHRBAHUA M IPOIOJIKAIT
BEICBOOOXIOATH AKTUBHOE BelleCTBO C TeueHneM BpPEMEHN . oTU
KOMIIOBULIMM TakKXe MOTYT OHTE COCTAaBJIEHH B OO3MPOBAHHYKD (OpMYy U
MOTYT HOEMOHCTPHPOBATE MIPOOUIM TIPOJIOHTMPOBAHHOTO BECBOOOXIEHMSA,

BEICBOOOXIOASA aKTVIBHOE BellleCTBO Ha IIPOTAXEHNN Ineprona oT
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HECKOJIBKMX YaCOB BIJIOTH IO 12 YacoB IIOCJe MNPOTJIATEHBAaHMUA.

[000255] B onmHOM BapMaHTe OCYWeCTBJIEHUS NO3UMPOBAHHEE OQOPMEHL,
obpasoBaHHHE M3 KOMIO3ULMUM, HeoOg3aTeJJbHO MOTYT IMIpelCcTaBJIATH
coBoM OCHOBY, IOKPHTYI IJA M30JMPOBaHMA TabJeToOK IJA IIocienyimen
nepepadboTKuU. T'epmeTHKHU BKJIIOUAT, HalpuMep, HPMC,
(mosmm) eTUJIeHTJIMKOJNIL (PEG) u T.1.

[000256] B omHOM BapuaHTe OCYIEeCTBJIEHMSI IOO3MPOBaHHad ¢opMa
VMeeT IIOJIOCaTyl  CTPYKTYPY, TOoe OIoHa  WMJM  HECKOJIBKO  IIOJIOC
oBpa30BaHH OIHUM WJIM HECKOJIBKMMM IIOJIMMEPHBIMM MaTepuajaMu, Kak
OIIMCaHO HWXe U I[IpencTaBJIeHO Ha our.leée. NVCHOoOJb3YRT OIOHY WK
HECKOJIBKO KOJIbLeBHIX NI OIPpyIMX TUIIOB I1oJIoC [IOJIMMEPHOT O
MaTepmala, HalpuMep, OTHOCUTEJIBHO HepaCTBOPMMOI'O  I[IOJIMMEPHOTO
MaTepmala, KOTOPEIM TOJIBKO MVHVMAaJIbEHO pasMelBaeTCAd VI
oerpalupyeTcsa WM He pa3MeBaeTCsa WIM He »OerpalupyeTcsda B XoOe
nepuona paclpenejyieHusa. TUIIMUHEE HepaCTBOPUMEE IIOJIMMEPH BKJIOUAKT
He pacTBOPMMEIE B BOIEe IIOJIMMEPEH], OIMCaHHBE BHIle. KOJUUECTBO
[IOJIOC, TIIOJIOXEHUEe WM pPacCTOodHMe MexXOy IIoJiocaMM WM TOJIIMHa II0JIOC
MOTYT KOHTPOJMPOBATH CKOPOCTE BHCBOOOXIEHMS aKTMBHOTO BelecTBa.
HampuMmep, ecJM MCIOJB3YIT MHOXECTBO IIOJIOC, PacCCTOSHMEe Mexnoy
moJjiocaMmM MoxeT cocrTaBgsaTe 0,5 M, 1,0 MM, 1,5 M, 2,0 MM, 2,5 MM
mwiv 3,0 MMmM. Hampumep, kaxiad I10JJOCa MOXeT MMeThb mupuHy 0,5 MM,
1,0 mm, 1,5 MM, mim 2,0 MM M MMeeT TOJIMHY OpubIMamTeJibHO oT 0,1
MukpoMeTpa no 100 w»ukpomerpoB, wim oT 0,1 wuxkpoMmMeTrpa npo 50
MukpoMeTpos, wim oT 0,1 wmmurpoMeTpa m»Do 20 wMuMKpoMeTpoB. Kak
[IoKaz3aHO Ha ¢(ur.l6, B OIODHOM BapMaHTe OCYIEeCTBJIEHMSI KallJleTa WMeeT
KOJIBIIEBHE IIOJIMMEPHEE IIOJIOCH, NOIpMYeM Kaxnoas wu3 nojgoc 20 m 30
VMeeT MUPUHY OpUubIM3uUTeJIbHO 1 MM M paccTosHue 40 Mexnoy HUMMU
cocTaBJageT NOpubiausmuTesbHO 2 MM. CocTaB C IIOJIOCATOM CTPYKTYypPOM

3aMenyigdeT BEHCBOOOXIeHMEe AaKTMBHOTO BelleCTBa U InponmjyieBaeT IIepron

BpeMeHN, Ha IIPOTAXEHNNM KOTOpOTIOo AKTHVMBHOE BelleCTBO MOXeT
BEICBOOOXIOATBHCHA M/MHM IIOCTYIIaTh B KPOBOTOK, T.C. CTaHOBUTLECHA
OMOOOCTYIIHEM . B HeKOTOPEIX BapMmaHTax OCymeCTBJIEHIMA nnoJjioca (Er)

3aMelJjideT HaudaJlo BEICBOOOXIEHM A AKTMBHOTIO BemeCTBa, Takr dTo
cylmecTByeT BpeMA SalepPXKN1, TaxKkXe Ha3EBaeMoe SaﬂerKOﬁ HaualJla
BEICBOOOXOEHUA WU OTCPOYEHHEM BEICBOOOXIOEHMEM, B XoOme KOTOpOTIo

aKTMBHOE BemeCTBO He BEICBOOOXIaeTCHd. Bamepxka HaualJla
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BHICBODOOXIEHMA MOXEeT COCTaBJIATE oT 0 yacoB mo 4 YacoB, WMIM MOXeT
cocTraBiaaTe oT O YacoB OO 3 YacoOB, WM OHa MOXEeT COCTaBJIATH OT
0,5 uvwaca go 4 uyacoB, MJIM OHa MOXeT COCTaBJATEL OT 1 uYaca »mo 2
YacoB IIOCJIe BBeIOeHUuA.

[000257] B omHOM BapuaHTe OCYINEeCTBJIEHMS IO3MPOBaHHad (opMa
c rmoJjiocaToun CTPYKTYPOMU Heo®a3aTeJIbHO MOXeT OLITE TIIOKPHTAa

MNOOXOOAMMM  KUIIEeUHOPACTBOPUMEIM I[TOKPHTUMEM, M3BECTHHM B IOaHHOM
objlacTu, Hamopumep, EUDRAGIT® L30D-55 um PEG, u/WiM IoJMMepaMu,

IIPVMMEPEl KOTOPEHX IIpeldCTaBJIECHE B TabJnile HIXe:

NonumMep Tun YpoBeHE (%)
[TosMMepH aKpuiaT-
FEUDRAGIT®
MeTaKpuiaT
HepacTBOPUMEI, C BHCOKOM
RSPO 10
IIPOHUIIaEMOCTBIO
HepacTBOPUMEI, C HUBKOMU
RLPO 10, 15, 30
[IPOHUIIaEMOCTBIO
HepacTBOpPUMa4Ld,
NE30D-cycrneHzusa* 20
IpOHMUIIaeMas
ClTHE TIOJIMMEPH
CARBOPOL®
[IOJIMAKPUIIOBOM KUMCJIOTH
Ciaboe cCliMBaHMUeE,
971P MenOJIeHHOe BEHICBOOOXOeHMe | 10, 15
B SGF
Bricokoe cmvBaHue,
934p BEICBOOOXIeHME Ha [ 10

nporsaxeHun Bcero XKT

XecTkoe CUIMBaHUE,
BrlcTpOE BHICBOOOXIEHME
974Pp 10, 20
JIEKAPCTBEHHOT'O cpelcCcTea
B SGF
METHOCEL™ PacTBOPUMEIL B BOme HPMC
BaskocCcTh: 4000
K4M~* 15, 18, 30

MWJIJIMITIaCKaJIE—CeKyHIIa

PacTBOPUMEI B Bome: (10, 14, 14,5, 15,
METHOCEL™:AVICEL®
HepacTBOpUME MCC le,5, 18, 30
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BazkocCcTh : 4000
K4M 5
MMJIJIMIIaCKaJlb—CeKyHIa
BazkocCcTh : 100000
K100M 10
MMJIJIMIIaCKaJlb—CeKyHIa
BazkocCcTh 15000
K15M 7, 10, 12
MMJIJIMIIaCKaJlb—CeKyHIa
K4M*
PacTBOPUMEI B BOIE
POLYOX™ IIOJIIMEP
[IOJIM (2 TMJIEHOKCHU,)
5 8, 9, 9,5, 10,
KoaryJsigur MM: 5000000
20
WSRN301 MM: 4000000 10, 12,5, 15, 20
WSRN6OK MM: 2000000 20, 30, 40
KELTONE® AJILTHMHAT
HVCR C BHICOKOM BA3KOCTBIO 10
He pacTeOpMMasgs B BOIe
STUIILLEJIJIIIO 3 a
STUJILEJIIIII03a
C pasMepoM  YUacTui] 40
ETHOCEL™ 100FP 5-15
MUKPOMETPOB
80% [IOJIMBMHMIIAlleTaT n
KOLLIDON® SR 19% [IOBUIOH, yacTMuHO | 20
PACTBOPUMEI B BOIE

* MOXeT OHTH OoOaBJIeH IIOCPeICTBOM BJI&XHOIT'O I'PaHYJIMPOBaHUA

[000258] KumeuHOpaCTBOPUMOE IIOKPHTME TaKXe MOXET BKJIOUATH
OpyTHMe DKCUUIMEHTH WM HaIOJIHUTEeJIM, HallpuMep, TaJlbK, JaKTo3y,
IVKaJIbluM docdhaT, CMaszHBakmMe BelecTBa, TakMe KakK CcTeapaT MaTlHUA
N T.I.

[000259] [HozmpoBaHHad dopMa C IIOJOCATOM CTPYKTYPOW MOXeT
OBITL TIOKPHEITA Ha YPOBHE NPUOJIM3UTEJIEHO OoT 2 MKr/cm? mo 10 MKT/cm?,
Kak IpaBuJIo, NPUOIIU3BUTEJIEHO 7 MKT'/CM? . KnmeunopacTBOPUMOE
IIOKPHTHME 3aMelJigdeT HadaJlo OeMCTBMSA aKTMBHOTO BemMecTBa, TakK dYTo
CYMeCTBYeT I[eprol BpPeMeHM I[I0CJie BBeIeHMS OO3UPOBAHHOWM (QOPMH, B
XOole KOTOPOI'0 aKTMBHOE BelleCTBO He BHCBOOOXDaeTcd. Kak IIpaBWIIO,

II0CJIe HaHeCeHMA KHIIeUWHOI'O IIOKPEITHMA 3alepPXKa Haudajla BEHICBOOOXIEHN S
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AKTMBHOTO BeMecTBa M3 IIOKPHTOM IO3UMPOBAHHOM (QOPMEI C IIOJIOCATOM
CTPYKTYPOM (HanpuMep, IOKPHTAasa  KUIMEUHOPACTBOPUMEM  IIOKPHETHEM
KalJieTa) MOXeT cocTaBJaTe oT 0,5 waca mo 4 YacoB, KakK IOpaBWJIO,
or 1 waca IO 2 4YacCoOB.

[000260] B onOHOM BapMaHTEe OCYINECTBJIEHMS 03y HEMEIJIEHHOTO
BHICBODOOXIEeHMA AaKTMBHOT'O BeMeCcTBa, OIMCAHHYI BHIEe, KOMOMHUPYIT C
IIOKPHTOM  KUIIEUHOPACTBOPMMEIM  I[IOKPHETMEM  KallJleTOM C  IIoJIoCcaToMn
CTPYKTYPOMU C MCHOJIb30BaHMEM  CHOCOOOB, V3BECTHEIX B OaHHOM’
obisacTu, C I[oJIydyeHMeM eIOMHOM COCTaBHOM IO3UPOBAHHOM  QOPMH,
HalpuMep, B OOHOM XKeJJaTMHOBOM  KarllcyJie. CocTaR MOXeT OHTbH
npucrnoco®yieH mnJsa obecrnedyeHMs OIpeleJIeHHOTO TpedbyeMoro Opodmiisa B
KPOBHU.

[000261] B HeKOTOPHX BapMaHTax OCYIECTRJIEHMS KOMIIO3ULIUN
BRJIOUAIT TIIO0 MeHbIle Mepe COCTaB HeMeIJIEHHOTO BHCBOOOXIEHMUS U
cocTaB 3aMeIJIEHHOTO  BHCBOOOXIeHMS, ONMCAaHHHM  HUXe. CoCcTaRH
3aMelJIEHHOTO BHCBOOOXIOEHMS OOHUHO HEe IEeMOHCTPUPYIT OTCPOUEeHHOe
HayvaJlo BHCBODOXIEeHMS aKTMBHOI'O BemecTBa. CocTaB 3aMeOJIeHHOTO
BEICBOOOXIEHN I OOBIUHO He IEeMOHCTPUPYEeT 3HaAUYNTEJIbHEM nepmon
BpeMeHM, B XOoIe KOTOpOoTO JeKapCTBeHHOe CPpeICTBO He SgBJISeTCH
BUMOIOCTYIIHEM M3 NO3UPOBAHHOM (QOPMEl IIOCJIEe BBEISHMUI.

[000262] B o@OmHOM BapMaHTe OCYINEeCTBJIeHMa TabJjeTKa—-KalcyJa
opencraBJgeT CcoOoOM KalcyJly, COIepXallyld IIepBYyld YacTh aKTUBHOTO
BemecTBa B OopMe TabjleTKM, KOTOpas CcocTaBJieHa OJIg HeMeIJIeHHOTO
BHICBODOXICHMSA MNPM OPOTJIATHBAHMM WMJIM BBeIeHMS, M I[I0 MeHbIlel Mepe
BTOPYID UYacTb akKTMBHOTO BemecTBa B (QopMe TabJeTKM, KoOToOpasd
cocTaBJIieHa OJ4 3BaMeOJIeHHOT'O BHCBOOOXIEHMS, T.e. BTOpasd 4YacThb
OpOoOoJIkaeT BHCBOOOXIATL HEeKOTOpOe aKTHMBHOE BelleCTBO B TeueHUue
BIUIOTE OO 6-12 YacoBR TIOCJe [OpOoTJIaTHBaHMA. Ilo MeHbIel Mepe 15%-
50% axTMBHOTO BemleCTBa IIpelCcTaBJgeT CcoBOM CoCTaB HEMeOJIEHHOTO
BHICBODOXIEeHMI, U MMeeT ¢opMy TadJleTKM, U [ABJILeTCI OPUTOIOHOM IOJId
HeMeOJIeHHOTO BHCBOOOXOeHMSa. OcTallbHasg 4YacThb TabJeTKM-KalCyJE IIO
Macce MOXeT BKJIOUAT COCTaB HeMeIJIEHHOTO BECBODOXIEHMS aKTHMBHOIO
BemecTBa WIn yacThb 3aMeIJIeHHOT O BHICBODOXIEHM I AKTUBHOTO
BemecTBa. TabJeTKy, cCoIOepXallyld COCTaBR HeMeIJIEHHOTO BHCBOOOXIESHUSA
AaKTMBHOTO BemMecTBa, U TadbjleTKy, CcoIepXallyl CcOoCTaB 3aMelJIEHHOTO

BEICBOOOXIEHN S aAKTVBHOTI'O BellleCTBa, MOXHO KOM@MHMPOBaTb B OIOHY
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OO3UPOBaAHHY bopmy, HalpuMep, KeJIaTUHOBY KarcyJy, C
MCIIOJIL30BaHMEM CHOCOOO0OB, M3BECTHHX B IaHHOM objlacTu.

[000263] B OIIHOM BapraHTe OCylleCTBJIEHUSA 1oJIydeHHa s
TpaHyJMPOBaHMEM KallJleTa OpelcTaBJigeT coOoM KalcyJly WIM KallJleTy,
comepxamyrw IIePBYKR UYacThk TI'PaHyJIsTa aKTUBHOTO BemecTBa, KoTopas
cocTaBJIeHa IJId HeMeIJIeHHOTO BHCBOOOXIEeHMS, U II0 MeHbllel Mepe
BTOPYK 4YacThb AaKTUBHOT'O BelleCcTBa, KOTopas HaxXOoOMUTCS B (QopMe
TabJIETKM, KOTopasd CoCTaBJieHa MIOJA 3aMelJIEHHOT'O BHCBOOOXIeHUA. Ilo
MeHbBIeM Mepe 15%-50% axTMBHOTO BelecTBa OpelcTaBJgeT coboun
COCTaB HeMeIJIEHHOT'O BEICBOOOXIEHMS M MOXeT MMeThb O(QOpMy TI'paHyJ B
[IPOTUBOIIOJIOKHOCTE TabjieTke. B OIHOM BapMaHTe OCYUWeCTBJIEHUS II0
MeHbIeM Mepe OpubamsuTesibHO 80% KalCyJIH C TpPaHyJIaTOM BKJOUYaeT
KOMIIOBULMUI aKTUBHOIT'O BelleCTBa IJS HEMEOJIEHHOT'O BHCBOOOXIEeHUSA B
bopMme TpaHyJ, OOBUHO COOepPXalMxXCSa B OTHOEJIbHOM KamjeTe. OcTajbHasd
Y4acTh KallJIeTel C TpPaHyJIATOM I[IO Macce MOXeT BKJIOUaATh COCTab
3aMeIJIEHHOT'O BHECBOOOXIOEHUSA aKTMBHOI'O BelleCTBa, WM KalljleTa C
TPaHyJIATOM MOXeT BKJIOUATHL UYacThb C 3aMenJIeHHBM BHCBOOOXIeHUEM
cocTaBa AKTUBHOTO BelleCTBa. Kamjetry, comepXxallyio cocTas
HeMeOJIeHHOTO BEHICBOOOXIEeHNU I aKTMBHOTO BemecTBa, u KarJjeTy,
comepxamyl COCTaB 323aMeInJIEHHOT'O BHCBOOOXIEHMS aKTMBHOI'O BeEIeCcTBa,
MOXHO  KOMOMHMPOBATL B  OIOHOM  IOO3MPOBAHHOM  (QopMe, HalpuMep,
XeJIATMHOBOM  KallcyJe, C MCIOJb30BaHMeM CIIOCO00B, M3BECTHHX B
OaHHOM oBJlacTH.

[000264] B OIIHOM BapmaHTe oCyleCTBJIEHUSA MHOTOCJIOVMHAS
TabjleTKa  COIOEepPXUT TabJIeTKYy, VMEeKIyKn OBa wWIM  0DoJiee CJIOEB
aKTUMBHOTO BeMeCcTBa, KOTOPHE cCoCTaBJIEHH oJs HEeMEeOJIEHHOTO
BHICBODOXIEHMI, U CJOM AaKTMBHOI'O BeMecTBa, KOTOPHM COCTaBJIeH IJId
3aMeIJIEHHOT O BEHICBOOOXIEHNA . MHoToCcJOoVHAasA TabJjieTKa COOEepPXUT
KOJIMYECTBO aKTMBHOT'O BeMeCcTBa MOJS HEMEeOJIEHHOT'O BECBODOXIEHMS IIPU
OpOTJIATHBAHUM M 10 MeHbllel Mepe BTOPYI YacThb aKTMBHOTO BeMeCcTBa,
KOTOopada MOXeT 3aMenJIEHHBM obpa3oM oBecrneunTsb KOJINYECTBO
aKTMBHOTO BeMecTBa B TeUeHMe BIJIOTE OO 6 YacoB—-12 dYacoB IOCJe
IpOTJIaTHRBAHMA MHOTOCJIOMHOM TabjeTku. I[lo MeHbmel Mepe 15%-50%
aKTUMBHOTO BelMeCcTBa IpencTaBJIART cobou cocTaB HEMEJIEHHOTO
BHICBODOOXIEeHMSA. B OOHOM BapMaHTe OCYIMeCcTBJIeHMS II0 MeHbIeM Mepe

IpubIM3nTesLHO 80% MHOTOCJOMHONM TaBJIeTKM COCTaBJIgeT KOMIIO3UINA
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AaKTMBHOTO BelleCcTBa IJIS HeMeIJIeHHOTO BHCBoOOoOxIeHmMsa. OcTalbHasd
YacThk MHOTOCJOMHOM TabJjeTKM II0 Macce MOXeT BKJIOUATL COCTaB
3aMelJIEHHOTO BEICBOOOXIEHMS aKTHMBHOTO BeMecTBa MJIM MOXEeT BKJIOUATH
YacTk CoOCTaBa 3aMeOJIeHHOTO BHCBOOOXIEHMS aKTHMBHOI'O BeMecTBa.
CoCcTaBE MOXHO KOMOMHMPOBATE TPaIMIIMOHHEIM oOO0pa30oM, HalpuMep, B
TabJIE TOUHOM npecce, Tak UuTo mocJie nepepaboTKM KOHeuHasd
TabJIeTUPOBaHHAA IO3MPORBaHHasa QopMa MuMeeT IOBa MM 0oJiee CJIOeB: IO
MeHBIIEM  Mepe IepBHEM  CJOH, comepXamMil  COCTaBR  HeMeIJIEHHOTO
BHICBODOXIOEHMSA aKTMBHOT'O BemecTBa, ¥ BTOPOM CJIOM, cCoIepxXalui
CoCcTaB 3aMeOJIeHHOT'O BHCBOOOXIEHMS aKTMBHOT'O BelleCTRBa.

[000265] B omHOM BapuaHTe ocymecTBJeHusa 100% aKTMBHOTIO
BemecTBa HaxXOOUTCH B IO3UPOBAHHOM bopme HeMeOJIeHHOTO
BHICBOOOXIOEHMSA, M OHO He KOMOMHMPOBAHO C MOO3UPOBAHHOM GopMOl,
noaxomAamer mOJIsg 3BaMelJIEHHOTO BHCBOOOXIeHMS. AKTMBHOE BemeCTBO
MOXeT OBTE OUCIEPTMPOBAHO B COCTaBe Ha OCHOBe JIMIMIOB, HAIPUMEP,
B MaCJISHOM MM JIMIOIMIOHOM CUCTeMe, KakK OIIMCaHO BHIIE.

[000266] B oOIOHOM BapMaHTE OCYHNECTBJIEHMSA AaKTMBHOE BeleCTBO
cocTaBpJigeT II0 MeHbmel Mepe oT 20% mo 30%, or 30% mo 60%, miam 70%
IO Macce KOMIIO 3ULIUU C 3aMelJIEHHEIM  BHICBOOOXIEHMUEM, npuueMm
OCTaJIbHYID MaccCy KOMIIO3BULUMM COCTABJILT DSKCUUIMEHTH, HalpuMep,
HAIlOJIHUTEeJIM, CMa3hBaplMe BelecTBa, I[IOJUMMEepH ¥ T.O. B OIHOM
BapMaHTe OCVYIIeCTBJIEHUS IIOJIMMEP MOXeT IIPUCYTCTBOBATHL B KOJIMUECTBE
orT 5% mo 20% Mo Macce KOMIIO3MULUMM C 3aMeOJIEHHBIM BHCBOOOXIEHMEM, U
B OIOHOM BapMaHTe OCYMeCTBJIeHMS OH MOXeT I[IPpUCYTCTBOBATL B
KoJIMyecTBe oOT /% @mo 10% 1©mo Macce KOMIIO3UMUMM C 3aMeIJIEHHHM
BHICBODOXIEeHMEM, ¥ B OOHOM BapMaHTe OCYHIEeCTBJIEHMS OH MOXeT
IPUCYTCTBOBATE B KoJIMuecTBe oT 10% mo 16,5% mo Macce KOMIIO3ULIUHU
C BaMeIJIeHHBEM BHCBOOOXIeHMeM. B OOHOM BapMaHTe OCYIleCTBJIeHUS
[IOJIMMEP IpencTaBJIgeT cobou 11eJIJII0JIO 3HEIM IIOJIMMED, HaIopuMep
METHOCEL™ K4M, ¥ OH NPUCYTCTBYET B KOJMUECTBe NPUOIMIUTESLHO 10%
nmo Macce. CocTaB 3aMeOJIeHHOT'O BHCBOOOXIEHMS MOXHO IIOJIydaTh IIYTeM
OpsAMOTO IIPecCcoBaHMA MJIM BJIAXHOTO TpPaHyJMPOBaHMUL.

[000267] CocTaB MOXHO IIpeccoBaThb B TabJIeTKM WJIM €TI0 MOXHO
BKJIIOUATDH HelloCpeOCTBEHHO B MY . Takue KOMIIOBULMM  IOJDKHE
comepxaTh IO MeHbmel Mepe 0,1% akTMBHOTO coeduHeHMS. IIpolleHT B

KOMITO3MIIMAX n IIpeliapaTax MOXeT BapbMpOBaTECH, HallprMep, oT
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OPUOJIUBUTEJIEHO 2% OO NPpUOJIM3UTEeJIEHO 60% MaCCH eOMHUIIEL.

[000268] D3SKCUMIIMEHTH BKJKUYAKT, HO HEe OTIpPaHUMUMBAKTCH WMU,
OOMH WJIM HECKOJBbKO U3 (apMalleBTUUECKM [IPUMEMIIEMOTO MHEPTHOTO
pazbaBUTeIISa; YCBOAeMOT'O IIMIMEBOTO HOCUTEJS; Pas3pPHXJIUTENIS IOJIS
oBJIeTUeHUa NOe3MHTeTpaluM, HaIpUMEP, MOOUQUUUMPOBAHHHEX IIPOM3BOIHBIX
LEJIJII0JIO 3HL, MOIMOUIIMPOBaHHEIX MIPOU3BOIHBIX KpaxMaJjla u T.O.,
YUMTEBASA, UYTO CHeluMaJucTy B IaHHOM o006JacTM IIOHATHO, YTO IOpyIue
VHTPEeIVMEeHTH, BKJOUasa CBA3YHIMEe BelleCTBa M CMa3BEBaKlMe BEIEeCTBa,
Takxe MOTYT BJMATE Ha OPpodMJIE pPacCTBOPEeHMS IOO3UMPOBAHHOM (QOPMEL;
TBEepOoM WJIM MATKOM KeJJaTMHOBOM  KalCyJiH; IMKaJblUuM odocdaTa;
CBA3YKIET O BelleCTBa, TakKoI'o Kak TparakaHToBasd KaMenb,
ryMMrapadbuk, KYKYPY3HEM  KpaxMall WM XeJaTUH; PaspHEXJIUTEJIL,
TAKOTO Kak KYKYPY3HHM KpaxMmall, KapTodeJIbHHEI Kpaxmall, aJlbTMHOBAaS
KKCJIOTa M T..O.; CcMas3eBawlero BelleCTBa, TakoT'o KakK cCcTeaparT
MaTHMA; T[IOOCJaCTUTEeNIA, TaKor'o KaK caxapo3a, JaKTos3a WM caxXapuH;
BKYCOBOM pno®aBKM, TaKOM KakK MATa IIepeuHasd, MacJiO BMUHTepIpeHa,
motaBka CO BKYyCOM BMIIHM; OINHOTO WJIM HECKOJIBKMX IIOBEPXHOCTHO-
AKTMBHEIX BeMecCcTB, TaKMx KaK MOHHEE, HEMOHHEE TIIOBEPXHOCTHO—
aKTMBHEE BelleCcTBa MU/MWIM IIOBEPXHOCTHO-aKTMBHEE BelleCTBa Ha OCHOBe
KEeJIUHEIX — COJIeM, TIPpUMUeM AaHMOHHEIE IIOBEPXHOCTHO-aKTUMBHLEE BelleCcTBa
BKJIIOUAOT aJIKMJICYJIBEDaT HaTpusa (TaypuiacyJsabdaT HaTpuUHd) "
IPOMBBOOHEHE CYJbOOCYKIMHATA, TakMe KakK IOOKy3aT HaTpulM, HEeMOHHLBEe
[IOBEPXHOCTHO—aKTMBHEE BelMeCcTBa, BKJIOUA I CJIOXHHEIE 2QUPE

[IOJIMOKCUBTUIIeHa copbuTaHa M XUPHHX KUCJIOT (IoJmcopBaTH), Takue
Kak TWEEN® 20, TWEEN® 80, TWEEN® 40, SPAN® 20, CJOXHHE 3OUPH
KUPHEIX KMUCJIOT ¥ IOJMSTUIIEHTJIMKOJIL, Takre Kak GELUCIRE® 44/14,
GELUCIRE® 50/13, HaCHIEHHHE IOJUIJIMKOJIM3UPOBAHHEE (BKJIOUAS MOHO,
OV WIM TPpU) JIMLEePUIL, MOHOTJIMLEPUIH cpenHel Lenu (6-10 aToMOB
ynJepona) , Takme Kak TN EPUIIMOHOKAIIPUIIAT (IMWITOR® 308),
TIMLepuIMoOHOKanpoaT (CAPMUL® MCM C-8), IDJMLepMIKaopuiaT/KalparT
(CAPMUL® MCM), TMOJIMOKCUDTUJIEH TUIMLEPMIIKAIPUIIAT U IIOJIMOKCUDTUIIEH
TaniepuikanpoaT (LABRASOL®), CJIOXHEHE S0UPH XUPHHX KUCJIOT CpenHeN
Lenm, Takue Kak TJIMLepUIITpHUKaIpaT u TIINLEPUIITPUKAIIPUIIAT
(MIGLYOL® 612), OJIOK-TIOJIMMEPH STHUJIeHOKCUIAa M [IpONMJIeHOKCUIA,

GHOK—COHOHMMepBI TIOJIMOKCUS TMIIECH-TIOJIMOK CUIITPOIIMIIEH , Tarme Kakr
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nojiokcamep 188 (PLURONIC® F-68), mnoJjokcamep 237 (PLURONIC® F-
87), noJjoxcaMmep 338 (PLURONIC® F-108), mnoJjsiokcamep 407 (PLURONIC®

F-127), IoJIOKCaMep 124 (PLURONIC® L.-44), NOJIMOKCUCTeapaT—

NOJIMATOKCUIIMPOBAHHA A (40) CTeapmMHOBasda KMCJIoTa (MYRJ™ 52),
DTOKCUIIMPOBaAHHOE KacToOpOBOE MaCJIO—TIOJIMB TOKCUIIMPOBaHHO e (60)
TUOPOTEHM3MPOBaAHHOE KacTopoBoe MacJo (CREMOPHOR® EL),

OSTOKCHMIIMPOBaHHAaA TIMOPOCTeapMHOBaAd KHMCIIOTa IIOJIMSTUMIIECHTJIMKOJIIb 660

TuIpokcucTeapaT (SOLUTOL® HS 15), HNOJIMOKCUSTUIIEH aJIKMJIOBHE SOUPH
(12-18 aTomMOB YyIJlepona), Takue KakK OoJuokcu 20 1IeToCTeapmJioBHM
somup (ATLAS™ G-3713), mnoamoxcu 10 oJgewmJoBem s0mup (BRIJ™ 96,
BRIJ™ 97, Oleth 10), OBepxHOCTHO aKTMUBHEHE BelecTBa Ha OCHOBe
IpoCTOTO 53dMpa OOIMSTUIeHTJIMKOoJS (TRITON™ X-100, TRITON™ X-114,
TRITON™ X-405, TRITON™ N-101) ¥ JIEUMTMHOB, TaKuUx Kak (GoCchOJIUIUIE
(OMMUPMCTOUII DL-anepda-docdaTUOMUIIXOJINH) , [IOBEPXHOCTHO—aKTHBHEE
BelleCcTBa Ha OCHOBE  KeJIUHBIX  CoJieN, BKJIOUAS  OE30KCUXOJIEBYID
KUCJIOTY, Ie30KCHUXOoJIaT HaTpMuA, XOJEeBYK KUCIIOTY, TaypoxXoJjiaT HaTpuAd
u T.n. JosupoBaHHasd GopMa KallCyJIH TakKXe MOXeT COOepXaTh XUIKUM
HOCHUTEJIL. JdpyTMe MaTepuaJlbil MOTYyT IIPMCYTCTBOBATHL B KadecTBe
IIOKPHTUY MM IJIS MHOM MOIUOUKALUK (U3UUECKOM (QOPME IO3UPOBAHHOM
bopMEI, HamnpuMmep, TabJeTKM, IUJIOJIM WMJIM KAaICYJIE MOTYT OHBTL IIOKPBITEH
meJsIjlakoM M/MiIM  caxXapoM. CHUPOI WM SJIMKCUP MOXEeT CcomepXaThb
aKTMBHOe BEMeCTBO, Caxapo3y B KaueCTBe IOOCJaCTUTEJIS, MeTUJI U
nponminapa®beHEl B KauyecTBe KOHCEPBAHTOB, KpacuUTeJ b M BKYCOBYD
nobaBKY.

[000269] B HeKOTOPHX BapMaHTax OCYIMEeCTBJIEHMSA B COCTaB MOTYT
OBITEL BKJIOUEHE OPYyITMe aKTUBHBE BelleCTBa.

[000270] B omHOM BapMaHTe OCYWeCTBJIEHMSA NO3MPOBAHHEE (QOPMEL
OpencTaBJIgT CcoOOM  3aloJIHEeHHYID XMIKOCTBLI MATKYD XeJIJaTUHOBYIO
KalcyJy, cComepxXamymo SKCUUIIMEHTEH, KOTOPHEE BKJIIOUAT JIUIIVIH,
[IOBEPXHOCTHO—-AaKTMBHEE BeNeCTBa WM pPacTBOPUTENIM. KalcCyJH MOTYT
comepXaThk COCTAaBH IJIA HeMeIJIEHHOTO BHCBOOOXIEeHMHA, OTCPOUYEHHOTO
BEHICBOOOXIEHV A, 3aMeIJIEHHOTO BHCBOOOXIEeHMS WMJIM KOHTPOJIMPYEMOTO
BEHICBOOOXIEHN A .

[000271] CocTaB MOXEeT COIepXaThk BSKCIUUIIMEHTEH, TakKue KakK OIHa

MM  HEeCKOJIbKO KUPHEIX KMCJOT. Crnoco® BOBJIeKaeT pacTBOpPeHUe,
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IJIaBJIEHME W CYCIeHIUPOBAaHME HU3KO PACTBOPUMOTO B BOIE
AKTMBHOT'O BemleCTBa B OOHOM WMJIM HECKOJIBKMX XKUPHHX KMCJIOTAax,
KOHBOTMPOBAHHEK  XMPHEX KUCJOTax, (IoJIy—) TBepOHX I[IOBEPXHOCTHO-
aKTMBHEIX BemecTBax, VIMEIMX BLHICOKYID  BeJIMUMHY HLB, n/mnn
TUOIPOPUIILHEIX IIOJIMMePax. [loOxomAamMe XUPHHE KMCJIOTH BKJOUAlT Ci9—Cig
XMPHEE KMCJIOTH, IPEeOIOUTUTEJIEHO Cig—Cig XMPHBE KMCJIOTH. [logxonmdmme

KOHTEBROIT'MPOBaAHHEIE XMPHEBEIE KMCJIOTEI BKJIOUWAKOT C10-Cis XVMPHEBEIE KMCJIOTEHL,

NpenIouTUTeJIbHO C16—Cis KUPHEIE KMCJIOTHL, KOHBITMPOBAaHHEE C
TJIMILEPUHOM (HanpuMep, MOHOTUIMLIEPUIH) , MOHOCAaxXapuIk n/Uim
[IOJIMS TUJIEHTJIMKOJIb (PEG) . lloopxonmdamue ITUIOPOOUIIE HEIE I[IOJIMMMEPH

BKJIOUAT IIOJIOKCAMEPH ¥ IIOJIOKCAaMMHH .

[000272] Ilomxonmdmme XMPHEE KUCJIOTH BRJOUaAT Ci19—Cig XUPHEE
KMCJIOTEL, BoJiee IpenrIouTUTeJIbHO C16—C1g KUPHEIE KMCJIOTEHI.
MImoCcTpaTUBHEE  KMPHBE KMCJIOTH BKJIOUYAT, HO He OI'PaHUUMBAaKRTCH
VMU, OONEKaHOBYIO (JIaypVHOBYIO) KUCJIOTY, TeTpaleKaHOBYIO
(MMPUCTHMHOBYK) KMCJIOTY, TI'e€KCaleKaHOBYK (IallbMUTMHOBYIO) KMCJIOTY,
relTagekKaHOBYIo (MapTapMHOBYI) KUCJIOTY, OKTaloeKaHOBYIO
(CTeapMHOBYIO) KMCJIOTY, SVIKO3aHOBYIO (apaxXmMHOBYIO) KMCJIOTY,
OOKO3aHOBYK (6eTeHOBYK) KUCJIOTY, TeTpakKo3aHOBYK (JIMTHOLEPUHOBYI)
KMCJIOTY, TeKCak0o3aHOBYKD (LepOTHMHOBYK) KMCJIOTY, TelTako3aHOBYIO
(kapOOolLlePMHOBYK) KMCJIOTY, OKTaKO3aHOBYK (MOHTAHOBYK) KMCJOTY,
TPUAKOHTAHOBYIO (MEJIMCCHMHOBY) KMCJIOTY, OOTPMaKOHTaHOBYIO
(JIaLepoBYO) KMCJIOTY, TPUTPMAaKOHTAHOBYIO (LLepoMeJIMCCHUHOBYIO)
KMCJIOTY, TeTpaTPMaKOHTaHOBYI (remmoByn) KUCJIOTY u
[IEHTATPUAKOHTAHOBYK (LIEPOIJIACTMHOBYK) KMCJIOTY. XMPHBEE KMCJIOTH
MOTYT IpenCcTaBJIATh cobom HaCHIeHHBIe KUPHEIE KMCJIOTH,
MOHOHEHACHIeHHHE XMPHEIE KMCJIOTH, [IOJIMHEeHaCHIe HHEIe XUPHEIE
KMCJIOTH, WJIM MX KOMOMHALMN.

[000273] MacJjya, HalpuMep, pacTUTeJIbHEE Macja, TakKe Kak
cCoeBOe MacJIO, MOXHO MCIIOJB30BaTh OTIOEJIBHO WJIM B KOMOMHALMM C
MaTepMraljlaMM TIOKPHTMHA, I[IPMBEeIeHHEMM Breme. CoeBOe MacJo COIepXUT
14,4% HaCBImEHHHX XWPHEX KKUCJIOT, 23,3% MOHOHEHACHIIEHHEX XUPHBX
KMCJIOT, TaKMX KakK OoJIeMHOBas KucJoTa, " b7,9% NOoJMHEeHACHIeHHBX
KUPHBIX KMCJIOT, TaKMUx Kak JIMHOJIEMHOBA A KMCJIOTa u aJsda-
JIMHOJIEMHOBAaA KMCJIOTA.

[000274] B o@mOHOM BapuaHTe OCYINEeCTBJIEHMS XMPHasd KMCJIOTa
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KOBAJIEHTHO CBSf3aHa C TIUIMIIEPMHOM, MOHOCaxXapWIOM, TaKMM KaK CcopbuT
WM copbuTaH, IIOJUMAJIKUMIJIEHOKCHUIOM, TaKMM KakK IIOJMB3TUIIEHTJIMKOJEL U
[MOJIMIIPONIMIIEHTJIMKOJIb, WJIM MX KOMOMHaLUMAMM. OTUM MaTepHraJibl Ha3HBakT
KOHBOTUMPOBAHHEIMY KMPHBEIMU KUCJIOTaMM. [lOOXOOAmMMEe KOHBOIMPOBAaHHEE
XVPHEIE KMCJIOTH BKJIOUAKT, HO HEe OI'PAaHMUMBAKTCSA MMM, CJOXHEE 30UPH
MOJIMBTUIIEHTJIMKOJIS ¥ KMPHBIX KMCJIOT, TaKue KaK CJIOXHEE 3QUPH],
KOMMEPUYECKHM MHOOCTYIIHEE II0I TOPTOBEM HazBauHmeM GELUCIRE®, CJIOXHLE
50UpPE copbuTaHa M XMPHEIX KMCJIOT, TaKue KaK copbuTaH MOHOCTeaparT,
CJIOXHBE DOMPH IJIMLIEepMHA WM XUPHHEX KUCJIOT, YKas3aHHHX BHIE, TakKue
KaK IJIMLepuH O6eT'eHaT UM INIMLUEPMUIJIMOHOCTeapaT UM UMX KOMOMHALUMA.

[000275] IOImamasoH KOHLEHTpalUM XUPHHX KUCJIOT COCTaBJISAeT OT
Opubamus3uTesJJbHO 1 »mo nOpubiam3muTesbHO 20% 0O Macce KOMIIO3MLIUY,
NPedlIOUTUTEJIEHO OT HOPUOJIM3UTENBEHO 5 »Ho IpubimsuTesbHO 15% 1o
Macce KOMIO3ULMM (MUKPOUACTULE M HOCUTEJDL) .

[000276] He pacTBOPMMOE B BOIEe AaKTHMBHOE BENECTBO MOXET OHTH
IIOKPHTO ONOHMM WMJIM HECKOJBKMMM I[IOBEPXHOCTHO—-aKTUBHEMKM BelleCTBaMM,
OTHeJIbHO WMJIM B KOMOMHAUMM C OIOHOM WMJIM HECKOJBKUMM KUPHBMU
KMCJIOTaM/ WJIM KOHBOIMPOBAHHEIMU KMPHEIMU KMUCJIOTaMM, W/UIIM  OIHUM
WV  HEeCKOJIbKMMM TIUIPOQUJILHEIMM IIOJIMMepaMM. B OOHOM BapuaHTe
OCYIIECTRBJIEHMA IIOBEPXHOCTHO—-aAKTMBHOE BeEIeCTBO UMMeeT BeJiMuuHy HLB
BoJjiee ueM OpubmMauTesbEHO 10, OoJjee uUeM OpubIM3uUTeNbBHO 12, 06o0Jiee
ueM OpubIM3uTesibHO 14 wuiam 0oJjiee UyeM NpUOIU3UTEJIbEHO 16 (o mKaje
1-18). [TOBEPXHOCTHO-aKTUBHEE BellecTBa, MMERIINE TpedyeMy
BeJmuuHy HLB, WM3BeCTHH B IJaHHOM o6JacTu. IIOBEepPXHOCTHO-aKTUBHOE
BemeCcTBO MOXeT OHTh AaHMOHHEM, KATMOHHEM WJIM HEMOHHHM. B OIHOM
BapMaHTe OCYIEeCTBJIEHUA [IOBEPXHOCTHO-aKTUBHOE BEMEeCTBO

IpeocraBjidaeT coBoM HeMOHHOe IIOBEPXHOCTHO-AKTMBHOE BeEIMEeCTRBO.

[000277] [TprMepEL TaKMX MIOBEPXHOCTHO-aKTUBHEIX BelleCTh
BKJIOUAT, HO He OoI'paHuuuMBamnTCad wWMM, nojamumcopbar 20, 40 wum 80
(BHIIYCKAEeME B Opomaxy I[IoI HasBaHMeM TWEEN®), [OTOJIMOKCUDTUIIEH
MOHOCTEapaT, HEKOTOPEE CJIOXHEIE 2QUPHL caxapoR, TakKue KakK

MOHOJIAYPAT CaxXapo3H, DTOKCUIMPOBAHHEE HOHMIDEHOJE, alibba oJeduu
CyJIbOOHATH, STOKCUJIMPOBAaHHEE TaJIJIOY  aMMHH, BIIOK— COIIOJIMME DL
STUJICHOKCUL/TIPONMIIEHOKCUL, STOKCUIMPOBAHHEE aMMHE COM, KUPHHE

KMCJIOTEL n CIIMPTEI, TIOJIMSTOKCHMIIMPOBaHHOE KaCTOpoOoBOe MacCJIo,
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noymcopdaTH, aJIKMJIOBHE 3QUPH IIOJMOKCUBTUIIEHA U [IOJMOKCUDTUIIEH
CTeapaTH.

[000278] B OOHOM BapuaHTe OCylleCTBJIEHUSA MIOBEPXHOCTHO-
aKTUMBHOE BEMEeCTBO IpencTaBJIgeT coboun MMOBEPXHOCTHO-aKTUMBHOE
BEMECTBO c BEHCOKMM HLB, comepxalee  Lelb  XUPHOWM  KUCJIOTH.
lNonxonmAamye [IOBEPXHOCTHO—aKTMBHEE BelleCcTBa BKJIOUAT, HO He
OT'PaHUUYMBAKTCA VIMWU, [IOJINB TOKCUIIMPOBAHHOE KacTOpOBOE MacJio,
noymcopdaTH, aJIKMJIOBHE 5SOUPH IIOJMOKCUBTUIIEHA U I[IOJMOKCUBTUIIEH
cCTeapaTH.

[000279] [TpoM3BOOHEE [IOJIMOKCUD TUJIEH KaCcToOpOBOTO MacJa
comepXaT B OCHOBHOM PUUMHOJIEMIJITJVIMIEPUH, BTOKCUIMPOBaHHEM 30-50
MOJIEeKYJIaMM1 STUIJIEHOKCHKIA . [TosmmcopOaTel W CJIOXHEIE S5QUPEL
IIOJIMOKCUBRTUIIEH copduTaHa M KUPHEIX KUCJIOT MNPencTaBJisgilT codon
CepMK YaCTUMUHEIX CJIOXHBIX DOMPOB XUPHHX KUCJIOT copbuTa U eTro
AHTUIPUIOOE, COIOJMMEPU3OBAHHHX C OpubiausmTesbHO 20, 5 miam 4 MOJIb
STUJIEHOKCHIA Ha KaxXOul MOJIE copbuTa M eTo aHTUIPUIOOB. IlOJIyUYeHHLIM
IPOOYKT IIpelcTaBJgeT coBol CcMeChb MOJIeKYJ, VMEeIUX  MUPOKUM
ovarnasz30H MOJIEKYJIAPHOM MacCH. AJIKMJIOBEHE 5SOUPH IOJMOKCUBTHUIIEHA
IpencTaBJIgT cobo¥ cepHuid MIPOCTHX SOUPOBR IMMOJIMOKCUBTUIIEHTJIMKOJIS U
JIMHEMHEX  XMPHBEIX  CIMPTOB (H-CIOMPTH) , TakKMx KakK JaypWuJIOBHI,
MUPUCTUIIOBLI, LHeTUJIOBEM ¥ CTEeapWJIOBEIM CHOUPT. I[IOJMOKCUBTUIIEH
CTeapaTH I[IOJYYalT IIOJIUSTOKCUJIMPOBAHMEM CTEAPUHOBOM KMUCJIOTH.

[000280] Ees cB4a3M C kakom—Jmubo Teopuel, IoJaranonT, UTO
TUIPOOMIIBEHAS  YacThb [IOBEPXHOCTHO—-aKTMBHOTO BemecTBa [IOBHIIAET
COBMECTMMOCTE aKTHMBHOT'O BeMecTBa C BOIOHOM cpeloM OJg pPacTBOpPeHUS
in vitro maM in vivo M 4UTO OOKOBAS LEelb XMPHOM KMCJIOTH YCUJIMBAET
BCacCeBaHMe [IOCpenCcTBOM OKMCJIJIEHU S KUPHOM KMCJIOTHI . B xone
OKMCJIEHUSA KMPHOM KMUCJIOTE BHYTPUKJIETOUHEMM Ca’’ pacxomyeTcsd, dTo
IPUMBOINT K PaCIMPEHMIO IEJIEBEIX KOHTAKTOB, II03BOJIAA IIPOXOXIEeHNE
aKTMBHOTO BeMecTBa MexXIy KJIeTKaMM, KpOMe TOI'0, TaKMe TIIOKPHETEE
YacTUUE MOTYT OHTE OoJiee CTaOUJIBHEIMM, UYeM JIeKapCTBEHHOEe CPpenCcTBO

OTOeJIBHO, HallprMep, IIyTeM IIpengoTeRpaleHAa OKMCJIEHMA AKTHMBHOTIO

BemeCcTRBa.
[000281] KoHlleHTpaumuga MIOBEPXHOCTHO—AKTUBHOTO BemecTBa
COCTaBJIgEeT oT OIPUOIIUBUTEJIBEHO 1 oo NIPUOJIU3UTEJILHO 50%,

OPEenIouTUTEJIEHO OT HNPUOIU3UTEJIBHO 5 »Ho OpubimM3mTelibHO 15% 1o
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Macce KOMIIO3MIMM (MUMKPOUYAaCTUIE M HOCUTEIL) .
[000282] ITlomxomsamye TIUIAIPOQUJILHEE I[IOJIMMEPHE BKJIOUYAKT, HO He

OT'PaHMUYMBaAKRTCA UMM, IIOJIOKCaMeEpPEl, IIOJIORCaMMHEL, IIOJIMSTMIIEHIJIVMKOJIN,

ITOJIMIBVIHMJIIO BEIE CIIMPTEI, IIOJIMBVMHIWMIJITIMPPOJIMIOOH , I1OJIM (BUHMJIOBHIM
CHMpT), LI eJIJII0JIO SHEEe MaTepHralJlkl, Tarune KakK
I'MOPOKCHUIIPOIIMIIIEJIJIINJIO 3 a, I'MOIPOKCHMME TVMIILIEJIJIINJIO3a,

TUOPOKCUNIPONIMIIME TUJILEJIJIIIIO3a, XeJlaTHH, KapOOKCUMEeTWIILeJIInJio3a U
IOJIUIIEIITU IO .

[000283] KoHLUeHTpaluud IUOPOQUIIBHOTO IIOJIMMepa COCTaBJIAeT OT
OpUOIU3UTEJIEHO 1 »mo nOpubim3mTesbHO 50% IO Macce KOMIIOBMLWM,
foJjiee MNPEenlouYTUTEJSIEHO OT NPUOIUBUTENEHO 5 1o npubimsmTelibHO 15%
II0 Macce KOMIO3MUMM. EcCiaM TUOPOOUIBHEM I[IOJIMMep [OpelcTaBJigeT
coBon [IOJIMB TUJIEHTJIMKOJIE , TO KOHILIEHTpalusg cocTaBJIgeT oT
OPpUBIM3UTEJIBHO 1 1O OpubimM3uTesbHO 80% DO Macce KOMIO3MUMM, OT

OpubamM3nuTesbHO 30 1o npubiansuresbHO 60%, oOT OpUOIM3UTEJIEHO 35%

oo NPUOJIUBUTEJIEHO 60%, I oT NPUOIIU3UTEJIEHO 40% oo
NPUOJIUB3UTEJIEHO 60% 1o Macce KOMIIO 3ULIUU (MMKpOUYaCTULE "
HOCUTEJE ) .

[000284] B OIIHOM BapmMaHTe oCylueCcTBJIEHUA MUKPOUYACTULIE
oBpa30BaHH noSaBJIieHMEM cMecu JIeKapCTBEHHOTO cpencTrBa u
MaTepMalja (0OB) INOKPHTUA K papMaleBTUUECKM IPpMeMJIEMOMY HOCHUTEeJn. B
OIOHOM BapuaHTe OCYIEeCTBJIEHUSA HOCUTEJIb npelcTaBJIgEeT cobom
TUOPOOUIIL HEIM W JIUITO OMIIE HEIM HOCUTEJIb . I[ToJIyuyeHHEe YacTULE

CYCIHeHIVPpYIT B HOoCcUTeJle. HocuTesls MOXeT IIpeldCTaBJIATh cobom ommH

KOMIIOHEHT MJin CMeCBb KOMIIOHEHTOB. Hocuresis MOXeT BKJIODUYATB
pacTerOpPUTEIIN, IIOBEPXHOCTHO-aKTHMBHEE BellleCTBa MJin opyruie
SKCLHMUIIMEHTEHI. MaTepmaﬂH HOCUTeJIA MOT'WYT M3MEeHATDb MJin

MOHM@MHMPOBaTb CKOPOCTE BEICBOOOXIEHM A JIERapCTBEHHOI'O CpelCTBa U3
MVKpPOUYaCTHUII M/MHM CKOPOCTE pacCTBOpPEeHMA JIEeKAapCTBEHHOI'O CpeIlCTBa.
KomMriosmuiumm MOTWYT OTEMOHCTPHMPOBATE HByX@aSHHﬁ HpO@Mﬂb
BEICBOOOXIOEHMA BCJEOCTBUE CBOMCTB KOHTPOJIMPYEMOT'O BEHICBOOOXIEHN S
MVKpPOUYaCTHUL, ™ CBOMCTB KOHTPOJIMPYEMOTI'O BEICBOOOXIOEHUSA HOCUTEJA.
BaprpOBaHme KaueCTBEeHHOM UM KOJMUECTBEHHOM KOMIIO3ULUN MaTepHrallOB
HOCUTeJIen MOXeT IIO3BOJINTE MOIOIYJIMPOBaAThb HpO@Mﬂb BEHICBOOOXIEHN S
aKTMBHOT'O BelleCcTBa. HoCHTeJIE MOXeET ColepXaTk OIVMH WJIM HEeCKOJIBKO

KOHTPOJIMPYIMX CKOPOCTE SKCIMUIIMEHTOB, KOTOPEE peryIIiMpynT



105

BEICBOOOXIEHME AaAKTMBHOI'O BeINleCTBA. MJIJIIOCTpaTMBHBIe KOHTpPOJIMpYyKImMe

CKOPOCTE SKCIUIIMMEHTEI BKRJIODUYAKRT, HO He OTPaHNUYMBaAKRTCA N1,

TInLepuibereHar, GELUCIRE®, Cremophor, TUIPOTEHU3UPOBAHHOE
pacTuTeJIbHOe MacJo, TI[UeJMHEM BOCK, LeJUJIJIO3HEE IIOJIMMEPH, TakKue
KaK TUIPpOMeJJIo3a, ajbruHaTh, CARBOPOL® M MxX KOMOMHAIIUU.

[000285] B OIIHOM BapuaHTe OCylleCTBJIEHUSA HOCHUTEJIb
npencraejgaeT cobour TUOPOOUIILHEIM HOCUTEJIb, comepxamui
[IOBEPXHOCTHO-aKTUBHOE BeIeCTBO, UMeKlee BejiMuvHy HLB OoJjiee ueM
npmubimnsurejgsHo 10, BoJjiee uUeM OpuUbIM3UTEeJIBHO 12, boJjiee ueM
npubimns3nuTessHO 14, i OoJjlee dUeM IpUOIMU3UTEJIEHO 16, "/ mim
ABJIAETCA PacTBOPUMEIM B BOIE. VImocTpaTUBHEE TUOPOGUIILHEIE
HOCUTEJIM BKJIOUAKT, HO He OI'paHUUMBAKTCHd MMM, IOJIUSTUIIEHTJIUMKOJIIN,

IIOJIMOKCUBRTUIIEH 32 JIaypPWJIOBHE TUIMLEePUOH (DoCcTyhnHHe oT Abitech mnon

TOPTOBEIM HasBaHUEM ACCONON® M-44), [OJIMOKCUD TUIIEH 8

KaIpuJIOBHE/KAalPVUHOBEE  TJIMILEPUIL (noctynHue oT Abitech mon

TOPTOBEIM Ha3BaHMeM ACCONON® MC-8) u 1iankodyposi. I'MIpoduriIbHBI
HOCUTEJIE, KpoMe  TOTro, MOXeT coepXaThb OOMH WM  HEeCKOJIBKO
CMEINVB AKX C A pacTBROpHUTEJIEN, TaKUx Kak TJIMLEPUH, STaHoOJI,

TIIMKOQYPOJI M KadpWUJIOoKalpoMJIMaKpoToJi-8 (HOCTYyHIHEM oOT Gattefosse

S.A., Saint Priest, France, nom TOPTOBHM Ha3BaHueM LABRASOL®) .
[000286] B OOHOM  BapMaHTe OCYIEeCTBJIEHU I TUIPOOUITE HEIM

HOCHTeJIeM ABJIAeTCH BOIa NI CHupT. B OpyTOM BapraHTe

OCymeCTBJIEHUMS HOCUTEJL IMNpPencTaBjigeT CcoOoM CcMech TIUAPOOMIILHEX

HOCUTeJIeN, comepXxalyn IIOJIMSTUMIIEHIJIMKOJIE , Y HeoOA3aTeJIbHO OIHO

WM  HECKOJILKO IOBEPXHOCTHO-aKTUBHEX BeEMeCTB U/MIM BOOY. B
KOHKPETHOM BapMaHTe OCYIEeCTBJIEHUSA TUOPOQUIIE HEIM HOCHUTEJBb
opencraBygeT cobod cMmech PEG 400 (HanmpuMep, 57% 1o Macce

KOMIIO3UIMM) , BOIOYy (HamopuMmep, 8% IO Macce KOoMIO3uLMMK) M TWEEN® 20

Q

(HamipuMep, 10% mo Macce KOMIIO3ULMM) . IMIAPOOMIILHEII HOCUTEJL TaKXe

MOXeT comepxaTb CREMOPHOR® RH 40. KoHIUeHTpaluus TIHUIPOOUILHOTO

HOCUTEJIA OBBIUHO COCTaBJIgET oT OPUOIUBUTEJILHO 50% oo
OPUOIUBUTEIILHO 85% 1o Macce KOMIIO 3L (MMKpPOYAaCTHULIEL u
HOCUTEJE ) , IPenrIodTUTEJIEHO oT NPpUOIIU3UTEJIEHO 70 oo

OpubInu3nuTeJIbHO 80% IO MaccCe KOMIIOBULNUNA.

[000287] B IpyIT'OM BapuaHTe OCylleCTBJIEHUSA HOCHUTEJIb
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opencraBJgeT Ccof®oM JIMIOPMJILHEIM HOCUTEJ L. B OIpedlouTUTeJIbEHOM
BapuaHTe OCYMEeCTBJIEHUS JUIOPUIILHEM HOCUTENbL MMeeT BeJIuuuHy HLB
MeHee ueM OpuOIM3UTesbHo 10 u/MiIM gSBJISeTCS PacCTBOPUMEIM B Macje
PaCcCTBOPUMEIM . Vimoc TpaTUBHEE JINTIO QUJIIE HEIE MacCJISHEE HOCUTEJU
BKJIOUAKT, HO He OT'PaHMuUMBAKTCHA MMM, pPacTUTeJIbHEEe MacJja, MOHO-—,
OVI— ¥ TPUTJMLEPUIH CpelHel Lenu, ITJIKMIepuJicTeapaTh (OOCTYIIHEE OT
Sasol mnon TOPTOBHM Has3BaHveM IMWITOR®), MIOJIMOKCUDTUIMPOBAHHLE
OJIEMHOBHE TJIMLEepUIH (mocTynHHe oT Gattefosse, SA., Saint Priest,
France, moO TOPTOBHM HasBaHMeM LABRAFIL®), wMMHepaJbHOEe MacJo,
MOHO- ¥ OUIVIMLEPMIOHEE 5SMYyJIBTaTOPH, TaKMe Kak INIMLEePpWUJIIMOHOOJIeaT,
TJIMLEepUJIMOHOKAIIparT, TIIMLEePUJIMOHOKAIpUIIaT, NPONMUIIEHTJIMKOJIb

MOHOKANPWJIAT, ¥ IOIPONWJIEHIJVIMKOJIL MOHOJaypaT (mocTynHel oT Abitec

Corp., Columbus, Ohio, oI TOPTOBHM Has3BaHuMeM CAPMUL®), wu
OVUME TUJITIOJIMCUIIOKCAHE, TakKM KaK CHUMEeTUMKOH.

[000288] KoHueHTpaumsa JINTIOPMIIBHOT'O HOCHUTEJIS OBOBIUHO
cocrTaBJgeT OT Opubius3uresbHO 103 mo npubim3uTesbsHO 503 o Macce
KOMIIO 3ULIUN (MMKpPOYaCTLEH u HOCUTEJb ) , NpenilouTUTEeJIbEHO oT
OpUbIU3UTEJIEHO 5 10 OpUubIM3UTeJIbEHO 35% 1o Macce KOMIIO3UINM .

[000289] OIMCcaHHEE KOMIIOSULIMM MOT'YT COIepXaTk OOMH WU
HECKOJIbKO bapmMalleBTUUECKU IpreMJIEMBIX SKCUUIIMEHTOR, KOTOPHE
CUMTanTCAd Oe30nacHEMM U 20OeKTUBHEMIY, M MX MOXHO BBOIUTH
VHIOUBUOYYMY tes BO3HUKHOBEHUSA HexeJla TeJIbHBEIX BMOJIOTMUE CKUX
MOOOUHHX 20peKTOB VI HexeJla TeJIbHBEIX B3auMOIeCTBUM .
MnmocTpaTuBHEE nHoOaBKM  BKJIOYAKT, HO He OI'pPaHUUMBARTCH UMM,
PacTBOPUTEJIM, CYCIeHIMPpYKIMe BemMecTBa, IUCIepTVpyKlMe BemecTBa,
Oybepr, pH-MOoOuOUUIVPpYKIIMEe CPeldcTBa, MOOUQUIMPYIME TOHUUHOCTH
cpencTrea, KOHCEPBAHTEH, [IPOTUBOMUKPOOHHE cpencTBa u X
KOMOMHALIUNA .

[000290] Ilomxomamme »JoOaBKM IOJIS BKJIOUEHMS B KOMIIO3MIUIUM,
ONIMCaHHEE B HaCTOAMEM OIMCaHMM, BKJKOUAKT, HO HEe OI'PaHUUYMBAaKTCH
VIMU , AHTUMOKCUIaHTE (HanmpuMep, aJibGa—-ToOKODEepPOJIH], TakKue KakK
BUTaMVH E aluerar, ackopBurHOBad KMCJIOTa, Oy TUINPOBAaHHBI
TUIPOKCUAHUBOJI n OV TUIIMPOBAHHEI TUIPOKCUTOIIYOJI) ; TOJIAPHHE
pPacTBOPUTEIIN (HanmpuMep, BOI A, MPONMJIEHTJIMKOJIE UM TJIMLIEPUH) ;

TUIPOQOOHEE PAaCTBOPUTENM (HaOopuMep, KYKYPY3HOe Macjo, KacTopoBoe



107

MacJIo, CcoerOe MacJio, OJIMBKOBOE MacClJlo, pBI@Mﬁ XVP, apaxXmMcoroe
MacJjio, MacJIO MATEL HepeqHOﬁ, cadJopoBOEe MaCJO, KYHXYTHOe Maclo,

TPUIJIMI e PV OB cpenHeIZ eliln, KallpMJIOBEIE TPUIJIMIIEPMIE, KalIpMHOBEIE

TPUIUIMIEePMIOE M3 KOKOCOBOI'O MadcJla WJIM IIaJIBMOAOPOBOTIO Macyia); u
TTOBHIIAKIVIE BA3KOCTB cCpellcCTBa (HaanMep, XeJlaTlH, IJIMLEPVIH,
Kappal'eHaH, KOJIJIOMIOHEIN IOVMOKCIHMIO KpeMHUA, I'MOPOT'eHM3SVMPOBaAHHOE

PacTUTeJIbHOE MAacJIO; I[IOBUIOH U MNPONMJIEHIJIMKOJIbL aJibTMHAT) .
[000291] KoMmmnosuumm  MMUKpOUaCTULL, OIIMCaHHBEE B HaCTOLlleM

ONMCaHuUM, OOHUHO COCTAaBJIAKT IJIA IIepopalJIbHOT'O WMJIM IIapeHTepaJIEHOI'O

BBeIcHNMA. llopxonmAaume I1IepopaJiIbLHEE JO3VMPOBAHHEIE @OprI BKJIOUY AT
RallCyJIHL, TaKne Kak TBepOele 12807} MAT'KHME XKeJIaTMHOBEHE MJin He
XKeJlaTMHOBEE RallCyJIHL, mJjinm ITepopaJiIbLHEE CYCIIeH3UN MJin CHUPOIIEL.

lNooxondmme MapeHTepallbHEle COCTAaBH BKJIIOUAT CYCIIEH3UN.

[000292] B OIOHOM BapMraHTe OCVYIIECTBJIEHUS KOMIIO 3ULIUNA
MUKPOUACTHUL, (MUKPOUACTHUIH, CYCIeHIVMPOBAHHEE B IUIPOPUIBLHOM WK
JUIIOQMIIEHOM  HOCUTEJIE) VMHKAICYJIMPOBAHE B  KallCyJly, TakKyn Kak
TBepnas VI MAaTKadg KarcyJa. KamncyJsl MOXHO noJjiyyaThb nu3
HaTypaJjbHEX  1/UIKu CUHTETUUYECKMUX  IIJIEHKOOOpalyK KX  IOJIUMEPOB.
llogxomamure HaTypaJlbHEEe IIJIeHKooOpasyolMe MaTepMallel BKJIUAalT, HO
He OTpaHMUMBAKLTCA MMM, XeJlaTMH. He XeJlJaTMHOBHE KallCyJIEl BKJIOUAKT,
HO He OT'PaHMUMBAKTCSA UMM, KallCyJHl, WM3TOTOBJIEHHHE M3 KappaleHaHa,
meJjljlaka, aJlbIMHATOB, I[IeKTMHAa M 3eMHOB. [loaAxXoIdmue CHUHTeTUUecKHue
JIeHKoOOpas3yKMe IIOJMMEPH BKJIOUYAKT, HO He OTpaHMUMBAKTCS UMMMU,
Me TUJILEJIJIIIIO3Y, TUIOPOKCUIIPONUIIME TMJILEJIJIIJIOBE alleTaT CyYKLIMHAT,
TUIPOKCUIIPONMIIME TUJILEJIJIIJIOZH (TajlaT, LIeJJIlJIO3H aleTaT ¢@TajlaT U
aKpuJIaTH, TakKMe KakK IIOoJMMeTaKpuJaT.

[000293] KoMmnosuumm Takxe MOTYT OBTH MHKANCYJUPOBAHHE B
KUIIEYHOPaCTBOPUMYI KarcyJy, Tae KarmncyJa MIOKPHTA
KUIMIEUHOPACTBOPUMEIM  IOKPHETHMEM MIM  000JIOUKa  KallCyJIBl COIEPXUT
KMIMIEYHOPACTBOPYIMEI TIOJIMMEP, KkKak omnmcaHo B WO 2004/030658, Banner
Pharmacaps, Inc.

[000294] KamcyJiel C TBepOoM O0O0O0JIOUKOM, KaK OIPpaBUJIO, I[I0OJIyYalT
oyTeM QOpPMMPOBaAHMSA IOBYX IIOJIOBMHOK KallCyJl, 3aloJIHEeHMS OIHOM U3
[IOJIOBMHOK pPacTBOPOM IJIA 3alloJIHEHMSA, a 3aTeM CMBKaHMSA II0JIOBUMHOK
KarcyJ BMeCcTe C IoJIydyeHMeM TOTOBOM KallCyJiEl. MATKMe XKeJIaTUMHOBHE

KariCyJIE OBOBIUHO I10JIy4YanT C VCIIOJIE3OBaHMEM Ipouoecca
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VHKAaTICYJIMPOBaHMA C POTALMOHHEM IITaMIIOM. TaKue IIPOLEeCCH WM3BECTHE
B OaHHOM o6JacTu.

[000295] OBoJiouka KallCyJIH MOXeT comepXxaThb OIIHY WMJIn
HECKOJIBKO Ho0OaBOK. lMonxomamme npoBaBKM B 0OOOJIOUKY  BKJKUAKT
J1acCTUPUKATOPH, 3aMyTHUTEJN, KpacuTeJu, YBJIQXHUTEJIN,
KOHCEPBAaHTHE, BKYCOBEe 1noOaBkM U OyQdQepHHE COJM U KUCJIOTH, W WUX
KOMOMHALIUNA .

[000296] [InacTudmMraTOPLL npencTaBJIgT cobon XUMUUECKUE
BellecTBa, HDoOaBJsgeMbele K XKeJlaTHMHY, UYTOOH MaTepuall cTajl 0oJiee
MATKMM W ©OoJiee BJacCTUUHBEM. llogxomdmme IJIaCTUOMKATOPH BKJIOUYAT,
HO He OI'paHMUMBaAKRTCId MMM, IJIMLIEPMH, pPacTBOPHE cCcopduTa, KOTOPHE
npencTaBJIAT cobon cMecu copbura " copbuTaHa, 17 opyrue
MHOTOATOMHEIE CIIMPTE, TaKMe KaK I[IPOINUJIEHTJIMKOJIE UM MaJlbTUT WM UX
KOMOUHALUN .

[000297] BaMyTHUTeJM MCIOJb3YIT IJS 3aMyTHeHUS O0O0O0JIOUKU
KallCyJIBl, KOT'DIa MHKAIICYJUPOBaHHEE aKTHMBHEE BelleCTBa  ABJIAKRTCH
UYBCTBUTEJIBHEIMY K CBeTy. l[loOxXomdamye 3aMyTHUTEJIM BKJIIOUAT OUOKCHUI
TMTaHa, OKCUI LMHKa, KapboHaT KaJbUMSa M MX KOMOMHALUN.

[000298] KpacuTesiM MOXHO MCIIOJL30BATL NIJIS lLeJel MapKeTHHTa
u UOeHTUOUKALUM/ O TIIMUEeHNA oponykKTa. lMogoxongamye KpacuTesn
BKJIOUAT CUHTEeTHMUEeCKMe M HaTypaJlbHEEe KpacCUTeJM, M UX KOMOMHAaLIUM.

[000299] YBJIAXHUTEJIM MOXHO  MCIOJIB30BaTh OJIA I[IOIOaBJIEHUSA
BOOHOM AaKTMBHOCTM MATKOTO TeJg. I[IoOxomsamue YBJIAXHUTEIM BKJIIOUAT
TJIMLIEPUH u copbur, KOTOPHE JacTo ABJIATCSA KOMIIOHEHTaMM
KOMIIOBULIMM ILJIACTUPUKATOPOB. BcCJeICcTBMEe HM3KOM BOIHOM AaKTHMBHOCTU
BHICYIIEHHEIX HaJiexanm obpa3oM XPaHAMUXC I MATKUX reJjen,
HaMOOJIBIIMM PUMCKOM OT MHUKPOOPTAaHM3MOB HABJISETCS PUCK OT ILJIECEHU U
opoxkel. Ilo 5TOM IPUUMHE KOHCEPBAHTH MOXHO BKJIOUATE B OOOJIOUKY
KallcyJiel. llogxomsamye KOHCEPBAHTH BKJIOUAKLT aJIKMJIOBEE CJIOXHEE 3QUPH
I-TUOPOKCUOEH30MHOM  KMCJIOTH, TakMe KakK MeTUJIOBEHE, DTUIIOBHE,
[IPONIMJIOBHE, OYTUIIOBEIE UM TENTUIIOBHE CJIOXHHE 3QUPH (B COBOKYIIHOCTH
M3BECTHEEe Kak "napa®eHH") MIM MX KOMOWMHALUU.

[000300] BxycoBuEe noBaBKU MOXHO MCIIOJIL30BaTh oJis
MacKMUpPOBaHMA HEIPUATHHX 3allaXOoB M BKYCOB COCTaBOB HAaIOJHUTeJIEN.
[logxonmamme BKYCOBHEHE IOOABKM BKJIIKUAKT CUHTETHUUECKME UM HaTypaJlbHHE

BKYCOBEIE oobaBKM. HpMMeHeHMe BKYCOBEX noBarBok MOXeT OBITH
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NpoOJjieMaTUUHEM BCJIeOCTBME IIPUCYTCTBUA aJjiIbOelMIOOB, KOTOPHE MOI'YT
CIIMBATL XeJlaTMH. B pesyibTaTe, OYyQepHEE COJM UM KUCJIOTH MOXHO
MCIIOJIE30BaThE COBMECTHO CO BKYCOBEMKM »IoOaBKaMM, KOTOPHE COLOEPXaT
ajlbOeTUOE, OJS MHIUOMPOBaHMA CIUMBaHUA XeJlaTHHA.

[000301] Takxe MOXHO MCIOJBL30BAaThL TPUIJIMLEPUIH CpelHeln
nenu. Kak MCHIOJB3YIT B paMKax u300peTeHMd, "TPUIJIMLIEPUIHE CpelHeN
Lenm" o©O3HauvawonT LelM CJOXHEX 20upos C6-Cl2, oOpa3oBaHHHE IIyTeM
ATEePUPUKALNM TJIMLEPUHEA W XUPHHX KUCJOT. JVCTOUHMKM TPUIVIMLEPUIOB
CpenHeM Lelu MOTYT OBTbH pPas3JIMUHBEIMKM, HallpuMep, KOKOCOBOe MacJo,
IaJibMOAOPOBOE Macjio UM T.n. OpaKUMOHMPOBAHHEIE KOKOCOBHE MacJja
ABJIAITCA HamboJiee UYacTO MCIOJb3YEeMBIMY MCTOUHMKAMM TPUIJIMLEPUIOB
CpenHeM  Lenu. [IpyMepsl  KOMMEPUYECKM  OOCTYIIHEIX TPUTJINLEPULOB
cpemHel llenu MOTYT BKJoYaTs MIGLYOL® 810, 812 wium 881,
nponyurpyeMele Sasol Germany GMBH, CAPTEX® 300, 355 wmam 810D,
nponyurpyemue Abitec Corporation, NEOBEE® M5 ot Stepan Company,

CRODAMOL® GTC/C, mnponyumpyemele Croda Inc, u LABRAFAC® Lipophile
WL 1349, npomyuumpyeMele Gattesfosse Group. B OIOHOM MIJIOCTPATUBHOM
BapMaHTe OCYmeCTBJIEHUS TPUTJIMLEPUD CpeldHel lLenyM MOXeT COoIepXaTb
CAPTEX® 355, KOTOpPHI IIpeIncTaBjdeT co0O0M TPUIVIMLEPUI KalpWUJIOBOM
(C8) /xkanpmuHoBoM (C10) KMCJIOTH.

[000302] B oOdapMaleBTUUECKMM COCTaB MOTYT OHTL BKJIOUESHH
Pas3JIMUHEIE KOJIMUEeCTBa TPUIJIMLIEPUIOB CpedHeM lLenlM. B OOHOM WM
HeCKOJIbKMX BapMaHTax OCyMeCTBJIeHMAa bapMalleBTUUeCKUM COCTaB MOXeT
comepXaThk OT OpubamsuTesibHO 50 no npubiamsmrTelsibHO 95% 1o Macce
TPUTJIMIIEPUIOOB  CpenHeM  Lenwu, Wi  OT HOpUbJIM3UTEeJIEHO 85 1o
npubamMs3uTenabHO 95% 0o Macce TPUIJIMUEPUIOB CpeOHeM lLelu. Bojee
TOTO, B WIJIOCTPATUBHHX BapMaHTax OCYMEeCTRBRJIeHUS oGapMalleBTUUeCKUN
cocTaB MOXeT BKJKUATE OT Opubim3uTesibHO 100 nmo NOpubIM3UTEIBHO
300 wmr, i  npubamsuresisHo orT 200 mo 300 M o Macce
TPUTJVIMLIIEPUIOOB CpelHeW Lenu, WIXM OpUbIU3UTeBHO oT 225 mo 275 wMmr
IO Macce TPUIVIMLEPMIOB CpemOHel Lenu, WIXM OpudbiansmTelbHo 250 MD
IO Macce TPUTJIMUEPUIOB CpelHeM lLelu.

[000303] AHAJIOTUUHO TPUTJIMLEPUIAM cpenHemn nenu,
"MOHOTJIMLIEPUOH  CpelHelV uUenu" ¥ "OIUTJIMULEPpUOH cpelHeW Lenum"

OpeICcTaBJIAKT CoO00OM 1LenM CJOXHHX 50upor C6-Cl2, oO6pa30oBaHHHE
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IIyTeM 9TepM®MKaHMM IJIMueprHa C onoHOM XMpHOﬁ KMCJIOTOM WJIIN IBYMA

KVPHEIMM KMCJIOTaMlM, COOTBETCTBEHHO. HpMMepH KOMMEPpUEeCKNM IOOCTYIIHEX

MOHO/IUTJIMLIEPUOOB CpelHel lLelM MOTYT BKJIOUATh OPpOOyKTH CAPMUL®,

IPOOYyLMpYeMEEe Abitec. Takxe npeaycMaTpUBaeTCH IpUMeHeHre
MOHO/IUTJIMLIEPUOHEX  COEIVHEeHWM  CpelHey  Lelwu, KOTOpPHIE  Takxe
BKJIOUAIT  TPUTJIMIEPUIOL  CcpelHeM  lenwu, Hamnpumep, KOMMepUeCcKU

OOCTYIIHHEe KoMmnosuuuu IMWITOR®, npomyurpyemele Sasol.

[000304] B WJIJIIC TP aTUBHEIX BapMaHTax OCYyIEeCTBJIEHUSA
MOHO/IUTJIMLIEPUOL CPemOHelr Ieny MOT'YT BKJIOYAThb CAPMUL® MCM,
KOTOPHI  BKJIOUAET  MOHO/IUIJVIMLEPUIH  CpPelHel Lenu  Ha OCHOBE
Kanpuyoeou (C8)/ xampmHoBOM (C1l0) KMCJOTH. B TO BpeMs KaK BCe
KaTeropuy JIMHMM HOponyKToB CAPMUL® MCM ABJISIOTCS IPUTOIHBEIMU IJIA
[IPpUMEeHeHUA B paMKax HacCTOoALeI'0 M300peTeHMd, HalpuMep, KaTeropud,
COOTBeTCTByWmMasa HaluoHalbHOMY dopmyndapy (NF), win CAPMUL® MCM
EP, MoxeT OBTBH XeJlaTeJILHEM MCIOJbB30BaHMe kKaTeropum EP, [DOCKOJBKY
OHa BKJIOUaeT 3% IJMUepMH, B TO BpeMsa Kak KaTeropusa NF BrJoUaeT
7% DIIMLIEPUH.

[000305] B COOTBETCTBUM C OIOHMM WMJIM HECKOJIbLKMMM BapMaHTaMM

OCYWEeCTBJIEHUS, bapmMalleBTHMUECKMIM  COCTaB MOXET  COIOepXaTh oT
OpUbJIU3UTEJIEHO 5% oo OpUOJIN3UTEJIEHO 25% 1o Macce

MOHO/IUTJIMLEPUOOB CpelHel IlLelu, WIM OT OPpUOIU3UTEJSILHO 5% 1o
OpUBIM3UTEJSIEHO 15% o Macce MOHO/IUIVIMIEPMOOB CcpelHel lenu. B
WIJIOCTPATHBHEIX BapMaHTax OCYMeCcTBJIeHMI ¢apMalleBTUUeCKUM COCTaB
MOXeT BKJIOUATE NOpubam3mTesibHOo oT 20 Mr mo 50 M¢r o wMacce
MOHO/IUTJIMLEPUOOB CpenHelr Lenu, WIKM OpUOIU3UTeJILHO oT 25 Mr 1o
30 MI 1o Macce MOHO/ IUTJIULLEPULOOB cpenHemn uernm, MJIIN
OPpUOIIUBUTEJIEHO 25 MI' 10 Macce MOHO/IUIJVIMLEPHIOOB CpelHel Leln.
[000306] Ees cBA3M C TeopHeM, CMeCh TPUIJIMLIEPUIOB CpeOHeM
LeorM ¥ MOHO/IUTJIMIIEPUOOB CpelHel lLenoM gBJISeTCS BakHOM  IJId
BMOOOCTYIIHOCTM AaKTMBHOT'O BelleCTBa BHYTPM COCTaBa 3alloJIHEeHHOM
XUOKOCTLID TBEepOOoM XeJlaTMHOBOM KallCyJiel. B To BpeMsa Kak MATKasg
xeJlaTMHOBasg  KalcyJjla MOXeT  BKJIOUAThL  TOJLKO  MOHO/OUTJIMLIEPUIH
cpenHemn LEenu, TBEpIOAs XeJlaTMHOBA A KarcyJa TOJIBKO C
MOHO/IUTJIMLIEepUIaAM/ CPeOHel LelM MOXeT He o0ecleurBaTh TpedyeMy

@MSquCKyD CTabUIILHOCTB T'OTOBEIX IJO3SVMPOBAHHEIX @OpM. CMmech
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TPUTJIMIIEPUIOB CpelHey LelyM U MOHO/IUTJIMUIEPVOOB CpelHelr lenu
BHYTPM TBEPIOOM XeJaTMHOBOM KallCYyJIH MOXeT IOCTHUIaTh TpebyeMon
CTabMJIBHOCTHY, PAaCTBOPMMOCTM UM OMOOOOCTYIIHOCTM aKTMBHOI'O BelleCTBa
nponykra. ClemoBaTeJIbHO, COOTHOIEHMe II0 MaccCe TPpUIIMLEPUIOB
cpenHeM lLeny ¥ MOHO/IUTJIMLIEPUOOB CpelHel ILenu CIOCOBCTBYeT
PacTBOPUMOCTH n CTabUIIBHOCTH aKTUBHOTO BelleCTBa B He
SMyJIETMPOBAHHOY CMeCcHM OO U IocJe HoOaBJIeHMS CMeCHM B KalcyJy.
TPUTIIMILIEPUIE CPpenHel LenNy UM MOHO/IUTJIMIEPUOE CPpeOHeN Ieny MOTYT
IPUCYTCTBOBATE B COOTHOIIEHUM II0 Macce OT OpubimmusuresbHOo 10:1 1mo
OPUOIUBUTEJIEHO 5:1, MM oT Npubiam3mTesibHO 10:1 DO NpMOJIM3UTEJIBHO
7:1.

[000307] M30OpeTeHMe MOXeT BKJOUATL »OPYIMe HSKCUUIIMEHTH,
M3BECTHEE CIelMaJlMCTy B HOaHHOM o00JlacTM, HalpuMep, 5SKCLUUIMEeHTH B
IIepopallbHOY  KOMIIO3MUMM MOTYT OHTEH BHOpaHH U3 pas3baBuUTelel,
CBA3YNMUX BeUleCTB, CMa3HBAaKIMX BEMECTB, pPa3pHXJUTesiel, BKYCOBHX
no0aBOK, Kpacurelel, CTabuiInM3aTopoB, BelleCcTs, CIIOCOBCTBYIIMX
CKOJIBXEHUIO, ILJIaCTUPMKATOPOB, KOHCEPBAHTOBR, IONCJacCTUTeJIe U T.I.

[000308] PasbaBuTedM MOTYT BKJOUYATE XKUIKMe pazbaBuUTesu,
TakMe Kak Jobo¥ TpUIJIMLEepuI OJIMHHOM Lelu (apaxXxmucoBoe MacJo,
MUHIOAJBHOE MacJo, apaxmucopoe MacJo, naJIbMOBOE MacJo,
naJbMOAOPOBOE MacJio, MacJO CeMSH UYepHOM CMOPOIMHE, MacJO PUCOBOM
mejlyxy, COeBOe MacCJIO, MacCJIO KaHOJIH, KYyKypy3HOe MacCJlo, KOKOCORBROe
MacJio, XJIOIIKOBOE MacCJiOo, KacCTOpOoBOe MacCJiOo, OJIMBKOBOE MacJiOo, Maclo

MaTHOJMM (HMMA), KYHXYTHOE MacJO, MAacJOo OPMMYJIH, pPacTUTeJIbHOe

Macyio, LIPEX® 108 (Abitec), Macjo pPOCTKOB I[IMEHWUIEH, PHOUNI XUpP,
paricoeoe MacJo, IIOOCOJIHEUHOE MacJo U cadJIopoBoe Maclio. B
aJlb TEPHATMBHEIX BapMaHTax OCYINEeCTBJIEHMA MIpelyCMaTpMBaeTCsd, UTO
MOXHO MCIIOJIB30BAThH HOpyIMe pasz30aBUTeNM, HaIpuMep, pa30aBUTeNH,
BHIOpPAaHHEE U3 allloMOCHMJIMKATOBR KaJbluug (SIPERNAT® 106PQ), kxapboHaTa
KaJlbllMg, -OBYXOCHOBHOTO @QocdhaTa KaJbLUA, TPEXOCHOBHOTO QochaTa
KaJlblV4g, cyJlbdaTa KaJbLIVA4, MUKPOKPUCTAJIJIMUEeCKOMN L1&JIJIF0JIO 3H,
MUKPOKPUCTAJIJIMUECKON  CUJIMUMOUMUMPOBAHHOM  ILeJIJI0JIO3H, IIOPOMKOBOM
LEeJJIIJIO3H, HOeKCTpaTOoB, IeKCTPO3H, OpyKTO3H, JAaKTUTa, JaKTO3H
Bes3BOOHOM, MOHOTMApPAaTa JAaKTO3H, IUTIMIpaTa JaKTO3H, TpUuIruipaTa

JIaAKTO3EI, MaHHWTa, COp@MTa, KpaxXMalJla, IIpeXeJIaTVMHN3VPOBAHHOT'O
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KpaxMalla, CcaxXapoO3H, TaJlbKa, KCUJIUTa, MaJlbTO3E, MaJlbTOINEeKCTPWHA,
MaJLTUTa, IOMOKCHuIa KpeMHUS, HPMC M uMx KOMOMHAIINWM.

[000309] CocTaRJIeHMe BKJKUYAET IIyThk BBEIEeHMSA, TUII IIperapaTa,
HeaKTHBHEE VHTPEeOVEeHTH, BEICBOOOXIaKMMe aKTUMBHOE BENECTBO,
CTabUIBEHOCTE, MacmTabMpoBaHME, HOBEIE [IPOLIECCEHI [IOJIyUYeHU
AKTMBHOT'O BelleCTBa, HOBHE IIPOLECCH COCTaBJIEHUA.

[000310] OueHka SOOEKTUBHOCTHU in vivo BKJIIOUAET
bapMakKoOKMHEeTHUeCKMe IaHHBE, Takue Kak pK/pD, Takme KaK Tpaxs Craxs
KpMBasa KOHIEeHTpaluM B ILjIasMe, S00eKTUMBHOCTL, I[IOOOUHHE HSOOeKTH U
T.IO.

[000311] AKTMBHOE BelleCTBO BKJIOUaeT BcCe (QOPMH aKTMBHOTIO
BemecTBa u, IIOMMMO TPUME TUIIOBOM bopMeI, BKJIIOUAET, HO He
OT'paHnuUMBaeTCHA VIMU , [IPOMEXY TOUHEIE coeIVHeHUHd, MeTabOJIUTHL,
SHaHTUOMEPEL, IIOJIUMOPQHL, KPUCTAJIJIMUECKYD  CTPYKTYPY, TUIOPAaTH,
CTepeOn30MEDPEH], coJu, OCHOBaHUA, KOMILJIEKCHI, HOCUTEJIN, u
IIPOMUBBOIOHEIE M KOHTBIOI'aTH.

[000312] Opyrre nOpoduiiM  BEHCBOOOXIOEHMUSA  BKJIOUAKLT, HO He
OTPaHUUYMBATCA VIMM, KOHTPOJIUPYEMOE, KMIIeuHoe, 3aMenJjieHHOEe,
frHicTpoe, MyJbTHOaA3HOE M T.I.

[000313] N30BpeTeHMne OXBaTHBaeT opyrue M3BECTHEE "
ompeleJieHHEle B OyOymeM IIPpUMMEHEHMS COCTaBOB (QJIOPOIJIOLUMHOJA U
TPUME THUJIQJIOPOTJIRIIMHOJIA 10 M300peTeHMbD.

[000314] AcIIeKTH:

[000315] AcnexkT 1: OdapMalleBTMUeCKasd KOMIIO3ULMA, CcoIepXalas
cocTaB QIOPOTJIOLMHOJIA W/WUIM TPUMETUIQJIOPOTJVIOIMHONA M II0 MeHbIeNl
Mepe OOMH SKCUUIMEeHT, IT'Ie II0 MeHbllel Mepe OOMH U3 QJIOPOTJINLMHOJIA

I TpMMeTMJ’I@J’IOpOI‘HIOLU/IHOJIa HaXoIoIMTC4d KaK B COCTaBe HeMelIlJIEHHOTI'O

BLHICBOOOXIEHM S (IR), TakK u B cocTaBe MIPOJIOHTUPOBAHHOT O
BLICBOOOXIEHMI .
[000316] AcCIiekT 2. KomMmriosmuumsa COIJIaCHO aACIIeKTyY 1,

comepxamwas 100% @QJopoIJIUMHOIA .«

[000317] AcIriekT 3. KomMmriosmuumsa COIJIaCHO ACIIeKTY 1,
comepxamas 100% TpuMeTMIIOIOPOIJIOLMHOIA .

[000318] AcIiekT 4. KomMmriosuumsa COIJIaCHO ACIIeKTY 1,
comepxamas  GQJIOPOTJIOLUMHOI : TPUME TUIIQJIOPOTJIIIMHOJI B COOTHOIEHUH,

BHOpaHHOM M3 TPYINNIH, cocToamen wm3 90:10, 80:20, 70:30, 60:40,
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50:50, 40:60, 30:70, 20:80 m 10:90.

[000319] AcmnexT 5. IosupoBaHHad odopMa OGIOPOIVIDLMHOJA U/WUINn
TPUME THUIIQJIOPOTJIRIIMHOJIA, [IPMUYEeM IOO3MPOBaHHaAsA (QopMa COOEPXUT YacThb
HEMENJIEHHOTO BHCBOOOXIeHMsa (IR) @HOO3H M YacThb IIPOJIOHI'MPOBAHHOTIO
BEICBOOOXOeHa (XR) ODO3H.

[000320] AcmnexkT 6. JosupoBaHHad GopMa COIJIACHO acIlekTy b,
roe 4YacTbk IR gpgocraBjsger 100% QOO3H B TeueHMe MeHee ueM OIHOTO
vaca.

[000321] AcmnexkT 7. JosupoBaHHad OGopMa COIJIAaCHO acIlekTy b,
roe JacThb XR OOCTaBJIAET oosy Ha [IPOT SKEeHUNU nepuona,
COCTaBJIARIETO 12 YacoB.

[000322] AcmnexT 8. JosupoBaHHad ©GopMa COIJIACHO acIllekTy b,
BHIOpaHHasa M3 TPYIIIH, CcOoCToAmeN M3

IBYXCJIOVHOM TabjleTku, colepxamel cjoum IR u XR,

TpexCcJIOMHOY TabJjeTky, comepxamer cjou IR, XR u OybepHBEM
cyion Mexny ciyosamm IR u XR,

TabjneTku XR, conepxamel PG wmiau TMP B MaTPUKCHOM CJIOE WU
nokpuTOM IR-cjoeMm PG wmum TMP,

KaricyJisl, comepxamer TabjeTky IR, npodbry u TabjeTky XR B
OCMOTHMUECKOM CcHucTeMe, KoTopas IOCTaBJISeT JeKapCTBeHHOe CPeICTBO
Ha [OPOTaXeHUM 12 4YacoB

KallCyJIH, comepxamet coepsr IR m  chepwr XR, CMeNIaHHEIE B
COOTBETCTBYKIEM COOTHOMEHUN,

KallCyJIBl, comepxamemn MUHUTaBOJIe TKA IR, CMEellaHHHE c
MHHUTabJeTkaM XR,

KalcyJel, conepXxamey TpaHyJe IR M XR, TIOKPHTHE IOJIMMEpaMu
[IPOJIOHTMPOBAHHOT'O BEICBODOOXIEHMUS,

KalrcyJibl, coIepxamey TIMIOKPHTHe chepul XR, KOTOPHE IIOKPHTEH
cjoeM IR B KauecTBe BepPXHETO IIOKPHTHUA,

IpeccoBaHHOM TabJeTKM, coIepXxamey TIpaHyJH IR ¥ TIOKPHTHE
chepr XR, BakJIoUeHHHE B TabJIeTKy,

IpeccoBaHHOM TabJjeTkM, coIepxamel TabjleTky XR, 3aKJIOUEeHHVYIO
B TabjieTky IR,

TabJIeTKU XR, CYCIIEHIVMPOBAHHOM B KUIKOM pacTBoOpe
JIEKapCTBEHHOTO CpencTBa B KarllCyJle,

calle, colepXamero cMechb TIpaHyl IR m XR wiam chep,
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came, coIepXxamero CMEeCh MUIIYUYMX I'PaHyJl IR U IIOKPHTHX I'PaHyJl
XR,

mepopallbHO  paclajawmerica  TabJeTKu, comepXxamer  IIOKPHTEHE
YACTUILIH, chepn VI TPaHyJIE JIeKapCTBEHHOTO cpellcTBa
OTCPOUYEHHOTO/TIPOJIOHTUPOBAHHOTO BEHCBOOOXISHUS,

KarlCyJibl, coIepxamel pacTBOp JIeKapCTBEHHOTO CpellcTBa U
IIOKPHEITEHE YacCTUILE, CcOepsl WIM TPaHyJH JIeKapCTBEHHOTO CpelCcTBa
OTCPOUYEHHOTO/TIPOJIOHTUPOBAHHOTO BEHCBOOOXIEHUS,

MATKOTO Tejid, CcoIepXalero pacTBOP JIeKapCTBEHHOTO CpellcTBa U
YACTUILIH, chepn NI TPaHyJIE JIeKApPCTBEHHOTO CcpeIllcTBa

OTCqueHHOPO/HpOHOHPMpOBaHHOPO BHICBOOOXIEeHUSI, U

TTOKPHBITEIX KM IOKVM HOCUTeJleM JacTuli, c@ep WJIN I'baHyJI
JIEKAPCTBEHHOTO CpeICTRBRa OTCPOUYEHHOTO/IPOJIOHTUPOBAHHOTO
BEICBOOOXIEHNU .

[000323] AcrnexkT 9. dapMalleBTUUECKUM  COCTaB, comepxammi

[IepBOe MHOXECTBO IIepPBEX cdep C aKTUBHEM BelleCTBOM U BTOpOe
MHOXECTBO BTOPHX Ccdep C aKTMBHEIM BelleCTBOM, IIpUUeM COCTaB
obecrnieumBaeT OBOMHYIO VIMITYJIE CHYO infe) CYyWeCTBY OIHOBPEMEHHYIO
OOCTaBKYy KaXIoI'o M3 IepBOT'0 aKTMBHOTI'O BemecTBa M BTOPOTO
AKTMBHOT'O BelleCTBa INallMeHTy, KOTOpOMYy IIepopalJibHO BBOIOAT COCTAaB.

[000324] AcCIIeKT 10. ®apMalleBTHUUECKAS KOMIIO3ULM A oJisa
IOOCTAaBKM OIHOM MJIM HECKOJbLKMX CoJieM aKTMBHOI'O BelleCTBa, IIpUUYeM
KOMIIOBULUA COOEPXUT

[000325] (a) oOmOHY WMJIM HECKOJIBKO (QapMalleBTUUYECKM aKTUBHEX
coJieM, IOKPHTHX IOKPHTMEM HeMeIJIEHHOTO BLHICBODOXIEHMUSI; U

[000326] (b) omHY WIM HECKOJIBKO (QapMalleBTUUYECKM aKTHUBHHEX
coJlei, MTOKPHITHIX KUIIEeYHOPaCTBOPVMBIM MIOKPHTHUEM, KOTOopoe
oBecrnieurMBaeT OTCPOUYEHHOE MMIIYJIECHOE BECBOOOXIEHME B KUIEUYHUKE,
T'Ie KHUIEeYHOPaCTBOPUMOE TIOKPHETHE BEHCBOOOXIAeT II0 CYIMEeCTBY BC
OOHY VI HECKOJIBKO coJien AKTUBHOTO BellecTBa, MTOKPHTHX
KUIMIEUHOPACTBOPUMEIM IIOKPEITUEM, B TeueHUe NIpUubimamTesibHO 60 MMHYT
[IOCJIe Hauvajla OTCPOYEHHOTO MMIIYJIECHOT'O BEICBODOXIEHMS B KHUIIEUHMKE.

[000327] AcmexT 11. ~dapMalleBTUUECKUNM COCTaB IJII OOCTAaBKU
cMecH aKTUBHEX coJel, 5200eKTHMBHEX IJIS JeueHMd I[allMeHTa, IIpUUeM
CoCTaB COIOEPXUT

[000328] OO3BUMPOBAHHYI (QOpPMY HeMEeOJIEeHHOT'O  BEHCBOOOXIEHMA,
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KoTopada obecrneunBaeT HeMeOJIeHHOe BHICBODOXIeHNKE AKTUBHOTO
BemecTBa IIpM IIepopallbHOM BBeOeHMM COCTaBa IIallMeHTY,

[000329] @mo3MpPOBaHHYH OGOPMYy OTCPOUYEHHOI'O BHCBOOOXIEHUA B
KUIIeUHMKE, KoTopasda obecrneunBaeT OTCpPOUEeHHOe BHICBODOXIEeHMKE
AKTMBHOTO BeMecCcTBa [IpU IIepopalJibHOM BBeIeHMM CcoCTaBa IMallMeHTy, U

[000330] dapmalleBTUUECKM IIpUeMJIEMBEIM HOCUTEJb.

[000331] AcnexkT 12. QdapmMalleBTMUeCKasd KOMIIO3MIMS, CcoIepXallas
COCTaBR QJIOPOIJIOLMHOJA UW/WIX TPUMETUIOIOPOIJIOLIMHOJIA Ha JUIMIHOM
OCHOBE U IIO MeHBIIEM Mepe OOMH BSKCUUIMEeHT, T'Ie II0 MeHBIEeM Mepe
OOVH M3 QJOPOIJINIMHOJA WIM TPUMEeTUIGJIOPOTJIOIIMHOJIA HaxXOIUTCI B
cocTaBe HeMeOJIeHHOTO BHCBoOOOxmeHMsa (IR).

[000332] AcriekT 13. Komriozmuumsa COTJIaCcHO acCIIekTy 12,
comepxamasa 100% QiopoTJiouMHOIIA .

[000333] AcIriekT 14. Komniosmumsa COTJIacHO acIrexkTy 12,
comepxamasa 100% TpuMeTUIGJIOPOIJIOLMHOIA «

[000334] AcCIIeKkT 15. Kommiosmumsa COTJIacHO acIexkTy 12,
comepxamasa  QIJIOPOTJIOLMHOJ : TPUME TUJIQJIOPOTJILIMHOJI B COOTHOIIEHUHM,
BHOPAaHHOM M3 TPYIMNIIH, cocTosmel wm3 90:10, 80:20, 70:30, 60:40,
50:50, 40:60, 30:70, 20:80 m 10:90.

[000335] AcmnexT 16. JosupoBaHHasg dopMa (QIOPOIJIOLMHOJIA M/WiIn
TpuMe THIIGIJIOPO TJILMHOJIA, npuyem OO3UPOBAaHHAS bopma COOEPXUT
COCTaB HeMeIJIeHHOT'O BHCBOOOXxIeHMS (IR).

[000336] Cienyomue IIPMMEPH IPEeOOCTAaBJIEHH IJIS WJIOCTPpaLVNU
HEeKOTOPHX MIOelM, OIMCAaHHBX B HaCTOAlleM OoIMcaHuM. B TO BpeMsa Kak
cumTaeTcsd, uTo Kax I IpuMep obecrnieurBaeT KOHKpPETHEIE
VMHIOIVBUOYaJIbHEE BapUaHTH OCyMeCTBJIEHU S KOMIIO 3ULIUHA, CIIoCOOH
IIOJIYUEeHMsa U I[OIpuMeHeHUSd, HM OIOMH M3 IIPMMEpPOB He cJelyeT CUMTaTh
oTpaHMuUMBaKmMM ©OoJiee oOmMe BapMaHTH OCYINEeCTBJIEHMS, OIMCaHHBE B
HacToAmeM OIMCaHUM.

[000337] B 1[IpMBEeOeHHHX HIXe IIpuMepax ObUIM I[IpPeOIpPUHATEH
YCUIMA OJIS TOTro, UYTOOH ofecCHeuMTh TOUHOCTE MCIIOJNbL30BAHHEIX UMCe]
(HanpuMep, KOJIMUeCTBa, TeMIlepatypa, ¥ T.I.) OOHAKO CJIedyeT
YVUMTEBATE HEKOTOPYID DKCIEPMMEHTAaJILHYID IIOTPEeMHOCT:L UM OTKJIOHEHUE.
FEcam HeT WMHBEX YyKasaHuM, TeMIepaTypa IOIpuBeIeHa B TIpanycax C,
IOaBJleHMe ABJIAeTCS aTMOCOepHHM MM OJIM3KKMM K aTMOChepHOMY .

[000338] IIPMMEPH
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Npumep 1
[000339] [lpMep cocTakBa MOOUMOUUUPOBAHHOTO  BHCBOOOXIEHMA

@ﬂOpOPHDHMHOHa InpenCcTraBJIeH HMXe:

dnoporunmoiimHuoOI, xancysne 200 M

KoMmosuiys $Macc./ | KonmmMuecTBO Ha OOBUPOBKY
Macc. 200 Mr

(Mr/xancyna)

OJIOPOTIILUMHOJ Oe3BOOHLM 42,6 200,0

Hesojosza 21,3 100,0

MUKPOKPpUCTaJIJIMUeCKad PH200

NEF/EP

ACRYL-EZE 93F19255 14,9 70,0

INormmoH K30 1,0 5,0

Kancyna w3 nyiiyJaHa, pasMmep | 20,2 95,0

0

TeopeTuueckoe obumee | 100,0 470,0

KOJINYECTBO

[000340] Crnocob monyueHuss coep:

[000341] 3xcTpy3ULg:

[000342] BRiaxHyl MaccCy, COIOepXalyl CcMechkb (QJIOPOTIJIDIMHOJA U
MUKPOKPUCTAJIJIMUECKON LLE&JIJII0JIO 3EL PH200 (MCC) [IOJIy4amnT B
cooTHomeHMM 1:1 C MCIOOJB30BaAHMEM CMECUTEJISI C BEPXHMM I[IPMBOIOM.
Cmece 500 10 oQiuoporymoumHoJsa M 500 1© MCC mnoaBepralT CyXoMy
[IepeMelnmBaKw B TedeHMe 5 MMHYT. B XxXoIe IepeMellMBaHMA JOOaBJIAKT
900 ™M BOIOH Ha TMOIPOTSXeHMM 5 MMH. BIaXHYI MacCy BSKCTPYIUPYIT
yepes CHUTO C pas3MepoM fgueek 1,0 MM M COCTaBJIART B ChepH C
VCIIOJIE30BaHMeEM OKaTHBAKIETO BSJIEMEHTa C MCIOJb30BaHMEM ILJIUT C
pemeTkoM pas3Mepa 2,0 MM. Cdhepel cymaT B IIeUuM B TeueHMe 2 UYacoB
npu 65°C.

[000343] HaHecCceHMe KUIIEUHOPACTBOPUMOI'O IIOKPHTMUA :

[000344] Chepu IIOKPHBAKLT ACRYL-EZE Clear 93F1925 B
[ICEBOOOXIDKEHHOM CJIO€ C MCIOJIb30BaHMeM KOJIOHkM Wurster. PacTrBop
IOJIS HaHeCeHWUS IOKPHTUSA HAHOCAT UYepe3 HacalKy pa3MepoM 1 MM CO
ckopocTrio 10 T/MmH. HaHOCAT OOCTATOUHOE KOJIMUECTBO pacTBoOpa IJd

HaHeCeHNA TIOKPETMA OJIA IIOOepPXaHMA TEeopeTNUYEeCKROTI'O YBeJIMYeHNMA
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MacCCH NOpUOIM3UTeJIEHO 35%. [Ipodmik BHCBOOOXIEHUS M3 MHNOKPHTHX UM He
TIOKPHEITHX chbep aHaAIN3UPYIT c VCIIOJIE30BaHNEM VCIHTaHU A
pacTBOpeHuUd. CM., HalpuMep, our.21, Ha  KOTOpOM¥  IOKas3aHo
BEHICBODOXIOEeHMEe  JIeKapCTBEHHOTO CpelcTBa B  pPa3JIMUHEE  MOMEHTEH
BpeMeHU.

[000345] Kaxmasa ©3 TI[IpUMBEIOEHHEX HIMXe CCHJIOK BKJIOUEHa B
HacTodllee ONMCaHMe B KadeCTBe CCEJIKM B IIOJIHOM OOBeMe:

[000346] 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.

[000347] Campbell and Sackett, chapter 3: Film coating,
Pharmaceutical Unit Operations: Coating, edited by Avis, Shukla,
and Chang, Interpharm Press, Inc., 1999.

[000348] BapmaHTH OCYINECTBJIEHNS, OPeNCTaBJIEHHHE M OIIMCaHHEE
B ONMCaHuu, ABJIAITCA TOJIBKO KOHKPETHEMU BapraHTaMu

OCYmeCTBJIEHNMA, OIIMCaHHBEIMM aBTOpaMM MBO@peTeHMﬂ, KOTOPEIE ABJIATCHA

ClielinmaJiMCcTaMM B OaHHOM oBijacTH, u OHM He ABJIAITCHA
HeOI'PaHMUYNMEB allVIMI HUMKOVIM O@paSOM. Taxum O@paSOM, PasJIMYHEEe
VMISMeHeHWA, MOIOMPUK AL nJin OTKRJIOHEHNM A oT STUX BapMaHTOB

OCYIMeCTBJIEHUMS MOT'YyT OHTEL BHECEHH 0e3 OTKJIOHEHMS OT CYIHOCTU
nsobpeTeHus B o0BbeMe IpujlaraeMoM Hmke (QOpMyJIEl M300peTeHus.
IUTHMPOBAaHHEE CCRUIKM IIPSMO BKJIOUEHH B HaCToOdAlee ONMCaHue B

KaueCcTBe CCHJIOK B IIOJIHOM OOBLeMe.
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$OPMYJIA MBOEPETEHUA

1. IlepopayibHada 0O3MPOBaHHaAd eIMHMIA, CcoIepXamad:

cocTaB HeMeIJIeHHOTO BHICBOOOXIEHNA, conepXxammui
GIIOPOTIIILIMHOI, TPUMETUIIQJIOPOIJILMHOJ  WMJIKM  ¥UX  dapMalleBTUUeCKU
IpMeMIIeMyld COJIb, I'Ie IO MeHblleV Mepe NOpubimzaurTensHo 90% 1o Macce
QIOPOTIILMHONE, TPUMETUIIQIOPOTJIOLMHONA WM KX (@apMalleBTUYEeCKU
IpMeMJIeMOM COJIM B pacueTe Ha MacCy CcOCTaBa HEMEIJIEHHOTO
BHICBODOOXIOEHMSA BHCBOOOXIAETCHS M3 IO3MPOBAHHOM eIOMHMUIE B TeUeHUEe
OT HNPUOIUBUTEJIBHO 5 MMHYT OO NPpUOIM3UTEJBHO 2 4YacoB, IIpH
onpeneJsyieHuMn CIiocotoM C JIOTIaCTHOM MelmaJIKoM UusPk 2 pu
npubausurenasHo 50 o06/MmH B npubamsmuTesbHO 750 M BOIHOTO

pacTBOpa, colepxXamero npubaumsmrenrHo 0,1 H HC1 pacTBop IIpHu

npnbamsuTesbHO 37°C; u

cocrTaB MOIOMOMUMPOBAHHOTO BEHICBOOOXIEHUA, coIepxammin
GIIOPOIJIILIMHOI, TPUMEeTUIIQJIOPOTVILIMHOJ MM  UMX  dapMalleBTUUeCKU
IpUeMIeMyld COJIb, I'Ie IO MeHblleV Mepe OpubimsuTesnsHo 90% o Macce
bioporIIIoLMHOIE,  TPUMEeTUIIQIOPOIVIKLMHOJA WM UMX dapMaleBTUUYECKU
IpMeMJIeMOM COJIM B pacueTe Ha MacCy CcoCTaBa MOOUQUUIMPOBAHHOTO
BHICBOOOXIOEHMS BHCBOOOXIaeTCsa M3 MHOO3UMPOBAHHOM eIMHMIBE UYepes3 II0
MeHbIIe Mepe OpUOIMBUTENBHO 2 dYaca IOIpU OolIpeneJieHUMM CIOoCoBoM C
JornacTHoOM MemaJkor USSP 2 npu npubamsurenabHo 50 o6/MyMH B
NIPUOIIN3UTEIJIBEHO 1000 MJI BOIOHOT'O pacTBOpa, comepxamero
npubnmusurensHo 0,1 H HC1 u npubamsmuresabHo 20 MM TpexXOCHOBHBM
bochaT HaTpus npu pH ODpUOIMBUTENLHO 6,8 Ipu HpUbIM3UTeabHO 37°C.

2. llepopaJjibHasgs »[o3MpOBaHHad eOUHMIa [0 II.l1, I'Ie OIVH WK
oba nus cocTaBa HeMeIOJIEHHOT'O BHCBODOXIeHU A VI cocTaBa
MOOMOUUIMPOBAHHOT'O BECBODOXIOEHUS cCcomepXaT OGIOPOIVIOLUMHOJ WM €TI0
bapMalleBTUUECKHM [IPMEMIIEMYK COJIb.

3. IlepopalibHas »IOo3MpPOBaHHasA enOMHMIa [0 II.1 WM 2, I'oe OIVH
mwmm oba M3 CcocTaBa HeMeIJIEHHOT'O BEHCBOOOXIOEeHUS WM CcocTabka
MOOMOUUIMPOBAHHOT'O BECBODOXIOEHMS ColepXaT TpUMeTUIQIOPO IJILVHOJ]
WM ero dpapMalleBTUUECKM IIpHUeMIIEMYK COJIb .

4, [lepopasibHasa 0O3MPOBaHHAA enuHUIIa 1o JIO0oMy ns3
IpeluecTByRIUX II.II., I'Ie COCTak HeMeIJIeHHOTI'O BHCBODOXIEHUA U

CoCTak MOIMOUUMPOBAHHOTO BLHICBODOOXIEHMS COIEPXUT  GIIOPOTJIOLMHOI
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WM ero GapMaleBTUUEeCKM IIpMeMIeMyld COJIb UM TpUMeTUIIOJIOPO INIOLMHOJI
Wi ero dpapMalleBTUUECKU IIpHUeMIIEMYK COJIb .

5. llepopaJjibHasg HDO3MpPOBaHHas eOuHMIa II0 1.4, I'Ie COOTHOUleHUe
bioporimouMHOIIa n TPUMe TUIIQIJIOPO IJILMHOJIa cocTaBJydeT oT
npubimsurenasHo 90:10 npo npubimsmurespHo 10:90, Kak HalpuMep,
NPUOIIU3UTEIIEHO 80:20, NPUOIIU3UTEJIBEHO 70:30, NPUOIUBUTEJIEHO
60:40, NPUOIIU3UTEJIEHO 50:50, NPUOIU3UTEJIEHO 40:60,
npubausuresibHO 30:70 mam npmbiansmTesnsHOo 20:80.

6. [lepopasibHasd OO3MPOBaHHAA enuHMIIa 1o JIIOoMy ns3
OpequecTBYRIUX I[I.II., DOe QIOPOIJIOLUMHOJ, TPpUMeTUIOIOPOIJIOLMUHOI
Wi X QapMalleBTUUECKM IIpMeMileMas COJIb BHCBOOOXIDaeTCda M3 CcocCTaba
MOIOMOUUIMPOBAHHOTO BLHICBOOOXIEHN A Ha PO T AXKEHUN nepmona,
COCTAaBJIAKIETO OT NOPUOIUMIUTEJEHO 2 dYacoB OO NPpUOIU3UTEJIEHO 12
YacoB.

7. [lepopanibHaA 0O3MPOBaAHHAA enquHMIIa 1o JIIO0oMy ns3
npenuecTBYRINX I.o., roe JacThb cocTaBa HeMeOJIEHHOT'O
BHICBODOXIEHMA IIOKPHETa COCTaBOM MOOUOMUUPOBAHHOT'O BHICBOOOXIEHWA.

8. IlepopalsibHad »nDo3UpOBaHHaAsA eIMHMIA [0 II.7, comepXallasg oOT
npubausuressHO 10 pmo npubamsuTespHOo  50% o Macce cocTaBa
MOIMOUIMPOBAHHOTO BHCBODOXIEHMA B pacueTe Ha Maccy I[IepopallbHOM
OO3UPOBAHHOM eIVHMUIIE.

9. [lepopayibHasd 0O3MPOBaHHAA enuHULLAa 1o JoooMy nus
NpelmecTBYIMX II.I1., HOOMNOJHUTEJBHO CcoIepXalas BTOPOM COCTaB
MOOMOUUIMPOBAHHOT'O BHCBOOOXIECHNMA .

10. IlepopajibHasa OO3MPOBAHHASA eOVHMIA II0 1.9, IOe IO MeHblen
Mepe NPUOJIU3UTEJIEHO 90% 1o Macce bJiopoTIILMHOIE ,
TPUMEe TUJIQJIOPOTJIRLIIMHOJIa MM MX dapMalleBTHUUECKM IIPpUeMJIEMOM COJIM B
pacueTe Ha MacCy BTOPOI'O COCTaBa MOOUOMUMPOBAHHOIT'O BHCBOOOXIEHMUS
BEHICBODOXOaAaeTCsa M3 ITO3MPOBAHHOM eIMHMIE B TeueHUe TIOCJe OT
OpUOIIU3UTEJIEHO 4 »Ho HOpUbIM3UTEeJIbEHO © YacoB, IIpM  OlIpeleJIeHUU
crioco®oM C JIONAaCTHOW MemaJikor USP 2 npu npubiamsmuresbHO 50 06/Muu
B OPUOIIN3UTEJIEHO 1000 MJI BOIOHOTO pacTBopa, comepxamero
npubmmusurensHo 0,1 H HC1 u npubmmsuresabHo 20 MM TpexXOCHOBHHM
bochaT HaTpus npu pH ODpUbBIMBUTENLHO 6,8 Ipu OpUdbIM3nTeabHOo 37°C.

11. TIlepopasnbHad »OO3UPOBaHHaAAd elOuHMIa o n.9 wmm 10, 1Dxe
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4acTbk COCTaBa HeMeIJIEHHOI'O BECBOOOXIEeHMs I[IOKPHTAa BTOPHEM COCTaBOM
MOIOUOUUIMPOBAHHOT'O BHCBOOOXICHNUA .

12. [lepopasibHag OO3MPOBaHHAaA enuHNLIa 1o JIodoMy "3
OpeluecTBYRINUX II.II1., I'ODe COCTap MOOUOMUMPOBAHHOT'O BECBOOOXICHNA
COONEpPXUT KUINeUHOPACTBOPUMEIM I[IOJIMMED.

13. [lepopasibHasa 0O3MPOBaHHAA enuHMIIa 1o n.lz, roe
KMIIeUHOPACTBOPYMEI IIOJMMEP IIpeIcTaBJIfgeT CcOoO00M aKPMJIOBHM IIOJIMMED,
TakoM Kak noJsmMep ACRYL-EZE®.

14. [lepopasibHaA 0O3MPOBaHHAA enuHMIIa 1o n.13, roe
KMIIEUHOPACTBOPYME IIOJIMMEP IIpeAdCTaBJigeT CcoOOoM IIOJIMMEep Ha OCHOBe
IOJIMBMHMJIALleTaTa ¢TajlaTa, TakoM Kak nojuMmep Sureteric®.

15. [lepopasibHa4a OO3MPpOBaHHAaA enuHuIIa 1o JIIOoMy ns3
OpenquecTByKIMX II.II., DOe COCTak HEeMeOJIeHHOT'O BECBOOOXIEHWSA,
cocTaB MOOMOMUMPOBAHHOT'O BECBOOOXIOEHMA WM MX KOMOMHALMA UMET
bopMy cohepH MM T'PaHYJIEH.

le. [lepopanibHaA OO3MPOBaAHHAA enquHMIIa 1o JIIO0oMy ns3
npenquecTByKRNMX  II.I., KOTopad HIpencraBJdeT coBou TabJleTKY,
KamncyJsy, came, MATKUM T'eJlb WM XUAKOCTE.

17. [lepopanibHaga OO3MpPOBaHHAaA eouMHULla 1o JIoBoMy nu3
OpenuecTRyKIMX II.II., DOEe COCTaB HeMeOJIeHHOT'O BECBOOOXIEHUS,
cocTaB MOOMOMUMPOBAHHOT'O BHEHCBOOOXIOEHUS WMJIM MX KOMOMHaALUMSA WMET

bopmy TabJjeTKM, KaIlCYJIE, calle, MATKOTO TeJd MM XUIKOCTH.

18. [lepopanibHaga OO3MpPOBaHHAaA eouHULIa 1o JIoBoOMy "3
npenuecTBYRINX .., conepxalasa cbepH, comepxamue CoCTaB
HeMeOJIeHHOTO BHICBODOXIEHUS, u cbepH, comepxamue COCTaB

MOOUOUUIMPOBAHHOT'O BHCBOOOXIECHNUA .

19. [lepopasibHaga OO3MPOBaHHAaA eOMHNLIA 1o JIoBoOMYy "3
opeluecTByRINUX I[I.II., CcolepXallagd OT NpubiansmurTesgsHo 50 MDY 1O
npubian3uTebHO 800 MI' QIOPOTIJIRLMHOJA, TPUMETUIIQJIOPOTJIRIMHOIIA WM
ux  QapMalleBTUUECKM TIpUEMJIeMOM COJIM B COCTaBe  HEeMeOJIEHHOTO
BHICBEODOXIEHNA .

20. [lepopasibHaga OO3MPOBaHHAaA eoMHNILIA 1o JIodoMy "3
NIpellecTBYRIMX II.11., coOepXamas npubamsmrTelibHOo oT 50 mMr mo 800
MI' B COCTaBe MOIMOUUMPOBAHHOIT'O BECBOOOXIEHMWS .

21. [lepopasibHaga OO3MPOBaHHAaA eOUMHNLIA 1o JIoBoOMYy "3
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opeluecTByRINUX I[I.II., CcoepXallagd OT NpubinsmuTesgsHo 50 MDY 1O
npubimsurTedsHo 1000 ™MD QIIOPOTJIRIMHOJA, TPUMETUIGJIOPOTUIRIMHOIA
WM UX dapMalleBTHUUECKM IPpMeMIIEeMOM COJIHU.

22. llepopajibHasa OO3MPOBAaHHAA elMHMUIla, comepxXallasd:

MHOXeCTBO  coep, opuyeM KaxDasda cboepa COOEepXUT  COCTaBb
HeMeOJIeHHOTO BHICBOOOXIEHUI, conepXxamunn GITOPOTIIILMHOI,
TEUME TUIIQJIOPOTJILMHOJ WM UX OdapMaleBTUUECKM [IPMeMIIeMyK COJIb,
TIe IO MeHbIeM Mepe NOpubIM3mUTesJbHO 90% no Macce QJIOPOIVIOLMHOJA,
TPUMEe TUIIQJIOPOTJIOLIMHOJIa WM UX GapMalleBTHUUECKM IIPUEeMIIEMOM COJIM B
pacuere Ha Maccy cocTaea HeMeIOJIEHHOTO BHICBODOXIEHU A
BEHICBODOXIOAETCA M3 IOO3MPOBAHHOM eOMHUUE UYepes3 OpubimsuresbHO 1
yac TIpM OoIpenejleHMM CcIocoBoM C JIoHDacTHOM Memajakom USP 2 1npu
npnbamsnrtegbHo 50 o06/MmH B OpubiausuTenasrHo 750 M BOOHOTO
pacTrBOpa, comepxamero IPUBIIU3UTEJIEHO 0,1 H HC1 npu
npnbamsnuresbHOo 37°C; u

MHOXeCcTBO  cdep, opuyeM Kaxnmad coepa COOEPXUT  COCTaB
MOIOMOMUIMPOBAHHOTO BHICBOOBOXIOEHNUHI, coIepXxammi GITOPOTIILIMHOI,
TPUME TUJIQJIOPOTJIRILIMHOIJ WM MX QapMalleBTUUECKM IIPUeMIIEMYI COJIb,
TIe II0 MeHblleM Mepe Opubams3muTesibHO 90% no Macce QJIOPOIJIOLMHOJA,
TPpUMEe TUJIQJIOPOTJIOLIMHOJIAa MM UX dapMalleBTHUECKM IIPpMeMJIEMOM COJIM B
pacuere Ha Maccy cocTaBa MOIMOUIMPOBAHHOTIO BHICBODOXIEeHUSI,
BHICBODOXOAaeTCa M3 ITO3MPOBAHHOM eOMHMUIE dYepes II0 MeHbIel Mepe
OpuBIM3UTENILHO 2 dYaca OpM OoIpelelleHMM CIoco®oM C  JIOINaCTHOM
Memayikot USP 2 npu OpudamsurejabHo 50 00/MMH B HOPUOIMBUTENLHO
1000 My BOOHOTO pacTBOpa, colepxXamero npubim3uressHO 0,1 H HCl u
NpPUOIJIU3UTEJIEHO 20 MM TpexXOCHOBHHM  bocbaT HaTpusa 1pu pH
NpUBIVMBUTENLHO 6,8 Ipu OpudamsuTesbHO 37°C.

23. IlepopasibHas »OO3MpPOBAaHHAA eIMHMIA, cCcolepXallas MHOXeCTBO
cbep, NprueM Kaxnad cbobepa COOEPXUT:

CcepIleBUHY, KOoTOpasd MMeeT bopMy  cocTaBa  HeMeOJIeHHOT'O
BHICBODOXIEHMA, CcomepXallel'o QIOPOINIOLUMHOI, TPUMETUIIGIIOPO IJILVHOJ]
WM ux QapMalleBTUUECKM MIpMeMJIeMyk COJIb, TIOe I[I0 MeHBIel Mepe
NPUOJIUBUTEJIEHO 90% 1o Macce bJoporIIUMHOI A,
TPUMEe TUIIQJIOPOTJIRLIMHOJIa WM MX (GapMalleBTHUUEeCKM I[IPpUeMJIEMOM COJIM B

pacueTe Ha Maccy CoCTaea HeMeIIJIEHHOTI'O BEICBOOOXIOEHU A
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BEHICBODOXOAETCS M3 IOO3MPOBAHHOM eOMHUIE UYepes OpudinsuTesbHO 1
yac TIpM oIpenejeHUMM cIrocoBoM C JoacTHOM Memanakom USP 2 1npwu
npubarsnuTensHo 50 o6/MmH B npubamsmuTesbHO 750 M BOIHOTO
pacTsBopa, comepXxamero OPpUOIIN3UTEJIEHO 0,1 H HC1 npu
npubansnTensHo 37°C; u

IIOKPHTME CepHLIEBMHE, KOTOpPOe MNPpeAdCTaBJISeT COoDOM:

(1) cocTaB  MOIMOUUMPOBAHHOIT'O  BHCBOOOXIEHWUD, conepXxammi
biropoTIILMHOI, TPUMETUIIQJIOPOTJILIMHOJL MM  UMX  dapMalleBTUUYeCKU
IprueMIeMyld COJIb, TIOe IO MeHbIelM Mepe Opubim3uTesibHO 90% 1o Macce
biopoTIIoUMHOIE,  TPUMEeTUIIQIOPOIVIOLMHOJA WM UX dapMaleBTUUYECKU
IpMeMJIEMOM COJIM B pacueTe Ha MacCy CcocTaBa MOIMOUMUMPOBAHHOIO
BHICBOOOXIEHMS BHCBOOOXIaeTCHd U3 IO3UPOBAHHOM eOMHMIE Yepes IO
MeHbIIeM Mepe IpUOJIM3UTEJILHO 2 Yaca I[IpM OIpellejIeHUMM CIOCOOOM C
JornacTHOM MemaJikoyd USP 2 npu  opubiausuredasrHo 50 o0/MMH B
IPUOIIUBUTEIIEHO 1000 MJT BOOHOT'O pacTBOpPAa, comepxamero
npudbamusureabHo 0,1 H HC1 u npubiamsmuresbHo 20 MM TpexOCHOBHBIM
bochbar HaTpma npu pH OpuOIMBUTEJIBEHO 6,8 HOpPM OPUOIU3UTEJILHO 37°C;
W

(ii) cocTaB MOIMOUUMPOBAHHOTO  BHEHCBOOOXIEHUS, conepxammn
GIIOPOTIILMHOI, TPUMETUIIQJIOPOTJIDLIMHOJI WM UX  dapMalleBTUUYeCKU
nprueMiIeMyld COJIb, TI'Ie IO MeHblel Mepe Opubam3uTesbHOo 90% 1o Macce
GIIOPOTIIOUMHOIE, TPUMETUIIQIOPOIJIDIMHOJIE WM UX dapMalleBTUUYECKU
IprueMIeMOM COJIM B PpacueTe Ha MaccCy CocCTaBa MOIUGUMUMPOBAHHOTO
BHICBODOXIOEHMS, BHCBOOOXIAaeTCsa M3 HOO3MPOBAHHOM eIMHUIE B TeUueHUe
Uepes OT HOpubim3uTesbHO 4 1o HOpubIM3UTEeJJbHO 6 dJacokB  IIpU
onpeneJyieHUM Ccriocotom C JIOTIaCTHOM MemaJIKoM UusPk 2 pu
npubarsnuTenasHo 50 o06/MuH B npubiamsuresabHo 1000 M BOIHOTO
pacrBoOpa, comepxamero npubtamamTesbHo 0,1 H HCl m nOpubiamMs3UTesIBHO
20 MM TpexOCHOBHHM QocdaT HaTpusa oOpu pH OpubBIM3UTENILHO 6,8 IIpHU
npubar3nTeasHo 37°C;

(1ii) wmm xoMOmuHanmio (1) m (ii).

24, Crnocof JiedeHMSa CIacTUYeCKOI'O COCTOSAHMSA Yy MHIOUBUIOYYMA,
BKJUAKMNWY BRBeleHMEe MWHIVUBUIYYMY II€pPOpaJibHOWM IO3MPOBAHHOWM eNWHMIIL
o JiodboMy M3 I[IpellleCTBYMUX I1.11.

25. Cnoco6 mo mn.24, TOe CIacTUYeCKOe COCTOSHME IIPelCTaBJIAET
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coBo¥ BHe3alHOEe HENPOM3BOJILHOE COKpalleHMe MBI OPOHXOB, XeJyOKa,

KHIIedYHNMKa, MaTKM, XeJIUHOTI'O IIY3EIpA, IIOUKM WMJIM XeJIUHOTI'O IIPOTOKRKa.

26. Cnoco6 mo mn.24, TDOe CIacTUYeCKOe COCTOSHUE IIPelCTaBJIAgET

cobom ClilasM MOUEeBEBOOAMNMX nyTeﬁ, XKeJIUHEIe KaMHV, KeJIYOOUHO—

KMIMIe4dHoOe HapylieHne, CHMHIPOM BOCIIAQJIEHHOT'O KUMIIedYHNVKa , IIOUEUHYIO

KOJIMKY WJIM CIIaCTHMYEeCKOEe COCTOAHME XEeJIUHEIX HYTeﬁ.

IIo DOBEepPEeHHOCTHU
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