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OIIMCAHVIE M3OBPETEHNVA
2420-550865EA/019
KOMIIOBULIMM HA OCHOBE IEWTEPUPOBAHHOT'O IIOMIIEPUIIOHA M CIIOCOBEHI
TEPANIMM PACCTPOMCTB

Hacrodamasa 3agaBKa MCOpallBaeT [IPUOPUTET Ha OCHOBaHUU
napajiyleJIJbHOM 3agdBKM  Ha ImaTeHT CIIA N 62/291198, nomadHHon 4
beBpasga 2016 rToma, comepXaHMEe KOTOPOM B IIOJIHOM OOBeMe BKJIIOUEHO B
HacTodllee M300peTeHMe IIOCPEeOCTBOM CCEUIKM.

Tacrponapes (IMl) - ©BTO COCTOAHME, IIpPM KOTOPOM MOTOPMKA
XeJlyoka HapylleHa WM He OCYWeCTBJIAeTCd OOJIKHBEIM o0pa3oM, UYTo
IPEeNATCTBYEeT OIOPOXHEHMIO XeJlyIKa M 3aTpyIHAeT IMlleBapeHUe.

Il wMoxeT OBTH BHS3BaH IIOBpeXOeHMeM OJyXIDawomero HepBa,
KOTOPHM peryamupyeT IMieBapnUTeJIb HEE IPOLIECCHL. [loppexneHMre
OoyXnoapmero Hepba MOXeT OBTH BEB3BaHO TaKMMM 3aboJjieBaHUMAMM  Kak
mmnaberT Tuna I uiamM THHa 11, WIM MOXeT MIPOM3OUTU IIPU XUPYPIUUIEeCKOM
BMeMAaTeJIbCTBe Ha XeJlyOKe WJIM TOHKOM KMIKe, M MOXET OIPaHUUUTH
CIIOCOBHOCTD HepBHOM CUCTEME IIOCHJIATH CUT'HAJIEL MyCKyJlaType
xeJynka. K BosHMKHOBeHMBO Il Takke MOT'YT I[IPUBECTUM BUPYCHEHE
MHOeKLUN, HEeKOTOpPHE JIeKapCTBEHHEE CpelcTBa, HEKOTOPEE  BUIE
JleueHMsa paka, CKJIepolepMusa, PacCTPOMCTBa HEPBHOM CUCTEMH, TakKue
Kak BoJiesHb [lapKMHCOHA WMJIM PAaCCeSHHBM CKJIEpO3, WM TUIIOTUPEOSs.

InarHocTury ITl OOHUHO OCVYIIECTBJIIAT IIprM TIIOMOIM SHIOOCKOIIMHK

BEPXHUX OTIEeJIOB KEJIYTOUHO—KUMEUHOT' O TpakTa, KOMIILIOTEPHOM
TOMOTPadum (KT), sHTepoTrpabwun, MaTHUTHO-PEe30HAHCHOM!
sHTepoTpadum, pPeHTTeHa BEPXHUX OTHEJIOB  XeJIYIOUHO-KUMEeUHOTO

TpakTa, MUCCIeIOBAHMA OIOPOXHEHMS XeJlydKa U/UWIM  OEXaTeJIbHOTO
TecTa. CumanTomel [Tl BKRJIOUYAT TOWMHOTY, PBOTY, MW3MEeHEeHMA YPOBHA
TJIOKOSZEL B KpoBM, OOJM B XUBOTE, B3OYTUE XUBOTA, UYYBCTBO CHEHTOCTHU
[IoCJie BCeI'0 HEeCKOJBKMX KYyCOUKOB IIMIM, OTCYTCTBME alleTuTa,
IoTepl Beca U HenoelaHMe. HeBruledeHHHM [Tl MOXeT TIPUBECTH K
CepbesHOMYy OB0e3BOXMBAHMID, HEODOCTATOUHOCTM IIMUTAHMA, 3aTBEepOeBaHUIO
HellepeBapeHHOM MMM B XeJynoke (6e30ap) M XaoTUUECKMM KoJieBaHMAM
VPOBHA IJIOKO3E B KPOBM, UTO MOXET BH3BaAThL O0OCTpeHMe IuaberTa.
Jleuenre TITI BrJOUaAeT B Cce0A BHABJIEHME U JIeUeHMe [IaTOJIOTUH,
KOoTopasd JIeXUT B eT'0 OCHOBe. [T, BO3HUKIMM KaK CJeICTBMe IuaberTa,

MOXHO JIedMTE C IIOMOIEBIR WV3MeHeHMA OMEeTEHI. ITT MOXHO JIEUMTH Inpn



TIIOMOIIM JIeKapCTBEeHHEX CpencTB oJis CTUMYJIALNA KeJIYIOUHOM
MYy CKYJIaTYPH, HaopuMep, MeTOKJIONIPaMUIOM, SPUTPOMULIMHOM u
UM3anpruooM. MeToKJIONpaMMI BHBHBaeT Ccepbe3HbBe [HoBouHBe 300eKTH,
TakMe KaK pasBUTHMe HapyleHUuM  OBMXEeHMS WMIM HeOJIaTloNpUATHEE
B3aUMMOIENCTBUA C OPYTUMM JIeKapCTBEHHBEIMM CpPedCTBaMM; DSPUTPOMMUIINMH
MOXET TepAaTh 50PeKTUMBHOCTDL pu TIOBHINEHUN TOJIEPAaHTHOCTHU
IalMeHTOoR, a UM 3anpu MeeT OTpPaHUUYeHHYI OOCTYIIHOCTE .
JlekapCcTBeHHHE CpencTBa IJSA KOHTPOJIA TOMHOTH M PBOTH BKJIOUAT
IPOXJIOPIIEPA3UH, TURTUMINEPpa3nH, IMQeHTUIpaMVH M OHIAaHCEeTPOH.

CumnToMH I'Tl MOXHO JIEUMTL XUPYPIMUECKMM IIyTeM, HalpuMep, IIpu
EIOHOTOMMUECKOM pa3s3MeleHMy TpPpyOKM B TOHKOM  KUIIKEe WM IOPpU
pa3MemeHny B XeJlyIKe BHBOOAMEM TPpyOKM. B TaSXKeJBX CJydasagx TPpyOKy
OJI9 IOOCTaBKM MOMTAHMA MOXHO BBOIUTE II€pOpPaJibHO WMJIM MHTPaHas3aJIbHO
I0JII HEINOCPeICTBeHHOTO pas3sMelleHMsa B TOHKOM KMUIIEUYHMKE, WMJIM BBOIUTH
napeHTepallbHO.

DoMmepuIoH NOpencTaBjsgeT cobom S-xjop-1-(1-[3-(2-okco-2,3-
ourmopo-1H-0ens30 [d] MMMIOazos—1-1i) nponui ] nunepuimna—-4-wui) —1H-

Benzo [d]uMmpgaszo-2 (3H) —oH, VIMEIOMM cJleOyoIyo XUMUYECKYIO

e OTH
N\K\/\/U \QCI

HpI/I MCIIOJIE3OBaHMNM B HacTodAlmeM ITOKYyMeHTe, e€CJIM ABHEM O@paSOM

CTPYKTYPY .

He YKasaHO MHOE, Jmodoe YIIOMMHaHNE ITOMIIEePMIOOHa BRJIOUaAeT
(]_)apMaU,eB TUYEeCKMA IIprmeMJIeMEIEe COJIV, CJIOXHEIE 9(]_)]/Ipbl, I'mopaTH,
COJIBEBATH, IIPOJIEKapPCTBEHHEE C]_)Ophﬂ:l n uX IIPOM3BOIOHEE, KOTOPEE B

MPOKOM CMHCJIE ONpeNesISTCsa KaK CoeIVHeHMS OOMIIepUIIoHa, KOTOopHe
ABJIATCA MOIUOUIVPOBAHHEIMM MM UYaCTHUUHO 3aMeMeHHHMM, JIIPUMEPH
BKJIOUAIT, HO He OTpaHMuYMBaLTCAd ¥WMM, »HofaBJleHMe OOHOTO aToMa,
nofaBileHVEe pPeaKIMOHHOW TPYyINH, nofaBlleHVe OGYHKIMOHAJBLHOW TPYIINH,
oBpas3oBaHMe IOMMepa WIM MyJbTUMepa, KOHBOTMPOBaHMe C JIpyTon
MOJIEKYJIOM, TaKOoM Kak aHTUTeJlo, U T..H.

,HOMHepI/I,JIOH ABJIAETCA SQ}@eKTMBHBIM AHTaIl'OHVMCTOM ,JIO(]_)aM_T/IHa,



KOTOPEM He obJjlamaeT CIIOCOOHOCTEIO JIETKO lepecekaThb
TeMaToOBHIepamnuecKku Oapbep; KakK TaKOBOM, IOMIIEPUIOOH TIPOABJIAET
TOJIEKO MUHMMAJILHEE DKCTpalrpaMUOHble IIOOOUHEHE 500eKTH. oMIIepUIOH
[IPOABJIAET Kak TaCTPOKMHETHUUECKYIO, Tak n IIPOTUEBOPBOTHYI
AKTMBHOCTL M OKAaB3HBaeT TaCTPOKMHETHMUECKOe HOeMCTBMe, HOeMCTBYSA Ha
Nepudpepnueckre DOoOaMMHOBEE  PeLeldTOPH B XeJyIKe. JoMIlepnnoH
DeVCTBYyeT KaK IepudepMruecCKM U30MpaTesIbHEM aHTaTOHUCT OOobaMMHOBHX
pelnenTopos D2 u D3 m OJokupyeT DOQaMMHOBEE PELENTOPH, C KOTOPHMM
CBA3aHO BOS3BHMKHOBEHME  TOWMHOTH. HOMIEPUIOOH MOXeT OJIOKMPOBAaTH
DobaMUHOBLE PEeLelTOPE B IPUBPAaTHUKOBOM emepe n
IBeHaOUaTUIIEPCTHOW KMUIIKe U YBeJMUUTH MOTOPUKY BEepXHUX OTIEJIOB
KeJYOOUHO—KHUIIEUHOT'O TpaKTa. [JOMIEpMIOOH TaKXe MOXeT OJOKMPOBaTH
ODOQaMMHOBHE PELENTOPH B IMUIOOM3e, UTO MOXET YBEJMUUTL BHIOEJIEHME
IPOJIaKTHHAa, UYTO B CBOK OUepelb IIPMBOOUT K YBEJMUEHMIO JlaKTaluy,
IIO®TOMY IOMIIEPUIOH IMIPYMEHSAT IPpKM JIeUeHMM HeDOCTaTOUHOM JiaKTalluM.
OoMIepnIOH OBUI MCCJeIDOBaH Ha OpeIMeT I[IPMMEHEeHMA OJd JIeUeHUd
TOLHO TEI " PBOTEHL, TacTpolnapesa, DoJIe3HU [TapkMHCOHA,
OYHKUIMOHAJLHOY  IOMUCIIENICKUM, HeOOCTaTOUHOM JaKTaluM, I[1eUeHOUHOTO
pedsorca M OPpYI'MX COCTOSHUNV WMJIM HapymeHUM nonBmwxHocTy XKT.

KPATKOE OIIMCAHUE W3OBPETEHUA

OnouH ns BapMUaHTOB peannsaumnum HaCTOAmMET O n300peTeHnd
npelcTaBJigeT coBoM TepalleBTUUeCKUM crnoco® njug ocjadjeHus JodoTo
M3: TacTpollape3sa, TOMHOTH KaK pacCTpOMCTBa, CBSA3aHHOTO WIM He
CBA3aHHOTO C TacTpollapesoM, PBOTH KaK pPacCTPOMCTBa, CBSA3aHHOTO
WM  He CBSA3aHHOTO C TracTpollapesoM, /UM HeOOCTaTOUHOCTU
JakTaluy, TOCPeACTBOM BBeIeHMS OOMIEepUIOOHa, IeMTepUMpPOBaHHOTO 4
aToMaMM IOeNTepus B HeXJIOPMPOBAHHOM apoMaTUUeCKOM KOJble (dy) WIn
6 aToMaMM IOeMTepusa B CBA3HBAKIENW NPONMUIILHOM Tpynne (dg) . B omHOM
BapMaHTe peaJiM3alluM BBOOAT IOOMIEPUIOOH-d;, KOTOPHM ABJSAeTCs OoJiee
NPEenrIoYTUTEJIBEHEM, 4YeM IOOMIIepUIOoH-dg.

OovMH ©3 BapMaHTOB peajM3allMM OpeIcTaBJigeT Ccobo¥ crnocobd
IOJIYUEeHUs OeUTepUpPOBaHHOTO IOMIEPMIOHa IyTeM B3auMMOOEeWUCTBUA 1,2-
oraMmHoODeH30J1a, comepxXxamero 0-4 aToMa oenTepus, C
PEaKLUIVMOHHOCIIO COOHEM KapOOHUIIEHEM COeIVHEHNEM C [IOJIy4deHUEM
UUKJIMYEeCKOTO MMMIa, B3aVMMONEeMCTBMSA yKa3aHHOTO LUKIMUECKOTO MMMOA

C 3alUTHOM Ppynnoﬁ C IIOoJIYy4YeHMMeM MOHO3allMIMeHHOTI'O IMKIJIIMYeCKOTI'O



UMMIOa, B3aVMMOINEeVCTBMA YKa3aHHOTO MOHO3AMMIIEHHOTO UMKIMUECKOTO
mvmaoa ¢ 1, 3-OMOYHKUMOHAJIBHEIM I[IPOM3BONHEIM I[IPONMJIa, comepxXammMm 0-6
aTOMOB nenTepus, C [IOJIy4YeHeM IIPOMEXY TOUHOT'O COeIVHEHN,
B3aMMOINEVCTBMA YKas3aHHOTO IMIPOMEeXyTOUHOTO COeOMHeHMsa C b-xjop-1-
(d-rmmnepuouuawn) -1, 3—ournapo-2H-6eH3MMIIa30JI—2—0OHOM, " yIoaJIeHU A
YKa3aHHOM 3allMTHOM TpPyNNH OO WMJIM IIOCJE B3aMMONEeMCTBMSA YKa3aHHOTO
IPOMEXYTOUHOTO CoOeIMHEeHN c 5-xjiop-1- (4-timnepuomuami) -1, 3—
OIUIMOpo-2H-0eH3MMMOa30JI—2—0HOM.

KPATKOE OIIMCAHMUE T'PAPUUYECKNX MATEPHAJIOB

Ha pur. 1A-1B [IpMBeneH npodmib IIepopaliIbHO BBeIOEeHHEIX
OOMIIEPMAOHA UM HOEUTepMPOBAHHOTO OOMIEepMIOHa B ILjasMme (our. 1A) wu
aHaJiM3 OaHHEIX, I[IOKaszaHHHX Ha our. 1A (dur. 1B).

Ha our. 2 npuBeneH TUIIMYUHEIN nIpodniIb BEICBOOOXIEHU A
JIEKaApCTBEHHOTO CpelcTBa IJiA CcOoCTaBa C HeMeIOJIeHHEM BHCBOOOXIECHMEM
(IR) m cocTaBa C MNPOJIOHTMPOBAHHEIM BHEHCBOOOXOeHMeM (XR).

Ha  ¢Qur. 3 HOpuBeIeH CMOINEJIMPOBAHHEM NpodMJbL B  ILJla3Me
OelTeppPOBaHHOTO OOMIIEPMIOOHA "3 JacTu C MI'HOBEHHEM
BHICBOBOXIEHMEM M YacTM C MIPOJIOHTUMPOBAHHEM BECBOOOXIEHMEM.

Ha dur. 4 IoKasaHa IBYyXCJIOVHAaS TabJjeTKa co CJIO AMU
HeMeOJIeHHOTO IR M NPOJIOHIMPOBaHHOT'O ER BEHCBOOOXIEHMA.

Ha ¢ur. 5 noxkasaHa TpexcJjoMHasa TableTka, colepxamas cJjou IR
(HeMenJeHHOTO) ¥ ER (MIPOJIOHTMPOBAHHOTO BHCBOOOXIeHUsa) U OybepHHM
cJIom.

Ha our. 6 [IoKasaHa TabJjeTKa e ER MaTpUllen

(HpOJ’IOHI‘MpOBaHHOI‘O BEICBOOOXIEHIMS) nm IR IIOKPETHMEM (HeMeOJIeHHOTO

BEICBOOOXIOEHMSI) .

Ha dour. 7 rIoKa3aHa KarcyJsia, conmepxalla-d IR TabJIeTKy
(HeMenJIeHHOTO BEHICBOOOXIEHNL) , pasnenTesSIbHY IpoBKY " ER
TabJIeTKy (MPOJIOHTUPOBAHHOTO BHICBOOOXIEHV A ) C OCMOTHUECKOMN
CUCTEeMOM.

Ha pur. 8 IokasaHa KarmncyJa, comepXxalmasn IR mapnuKm
(HeMenOJIeHHOT'O  BHICBOOOXIEHNA) n ER mapukwm (MPOJIOHTMPORBAHHOTO
BEICBOOOXIOESHUS) .

Ha o¢émr. 9 mnokasaHa KalcyJla, colepxXxamas IR MUHU-TaOJIeTKU
(HeMenJIeHHOTO BLICBOOOXIOEHMI) " ER MUHM-TabJIe TKHA

(MPOJIOHTUPOBAHHOTO BHCBOOOXIEHNSA) .



Ha our. 10 oxasaHa KarcyJa, coepxama s IR TPaHYyJIE
(HeMeIJIeHHOTO BHICBODOXIeHMA) ¥ ER TpaHyJHE (IPOJIOHIMPOBAHHOTO
BEICBOOOXIOESHUSA) .

Ha bur. 11 [IoKasaHa KarncyJa, comepxamasa ER  mapukm
(IPOJIOHTUPOBAHHOTO BHICBOOOXIEHNUI) , IIOKPEITHE IR cjoeM

(HeMenOJIeHHOT'O BHCBOOOXIEHUH) .

Ha o¢mr. 12 nokaszsaHa I[OpeccoBaHHasa TabljleTka, colepxamas IR
T'PaHyJIE (HeMeOJIEHHOTO BEICBOOOXIEHN A ) u ER TabJIeTKY
(MIPOJIOHTUPOBAHHOTO  BHICBOOOXIEHUS) C TIIOKPHTHUEM, BCTPOEHHYK B
YKa3aHHYI I[IPpeCCOBaHHy TabJIeTKy.

Ha ¢mr. 13 nokaszaHa OpeccoBaHHad IR TabjseTka (HEMeIOJIEHHOTO
BHCBOOOXIOeHMA) C ER TabileTKoM (IPOJIOHTMPOBAHHOTO BHCBOOOXIEHUH) ,
BCTPOEHHOY B ykKa3aHHY IR TabjeTKy (HeMeIJIEHHOTO BEHCBOOOXIEHMS) .

Ha our. 14 lokKaszaHa ER TabjieTKa (MPOJIOHTUPOBAHHOTO
BHICBODOOXIEHMA) , CyYCHeHIMpOoBaHHasd B IR KMIKOCTM (HeMeOJIEeHHOTO
BHICBOOOXIEHMA) .

Ha o¢wmr. 15 mokaszaHO came, coOepxallee CMeChb MapMKOB WU
TrpaHyJl IR (HeMeOJIEHHOTO BHCBOOOXIeHMSA) ¥ ER ([IPOJIOHTMPOBAHHOTIO
BEHICBOOOXIEHNA) .

Ha o¢ur. 16 1nokaz3aHO calle, CcoIOepXallee MUIIydMe MapukKu WK
TpaHyJiel IR (HeMemOJIeHHOTO BHCBOOOXIEHMS) M MapMKM WMJIM TpaHyJe ER
(MPOJIOHTUPOBAHHOTO BHEHCBOOOXIEHMSA) C IIOKPHTUEM.

Ha o¢ur. 17 mnokaszaHa TabJeTKa C [IPOMEeXyTOUHBEIMM CJIOSAMU,
pasieJIeHHEIMU I10JIOCAaMM .

Ha o¢ur. 18 moka3aHa pachHajawnmascsa B II0JIOCTM pTa TablieTka,
comepxamasa dYaCTMUH, TapUKKM WJIM TpaHyJe ER (OIpOJIOHTMPOBAHHOTO
BEHICBOOOXIEHN A ) JIEKapCTBEeHHOTO CpeacTBa; Ha BCTaBKe IIOKa3aHo
JIeKapCTBeHHOEe CPeldCTBO B IIOJMMEPHOMW MaTpule.

Ha our. 19 IoKa3aHa KarncyJsa, comepxaima s pPacTBOp
JIEKapCTBEHHOTO CpelCcTBa, W UYaCTHMIE, [NapMKM WIM TpaHyJH ER
(MMPOJIOHTUMPOBAHHOTO BHICBOOOXIEHN A ) JIEKapCTBEHHOTO cpencTrBa c
[IOKPHTMEM.

Ha ¢mr. 20 nokazaHa MAT'Kad TableTka, cCcoImepxXamasa pacTBOpP
JIEKapCTBEHHOTO CpelCcTBa, W UYacCTHMIE, [NapMKM WIM TpaHyJH ER
(MMPOJIOHTUMPOBAHHOTO BEHICBOOOXIEHV A ) JIEKapCTBEHHOTO cpencTeBa C

IIOKPETMEM.



Ha o¢ur. 21 noka3aH XUIKUM HOCUTeJIL, CcoIepXamlri uYacTUILEH,
MmapuKu VIV TPaHyJIE ER (MPOJIOHTUPOBAHHOTO BEICBOOOXIEHN A )
JIEKAPCTBEHHOTO CpPEeACcCTBa C IOKPHTHUEM.

Kak y BCex JIeKapCTBEHHHX CpPencTB, 0e30MIacCHOCTh IOMIIEpPUIOOHA
3aBUCUT OT ero MeTabosms3Mma. CHMWXeHHEM MeTaboausM obecrneumBaeT
foJjlee IOJIUTeJIbHOE BpeMsa TIpeOBBaHMA JIEKAPCTBEHHOT'O CpelcTBa B
opraHms3Me. IO3EL OOMIIepMIOHAa, HeOOXOOMMEEe njig JleueHn4d
racTpornapesa, T.e. 10 MI', BBOIOMMEE TpPU pas3a B CYTKU C IIOJIydeHUEM
B obme¥ cJjoxHocTM 30 M m mo 60 MI', MOTYT MOPUBOIMUTL K CBI3aHHOMY
C BBeIeHMeM [OO3H YIJMHeHMI MHTepBaja QT. U3-3a sTOoro 3ddexTa OH
He onoOpeH OJd IIPpMMeHeHMH II0 YKa3aHHOMY Has3HaueHMi B COelOMHEHHHX
MITaTax, OIOHaAKO pa3pemeH B EBpone m KaHazme.

OoMIepnunoH VHTEHCHUBHO MeTaboJInU3nUPyeTCs; ero OCHOBHEIE
MeTaboJnMuecKue oy THu IpOOyLMPYIT 5-TUMIPOKCUIIbLHYIO bopmy, N-
OealIKUIINPOBaHHYID bopmy n TUIPOKCUIIMPOBAHHYIO dopmy . TaxkuMm
oBpas3oM, CIOCOOH, CHWXaKlre MeTaboJM3M IOOMIIEPUIOOHAa, I[IO3BOJIAIT
BBOOMTL Oo0Jiee HM3KYyD IOO3Y ¥ IIpM STOM IOCTUIAThL TOM Xe CTelleHU
50PeKTUMBHOCTM Yy IallMeHTa, yMeHbllaTb WM YCTPaHAThL BJIMAHME Ha
ceprlle U/MIXM yYMEHBIMUTL KOJIUUECTBO MHO3, TpedyeMuX [OJid BBeIeHUId,
U/ OoBeCIeunTh BoJiee IIOCTOSSHHOE  BO3IOEMCTBUE, UTO  MOXET
[IOBEICUTE [IePEeHOCUMOCTb npernapatTa N naumeHTa VI ero
20PEeKTUMBHOCTE .

Ofmye NOMKOBHE YPOBHM IOMIIEPMIOHAa B ILJla3Me KPOBM 3aBUCAT OT
IyTM eT0 BBeleHUd. BHYTpUMMHIIeuHOe (B/M) U IepopajlbHOE BBeleHUe
JeJIOBEeKY HaTomak IIPUMBOOMIIO K IIMKOBHEHM YPOBHAM B IJIasMe uepes 10
MMH ¥ 30 MMH TIOCJIe BBeleHMHA; BBeIOeHMe B BUIe CYIIIO3UTOPUS
IPMBOIMIIO K TIIMKOBEIM YPOBHAM B ILJla3Me dYepes 1-2 dYaca IoOcCJe
BBeOeHUA. KoHIeHTpallMM B ILJIasMe OBJIM HIMWKe dYepes IBa dYaca IIOoCle
IepopajIbHOTO BBeleHUd IO CPpaBHEeHMIO ¢ B/M BBeIeHMEeM, BepPOATHO, 3a
CUeT IIeUeHOUHOTO MeTaboJM3Ma [NepBOTO IMIPOXOXIEeHUS M MIPUCTEHOUYHOTIO
MeTaboam3Ma B KUIIEUHUKE . [lmkoBasga KOHIIEHTpAalA B rJjiasme
cocraBaana 40 Hr/Mmin nocse B/M umHBekumm 10 Mr, 20 HD/MI HOCJHEe
nepopajibHOTO Tnprema 10 w™Mr  Tabaerku wm 70-100 HTO/MI  nocie
nepopaljiIbHOTO IpueMa 60 wMr TableTKM WIM Kalejb. CBA3BBaHME C
GenkoM IJiasMmul uyeJioBeka 10 m 100 HID'/MII TPUTHMPOBAHHOTO IOMIIEPUIOHA

cocrTamrjasaigo 91,7% m 93,0%, COOTBEeTCTBEHHO. BMOODOCTYIIHOCTEL OBJIA



OTHOCUTEJILHO BEHCOKOM, Ha ypoBHe 90%, mnocje B/M MHBEKUUUM U
OTHOCHUTEJILHO  HUM3KOM, Ha ypoBHe 13-17%, ocJie IepopalIbHOTO
BBelleHUs, U elle OoJiblle yMeHbBIIAJIACH 3a CUeT aHTaluuIoB M3—-3a
yBenuyeHrusa pH xeaynoka. RxMed: dapmalieBTHUYeckas WMHOOpMaLMSa —
MOTILIUM®, Janssen-Ortho, OmommoepumoHa MaJjieaT.

[Io CpaBHEHMI® C TPUTUPOBAHHEM CIUIIEPOHOM, KJIaCCUYECKMM
JIMTaHIIOM, KOTOPHEM IPMMEHAT B MOIEJIAX LeHTpaJIbHOM  HepBHOM
CUCTEME (IHC) , OOMIIEPMIOH n30MpaTesIbHO u creumuduuecKu
CBA3EBaAETCA CO CTPMAPHHEMM OOOaMMHOBHMM pelenTopaMr. TeM He
MeHee, BHYTpPUBEHHOe (B/B) BBeleHMe MOOMIEPMIOHa Haxe B OOJILIMUX
IO03ax He BHTEeCHSAeT MeUeHHM CIUIIEPOH B MOOEJISX MO3Ta XMBOTHHX M3-—
3a CJaboro I[NPOHMKHOBEHMS Uepe3 T'eMaTosHUebamueckut Bapbep
(Reddymasu et al., Am. J. Gastroenterology). [oMIEpMIOH TaKxXe
VMeeT  BEICOKOe CpoOCTBO K  TKaHu  XKT; BEICOKME  KOHIeHTpalun
OOHapyXMBAKTCA B oumeBone, KeJlyoKe u TOHKOM KUIIEUHMKE .
JoMIIepUOOH BJIOKUpyeT nobpaMmMHepIMUeCcKoe VHIMOMPOBaHME KKT
TpaH3uTa. OH OBCTPO MeTaboIM3MPYyeTCHd I[IeUeHB; I[I0CJie IIepopaJibHOT'O
BBemeHMUsa 32% BHBOIMUTCSA M3 OpraHM3Ma C MOUOM M 66% BHBOOUTCS B
bexamuax. Ileprol MOJIyBHBeOeHMSA cocTaBJgeT 7,5 U y 3OOPOBHX Jlomen
U IPUMEPHO B TPpM pa3a 0oJblle y JIMI C [IOUeUHOM IUCOYHKLUEN.

30beKTMBHOCTDL OOMIIepMIOOHa  OOYCJIOBJIEHA €TI0 CIIOCOBHOCTBIO
YBeJIMUMBATEL aMIUIMTYOYy IBUTaTeJIbHOM O(OYHKIMM OIUIeBOoma, YCUJIMBATDH
aHTpaJl-OyoloeHaJlbHEE COKpalleHN u YJIy4dmaTh KOOPIOMHALIMUIO
[IepUcTalbTUKM T[PUBPATHMKA C T[OCHedyllMM YCKOPeHMEM OIIOPOXHEeHM
KeJIyoKa . HoMIiepnoH obJjlamaeT IIPOTUBOPBOTHOM aKTUMBHOCTBIO B
XeMOpelelTOPHOM TpUITepHOoM 3o0oHe (CTZ) B UYeTBEPTOM XeJyIOouke
TOJIOBHOT'O MO3T'a, HO BHe TI'eMaTOsHUedalMdeckoro Oapbepa. OH He
obJjiamaeT XOJIMHEPTUUECKOMN aKTMBHOCTBI u He MHTUOUpPYeTCa
ATPOIIMHOM.

IoMnneprMIOH MOIOYJMPYET OIOPOXHEHME XeJIyOKa B OTHOIEeHMM Kak
TBepIOHX BelecTB, Tak ¥ XUIKOCTeM, ¥ He M3MeHIeT CeKpeluo
KeJIYIOUHOM KMCJIOTH, CeKPeTOPpHHM o00heM, BHYTPMXEJYIOUHHM pPH uiIn
KOHIIEHTpalul T'aCTpMHa B CHBOPOTKE.

IIpu mozax oT 10 Mr mo 30 MI' HepopallbHO UYeTHpe pas3a B CYTKHU

3a IIoJldvaCa OO e€IOE M TIlepel CHOM, IOMIIEPMIOH 3HAUMTEJIEHO YMEeHBIIall



KeJIyIOUHO—KUIeUHHe CHUMIIT OMEI u JacToTy TOCIUTaIM3alUN oT
TracTpolnapesa, IIOJIOXUTEJLHO BJMAJ Ha LeHTpaJlbHHM KOHTPOJIE PBOTH U
TOMHOTEL M YCHUJIMBaJ OIOPOXHEHMVEe  KUIeuHMKa OT TBepIoV UK
(Buckels et al., Medscape General Medicine. 2003; 5(4)
www .medscape.com) .

OOHVM M3 CHOCOOOB CHIMWXeHMS MeTaboJiM3Ma IOOMIIEePMIOHa HABJIAETCA

BBeIOeHMe IeTepUpPOBaHHOM bopmer OOMIIEPUIOHA . OoMIIepruIoH
VMHTEHCHBHO MeTaboJIU3nUPYyeTCs, a nelTeprpoBaHUeE 3aMenJigeT
MeTaboJM3M Ha  KJOUEBHX  VYyyacTKax ¥ 0OyTax MeTadomsMma, B

pesyJbTaTe UYero IIOBHMAeTCS 5S0OeKTUBHOCTL 0OoJiee HM3KOM HOSBH.
HeGoJibmasgs MoOJIeKyJia B IeUTepUpOBaHHOM  dopMe  xXapaKTepusyeTcsd
YBEJIMUEHHOM 3aIepXKolM, TakuM obpas3oM, ee MeTaboJM3M CHMXAETCSH,
YTO TIIO3BOJISET BBOOMTE OO0JIee HUBKYID IO3Y IIpM HOOCTWXKEHUM TOM Xe
sbbeKTUBHOCTM, UTO ¥ nJsg O0oJiee BHCOKOM MHOOBH, OPUM OTCYTCTBUU
KapIOMOJIOTUUECKUX CUMIITOMOB .

IenTepnpPOBaHHBIM OOMIIEPUIOOH MOXHO CHMHTEe3UPOBAaTh W
IPUTOTOBUTE HECKOJbKMMM cIrocoBamu. B 1ejyioM, J0O0OM aToM BoIopoma
B XUMMUUECKOW CTPYKTYpe MOOMIEPHIOHA MOXeT M[pPelCcTaBJIATL CoOoM
BOIOpOHn MM melTepuii. ToT GakT, UTO I[OJIOXKEeHMI MeTadoJm3Ma
OOMIIEPUMIOOHAa, TO eCTh BCe He3aMeleHHHEe IIOJIOXKEHMS B apoMaTUUdeCKUX
KoJIbllaxX, MOTYT OHTL OJIOKMPOBaHE HOpKM OOoOaBJIEeHUMM KOMMEPUeCKU

IJOCTYIIHOI'O HeﬁTepMpOBaHHOPO aJIKMJITaJIOT'eHMIOa, U MeTaboJIUT MOXET

OBITH GHOKMpOBaH I1pm nobaBJIeHUN KOMMEepPpUeCKM JOCTYIIHOT'O
ﬂeﬁTepMpOBaHHOPO aJIKMJITaJIOTeHV IO a IOJI4 IIPOIIMIJIBHOI'O JIMHKEePa,
InpenCcraBJjideTCAd GﬂaPOHpMHTHHM. 29T0 MOXeT SHAYUMTEeJIBHO CHU3UTDH

MeTad®oJIM3M OOMIIEPUIOHA M YJIYUIMUTL eT'0 BMOOOCTYIIHOCTD.

DeTeprpoBaHre JeKapCTBEHHOTO CpeICcTBa YyBeJMuMBaeT IIepuon
[IOJIYBHIBEIeHUSS JIeKapCTBEeHHOTO CpelcTBa, UYTO II03BOJILAeT BBOIUTHL
OO3H He TakK dYacTo, a Takxe yiyumaeT (apMaKOKMHETHKY, T.e.,
abcopbuuio, pacnpenejeHre ¥ MeTadoJu3M. KUHEeTUMUEeCKUN W30TOIIHHM
sbpexT (KMD) U KUHETHMUECKUM M3O0TONHEM D20bekT mevTepusa (KU3IO)
IpUMEeHSIT OJIS BKJIOUEeHMS OelTepusa B JIeKapCTBeHHHE cpencTBa. Gant,
J. Med. Chem. (2014) 57, 3595-3611.

DerTepunt obpazyeT 0OoJiee YCTOMUMBEE CBSA3M C YIJIEPOIOM, UeM
BOOOPOI. B HEeKOTOPHX CJyUYasgx 3aMelleHVe OelTepreM MOXeT M3MEeHUTDH

MeTab®oJM3M JIEKAaPCTBEHHOTO CpencTBa. VI3MeHeHHEBN MeTaboJIU3M
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JIEKAPCTEBEHHOTO CpeICcTBa MOXeT [IPUHYMAThb pa3JnuyHbe bopmMeL,
HallpUMep, YIIy4dlleHHa g CTabUIIBHOCTE MeTaboJIUTOB, CHIXEeHME
oBpasoBaHMsa TOKCHUUHHX MeTadboJIMTOB W/WMiIM YyBeJMueHre o00pa30BaHUA
AKTUBHEIX MeTaboJIUTOB. [eTepUpOBaHHEE COEeOMHEHUS MOTYT MMEThb
YBEeJIMUeHHEN epmon [IOJIYBEHBEI€HU A u YBeJIMUEeHHOE CUCTEeMHOe
BO3OEMCTBME TIIO CPaBHEHUI C COOTBETCTBYKIMMM HeOelTepUpOoBaHHEMA
bopmMaMM. VYBeJIMUEHHEM I[I€PUMON IIOJIYBHBEIOEHUS M CHIKEHHEM MeTaboJM3M
MOTYT o0eCcrneunTs [IOBHIIEHHYIO 20bekTMBHOCTE, TOJIEPAHTHOCTE,
0e30IIaCHOCTb n yoodCcTBO, Tak UTo OoJiee HU3KME OO 3E
OeVTepUpOBaHHOM  QOpMEI MOTYT IaBaThk pPes3yJbTaTH, aHaJIOTUYHEE
pesyJsibTaram BoJiee BEICOKMX 0os HeIOeUTepUpOBaHHON bopMEL.
OeliTepUpoBaHHEE COeOMHEHNSA B LeJIOM COXPaHAnT Takyo xe
OUOXMMNUECKYK aKTUBHOCTL M CEJIeKTMBHOCTBL, UYTO M COOTBETCTBYIIMUE
HelelTepupoBaHHEE (GOpME. JoOoe BJIMSAHME 3aMelleHUd »OelTepueM Ha
MeTaboJMuecKue napaMeTpPEl CUJIBHO 3aBUCUT oT KOHKPETHEIX
MOJIEKYJIAPHEX IIOJIOXEHMY, B KOTOPHIX BONOPOL 3aMemaeTcsd LOelTepueM.
MeTabosauueckue 5ObeKTH 3aMelmeHud OeVTepueM He  SBJISATCH
OUEeBUIOHEIMM  MJIM I[IpelcKa3yeMbeMM Jaxe B COeOMHEeHUAX, VIMEIMMX
CXOOHHE XMMMUECKMEe CTPYKTYpel. Hamnopumep, B nOyoiukaumm CIHIA N
2009/0076010 onmcaH ofoTameHHBN neviTepueMm JIaMO TPUIXKNH,
IPOTUBOCYIOPOXHEM IperapaT. BBeleHMe OeMTepusa cCcocTaBJgeT oT 14%
no 100%, B 2aBUCMMOCTM OT IIOJIOXEHMS BOIOpPOIa, 3aMeHeHHOT'O Ha
neviTepui. MeTonu ofoTaleHrsa MOTYT OBTb CBS3aHE C [IPOTOHHHM
0oBMeHOM C IeuTepueM WM CHUHTE30M MOJIeKYJI M3 MCXOOHEIX BeNecCTB,
oBoTalleHHEIx nelTepueM. B nybamranmm CHA W 2009/0131485 omnmcalH
oBoTameHHEN oenTepueM nnpdeHnIoH, VHIUOUTOP NIpOooyUMpPOBaHN A
KoJIlareHa, OJOKMPYOMUM OpoJudepaluio (ubpobIacTOB M CTUMYJIALMIO B
OTBET Ha LUUTOKMHE, C KOTOPBM [IPOBOOWUIIM WMCCJIIeIOBaHUA JI€UEeHUH
HeVpodubpoMaTo3a, PacCesgHHOTO CKJIepo3a U IOpyTMX CBS3aHHEX C
dubpozsamm 3adojieBaHMM. B HelM oIMCaHH CHOCOOHE CHMHTEe3a M M30TOIIH,
a Takxe CIIOCOOH [IOBHIIEHW A BUOOOCTYIIHOCTHU u OO3UPOBaHUSA .
DeViTeprpoBaHHEM NUPOEHUIOH MMeeT Ieprol IIOJIyBHBeIleHMs oT 110% -
140% wam  ©OoJiee, B 3aBUCHMMOCTM OT CTeleHU IeUTepUupoBaHUL.
S0hekTUMBHOE KOJMUeCTBO KoJiebjilerca oT 80% pmo 40% wmMiIM MeHbIe IIO
CpaBHeHMID C HeIdeUTepMpOBaHHEIMM ¢opMaMm. B nybjaukaumm CIA N

2011/0160253 OonmcaH ofoTaleHHEN oeViTepueM TU3aHUIVH,
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BeH30THMAas0Jl, KOTOPHM MHOeMCTBYeT Kak alOHUCT O,—alpeHopellelnTopa,
OeCTBYIMNUM Ha LeHTpaJlbHOM YPOBHe, [IpUMeHIeMH IJIA JIeUeHUd
MBIIEeUHOM TUIIEPTOHUM ¥  MBIIEYHOM  CIIaCTUUYHOCTH, CBA3aHHOM C
paccesdaHHHEM CKJIEPO30M, IIOBPEeXIEeHUMEM CIIMHHOTO MO3Ta M T.H. OIMCaHH
Ccrioco®vl meMTeprpoBaHMA; oborameHue cocTabBjageT oT 52,5% mo 99,5%,
KpoMe TOT'O, OIMCaHH (QapMalleBTUUYECKME KOMIIO3ULMY, BOOPeKTUBHEE
KOJIMYeCcTBa M HO3H. B paborTe Harbeson and Tung, MECHEM NEWS No. 2
May 2014, 8-22 onomMcaHO, UYUTO 3aMelleHMe OeuTepreM MOXeT IIOBHCUTH

6es30IacHOCTL, 5S5bOeKTMBHOCTL M/WMIM [NePeHOCHMMOCTL TepaleBTUUYeCKOT'O

areHTa.
,HeﬁT EPVPOBaHHEIE JIEKapCTBEHHEE cpelCcTBa IIPVMMEH AJIV B
HEKJIIMHMYECKMX YCIIOBMAX n B KadeCTBe MeTaboJINUeCKUX "

bapMakKOKMHETUMUECKMX SOHOOB, HO HM OIMH M3 HUX He o0nmobpeH B
KaueCTBe TepalleBTUUECKOT'O IIpellapaTa IJsa 4YeJloBekKa. B 3aBUCHMOCTHU
OT TpebyeMEIXx IIOJIOXEeHUM  OeuTepupoBaHusa oOBMeH Ha D,O  MOXHO
IPOMBBOOUTE HENOCPEeOCTBEHHO B TOTOBHX JEeKapCTBEHHHX COeOMHEeHMAX
WM B peareHTax, KOTOPHE IIPMMEHAKTCH IOJS CHHTe3a JeKapCTBEHHEX
cpencTe. HenTepuir objlagjaeT HMU3KOM CUCTEMHOM TOKCHUYUHOCTBLI. B
KauecTBe MCXOOHOTO MaTepuala OJS BKJIOUEHUS IOeNTepusa  MOXHO
IpUMEeHATL Tas3 JerTepusa. MoxHO OHCTPO BBEeCTM IeWTepul IIpu
KaTaJlUuTUUeCKOM IeNTepUpPOBaHUM OJIeQMHOBHX U alleTHUJIEHOBEIX CBA3el.
MeTaJlsIMueCcKMe KaTaJlM3aTOpH, TakMe kak Pd, Pt m Rh, B OpuCcyTCTBUU
Taza OeuTepusa MOXHO IMPMMEeHSATH IJIS HelNoCPeICTBEeHHOTO ofOMeHa
BOOOpOIa Ha OelTepuM B  O(OYHKIMOHAJLHEIX  TIPyIlax, comepxammux
YTJIEBOOOPOIH . IDeViTepUpOBaHHEE pPereHTH u CUHTeTHUUeCKH e
CTPOUTEJIbHEE OJIOKM ABJIANTCS KOMMEpUeCcKM IJOCTYIHBMM. dopMa H
pasMep MOJIEKYJIH B OeVTeprMpPOBaHHOM WM HeIeWTepUMpPOBaHHOM dopMme
OUeHb IIOXOXM. He3HauMTeJIbHEEe WM3MeHeHUS (QU3NUeCKMX CBOMCTB B
YaCTUUYHO WMJIM IIOJIHOCTBI HOEeMTepUPOBAHHHX COENMHEHUAX 3BaKJInJYalTCd B
CHMXEHUM THIPOoOOoBHOCTM, YMEHLBIEeHMM KUCJIOTHOCTM KapOOHOBHX KUCJIOT
“ GOeHOJIOB M IIOBHIIEHUM OCHOBHOCTM aMMHOB, HO OOJIBIMHCTBO M3 D2THUX
HeBOJIbINX pasImMun OKas3HBaT He3HauuTeJIbHoe BJIMAHUKE Ha
BUOXUMUUECKYK aKTUBHOCTL WMJIM LeJIeBYKHD CeJIEKTMBHOCTL. CBA3HBaKIUE
M30TONHEE 20PeKTH XOPOoWO M3BECTHHE M MOTYT BHECTU IIOJIOXUTEJILHBIM

WIM OTPULATEJILHHEM BKJIAL B M3MEPSEMHl M3O0TOINHEM 20bekT menTepus.
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Taxkxe IIpM W3MEeHeHMM COOTHONMEHMS MeTabOJIMTOB CHWXAKRTCH  TEMIIH
MeTaboJIMaMa U IIepekJioueHue MeTabosm3Ma. V3MeHeHMS B BO3OeMCTBUU
JIEKapCTBEHHOTO CpencTBa U MeTaboJIMTOB Ha UYeJIOBEKa MOTYT WMMETHb
[IOCJIeNCTBUA IJA OQapMaKOOIMHAMMKM, I[IEPEHOCHMOCTM U 5OOEeKTUBHOCTHU
IeMTepMpOBaAHHOTO JIeKapCTBEHHOTO CpelcTBa. elTepuMpOoBaHME CHWKAET
oBpa30BaHMe HeXeJIaTEJIBHEX WM TOKCUUYHHX MeTaboJIMTOB, a TakKxXe
yBeJIn4YMBaeT oBpa3oBaHue TpedyeMBIxX MeTabOoJIUTOB. [TprMepoM
[TOJIOXU T €JIE HEIX 50beKTOB MeTaboJIMUeCKOT'O coeura ABJISETCSH
OeVTepMPOBAHHEIM HeBUpalMH, »OJIS KOTOPOTOo HabdjomaJloCk YMeHbIeHM e
YacTOTH M TSKEeCTM CHIM, ¥ IeMTepMpOBaHHHEe 20aBUpPeHl], MWHAOMJIOH U
omouMHakaTMUb, IJI4 KaXOOoI'0 M3 KOTOPHX HaOIOIaJIOChk CHWXEHMEe I[MOOOUHHX
20beKTOB C IIOBEIIEHHOM 20PEeKTUBHOCTLIO B MOIIeJin N KPEIC.
OeVTepupoBaHHEM podekorcud, TakKke MIBECTHHM kak BDD-11602, wumel
VIYUIeHHE  dapMakKOKMHETUUECKUM HOpoduJib B MOIEJM YV  KPHEC TIIO
CpaBHEHMID C HeIeMTepUMPOBAHHHM  podeKoKCUOOM. OeTepnpoBaHHBN
TeJlallpeBUPr, MHIUOUTOP BUpycHoM NS3-4A mnOpoTeas3w Tenatura C,
IPOIEeMOHCTPpUPOBaJl 13%—-HOoe YyBeJIMUeHMEe CKOPOCTM DIMMepu3aluy, IIpu
STOM BJIMAHME Ha I[IPOTHUBOBUPYCHYI aKTMBHOCTL OBJIO HEe3HaAUUTEJIbLHEM.
BausHue nelTepPUpOBaHUS Ha MeTaboJMueCcKUm IpodUIIb JII0B60TO
KOHKPEeTHOTO JeKapCTBEHHOT'O CpeICcTBa He IpenckasyeMH, XOTd eCThb
[IOTEeHIMaJl oJis [IOBEIIEHU I fe30mIacHOCTH, [IepPEeHOCUMOCTH,
S0DPEKTUBHOCTU U OO3UPOBKU.

OOHMM M3 CIOCOO0OB CHWXEeHMSA MeTaboJiM3Ma OOMIepMIOHa SABJIAETCH
BBeleHMe IOeMTepPUMPOBAHHOM QOPMEH IOOMIIepPMIOHa. HeboJsibmas MoOJIeKyJa B
OeMTepMpOBaHHOM dopMe XapaKTepus3yeTcsa YBeJIMUEeHHOM  3aldepXKoi,
TakMM oO6pa3oM, ee MeTaboJM3M CHMXAEeTCd, UYTO I[I0O3BOJIAET BBOIUTH
foJiee HUBKYID OO3Y IPM OOCTWXEHUM ToM Xe 20pOeKTMBHOCTM, UTO U IJ4
BoJiee BEICOKOM IOO3H, HO tes KapOMUoJIOTUUe CKUX CHYIMIITOMOB .
OoMIIepMIOH MHTEHCHMBHO MeTaboJIM3UpyeTCcsa, TaK UuTo »OelTepupoBaHUe
3aMeJigeT MeTab®oJIM3M Ha KIKUEeBHX ydYacTkax M OyTax MeTaboJu3Mma, B
pe3yJbTaTe UYero IIoBHmMaeTcsda 20PeKTMBHOCTL C 0OoJiee HUMBKOWM OO30M.
370 mnokazaHo Ha ¢our. 1A m 1B, oONIMCaHHHX HMWXe, TI'JIe ILJIOMaIdb IO
KpUBOM MMeeT OoJibllee 3HaueHMe OJIS IeVTepUpPOBAHHHX COeIMHEeHUM. B
Tabamie 1, OIIMCAaHHOM HIXE , rIokasaHo CHUXeHUe obpasoBaHuUA
MeTaboJIMTOB IOJIA COoeIMHeHMS 2 B TeueHre 60 MMHYT.

CoenmmuHeHve 1 HWXe I[IOKas3HBaeT oO0mMyln IelMTeprMpOoBaHHYI GOpMY
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OOMIIepPUOOHA, roe R HeszaBucuMo=H wmiam D, uyTOo ofeclneuuBaer
npucyTcTBrMe oT 1 pmo 10 aToMOB IeWTepusa. Bes oT'paHUUEHUM MOXHO
IpUMEeHATEL JioOhe IIepeCTaHOBKM OeMTepMPOBAaHHEIX IIOJIOXeHUM. Haumbojiee
3HAUMMEBEIMM TIOJIOKEHUAMM IJIS IOeNTepUpoBaHMS SABJATCA OpelcTaBJIeHHBe
apoMaTHuuecKye COoeIMHEeHMS UM MeTWJIeH aJIKMJI-JIMHKepa ajlbda C aToMOM
azoTa IUIEPUOVHOBOTO KOJIblla . [TepBUYHEE TUOPOKCUIIMPOBAaHHHE
MeTab®oJMTE HaxXxoOATCS B STOM apoMaTHMUeCKOM KOJIblle, U IIPUCYTCTBUE
nenTepus yMeHbIlaeT CKOpPOCTb obpasoBaHMUA 2TUX  MeTaboJMTOB.
MeTaboJMuecKkuyl IOIyTb OealJIKMIMPOBaHMA  3alelicTBYyeT D2TuU  ajlbda-
IIPOTOHH yepes MeXaHU3M DIMMMHA LA N-okcuma; oenTepun
SIVIMUHUPY ETCH MenJIeHHee, TeM CaMBIM 3aMenJIAasd 2TOT oIyThb
MeTaboJdM3Ma. B OODHOM BapMaHTe peajM3allMM HaCTOAMeIo M300peTeHMA
neTepMpOBaHHEe COeOMHEeHUS 1 T[IPpUMMEeHSIT ¥W/WMIM I[IoJIydalnT Tak, Kak
ONMCaHO B HaCTOAmMeM IOKYMEHTE.

OoMIIeprIOH MOXHO HOeMTepupoBaThL B JiOOOM IIOJIOXEHUU, roe
HaxoIUTCSA BOIOPOL. HelTepupoBaHME apoMaTUMUYeCKMX aToMoB H B
He3aMelleHHOM apoMaTMUeCKOM KOJIbIle COeOMHeHUS 2 »HaeT OOMIIEPUIOH-—
dy. IomoJIHUTeJNbHOEe IelTepupoBaHMe H B omHOM MM Oojiee MeTUJIEHOBHX
IIOJIOXEHMSAX B CBS3LHBaAIEY IPONMJILHOM TPYIIIe HaeT CcoelIuHeHue 3
OOMIIepPUIOOH-dg WM »OoMIepuIoH-dg (He TIoKa3aHO) WM CcoeldMHeHue b
ooMIIepumoH-d;o. TakKxke MOXHO IelTepupoBaTs H B oOHOM WM 0OoJiee
METUJIEHOBEIX IIOJIOXEHMAX, IIPM DTOM CcOXpaHagd H B apoMaTHUUueCKUX
IOJIOXEeHMAX . Hanpumep, IeVTepupoBaHmMe H B OOHOM MeTUIJIEHOBOMU
TpyIle »DaeT coelIuHeHMe 4 pomoepunoH-d,, »OelTepupoBaHMe H B OBYX
MeTHUIIeHOBEIX TpyInax naeT OOMIIEPUIOOH—dy (ne IokKasaHo), u
oenTeprpoBaHue H BO BCEex Tpex  MEeTUJIEHOBEHX Tpymnax oaeT
coenMHeHMe 6 IOoMIepuIoH-dg.

B oOIHOM BapMaHTe pealM3allMM HaCTOAmeTro Mu300peTeHMS BBOOAT
Jtoe M3 coeluHeHMN 2, 3 wu/uwam 4. Joboe M3 coemnMHeHuyr 2, 3 u 4
CHMXaeT CKOPOCTL MeTaboJM3Ma M ABJISEeTCS NIPeOloUTUTEeJIbHBIM.

VcxoOHHEe MaTepMaJll C IelTepueM TOJBKO Ha ajlbba-MeTujeHe
OpencTaBJgoTCcsa 0OoJjlee IOOPOTOCTOAMMMKY ¥ MeHee IOOCTYIIHBMM, UeM
MaTepMraJikl, B KOTOPHX NPONMJILHAaA TpPYyIla II0JHOCTLI IOelTepupoBaHa.

B OOHOM BapuaHTe peaan3aluum HacTOAmMeTro n300peTeHnsd
IPUMEHSIT COoeIMHeHMe 2, ¥ OHO ABJIAeTCH NPenOlouTUTeJIbHBM.

B OIOHOM BapMmaHTe peallMmsalurn HacToAdmeIro MSO@peTeHMH
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IIPVMMEHAIT COeIMHEeHNMEe 5, M OHO ABJIAE€TCHA IIpeldllIOUTUTEeJIEHEM.

B OIOHOM BapMmaHTe peallMmsaurn HacToAdmeIro MSO@peTeHMH
IIPVMMEHAIT COeIMHEeHNMEe 6, M OHO ABJIAE€TCHA IIpeldllIOUTMTEeJIEHEM .

B OIOHOM BapMmaHTe peallmsaurm HacToAdmeIro MSO@peTeHMH

IIPVMMEHAIT COeIMHEHMA 2, 5u 6, M OHUM ABJIAKRTCA IIPpeldlIOUTUTEJIEHBEIMUA .

B OIoHOM BapuaHTe peaan3aumum IPUMEHSIOT coeIMHeHUd,
comepxamye oT 1 OO 8 aTOMOB IeTepusd B LUKJIOTeKCUIJIaMMHe, Takue

Kak coeIMHeHMe 13.
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Ha cxeme 1 mnokas3aH oOMUM CHMHTe3 J4 TIOJYyUeHUS pPasJIMUHBX
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IeMTepMPOBAHHEIX OOMIIEPUMIOHOBEX COeIMHEeHUMM, B IlLeJioM 0003HaueHHHX
Kak coenmuHeHue 1. CHMHTe3 OCHOBaH Ha HeOeMTepMPOBAHHOM aHaJiore U3
naTeHTa CIIA N 4067772 Ha wmMa Vandenberk. B manHdHoM crnocobe 1,2-
IVMaMMHOOEH?30JI, 3aMemeHHEM 0-4 aToMaMM JIelTepusd B apoMaTUUeCKOM
KOJIblle SABJISETCS MCXOOHEM CcoeIMHeHMeM. VIMUOHBEM LIMKJI 3aMHEKailoT C
[IPMMEeHEeHNEM DTUIIXJIOpbopMMaTa MJIN OIpYyTUX OO OHHX
PEeaKUMOHHOCIIO COOHBIX KapOOHMIIb HEIX CoOenMHEeHUM B MNOOXOOAmeM
pacTBOpUTeEJe, TakoM Kak, HO He OoTrpaHMuMBasACb UMM, 20UpP, Takou
Kak TeTparuagpodypaH (Tr'o), TaJIOTeHy TJIEPOIHL, TakKue Kak
OUXJIOPMETAH, KEeTOHH, TakKue KaK alleTOH, YIJIEBOOOPOHE, TaKMe Kak
rerTay, n aMMIOEL, Takue Kak N, N-oumeTHiipopMaMmun (IMOA) .
CoenmuHeHMe 8 3aTeM MOHO3alUIA0T COOTBETCTRYKIEN 3aMMUTHOM
TPYIIIoN, TakoM = Kak, HO He OTpaHnuMBasgCh UMM, kapBaMaTsl,
CyJibQOHaMMOE U  BUHWMIIOBEE  AJIKWUJIHL. 3aTeM BTOPOM aToM asoTa
oaBepralT B3auMOOeMCcTBMIO C 1, 3-0MOYHKUMOHAJLHEM IIPOM3BOIHEM
nponmia, colepxammuMm oT 0 mo 6 aToOMOB meuTepus. OyHKUMOHAJILHAaSA
TpyIlla MOXeT He3aBUCKUMO IpencTaBJaTe cobon rajored (Br, Cl1, I),
TUIPOKCUII MJIM I[OOXOOAyHD YXONOAMYI TIPYINYy, TaKyln KakK To3ujlaT WK
Me3uJIaT. B OpednouTUMTeJIbHOM BapMaHTe peajM3aluy »OBe YyKa3aHHBe
TpynnH ouddpepeHuupyioTca. OcTaBmasgcd yxXoIdmasa Tpylna X COeOIMHEeHUS
10 MOXeT OBITH HeoOd3aTeJIbLHO 3aMeHeHa Ha DoJiee
PEeaKLUMOHHOCIOCODHOEe CcoelIMHeHMe, HalpuMep, ecJqu X TIOIpelCTaBJIgeT
coboM XJIOPUIO, YKABAHHBEM XJIOPMI MOXHO B3aMeHUTL WMOOMIOM WJIM, eCJIU
X TIpemcTaBJisgeT cobo¥  To3mJIaT, YKAa3aHHHM & TOo3MJIaT MOXeT OHTb
3aMeHeH Ha TpudTopMeTaHCcyJabkdoHAT (TpudJaT). 3aMTHYKO Tpyrmny P
TakKXe MOXHO yIOaJlMTh Ha 2TOM BTale.

3arTeM IIPOMEXYTOUHOE coegmMHeHne 10 MIIN 12 nomBepramnT
B3auUMMOIEeNCTBUID C coeduHeHueM 14, npuMeHasa Judo OCHOBHYID, JMbOO
IPpYyTyR TOOXOOAMYKR MOpolLenypy coueTaHuda. CoeluHeHre 14 T1oJIydamnT
IpM IIOMOmMM  CIIOCOBORE, M3BECTHHX B OaHHOM 00JacTM TeXHUKHU.
YoaJjleHMe 3allMTHOM TpPYyNNH obecheunMBaeT TpebyeMoe OelTepHpoBaHHOe
IIPOM3BOIHOE HOOMIepMIoHa 1. B kadecTBe aJIbTEPHATHBE, 3allUTHY
TPpyHnly P MOXHO YyIaJlMTh IO AaJIKMJIMPOBAHMSA IIPWM IIOMOMM COEOMHEHWUS
14. Bce coeIMHEHMSI IIOJIyUaloT B COOTBETCTBUM C 2TOM OOmel cxeMoM C
IpuMeHeHMEeM COOTBETCTBEHHO 3aMelleHHHX »OeMTepUMPOBaHHBX MCXOIHHX

MaTeprajloB.
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CuHTes COeOVMHEeHNn 13 cJenyer M3BECTHEM criocobaM  OJd
HeIeTepupoBaHHOTO MaTepuasa, HO HauMHaAeTCHd C IeVTepUupOoBaHHOTO
IIPOM3BOIHOTO 4-aMMHONUIIEPUIMHA .

Cxema 1: O0OmWMM CHMHTE3 OelTepMPOBAHHOTO IOOMIEpMIOHAa
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Ha ¢mur. 1 noxasaH TaKOM CHIMWKEHHBEM MeTa®oJiM3M, KOoTda IIJIomanb
IOO KPMBOM YPOBHEM IepopalJibHOTO BBOAMMOT'O IOMIEPMIOHAa B ILJla3Me y
KpHIC MMeeT OoOJibllee 3HaueHMe IJId IOeMTepUMPOBaHHHEX COelOMHEeHUN
OOMIIEPUAOHa 2 ¥ 6 IO CpaBHEHUI C HeleMTepMPOBaAHHEM IOMIIEPUIOHOM.
B OpuBeneHHOM HWke Tabiulle TOKasz3aHO CHWXeHHOe of0pasoBaHUe
MeTabOJIMTORB B TeNaToluMTax UYeJloBeKa MOJIS COeIMHEeHUM IOMIIepuIoHa 2
M 6 B TedeHrMe 60 MMHYT TIO CPaBHeHMI C HeJlelTepUpPOBaHHHM
OIOMIIEPUIOHOM.

TABJIMIA 1: IIpoueHT oOpa3oBaHMsa MeTaboJIMTOB B IelaToluuTax

JeJIOBeKa
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Obpasel % OKMCIUTEJIbBHOTO 3% CYJbOUPOBAHHOTO
MeTabosmTa MeTaboanTa
OomnepunoH, 0 MMH 0,08 0
OomnepunoH, 30 MMH 2,64 0,23
OomnepunoH, 60 MmMH 3,79 0,37
CoemuHenue 2, 0 MMH 0 0
Coenunenue 2, 30 MuH 0,15 0,01
Coenunenue 2, 60 MuH 0,21 0,02
CoenuHeHue 6, 0 MMH 0,03 0
CoenuHenue 6, 30 MuUH 1,42 0,13
CoenuHeHue 6, 60 MuUH 1,91 0,22

JpoyrMM CIOCODOOM CHMXeHMA MeTabojM3Ma OOMIIEPMIOOHAa ABJIAETCHA
BBelleHMe IIpellapaTa CyOJIMHIBaAJIBHO, Tak, YTO AaKTUBHHI  aT'eHT
HeMeOJIEHHO OOCTYIIEH B cucTeMe KpoBOOOpalmeHna u 00XOOUT
NIMmeBapnUTeJIbEHYIO CUCTeMY, roe IIPOUCKOIONUT MeTabOoJIM3M.
CyBIIMHIBaJIEHYIO bopmy ooMIlepMuIOoHa VI OelTeppPOBaAHHOTO
OOMIIEPMIOOHA, IIPUIOTOBJIEHHYI B BuUIe TabJeTKM, ILJIEHKM WM IPpyToTo
IOOXOOAmeIo CcocTaBa, MOXHO BBOOUTEL IIpu O0o0Jiee HM3KOM IO3€e IO
CpaBHEHUIO C I[epopallbHOM (GOPpMOM, HO C OOCTMXEHMEM COIIOCTaBUMOM
sppexrTUBHOCTM. Bilaromaps cBoeM QapMakKoOKMHeTUKe, ocoBeHHO ti/o,
pK., log P m Ky, IOOMIEpPMIOOH XOPOWO IOAXOOUT IOJIS CyOJIMHIBAJBHOTO
BBEeOEHUA.

OJpyIMM CIOCODOM CHMXEeHMA MeTaboJM3Ma OOMIEPUIOOHa 4ABJIAeTCA
BBeIdeHMe aKTMBHOTO BemecTBa B dopMe dYacTuUl, C yYBeJIUMUEHHOU
IJomanbild I[IOBEPXHOCTM. HamnpuMep, OOMIEPUIOH WM OeUTepUpOBaHHLN
OOMIIEPMIOH MOXHO IIPUTOTOBUTL B BMIE MUKPOUYACTHUI MM HAHOUACTUIL.

V3 BuodpapMalleBTUUECKOM KJaccCUOMKaAUMOHHOM cucTeMe (BKC) uM3BeCTHO,

uTo JIEKapCTBEHHEE cCpencCTBa RJIaCcCa 1T obJjiamamnT BHICOKOM
IIPOHMLIIaeMOCTEIO u HU3KOMU pPacTBROPVMMOCTEIO, Takr gTo nx
OMOOOCTYIIHOCTE OT'paHM4YeHa nx CKOPOCTERIO COJIEBaTalll. B STOM

BapMaHTe peajJM3aluM HaCTOdmeIo M300peTeHMda MHUKpodacTMUlla MU
HaHovacTHlla MJIM IPYTOM COCTaB C YBEJIMUEHHOM IUIOmalbl IOBEPXHOCTH
yBeJIMUMBaeT OMOOOCTYIIHOCTD 3a cuerT YBeJIMUeHU S CKOPOCTHU
coJlbBaTaluMM M eTOo MOXHO BBOIUTL INIpM 0o0Jiee HMU3KOM »o3e, uUeM
bopmy, BBOIVMMYW TepOopalibHO, HO C CONOCTaBMMOM 3bbeKTHMBHOCTLI.

HpeHCTaBHHeTCH OUEeBVMIHEM, 4To IJIA OpyI'nx COCTaBOB MOXHO
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IIOJIYYUMTDE [IOoOOOHHE MJin TakKNre Xxe Pe3yJIETaTHI, HallprMep, Ipn

IIPVMMEHEHVIM COCTaka IOJIA pPacCIllBJIeHMA, IIOPOoIKa, TOHKOWM IIJIEHKM U T.

., u c pYMeHeHVEM TIOMITEPUIOHA VI IeVTepPVPOBAHHOTO
IIOMIIEPUIOHA .
[lpencraBiageTCH OUEeBUIIHEIM, YTo BapVaHTH peanmsaunmu

HaCTOoAmeIr o MSO@peTeHMH MOXHO IIPVMMEHATE B KOM@MHaHMM. B kauecTBe
OIOHOI'O IIprMepa IJOMIIEPMIOOH B BlUIIe MMKPOUYaCTHUI] WMJin HaHOYaCTUII
MOXHO HaHOCHUTB Ha TOHRYK IIJIeHRY WJIN BBOIVTHB Cy@ﬂMHPBaHbHO. B
KadeCTBe IpyITroro IIpmMepa, HeﬁTepMpOBaHHyD @opmy IOJOMIIEPMIOOHa
MOXHO TIIPUMI'OTOBMTE B BMIEe MUKPOUACTMIE WMJIM HaAHOWaACTHMIE M MOXHO B
HeKOTOPEIX BapMMaHTax peayimsalunm HaCTodmeIr o MBO@peTeHMﬂ BBOINMTDBH
Cy@HMHPBaHbHO, HallprMep, B TOHKOM ITIJIeHKe WJin Ha Heﬁ, B BlUIOe
copes M T. O. B 3TUX OpMMepax COCTaBOB HOO3a HOOMIEPUIOHA MOXET
OLITh IOIOJIHUTeJILHO YMeHLIIeHa iaromaps ero [IOBEIIEHHOM
BUMONOCTYIIHOCTM ¥ CHMXEHMIO MeTaboJM3Ma .

Cienyomue npernapaTsl U COCTaBEl  MOXHO [IPVMEHSATH 0Jis
IeNTepPUPOBaHHEX MM HeOelTepUPOBAaHHEX (GOPM IOMIEPUIOHA .

HaHouacTUUE MOTYT OHTL [IPUIOTOBJIEHH IPM IIOMOIM CYXOTO

M3MeJIbUYeHMAd WJIM MOKPOI'O M3MeJIbUeHMA. HpMMepH criocoboB CyXoTro

M3MeJIbUeHMsa — BKJIOUAT  Takue, KOTOPHE  ONMCaHEl B  IIAaTEHTHHX
nyoankaiuax CIIA N 2013/0209569, 2010/0092563, 2014/0287039,
2014/0200276, 2014/0194487, 2014/0255494, 2013/0243854,
2014/0248359, 2014/0256781, 2014/0302127, 2014/019395,

2014/0220121, 2012/0135048, 2014/0326812, 2009/0028948 u B
nmaTeHTax CIIA N 9,089,471; 9,095,49¢6; 9,180,090; 9,173,854;
9,017,721; 8,679,544; 8,999,387; 8,734,847; 8,992,982;
9,180,096; 9,186,328; 8,735,450 u 8,808,751. IlpuMepHHN OIpPOLECC
MOKPOTO M3MeJIbueHMSS oIMcaH B ImnaTteHTe CIA N 9,107,287. Jobom us
STUX COCTAaBOB, BKJKUYas, HO He OTpaHMUMBASACL MMM, TOHKME IIJIeHKH,
TabJjieTKM, CIpeu, PacTBOPH ¥ T. O., BKJIOUaeT CYOJIMHI'BAJBHYIO
JIEKapCTBEHHYKD QOpMYy .

Kax IeTepUpOBaHHEE, Tak u HeIeUTepUupOBaHHHEe dbopme
OOMIIEPMIOOHA MOXHO BBOIUTEL UYepe3s KOXy, T. €. TpaHCOepMaJlbHO.
Abcopbluusa dYepe3 KOXY, Takxke HasbBaeMas UPeCKOXHOM OOCTaBKOM,
TpaHCOepMaJIbHOM HOOCTAaBKOM WM IepMaJIbHOM HOOCTaBKOM, IIE€PEHOCUT

IJOMIIEPMIOOH C BHelHeM SHMHepMaﬂbHOﬁ IIOBEPXHOCTM KaK B KOXYy, TaK U
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B CUCTEMHY LHUPKYJIALND. SnuepMaJibHas  IIOBEPXHOCTH ABJISETCSH
OCHOBHEIM IIyTeM abdcopbuuy OpM TpaHCcIepMaJlbHOM IOCTaBKe, XOTH
HeDOoJBIIOe KOJMUECTBO al'eHTa TaKXe MOXeT OBTH IIepeHeCeHO uUepes
BOJIOCSHEIE QOJIIIMKYJIHL  WMJIN KeJIe3H. C SONMIepMalibHOM MCXOOHOM
NOBEPXHOCTU aT'eHT I[IPOXOOUT Uepe3 CeMb SBIOUOepPMaJIbHEX CJIOeB OO
TOTO, KaK IIoIacThk B IOepMy, M3 KOTOPOM aTleHT BXOIUT B CHUCTEMY
KpOBOOOpalleHU A n/Uiam JINMbaTUUECKYIO CUCTEMY . PoroBon cJion
ABJISETCSH CaMBIM HapyXHBIM WMJIM I[IOBEPXHOCTHEIM CJIOEM KOXM M HABJISETCSH
OT'pPaHMUMBAKIMM CKOPOCTE OapbepoM IJIS I[IPOHMKHOBEHMS  BHEIHETO
areHTa, OB TOMY CKOPOCTH IPOXOXIEeHUA yepes pPOTOBOM cJion
onpepesigeT ofmyi adcopdbumio. OCHOBHEMM KOMIIOHEHTaAMM POTOBOTO CJIOL
ABJIARTCA JIUINOQUIILHEE COEeOVMHEHUSA XOJIeCTEepPUH, SQUPE XoJIeCTeprHa U
nepaMmuaul. ATeHTH C OoJiblleM pPacTBOPMMOCTBIO B JMIOMIAX, TakKuUM
obpasoM, OHICTpee MNPOHMKAKT B POTOBOM CJIOM M OOCTUIAKT CHUCTEMHOTO
BO3OEMCTBMSA IIO CPaBHEHMI0O C aTreHTOM C MeHbIleV pPacTBOPUMOCTLIO B
IunmMuoax, oOHakKo OOJIBIMMHCTBO BCexX al'eHTOB B HEKOTOPOM CTelleHU
IPOHUKAKT B POTOBOM CJIOM. PacTBOPMMOCTL MOOMIEpMIOHa CBA3aHa C
ero pH; pommepumoH - cJjaboe ocHoBaHue, pK, 7,89, C oOI'paHMUeHHOM
PacTBOPUMMOCTRIO B BOIe C OTHOIMEHMeM JIMOMIOB K Bome 3,90.

300poBbLE n LIeJIOCTHOCTE POTOBOTO CJIoA BJIM AT Ha
IIPOHMKHOBEHMEe aTreHTa. Hampumep, aTeHTH, TakvMe KakK  CWUJIbHHEE
KMCJIOTE, KOTOPEE IIOBPEeXIalT WMJIM HapylialnT CcOoCTakB POTOBOTO CJIO4,
OBICTPO abcopbupyrnTCcH. [IToBpexneHrMe KOXM  OXOI'aMWy, ccalViHaMu,
paHaMmM M BO0JIe3HAMM ~ TaKxe BJIMAEeT Ha abcopbuuio. HexkoTopte
pacTeRoOpUTENIN, HalpVUMep, OVME TUJICYJIE QOKCUT (IMCO) , yBeIMYMBa©OT
MIPOHULIAEMOCTE POTOBOTO cJio4d, OeMCcTBY A Kak HOCUTEN, UTo
o0ycJlaBJIMBaeT MX IIpUMeHeHMe B KauecTBe YCUJIMTeJleM IPOHMKHOBEHM.
HexoTopre [IOBEPXHOCTHO-aKTMBHEE BeMeCcTRBa, HalpuMep,
JaypuicyibsodaT HaTpu4, YCUIIMB AT MIPOHUKHOBEHUE B KOXY
BOIOPACTBOPMMHEX Aal'eHTOB, BO3MOXHO, IIPM IIOBHIIEHVM IIPOHUIIAEMOCTHU
BOIE Uepe3 KOXY.

TpaHcOepMallbHYy® OOCTAaBKY MOXHO OCYMEeCTBJIATE IYyTeM MeCTHOT'O
BBeleHUd, BOS3IEMCTBUSL OKpyXaomel cpenun M/WiIM MHBeKIUM. ABCopdlmd
yepes KOXY 3aBUCHUT OT (QaKTOpOB cCcaMoT'o areHTa, BKJWOUasg, HO He
OTpPaHMYMBafACh VIMU , KOHIIEHTpAalno, MOJIEKYJIIAPHYIO Maccy "

J'H/IHO(]_)I/IJ'H::HOCTI::/I‘I/I,JIpO(l)I/IJ'H::HOCTb mJin PacTBOPVMMOCTE, HO Takrxe oT
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IPOOOJIXUTEJILHOCTHU KOHTakKTa, dr3UUIeCcKoTO COCTOAHUSA KOXU,
momBepranimencs BOBIEVCTBUIO [IOBEPXHOCTU un HaJIMuMeM W
OTCYTCTBMEM BOJIOCAHEIX  OQOJIIMKYJIOB Ha  yKas3aHHOM IIOBEpPXHOCTHU.
Hanpumep, abcopbumsa areHTa C  PAa3JIMUHHX  [IOBEPXHOCTEM  KOXU
IPOUCXOOUT IO CJenoyomer cxeMe, OT caMoy OBCTpoM OO caMou
MeOJIeHHOM : MOMOHKa > Jio® > ODOIMBIIKA > CKaJbIl > CIMHa > XUMBOT >
JIAOOHL /HMKHA A [IOBEPXHOCTD CTYTIIHU mon IIOBEPXHOCTHLIO n3-3a
KepaTHHU3UPOBAHHOTO, CTPaTUPULMPOBAHHOTO YemynMyaToKIJIe TOUHOTO
CJIOS POTOBOTO CJIOL, KOTOPHM CJAYXUT IJS [OIPeOOTBPAalleHUI IIO0Tepu
BOOE M3 OCHOBHEIX TKaHeM.

OepManlbHOEe HaHeCeHMe  IOOMIIEPMIOHa MOXeT IIO3BOJMUTH 0DoJiee
JIOKAJIMB0BAHHYK TepalMio M MOXEeT II03BOJUTL M30eXaThb II€UeHOUHOTO
MeTaboJdM3Ma I[IepBOT0 MNPOXOXIOEHMS MJIM CBEeCTM €TI0 K MMHUMMYyMY. TaKuM
obpasoM, »OepMaJlbHOe BBeIOeHMe MOXeT II0O3BOJIMTEL I[OJYUMTH OoJee
BHICOKME CUCTEeMHHE KOHIeHTpaluuu. COCTaBH OJI4 IOepMaJIbHOT'O BEEIOEHUA
BRJIOUAIT IIJIACTHPM, JIOCBOHH, JIMHMMEHTH, Ma3M, HACTOWKMU, KpPEMH,
[IOPOIKM, anpo30JH, Tem M T. O. IacTelpM MOTYT  OHTB C
KOHTPOJIMPYEMEIM BHCBOOOXIESHMEM M MOI'YT IOIYCKAaTh BHCBOOOXIEHUE
IOMIIEPUMIOOHAa B TeueHMe 7 @OHeM B OIDHOM BapMaHTe peaJM3alluu
HacTosamero M300peTeHUs. [IJTJacTHPM MOTYT  COIOEePXaThb  YCUJIUTEJb
IIPOHMKHOBEHMUSI, KOTOPHM MOXeT OOJIeTUMTL IOCTaBKY WM B HEKOTOPHX
ciayduasax ObTh BaXHBM OJIS BBeIeHMSA. B TpaHcOepMaJlbHOM ILJIaCTHpPE
IOOMIIEPUIOOH WMJIM IMIpoJieKapCTBeHHasa dopMa IOMIEepUMIOoHa IIPUCYTCTBYeT B
BUIEe CBOOOOHOTO OCHOBaHUSA U/WMJIM COJIM.

KomuecTBO IOOMIIePUOOHA, KOTOpOe abcopbupyercs Ipu
TpaHCOepMaJlbHOM HaHeCeHMUM, MOXHO M3MepUThL OIPAMO WJIM KOCBEHHO C
IpuMeHeHUeM CIoCcOOO0B, MBBECTHHX B HOaHHOM o00JlacTyM U OIMCAaHHHX
Hmxe. Jaxe IOpM MCCJIeOOBAHUAX 1n VIVo pas3jiMuMsg MexOoy pPasHBMU
COeIMHEHUSAMM  MOTYT OBITE 3aMeTHEMHA . Bojee  TOTO, pas3JIMyHbEe
ONMCAaHHHE BHIIE COCTABH MOTYT BJIMATL Ha KOHIEHTpaluM BBeIeHHOTO
coemvHeHusa. IlpaMoe M3MepeHMe KOHIUEeHTpaluM MOXHO IIPOBOIOMTL IIPU
IIOMOMM MEeTOHNOB 1In VIiVO, HEeNOCPeICTBEeHHO HAHOCS IOMIEPMIOH Ha
KOXY UM M3Mepdas IOOMIEPMIOH B KPOBM M MOoUe B 3alaHHOe BpeMs, 3aTeM
pe3yJbTaTH BHBOIOAT Ha TI'padMk M U3MepdoT ILJomanbk I[IOO KPpUMBOM
(AUC) . MoxHO TaxKxe [IPVMEHATH MeTOIEL ex vivo, IIOCKOJIBEKY

IIPOHMLIIaeMOCThb POTOBOTO CJIOA SHAUMTEJIEHO He WM3MeHAeTCH, KOoIr'oa
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KOXa akKKypaTHO Vy@IaJjleHa. VM3BeCTHH KaMepHHE MWCCJIeOOBaHUA C JIOOHM
CoOCTaBOM IoOMIepuIoHa (HaOpuMep, IIJIEHOK, IJIaCTHpeM, JIOCLOHOB M
T.O., CM., Hamopumep, Basu, IRJP 3 (2012)134-45; Madishetti et
al. Daru 18 (2010) 221-29; Khan et al. Bull. Pharm. Res. 2
(2012) 15-21), KOTOPHM HaHOCWUJIN Ha OIIHY MIOBEPXHOCTD
M30JIMPOBaAaHHOTO OOpa3lla KOXM, I[IPM 3TOM M3BEeCTHa eI'0 KOHIeHTpalWsd,
u3MepeHHasa Ha IpyToM TIIOBEPXHOCTM TOTO Xe ofbpaslla, HalpuMmep,
M30JIMPOBAaHHOTO nepdy3MpoOBaHHOTO CBMHOTO KOXHOT'O JIOCKYTa
(Riviere, Fundam Appl Toxicol 7 (1986) 444-53). MeTomw 1in Vvitro
BKJIOYAIOT CTAaTUUHHE UM [OIPOTOUHHE IUQOYSUMOHHEHE GUENKM, IpVMepaMu
KOTOPEIX ABJAKTCA Adueuku OdpaHlLa ¥ sgdelku Bronaugh (Bronaugh and
Stewart, J. Pharm. Sci, 74 (1985) 64-67), COOTBETCTBEHHO.
CraTuueckuM amnmnapaT duelky OpaHlla MMeeT BEePXHID KaMepy IJdg
nmomauy M HWKHIOKL [IPMHMMAKIYD KaMepy, CcomepXallyld XMIKOCTL, IIPpUYeM
BEepXHAA ¥ HWXHASA KaMepe pas3bejieHs of0pas3loM KOXM B KauecTBe
MeMOpaHH. IIpMHMMalmas Tekydas cpela B HWXKHeM KaMmepe OOBUYHO
IpencTaBJisgeT coBort  OydbepHEMM  COJIEBOM  PaCTBOP C  WBBECTHHM
KoJIMuecTBOM OeJjlka, HalpuMmep, OBUYbLEeI'0 CHBOPOTOUHOTO OeJIka WK
BUMOJIOTHUUYECKOM XMIKOCTHM, UM HaAXOIUTCS B KOHTaKTe C MeMOpaHOM us
KOXMN . [Tpu IpMMeHeHUNU OOMIIEPUIOOH c M3BeCTHEMA obveMOM U
KOHIeHTpaluue B HOCUTEeJIe HaHOCAT Ha BepXHIK kKaMepy, Iocje uero
OH TIPOXOIOUT Uepes MeMOpaHy M3 KOXM, IUGPYHIOMPYS WIM MHEM 00pasoM
BXOIOA B I[NIPMHMMAIYI XMIKOCTL B HIWKHEM kaMepe. 3aTeM oTOMpanT
obpasell STOM MNIPMHUMAKIEN XUOKOCTM, KaK I[IpaBUJIO, uYepes OTBepCTHUe
oJss oTdopa Npod, uUepe3 KOTOPHM BOCIIOJHSAT B3ATHM O0O0BLeM XMIKOCTH,
u AHAJIUBUPYIT yepes onpeleJIeHHEE MIPOMEXY TKHU BpeMeHU oJs
ompelleJIeHMA KOJMUECTBa OOMIEepMIOHa, MIPOXOoOAmero uUepes MeMOpaHy
M3 KOXM. I[IPpOTOUHHEIM allapaT sSuyelkyM Bronaugh [Doxox Ha alnapar
auelVky OdpaHlla, HO B HeM MUCIOJbL3yeT I[IPOTOUHYI CHUCTeMy B HIMXHeM
KaMepe, M3 KOTOpOoW o0pas3lb OTOMpalnT ¥ aHaJIU3UPYIT HelpepHBHO, a
He B 3alaHHEIE MOMEHTH BpPEMEHM.

CrmocoBe TpPaHCMyKO3aJIbHOM HOCTaBKM IOOMIEpMIOHa OIMCAaHE B
Iy 6JIMKalum CIIA \E 2010/025509¢6. TexHOJIOTUNA CyKoaIT'e3MBHOM
ODocTaBkM obecneumMBamnT 0Oes30lacHyKw U 300eKTHMBHYKD IOCTaBKYy al'eHTa,
TakoTo KaK »OOMIepMIOH. TakMe TexXHOJIOTUM MyKoaOT'e3MBHOM IOOCTAaBKU

BKJIOUAKT BCe CHOCOOH mmudpdysmum B CIV3UCTOM 00O0JIOUKEe I[I0JIOCTU prTa:
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naccupHyn 1uddysmo, B TOM UMCIEe TPAHCKJIIETOUHYI (Uepes3 KJIeTKU) U
napakJIeTouHyln (uepes OoTraTeHe JMUOMIAMM IOOMEHH BOKPYI KJIETOK),
IIepeHoC, OIOCPenOyeMEll HOCUTEeJIAMM, UM SHIOLUMUTOS3/2K30LUMTO3  IJId
AKTMBHOTO KJIETOUHOT'O IIOIJIOMEHMS UM DKCKPEeUMM I[I0 SHIOLUMTAPHOMY
IyTH.

CamsmucTee  MeMOPAaHH, CIIM3UCTEE  OBOJIOUKM, IoJloCcTr  TeJa,
KOTOpPEEe JMOO BHEMHe IIONBEPXEHH BO3IOEMCTBMIO OKpYXaomel Cpeld,
JIBO  ABJIATCA BHYTPEHHMMM opTaHamu. CamM3ucTas o000JI0UuKa IIOJIOCTH

pTa nOpemcTaBjgeT cofOol CAM3UCTYI MeMOpaHy, PAacIOoJIOXeHHY BHYTPHU

pTa, " COCTOUT nus CTPaTUPULMUPOBAHHOTO IIJIOCKOTO SIOUTEJINA
(opaJibHEM SIOUTEJINN) u 1o CTujlanuen COeIMHUTEeJILHOM TKaHU
(coBcTBeHHAa IJIACTUMHKA CIMBKCTOM O000JIOUKM) . Ee MOXHO pa3neliMThb

Ha TpM OCHOBHHE KaTeTropMM Ha OCHOBe OQYHKUUMM ¥ TUCTOJIOTUN:
XeBaTeJIbHad camMsucTas oBoJioukKa KepaTUHU3UMPOBAHHOTO
CTPaTUPUUMPOBAHHOTO IIJIOCKOTO DRIMUTEJMS PAacCIOoJIOXeHa Ha  CIMHKe
SABEIKA, XecTKOM Heb®e M HENOOBMXHOM  YAaCTM  OEeCHH; cam3ucTas
000JIOUKa HeKepaTHMHUBUPOBAHHOTO ILJIOCKOTO DIUTEJMS BCTPEeYaeTCH
IIOUTM TIOBCIOAY B POTOBOM IIOJIOCTM, BKJIOUAS CJIAMBUCTYID O0OQJIOUKY
meKr, KOTOopas BHCTHUJIAET MeKM, IyOHYID CIUMBUCTYID 000JIOUKY, KoTopas
opencraBjgeT coBoM BHYTPEHHIK UYacTb I'y®, U CIM3UCTYID O000JIOUKY
aJIbBEOJIAPHOTO  OTPOCTKa  UeJlioCTH, KOoTopasa IOpencTaBJjsgeT cobou
CIMBUCTYI OBOJIOUKY MeXOy IOeCHaMM M ODedHON/TYyOHOM  CJM3UCTOM
000JIOUKOM; ¥ ClHelralu3upoBaHHAaa CcJaus3ucTas o60oJjiouka B oBjlacTax

BKYCOBEIX IIOUeK Ha JIMHI'BaAJIBHBEIX COCOUKaX Ha HOpcaﬂbHOﬁ IIOBEPXHOCTU

A3BIKA . BruoanresuBHEE TIOJIMMEPEI IIPMJIMITIanT K JoBon BJIAXKHOM
IIOBEPXHOCTH, IIOSTOMY MyKoaﬂPGSMBHHﬁ/6M0aHP63MBHHﬁ CcOCTaB
IIprmivriaeT K CMOUEHHOM CJIIOHOM KepaTMHMBMpOBaHHOﬁ n He

KepaTUHUBYPOBAHHOM CJIMU3UCTOM OBOJIOUKE.

[I[pyMepHHEe  TpaHCcIepMallbHEe COCTAaBH  IIPWMBEIeHH  HUXe, BCe
IPOLIEHTH TIPMBEIOEHH 10 Macce. B TO BpeMsa KakK B CJelylmUx cocTaBax
yKas3aH JIOMIIEPUIOH, CIelMaJMCTy B »OaHHOM o0O0JacTM M3BECTHO, UTO
OOMIIEPUIOH MOXeT OTHOCUTHLCS K JIOMIEPUIOHY WIM K IeVTepPUPOBaHHOMY
IOOMIIEPUOOHY .

Cocrar 1

Domniepnnon 1%

IMeTnJl cyJab@okcun mo 100%
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Cocrap 2

DoMmniepnnon 1%
IusTmicebaumbaaTrT 15%
IuMeTnsl cyJab@okcun mo 100%
CocraB 3

OomMmniepnnor 1%
IumszonponuuaounarT 20%
IuMeTnsl cyJab@okcun mo 100%
Cocrar 4

OomMmniepnnoH 1%
OumeTuamzocopdbun 15%
OuMmeTmsl cyJbdokcun mo 100%
Cocrar 5

DomnepnnoH 1%
IUIPONMIIeHTJIMKOJE 10%
OumeTms1 cyJbdokcun mo 100%
CocTae 6

HommniepunoH 1%
TeKCUJIEHTJIMKOJIL 12%
IuMeTmJl cyJbdpokcun mo 100%
Cocrar 7

Hommniepunon 1%
[IponmieHkapboHaT 5%
IuMeTnJl cyJbpokcun mo 100%
Cocrar 8

Homniepnnon 1%

TRANSCUTOL® (TpaHckyToJ) 20%
IMeTnJl cyJab@okcun mo 100%
Cocrar 9

Domniepnnon 1%

InsTaHoJaMu JaypUMHOBOM KMCJIOTHEH 15%
IMeTnJl cyJab@okcun mo 100%
Cocrar 10

Domrniepnnon 1%

PEG 400 20%



IMeTnJI CcyJIbPOKCHUI IO
Cocrar 11

OoMmniepnnor 1%

Kokammpg IO2A 5%
IMeTnJI CyJIbPOKCHUI IO
Cocrar 12

OomMmniepnnor 1%
OsieuHOBasa kucJjoTa 20%
IMeTnJI CYJIbPOKCHUL IO
CocraB 13

OomMmniepnnoH 1%

100%

100%

100%

PEG-7 MeTuJIOBEIL 50Mp 20%

IrMeTuJI CyJbQOKCUI IO
Cocrar 14

OoMmniepunoH 1%
[TosmcopBaTr 80 15%
OIMeTuJI CyJdbQOKCUI IO
Cocrar 15

HomMmmniepunoH 1%

BRIJ® L23 69 LQ 5%
IuMeTnJl CcyJIbPOKCHUI IO
Cocrar 16

Homniepunon 1%

BRIJ® S 20 So MH 5%
IMeTnJI CyJIbPOKCHUI IO
Cocrar 17

Hommniepnnor 1%

BRIJ® L4 LQ 5%
IMeTnJI CYJIbPOKCHUI IO
Cocrar 18

HoMmrniepnnor 1%
VsonponuananeMiuTaT 8%
IMeTnJI CyJbPOKCHUI IO
Cocrar 19

Dommniepnnor 1%

100%

100%

100%

100%

100%

100%
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JleByJIMHOBAasA KMcCJIOTa 5%
InMeTnJI CyJIbPOKCHUI IO
CocTar 20

OomMmniepnnor 1%
JJaypuiiakTaT 5%
IMeTnJI CyYJIbPOKCHUL IO
CocTar 21

DoMmeprnoHa MajieaT 1%
IMeTnJI CYJIbPOKCHUL IO
CocTaB 22

OoMIeprnoHa MajieaT 1%
OustuicebaumbdaT 15%
IrMeTuJI CyJbQOKCUI IO
CocraB 23

OoMnepunoHa MajeaT 1%
OuusonponmianunarT 20%
OIMeTuJI CyJdbQOKCUI IO
CocTaB 24

DoMmepnunoHa MajieaT 1%
IuMmeTmmzocopbmun 15%
IuMeTnJl CyJIbQOKCHUI IO
CocTaB 25

DoMnieprnoHa MajieaT 1%
InnponuieHTInKoOJE 10%
IMeTnJI CyJIbPOKCHUI IO
CocTaB 26

DoMieprnoHa MajieaT 1%
TeKCHMJIEHTUIMKOJIE 12%
IMeTnJI CyJIbPOKCHUI IO
CocTaB 27

DoMrieprnoHa MajieaT 1%
[IponmyienkapboHaT 5%
IMeTnJI CyJIbPOKCHUI IO
CocTaB 28

DoMnieprnoHa MajieaT 1%

100%

100%

100%

100%

100%

100%

100%

100%

100%
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TRANSCUTOL® (TpanHckyToJ) 20%
ODuMeTnsl cyJab@okcun mo 100%

Cocrar 29

DoMnieprnoHa MajieaT 1%

InsTaHoJaMu JIaypMHOBOM KMCJIOTH 15%
IuMeTnsl cyjab@okcun mo 100%

CocTaB 30

o©

OoMmnepunoHa MaJeaT 1
PEG 400 20%
IuMeTnsl cyJabdpokcun mo 100%

CocraB 31

o©

JoMmriepunoHa MajeaT 1
Koxammng I5A 5%
OuMmeTmsl cyJbdokcun mo 100%
Cocrae 32

HoMmiepunoHa MajieaT 1%
OjsleuHoOBad kmcJjoTa 20%
IyMeTnJl cyibdokcunm mo 100%
CocraB 33

DoMieprnoHa MajieaT 1%
PEG-7 MeTHJIOBHM 20up 20%
IMeTnJl cyJbokcun mo 100%
Cocrar 34

DoMrieprnoHa MajieaT 1%
[TommcopbaTr 80 15%

IMeTnJl cyJb@okcun mo 100%
Cocrar 35

IoMmnepunoHa MaJjeaT 1%
BRIJ® L23 69 LQ 5%
IMeTnJI cyJab@okcun mo 100%
Cocrar 36

DoMniepnnoHa MajieaT 1%
BRIJ® S 20 So MH 5%
IMeTnJl cyJab@okcun mo 100%

CocTaB 37



oe

IomnepmnnoHa MaJeaT 1
BRIJ® L4 LQ 5%
IuMeTnJl cyJab@okcun mo 100%

CocTaB 38

oe

HoMIlepuOIoHa MaJjieaT

(SOl

oe

V3zonponuinalbMUTaT
IuMeTnsl cyJab@okcun mo 100%

CocTaB 39

ow

JoMmriepunoHa MajeaT 1
JleByJIMHOBAasa KucJoTa 5%
IuMeTnsl cyJabdorcun mo 100%
CocraB 40

DommepnmoHa MajeaT 1%
JlaypuiynakTaT 5%

OuMmeTmsl cyJbdoxkcun mo 100%
Cocrar 41

HoMniepunoHa MajeaT 1%
DURO-TAK® 387-2516 79%
IMeTnJl cyibdokcunm mo 100%
Cocrar 42

DoMnieprunoHa MajieaT 1%

DURO-TAK® 387-2516 60%

Transcutol® 20

IMeTnJl cyJbpokcun mo 100%
Cocrar 43

DoMrieprnoHa MajieaT 1%
DURO-TAK® 387-2516 68%
TlexkcuJIeHTUIMKOJIE 12%
IMeTnJI cyJb@okcun mo 100%
Cocrar 44

DoMriepnnoHa MajieaT 1%

DURO-TAK® 387-2516 75%

BRIJ® S 20 So MH 5%
IMeTnJl cyJab@okcun mo 100%

CocTaB 45

277
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DoMriepnnoHa MajieaT 1%
DURO-TAK® 387-2516 75%

BRIJ® L4 LQl1 5%

IuMeTnsl cyab@okcun mo 100%
CocraB 46

DoMIeprnoHa MajieaT 1%
DURO-TAK® 387-2516 60%
IusTmicebaumubdart 20%
IuMeTnsi cyJabdpokcun mo 100%
Cocrar 47

DoMmeprooHa MajieaT 1%
DURO-TAK® 387-2516 60%
IumnsonponmiazunarT 20%
OumeTmsl cyJbdokcun mo 100%
Cocrar 48

HoMniepunoHa MajeaT 1%
DURO-TAK® 387-2516 70%
JleByJIMHOBasa kmucJjoTra 10%
IuMeTmJl cyJbdokcun mo 100%
Cocrar 49

DoMrieprnoHa MajieaT 1%
DURO-TAK® 387-2516 70%
JaypuinaxkTaTt 10%

IMeTnJl cyJbpokcun mo 100%
Cocrar 50

DoMrieprnoHa MajieaT 1%
DURO-TAK® 387-2516 60%
MommcopbaTr 80 20%

IrMeTnJI cyJab@okcun mo 100%
Cocrar 51

DoMiepnnoHa MajieaT 1%
DURO-TAK® 387-2516 55%
BRIJ® S 20 So MH 5%

TRANSCUTOL® (TpanHckyToJ) 20%



IMeTnJl cyJab@okcun mo 100%
CocTaB 52
DoMniepnnoHa MajieaT 1%

DURO-TAK® 387-2516 63%

BRIJ® S 20 So MH 5%
TeKCUIIeHTUIMKOJIE 12%
IuMeTnsl cyab@okcun mo 100%
CocraB 53

DoMIeprnoHa MajieaT 1%
DURO-TAK® 387-2516 70%
BRIJ® S 20 So MH 5%

BRIJ® L4 LQ 5%

OumeTmsl cyJbdokcun mo 100%
Cocrar 54

OoMmiepunoHa MajeaT 1%

DURO-TRAK® 387-2516 55%

BRIJ® S 20 So MH 5%
Oumzonponuaaounar 20%
IuMeTnJl cyJbokcun mo 100%
Cocrar 55

DoMrieprnoHa MajieaT 1%

DURO-TAK® 387-2516 65%

BRIJ® S 20 So MH 5%
JaypuisnaxkTaTt 10%

IMeTnJl cyJab@okcun mo 100%
Cocrar 56

DoMieprnoHa MajieaT 1%
DURO-TAK® 387-2516 54%
TRANSCUTOL® (TpanckyToJ) 20%

BRIJ® L4 LQ 5%
IrMeTnJl cyJab@okcun mo 100%
CocTaB 57

DoMriepnnoHa MajieaT 1%

DURO-TAK® 387-2516 62%
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TlekCUIIEeHTUIMKOJIE 12%

BRIJ® L4 LQ 5%

IuMeTnJl cyJab@okcun mo 100%
Cocrar 58

DoMnieprnoHa MajieaT 1%
DURO-TAK® 387-2516 54%
IusTmicebaumubdar 20%

BRIJ® L4 LQ 5%

IuMeTnsi cyJabdpokcun mo 100%
CocraB 59

DoMmeprooHa MajieaT 1%
DURO-TAK® 387-2516 54%
IumnsonponmiazunarT 20%
BRIJ® L4 LQ 5%

OumeTmsl cyJbdokcun mo 100%
Cocras 60

HoMmmiepunoHa MajieaT 1%
DURO-TAK® 387-2516 64%
Jlaypunnaxkrar 10%

BRIJ® L4 LQ 5%

IMeTnJI cyJbokcun mo 100%
Cocrar 61

DoMrieprnoHa MajieaT 1%
DURO-TAK® 387-2516 54%
TRANSCUTOL® (TpanckyToJ) 10%

BRIJ® L4 LQ 5%
IusTmiacebaumubdarT 10%
IMeTnJl cyJab@okcun mo 100%
Cocrar 62

DoMrieprnoHa MajieaT 1%

TRANSCUTOL® (TpanckyToJ) 40%

BRIJ® L4 LQO 5%
IusTmicebaumubdar 20%

IuMeTnJl cyJab@okcun mo 100%
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CocTaB 63

DoMiepnnoHa MajieaT 5%
TRANSCUTOL® (TpanckyToJ) 40%

BRIJ® L4 LQ 5%

IusTmicebaumbaar 20%

IuMeTnsl cyJab@okcun mo 100%

OmuH nus3 BapMaHTOB peannsalumnm HacTOAmeIro n3obpeTeHmns
opencraBJgeT coOoM KOMIO3MLMI M CIoco® JiedeHMS TacTpollapesa C

IIOMOIIBI® OTOMIIEPVMIOOHA  WMJIN HeﬁTepMpOBaHHOI‘O IOOMIIEPMIOHa WJIN ero

bapMalleBTHUUECKU [IpMEeMIIEMEBIX coJien, npencTaBJIEHHEX B
CyBIMHTBAJILHOM  JIeKapCTBEeHHOM bopme. [IpyMepH  CYOJIMHI'BAJIbHEX
JleKapCTBEHHEIX bopmMm BKJIIOU AT CyBJIMHTBaJIbHEE TaBJeTKH,

OMOCOBMECTHMMEIE TOHKME IIJIeHKM M CyOJIMHI'BaJIbHBE CIpeM. Hanpumep,
CyONMHT BaJIbHEE TabJjeTKM MOTYT OBITB IPUTOTOBJIEHE B BUIE
OrIcTpopacrnamamnmmuxca  TabJjeTok (RDT) . RDT nOpencTaBJgT coBoM
TBepIOHe JieKapCTBeHHBEe OQOPME, cComepXallMe JIeKapCTBEHHOEe CpelCcTEBO,
KoTOpoe OHCTpO (< 30 cekyHI) pacHnalaeTcsa IIpM pPa3MelleHuM Ha WK
Iog  43HKOM, TO €eCTb IpM KOHTakKTe CO CJIoHOM. IIpUTOTOBJIEHUE
IOOMIIepMIOOHAa W IeVTepUpPOBaHHOTO OOMIIepMIoHa B BUIE RDT
[IO3BOJISET BBOIUTEL IOMIIEPUIOOH IIepopalJibHO ©e3 BOOH MWiIM ©0es
XeBaHUAg. KomMmmepuecku OIOCTYIIHEIMA RDT TEeXHOJIOTU AMUA ABJIAKTCA
JIUOQUIIM3MPOBaHHEe TalJIeTKM, I[IpeCcCOBaHHEe TabjeTkM, GOpMOBaHHEE
Ta®JIeTKM, I[IOPOMKM PAaCHOBUIMTEJILHOM CYmKM, TOHKME IIJIeHKM U CUCTEMEH
caxapHoM BaTH (McLaughlin et al., Pharmaceutical Technology,
Supplement to September 2009 issue).

OnuH "3 BaApPMaHTOBR peannszaumm HaCTOAWeI'o n300peTeHmnAd
npelIcTaBJgeT CoOOV KOMIIO3ULMID UM CHOoCOoD JledeHMs TacTpollape3a cC
IIOMOMEBID IOOMIIEPUIOHA WM JIeVMTepUMPOBAHHOTO MOMIEPUIOHA WM eTo
bapMalleBTUUECKHU [IpMEMIIEMEBIX coJemn, npencTaBJIEHHEX B
OMOCOBMECTHMOM COCTaBe HAaHOUACTMII. B OOHOM BapMaHTe peaju3aluu
HacToAmeTro M300peTeHMs OOMIEPUIOH MM IOeMTepPUMPOBaAHHEM OOMIEPUIOH
TOTOBAT IJIA MECTHOT'O I[IpMMeHeHMA. B OOHOM BapMaHTEe peaju3aluu
HacToAmeTro M300peTeHMs OOMIEPUIOH MM IOeMTepPUMPOBAHHHEM OOMIIEPUIOH
NPUTOTORBJIEH B IUJIeHKe ¥/MiIM Ha IUJIEeHKe TIIpAMO WM KOCBEHHO.

Hanpumep, OOMIIEPUOOH WM  OeVTepUPOBAHHEM  OOMIIEPUIOH  MOXHO
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IPUTOTOBUTEL TakuM o06pasoM, UTOOB OHM COIHepXaJMCk B MaTpule
IJIEHKM, WJIM MX MOXHO IIPUIOTOBUTL B BUIe CJOA ILJIeHKM, WIN UX
MOXHO TIIPUITOTOBUTEL B HOCUTEeJIe, KOTOPHEM 3aTeM HAaHOCAT Ha IIJIeHKY.
HocuTenr MOXeT MNPeNCTaBJIATL CO0OM CYCIeH3Mu, [IeHY, BSMYyJIbCHMI UM T.
o. B oOHOM BapMaHTe pealM3allM OOMIIEPUIOH WIM IelTepUpOBaHHHMN
IOOMIIEPUOOH TIPUTOTORJIEH B BMIOe IIeHH IJII MEeCTHOT'O HaHeceHMA. B
OOHOM BapraHTe peaan3alumm IOMIIEPUIOOH VI OenTepUpPOBaHHEN
OOMIIEPUMOOH TIPUTOTORJIEH B MJIM Ha HaHOUaCTHIE WJIM acCCOUMUPYIT C
HeM. B Impyrux BapuaHTax peaJdMs3aluM HacTodmero M300peTeHUA
IOOMIIEPUOOH WJIM HOeMTepUPOBaHHBM OOMIIEPUIOH IIPUIOTOBJIEH B BUIE
TBepOoo¥ TabJleTKM WIM B KUIKOCTM, TakoM KaK CHUPOI, CYCIeH3ud,
PacTBOp WMJIM 5MYyJILCHSA MIM B BUOE MHBEKLNUM.

CocTaBE TOHKMX IIJIEHOK BKJIOUYAKT, HO HEe OTPaHUUMBATCH UMM,
Te, KOTOPHE PaCKpPBEITEL B nyoOJamMKaumMax CIlA W 2014/0271788,
2014/0272220, 2014/0271787, 2014/0163060, 2014/0070440,
2014/0017299, 2013/0333831 m 2013/0220526.

CocTaBbl HaHOUACTHUL, BKJIOUAKLT JIOOYK HaHOPa3MepHY CTPYKTYPY,
BRJOUAS, HO He OI'PaHMUMBASCH MMM, KBAHTOBHE TOUKM, BRJIOUAS
TpadeHOBEE KBAHTOBHE TOUKM, TIpadeHOKCHIOHBEE KBAHTOBHE TOUKM U
KBAaHTOBHE TOUKM Ha OCHOBe IpadeHa UM OKCHMIA LMHKA, HaAHOTPYOKM,
BKJIoUad TIpabdeHOBHE HAHOTPYOKM U/UIM YIJIEPOIOHHEE HaHOTPYOKIM,
byJiepeHe, OakKKMOOJE, OEeHOPUMEPH, JIUIOCOME, allTaMepb, MUIEJIJIH U
T. I.

YKazaHHHEE cocTaBEH ofecrneumMBanT IIPUBEPXEHHOCTDL nmalueHTa
TepaluMM M ITOCTaBKY OINTHMMAaJILHOM ITOBH IJIS JeUeHUS  CUMITOMOB
TacTponapesa. IIoHATHO, yTO IOpyIMe pPacCcTpOoMCTBa IOIBMXHOCTU
XeJlyoka Takike MOXHO JeuuMTh cocTaBaMM M chooco®amMy, OIMCAHHHEMU B
HacToAmeM  OOKyMeHTe. BupaxeHre <«dpapMaleBTUUECKM  IpUeMIIEeMBI»
OTHOCUTCHA K CBOMCTBaM M/MJIM BelleCTBaM, IPpMEeMJIEMHEM OJIS IDallMeHTa C
bapMakroIOTHUUECKOM/ TOKCUKOJIOTUUECKOM TOUKU 3peHuns, u K
KOMIIO 3ULINM, cocTaBy, CTabuJIbLHOCTH, IIPUBEPXEHHOCTHU nalueHTa
TepalMu M OMOTDOCTYIHOCTM C (QU3UUECKON/XUMMMUECKOM TOUKM S3PeHUId
bapMalleBTa-M3TOTOBUTEJIA.

dapMalleBTUUECKHU npuemiieMas COJIb BKJIOUAET coJu c
bapMalleBTUUECKM OIpMeMJIEMEIMM KMCJIOTOM MM OCHOBaHMEeM, HallpUMep,

HeopTaHMUeCKUMMM KMCJIOTaMM, HalIpuMep, COJISHOM, cepHoM, docbopHOM,
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nudochopHOM, OPOMUMCTOBOOOPONHOM, MOIMCTOBONOPOIOHOM WM  as30THOU

KMCJIOTOM, n opTraHnyeCKUMM KMCJIOTaMu, HaopuMep, JIMMOHHOM,
bymMapoBoH, MaJIEMHOBOM, I0JI0OUHOM, MMHIAJILHOM, acKoOpOMHOBOM,
mareJIeBOM, AHTapHOM, BMHHOM, BeH30MHOM’, YKCYCHOM,
MeTaHCYJILEPOHOBOM, »TaHCyJIbOOHOBOMI, BeH30JICYJIEOOHOBOM,
LIMKJIIOTeKCUIICYJIbLOaMOBOM (LMKJIaMMHOBOIM) MM  II-TOJIYOJICYJIEPOHOBOM
KMCJIOTOM . OapMalleBTUUECKHU IpMeMiIeMbee OCHOBAHUSA BKJIOUAT

TUOPOKCHUIOE MEeJIOUHEIX MeTaJlJIOB, HallpuMep, HaTpuda WIM KajJaud, U
MeJIOUHO3EMEeJIBHEIX  MeTaJlJIoB, HallpuMep, KaJjgpuMga WM MaT'HUuA, u
OpraHMuYeCKMre OCHOBaHMA, HallpuMep, aJIKMJIaMUHEL, apuilaJIKMJIaMUHE U
TeTepOUKIIMUEeCKME aMMHEL.

CocTaBE MOXHO BBOIOMTH IIepOpalIbHO B TRBepOoM GopMe, TaKOoM Kak
TablleTKa, KalcyJa, acTuikKa MOJ4 paccachBaHMA WIM XeBaTeJlbHasd
pesuHKa, WIM B XuOIkoM dopMe B BMUIOe CHPOIla, 5SMyJILCUM, PpacTBopa
MWW CYCIEH3MM B BOINHOM WMJIM HEBOIOHOM HoOcCUTeJie. COCTaBH B TBEePIBIX
bopmax MOTYT NpencTaBJIATb cobom COCTaBEL C KOHTPOJINPY €MEIM
BEICBOOOXIEHVEM WM OHCTPOPaCTBOPMMEE COCTAaBH OJA OBCTPOI'O Hauvaja
BEICBOOOXIOEHN A . CocTaBE TakXe MOXHO BBOOUTE IIYyTeM MHBEKINUM,
KoTopas MoOXeT OBTb IIOOKOXHOM, BHYTPUKOXHOM, BHY TPUMEIIEUHOM,
BHYTPMBEHHOM, WJIM OPYTOM MUHBekKuMel. CoCTaBH IJIS BBeIeHUS IIYyTeM
MHBEKUIMM MOTYT BKJIIOUATE CYCIEH3UM, PacTBOPH WJIM 5SMyJIbCUM B
BOIOHEIX WJIM HEBOIOHEIX HOCUTEJNAX. JHpyI'Me COCTaBB MOXHO IOCTaBJATH
MHTpaHazaJIbHO, BalMHAJIBHO, PEeKTaJIbHO WM TpaHcIepMaJIbHO. COCTaBE
TakXxe MOXHO LOOCTAaBJIATE Uepes CIM3uCcTyi. CocTarR MOXHO BBOOUTHL OT
OOHOT'O OO UeTHpeX pas3 B CYTKHU.

B omHOM BapMaHTe peajM3allMM HaCTOoAlleTo M300peTeHMd pacTBOpP
1ZN)N%N CYCIIeH3UID OOMIEepMIOHa MWIM OeMTepPUMPOBAHHOTO OOMIIEpUIOOHA
IoMemamnT B OJIUMCTEPHYIR VYIAKOBKY U JIMOQUIMIUPYIT C [IOJYUeHUeM
CTaHOAPTHOM IOO3H. JIMOOMIM3MPOBAHHAS CYCIEH3UMS MOXeT COoOepXaThb
OOBIUHEIE  YaCTUILIH], MUKPOHUBUPOBAHHEE  YaCTUILE WM HaAaHOUYACTMUIIHL.
TexHOJOTUUEeCKHue mIaTdopMel IOJIS  JIMOQUIMBalMM  BKJIIOUAKT ZYDIS®

(Catalent), Lyoc™ (Cephalon), PHARMAFREEZE® (SPI

Pharmaceuticals) m QUICKSOLV® (Janssen).
Ona  JInodMIM3MpoOBaHHOTO HOpolykTa RDT (OHCTpopachHanakmencs

TabJIeTKM) IOJId CyOJIIMHTBAJIEHOTO BBelcHNMA ITOMIIEPMIOOH MJIn
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DeTepUpPOBaHHEM OOMIIEPUIOOH B KauecTBe AKTUBHOTO
bapMalleBTUUECKOTO MHIpeIMeHTa (AOM) IOUCHepIMPYRT B MaTpule U3
BelleCTBa-00pasoBaTesid I[IOJMMEPHOM CTPYKTYPH, HalpuMep, XeJlaTHHa,
M caxapuia, OOHUHO MaHHMTa, PaCTBOPEHHEX B BOooe. B r1oToBOM
IpOOYyKTEe CTEKJIOBMIHaA aMopdHasas CTPYKTypa MIOJUMMEPHOTO KOMIIOHEHTA
OpuIaeT MPOYHOCTL UM YIPYTOCTE IIPU COXPaHEeHUM HeKOTOpOoM IMOKOCTHU.
KejaTmH  ocoboro KJjjlacca M CBA3aHHEE C HUMM XapaKTepUCTHUKU
pacTBoOpeHUAa of0ecCleuuBaKnT ILJIaBHOe, OHBCTpOe pacTBOPEHME BO PTY.
MaHHUTOJI KPpUCTAJJIM3YeTCd BO BpeMd 3aMOopaxmMBaHMAa, obOecleurBasd
BJIeTaHTHHY BHEWHMM BWUI M XeCTKOCTb M TapaHTUPpysa, UYTO IIPOOYKT
YCTOMUNE K oBpaboTke 171 TPaHCIOPTUPOBKE . MaHHUTOJI JIeTKO
pacrTBoOpuUM, a TakKxe yJydllaeT TeKCTYpPY, BKYC U OlyleHMe BO PTY.
JoMIIeprIOH WM IeMTepUMPOBAHHEM IOOMIEPUMIOOH MOTYT OHTHL pPacTBOPEHH
B MaTpHUlle WM OUCIePpTUpPpOBaHH C oOpa30BaHMEeM I'OMOT'eHHOM CyCIeH3UU
0JI2 OO3MpOBaHMA. Hos3uUpoBaHMEe XUOKOCTM ofeclreuMBaeT ONHOPOLHOCTB
O0O3UPOBaHMA U ofecleuyBaeT UpPEe3BHUAMHO HU3KMEe IO3H, HaIlIpUMep,
MUKPOTPaMMEl. MOXHO IIOJYUUTHL CyCHeH3uM C »nos3ou 1no 400 Mr, wu
OOMIIEPUIOOH WMJIM HOeVTePUPOBAHHHM OOMIEPUIOH OOBUHO MUKPOHUBUPYIOT.
PasMep uyacTul, TpedyeT OTHEJLHOT'O BHUMaHMA, IIOCKOJIBKY UYaCTUIIE
pazmMepoM > 50 MKM MOTYT OWlyllaTbCs KaK IIeCOK. IIpoOyKTH B BUIE
PacTBOPOB MOTYT CoOHOepXaThk o3y oo 60 wMr o©OJjlarojapd CHWKeHU
TeMIIepaTYyPE 3aMep3aHMAa 3a CcueT pacTBopuMOITo AQM. B HIpomykTax Ha
OCHOBE pacTBOpa M CYCIEeH3UM NIPUMMEHSIT TOHKOOUCIIEPCHEM OOMIIEPUIOH
VI DeVTepUpOBaHHEMN OOMIIEPUIOOH B BHICYIIEHHOM dopwme, uTo
criocobcTBYeT OHCTPOM OUCIEPCUM M OMyNeHM IJIaOKoCTM BO PTY. B
COCTaB MOXHO BKJIOUATH OPyIMe BCIOMOTaTeJIbHEHE BelleCTBa, OIMCAaHHEE
HXe . JOMIEepUMOOH WM IOeMTepUMPOBAHHEM HOOMIEPUIOH paclHpenelidioT B
IpeIBapUTENILHO bopMOBaHHEE OJIMCTEPHEE YIIaKOBKMA 7 OBICTPO
OXJIAXOAT XUIKUM a30TOM C OHCTPHM 3aMOpaXMBaHMEM.

S3aMopaxMBaHMe IIPUBOOUT K I[IOABJIEHUID CETM KPpUCTAJJIOB JbIa,
KOTOPHE CyOIMMUPYIOTC A BO BpeMd  JIMOOUIMB3aLUN C [IOJIyYEeHUEM
BEICOKOIIOPUCTOM CTPYKTYPEHL. MaTpuUuHEE KOMIIOHEHTE  I[IOIOOEPXUBAKT
CTPYKTYPY  BHCYIMEHHOM  GOpPMEH, HO IIpM KOHTaAKTe C  BJAXHOCTLD
IPOUCKOOUT OuiCcTpOE IIPOHMKHOBEHNKE BOIEL Oiaronap4 BEICOKOM
nopucrocTu. MaTpuia OECTPO PacTBOPAETCHA, UYUTO IIPUBOOUT K OBCTPOMY

pacnany (< 10 cexyHI) .



35

[locyie 3aMOpaXmuBaHU A IOMITEPUIOH WK DerTeprpOBaHHBIN
IOMIIEPUIOH  JIMOOMIU3UPYIT, IO3UPYIT UM CymaT B BIIMCTEePHBIX
yIlakoBKax, KOTOPHE TepMeTU3UPYyoTCH, obecrneunBasa busnueckyo

3aMUTy M 3alUTy OT OKpyXawnmel cpelbl. [IpOoOyKT CJIeTKa [IPUIMIIaeT K
YIIakKOBKe, UTO I[IPMBOOMUT K MMHMMAJIBHOMY IIepeMelleHMID I[IPpOoOyKTa B
KapMaHax onmcTepa n obecrieumBaeT IIPOYHOCTE BO BpeMAa
TPaHCIOPTUPOBKM . [IponykT opencraBjgeT cobon [JIaCTUHUATYIO
CTPYKTYPY, HO IPU BTOM MMeeT MUHUMAJIBHYID XPYIKOCTbH M IOCTATOUHYIO
[IPOYHOCTE OJIA yHOaJleHMAa M3 YIaKOoBKM 0e3 pasjiaMelBaHMA.

[InacTuHuaTada CTPYKTypa n BHICOKAaH4 IIOPUCTOCTD
JINOQUIIMBUPOBAHHEX RDT COCTaBOB YyUYMTHBAKLT TO, UYTO OOBHUHO BOIa
ABJIAETCA OCHOBHBIM KOMIIOHEHTOM IOO3MPOBAHHOI'O COCTaBa, IIOSTOMY BeC
BHICYIIEHHOT'O IIPOOYyKTa BHAUMTEJIBHO CHMXaeTCd, UM JacTo OOYCJIOBJIEH B
OCHOBHOM JO30M IOMIEPMIOHA WM HOelTepUpPOBAHHOTO IOOMIepMIOHa. K
pPeKoMeHIyeMOMy Ipenejyly Macce B 500 Mr mna RDT, cCckopee BcCero,
OpubimKkaeTCs caMasd BHCOKas o3a IOOMIepMIOHa WM LOelTepUPOBaHHOTO
OOMIIEPMIOOHA B JIMOQOMIM3MPOBAHHEIX IIpelapaTax, UYTO KOMIIEHCHUPYEeTCH
OLICTPEIM pacliamoM.

[locye BBeOeHMS U OEHCTPOTO OUCIEPIUPOBAHUA Ha S3BKE MM 101
HVM  JIMOOMIIM3MPOBaHHAas  KOMIIO3MLIMA 50OeKTMBHO BO3BpallaeTCad B
MCXOOHHM BUL pacTeopa NI CYCIIeH3UNU OOMIIEpPUIOHA VI
OeVTepMpPOBaHHOTO JOMIepUIoHa. TakuMmM obpas3oM, JUOOMIM3UPOBaHHAS
TadjieTKa RDT oBeclieurBaeT: YyIooOCTBO TBEepIOoOn nepopallbHOM
JleKapCTBEHHOM bopMEL C IperMylleCTBaMn nponykKTa B BUIE
pacTBopa/CyCleH3ur, IOIPUTOOHOCTL IJIsS OYKKAJbHOTO ¥ IMNOOBLA3SHUHOTO
BBelleHUs C I[IOBHIIEHVEM OMONOCTYIIHOCTHM HEINOCPeICTBEeHHO B CUCTEMHOM
KpoeBOoOOpalleHMM, IpeloTepalleHMVe MeTaboJIM3Ma I[IepPBOI'0O IMIPOXOXIEHUS C
MMHMMM3alMe o0pasOoBaHMsa HeXeJlaTeJIbHEX MeTaboJIMTOR, U (U3UUECKY
N XUMUUECKYH CTabUJIBHOCTEL, IIpPU SDTOM €€ CPOK TI'OIOHOCTM COIOCTaBUM
C OBmuHHMM TabjieTkamMu, T. €., 2-5 JeT.

s QUICKSOLV® DepyT BOIOHHEM  pPacTBOP HOOMIEpMIOHa WU
IeVTepMPOBaHHOTO  IOOMIIEPUIOHA, 3aTeM I[IOJIydanT M 3aMopaXuBalT
OVCIIEPCUI MaTPUMUHOTO KOMIIOHEeHTa. BoIa YyIajISeTCsa M3 3aMOPOXeHHOU
MaTPULEL [IPU JIMOQUIIM3aLUNW WX IIpU NOTPYyXEeHUM B CIUPT (3SKCTpakLumsa

pacTBOpUTEJIEM) C IOJyUYeHMeM BHCYMeHHOM ¢opMe. OBpa3oBaBmIUiCA
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OPOOYKT MMeeT ONHOPOIOHYK IIOPUCTOCTL M IJOCTATOUHYI I[IPOUYHOCTHE OJI4A
ollepaluu¥ C HUM, UM MMeeT CBOWMCTBA, aHaJOIMUHEE OIMCaHHEM paHee.

Hiisa LYoCc™ OepyT BMYJIb CUI MacJIO-B—BOIE " IIOMEeIamnT
HEeIoCpeOCTBEeHHO B IIOJIOCTH onmcTepa c mocJjienywomen CYIKOM
BEIMOPpaXuBaHMeM. g DommepXaHMa TOMOTEeHHOCTM IIPpUM 3aMOpaXrBaHUN
HeOOXOOUMO BKJIIOUMTE B COCTaB IIOJMMEPH IJIS YBEJIWUYEHUA BA3KOCTU
MaTpPMLE OO IIOUTM IIacTooOpas3HOM KOHCUCTEHUIUMM IJIS OpeloTBpalleHMs
OCaXIoeHusd. [lToBEIIEHHA A BA3KOCTB MaTPULIEL CHIMXaeT IIOPUCTOCTE
OponoyKTa, TeM CaMeEM YBeJIMUMBAEeT BpPeMsa CYIIKM OPpU 3aMOopaXuBaHUU U
OTpULIATENILHO BJMAET Ha Oe3MHTeTpallMio.

Ecam B HacToAmleM IOOKYMEeHTe He YyKasaHO MHOe, IIPOLEHTEH IJaHH
rno Macc./of.

B OIOHOM BapMaHTe peanmMszanum HaCcToAmeIo n3obpeTeHmsd
OTHOCHUTEJILHO HM3KOe HeMeOJIeHHOe BHCBOOOXIeHMe IIpelcTaByigeT codon
HavaJlbHYID nosy, 3a KOTOPOM cJjenyetT BBeIeHMe cocTaBa C
IPOJIOHTUPOBAHHEIM BEICBODOOXIOEHMEM. B OODHOM BapuaHTe peajiu3alunu
HacToamero wu30bpeTeHusa 10 Mr mOpelncTaBJageT coOoM HU3KYKD I03Y
HeMemOJIEeHHOT'O BHCBOOOXKIOEHMS, 3a KOTOPpOM cJledyeT IIPOJIOHTUPOBAHHOE
BEICBROOOXODeHMre 20-30 MI B TeueHMe 24 UYacoB.

Eciamn He yKasaHo VHOE, cocTasn npencraepjgeT cobom
JekapcTBeHHYIL OQopMmy. TablileTka H[ABJAETCS HeOTPaHUUMBAKIMM I[IPUMEPOM
JeKapCTBeHHOM (QOpME. «IUCIEPCUI» U «Ie3UMHTeTpaluua» B OTHOMEHUU
cocTaBa MCIOJNBL3YIOTCS KaK CHUHOHMME. JVICIIOJIB3YEeMBlM B  HaCTOLIeM
ONMUCaHUMn AKTUBHEMN areHT BRJIOUAET OOMIIEPUIOH, MNPOU3BOOHHE
IOOMIIEPUOOHAa, aHaJIoTM IOOMIePUIOOHa, IeUTepUMPOBAHHHM IOMIEPUIOH U
T. I.

AKTVBHEMN areHT BKJIOUAET BCe bOPMEL AKTUBHOTO areHTa
IOMIIEPUIOOHAa, BKJOUAS OeMTepMpOoBaHHEE (QOPMEI IOMIEpPMIOHa, a TakKxe
BKJIKUAET, HO He OTpaHUuUMBaeTCd UMM, J[IPOMEeXYyTOUHHEE JIIPOOYKTH,
MeTaBOJIMTE, DHAHTHUOMEPEH, TIIOJIUMOPOE, KPUCTAJNIMUECKYID CTPYKTYPY,
TUIOPATH, CTEepPeOU30OMEPH, COJIM, OCHOBaHMA, KOMILJIEKCH, HOCUTENN,
aHaJioru, NPOM3BOIOHEE MM KOHBOTATH. VCHOJIB3YeMEle B  HaCTOLIeM
OOKYMEHTE TEPMVHE KIIPOJIOHTUPOBAHHOE BEICBOODOXIOEHUE» "
«3aMenJieHHOEe BHCBOOOXIEeHME» OOBUHO MCIOJBL3YITCSI KaK CUHOHMUME.

Kaxnouiti M3 mMapMKOB U I[IeJJleT  ABJISgeTCsa JIOoOBIM — OTIeJIbHEM

KOMIIOHEHTOM JIEKAPCTBEHHOM (QOPMEI, HalpuMep, O000JIoUKa  KallCYJIH
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MOXeT OHTL 3aloJIHeHa MHOXEeCTBOM MapMKOB M/MUJIM MHOXECTBOM IIeJIJIeT.

JozupoBaHHEHEe (QOPMEI C MOOMOUMUMPOBAHHEIM BHCBOOOXIOeHMeM (MR)
BRKJIDUAIT, HO HEe OI'PAHUUYMBAITCS UMM, CJeIyilye :

CocTaBH c HeMeIJIe HHEIM BEHICBOOOXIEHMEM " COCTAaBH c
OTCPOUEHHEM BEHCBOOOXIEHMEM YKa3HBalT Ha HAvaJlo BHCBOOOXIEHUSI
AKTMBHOT'O al'eHTa II0 OTHOMEHMDn K BBeIeHMiO. COCTAaB C HeMeIJIEeHHBEM
BHICBOOOXIEHMEM OBHAUYaeT, UTO BHCBOOOXIEHME AaKTMBHOTO aleHTa u3
cocTaBa HauMHaeTCcd B TeUeHMe OTHOCUTEJBHO KOPOTKOTO IIepMuolIa
BpeMeHM IIOCJIe BBeIOeHMs, HalpuMep, uYepe3 HEeCKOJBKO MUHYT WK
paHee. CocTmaB C OTCPOUEHHBIM BHCBOOOXIEHMEM  O3Hadaer, uTo
BHICBOOOXIEHME AaKTMBHOTO arleHTa M3 CcocTaBa He HauMHaeTCsa B
TeueHMe OTHOCUTEJILHO KOPOTKOTO IIepMrolla BPEeMeHM IIocJie BBeIeHUdI, a
3alepXuBaeTCcsa UM HauMHaeTCd WM 3alyckKaeTcs II0oCJe OTHOCUTEJIBHO
IJVUTEeJIbHOTO IIepuola BpPeMeHM IIocJie BBeIeHMs, Halpumep, 0OoJiee
OOHOTO Yaca.

CocTaB C VYCKOPEHHHM BHCBOOOXIEHMEM UM COCTaB C MelJIeHHBM
BHICBOOOXIOeHMEeM 0003HaUalT CKOPOCTL BHCBOOOXIEHMSA IIOCJIe Haualla
BHICBOOOXIEHUA . Korma  HaumMHaeTcsa OOCTaBka aKTMBHOTO  aleHTa,
YKa3aHHBM aKTUBHEM aTleHT MOXeT  BHCBOOOXIATHCA  OTHOCHUTEJILHO
BEICTPO NI OTHOCUTEJILHO MeIJIEHHO . BricTpoe BEHICBOOOXIEHME
yKaseBaeT, UTO IIOoCJe Hauajla BHCBOOOXIEeHMS MaKCuMaJlbHasg WK
IMKoOBasg mHmo3a HOOCTUITaeTCd 3a OTHOCHUTEJIBHO  KOPOTKMUM  IIepUon
BpeMeHM. MeIJleHHOe BHCBOOOXIEeHMe YyKas3hHBaeT, UTO IOoCJe Hauaja
BEHICBOOOXIOEHMSI MaKcuUMaJbHasd WM OMKOBasg QHo3a »OoCTUIaeTcd 3a
OTHOCUTEJILHO IJIMTEJILHEM I[IepPMOon BpeMeHM. KoI'ma MaKCHMMaJlbHas Oo3a
OOCTUIHYTa, OHa MOXeT CHMXATbLCS C JodoM CKOPOCTBI, HaIIpUMEpP,
BEHICTPO, MEeIOJIEHHO WMJIM IIOCTOSHHO.

CocrTar c 3aMenJIeHHEM  BHICBOOOXIEHMEM U KOMIIO 3ULIN A c
HeIpepPLHBHEM BEHICBOOOXIEHMEM YKa3HBAaT nepmomn HEeIIPEepPHBHOTO
BEHICBOOOXIEHU I u 03HavanT, uTo oocTaBKa AKTUBHOTO areHTa
ONPOOOJIKAETCS WJIM INOOOEPXMBAETCS B TeUueHMe JIMTEJIBHOTO IIepuoma
BpeMeHM IIOCJIe Hauvajla BHCBOOOXIeHMs, OOmUHO OoJiee OOHOTO daca,
He3aBUCKMO OT (QOpMEl HOPpOodMJIg  BHCBOOOXIEeHMS HO3H. Hamnpumep,
BEHICBOOOXIOEHME AaKTMBHOTO aleHTa IIOOIEPXMBAeTCS MeXIy MaKCUMAaJlbHBM
3HAUeHMEM ¥ MMHMMAJLHEIM 3SHaUYeHMEM, COCTAaBJg0IMUM 0OoJiee HYJISI, B

TedeHNre HeKoTopoIro OTHOCHUTEJIEHO BoJiee OJINMTEeJIEHOI'O Ineprona
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BpemMeHu. TakumM o00pa30M MOXET BHCBOOOXIATLCSA IIOCTOSHHAS IO3a WK
oosa, KoTopas YMEHBIaeTCs CO BPeMeHeM.

CocTaB C TIIOCTOSHHEIM BHCBOOOXIEHMEM YyKa3HBaeT Ha O03Y,
KoTopasa BHCBOOOXOmaeTCA. I[IOCTOSHHOE BEHCBOOOXIEHME O3HaAvaeT, UTO
AKTUBHEIM aTl'eHT IOCTABJIAETCHS C OTHOCUTEJIEHO IIOCTOSHHOM IO30M B
TeUueHMe YMEPEHHOTO WM OJIMTEJBEHOTO IIeprola BPeMeHM. O3TO MOXeT
OHITL IIPEeICTAaBJIEHO OTHOCHUTEJIBHO IIJIOCKMM MIPOdMIIEM BEHCBOOOXKIEHMS
OOBE WMJIM I[IpodMJieM C He3HAUMTEJILHHM HaKJIOHOM IIoCJIie  HauaJjla
BHICBOOOXIOEHUA, T.e., 0e3 pe3kKux IIMKOB M BHaaMH. TakuMm o00pasoM,
IIOCTOSHHOE BHICBOOOXIEHME OOBIUHO ABJIAETCSH 3aMenJIe HHEM NI
HelpepeBHEIM, HO 3aMelJIeHHOe WJIM HelpepHBHOE BHCBOOOXIEHME MOXeT
BHITL He IIOCTOSHHEIM.

CocTaB C IMPEepHBUCTHEHIM BHCBOOOXIEHMEM yKa3HBaeT, UYTO aKTHBHLMN
areHT MOOCTAaBJSAEeTCS B OIOHOM mIM ©OoJiee Jo3ax, KOTOPHE KOJeOJTCH
MeXxIoy — MaKCHMMaJIbHOM  HO30M M  MMHUMMAJILHOM  OO30MU B TeueHNe
omnpenmeJIeHHOTO Ieprola BpeMeHM. 32TO MOXeT OBTb IpeacTaBJIeHO
npodmiieM  BHCBODOXIEHUSI IO3H, VMelyM  OOMH  WJIU HEeCKOJIbKO
OTHEeJIbHHX I[IMKOB WJIM BIaIMH. OOHaAKO »OBa WM 0oJiee IIPEepHBUCTHX
BHICBOOOXIOEHMUSI MOTYT CO3IaBaThb IIepeKpPHBAalMM OOmMM WMJIM COCTaBHOM
IpodmiIb BHICBOOOXIEHMS, KOTOPEINA, 10— BUIOVMOMY, aBJISeTCd WU
20beKTUBHO ABJIAEeTCH IIOCTOSHHEIM. Korma OCyIeCTBJISEeTCA oBa
IPEPHBUCTHX BHCBOOOXIEHMI, TO B IMIPOMEXYTKax MOXeT OHThL IIepPUuom,
KOT'ma BHICBOOOXIEHMEe He OCYIEeCTBJIAeTCS, WJIM TaKoITo IIeprola MOXeT
He OHTE . OBREIUHO [IPEPHEBUCTOE BEHICBOOOXIEHME OPUBOOUT K
BEHICBOOOXIOEHMIO IIPaKTUUeCKM BCeI'O AaKTMBHOTO AarleHTa B TeueHUe
opuMepHoO 60 MMHYT MM OHICTpee.

CocTaB C IIPOJIOHTMPOBAHHEM BHCBOOOXIeHMeM obOecHneurBaeT JHMOO
BEHICBOOOXIOEHME AaKTMBHOTO aTleHTa B Ipenejlax IleJIeBOTo OMallas3oHa
OOBE B TeUeHMe OTHOCUTEJIbLHO IJIMTEJILHOTO Iepuoma, JMdo YPOBEHDb
JIeKAaPCTBEHHOTO CpelcTBa B IJla3Me B IIpeldejlax lLeJIeBOI'O IOMarias3oHa
OOBE B TeUueHMEe OTHOCHUTEJIBHO MOJMTEJBEHOTO IIepuonma, 0e3 yuera
KOHKPETHOTO MexXaHM3Ma WJIM xXapakKTepa BHCBOOOXIEHMS, HaIpKMep,
3aMenJIeHHOe, IIPEePHBMCTOE WMJIM IIOCTOSHHOE BHCBOOOXIEHME.

[Ipoduiib BEHICBOOOXIEHU I OJIs IepopajibHO BBOOMMOTO
JIEKapPCTBEHHOTO CcpencrTea YKa3HBaeT crioco® n BpeMs,

XapaKTepr3yr X TO, Kak yKaBaHHBH\/JI cocTaB BHICBOOOXIaeT MJIn



39

IOOCTAaBJIAeT aKTUBHHEM areHT B XeJyIOoK, KMIeUHVWK ¥ T. I. IOocJe
BBEeIOeHUA. JVI3BECTHH pa3JIMUHEE METONHE IJIA OLIEHKM BHCBOOOXIEHMSA
JIEKapCTBEeHHOTO CpenacTBa U IOJyUYeHMS Opoduiie BHCBOOOXIEHUH,
BRJIOUAS TEeCTH 1in Vitro, KOTOPHE MOOEJIMPYIT IOBeIeHMe CcocTaBa 1in
Vivo, ¥ KOTOPHE BKJIOUAT B ceBg TecT Ha PacTBOPEHMS COIJIACHO
bapmakoriee CIIA mOJsg TBEePOHX OO3UMPOBAHHHEHX (QOPM C HEMEeIJIEHHHM
BEHICBOOOXIEHVEM M KOHTPOJIMPYEMEM BEHCBOOOXIEHNEM.

[lpodmim BHCBOOOXIEHMA JIEKAPCTBEHHOT'O CpPpencTBa OTJIMYAKTCS OT
npoduiierr B Iwjas3Me. IlIpoduiib B IJlasMe YKa3HBaeT I03Y WIM YPOBeHb
AKTMBHOT'O al'éHTa B KPOBOTOKE MIEKONMUTAKIETro, HalpuMep, IIalueHTa,
IoJiydamomero CoCTaB JIEKAPCTBEHHOTO CpeIcTBa. Korga aKTUMBHHM areHT
BEHICBOBOXIOAaeTCH ns3 cocTaBa, HallpuMep, B KUIIEUHUK, MOXHO
OIpelelInThb KOJIMUEeCTBO aKTMBHOTO areHTa, IPUCYTCTBYIIET O B
KPOBOTOKEe, B TeUeHUe BPEeMeHU.

[lpodmiicb BEICBOOOXOEHUS JIEKapCTBEHHOTO CpenOcTBa MOXeT OHTH
paspaboTaH Tak, UTOOH I[IOJIydaTb TpedyeMel WIM leJieBo¥ Npoduib B
jasMe, n nIpoduib B jasMme MOXeT VMUTUPOBATE IpodniIb
BEICBOOOXIOEHM A . Hamopuwmep, oXxmpoaeTcd, uTo 3aMenJjieHHOe
BHICBODBOXIEHME aKTMBHOT'O areHTa IIpMBeldeT K YCTOMUMBOM IO3e B
mjasMe, UM OXMIaeTCsda, UYTO IIPEepHBUCTOE BEHCBOOOXIeHMe OyIoeT IOaBaThb
IPEePHBUCTHY NOPOPMIJIL B IJlasMe (C IOIMKaMM M BIagIMHaMM), HO DTO He
obsa3aTesIbHO Tak. llepmon noJiyBeBeneHus (ti;,») aKTMBHOI'O aIl'€HTa B
KpPOBOTOKe (eT'0 CKOPOCTE pPas3JIOXeHMSa) MOXeT OHTb TaKMM, UYTOOH
IPEepPHBUCTHY OpOOMIIL OOCTaBkM OyIoeT HaBaTh  3aMeInJIeHHHM - WJIu
HelpepHBHHY  Opoduiib B ILJla3Me. Ipyrrue  QaKTOPHEH  TOXe  MOTYT
OKasHBaThL BJIMAHUE, TakKrMe KkKak Ouoabcopbuusid, OMOOOCTYIIHOCTE U
20beKT IIepBOTO MNIPOXOXIEHMHI. [Ipodmiie B ILIasMe, cosIaBaeMbl
orpelleJIEHHEIM IPOOMIIEM BHCBOOOXIeHMS aKTMBHOTO aleHTa, TaKxe
MOXeT BapbMPOBATBCSA OT HNallMeHTa K IalMeHTY.

XapakTepUCTUKM OMOIOOCTYIIHOCTM M3BECTHHL B IOaHHOM oBJjlacTu
TexXHUKM M BKJOUAT IJomanb I[IOO KPMBOM KOHIEHTpallMM B ILja3sMe OT
BpEeMeHU (AUC) , MaKCHMaJIbHYK  KOHIIEHTPAalU (Crax) n BpeMsda IOo
mocTmkeHMS Cpax  (Thax) -

AUC - »TO IJIomanb TIIOO KPMBOM KOHIEHTpalMM B IIJla3Me OT
BpPEMEHM, WM DTa BeJIMUMHa XapaKTepu3yeT KOJMUECTBO JIEKAPCTBEHHOTO

cpencrea, abCcopOUPOBAHHOTO rocJye BBeIeHUd OIHOM IO 3H
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JIeKapCTBEeHHOTO cpencTBa (Remington: The Science and Practice of
Pharmacy, Editor Gennaro 2000, p. 999).

Chax — DTO MaKCHMajlbHasd KOHIeHTpalusa B IJla3Me, IOOCTUIHYTasd
[IOoCJIe IIepopaJIbHOTO BBeIeHMA IIpellapaTa (Remington, p. 999) .
[lepopallbHOE BBeIeHMe JIeKapCTBEHHOT'O CpPpeACTBa [IPMBOOUT K OIHOMY
3HaueHU Cpax, HO MOXeT TIIpUBeCTM K 0oJiee UYeM OOHOM I[IMKOBOMU
KOHILIEHTpaluM B ILJla3Me, HalpuMep, I[IOCJie BBeIeHMs IIpenapaTa cC
IIPEPHBUCTOM HO30M1.

Thax — D2TO BpeMd, HeoOXomuMoe IJIA OOCTMXReHUA Cp.x IIOCJTe
IepopalIbHOTO BRBEeIeHMA JIeKapCTBEHHOTO CpeICcTBa, OHO CBA3aHO CO

CKOPOCTEIO TOIJICIMEHMS aKTUMBHOTO BemecTkBa (Remington, p. 999).

T e PMMUHEL «IIOBHII AN PacTBOPUMOCTDL IOJIMMEP» W
KUHTUOUpPYIOMUMN KPUCTaJIJIN3allMio IOJIMMEP» OTHOCATCSH K
BOIOPacCTBOPUMOMY [IOJIMIMEpPY, CrIOCOBOHOMY B COOTBETCTBYIIINX

KOHIIEHTpaLUMAaX O0O0pas30BHBATE TBEPOYID OUCIEPCUID, KaK OINpeneljileHO B
HacToOdmeM IOKYMeHTe, CJa®OOCHOBHOTO MEeKJM3VHA B IIOBHIIALIEM
PacCTBOPMMOCTE I[OJIUMEepe, HalpuMep, I[IpM pPacTBOPEeHMM CcHauvajla Kak
JIEKapCTBEHHOT'O CpencTBa, TakK M I[oJMMepa B  OOHOM  CcUCTeMe
pacTBOpPHUTEJIeN c [0 CJIe OYIOMMUM yIaJeHueM pacTBOpPUTENIA B
COOTBETCTBYRIUX YCJIOBUSAX. CJIaBOOCHOBHOE JIeKapCTBEHHOE CPencTBO
IIOOOepPXMBaKnT I1O CymecCTBY B BUIIE MOJ'[eKyJ'[FIpHO]’Z IOUCIIepCrM MWJIM B
aMOp(]_)HOIZ @OpMe I1pnm XpaHeHn1, TPaHCIIOPTUPOBKE )z KOMMEePpUeCKOM
pacnpocTpaHeHnunu KOMIIO 3ULIUM, comepxaimein TBEPOYIO IVCIIePCH0
rnoJmMepa, YCUIIMBAKIETO PacTBOPYMOCTE, u CJIaBOOCHOBHOTO
JIEKAPCTBEHHOTO CPperncTBa.

HOKpBITMe «C KOHTPOJIMPY EMEIM BI:ICBO@O)KJISHM@M» OXBaTEBaeT
IIOKPHETIMA, KOTOPHEE oTcpouMeanT, 3aMenJIdgnT, InpenoTBpamanT T/I/T/IJ'H/I
MHEIM OOpasOM IPOIJIeBAnT BECBOOOXIEHME JIEKAPCTBEHHOTO CpeIcTBa W3
YaCTMLIEI C TIIOKRPEITHMEM C KOHTPOJIMPYEMBIM BBICBO@O)K,H@HT/IGM. TepNJ.T/IH «LC
KOHTPOJIMPY eMBEIM BBICBO@O?K,HGHMGM» BRJIODUaeT B cebsa «LC yCTOﬁT{MBBH\A
BBICBO@O?K,HGHMGM», «C OTCPOUYEHHEM BBICBOGO)KJIGHMGM)) M «C IIPEPEBUCTEM
BBICBO@O?K,HGHMGM, pPacCcCUMTaHHEM I10 BpeMeHI>», TaKVM O@paBOM,
LIIOKPEITME C KOHTPOJIMPYEMEBIM BBICBO@O)KJIGHMGM» OXBaTEIBaeT IIOKPEITHE C
yCTOﬁT{MBBH\A BBICBO@O?K,HGHMGM, IIOKPETHME C IIPEPEBMCTEM
BBICBO@O?K,HGHMGM, pPacCUMTaHHEIM I10 BpeMeHI WJi IIOKPETHME «LC

3a0epPXKOM» .
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KOHTEePOCOJNIOOUIILHEIM IIOJIMMEP» OTHOCUTCS K UYBCTBUTEJLHOMY K
pH nDoamMepy, KOTOPHM YCTOWUMB K BO3IEVMCTBUI XeJIyODOUHOTO COKa
(T.e. OTHOCUTEJIBHO HeEpPacTBOPUM npu HUBKUX YPOBHAX PH,
XapaKTepHEX IJI4 XeJIyOKa), HO IpM DSDTOM pacTBoOpsaeTcsa IIpu ©OoJee
BEHICOKMX YPOBHAX PH, XapaKTepHHX IJI4 KUIIEUYHOT'O TpaKTa.

«C HeMeIJIeHHEIM BEICBOOOXIeHMeM» B OTHOMEeHMM GapMalleBTUUeCKON
KOMIIOBUILIMM, KOTOopas MOXeT IIPeOCTaBJIATL coBoM JIeKapCTBEeHHYID (opMy
MM KOMIIOHEeHT JIeKapCTBEHHOM (QOPMEI, OTHOCHUTCHA K dapMalleBTUUECKON
KOMIIO 3ULINN, KOTOpad BHICBOOOXIOaeT [IPVMEDPHO 50% VI BoJiee
aKTMBHOT'O al'€HTa, B IpyI'OM BapMaHTe pealu3aluM HaCTOMAIEeTo
nz3obpeTeHusa 0OoJiee IIPMMepHO /5% aKTMBHOI'O al'eHTa, B IOpyroM
BapMaHTe pealM3aluM HacToAmero wms00peTeHMsa O0oJee nOpuMepHo 908
aKTMBHOT'O al'eHTa, a B IpyI'uMX BapMaHTax peajM3aluy HaCTOAel'o
nzobpeTeHusa OoJiee HOpuMepHO 95% AaKTMBHOI'O al'eHTa B TeueHUe
IPpVMMEpPHO OOHOTO uYaca I[IOocJie BBeIdeHMd YKasaHHOM JIeKapCTBEeHHOM
bopMEI. OTOT TepMMH TakXe MOXeT OTHOCUTLCA K OdapMalleBTUUYeCKMM
KOMIIOBULIUAM, B KOTOPHX OTHOCUTEJILHO OHICTPOE BEICBOOOXIEHNE
AKTMEBHOT'O arleHTa I[IPOMCXOAOMUT IIOCJIe 3alepXKM, B TeueHMe KOTOPOM He
IIPOUCXOIOUT BEHICBOOOXIeHME aKTUMBHOTO areHTa VI IIPOUCXOIOUT
HeOOoJBIIOE BECBOOOXIEHME.

«llapMk C HeMeOJIeHHEIM BHEHCBOOOXIOeHMeM (IR)» wWMIM «4JyacTulla C
HeMeJIeHHEIM BHECBOOOXIEHMEM» B MIMPOKOM CMEICJIE OTHOCHUTCHA K IMapuky
WY  dJacTulle, comepxamyM  aKTHBHEM  aTl'eHT, KOTOPHE oBjaganT
CBOMCTBaMM «HeMeOJIeHHOTO BHCBOOOXKIESHMSI» II10 OTHOWEHMID K aKTHUBHOMY
areHTy .

«llapk Cc 3BaMeOJIeHHBEIM BEHCBOOOXIeHMeM (SR)» WMIM «4JyacTulla C
3aMeIJIEHHHM BHCBOOOXIEHMEM» B MMPOKOM CMBICJIIE OTHOCUTCS K MapUKy
WY dYacTHulle, COIepXallMM IOKPHETHe SR, pacloJIOXKeHHOe Hal aKTMBHEM
AOPOM.

«IloKpEITHE c 3a0epPXKOV» VI KIIOKPEITHUE C [P EPHBUC TEM
BHICBOOOXIEHVEM, pPaACCUMTAHHEIM IO BpPEMEeHU» (TRP) OTHOCUTCH K
[IOKPHTUED C KOHTPOJMPYEMEM BEHCBOOOXIEHMEM, B KOTOPOM COUETAaKnTCH
HEepaCcTBOPUMEIE B BOIOEe UM DHTEPOCOJNIOUIIBLHEE IIOJIMMEPH; IIOKpHTHe TPR
caMo TiI0 cebe oOeclleuMBaAEeT IIPEPHBUCTOE HEMeIJIEHHOE BECBOOOXIEHUE
AKTMBHOTO al'eHTa IIoCJIe 3alepXKM B TeUueHue 3aJaHHOTO BpEeEMEHU.

HlapT/IK C 3aMeJICHHBEIM BEICBOOOXIEHMEM, pPacCUMTaHHEM I10 BpeMeHNI
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(TSR) ¢ mnokpeTHeM TPR, pacroJIOXeHHEM Hal OapbepHBM IIOKPHTHMEM
(moxpeTMe SR), obecneunBaeT YCTOWUMBEM HOPOdUIL BHCBOOOXISHUS
AKTMBHOTO arleHTa IIOoCJie 3alepXKM B TeueHMe 323alaHHOTO BPEMEHMU.

«lapuk C 3aMelJIEHHEM BHCBOOOXIOeHMeM (DR)» WM «4YacTulla C
3aMeIJIEHHEM BEHCBOOOXIEHMEM» B MMPOKOM CMHECJIE OTHOCUTCHA K 4IOpY,
comepXalleMy aKTUMBHEM areHT. [IoKpeHTHMe DR OTHOCUTCS K IIOKPHTHUI C
KOHTPOJIUPY EMBIM BEICBOOOXIEHNEM, comepxalmemy SHTEPOCOJIOOMUIIL HEI
[IOJIMMEP, HeoO0A3aTeJIbHO B COUeTaHMM C ILJIaCcTUOUMKATOPOM.

«laprK C KOHTPOJIMPYEMHM BECBOOOXOeHMeM (CR)» MM «dacTuua cC
KOHTPOJIMPYEMEIM BECBOOOXIEHMEM» B MMPOKOM CMBEICJIE OTHOCUTCH K
APy, CcoOepXalleMy AaKTMBHEM aT'e€HT, C BHYTPEeHHUM IOKpPHTHEM SR,
HeoO4d3aTeJIbHO C BHeMHMM IHOKpHTHMeM DR wmiam TPR, wWiIM C BHYTPEHHUM
nokpelTeM TPR ¢ BHeMHMM NOKPHTHMeM DR.

«BpeMa 3alepXKM» OTHOCUTCA K I[Iepuony BpeMeHM, Kor'ma MeHee
10% aKTUBHOTO areHTa BEHICBOOOXIOaeTCHd nu3 bapmalleBTHUUECKOM
KOMIIOBULMM IIOCJIe I[IpMeMa YyKa3aHHOM KOMIO3ULIUM WM JeKapCTBeHHOU
bopMEl, cCcoOepxXalley KOMIIO3ZMUMIO, WM I[IOCJe BO3OEMCTBUA yKa3aHHOU
KOMIIOBULMM WM JIeKapCTBEeHHOM GOpPMH, coOepxXalel KOMIO3ULIUID, B
CMOIEJIMPOBAHHYID OMOJOTUUYECKYK XUIKOCTH (KMOKOCTM), HAIpUMep, IIpU
OLIeHKE C IIOMOIILIO amnrnapara COoTJIaCHO bapmMakoIlee CIIA c
MCIOJIb30BaHeM NOBYXCTaIUMHOM Cpens OJS pPacTBOPEeHUusa (IIepBHe 2
yaca B 700 sy 0,1 H. HCl mpm 37°C c nocjelyollMM TeCTHMPOBaHMEM Ha
pacTBOopeHue npu pH 6,8, npm mobaBieHuu 200 My mommupukaTopa pPH) .

«HaHeceHHHM MOBEepPX», HaIpUMep, B OTHOMEHUM IIOKPHTHSA TIIOBEpPX
IIOOJIOXKM, OTHOCUTCHA K OTHOCUTEJILHOMY PacIIOJIOKEeHNID, HallpuMep,
IIOKPHITUA IO OTHOWEHMUI K IIOOJIOXKKEe, HO He TpebyeT, UYUTOOHB IOKPHTHE
HaxOIMJIOCE B IpAMOM KOHTaKTe C [OOJIOXKOM. Hamnpumep, TIIepBoe
[IOKPHITHE, «HaHECEHHOEe IIOBepX» IMIONJIOXKKM, MOXEeT HaXOIOUTLCAd B
HENOCPEenOCTBEHHOM KOHTAaKTe c TIOIJIOXKOM, VI Mexny [IEPBEM
IOKPHTMEM ¥ TIOIOJIOXKOM MOTYT OHTE pPacCHIOJIOXEHH OOVH WM BOoJiee
IPOMEXYTOUHHX MaTepralloB WM T[IOKPHTUM. Hamnpumep, TOKpHTHe SR,
HaHEeCeHHOe IIOBepxX  4Opa, colepXamero aKTUBHHM  aTleHT, MOXeT
OTHOCUTLCA K IIOKPHTUI SR, HaHeCeHHOMY HEIIOCPEOCTBEHHO IIOBEpPX
anpa, CcomepXamero aKTUMBHEM aTeHT, WIM KpUCTalljla KUCJIOTH WU

AO0poOM, CcoIepXallMM KMCJIOTY, WJIIM MOXeT OTHOCUTBECA K IIOKPEITHIO SR,
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HaHeCEeHHOMY Ha I[IpeHoxXpaHsAapllee  3allMTHOEe  IIOKPHTHE Ha  Alpe,
comepXaleM aKTHMBHHENM aTreHT.

«VB3oMpyRmUI  CJIOM» UIN KIOIPeOOXPaHAKMUNM  3allMTHEM  CJIOM»
OTHOCUTCS K 3alUTHOM MeMOpaHe, HaHECEHHOM IIOBEepX dYacTHIEN AIpa,
conepxalmen aAKTUBHE areHT WM  QYHKIMOHAJIBHOTO IOJIMMEPHOTO
IOKPHTUSA, 3allilallleMy YacTUIy OT TPeHMS U UMCTUPpaHMa BO BpeMs
00paboTKM U/MIYM MUHUMUBVPYOIEMY CTaTHUUeCKOoe BJIEKTPUUECTBO BO
BpeMd OOpaboTKMU.

«TabjeTka, pacrnagamnmadacsda B IIOJOCTM pTa» uiam «ODT» OTHOCUTCHA
K TabJjleTke, KoTopad OHCTPO pasjlaraeTcda B IIOJIOCTM pTa I[IoCJe
npueMa 60e3 XxepaHuda. CKOPOCTBH pacllama MOXeT M3MEeHATLCHA, HO OHa
BEICTpee, UYeM CKOPOCTE paclala OOBUYHEX TBepPIbX JIEKapCTBEHHEX GopM
(HanpuMep, TabjleTOK WM KalcyJ), KOTOPHEe IpeldHa3HadeHH IJId
IpoTJlaTHBaHMA Ccpasl3y I[IoCJie BBeleHMA, WM OHCTpee, UYeM CKOPOCThH
pacrnana XeBaTeJIbHHX TBEpPOHX JEeKapCTBEeHHEX OGOopM, IIPU MUCIHTaHUN,
HanpuMep, MeTonoM <701> corytacHO dapMakollee CIIA.

TepMMH  «IIO CyWleCTBY pacllalaeTca» OTHOCUTCA K  YPOBHD
pacrnamza, COCTaBJIgllleMy II10 MeHbllel Mepe OpuMepHO 50%, IO MeHbIEM
Mepe IOpuMepHo 60%, [0 MeHbIeM Mepe OpuMepHo 70%, IO MeHbIeM Mepe
npuMepHo 80%, 1[I0 MeHbmelM Mepe nOpuMmepHo 90% wuam npumepHo 100%.
«Pacnam» oTaM4YaeTCd OT «PacCTBOPEHMA»; «pacllald» OTHOCUTCA K
paspylleHun WM IIoTepe CTPYKTYPHOM KOTesuu, HalpuMep, dYacTull,
cocraBJdgmMx TabJeTKy, ToI'la KaK «pacCTBOPEHME» OTHOCUTCH K
COJIIOOUIIU 3aLlUU TBEepOoTO BemeCcTRBa B KMOKOCTHU, HanpuMep, K
CONIOOUIIU3aLUU  JIeKapCTBEHHOT'O CpeICTBa B  pPacTBOPUTENIAX WU
XKeJIYOOUHOM COKe.

«HepacTBOPUMEI B BOIe IIOJIMMEP» IMPeNCcTaBJIgeT CoOOM MIOJMMEpP,
KOTOPHEM HepaCcTBOPMM WMJIM OUeHb YMEepeHHO pPacTBOPMM B BOIHHEX
cpenax, He3aBMCMMO OT pPH mMIM B NMPOKOM IMala30oHe pH (Hanopumep,
or pH or 0 mo 14). ToamuMmep, KOTOPHM HabyxaeT, HO He pacTBOpseTcCH
B BOIHHEX Cpelax, MOXeT OBTb «HEPaCTBOPUMEIM B BOIE».

«BomopacTBOPUMEL [IOJIMMED» IpencraBJIseT cobon [IOJIMIMED,
KOTOPEM ABJIAEeTCH PacCTBOPUMEIM, TO ecTb ero 3HaUUTEJILHOE
KOJIMUECTBO PacTBOpSeTCA B BOOHEIX CpellaxX He3aBUCHUMO oOT pH.

«OHTEpPOCONIOOUIILHEY  [IOJMMEDP» IMPenNcTaBiisgeT Cco0oM [IOJIMMEpP,

KOTOpBIﬁ ABJIAETCA pPacTBOPVIMEIM (To €CThb eTro SHaUMTEeJIEHOE
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KOJIMYECTBO PacCTBOPAETCA) B KUIIEUHHEX YCJOBUAX; T.&€. B BOIHHX
cpelax B HeWTpaJIbHEIX M MeJIOUHBEX VCJIOBMAX, ¥ He pPacTBOPUMMHM B
KMCJIBEIX YCJIOBUAX (T.e. HIpu HM3kKOM pPH) .

«IIPOTUBOIIOJIOXHEM 10 PACTBOPMMOCTM B KUIIEUHMKE IIOJIMMEP» WM
KPacCTBOPUMEM B XeJlyIKe IOJMMEep» OTHOCUTCSA K IIOJMMEPY, KOTOPHM’
PacTBOPUM B KUCJOTHHX YCJOBMAX ¥ HEepacTBOPMM B HeMTpaJIbHHX U
MEeJIOUHEIX YCJIOBUAX .

Eciam He yKasaHO MHOe, KOJMUECTBO pPasJIMUHLBIX [IOKPHEHTUM WM
CJIOER, OIIMCAHHEIX B HacToAlleM IOOKYMeHTe («Macca TIIOKPHTHUA») ,
BHpaXaeTCsda KaK IIPOLEeHTHOe YBEeJIMUEHMe MacCCH YacCTHUl, WIM IT'pPaHyJ,
obecrieunBaeMoe BHICYIIEHHBEIM  IIOKPEITHUEM, OTHOCUTEJIBHO HayvaJlIbHOM
MaCCE UYaCTML, WM MapMKOB OO HaHeCeHMSA IIOKPHTUA. TakuM oO0pasoM,
Macca HOOKpHTMA 10% OTHOCHUTCS K BHCYINEHHOMY I[OKPHTHIO, KOTOpoe
yBeJIMUMBaeT Maccy dYacTule Ha 10%.

EMOBKBUBAJIEHTHOCTE — BTO OTCYTCTBME 3HAUMTEJILHEIX pPa3jIMuui B
CKOPOCTM M CTelleHM abcopbuuM aKTMBHOT'O MHITpPEeOMeHTa IIpU BBeOeHUU
B TOM Xe IO03e B aHaJIOTUUHHX YCJIOBMAX. BMOSKBUBAJIEHTHOCTL MOXHO
U3MEPUTE IO QapMaKOKMHETUMUECKMUM IMapamMeTpaM, HamnpuMmep, AUC U Cpax-

OOoMH BapMaHT pealiM3allMM HaCTOAMero M300peTeHMa IMIpelCTaBJIgeT
coboM cocTaB @OJg IIepopalIbHOTO IPMMEeHEeHMs, CcoIepXxalui cocTaB C
MOIMOUMUIMPOBAHHEIM BEHCBOOOXIOeHMeM (MR). B »ToM BapmMaHTe peaJM3aluM

HacToAdmeIro MSO@peTeHMFI eIVMHMYHaAd JIeKapCTBeHHaAdA dgopMa COIOEePXUT

JIEKapCTBEHHYIO bopmy c HeMeOJIe HHBEIM BEICBOOOXIeHMEM (IR) "
JIeKapCTBeHHYID QOpMy C TIIPOJIOHTMPOBAHHEM BHCBOOOXIeHMeM (XR). B
HacCToAIeM IOOKYMEeHTe JieKkapCTBeHHasd dbopma c HeMeOJIeHHBIM

BEHICBOOOXIOEHMEM BHCBOOOXIaeT AaKTUBHEIM aTreHT cpas3y Xe II0ocJe
BBeOeHUsd. B HacToAmeM OOKYMEHTe JleKapCTBEeHHAa S bopma c
NPOJIOHTMPOBAHHEIM  BHCBOOOXIEHMEeM  BKJIOUAeT B ceBs bopMEr  C
OTCPOUYEHHEM BEHICBOOOXIEHUEM, c PacCuUMTaHHEM 1o BpeMeHU
BHICBOOOXIEHUEM, c KOHTPOJIMPY €MEIM BEHICBOOOXIEHMEM NI c
3aMenOJIeHHHM BHCBOOOXIEHMEM. B HacTodmeM IOKYMEHTe JeKapCTBeHHAaM
bopMa C MOPOJIOHIMPOBAHHEIM BHCBOOOXIEHMEM BEHCBOOOXIAET aAKTHBHEIM
areHT C OolpelelIeHHOWM CKOPOCTBID C TedeHMeM BpPpeMeHM C ToalaepXaHueM
IIOCTOSAHHOM  KOHUEHTPpaUMM JIeKAaPCTBEHHOTO cpemcTBa B TeueHMre
onpenejyIeHHOTO nepmuona BPEeMeHU c MMHVMAJIb HEIMI 1O BOUHEMM

9(1)(1)eKTaM.T/I. CocTaBEL C IIPOJIOHTMPOBaHHEM BEHICBOOOXIEHMEM MOXHO
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moJlyyaTh C  pPas3jJMUHBEMKM = COCTaBaMu, KOTOpPHIE  ONMCAaHB HUXKE B
WJJIIOCTPATUBHEX, HO He OTlpaHMUMBAKLIMX IpUMepax, BKJOUAad KOHBIOTATH
IIOJIMMEPOB C AKTUBHBEIM aTl'eHTOM ¥ JIMIIOCOMHBIE COCTAaBHEH AKTUBHOTO
areHTa.

CucTeMa HOOCTaABKM MOXET COIepXaTh SAIpOo, 3epHO WIM MaTpully,
KOTOpPHE MOTYT OHTH 3arpyXeHH WIM He 3alpyXeHH aKTHMBHEIM aTl'eHTOM,
U OOVH wmiM ©OoJiee CJIOeB IIOKPHTHA, COIepXamMX aKTMBHHM areHT U/UINU
coIepXamui CJIOV C TaKUMMM XapaKTepUCTUKaMM BHCBOOOXIEHMS, KOTOPHE
KOHTPOJIMPYIT XapaKTepUMCTHKM Haudajla BHCBOOOXIEHMS U BHCBOOOXIEHUS
aAKTMBHOTO areHTa. AOpo, 3BepHO WM MaTpUIly MOXHO IIPUTOTOBUTL WJIMU
npuobpecTy KOMMEepUecKM. B KauecTBe BCerOo OIHOTO IIpUMepa, MOXeT

IIprncyTCcTBOBAaTE AIO0PO M3 CaXapa WIn MMKpOKpMCTaHHquCKOﬁ L eJIJII0JIO SEL

c TUIPOGUIILHOM MaTpulen, M3TOTOBJIEHHOM us, HallpuMep,
TUIOPOKCUIIPONINIIME TUIILLEJIIII0JIO 35 (HPMC) , TUIOPOKCUIIPONUIILLEJIIIIONIO 3
(HPC), 1noJu (pTUIIEHOKCHUOA), I[OJUMBMHUIIOBOTO CIOMPTa, KCAaHTaHOBOM

KaMelu, kKapOoMepa, KappalMHaHa, 300IJlaHa M T. 1.

CJIOM IIOKPEITUA MOTYT oBecrieuMBaTh HeMeOJIeHHOEe BECBOOOXIEeHNE,

OTCPOUYEeHHOe IIPEPEBUCTOE BHICBOOOXIeHME I 3aMeJIeHHOe
BEICBOOOXIOEeHME . HemeniieHHOe BEICBOOOXI eHME AKTMBHOTI'O areHTa nus
CJIOA C HeMeIJIe HHEM BEICBODOXIEeHMEM MOXeT OCymeCTBJIATECA,

HanpuMep, 3a CcueT IIpUMeHeHMS OuUeHb TOHKOTO CJIOS WM IIOKPHTUA,
yepes KOTOopoe MOXeT OHCTPO TMPOHMKATH XKeJYyOOUHHM COK, UTO
crnocoBcTByeT OHCTPOMY BHIIEJAUMBAHUID aKTMBHOTO areHTa; WIXM 3a
cyueT BKJKOUEeHMS aKTMBHOTO aTleHTa B CMeCb, KOTopasd COIOEepXUT
INoOIepXMBaKllee CBA3yIee WIM OPYTIOM MHEPTHHM MaTepual, KOTOPHMN
JIeTKO pPacTBOPAETCS U BHCBOOOXIAeT AaKTUBHHY aTeHT B KeJYyIOUHHM
COK; WMJIM 3a CcuUeT I[IpMMeHeHMS [NONOepPXMBAKIMeTOo CBA3YOMETO WU
IPpYyTOTO MHEePTHOTO MaTepHuaja, KOTOpPHM OHCTPO pa3pyllaeTcsda IIpu
KOHTaKTe C XeJJyOOUHHM COKOM, IMIpMUeM KakK MaTepuall, TakK M aKTUBHHMN
areHT OHCTPO IUCIEPTUPYITCA B XeJIyOOUYHOM COKe B BUIe MeJIKUX
yacTull. Takme OHCTpopasz3jlaranmyecs M IUCIeplUpyllyecs MaTepMaJt
BKJIOYAIT, HalpuMep, JaKTo3y U MUKPOKPUCTAJUJIMUECKY LeJIJII03Y .
I'MOIPOKCUNPONINIIME TUJILLEJIJIIOIIO3a ABJISETCHA IIPUMMEPOM CYCIeHIUPYIEeT O
areHTa M CBA3YKIeIO.

SDHTEepPOCOJIOOUIIEHEIE TIOKPHTHUSA OJS KOMIIOHEHTa C OTCPOUYEHHBM

IO EPEEBEMCTEM BEICBOOOXIEHMEM MOTYT OBITB pH—BaBMCMMHMM MJIn pH—
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He3aBUCHMBIMHA . SHTepPOCONOMIIBHEE  MOKPHTHA  IJIS  KOMIIOHEeHTa  C
3aMelJIeHHEIM BHICBOOOXIEeHMeM gBJIADTCA pH-3aBUCUMMBEMYK. pH-3aBUCHUMOE
IIOKPHTHE AaKTUBUPYETCA C BHEHCBOOOXIEeHVEeM JIeKapCTBEHHOTO CpelCcTBa B
nopenejlax WM3BeCTHOTO IMalaszoHa 3HaueHud pPH, KOTOPHM  OOBUHO
COOTBETCTBYEeT B3HaueHMIO B TOM cCpele, IIe TpebyeTcd OTCPOUEHHOEe
BEHICBOOOXIEeHMe . TUNIMYUHBE pH-3aBUCHMEIE TIOKPHTHUSA BRJIIOU AT

auerTaTdTasiaT LI eJIJII0JIO 3EI, anmeTrTaT—-TpruMeJIJInTaT L eJIJIInJIO3H, drTamaT

I'MOPOKCHUITPOIIMIIME TMIIIeJIJII0JIO 3EI, IIOJIMBMHWMIIalleTaTa bramar,
KaPGOKCMMeTMHSTMHHGHHDHOBV, COIIOJIMMEPM3OBaHHEIE MeTaKpPMIIOBYIO
KMCHOTY/MGTMHOBHG S@MPH MeTaKpMHOBOﬁ KVMCJIOTEHL, Tarme KakK,

HallprMep, MaTepnrallkl, M3BECTHEE 1101 TOPI'OBEMIN HaVMeHOBaHVAMIM

FUDRAGIT® L12.5, L1000 mum EUDRAGIT® S12.5, S100 mamM aHaJIOTMUHLE
coenuHeHUsd, [IPUMEH SeMEIEe 0J1d IOJIYUYEeHN S SHTEPOCOJIIONITE HEIX

IIOKPHTHM. MOXHO TakXe IMIPUMEHATH BOINHHE KOJUJIOMOHEE IIOJIMMEPHEE
IVCIEePCUM WMJIM [IOBTOPHEE IMCIepCur, HalpuMmMep, EUDRAGIT® L 30D-55,
EUDRAGIT® L100-55, EUDRAGIT® S100, EUDRAGIT® cocraB 4110D (Rohm
Pharma); AQUATERIC®, AQUACOAT® CPD 30 (FMC); KOLLICOAT MAE® 30D

u 30DP (BASF); EASTACRYL® 30D (Eastman Chemical).
[IpuMepPH KOMMEPpUYeCKM IOCTYIIHHX (apMalleBTUUYeCKUMX COCTaBOB C
IpUMeHeHMEM SHTEePOCOJIOBUILHON CUCTEeMEH B BUIE IIOKPHTUS MM CJOS C

npeloTBpalleHMeM  pPacTBOpPeHus aKTUBHOTO BellecTBa B KeJlyoKe
BrimouainT CYMBALTA® (mysnokcermHa HCI, Lilly Indianapolis 1IN),
NEXIUM® (»30Memnpasoti, AstraZeneca LP), ACIPHEX® (pabenpas3oa
HaTpudg, Eisai Inc. wu Ortho-Mc-Neil-Janssen Pharmaceuticals,
Inc.), ASACOL® HD (MecajiamMMH, Procter & Gamble Pharmaceuticals,
Inc.), LIALDA® (MecasiammH, Shire US), PENTASA® (MecajiammuH, Shire
US), ENTECORT® EC (kalcyJsl OymoecoHuna, AstraZeneca), LAMICTAL®

XR (TabjieTkH JIaMO TPUIXUHA , GlaxoSmithKline), KAPIDEX®

(DekcJaHconpasoJ, Takeda Pharmaceuticals North America, Inc.),
CREON® (karicyJe TaHKpeaTHHa, Solvay SA), ULTRASE® (KaIlCyJIH
naHKpeJmMIase, Axcan Pharma US), PROTONIX® (manTompasoj, Pfizer)
DEPAKOTE® (panwmnpoaT HaTpus, Abbott Laboratories), PRILOSEC®
(oMenpaszoJ, AstraZeneca), PREVACID® (J1aH30MIpPasoJl, Novartis

Consumer Health), ARTHOTEC® (oukJIodpeHak HaTpUA, Pfizer);
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STAVZOR® (BajbknpoeBad KucjoTa, Noven Therapeutics), TRILIPIXI 4
(KamcyJiH C 3aMelJIeHHEM BECBOOOXIeHMeM (eHOPUOPMHOBOM KMCJIOTH,
Abbott Laboratories) wm VIDEX® EC (mupmaHo3muH, Bristol-Myers
Squibb) .

B bapMalleBTHUUECKOM KOMITIO 3ULIVN, YCTOMUNBOM K CIOIMPTY,
IIPUMMEHSIKT «al'eHT JIS 3allMTH OT CHOMpPTa» IJA I[IPeldOoTBPAalleHud WK
3aMeIJIEHMS BH3BAHHOT'O STaHOJIOM «CcOpoca» aKTMBHOTO al'eHTa U3
JIeKapCTBeHHOM GQOPMEI, UYTO MOXET BE3BATh Y IIallMeHTa BHCBOOOXIEHME
CJIMIIKOM BHICOKOM IO3E OOMIIEPUIOOHA VIV OeMTepMPOBaHHOTO
OOMIIEPUIOHA, UYTO MOXET IIPUMBECTU K YBeJMUeHU Cpux, YTO B CBOK
ouepelb MOXeT IPUBECTM K YIOJIMHEHMIO MHTepBaja QT. YcTomumBasg K
CIOMPTY KOMIIO3MUMA IIpenoTepallaeT CcOpOC HOO3H UM CHUMaeT YIOMAHYTYIO
npobiieMy ¢ 0e30lNaCHOCTBK. ATeHT OJd 3allMTH OT CIOUpTa MOXeET
IpenCcTaBJIATh cobom OOMH MaTepual, HallprMep, [IOJIMMED, VI
KOMOUHA LU MaTepmralsioB, HalpuMep, KOMOMHAa LI [IOJIMMEPOB, B
pacTBope BCIOMOTATEJILHOTO BelleCTBa. ATeHT OJA 3allMTEL OT CIMpTa
ocaxmamoT B CJI0Oe WM IIOKPHETHUM, WM B aJIbTEPHATUBHEX BapMaHTax
peanu3allMM HaCTOAmEeIro M300peTeHMs OH HaxXxOoOMTCS B (QopMe MaTpPMIIH .
ATeHTH nOJg 23alllMTH OT CIOMPTa BKJKOUYAlT, HO He OTI'PaHMUYMBAKTCSI WUMHU,
opraHnYeCcKUun aleTaTdTaaT L EeJIJII0JIO 3H, COIIOJIMMEPH  MeTaKpujaTa
aMMOHMS, COTIOJIMMEPH MeTaKpUJIaTHOT'O >0upa, COTIOJIMMEPH
MeTaKpUJIOBOM KMCJIOTH, [IPUPOIOHEE u CUHTETUUYECKNE KpaxXMaJlkl,

IIOJINMaJIKMIJIEHOKCVIIOEL u HaTypaJlbLHEEe 12 CHUHTEeTHUYEeCKNUEe L eJIJII0JIO 3HL,

BRJIOUA S MOIMGUUIMPOBaHHLE 1 eJJTI0JIO BH, Taxkue Kak
TUOPOKCHUIIPOIMIIME TUIILIeJIJIIIIO 34 (HPMC) , TUOPOKCUIIPOIMIILLEJIIIIIO3a
(HPC) , TUIOPOKCHUME TUIILEJIJIIIIO 3a (HMC) , Me TUJILLeJIJIIIIO 3a (MC) ,
TUOPOKCUD TUIILEJIJIIIO3a (HEC) N KapDOOKCUMETUIILEJIJIIIO3a (CMC) ,
BOCKMH, Taxkue Kakx BOCKMU HaCeKOMBIX u BOCKHU XUBOTHOTO

IPOUCXOXOEHNI, PaCTUTEJIbHEE BOCKM, MMHEpPAJIbHEIE BOCKM, HedTAHHE
BOCKM M CHHTETUUECKME BOCKHU. B omHOM BapMaHTe peajmM3alun
HacToAmero M300peTeHMd areHT OJ4 3allMTE OT CIOMpTa OIpelcTaBJIgeT
coBoM oOpTaHMUeCKMM alleTaTdTalaT LeJJIoJIo3s Eastman C-A-P® uiu
Cellacefate, NF (Eastman Chemical Company, Kingsport, TN, CIA).
ATeHT [JI4 3allMTH OT CIOUPTa MOXEeT IIPUCYTCTBOBaATL B COCTaBe B

KoJIMyecTBe, OJOCTaTOWHOM IJIA IIPMIOaHMA YCTOﬁIqMBOCTM K CIIMpTYy IIpU
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IOaHHOM KOHLEeHTpallMM 2TaHoJla, HalpuMep, VYVKa3aHHHM aTreHT MOXeT
OuTE pobaBJIeH B koJIuuecTtBe 20%, 25%, 30%, 35%, 40%, 45%, 50%,
55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% 100%, 150%, 200%,
250%, 300%, 350%, 400%, 450% m 500% oT yBeJMUeHMS MacCCH.

B OIOHOM BapMaHTe peanmMsanmum HaCcToOAmeI o n300peTeHn g
KOMIIOBUIIMA aKTMBHOI'O areHTa COOepXuT MHOXecTBO CR m IR uacTuii,
roe Kaxnoasa CR JyacTula COOEPXUT a0po, IIOKPEITOE CJIOEM
HepacTBOPMMOTO B BOIE noJiMmMepa, 3a KOTOPEM  CJIeOyeT cJion
IIOKPHTUSA, COOEPXallMi DSHTEePOCOJIOMIILHEM [IOJMMep, HeoOs3aTelIbHO B
KOMOMHalMM C HepacCTBOPMMEM B BOIe IIOJIMMEepOM, T'Ie yKasaHHOe AOpo
COOEPXUT IOOMIEPUIOOH U dapMalleBTUUECKM [IpMeMJIeMoe IIOJIMMEPHOe
cBA3yKIEee, a 3aTeM [IePBHM cJion MIOKPHITUSA, comepxamui
HepacTBOPUMHIY B BOIe IoJMMep, Heobs3aTeJJbHO B KOMOMHALUMM C
BOIOOPACTBOPMMEIM IIOJIMMEPOM U HeoOd3aTeJIbHOe BTOPOEe IIOKPHTHE U3
DHTEPOCOJOUIIEHOTO noJjiMmMepa, HeoOsa3aTeJIbHO B coueTaHuun C
HepaCTBOPMUMEIM B BOIe IIOJIMMEPOM.

OOouH BapMaHT peajiM3allMM HacCTOoAmEeIo M300peTeHUd COLEPXUT
MHOXeCcTBO CR uwacTtuuy um IR wvactmu. UYactuua CR O comepxuT 4AOpo,
I[IOKPHITOE CJIOEM HepacTBOPMMOTO B BOIe IIOJIMMepa, a 3aTeM CJion
IIOKPHITUS, COIOEPXalUi DSHTEePOCOJOOMIILHEM I[IOJMMep, HeoOsa3aTelIbHO B
KOMOMHalIMM C HepacTBOPMMEM B BOIEe IIOJIMMEPOM; IIPM STOM YyKas3aHHOE
AOPO COmEPXUT AKTUBHEIM areHT U (dapMalleBTHUUECKU IIpHeMJIeMyo
OpTraHMUYecKyln KMCJOTY (Hanopumep, OyMapoBYK KUCIOTY), OTIEJIeHHHE
IpyT OT »OpyTra IO MeHblle Mepe cjoeM SR. Kaxmas IR uyacTula
COmEPXUT AaKTUBHBI areHT B KOMOMHAaLUA C MOOXO I AMNUMA
BCIIOMOTATEJIEHEIMU  BelleCTBaMM. B HEeKOTOPHX BapMaHTax peajin3alun
HacToAmero M300peTeHUsS KOMIIO3UIIMA COIEePXUT AaKTHMBHEM areHT U IO
MeHbIleM Mepe OIHY YJYUMaoIyld PacTBOPMMOCTL OPTaHUMUECKYI KUCJIOTY,
KoTopasd CcrnocobHa Cco3maraThk MUKPOOKPYXeHMe ¢ KHUCJIOTHEM pH B
mapmukKe ¢ TOKPHTHMEM OJA COJNOOMIM3aluM aKTMBHOT'O aleHTa OO eTo
BEICBOOOXIOEHMA BO BpPaxXOeOHYK C TOUKM 3peHMI pPH cCcpenly KHUIIEUHOTO
TpakKTa, TI'Ie JIeKapCTBEHHOEe CPelCTBO IIPaKTUUeCKM HepaCTBOPUMO.

B oIHOM BapMaHTe pealM3allMM HaACTOANEeTO KN300peTeHUId UYaCTUILEH
CR coepxaT WHEPTHOe HAOpO (HampuMep, cdepy U3 caxapa, coepy U3
HeJUIIJIO3H M T. =O.), IOCJHeOOoBaTeJIbHO IOKPHTOEe (dapMalleBTUUeCKHU

IpUeMIIeEMOM OPTaHMUEeCKOW KUCJIOTOM (HalpuMep, SHTapHOW KUCJIOTOM) u
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bapMalleBTUUECKH IpYeMJIEMEM CBA3YIOMUM BelleCTBOM (HampumMmep,
TUOPOKCUITPOTIVIILEJIIIIIO30M) ; SR cJon (HanprMep, comepxammm
bapMalleBTUUECKY [IPpMeMJIEMEI HEepaCTBOPUMEM B BOOe IMIOJIMMEP, TaKou
Kak BTV EJIIIII0 33, HeoBA3aTeNILHO IJIaCTUOULMPOBaHHE
bapMalleBTUUECKH IpUeMJIEMEM LJIaCTUQUKATOPOM, TaKMM KakK

TPMSTMIILMTPAT WJIN [IOJIMP TUJIEHTJIMKOJIE ) ; CJIOV C aKTUBHEM areHToOM, U

dapMalleBTUUECKHU nprueMiIieMoe CBA3YKIlee (HanpuMep, [IOBUIOOH) ;
HeoBOdA3aTeJIbLHHM M30JIMP YOI cJon (HampumMep, conepXxammn
BOOOPAaCTBOPUMEIM [IOJIMMED, TakKom Kak
TUOPOKCUIIPONIMIIME TUJILeJIJIIoJIo3a) ; u SR cJion, conepXxammin
HepacCTBOPMMEIM B BOIe IIOJMMEP, TaKo¥M Kak »Tumialesnojoza (EC-10), u

SHTEPOCOJIOMUIBHEY IIOJMMep, TaKoy Kak ¢TajlaT I'MIpoMeJJiosk, HP-55
1 HeobGsazaTeJIbHO OGapMalleBTHUUeCKM I[IPpMeMIIEMHN I[IjlacTuduraTop, TakoM
Kak TpusTuiauurpar (TEC).

pPH-HezaBUCHMOE IIOKPHTHE COLEPXUT MaTepualibl, BOCIPUMMUMBEE K

bepMeHTaTUBHOM aKTUBAaLUU asopenyKTas KUIMEUHBIX BaxkTepun
(HanpuMep, a30II0JIMMEPH! ) NI MaTepuakl, BOCIHPUUMUVBLE K
PasJIoOXeHNIO rnoJiMcaxapunasamm B TOJICTOM KUIIK e (mpupoOOHLE
HojMcaxapunr) . HeorpaHMuMBapmMe MIPUMEPH a3O0MloJIMMEPOB  BKJIIOUAIT

COIOJIMMEPH  2-TUIOPOKCUBRTUIMeTakpuiaTa (HEMA) u MeTUIMeTakpuiaTra
(MMA) . HeorpaHMUMBaKIMEe IIPUMEPH IPMPONHEIX IIOJIMCaAXapMIOOB BKJIIOUAKT
aMMJIOBY, XWTO3aH, XOHIOPOUTHH, IOeKCTpaH M KCUJIaH.
«OHTepOCOJIOOMIIBEHEL — I[IOJIMMEpP» OpencTaBJiseT CcoBoM IIOJMMED,
VMelmMY CPelHKI MOJIeKYJIApHYy Maccy (MW) IO »KBMBAaJIEHTHOM Macce
IOJMCTUPOJa, pPaBHYKL OpuMepHo oT 50000 mo 150000, wu comepxammi
KapOOKCUJILHEIE TPYIINE, KOTOPHE OCTalTCHd HepaCTBOPUMMEMU HOpu pH
HUXe HOpuMepHO 4 (omanas3oH pH B xejlylke), HO MOHUBUPYKTCH,

IpMBOOA K pPacTBOpeHMI IoJuMepa, IIpu pH Beme npuMepHo 5,0

(InanaszoH pH B KUIleUHUKe) . OHTEPOCOJIOMIILHHIM [IOJMMEP MOXeT OHTH
IIJIeHKOODpa3ynlMM, HallpuMep, aneTardrasar - LeJJIOJIO3E (C-A-P),
auerTarT—-TpUMEJIJIUTaT LIeJIJII0JIO 3BL (C-A-T), dTamarT
TMOPOKCUIIPONINIIME TMIILLEJIJII0JIO 35 (HPMCP) , COIIOJIMMED METaKPUJIOBOMN
KM CJIOTEL n STUJIaAKPUIIaATa, auerar CYKLUMHAT
TUOPOKCUIIPDONIMIIME TUIILeJUTIOJIO3E  (HPMCAS) M IHIOJMBMHWII aleTaTrdrajaT
(PVAP) . MoJekynapHasda Macca HPMCP wmoxeT cocTaBJaaATe oT 80000 gmo

110000 mmm or 95000 mo 100000. MoJsekysgpHasa Macca C-A-P MOXeT
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cocTaBJgATL oT 55000 mo 75000 mam or 68000 mo 80000.
KoMrioHeHT C 3aMelJIEHHHM BHCBOOOXIEHMEM MOXET COIEepXaThb

TIOKPETMA C 3aMelJIEHHEM BECBOOOXIEHMEM, MaTpPMIE C 3aMeJICe HHBEIM

BEICBOOOXIEHMEM n OCMOTHMUECKIME CHMCTEMEBL C 3aMeJICHHBEIM
BEICBOOOXIEHMEM. HOKpHTMH C 3aMelJIeHHEIM BHICBOOOXIEHMEM MOXHO
I10JIy49aThb C IIPVMMEHEHNMEM HepaCTBOPVMMOTI'O B BOIOE IoJjiMmMepa,

KOMOMHALIUY  HepaCTBOPMMBIX B BOIle IIOJIMMEPOB  WJIMU KOMOMHaUUM
HEPACTBOPKUMEIX B BOIe M BOINOPaACTBOPMUMEX IIOJIMMEPOB. [JId4 MaTPULE C
3aMeIJIEHHEM BHCBOOOXIEHMEM MOXHO IIPMMEHSATH OOBUHBE IIOJIMMEPH C
3aMeOJIEHHEIM BECBOOOXIEHMEM, M3BECTHHEe CclIelMajJMucTaM B  IOaHHOM
o0JIaCTM TEeXHUKMU.

TUIIMUHEIE TIOKPHETHUS C 3aMelJIeHHBEM BHCBOOOXIEHMEM BKJIOUAKT
[IOJIMBMHMIIALleTaT, alnerarT L eJIJII0JIO 3k, aueTaTdyTHUpaT LeJIJII0JIO 3HL,
IPONMOHAT aleTaT LeJJIoJIOss, STUJIILEJIJIIIO3Y, XUPHHE KUCJOTH U UX

CJIOXHEE  BOUPH], AJIKMJIOBEIE  CIIMPTHL, BOCKH, 3EeMH (mpoJjiaMMH U3
KYKYPY3H) ¥ BOIHHE IIOJMMEpPHBEe IUCIepCur, Takve kak EUDRAGIT® RS

u RL30D, EUDRAGIT® NE30D, AQUACOAT®, SURELEASE®, KOLLICOAT®
SR30D M aleTaTLeJJIJIO3HLM JaTekKC.

IMesyieTH WK mapmUKy1 MOYXHO V3TOTaBJIMBATEH nus JIIOOBIX
bapMmalleBTHUUECKU PV EeMIIEMEIX MaTeprajoB, OCHOBHBASACH Ha
COBMECTUMMOCTM C aKTHBHBEIM aTeHTOM U OQOUBUKO-XUMUUECKUX CBOMCTBAX

IejujieT WMJIM MapMKOB.

Ceasynmue BRJIOYAT IIPOM3BOOHEIE 11 eJIJII0JIO 3H, Tarue KakK
MeTWJIIeJJIInIJIO34a, TMOIPOKCHUS TMIILeJIJIIIIO34a, TMIOPOKCHUITPOIIMIILIEJIJIINIIO3a,
TI'MIOIPOKCHUITPOIIMIIME TUJIIIEeJIJIINJIO34a, TIIOJIMBUMHWMIITIMPPOJIMIOOH, COIIOJIMMED

HOHMBMHMHHMPPOHMHOHa/BMHMHaHeTaTa m T.no.

IesuHTerpupyKmLe aTeHTH BRJIIOYUAIT KYKYPY3HHM Kpaxmall,
npexesla TMHUPOBAHHHM KpaxMmall, [IOIIEePEeYHO~ CIIUTYIO
KapBOKCHME TUIILLEJIIIIIIO 3Y (AC-DI-SOL®), KPaxXMaJITUIMKOJIAT HaTpuUA

(EXPLOTAB®), MomepeuyHO-CHUTHM NOJIVMBUHMINUPPOIMIOH (PLASDONE XL®)

u T. IO.
HamnoJsiHMTeJ M  BKJIOUAT JakKTo3y, KapboHaT KaJgbluud, dochar

KaJbLu4d, cyJbdaT KaJbLUuAg, MUKPOKPUCTAJIJINUECKYIO LEeJJInJIO3Y,

OeKCTpaH, KpaxMaJlel, caxapo3y, KCWIUT, JaKTUT, MaHHUT, copbur,

XJIioprno HaTpMAd, IIOJIMSTWMIIEHIJIMKOJIE M T. II.
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[IOBEepXHOCTHO-aKTUBHEE BemeCTBa BRJIIOUAKT J'IaypT/IJ'ICYJ'H:(l)aT

HaTpusa, MOHOOJIeaT COopOMTaHa, IIOJIMOKCUARTUIIEHCOPOMTaHa MOHOOJeaT,

COJIM XeJIUHEIX KUCJIOT, TUIMIEepUJIMOHOCTeapaT, JuHuio PLURONIC® (BASF)
u T. o.

CoMmodUIIM3aTOPE BKJIOUAKT JIMMOHHYI KUCIIOTY, SAHTAPHYK KHUCIIOTY,
GYyMapoOBYyKR KUCIIOTY, AOJOUHYI KUCJIOTY, BUHHYK KUCJIOTY, MaJIeMHOBYI
KHUCJIOTY, ITUIYTAapoOBYK KUCIOTY, OMKapOOHAT HaTpuia, KapboHaAT HaATPUIA
u T. o.

CTabuamM3aTops BRJOUAIT aHTUMOKCUIAHTH, Oybeph, KMUCJIOTH M T.

[lpuBeleHHBE HMWXe HOaHHBE JWUIOCTPUPYT IIPMMEPHBE  CIOCOOE
IoJIydeHus, 6e3 oTpaHMUeHUN.

ADpo MOXHO IIOJIyYaThb IIpM IIOMOWM  BKCTPY3UM-ChOepoHM3alLuUM,
TPaHyJIAUMM C BBCOKMM YCUJIMEeM CIOBMI'a, HaCJOeHMEeM pacTBopa WK
CYCIIeH3UM.

[Ipy »BrCTpy3UM-COepOoHMBALUM aKTUBHEIM aleHT ¥ IpyIue IOOaBKU
TpaHyJIMPpYyIT OpM »DoOaBJIeHUM CBA3YKIErO pacTBopa. BiaxHynw Maccy
[IPONyCKAalT depes DBKCTpylep, OOOPYINOBaHHEM SKPaHOM OIpeneJIeHHOTO
pasMepa. SKcTpynaTaM HOpumailT chepudueckyn  bopMy  IIpMU  IIOMOIU
MapyMepal3epa. I[loJIlydeHHEE IIeJIJIeTH CyllaT M IIPOCeMBaiT.

IIpy TpPaHYJAUMM C BHCOKMM YCUIMEM CIBUTa aKTUBHHY aTeHT U
opyrrue nofaBKM CMelMBAKT B CYXOM COCTOSHUM, 3aTeM YyKa3aHHYD
CMeChb CMauuBalT 3a CcueT pobabJjieHMd pacTBoOpa CBA3YyKIEeIo B
TpaHyJaTOpe C BHCOKMM YCUJIMEM CIOBUTa/cMecuTesie. llocjie CMadyMBaHUSA
TpaHyJIEL COeIMHAKT B O00myln MaccCy Ipu IIOMOIM KOMOUMHUPOBAaHHBIX
OeViICTBUM CMeMMBaHVA U MW3MeJIbUeHMsa. [loJIydeHHBe TpPaHyJiE CcymaT U
IIPOCEUBAKT .

[Iopy HacCJOeHMM pacTBOpa WM CYCIEeH3UM pacTBOP WM IUCIEPCHUID
JIEKapCTBEHHOTO CPeAcCTBa CO CBA3YKIMM WM 0e3 HeI'0 pPacHEIginT Ha
MCXOOHEE 3epHa C OlIpelleslIeHHBEM pasMepoM YacTull B IIpolleccope C
[ICEBOOOXWKEHHEIM  CJIOEM  MJIM  [OpM  [IOMOIM  IpyT'OoT'0  IIOOXOOAMEeI'O
000pPYyHnOBaHMs, IIOKPHEas TakuM o00pasoM I[IOBEPXHOCTE MCXOINHEIX 3epeH
AKTMBHEIM arl'eHTOM. IlejijieTr, 3al'pyXeHHBlEe aKTMBHEM al'éHTOM, CymaT.

YacTuUH AOpa MMelnT OuaMeTp oT IpuMepHo 50 nmo 1500 MMKpPOH,

npennoururesibHo 100 Mmrpor - 800 MmkpoH. Ha dYacTHUE saOpa  MOXHO
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HAaHOCUTE Yepenyoyoncsa  IIOCJIeOOBaTeJIbHOCTE CJIOEB  IIOKPHTUSA B
YCTPOMCTBE C  IICEeBIHOOXMXKEHHEIM  CJIOEM. AOpo  MOXHO  IIOKPHBATEH
HEeIOCPeOCTBEHHO CJI0OeM WM CJIOSMM aKTUMBHOTO aTeHTa U/UJIM aKTUBHLI
areHT MOXeT OHTE BKJIOUEH B MaTepualJl sAlpa. PasOeIMTeJILHHY WU
SAMUTHEIM CJIOM MOXHO mODOOAaBJIATH IIOBEPX CJIOS, COIepXalero aKTUBHEIM
areHT u/WIM MeXOy CJOSAMM C AaKTMBHEIM aTleHToM. Ha I[IOBepPxXHOCTL
anpa, 3ATPYXEHHOTO aKTHMBHEM areHTOM, MOYXHO HAaHOCUTE
pa3OesIMTeJIbHEM MM 3BallMTHHEM CJIOM, a 3aTeM SHTepOCOJIIOOMIILHBIL CJIOM
c OTCPOUEHHEM [IPEePEBUCTEIM BLHICBOOOXIEHMEM  WJIU 3aMeJIe HHEIM
BHICBOOOXIEHMEM. K SHTEPOCOJIOOUIIEHOMY CJIO c OTCPOUEHHEM
IIPEePHBUCTEIM BHCBOOOXIEHVEM WMJIM 3aMeIJIEeHHEM BHCBOOOXIEHMEM TaKXe
MOXHO Ho0GaBJATE IOPYyTOM CJIOM aKTMBHOTO areHTa nOJg OOCTaBKU
HayvaJbHOM IOBH. Cyion 3aMMUTHOTO TIOKPHITH A MOXHO HAHOCUTE
HernoCpeaCTBeHHO CHapyXu gOpa, CcolepXamero aKTUBHHY areHT, WK
Aanpa, Ha KOTopoe HaHeceH CJIOM aKTMBHOTO aTleHTa, C IIOMOILI
OBLUHEIX TEeXHOJIOTUM HaHeCeHMS IIOKPHTHSA, [IPpMMEeHSIeMBX B HOaHHOM
oBJlaCcTM TexXHUKM, TakuxX KaK HaHeceHMe IOKPHTHUS B IPaXMPOBOUHOM
KOTJIe WMJIM  HaHeCeHMe  IIOKPHETHS B  IICEBIOOOXMXEHHOM  CJloe, c
INpYMeHeHMeM PacTBOPOB IOJMMEPOB B BOOe WM B  HOOXOIANUX
OpPTaHMUYEeCKMUX PacCTBOPUTEJIAX, WJIM BOOHEIX IUCIEPCUN IIOJIMMEPOB.
MaTepuaJlitl, IMIOOXOOSMMe OJIS 3allMTHOTO CJIOS, BKJIOUAT IPOM3BOIOHHE
11&JIJTI0JIO BHI, Takue Kak TUOPOKCUS TUIILEJII0IO 34,
TUOPOKCUIPOIMIILEJIIInIIO03a, TUOPOKCUMIPOIIMIIME TUJILIEJIJInIIO3a,

MIOJIMBUHUJIIIMPPOJIMUIOOH, COTIOJIMMEP HNOJIMBUHMIINIMPPOJIMIOHA/ BUHMIIAlleTa,
BOIOHEE OUCIIepCUn 3 TUJIILLEJIJIIIO SH (AQUACOAT®, SURELEASE®) ,
EUDRAGIT® RL 30D, OPADRY®, alLleTaT LEJUIOJIO3H, alleraT OyTupar

LI eJIJII0JIO 3EI, amgeTraT IIpoIIMoHAaT LI eJIJIInJIO 3H, STWJIINEJIJIIIIO3a, KVPHEIE

KMCJIOTEL VM MX 9(]_)I/IpI:>I, BOCKM, 3€MH W BOIOHEE IOHCIIEpCUM IIOJIMMEPOB,

Takve kKak EUDRAGIT® RS m RL 30D, EUDRAGIT® NE 30D, AQUACOAT®,

SURELEASE®, M/WMIM  alleTaTLeJJIoJIO3HEI  JlaTekc, OTIOeJIbLHO WM B
KOMOMHAaLUN c TUIOPOQUITE HEIMA MTOJIMMEPaMM, TaKVMU KakK
TUOPOKCUD TUIILEJIIIIO3a, TUOPOKCUIIPOIUIILIEJIIIIIO3a (KLUCEL®,
Hercules Corp.), TI'UMIPOKCUIPOIMIIMETUIILEJI0JI03a (METHOCEL®, Dow
Chemical Corp.), OOIUBUHMUINMPPOIMIOH ¥ T. O. YPOBHM IIOKPHTUA

Q

cocTaBJIdRT OT TIpuMepHo 1 Mac. % ©mo TIOpuMeEpHO 6 Mac. %,
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Q Q

NIPenlIouTUTEJIBHO OT IIPMMEPHO 2 Mac. % IO INpuMMepHo 4 Mac. %.

CJIOM DSHTEepPOCOJIOMIILHOTO IOKPHTUSA C OTCPOUYEHHHM IIPEPHEBUCTHM
WY  3aMelJIeHHHEM BHEHCBOOOXIEHMEM HaHOCAT Ha HGOpO0 C  3allMTHBEM
[IOKPETUEM  WJIU Des HeTo O OBIUHEIMI criocobamMm  OJiA HaHeCeHUud
[IOKPHTUSA, V3BECTHEIMU B oaHHOM  oBJacTM  TexXHUKH, HalpuMep,
HaHECEHME TIOKPHTHUA B IPaXUPOBOUHOM KOTJIE WJIM HaHECEHME I[IOKPHTUA
B IICEBIOOXMKEHHOM CJIO€, C IIPMMEHEHMEM pPacTBOPOB IIOJIMMEPOB B BOIE
WIYM B IOIOXOOAIUX OPITaHUUECKUX PacTBOPUTEIAX, WM C IIPUMeHeHUMEM
BOOHHIX IOUCIEepCUM [OJMMEepPOoB. llogxomgmme TIOKPHETUMSA M3BECTHH B
OaHHOM o06JacTM TexXHMKM, HalpuMep, KOMMepuyecKM OOCTYIHHe pH-
UYyBCTBUTEJILHEE IIOJIMMEPH, IIpeloTRpallalliMe BECBODOOXIEHME aKTUBHOI'O
areHTa B KMUCJOM cCcpele xejgynoka (pH < 4,5), Ho obf6ecrneuMBammme
BEHICBOOOXIOEeHVEe M OOCTYIHOCTbL aKTMBHOI'O al'eHTa ToI'ma, korma pH-
UyBCTBUTEJILHEM CJIOM pacTBopsgeTcs Opu ©0oJiee BHCOKOM pH, mnocse
OIpeneJIeHHOTO BPEeMeHM 3alepXKM WM IIOCJie IIPOXOXIEeHMA UYepes
KeJIYIOK.

BHTepOCOJ'IIOGMJ'IbeIe IIOJIMMEPE  IJIA KOMIIOHEHTA C OTCPOYEHHEM

[IPEPHEBUC THM BEICBOOOXIEHVEM " KOMIIOHEHTa c 3aMenJIe HHEM
BHICBOOOXIEHMEM  BKJIOUAKT, HalpuMep, alleTaThTasIaT 11eJIJII0JIO BH,
alleTaT—-TPUMEJIJIMTaT 11eJIJII0JIO 3H, brasarT
TUIPOKCUIIPOIUIIME THUJIILLEJIIIIONO 3E, IOJIMBUHMIIAlleTaTa brasar,
KapOOKCUMe TIJIS THUJIILLeJIJIoI03Y, COTIOJIMMEPU 30 BaHHEe MeTaKpPUIIOBYIO
KUCJIOTY /Me TUJIOBLIE S0UPH  MeTaKpPUJIOBOM KMUCJIOTEI, Taxkue Kak,

HallpyMep, MaTepMalbl, W3BEeCTHHE I[I10I TOPIOBHMM HaMMEHOBAHUAMU
FUDRAGIT® L12.5, L100 myum EUDRAGIT® S12.5, S100 miamM aHaJIOTMYHLE
COeIVMHEHNS, [IpUMeHdeMbele OJIs [IOJIYyUYEeHU A SHTEPOCOJIOOMITE HEIX
IOKPHTUM . MOXHO TakKXe IIPUMEHSATL BOOHHE KOJIJIOMIHHBE IIOJIMMEPHHE
IVCIIEPCUM WJIM T[IOBTOPHEE IUCIepCcuu, HalpuMmep, EUDRAGIT® I, 30D-55,
EUDRAGIT® L100-55, EUDRAGIT® S100, EUDRAGIT® cocraB 4110D (Rohm
Pharma); AQUATERIC®, AQUACOAT® CPD 30 (FMC); KOLLICOAT MAE® 30D
u 30DP (BASF); EASTACRYL® 30D (Eastman Chemical).
SHTepOCOJIOUIIEHEIE IIOJIMMEPH C OTCPOYEHHEM I[IPEPHBUCTHM WJIU
3aMelJIEHHEIM BECBOOOXIEeHMEeM MOXHO MOOUOMUUPOBATE IIyTeM CMellMBaHMA
C OpyTMMM M3BECTHHMM [NOPOOYKTaMM IOJIS IIOKPHTHUA, KOTOpPEE He

UYBCTBHUTEJILHE K PH, HapuMep, c HeVTpaJlbHEMN s0upamMm
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MeTaKpUJIOBOM KVICJIOTH C HeOOJBINM KOJINYECTBOM xJjiopuna
TPUMETUJIaMMOHUMSTUII ~ MeTaKpuilaTa, KOMMEPUYECKM  IOCTYIIHOTO non
HavMeHOBaHuaAMM  EUDRAGIT® RS wum  EUDRAGIT® RL; HelTpaJibHOMU
OVCIIepCHel CJOoXHOTO 2dupa 06e3 Kakux-Jubo O(yHKUMOHAJBHHX TPYIII,
KOMMEpUYEeCKM HOCTYIHYI I[IOI HauMeHOoBaHMeM EUDRAGIT® NE30D; n
IPYTYMM HNPOOYKTaMM IJIS [IOKPHTUM, He UYBCTBUTEJILHEIMM K PH.

MomouduuMpyommMy KOMIIOHEHT 3alMTHOT'O CJIoS, HaHeCeHHOTOo Ha
CJIOM D2HTEepOCOJIOOMIILHOTO IIOKPHETUA C OTCPOUEeHHHM I[IPEPHBUCTHM WJIN
3aMelJIEHHEIM BEICBOOOXIEeHMeM, MOXeT ComOepXaThk CJIOM, IpeldcTaBJISomUi
cobom Oapbep OJI4 TMIPOHMKHOBEHMS BOOH (IIOJYHNIPOHMIIAEMBEM IIOJIMMED) ,
KOTOPEM MOXHO HaHOCUTL IIOCJIENOBATEJIbHO IIOCJIe BSHTEPOCOJIOOUIBHOTO
IIOKPHTUA OJIA TOT'O, UYTOOH YMEHBIUTHL CKOPOCTH I[IPOHMKHOBEHMUS BOMIE
yepes CJIOM SHTEePOCOJIOOMIILHOTO IIOKPHTHA M TakuM o0pasoM YBeJIUUUTH
BpeMad 3BalepXKM aKTUMBHOI'O BHCBOOOXIOeHMA. I[IOKPEITHME BHIIOJIHAETCH
TakK, KaK OIIMCaHO BHIIE.

[Ipy HeoOXOOMMOCTM MOXHO HAHOCHUTL CJIOM 3alUTHOTO IIOKPHETUSA
ZNJN%) LIBETOBOTO 3allMTHOTO IIOKPLITUSA . OPADRY®, OPADRY II®
(COLORCON®) " COOTBETCTBYIIIME LIBETHEIE " HeclBeTHHE MapkKu

COLORCON® MOTYyT OpPemoTBPaTUTL JIMIKOCTL IeJIeT UM O0eCHIeUMUTh IBeT
OponoyKTa. B OOHOM BapMaHTe peajiM3allMM HaCTOAleo MU300peTeHUd
3allMTHOE WJIM LBETOBOEe IIOKPHTHME HaAXOOUTCHA B IHIpenejax oT 1 Mac. %
0o 6 Mac. %, IIPeOIouTUTEeJIbHO OT IIPMMEPHO 2 Mac.% IO IIPUMEPHO 3
Mac. %. Takxe MOXHO IIPMMEHSATH TaJlbK.

KOMIIOHEHTE MOXHO BKJIOUATE B COCTaB 3allMTHOT'O I[IOKPHTMUS,
HalopMuMep, OJa OO0JieTUeHMA BECBODOXIOEHMA UM OOeclleueHMA elle 0oJee
OLICTPOTO BHCBOOOXIDeHMA. TakMe KOMIIOHEHTH BKJIOUAKT, HaIpHUMeEDP,
LIacTUOUKATOPEH, BKJIIOUA A alueTUIITPUD TUIILUTPaT, TPUB TUIILUTPAT,
AUeTUIITPUOY TUIILUTPAT, ouoyTuinuedaxkarT, TpUalueTUH,
[IOJIUB TUJIEHTJIUKOJIN, IPONIUIIEHTJIMKOJIb u T. o.; CMa3bEBaKMNe
BelleCcTBa, BKJIUAA TaJlbK, KOJJIOMIOHY OBYOKMCH KPEeMHMI, CTeapartT
MarHus, cCcTeapaT KaJlbLUus, OUOKCUI THUTaHa, CUIMKAT MalHUusS UM T. I.

KoMriozuuummn MOXHO IIOMellaTh B TBEepObBle XeJIATUMHOBHE KallCYJIB
OTOEeJIbHO WMJIM C  OONOJIHUTEJIbHBEMM  BCIOMOTATEJIBHEIMM  BelleCTBaMM.
KoMmozuummon MOXHO IIOMellaTh B TalbJieTKy, HaIpMMep, I[IYTeM BKJIOUEeHUA

B MaTpHULly TabJIeTKH, KOoTOopad GBICTpO IUMCIIepI'MpyeT YacCTMLE IIOCJIe
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npueMa BHYTPL. J[Jid OpeloTBpaleHrs pa3pylleHrMd dYacTHuil B [Ipollecce

TabJeTUPOBAHUSI TpebyeTcd HaIOJIHUTEJIL / CBA3ylee, Halpumep,
MUKPOKPpUCTAJJIMUeCKad LeJJInjo3a (AVICEL®), COeBH TOoJIMcaxapun
(EMCOSOY®) , npexeja TMHMPORBAHHEE KpaxMaJlbl (STARCH® 1500,

NATIONAL® 1551) m noausTuieHTJIMKOJIM (CARBOWAX®), OPUCYTCTBYIOIME
B IOMalasoHe OT IIpUMepHO 5 Mac. % DO IpuMMepHO /5 wMac. %,
OPEenrouTUTEJIbHO B IOMallasoHe OT IIPpMMEePHO 25 Mac. % OO IpuMepHO 50
Mac.%.

BcrnioMoraTelik HEle BelleCcTBa OBOBIUHO BKJIOUAT, HO He
OT'PaHUUMBAKTCA VMU, oovH waM 06oJiee  MHEPTHHX  HaIOJIHUTEJEN,
BKJIOUAA MUKPOKPUCTAJJIMUECKYD  LeJUIJIo3Y, COeBHle IOJIMCaxXapuOH,
IBYXOCHOBHHEM GocdaT KaJblMsa OuruipaTa, cyldbdaT KaJblUMs, JaKTo3y,
caxaposzy, copbuT M T.O.; OOMH WM ©OoJiee MaTepraljloB, KOTOPHE
obecrneunBamnT TeKy4deCThb [IOPOUIKOE, BKJIOUA A BHICOKOMUCIIEP CHEIN
OMOKCHUI KpeMHUsa, CUIMKarejb, CcTeapaT MalHMA, CTeapaT KaJbLUA U
T. O.; OOMH wWiIM 0OoJjlee CMa3bBawlMX BelecTB O0jad obeclnedyeHmAa
HamJjiexamero TabjeTUpoBaHMA, BKJIOUYAS I[IOJIUDTUIEHTJIMKOJL, JeWIUWH,
mlepuibereHaT, cTeapaT MaTlHMSA, CcTeapaT KaJblMsg, CTeapMHOBY
KMCJIOTY, TUOPOTEHU3ZMPOBAHHOE  pPacTUTEJIbHOe  MacJio U T. o.,
Haxomdamyecs B IOualasoHe oT HOpuMepHo 0,1 mac. % mo npumepHo 10
Mac. %, IOpemOnouTuTeJJbHO B IOMalazoHe oT nOpumepHo 0,3 Mac.$ 1o
npuMepHo 3,0 mMac. $%.

g IucHoepIMpOBaHMA MapMKOB IIOoCcJe IpMreMa TabJiIeTKM OoOaBJISAT
PaspPHXJIUTES M. Pa3pHXJIMTEIM BKJIOUYAKT, HO HEe OI'PaHUUMBARTCH UMM,
[IOIIEPEeUHO~ CIIUTYIO KapBOOKCUME TUIILEJIJIIIJIO3Y  HaTpuda (AC-DI-SOL®),
KpaxMaJIlVIMKOJIAT HaTpug (EXPLOTAB®, PRIMOJEL®), [OoIepeuHoO-—CHMUTHIA
HIOJIUBUHWIINIONUIUPPOJIUTOH (PLASDONE-XL®) 1 T. 1., OPUCYTCTBYOIME B
orarnasoHe OT I[OpuUMepHO 3 Mac. % n»no HnpuMmepHo 15 wMac. %,
NpedlIouTUTEeJIbHO B IOMalla30He OT IIpMMepHO 5 Mac. % mo npuMepHo 10
Mac. %.

B oIHOM BapMaHTe pealiM3allMM HaCTOAMeTIo u300peTeHMsa TabJIeTKU
IIoJiyuamnT nus yacTuil, KOTOpPHE BBOOAT B OJleHIOep ¢ AVICEL®,
PaspHXJIUTEJIAM ¥ CMa3HBaKIMM BEMECTBOM, I[IepPeMeMMBalT B TeUeHNe
onpenejyleHHOTO BpeMeHM (MMHYT) C IOJydYeHMeM TOMOTeHHOM CcMecH,

KOTOPYK 3aTeM IIOMelanT B JIOTOK TabJleTOUHOTO IIpecca, IIpM IOMOIIN
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KOTOPOTO IpeccyoT TabjeTku. Mcrnojgb3yeMad cujla CXaTUMsa JoCTaTOodHa
OJIS TOJIydeHusda TabJIeTKM, HO He IOOCTaTO4YHa, UYTOOH pas3pyliuThb IapUKu
MV TIOKPHTUA .

TabjleTka MOXeT COCTOSATE M3 TpPexX CJOoeB, TI'Ie KOMIIOHEHT C
HEMENJIEHHEIM  BEICBODOOXIEHMEM CMENMBAaKT B CYXOM COCTOSHUMU, a
KOMIIOHEHTH C OTCPOUYEHHHM IIPEPHBUCTEM BECBOOOXIEHMEM M KOMIIOHEHTE
C 3aMenOJIeHHHM BHCBODOXIEeHMEeM IIOoIBepralT BJIAXHOW TI'pPaHyJIALUM.
BaTeM oOQopMyT TabJeTKy IIpM IIOMOMM OOHOCJIOMHOTO WM TPexXCJIOMHOTO
cxaTua. IlpM pacTBOPEeHMM CJIOEB KaXOBlM KOMIIOHEHT BECBOOOXIAETCH U
OeViCTBYET COOTBETCTBEHHO : HalpuMep, YaCTHULEL c HeMeIJIeHHEM
BEHICBOOOXIeHMEeM OOecClleuMBalT HeMelJIeHHOe BHCBOOOXIEeHUEe, YaCTULH C
OTCPOUEHHEM IIPEPEBUCTHM BHCBOOOXIeHMEM oOOeclleuuBaKnT OTCPOUYEHHOE
[IPEPHBUCTOE BEICBOOOXIeHNE, a YaCTHULEL C 3aMeIJIEHHEM
BEHICBOOOXIOeHVeM  oOOeclleuMBaKnT 3aMeJIEHHOE BEICBOOOXIEHNE rnocJe
BpeMeHU 3alepPXKU.

OmuH nus3 BapMaHTOB peanmsalumnm HacToAmWeIo n3obpeTeHmd
npencTaBjigeT coboy cocTaB OOMIEepMIAOHa WM OeMTepUpPOBaHHOTO
OOMIIepMIOHAa IOJS I[IepopalIbHOTO  BBEeOEHU, KOTOPHEM  COOEPXUT B
eIVHUYUHOM OO3UPOBAHHOM bopme Kak dbopmy c HeMeOJIeHHBEIM
BHICBOOOXIeHeM, TakK ¥ (OpMy C TIIPOJIOHTMPOBAHHEM BHCBOOOXIEHMEM.
OOMH M3 BapMaHTOB peaM3allM HacTOoAmeIro M300peTeHMsa OpencTaBJIsgeT
coboM cocTaB IOMIEPUMIOHA WM IeUTepUPOBAHHOTO IOMIEepMIOHAa IJid
IepopaljlIbHOTO BBeIeHMUSI, KOTOPHM COOEPXMT B eIMHUMUHOM IO3UPOBAHHOM
dopMe Kak ©¢opMy C HeMeIJIEHHHEM BHCBOOOXIeHMEM, TaK ¥ ©¢opMy C
[IPOJIOHTUPOBAHHEM BHCBOOOXIEHMEM.

JlekapcTBeHHAaA bopma OoMIIepUIOHAa VIV OeMTepPUPOBAHHOTO
OOMIIepMIOHa, KOoTopasa coueTaeT B cebe Kak COCTaB C HeMeIJIEHHHM
BHICBOOOXIOeHeM 10 MI', B mnpelejax oT 5 Mr mo 20 MI', TakK M COCTaB
C MPOJIOHTHMPOBAHHHM BECBOOOXIeHMeM 20 MI', B nOpegmejax oT 10 M mo
80 wmr, oBbecnieurBaeT HOCTaABKY al'eéHTa [allMeHTy HelpPEepEBHO B
TeueHre TIPUMepHO 12-yacoBoTo Hepuola. CocTaB C TakKo¥ »OO30U
oBecrnieurpaeT TepalMo B TedeHMe 12 4YacoB 3a CUeT BBeIeHWUd
mauMeHTy  OOHOM  HO3H, obecneurBad yIOoOCTBO IOJA IallMeHTa WU
IPOJIOHTMPOBAHHYID Tepaluo, HaIpuMep, IIallMeHT MOXeT CIOKOMHO CIaThb
BCIO HOUL, WJIM paboTaTb MOJHBM padbouni OeHb, WIM MMeTb LeJIEM OeHb

OTOEIXa M T. O. 6e3 IIPOABJIEHMA CHMIITOMORB.
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B BapMaHTax peann3zaluumn HaCTO4AmeTo n3o00peTeHnsd cocTasB
COTJIaCHO HaCTOAmMEMY MW300peTeHMKD COIEPXUT YacCTb KOMIIO3ULUW WIIK
KOMIIOHEHT C HeMeIJIeHHBEM BEHCBOOOXIOeHMeM (IR) M dYacTk KOMIIO3ULUU
WY KOMIIOHEHT C TIIPOJIOHTMPOBAHHEIM BEHCBOOOXIeHMeM (XR) wMIM UX
KOMOMHauuMM. YacTb C HeEMeIJIEHHHM BHCBOOOXIeHMeM oOecleunBaeT
nocTtaBky 100% 1OO3BE C HeMeIJIeHHHM BHCBODOXIeHMEeM MeHee uUeM 3a
yac, a 4YacThb C I[IPOJIOHI'MPOBAHHHM BHCBOOOXIeHMEM oODecClleuMBaeT IO3Y
C TIPOJIOHTMPOBAHHEIM BEICBOOOXIEHMEM B TeueHMEe 12 YacoB.

TUNIMUYHEM NOpOodMJiE PacTBOPEHMSA OOMIIEPMIOHA, TakKXe Ha3HBaeMbM
npodmiieM BHCBOOOXIEHMS, IIokKa3aH Ha ¢our. 2. IIpOoLeHT BHCBOOOXIEHMA
JIEKapCTBEHHOTO CcpelcTBa IpubimxaeTcsa K 100% B TeueHMe OIOHOTO
Yyaca WM MeHee U3 YacCTM CHUCTEMBE OOCTaBKM C  HeMelJIeHHEM
BHICBODOOXIOeHMeM U InpuMepHo 100% B TedeHMe 12 UYacoB WIM MeHee U3
YacTM CHUCTEMEl JOCTaBKM C IIPOJIOHTMPOBAHHEIM BEHCBOOOXIOeHMeM. Ha
dur. 3 cCcxeMaTHMUeCKM IpMBeIeHa MOINEeJIb KOHIEeHTpaluM OOMIIEpHIOHa B
jasMe, I'Ie KOHLeHTpalusa JIeKapCTBEHHOTO CpelcTBa B ILJla3Me U3
YaCcTM C HeMeOJIeHHEIM BEICBOOOXIEHMEM NOCTHUIaeT IMKa IIPUMEPHO B IOBa
paszsa BHIIe KOHLUEeHTpalMM B TO BpeMsAa, KoT'Oa JeKapCTBEHHOEe CpelCTBO
M3 YacTM C [OPOJIOHIMPOBAHHEM BECBOOOXIEHMEM HOOCTUTAeT ILJIaTo
IPMMEPHO B TIIOJIOBMHY OT KOHLUEHTpaluuM M3 dYacTM C HeMeIJIeHHHM
BEICBOOOXIOEHMEM.

B omHOM BapMaHTe pealM3allMM HAaCTOAmMeIo M300peTeHMs aKTUBHBIM
areHT MOXHO BBOIMTH pPekKTaJlbHO. PeKTajJlbHOe BBeleHMe aKTUBHOTO
BemecTBa MOXeT cocTaBJaaATe 10 wMr-20 MI' Tpu pas3a B CYTKHU.
PexTaJlbHOE BBEeIOEeHMEe  MOXHO IPOU3BOINTH IpY  [IOMOIIMU cocTaBa
CYNIIO3UTOPUA. B OIDHOM BapMaHTe peaM3aluM HaCTOoAmMeI'o M300peTeHus
CoCTaB BBOIOAT PeKTaJIbHO, HAaIpMMep, [OIPM [IOMOmWM CYIIIO3UTOPHUL.

KoMriosuumsa MOXeT OHThB B BUIEe Pa3JIMUHHEX QOPM IJOCTaBKM WMJIM
CUCTeM JOCTaBKM. MOXHO TIPMMEHATE CJEeOYyKRIMEe COCTaBH, KOTOPHE
ABJIAKOTCSH [IPVIME PHEIMU n He OTpaHNYMBaKT obBeM HaCTOAmMEeTO
nzobpeTeHusa. IllepopalJibHEIE COCTaBH BRKJKOUaKLT TabJeTKy, KalcyJy,
came, MATKUM Tejlb, XUIOKOCTL, TI'eJlb, ILJJAaCTHPL, IIJIeHKY, IIOPOIOK,
TpaHyJly, TeJb, OyJbCHpyKIee BHCBOOOXIEeHMEe, AOpo—-oD00JIOUKY, (QOopMy
C OTCPOUYEHHHEM TIIPOJIOHTMPOBAHHEIM BECBOOOXIEHUEM, JIeKapCTBEHHYIO
dopmy C 1noJiocamMm, OQOpPMYy C 3BaMeJIEHHBEIM BHCBOOOXIEeHMEM, KallCyJly C

TabJjleTKkaMm, KaIllCyJIOBUIHEE TadJIe TKU c TpaHyJaMi, CIJIOUCTYIO
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TabJIeTKy M T. -I., BKJIOYad MX KOMOWMHAaLWM, HaIpMMep, KalCyJH C
TabJieTKaMi, KallCyJIOBUIHEE TabJIe TKA c TpaHyJlaMu, CJIOVICTEIE
TabJeTky M T. O. C AaKTMBHLBM aTl'eHTOM WM TIIO MeHbIleM Mepe OIHUM
bapMalleBTUUECKU IIPUEMIIEMEIM BCIIOMOT'aTEJIbEHEIM BEIECTBOM.

CocTraB TabJeTKM M3BeCTeH ClIelraJucTy B IaHHOM o6JacTu
TeXHVUKM . TabjleTKa MOXeT MMEeTh JIOyKn GopMy WIM pasMep, IoOXOoOAlue
IOJIS I[IEePpOpal]IbHOT'O BBEIEHMS, HAIPUMEP, KPYIJIyLD, D3JUIMITUUECKYI M T.
IO0. B OIHOM BapMaHTe peajM3aluM HaCToOAmMeI'o u300peTeHMd TabjieTKa
MOXeT OHITH C HeMeJIeHHEM BEICBROOOXI EHMEM (IR) VI c
IPOJIOHTMPORBAHHEIM BECBOOOXOeHMeM (XR), wMIM C UX KoMOMHalLMeM.
TabiieTka MOXeT IpencTaBJIATh coboun OIBYXCJIOVHYIO TabJIeTKYy,
comepxamywn cjgou IR m XR, CMeXHbBle HOpyr' ¢ »gpyrom (our. 4);
TPEeXCJIOMHYIO TabJjIeTKy, coImepxauyio Kak IR, Tak " XR-cJgomu,
pa3neJieHHEEe OapMalleBTUUECKM IMIpMeMJIeMBIM OydbepHBM cJjoeM (¢ur. 5);
uwnm Tabjgerky XR, coIepxalyl aKTUMBHEM aTl'eHT B MaAaTPUUHOM CJIOe U
HOKpPHTYK IR cJjioeM aKTMBHOTO areHTa (our. 6).

KoMmosuuuio MOXHO Takxe ofecrneumuBaThs B OpyI'Mx OGopMax IOJjid
IOOCTaBKM, HalpuMep, B BUIe KaICyJe, comepxamel IR TabjeTry,
pazmesInTeSIbHyln Opodky UM Tabjerky XR B OCMOTHMUECKOM CHUCTeMe
IOOCTAaBKM JIeKAapCTBEHHOTO CpelcTBa OJIS KOHTPOJIUPYEMOV HOOCTaBKU
KOMIIOBMLIMM B TeueHMe 12 dYacoB (dur. 7)., B BUIEe KallCYJIH,
comepxamerr IR rTpaHyJs M XR MapuKy, CMellaHHEEe B COOTBETCTBYIOMMUX
cooTHomeHMax (dur. 8); B BUIOe KalCyJh, comepxamer IR MUHU-
TabJIeTKH, cMelmaHHBEe ¢ XR MHMHM-TabjeTKkaMmn (pur. 9); B BHUIe
KarcyJisl, comepxamel IR TI'paHyJe M XR TPpaHyJiE, IIOKPHTHE IIOJMMEepPaMM
C TIPOJIOHTMPOBAHHEIM BHCBOOOXIeHMeM (¢ur. 10); B BuUIe KallCYJIH,
comepxame XR mMapuKM, KOTOPHE HOKPHTHEH IR cijoem (dmr. 11) m T. 1O.
Ipyrre QoOpMH nOJIS OOCTABKM aKTMBHOT'O BeMecTBa MOTYT IIPeldCcTaBJIATb
coboM ImpeccoBaHHYID TabJeTKy, coIepxalyi IR I'paHyJH U mapuku ¢ XR
[IOKPHTMEM, KOTOPEE BCTPOEHH B YyKa3aHHYKL TabjeTky (our. 12);
IpeccoBaHHYKR TabJleTKy, colepXxalmyn XR TabjleTkKy, BCTpOeHHYK B IR
TabjgeTrky (our. 13); wmam XR TabljleTKy, CYCIEeHIVWPOBaHHYK B XUIKOM
pacTBoOpe JIEKapCTBEHHOTO CpPelCcTBa C HEMEeOJIEHHBM BEHCBOOOXIEHVEM B
karncyJyie (¢mr. 14).

Ipyraa ¢opMa HOCTaBKM - 5TO came. Came MOXeT COIOEepXaThb

CMeChk TpaHyJl wuianm mapukoB IR m XR (¢our.1l5) wmiIm MOXeT COOepXaThb



59

cMechk mUIIydmMx IR TpaHyll M XR I'paHyJ C TOKpPHEHTHeEM (pur.1l6).

Ipyrue CUCTEME C HeEMEJIEHHEBM, MMPOJIOHTMPOBAaHHKEM VI
3aMeIJIEHHEM, MOIVOUIIMPOBaHHEM " OTCPOYEHHBEM TP EPHBUC TEM
BHICBOOOXIEHVEM  OIMCAHE B KaXIoM U3 CHIenyrnmMx  MCTOYHUKOB :
nyommukaumm CIIA  2005/0095295, 2005/0106247 wu 2007/0264323; wu
natedHTs CIIA N 6,126,969 u 8,211,465. B kKauecTBe OJIHOT'O IIpMMepa:
B nyomurxauum CIA 2005/0106247 onomMcaHo JIeKapCTBEHHOE CPeICTBO
(uurJOoOeH3alprHa I'MIOPOXJIOPUI) B BMUIE YacCTUL, C [IPOJIOHI'MPOBAHHHEM
BEHICBOOOXIEHMEM, TaKMX KaK I[MapuMKM, I[eJJIeTH, TIpaHyJls M T. O., C
[IOKPHTUEM C [IPOJIOHTUPOBAaHHBIM BEICBODOXI EHUEM, conepxalmm
HepacCTBOPKYMEI B BOIEe MIOJMMEP MU/UJIM BOIOOPACTBOPHUMEIL IIOJIMUMEP, U
HEKOTOPEE M3 UYaCTMl, 3aKJIOUEHE B XeJIaTMHOBYID KallcyJly. B KauecTBe
IpyTroro npuMepa B nyboamkaumm CIA 2007/0264323 oOMCAHE CUCTEME
IOCTaBKM JIeKAapCTBEHHOTO cpencTBa (ADDERALL®), TakMe KaK MapUKU B
KarncyJsax, TabjleTKax NI caue, comepxamue cJion [IOKPHTUA,
KOMIIOHEHTH C OTCPOUYEHHEM IIPEPEBUCTHM BECBOOOXIEHMEM, COCTaBHE C
HeMeOJIeHHEIM BEICBOOOXIEHNEM, COCTaBH c IIPOMeXyY TOUHEIM
BEICBOOOXIEHNEM, COCTaBE C TIPOJIOHTMPOBAHHEM BHCBOOOXIEHVEM U
KaricyJlbl C KOHTPOJIMPYEMEIM  BHCBOOOXIEHUEM . B IIaTeHTe CIIA N
6,126,969 OINMCAaHBEL CHUCTEMEl JOCTaBKU JIEKAPCTBEHHOTO cperncTea
(aleTaMMHOQeH) , TakKMe Kak KoMOMHALMSA YacTMUl C IIOKPHTMeM u 0es3
IOKPHTHUA OJIA JeKapCTBEeHHOM OGOpME C HeMeIJIeHHBM/IIPOJIOHTUPOBaHHEM
BHICBOOOXIOeHeM. B mateHTe CHIA N 8,211,465 omnmMcaHHE JeKapCTBEHHHE
GOopMEI OJIS  HavaJIbHOTO  BHCBOOOXIEeHMS JIEKAPCTBEHHOTO CpeIncTBa
(HIIBC, Takoro kak wubynpodeH) M BTOpPOe 3BaMeIJIEHHOE BHCBOOOXIEeHME
TOTO Xe& CaMOT'0 JIeKapCTBEHHOTO cpelcTBa. OCMOTHMUeCKasd CUCTeMa
IOOCTaBKM oIMcaHa B Patra et al. Osmotic Drug Delivery Systems:
Basis and Design Approaches, Recent Patents on Drug Delivery and
Formulation, 7 (2013) 1-12.

AKTUBHOe AIpO JeKapCTBeHHOM O(OPMH MOXeT IMIPpeICTaBJIATL Ccobom
VHEPTHYK YacTUIly WIM KPUCTaJIJI KMUCJIOTHOTO WJIM MeJIOUHOTOo Oydepa,
Ha KOTOPHE HaHEeCEeH LJIeHKOOOpas3yommuni cocTas, comepxamemn
JIEKapCTBEeHHOE CPeICTBO. B OIOHOM BapMaHTe peaJiM3allMM HaCTOAmMeI'O
n300peTeHUa BOINOpPacTBOPMMAaSA IJIeHKoOOpa3yomas KOMIO3UIMA ofpasyer

BOHOpaCTBOpMMYIO/,JIT/ICHepI‘I/IpyeMyIO vyacTuiy. B kKauecTBe aJIbE TEPHaTMBEH,
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AKTUBHEIM aT'eHT MOXeT OHTE [NOJIyUdeH I'pPaHyJIMPOBaHMEM U M3MeJlbUeHMNEeM
u/Uim BKCTPY3Uen u cbepoHUzaMEN IOJIMMEPHOM KOMIIO3ULINH,
comepXamel aKTUBHEM areHT. KoJIMUeCcTBO AaKTMBHOTO areHTa B AIpe
3aBUCUT OT TpebyeMOM IO3H ¥ OOHUHO BapbUpPyeTCSa OT IIPUMEPHO 5
Mac. % mo 60 Mac. %. IloJMMepHOe IIOKPHTME Ha aKTHMBHOM fAOpe OOBUHO
BymeT CoCcTaBJIATE OT HOpuMepHo 4% 1no 20% B pacdeTe Ha Maccy
YaCTUUHE C TIOKPHTHMEM, B 3aBUCUMOCTM OT TUlla TpebyeMoTo Ipodmiis
BEICBOOOXIEHMS ¥/MiIM BHOPAHHHX IIOJIMMEPOB U PaCTBOPUTEIEV OJId
INOKPHTUA. CHelMaJMCTEH B OaHHOM OO0JlaCTM TEeXHUMKM MOTYT BHOpPaTh
KOJIMUECTBO AaKTMBHOI'O aleHTa IJid HaHEeCeHMs B BMIe IIOKPHTUSA Ha
AIPO WM OJIA BKJIKOYEeHMA B AO0pO, IHNOOXOoOdAlee OJIS OOCTWXEeHUHA
XeJjlaeMoM  OO3BMPOBKM. B OOHOM BapMaHTe peajlM3alMy HacToAWeIo
nz306peTeHUss HeaKTHMBHOe AIOpO MOXeT MPelCcTaBJIATE CoOOM mMapuk
caxapa wIn OYyOepHHI KpUCTAaJJI, WIM MWHKAICYJMPOBAHHEN OybepHBN

KpucTasi, TakoM kKak kapboHaT  Kajblusd, OukapboHaT HaTpu4d,

byMaporBad KMcJjiora, BMHHAa4g KMCJIOTa " T. Io., M'3MeH JI0II
MUKPOOKPYXEHHUE AKTMBHOIO BelleCcTBa oJiga obJlerueHmnsa ero
BHICBOOOXIEHMA .

Ha wuyacTulr, comepXxalire JeKapCTBEeHHOE CPencTBO, MOXeT OHThb
HaHeCeHO [IOKPHTUE c IIPOJIOHTVMPOBAHHEIM  BEICBOOOXIEHMEM (XR),
comepxallee HepaCTBOPUMHM B BOIE [IOJIMIMED VI KOMOMHA LI
HepacTBOPMMOI'O B BOIe IOJIMMEpa M BOOOPACTBOPMMOIO IIOJIMMepa C
[IOJIydeHMeM  MapMKOB XR. B BapMaHTax peanmsaunm HacToAmeTro
n300peTeHMa HepacCTBOPUMHM B BOOe [OJMMEP ¥ BOOOPACTBOPUMHIM
[IOJIMMEP MOTYT IIPUCYTCTBOBATE B MaCCOBOM COOTHomleHMM oT 100:0 z;mo
65:35, wmim or npmMmepHo 95:5 mo 70:30, wmim oT npumMepHo 85:15 mo
75:25. IOKpHTHE C TIIPOJIOHTMPOBAHHEM BEHCBOOOXIEHMEM HaHOCAT B
KOJIMYeCTBE, HeoOxomouMoM  OJjia  ofecHneueHMd TpedbyeMoro  npoduig
BHICBODOXIEeHMA. B BapMaHTax peajM3alMM HaCTOoAel'o U300peTeHUd
[IOKPHTHE C [IPOJIOHI'MPOBaHHEIM BEHICBODOXIEeHUEM cocTaBJdeT oT
npuMepHo 1 mo 15% o Macce WapMKOB C IIOKPHTHEM WM OT I[IPUMEPHO 7/
no 12% 1o mMacce WapMKOB C I[IOKPHTMEM.

JlekapCTBeHHad bopmMa C MOIOUOUUINPOBaHHEM BEICBODOXIOEeHVEM,
comepxallasgs CMeChb WMapMKOB IOBYX THUIIOB, MOXeT OBTL IIPUIOTOBJIEHA
clenyomyM — ofpas3oM.  Anpo, comepxallee JIeKapCTBEHHOEe CpPenCcTBO,

IIoJIy4danT IIyTeM TIOKPEITMA MHepTHOIZ YaCTUIIEL, Taxkomn Kakr 3E€PHO
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HOHIIapeJlb, KUCJIOTHHM OVOepHEM KPUCTAJJI WIM meJIouHoM OydepHHM
KPUCTAJJI, AaKTMUBHEIM al€HTOM WM IIOJIMMEPHEM CBA3YRIVM WM [IyTeM
TPAHYJIMPOBAHVA ¥ WM3MeJIbUeHUS UM IIyTeM BKCTPpys3umn/chepoHmszalnmm C
nojlyyeHueM IR mapuka. IR mapMK [NDOKPHBALT ILJIACTUOULIIMPOBAHHEM
HepaCTBOPMMEIM B BOOe  IIOJIMMEPOM, TakMM Kak  DTUWILeJJIIo3a,
OTHeJIbHO MJIM B COUYeTaHUM C BOIOPACTBOPMMEM IIOJIMMEPOM, TaKMM Kak
TUOPOKCUIIPONIMIIME TUIILISJIIIINIIO3a, C IHojiydeHMeM XR mapuka. TBepnbe
KeJIaTMHOBEIE  KallCyJiH  3adoJHAnT XR  mapukaMy  OTIOEeJIBHO WM B
koMOuHauum ¢ IR mapukamMu, B TpeOyeMOM COOTHOUWEHMM C IIOJIyYeHMeM
KalcyJj C MOOUOMUMPOBAHHEIM BECBOOOXOeHMeM (MR), of0ecleunBarlnx
TpeOyeMBll NPpOodNnJIbE BHCBOOOXIEHUA.

Coobmaerc4d, UTo IR TPaHyJIE B crenymomen npoluenype
PacTBOpPEeHMSA BHICBOOOXTAT IO MeHbIeV Mepe OpuMepHo 70%, ©OoJiee
KOHKPETHO, IIO MeHblle) Mepe HOpuMepHOo 90% aKTMBHOT'O BeleCTBa B
TedueHre 30 MMHYT.

AnmnapaT C JIOIAaCTHOM MemaJikoM 2 coIJlacHo OGapMakonee CIA
(MemaJkyu Ha 50 o06/MMH) [OIPYMMEHSOT CO CJelyolel pacTBOpSoIen
cpenmo#: 900 miu 0,1 H. HCl (MM nomxXomsamey cpelb OJIS PacTBOPEeHMUS)
npu 37°C ¢ aKTHBHEM BEICBOOOXIEHMEM, OIpemesideMbM 10 BIOXX.

BomHet waM dbapMalleBTHUUECKM I[IPUEeMJIEMEHM PaCTBOPUTEJH MOXHO
IPVMMEHATE MOJIS IOJIyUeHMs dYacTHull gOpa, CcolepXalMxX aKTUBHHIM aTl'eHT.
Tun [LJIEHKOOBpasyrmero CBA3YHIETO, KOTOPHM  [NPpUMMeHSAeTCH 0JId
CBA3HBAHMUA JIeKApCTBEHHOTO CpPeACTBa C MHEepTHOM cbepo¥ M3 caxapa,
He ABJISAETCH KPUTHUYECKMM, HO OOBUYHO I[IPUMEHSIKTCS BONOPACTBOPUMEE,

pPacTBOpPVIMEIE B CIIMPpTEe WMJIIM pPacCTBOPUMMEIE B aLT,eTOHe/BOJIe cBAsymre .

CrAzyKmMe, TaKMe Kak NOJUMBUHMINMPPOJIMIOOH (IIBII), ODOIMDTUIIEHOKCHI,
TUOPOKCHUIIPOIMIIME TUIILIEJIIIIIIO 34 (HPMC) , TUOPOKCUIIPOIMIILLEJIIIIIO3a
(HPC), noJmucaxapuib, TaKue KaK IeKCTpaH, KYKYPY3HHM Kpaxmall,

MOXHO IIPMMeHSATE B KOHILEeHTpaluuax oT OpuMepHo 0,5 wMac.% 1o
IpUMepHO 5 wMac. %, IOpuYeM MOXHO IIPMMEeHAThH Takke W OpyIue
KOHIeHTpaluM. AKTUBHEM aTeHT MOXeT IPUCYTCTBOBRATH B 3TOM COCTaBe
I[IOKPHTMA B (QOpMe pacTBOopa WM MOXeT OHTbH OUCIePIMPOBaH IIpU
ComepXaHMM TBepLoI'0 BelleCTBa OO IIpUMepHO 35 Mac.$% B 3aBUCUMOCTU
OT BA3KOCTU COCTakBa IIOKPHTUA.

AKTHBHEIM ar'eHT, Heo®g3aTeJIbHO CBA3yKolee, Takoe kak IIBII,
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IOJIMMED, KOHTPOJIUP YO CKOPOCTH pacTBOpeHUd, ecnmn OH
WUCIIOJNIL3YEeTCHA, M HeobOdA3aTeJIbHO OpyTrue dapMalleBTUUECKU IpHeMJIeMEle
BCIIOMOTATEJIEHEE BelleCTBa CMelMBAKT B I[IJIaHETAPHOM CMeCHuTeJie WIn
TPaHyJIATOpPe C BHCOKMM YCUJIMEM CIOBMUIT'a, TakoM KkKak FIELDER®, wu
TPaHYJIMPYIT OpKY OoOaBJIeHUM/pPAaCIbJIeHUM TpPaHyJIMpyoIeld XUIKOCTH,
TakoM KaK BoIa WM CIMPT. BIaXHYyl MacCy MOXHO BSKCTPYIMPOBATH U
npunaeaTek chepruecyrn oopMy C IIOJyUeHMeM COepruUYeCcKMUX  YJacTUll
(mapMkKOB) MNpM I[OMOIM SKCTpyLepa/MapyMepalizepa. B 5THMX BapMaHTax
peanmMszaluy HacCTOLAlleTo M300peTeHMAa o3a aKTMBHOTO al'eHTa MOXeT
OOCTUI'aTh 90 Mac.% B pacuere Ha o0y Maccy
SKCTPYIUPOBAHHOTO/CHepM30BaAHHOTO AOpa.

VMimocTpaTUBHEIE, HO He OTUPaHUUeHHBEe [IPUMEPH HEepaCTBOPUMEIX B

BOIEe IIOJIMMEPOB, MOOXOOAMMUX IJS XR MNOKPHTUM, BKJIOUAKT I[IOPOMOK WJIMU
BOOHYIO OUCIEPCUI0 STWILEJUIJIO3H (HanpuMep, AQUACOAT® ECD-30),

alleTaTa LeJUInJIOSH, HoJuBMHMIIalLeTaTa (KOLLICOAT® SR 30D, BASF),
HeMTpaJibHEX COIIOJIMMEPOB Ha OCHOBEe STUJIaKpuiiaTa u
MeTHJIMeTakpuiarTa, COIIOJIMMEPOB CJIOXHEIX 50MPOB aAKPUIIOBOM u
MEeTaKPUIIOBOM KMKCJIOT C UEeTBEPTUUHHMM aMMOHMEBBIMM TPYIINaMM, TaKKMU
xkak FEUDRAGIT ® NE, RS m RS30D, RL wmium RL30D um . Io.
VImoc Tpa TUBHEE BONOPaCTBOPUMEHE TIOJIMMEPH, Bes OTpaHUYeHuN,
BRJIOUAIT oBlamanmye HUBKOM MOJIEKYJISPHOM Maccou
TUIPOKCUIIPOIMIIME TUIIL EJIJIIIIO 3Y (HPMC) , Me TUJILeJIJIIIIORY,
TUOPOKCUIPONIMIILEIIIIII03Y, TIOJIMBUHUIIIUPPOJIUIOH n/Uim
NOJIUBTUIIEHTJIMKOJEL (II3T') (Cc MoOJIekKyJISpHOM Maccom > 3000) . IokpeHTHE
C HOPOJIOHTMPOBAHHEIM IIOKPHTHEM OBOBUHO HAHOCHAT TOJIIMHOM OT IMIPUMEPHO
1 mac.% pmo 15 mMac.% B 3aBUCHMMOCTM OT pPacTBOPUMMOCTM aKTUBHOIO
BemleCTBa B BOIEe ¥ OT MCIOJB3YeMOT'O COCTaBa IIOKPHTHMSA Ha OCHOBE
PACTBOPUTENA UM JIaTEKCHOW CYyCIeH3UM.

KoMmmosuunMyu  OJId  HOKPHTUSA, IpYMeHsaeMEe — IJI obBpas3oBaHuUA

MeMOpaH, OOBHYHO IJIACTHOUUIMPYIOT. JVUIOCTPATHMBHEE [LJIACTUOMKATOPEH,

Des OT'PaHMYEeHNA, BRJIDY AT TpManueTrMH, TpM@yTMJ’ILU/ITpaT 7
TP THJILMTPAaT, anueTnJI TpM—H—GYTMHLU/ITpaT ,JII/ISTI/IJ'I(]_)TaJ'IaT ;
IIOJIMS TUMIIEHTJIMKOJIb , TIOJIUITPOIIMIIEHTVJIMKOJIE , KaCTOpORBOE MacCJIo,

ouoyTuicebakxkarT I/I/I/IJ'H/I alueTMIJIMPOBaHHEE MOHOIVJIMIIE PV IIEL n T.IO.

ComepxaHrve IJacTUdMKaTopa MOXeT COCTaBJIATH IPUMEPHO 3 Mac.3% nIo
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Q

npuMepHo 30 Mac.%, OOHUHO oOT HnpuMepHo 10 mMac. % DO HIpMMepHO 25
Mac.% B pacdeTe Ha oJuMep. Tun miacTupuraTopa M er'o colepXaHue
3aBUCAT OT IOoJMMepa WM IIOJMMEPOBR M XapaKTepa CUCTEME IIOKPHTUA
(HanlpuMep, Ha BOOHOM OCHOBe WJIM Ha OCHOBe pPacTBOPUTENA, Ha
OCHOBE pacTBOpa WIM OUCIIEPCUM M OT OofWmel'0 KOoJIMdecTBa TBEePIHX
BelleCTB) .

Ha yacTmuy MOXeT OBTb HaHeCeH IIpalMep, T.e. TOHKas ILJIeHKa
TUOPOKCUIIPOIIMUIIME TUJIILLEJIITIOJIO 3L (HPMC) (OPADRY® Clear), nepen
HaHeCeHMEeM MeMOPaHHOTO [IOKPHTUA c IPOJIOHTUPOBAaHHEM
BHICBODOXIEHMEM OJIA OTOEeJIEHMA Pa3JIMUHEIX MeMOPAaHHEX CJioeB. QOOBUYHO
npuMeHgioT HPMC, HO TakKXe MOXHO IIPMMEeHATH IpyIMe IIpaViMepH, TakKue
Kak T'MOopoKculIponmialesnojosa (HPC) .

MeMOpaHHEE IIOKPHETMSA MOXHO HaHOCUTEL Ha AIpO [IPM I[IOMOWM JHOOBIX
TEexXHOJIOTUM HaHeCeHMSa I[IOKPHTHM, MUCIOJb3yeMHx B bapMalleBTHUUeCKOM
IIPOMEIIJIEHHOCTH « B OOHOM BapMaHTe peanmszalunmn HaCTOAmero
M300peTeHrA HacCTOoAlleI'o M300peTeHMA IIPUMEHAKT HaHeCeHMe IIOKPBITUI
B IICEBIOOOXIKEHHOM CJIOe.

MOXHO TIIPMMEHATH MHOTONO3O0BHE OGOPMEI, TO eCTh IIPOIOYKTH B
JIEKAPCTBEHHHX OQopMax, COCTOANMX M3 MHOXeCTBa 4YacTull ([IeJJIeTH,
mapuKky, TPaHyJH, MUHM-Ta®JeTKyM ¥ T. O.) WIKM B OPpYyIux dopmax,
NOOXOOANUX INJIA I[IepOopaJIbHOTO BBeleHUS. B HacTodAlleM IOKYMeHTe DTU
TEPMMHEL MCIIOJIE3YITCSA B3aMMO3aMeHSIeMO M OTHOCUTCSA K JIEKAapCTBEHHBM
bopMaM, COCTOANMM M3 MHOXeCTBa 4YacCTUIl.

JlekapcTBeHHass QopMa C  IIPOJIOHTI'MPOBAHHEIM  BHCBOOOXIEHMUEM,
comepxalmas CMeChb MapMKOB IOBYX TUIIOB, MOXeT OBTH IIPUTOTOBJIEHA
cilenyromyM ofpa3oM. VHepTHyKw dYacTully, Takyl KakK 3epHO HOHIIapelb,
KUCJIOTHHY OyQepHEM KpUCTaJl WM MeJIouHOM OyQepHHM KpucTaJll,
IIOKPHBAKRT AaKTUBHHEM aTeHTOM M I[IOJIMMEPHBEIM CBA3YKIMUM C [DOJIyUeHUeM
aKTMBHOM UYacCTMUE, TO eCTh Mapuka C HeMeIJIEHHEIM BHCBOOOXIEHVEM
(IR), KOTOPHM MOXET HaxXOOUTLCA B EIVMHMUHOWM JIeKapCTBeHHOM GopMe U
oevicTByeT Kak BoJICHa A nosa. AKTUBHYL  4acCTHULy IOKPHBAKLT
PAacCTBOPOM WM CYCIeH3Mel HepaCTBOPMMOTO B BOIe IIOJMMepa WK
CMeCH BOOOPaACTBOPMMEIX WM  HepaCTBOPMMEIX B  BOOe  IIOJIMMEpPOB C
IOJIydeHreM aKTUBHOMU YaCTHULH IIOKPEITHUEM c IPOJIOHTUPOBAaHHEM

BEHICBOOOXIEHVEM, TO eCTb I[IPOJIOHTMPOBAHHOTO BHCBOOOXIeHMd (XR) .
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TBepOHEe XeJJaTMHOBHE KallCyJIEl 3aloJIHAKRT XR mapukaMu 10 OTHOEeJIEHOCTU
WY HeoOA3aTeJIbHO B KoMOMHallMM C IR mapMKaMyM B COOTHOIUEHWM OT
95:5 mo 70:30 (ER mapuku:IR mapuku) C TIOJYyYeHMEM KallCyJEl C
MOOMOUUMPOBAHHEIM BEICBOOOXOeHMeM (MR), wuMenmeyr LeJIeBOM IPOOUJIb
BEHICBOOOXIEHVA aKTHMBHOT'O al'eHTa.

B OIOHOM BapMaHTe peanmsalumnm HaCcTOAmMeIro n3obpeTeHmnsd
JeKkapCcTBeHHasa ©(opMa MMeeT dYacTb C MI'HOBEHHEIM BHCBODOXIEHMEM
aKTMBHOTO BelecTBa, OUCIEPTUPOBAHHOTO B MACJISHOM WM JIUIMIOHOM
cucTeMe, ¥ IpyTI'yid 4YacTb, KOTOopasd IMIPUIOTORBRJIeHa B BUIE BOCKOBOM
MaTpMLE MJIM YacCTUIE aKTHMBHOTO al'eHTa, I[IOKPHTOM TIUAPOQOOHEMM
HOCUTEJIAMA . I[Io wmeHbWeM Mepe 15% - 50% axKTMBHOI'O aTeHTa
npencTaByigeT cobom JacThb C HeMeOJIeHHBIM BEICBOOOXI EHMEM u
HaxoIUTCSA B IO3MPOBAHHOM dopMe, MHoOxomAmer mOJsS HeMeIJIeHHOT'O
BHCBOOOXIeHMA. OcCcTajibHad dYacTb KallCyJie C TabjgeTkamu (IO Macce)
MOXeT CcoIepXaThk COoCTaB C 3aMelJIeHHHEM BHCBOOOXIeHMEM aKTUBHOTO
areHTa WJIM 4YacCcThb COCTaka C 3aMenOJIeHHBM BHCBOOOXIeHMEM aKTUBHOTO
areHTa.

AKTUBHBEIM aT'€HT OOMIEPUIOH WM OeUTepUPOBAHHLM OOMIEPUIOH
MOXHO  IIPUI'OTOBUTH B cucTeMe OOCTaBkKM Ha  OCHOBe  JIMIIMIOB.
VHKAaICYyJIAaIMsa WM COJIOMIM3alumMsa aKTHMBHOT'O aleHTa B JIMIMIOHBEX
BCIIOMOT aTeJIbHEX BemecTBax MOXeT NIPUBOINTH K YBEeJIMUYEeHUIO
comobunmzaummu 1 adtcopbumMm, UYTO B CBOK OUepenb IIPUBOIOUT K
[IOBHIMEHHOM OMOIOCTYIIHOCTHU.

JIMIMOHEIE BCIIOMOT aTeJIbHHE BemecTBa ABJIATCSA KOMMEepUYeCKHM
OOCTYIHEMM . [IOCKOJBKY JIMIOMIOE BJIMAIT Ha abcopdbumion, HeoOXOOUMO
3HaATh XapaKTepUCTUKNU JIUMIMIOHOTO BCIIOMOT'aTEJILHOTO BeMeCcTBa .
dakTOpE, olIpenejydmye BHOOP BCIOMOTAaTeJIbHHX BeMeCTB IJI94 COCTAaBOB
Ha OCHOBE JIUTIUOOR, BKJIIOUAKT CMENMBAEMOCTE, PacTBOP ARy
CIIOCOOHOCTE, CIOCOOHOCTE K CaMOIVMCIEPTUPOBAHUI W CIOCOOHOCTH
CTUMYJIMPOBATE CaMOIMCIIEPTUMPOBaHME COCTaBa, YCBOSeMOCTb W IIYyTh
[epeBapeHHHX IIPOOYKTOB, pasipaxeHue, TOKCUUYHOCTE, YMCTOTY,
XVMUUECKYID CTabuJIbHOCTL, COBMECTMMOCTEL C KallCyJIoM, TeMIIepaTypy
[JIaBJIEHMSA, CTOMMOCTE M T. 1.

IureTnuyeckue Macia, cocTodgmue n3 CpelHellelloUeUHEX u
OJIMHHOIIETOYEUHKIX TPUTJIMLLEPULOOR, Hap4any C pPasInJYHEMA

pPacTeOpPUTEIJIAMN n IIOBEPXHOCTHO ~aKTVMBHEMN BellleCTBaMI, gacTo
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IPUMEHAKTCA IOJI8 I[IOJIydeHMA CcOoCTakBa Ha OCHOBe JIMIIMOOB. MHOTMe
JUIIUOEL  ABJIAKTCA aMOUMOMIIBHEIMM, TO €CThb WMET JUIOOMIIBHYK YacTb
(xMpHa g KMCJIOTa) n TUOPOQUIIEHYIO 4acTh. Touka [LJIaBJIeHU A
YBeJIMUMBaeTCa II0 Mepe YyBeJMUeHMS OJIMHB LeldX XUPHOWM KUCIIOTH, HO
TOUKa ILJIaBJIEHMS YMEHbIlaeTCsa C YBeJIMUeHMEM HEHACHIMEHHOCTU XUPHOMU
KM CJIOTEL, uTo TakXe  IIOBHIIAET  BOCIPUMMUYMEBOCTD K  OKUCJIEHMD.
Comobunmnsupyomme al'eHTH, MCIOJIB3YeMble B COCTaBaxX Ha OCHOBe
JUNIMUIOOB, NpeICTaBJIeHH B cCJjlelyilumer Tabjulie:

Comobunmnsnupynme BCIOMOTATeJIbHEE BelleCTBa, MWMCIOJb3yeMEe B
KOMMEPUECKM IOOCTYIIHHX I[IepOpPalIbHEX COCTaBaxXx Ha OCHOBe JIMIIUIOOB

HepacTBopuMile B Boge Tpurunuepunbsl [IOBEpXHOCTHO-aKTUBHEE
BCIIOMOT'aTeJIbLHEE BelleCTBa BelleCcTBa

[[UeJIMHEIM BOCK [JIMHHOILIeNIOUueuHHe Ilojsmcopbar 20 (TWEEN® 20)
TPUTJINLLE PUIOE

OJjierHoOBa4d KKCJoTa T'moporeHmsnpoBaHHOE, [MommcopBar 80
(TWEEN® 80)

coeBOe MacJio

CoeBHEe XUPHEIE KM CJIOTE I'MoporeHU3MpPOBaHHOE
CopbuTaHMOHOJIaypaT PacTUTeJIbHOe Macjo, (SPAN® 20)

D-a-Tokodepos (BuTammH E) Kykypy3HOe MacJio, D-o-Tokodpepui
PEG 1000 OsmmBKOBOE MacJjo, cykumHat (TPGS),

MoHO-mu—-TpurnLepuns CoeBOe MacJio, I[UIMLIepUJIMOHOOJIEAT

KYKYPY3HOT'O Macjla ApaxXxMCOoBOe MacCJio

CpemOHellelIOUeYUHEle (C8/C10) KywmxyTHOe Macjo Polyoxyl 35
KaCTOpOBOE MacJio

MOHO M purjuiepunn (CREMOPHOR® EL)

[IpOonMIIeHTJINKOJIE BEE 50upE  CpelHelellOUeUHEe  I[IOJIMOKCUII 40
TUOPOTEHUS . KPHEBIX KUCJIOT . TPUTJIINLLE PUIEL KacTopoBOe MacJio
(CREMOPHOR® RH40)

KanpujIoBul/ KalprUHOBEM [IoJIMOKCHUII 60 THUIPOTEHUS.

KacTopoBoe Macjo (CREMOPHOR® RH60)

TPUTJIMLEPUOE, [IoJiyd. [I5T' 300 OJIeMHOBEHE

ns KOKOCOBOTO MacJja TUIMLLEPUOE  WJIN 1aJIbMOBOTO MacJja
(LABRAFIL® M-1944CS)

12T 300 JIMHOJIEBHIE
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amiepuns (LABRAFIL® M-2125CS)

157" 400 kampuJIOBHE/KAIIPUHOBHE

amiepuns (LABRASOL®)

[I5T" 1500 JlaypMHOBEE IJIMLEPUIEL

(GELUCIRE® 44/14)

TouTanLuepunHee pacTuUTeJIbHEe MacJa ABJIAITCA HauboJiee
pPaclnpoCTpaHeHHEMM  JIMOMOHEIMY — BCIOMOT'aTeJIbHEIMM — BellecTBaMu.  OHU
IIOJIHOCTBK YCBaMBAKTCA M IIOIJIOWAKTCHA, I[IO3BOJIAA M30eXaTh IIpodJjeM C
0e30MnacCHOCTE. TPpUIJIMLEePUOE [IPpeNCTaBJIART CcOO00M IJIMHHOLEIIOUWEUHEE
TPUTJINLEPUIOEL (LCT), CpenHellelIOUeUHEe TPUTJINLLEPUIEL (MCT) 17
KOPOTKOLEeIIOUeUHEe TPUTJINIL e PUIEL (SCT) . nx pacTBoOpAKas
CIIOCOBHOCTE 1o OTHOWEHMID K  aKTMBHOMY al'eHTy B OCHOBHOM
oBycJiioBiieHa »bOeKTUMBHOM KOHIEeHTpallMel CJOXHODOUPHHX Ipynn. MCT
uMelT ©OoJiee BHCOKYI pPacTBOPAKIYID CIOCOOHOCTE, uyeM LCT, u MeHee
[IOOBEPXEHH OKMCJIEHMI. Macja M3 pPas3HEX pPacCTUTEJIBHBEX MCTOUHUKOB
VMeIT pas3HBEEe [IPOHNOPLUMM IJIS KaXOOoM XMPHOM KUCJOTH. Hike IpUBeIeH
COCTaB  XMPHHX KMCJIOT B  Pa3JIMUHBIX JIMOMOHEIX  BCIOMOT'aTeJIbHBIX
BelleCTBax.

CocTar KUPHBIX KMCJIOT, IPUCY TCTBYIINX B JIUMIIVIHEIX
BCIIOMOT'aTeJIbHHX BEIleCTBax:

OnrHa LUelr XMPHOM KUCJIOTH Ofmee TeMIlepaTypa

(KOJIMUeCTBO aTOMOB YyIJlepoma) Has3BaHMe ILUIaBjieHus, °C
8 kampuJoBas KucjoTa 16,5

10 xanpwuioBas kmucjoTa 31,6

12 naypmHOBasa kmucjoTa 44,8

14 mmpucTMHOBasA kmucjoTa 54,4
16 maJpMMTHMHOBAaS KMCJOTa 62,9
18 cTeapmHOoBasa kucjgora /0,1
18 oJjgemHoBas kmucJoTa 16,0

18 JsmHoJIeBas kmucJoTa —-5,0

18 y-ymHOJIeBas kmucjyoTra —-11,0
18 puumMHOJeMHOBasd KucjoTa 6,0
20 apaxmumgmMHOBada KucjgoTa 76,1

22 Berenorad kucJjoTa 80,0

D-o-Tokodpepusl HOOJMITMIIeHTJIMKOJIb 1000 cykumHaAT (BUTaMMH E
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TPGS) noJsiyyawT M3 pPaCTUTEJIBHEX TOokOobepoJsioB. OH pacTBOPUMM B BOIe
Y OelcTByeT Kak YyCWIMTeJb abcopbuuy njg ciladopacTBOPUMEX B BOOe
JIEKapPCTBEHHEIX CpencTs. UnCTHE TPUIUIMLEPUIOE  IPEeOCTaBJIEHEL B
PadUHUPOBAHHEIX PAaCTUTEJILHEX Macjax.

CMellaHHEEe IUIMLIEPMIOH IIOoJIydalT IIyTeM YacCTUUHOTO I'MIOPOJIM3a
PACTUTEJILHHX Macejl. TPpUIJIMLIEPUMOHEIM MCXOIHBIM MaTepMalJl M CTEeIleHb

I'MopoJjinsa oIipeneJIidmnT XVIMMUECKUM CcoCTaB ITOJIYUYEHHEX CMEeIaHHBEIX

TJINLEPUOOB . CMellaHHEIe CpelHellelIOUeUHHE TJINL e PUIOEL He
UYBCTBUTEJIbLHE K OKMCJIEHMIO, obJyamanT BoJsibmen pacTBOpALIeNn
CIIOCOOHOCTERIO n CIIOCOOCTBYKT SMYJIbTMPOBAHUD . oTH [IOJIAPHEE

MacCJIAHEEe BCIIOMOTI'aTeJIbBHEE BelleCTBa TaKXe YJIydllalnT pPaCTBOPAKIIYIO

CrOCOBHOCTEL ¥ OUCIEPTUPYEMOCTL COCTaBa. I[IpUMMEpH I[IOJISPHHEX Macel

BKJIOUAIT copOuTaH TpuosieaT (SPAN® 85) M OJIEMHOBYI KUCJIOTY .
CopacCTBOPUTEJIN, HalpuMep, 3TaHoOJI, TJIMLIEPUH,
NIPONIUIIEHTJIMKOJIE, [IOJINB TUJIEHTJIMKOJIN (II2I") =400 u T. Io.,
YBeJIMUMBAKT pPacTBOPAKMYI CIOCOOHOCTL COCTaBa II0 OTHOUEeHMID K
AKTHMEHEIM aleHTaM M I[IOMOTalT »OUCHIepIMPOBATH CUCTEMH, KOTOPEHE
MMeT BHEHCOKOE CcolepXaHVe BOIOPAaCTBOPUMMEIX IIOBEPXHOCTHO-aKTUBHEX
BemecTB. I[IpakKTUUeCKMe OTPaHMUEeHMsd, CBA3aHHHE C COPacCTBOPUTEJISMHA,
BKJIOUAIT OCaXmgeHMVe  COJIOOMIM3UMPOBAHHOTO  AaKTMBHOTO areHTa U3
PaCTBOPUTEIA n3-3a rnoTepu pacTBOpAKIEn criocoBHOCTH nocJe
pazbaBJieHMsI, HECMENMBAeMOCTb HEKOTOPHX COPAaCTBOPUTEJIEV C MacJaMu

M HeCOBMEeCTUMMOCTE HMI3IKOMOJIEKYJIAPHEX paCTBOpMTeJIeIZ c oBoJioukaMmu

KalrcyJ.

HepacTBOpHUMEIE B BOIe MIOBEPXHOCTHO—aKTVBHEE BemecTBa
NIpelCcTaBJIART cobom JIUTIMOHEE BCIIOMOT'aTeJIbHHE BemecTBa c
IIPOMEeXyY TOUHBIM TUOPOOUIIE HO—JIUIIOQMIIE HEIM fajlaHCcoM (TJIB 8-12),

ancop@mpyzommecg Ha TI'paHHMIIaX MacCJIO—BOIa. B 3aBUCHMMOCTM OT CTelleHU
STOKCHMIJIMPOBaHMA OHM VIMEKRT OIIpeldeJIEHHYK pacCTBOPMMOCTE B BOIE. OHU
MOTYT O@paBOBBIBaTb SMYyJIbECHUNM, ecJiM mMX IIomoepepIl'anT CIOBUIY, n mnux

MOXHO Ha3BaTbk «IOIUCIIEPIVMPYEMEIMNM>» B BOIE. OHM MOTYT O@paSOBBIBaTb

MULLEJLJIEL, HO He MOTYT CaMOSMyJIETUPOBATECHA n3-3a cBOEeM
HeOoCTaTOUHOM TUOPOOUIIEHOCTH . S0UpPH 0JIeaToB, Takme Kak
IIOJIMOKCUB TUIIEH (20) COpPOUTaHTPHOJIEAT (TWEEN ®-85) u

HONMMOKCUaTHUIIeH (20) ramuepuaTpuosieaT (TAGOT®-TO), NOpelCTaBJISOT
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coboM HepaCTBOPMMEIE B BOIe IIOBEePXHOCTHO-aKTMBHEE BemecTBa c IJIB
11-11,5. Opmuaxo cMmeck TWEEN®-80 u SPAN®-80 co cCpeOHMM 3HadyeHMEM
TUVIB 11 mo cBoeMy IeMCTBMI He cxomHa ¢ TWEEN®-85. Cmeckr TWEEN®-80
u SPAN®-80 comepxuT KakK BOIOPaCTBOPMMEE, TaK ¥ HEpPaCcTBOPUMEE B

BOIE MOJIEKYJIEL, a TWEEN®-85 COOEpPXUT IpeuMymeCcTBeHHO
HepaCTBOPUMEIE B BOINE MOJIEKYJIH.

BomopacTBOpPUMEE IIOBEPXHOCTHO-aKTUBHEE BelleCcTBa ABJIATCA
HauboJiee PpacOpoCTpaHeHHBEMM I[IOBEPXHOCTHO—-AKTUMBHEMY BelleCTBaAMM OJIA
OPUTOTOBRJIEHUA CaMOSMYJIbIUPYRIMXCI CUCTEM OOCTaBKU JIeKapCTBEHHBIX
cpencrte. Marepmasel ¢ IJIB > 12 MODyT oOOpa30BHBaTh MULIEJIJISPHEE
PAacCTBOPH TIIPM HU3KMX KOHIEHTpalMsax, PacTBOPASACE B UMCTOM BOIe
CBEHIIE cBoemn KPUTHUUECKOM MUIIEJIJISAPHOM KOHIIeHTpalun (KMK) .
BomopacTBOpHUMEIE IIOBEPXHOCTHO-AKTUMBHEE BelleCTBa CHUHTE3UPYIOT U3
137" ¢ TUOPOTEHU3UPOBAHHEIMM pPaCTUTEJIBHEIMM MacJjiaMM WJM, B KauecTBe
aJIbTEepPHATUBEL, CIIMPTEL MOXHO rnomBepraThb B3aVMOIEeVCTBHUIO C
STUJIEHOKCUIOM C OOpasoBaHMeM 3STOKCHIIaTa aJIKMJIOBOTO 3dupa, OOBUHO
NIpUMeHIeMOT O [IOBEPXHOCTHO-AKTUBHOT'O BelleCTBa (HanpuMep,
3TOKCHUIIaTa IeToacTeapmuJIoOBOIO CIupTa «CETOMACROGOL™») .
BzamMonmeMcTBME COPOMTAHOBHX DSPUPOBR C OKCUIOM STUIIeHa II03BOJISET
MNOJIYUUTH nojgmucopdaTH, [IPEVMYIIECTBEHHO STOKCUJIATH 50UpPoOB.
CREMOPHOR® RH40 um RH60 (2TOKCUMIMPOBAHHOE TI'MOPOTEHM3UPOBAHHOEe
KacToOpOBOE MacCJOo) ABJAKTCSA IpMMepaMy STOTO TUIla, I[IOJYYEeHHHEMM IIPU
TUOPOTEeHM3alMM MaTepraJioB, IIOJIYUEHHHX U3 PaCTUTEJIBHEX MacCell.
Taxkxe MUPOKO [IPUMEHAIT CREMOPHOR® EL (PTOKCUIIMPOBAHHOE
KacTopoBOe MacJo), KOTOPHM He 4ABJAeTCSI TIUIPOTeHU3UPOBAHHEIM.
CREMOPHOR® vycunupaeT adbcopbumMio OyTeM MWHIUOUPOBaHUI 3SOOIJIOKCHEX
HaCoOCOB; MeXaHM3M MHIUMOMPOBaAHUA He OIpelelieH, HO OH MOXeT
IpenCcTaBJIATL cobol HecheLuudprueckoe KOHPOPMaAlLMOHHOE M3MeHeHue W3-
3a TIPOHMKHOBEHMSA  MOJIEKYJI T[MOBEPXHOCTHO—-AKTHUBHOTO BelecTBa B
MeMOpaHy, amcopdburmM Ha  TIOBEPXHOCTM  SOOJIIOKCHEX HaCOCOB  WIMU
B3aUMMOIEeNCTBUA MOJIEKYJI C BHYTPUKIIETOUHBIMM IOMeHaMM 2QOJIOKCHOTO
Hacoca.

MoOXHO BBOINTDH noBaBkKM IJIA 3alllMTEI COCTaBa oT ORMCJIIEHIMA .

Hle\/lepr BRJIOUAKRT JIMIIMIO-PaCTBOPVIMEIE 4AHTMOKRCUMIAHTEI, TakKMe Kak o-
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TOKOQEepoJ, B-xapoTuu, nponmirajjiaT, Oy TUINPOBAaHHBI
TUOPOKCUMJIITOJIYOJ (BHT), OYTMIMPOBAHHEM TI'MIPOKCHMaHM30J (BHA) u .
.

OueHMBaKT IIOBeldeHMe JIMIMIOOB B COCTaBe, IIOCKOJBKY JIMIIMIHEE
BCIIOMOTAaT&JIbHEE BelleCTBa MMEKT pPas3HBEEe XVMMUUEeCKMe COCTaBH C
IMPOKMMM IOMallalsoHaMM ILJlaBJieHMAa. TepMHMUyecKye CBOWMCTBA JIMIIMOOB,

HallprMep, TeMIliepaTrTypa Kpucrajjmsaumy, TeMIIepaTypa IJIaBJIEeHMA,

TeMIIepaTypa CTEKJIOBAHUA OLleHMBaKTCH C MCIIOJIE 30BaHMEM
nubdepeHIMaATIbLHOM CKaHUpyKoImen KaJIOpUMe TPpUMn (DsC), Kak n
onpenejieHue comepXaHnsa TBEPLOTO Kpa BO BCIIOMOT'aTeJIbHOM
BellecTBe. OpraHU3aLULD JUIXUIOB [IPpM Hal'PeBaHUM WM OXJIaXIeHUU
OLIEeHUBAIT C [IOMOIIBIO MMUKPOCKOIINNU C Topauen cramuen.
KpucraljlnMuHoCThb JIUNIUIOHOTO BCIIOMOT'@TeJIbLHOTO BelecTBa

IIONTBepXOaeTCsa PEeHTIeHOBCKOM Iubparkuuein (XRD).

Ipu IIOMOIU BEHICOKODb0bOeKTUBHOM  XUIOKOCTHOM XpoMaTorpadpnu
(BOXX) wm rasoBol xpoMaTorpadum (I'X) MOXHO OINpelesiATh TOUHHMN
COCTaB CJIOXHEIX 50OMPOB U 50MPOB U paclpelejleHre XUPHEIX KUCJIOT.
OpyTrMe XUMMUECKMe IIOKasaTeN M BKJIOUAnT MOJIEKYJIAPHYID MacCy XUPHHX
KMUCJIOT, ompemendgeMyn  IIO X  BeJIMUMHE OMBLJIEHU A, HaCHIMeHre
YTJIEBOOOPOMOHEIX lIelel, olIpelejiseMoe aHaJlM30M Ha OCHOBe Mona,
OKUCJIUTEJIELHEEe M3MeHeHN s, onpemnesigeMse oyTeM VB3MepeHU s
IIepOKCUIOOR, CBOOOIHHEE XUPHEE KMCIJIOTH, OIpelejideMbe I10 COIepXaHMUI
KMCJIOT, ¥ CBOOOIHHEHE TUAPOKCUJIbLHEE TPYINH, OIpelelIdeMEX IIpU
VBMEpPeHUNM COoIepXaHUsd TUIPOKCUIILHEIX TPYIII.

TecTUpPOBaHME Ha pPacTBOpPeHUEe, TpebyeMoe  YOpaBJIeHUMEM IO
KOHTPOJIO KaueCTBa IIMIEBHX IPOAYKTOB U JIeKapCTBEHHHX cCpelcTB CIA
(FDA), He KoppelupyeT C 1In VIivo IOBeIeHMEeM COCTaBOB Ha OCHOBE
JIUNIUIOOB . JIMOMOE B KeJTY DOUHO —KUIMEUHOM TpakTe IOOBepTanTCHd
nopolieccaM IMUIeBapeHMsa B OPUCYTCTBUM JMIa3 (JUIa3H XKeJyJOUHOTO
COKa ¥ JMIa3H [DOMXeJYNOUHOM XeJIe3H), KOTOphe TakKXe BIMAKT Ha
SMYJIETUPYRIIME ¥ IUCIEPCUMOHHEE CBOMCTBA JIMOMIOHEX BCIOMOTATEJbHEX
BeMecTB, UYTO IPWBOIUT K UM3MEHEHHOMW CIOCOOHOCTM COJIOOUIM3aluU Iin
vivo. CJeloBaTelIbHO, IIepeBapMBaeMOCTh JIMIMIOHBIX BCIIOMOTATEJIbHBX
BEemleCTB CJledyeT YUMTHBATH IIPU BHOOpPEe COCTaAaBOB Ha OCHOBe JIMIOIMAOR.

HpM IIOMOIIM TeCTUPOBaHNMA pacTeOpEeHNMA B 6MOpeﬂeBaHTHHX cpellax
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MOXHO OLeHMTE TaKle 9(]_)(1)eKTBI M TIPOTHO3MPOEBaATE IIOBeIcHNMEe in vivo.
9(1)(1)@KTMBHOCTI:> CaMOSMYJIETHMPDYRIIMXCAd COCTaBOB MOXHO OIIpeleJ]IMTE IIpK

OVCIIEPCHMOHHOM TEeCTUPOBAHUM (SMYyJILIMPYKIAas CIOCOOHOCTE M pas3Mep

YacTull) . Oinda ¥M3MepeHMA  pa3Mepa YacTHUI  MOXHO MCIIOJIL30BAaTh
GOTOHHO—KOPPEJIALMOHHYID CIIEKTPOCKOIINI (PCS) WJIn Jla3epHY
OIMOPaKIIMIO cBeTa, a BU3yaJIbHOE HabJmoneHne MOXeT [IOMOUb

openckasaTh SMYyJIbIVPYRIYD CIOCODOHOCTE.

BcrioMoraTeJibHEE BelleCcTBa Ha OCHOBE JIUIINIOB YCUIIUBAT
IIepopallbHOe BCacCHBaHMe JIeKapCTBEHHHX CpPeICTB, BO3OEMCTBYS Ha
pas3JnyHbe bmzmoIOTNUEeCKUE [IPOLLeCCHI, HallpUMep, CTUMYJINPY 4
BHIOEJIEHME XKeJlUM M CeKpelUuMio MIOIXeJIyOOUHOI'O  COKa, npomjeBasda
OIIOPOXHEeHMe XKeJlyOKa, YBeJauuuBadg IIOOBMXHOCTL MeMOpaH, OTKpHEBafd
[IJIOTHEIE KOHTAaKTHL, CIiocobCcTBYy 4 JIMMdaTUUE CKOMY epeHocy
JIEKapCTBEHHEIX CPencTB (uTo no3BoJigeT  M30exaTh MeTabomMsMa
[IepBOTO IIPOXOXIEHMS) U MHIUOUPYS SOOII0KCHBEE [IepeHOCUMKM. s
OLIeHKM 5TUX 5bOeKTOB HOCTYIIHH pPas3JIMuHbEe MOOeJ M I1n vitro, BKJIOUAS
MUKPOCOMEL KUIIeUHMKE, KJIETKU Caco-2, MeToOuKa «BEIBEPHYTOT'O
Memouka» C MCIOJb30BaHMEeM KaMepHHX M 1In sSitu 1nepdy3MOHHBIX
aHaJIN30B.

MoOXHO  HOPUMEHATH  JIMIIOCOMEHL; 5T chbepuUuecKre  OBYXCJOWVHHE
CTPYKTYPH IIO CBOEMy CTPOEHMK HalOMMHAaKT KJIEeTOUHYID MeMOpaHy WU
pencTaBJIgnT cobom TJIaBHEIM 0OO0pasoM  aMOUOUIILHEE boCchHOIUIIUIEL
(TumpoduIbHa g «T'OJIOBKa» u KXBOCT» nu3 TUuaOpodoOHOM KUPHOM
KMCJIOTH) . Ilpy r1muOpaTauuyu 55TU QOoCOoIUNIMIOE o00pa3ylnT Cchepuueckme
IBYXCJIOVHEE CTPYKTYPH, OPUEHTUPOBAHHEE CBOUMMU ITMOPOQOOHEMM
«XBOCTaMM» IO HalpaBJIeHMI BHYTPL CTPYKTYPH, & IMIOIPOQUIIEHEMU
«KTOJIOBKaAMU» HapyXy. [MIPOOMIILHEIE BelleCTBa MOI'YT OHTbH BCTPOEHH B
BOOHEIE BHYTpPEeHHME TIPOCTpaHCTBa ™JOOYJ, Torda KakK IHuIpoboOHLM
AKTUBHEIM aTeHT MOXeT OHTE BCTPOeH BO BHYTPEHHME CJIOM KUPHEIX
KUCJIOT .

MOXHO NIpPMMeHATH TBeplbe JMIOMIOHEE HaHodacTumusl (TJIH) . TJIH
MOT'YT [IOBHIIATE BUMOOOCTYIIHOCTD Hapany C OCylleCTBJIEHUEM
KOHTPOJIUPY eMOM 0OCTaBKU JIEKapPCTBEHHEIX CpenCcTB u OOCTaBKMU,
CHelMdUUHOY HJIA KOHKPETHOTO YydacTKa, TaK UTO OHUM ABRJADTCH
IIOTEeHUMAJIEHEMY HOCUTEJIAMM IJIS [IepopaJIbHOM KUIIeUHOW JIMMdaTUUeCKOM

nocTaBku. TJIH o0OBHUYHO OpelcTaBJILART coboM coepuueckMe UYaCTHULH B



71

ouamnaszoHe or 10 ®HM no 1000 HM C TBepObM JIMIVIOHEM  SIPOM
(CTabUINMBUPOBAHHOM IIOBEPXHOCTHO—-AKTMBHEIMKM BelleCTBaMM), KOTOPHE
MOTY'T COJIOOUIIU3UPOBATE JINIIOQMIIE HEE MOJIEKYJIEL. B OCHOBHOM
MCIIOJIb 3y eMEle JINIIVIOEL BKJIOYAKT MOHOTJIMLEPUIEL, Takue Kak
MOHOCTeapaT IJIMLUepMHa, IUIJIMLEPUIOH, Takue Kak OeTleHaT IJIMLEPHHA,
TOUTJIMLIEPUIOE, TakMe KakK TpUCTeapMH, XMPHBE KMUCJIOTH, TakMe Kak
CTeapMHOBagd KUCJIOTa, CTEepOMIOE, TakKMe KaK XOJIeCTepMH, U BOCKH,
TakMe KakK LeTwianajgbsMmuTaT. llepopasibHad OMOOOCTYIIHOCTB  OOHOTO

JEeKapCTBEHHOT'O CpelcTBa YyJyudllaJlaChk [IpU IIPUTIOTOBJIEHUM IIoJiMMepa N-

KapBOOKCUME TUIIXUTO3aHa, KOTOPHM TIOKPHBAJ TJIH, 3arpyXeHHbE
JIeKapCTBEeHHEM CpeICTRBROM, c MOHO TJIMLE PUIHEM JIUTINAOM u
IIOBEPXHOCTHO-aKTUBHLEMA BelleCTBaMu COEBEIM JIeLUTUHOM u

nojiokcamepoMm 188 (Venishetty et al.).

[IpM pPacCHOBUIMTEJILHOM KpPUCTaJlIM3allMy, KOTOPYI TakKXe Has3HBAalT
pacHoeJieHrMeM C  OXJlaXIeHMeM, pPacIJIaBJIEHHHM JIMOMI  PAacCHOBUISoT B
oxXJlaXIawlyl KaMepy M IIpM KOHTakKTe C BO3IOYXOM OH 3aTbBepleBaeT C
[IOJIydeHreM COeprMUeCKMX TBEepOHX dYacTull. TBeplble YacTULE CcOOUpanT
CO @OHa KaMeph M 3aloJIHAKT VMM TBepOhe XeJIaTUHOBHE KallCyJbl WU
opeccyoT UuMx B TabjeTku. YIbBTPa3BYKOBHEe (QOPCYHKM  IIO3BOJIAT
IOJIYUMTE TBepIbe UYacTMLE B IIpOolleCCe pPacCHObJIeHMA C OXJIaXIeHUeEM.
ITapaMeTptHl, Ha KOTOpHe cJjenyeT o0paTUTk  BHUMaHUE, ABJIAITCSA
TeMIlepaTypa IJIaBJIEHU A BCIIOMOT'aTeJILHOTO BemecTBa, BA3KOCTDH
cocTaBa U TeMIepaTypa OoXxXJaXIaolelo BO3AyxXa BHYTPM KaMeph MOJId
TOTO, UYTOOH KallJiM MOTJIM MIHOBEHHO OTBeplIeBaTh. CoofmajloCck, UTO
TpaHyJEl JIeKapCTBEHHOTO CpencTBa TIoJydalT IIyTeM TPaHyJIalUur B
pacrJjaBe C wucHooJk30BaHueMm [I3T" 4000 mam Poloxamer 188 B kKauecTBe
IIJIaBKOTO CBA3YKIETO u MOHOTHIpAaTa JIaKTO3H B KauecTBe
HanoJHUTesnd. Coofmajlock O MMKpoUacTHIlax C Y3KMM paclpelesjieHUeM

10 pasMepaM, IOJI4 KOTOPEX B KadeCTBe BCIIOMOTI'aTeJIEHOIT'O BelleCTBa

VCIIOJIL30BAJIM  CTEeapOMJI-MOJIMOKCUTIIMIIepuns (GELUCIRE® 50/13), uTo
3HAUMTEJILHO  YJYYNajlo pPacTBOPMMOCTE  CJabOopacCTBOPUMHX B BOIE
JleKapCTBeHHHX cpelcTB (Cavallari et al.).

TpaHyIaIMs B paclljiaBe, TakXe Has3bBaeMas I[ejuleTusanment,
npeBpamaeT I[IOPOMKOBYHD CMeCh AaKTUMBHOTO aTleHTa B TPaHyJH WIn

nejieTH. IlnaBkoe cBA3yKmee (B paclilJiaBJIEHHOM COCTOSHUM) PacCIIBEUIART
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Ha I[IOPOWKOBYI CMeChb IIpM IlepeMellMBaHMM C BHCOKMM YCUJIMEM CIOBUIA,
WM [JIaBKOe CBA3yKIlee CMeNMBalT C IIOPOMKOBOM CMeChbl M ILJIABUTCSA
u3-3a TPeHUs YacTull (TBepnoe/IoJIyTBepnoe) IIpU I[IepeMemlyBaHuM C
BHICOKMM YCUJIMEM CIOBMI'a. PacIllaBJIeHHOEe CBA3yKlee o0Opa3yeT XUIKKE
MOCTUKM MeXIOy uYacTullaMy IIOpollka M ofpasyeT HeOoJbliMe I'PaHyJH,
KOTOPEE B KOHTPOJMPYEMEX YCJOBUAX IpeBpallaidT B COEPOHUIUPOBAHHEE
TpaHyJiEl. B 3aBUCHMMOCTM OT TOHKOCTM I[IOPOIKa MOXHO IIPMMEHATHL 15-
25% CBA3yKWEero0 Ha OCHOBe JIMIMIOOB. IlapaMeTph, KOTOPHE CJenyeT
YUMTEBATL BO BpeMdA IIpollecCa, 5STO pa3Mep dYacTHUll CBA3YKIEeIO, BpeMd
CMellMBaHMs, CKOPOCTL BpallalllelCcad MellaJIKM UM BA3KOCTH CBA3YKIMETO
BellecTBa IIpM IUIaBJeHMM. CKOPOCTHL pPaCTBOPEHMA JIEKAPCTBEHHOTO
CpeICcTBa yJydllajlack OPpU NOPUIOTOBJIEHMA  aIlJloMepaTOoB pacIljaka,
comepXallx TBepOele OUCIEepCUM JIeKapCTBEHHOT'O cpencTBa (Seo et
al.). MoHOoTMOpaT JIAKTO3H alJIOMEPMPOBaJIM B paclljlaBe C ILJIaBKUM
CBA3YOMMUM, HaOpumep, I[I3I' 3000 m3 GELUCIRE® 50/13, B cMecuTelle C
BHICOKMM YCUIIMEM COBUTa. [OJMOKCUTIJIMLUEPUOE, YaCTUUHEE IJIMLEePUIE
WM [OoJucopfaTeH M JIEUMTHMHBE  ABJIARTCA  [IPMMEPHBIMM  JIMIIWIHEMA
BCIIOMOT'aTeJIb HEIMM BelecTBaMu, IIPUMEH I EMBEIMI B criocobe
TPaHyJIMPOBaHUSA B pacruiase oJisg [IOJIyUYEeHU I camo-
MUKPOBMYJIE TUPYIIMXCSI CUCTEM.

B BapmaHTax pealM3aluM HaCTOAMEI'0 Ku300peTeHMsa TabJIeTKU C
MaTpulle C  3aMeIJIEeHHBEIM BHCBOOOXIEHMEM  MOXHO NPUTOTOBUTE  C
IpVMMeHeHMeM TUAPOOOOHEIX HOCHUTeJIeV WM IUJIaBKMX CBA3YIMX, TaKUX
KakK CTeapuHOBasg KMCJIOTa, KapHayOCKMM BOCK U TUEJIMHBEM BOCK,
MeTomaMM TpaHyJiAUMM B paclljlaBe, 4YTO OeJlaeT HOCUTeN M IMAPOQOOHEMU
s ofecrieueHMsa 3aMelJIeHHOWM IOCTaBKU.

B OOHOM BapuaHTe peamsaumnum HacToOAWeTro n300peTeHNnd
IPUMEeHAnT bopmy C [IPEPLEBUC TEIM BEICBOOOXIOEHVEM. dopmMa C
[IPEPHEBUCTEHM BEHCBOOOXIEHMEM COLNEPXUT akKTUBHOe AOpOo, MMeKnlee ONHO
WM HEeCKOJIbKO IIOKPHTUM, ee Ha3HBalT COCTaB THUIa «KAOpo—-000JIoUuKa».
«Snpo-oBoJyioukry» MOXHO Takxe VCIIOJIE30BAThH B COoYeTaHUN C
KOJIMYECTBOM  aKTUBHOTIO areHra, INOOXOOAMUM  LOJIS HeMeOJIEHHOT'O
BHICBODOXIEHNA .

B OOHOM BapuaHTe peamsaumnum HacToAWero n300peTeHNnd

KOJIMYeCTBO aAKTVBHOTI'O areHTa C HeMeIlJIeHHBEIM BHICBOOOXIEHNEM,
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IPUTOTORJIEHHOE B KOMOMHAILIMM C II0 MeHBbIIeM Mepe BTOPHM KOJIMUECTBOM
aKTMBHOTO al'eHTa, IIPUIOTOBJEHHOTO TaKuM o0pas3oM, UYTO BTOpPOe
KOJIMYECTBO BEHICBOOOXIIaeTCH C 3anepXKon epen HauaJioM
BEHICBOOOXIEHN A, n BHICBOOOXIeHNE BTOpPOM JacTu ABJISETCSH
MIPOJIOHTUPOBAHHEM WMJIM MOXET CO BpPEeMeHeM CTaThb IIPOJIOHTMPOBAaHHEM,
HaswBaeTCHd cocTaBOM «C OTCPOYEHHEM [IPOJIOHTUPOBAHHEM
BEHICBOOOXIeHMeM» . Kaxiad M3 BTUX JIEKAPCTBEHHEX (QOPM C IIPEPHEBUCTHM
BEICBOOOXIEHVEM OOIIOJIHUTEJIbHO onmMcaHa HWXE, BCe [IPOLLEHTEL
IpuUBeIeHsE 10 MaccCe, eCJM He yKa3aHO MHOoe.

KoMmmosuunsa «saigpo-ofoJjiouka» IIpeACTaBJigeT CcoO00M aKTMBHOE AIPO
JIEKapCTBEeHHOM (QOPMH, KOTOPOE COIEPXUT MHEPTHYID UYacTULy, TaKyo
KaK KOMMEPUEeCKM OOCTyIlHasa caxapHasa cdepa HOHIapeJib. KoJnuyecTBO
AKTMBHOTO aTleHTa B AIpe BapbUpyeTcd B 3BaBUCUMOCTM OT TpedyeMomn
OO3BE, KOTOPYK HYXHO HOOCTaBMTbL. B OOHOM BapMaHTe peajinu3alun
HacToAWeI'o M300peTeHMsa [AOpO CONEPXUT OT IMIPUMEepHO 5% aKTMBHOIO
areHra m»no IoOpuMepHo 90% axTMBHOIO areHTa. B OIHOM BapuaHTe
peaam3alMy HaCTOAMEeIro M300peTeHMA AP0 COOEPXUT OT IIPpMMEPHO b%
aKTMBHOT'O al'eHTa OO IIpuMepHO 60% aKTMBHOIO areHTa. KoJMUeCcTBO
AKTMBHOTO AareHTa 3aBMCUT OT ofmel MacchH gaopa. CIelMaJIUCTH B
IDaHHOM 0B0JIacTM TEeXHMKM MOTYT BHOPATbH KOJIMUECTBO AKTMBHOI'O aTleHTa
OJIS HaHeCeHMS B BMIEe IIOKPHTMA Ha AOpO MM IJIS BKJIOUEHMS B SAOpPO,
nomxondmee OJS IOOCTWXEeHUSI TpedbyeMoM IOO3UPOBKM. OOBUHO SAIpPO-—
000JIOUKa MOXeT comepXaTb NIpuMepHo 80 wMr, 160 w™Mr, BILUJIOTH HOO
npuMepHo 480 M- aKTMBHOT'O areHTa. BOIHYR WM dapMalleBTUUeCKHU
IpMeMJIeMyK PacTBOPAKIYD Cpeny MOXHO IIPMMEHATE NOJIS HaHeCeHUA
[IOKPHTMA Ha YaCTMUH fAOpa. [HJiIsg CcBA3HBaHMA aKTHMBHOT'O aleHTa C
MHEePTHOM UYacTULeM MOXHO IIPMMEHATH ¢apMalleBTUUeCKM IIpueMJIieMoe
VMHEepPTHOEe CBA3yKlee JOOOTO THUIIa. MOXHO IIPMMEHATE BOIOPAaCTBOPVMHE
cBA3yKmMe. MOXHO MIPMMEeHSATH CBA3YyKIME, pPacTBOPUMEE B CIUPTY.
CrAzyruIme BelleCTBa, Taxkme Kak TIOJIUBUHUIIIIUPPOJIUIOH (IIRII) ,
KapBOOKCHAJIKWUIILEJJIIIO3H, I[IOJIMBTUIIEHOKCUL, I[IOJMCaxXapMuIe, TaKMe Kak
OeKCcTpaH, KYKYPY3HHM Kpaxmall, TUIPOKCUIIPOIMIMEeTUIILeJioiIo3a  (HPMC
(mpexmne) VI TUIIPOMEJIJIO3a (B HacT. BpP.) ),
TUIPOKCUIIPONMIILIEJJIIIO3a M T. ., MOTYT OHTH MCIIOJBb30BaHH IIPU
OUCIIePTUPOBaAHMM B BOJIe IIPM KOHIEeHTpauuu oT nOpuMepHo 0,5 Mac.% mo

Q

5 Mac. D . AKTVBHEMN areHT MOXeT HaXOINMTbBCHA B STOM cocTaBe
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NOKPEITHA B OQOopMe pacTBOpa WIM B (QopMe CycleH3uu. KOHIleHTpalumd
aKTMBHOTO arleHTa MOXeT BapbMpoBaTbCa oOT npuMepHo 0,1 wMac.$ 1o
npMepHo 20 Mac.% B 3aBUCHMMOCTM OT BA3KOCTM COCTaBa IIOKPBITUA.

B OoODHOM BapMaHTe pealM3allMM HaCTOANEeTO M300peTeHUAaA aKTUBHOE
AOPO TIIOJYyYaknT IIPpM I[IOMOIIM I'PaHYJIAUUM WKW OPY [IOMOIIM SKCTPY3UU U
chepoHU AU, AKTVBHEMN areHT, CBA3YyKIEE, Taxkoe Kak IIRII,
Heo®a3aTelIbHO I[OJMMEpP, PeTryIMPYRIUM CKOPOCTH PAaCTBOPEeHMs, TaKou
Kak HPMC C BECOKOM BSA3KOCTBI (TMIOpOMeJJIio3a), ¥ Heobg3aTeJIbHO
opyrue bapMalleBTUUECKHA npreMJIeMEe BCIIOMOT'aTeJIbHEE BelleCTBa
CMENMBAKT B I'PaHyJIgITOpe C BHCOKMM YCUIIMEM COBUIT'a (HalpUMep, B

TpanynsaTope FIELDER®) wmiaM B TpaHyJIATOPe C IICEeBIOOXWKEHHHBM CJIOEM

(HanpuMmep, B TpaHyadarope GLATT ® GPCG), TpaHyJMPYylRT C IOJIYYeHMEM
arJioMepaToB IyTeM noOaBJIeHUS/PaclbelleHUd TpaHyJIupyoIern XUOIKOCTHU,
TaKOM Kak BOIa WJIM CIMPT, M CcymllaT. BJaXHYID MaccCy SKCTPYIUPYIOT U
opunanT chepuuecyo QopMy C @ IOJYyUeHMeM  CchepuUecCKUX  YJacCTUI]
(ImapMkKoOB) IOpPM IIOMOIM BKCTpylepa. B »TMX BapMaHTax pealMs3aluur
HacToAmero n3obpeTeHmA nosa JIEKapCTBEHHOTO CpenocTBa MOXeT
mocturatbk 90 Mac.% B pacueTe Ha o0OmMyln MaccCy »KCTPYIMPOBAHHOTO
VIV TPaHyJIMPOBAHHOTO fAOpa.

B oOHOM BapMaHTe peajiM3allMM HaCTOoAleo U300peTeHMAa OOUH
cJioM MeMOpaHHOTO IIOKPHTMSA Ha uYacTuUlle, coIepXxalel aKTMBHBEIM al'eHT,
COOEPXUT ILJIaCTUOMUMPOBAHHEY SHTEPOCOJOOUIILHEM [IOJVMEep, a IpyTon
cJIon COOEepPXUT CMecChb HEpacTBOPUMOTO B BOIE noJimMepa u
IIaCTUOULMPOBAHHOTO IOUCIEPTUPYEMOTO/3HTEPOCOIOMIILHOTO IOJIMMepa .
HepacTBOpUMEIL B BOIEe [IOJIUMEP u BOIOPACTBOPUMEI [IOJIMMED
IPUCYTCTBYIT B MacCCOBOM cooTHomeHMu oT 10:1 mo 1:1, wMiIM OT
npuMepHo 4:1 mo 1:1. OBmasa Macca IIOKPHTUM COCTAaBJSAET OT IIPUMMEPHO
15 Mac.% pmo 80 mMac.% wmiam oT npumepHo 20 Mac.$ po npumepHo 60
Mac.$% B pacueTe Ha OOmMyl Maccy JeKapCTBEeHHOM (QOpPMEI, COCTOAMeN U3
MHOXEeCTBa YaCTHII.

[TpoMexyTouHasg KMCJIOTOCOOepXama g MeMOpaHa ABJIAETCSH
HeoOa3aTellbHOM. IIpoMexyTouHasd KUCJOTOocoIepxamasa MeMOpaHa, ecJu
OHa IPUCYTCTBYET, MOXeT comepxaThb OpPTaHN4YEeCKYI KMCJIOTY,
HaopuMep, OYyMapOoBYK KUCIIOTY, JMMOHHYK KMCJIOTY, SHTAPHYKR KUCIOTY,

BUMHHYI KUCJIOTY, AOJIOUHYID KMCJIOTY, MaJIeMHOBYI KMCJIOTY M T. IO.; U
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CBA3YKIIee, HallpMep, IIBII. OBOBIUHO  MCIIOJIb3YIT BODOPACTBOPMMEE
IOJMMEPH  WMJIM  PacCTBOPUMEE B CIOMPTe  IIOJIMMEDEHL. Macca STON
KMCJIOTOCOOepXame MeMOpaHE COCTaBJISEeT OT IPMMEPHO 5% IO MIPMMEPHO
20% B pacueTe Ha O00myKw MaccCy mapMKOB C IOKPHTHMeM. KucijoTa B
KMCJIOTOCOOepXamen MeMOpaHe 3amepXuBaeT pacTeOpeHue
SHTEPOCOJIIOMIIEHOTO  [IOJIMMepa BO  BHYTPEHHEM  CJioe, TeM  CaMbM
YBEJIMUVEBASL BpeMsa 3a0epPXKH, a Takxe YMeHbIIad CKOPOCTb
BHICBODOXIEHMA aKTUBHOI'O aleHTa W3 MlapMkKa C I[IOKpHTMeM. CocTaBb
HapyXHOTO  CJIOA I[OJIMMepHOM MeMOpaHH ¥ MHAOMBUOyaJIbHasg Macca
BHYTPEHHETO, IIPOMEXY TOUHOTO n HapyXHOTO MeMOpaHHEX CJIOEB
OOTOJIHUTEJILHO OITUMM3MPOBAHE OJIA I[IOJIYUYEeHMS I[IPEePHBUCTHX Ipoduien
BHICBODOXIEHUA AKTHMBHOTO areHTa Ha OCHOBE npencrKa3aHHBIX
KoppeJAauu in vitro/in  vivo. TakuM oBpas3oM, I0O3MpOBaHHASA
JeKapCTBeHHasa OQopMa C IIPEPHBMCTEM BECBOOOXIEHMEM OITHMU3MPOBaHAa
0JI2 BEHCBOOOXIEHMA KOJIMUeCTBa aKTMBHOTO areHTa [0 MCTEeUeHUU
3a0aHHOT O nepmuona BpeMeHr U/uiauM = B onpeneJjyieHHOe BpeMAa B
IMIeBapUTEJILHOM  TpakKTe yeJioBeKa, KOTOPOMY  BBeJIM  YKa3aHHYIO
JIEKapCTBEHHOKL QOopMYy .

[IpuMepH SHTEPOCOJIOOMIIbHEIX IIOJIMMEPOB BKJIOUAT, HO He
OTPaHNUYMBAKTCS MMM, CJeOyRlMe COeOMHEHUS WM KOMIIO3MUMM, Kak

OTIOeJIBHO, TaK ¥ B KOMOMHAaLWNU: CJIOXHEIE 9(1)1/1pr LIeJJIJIO3E I ee

IIPOM3BOOHEE (aLLeTaT@TaJ’IaT LIeJIJII0JIO 3HI, drasarT
T'MIOIPOKCHUITPOIIMIIME TUJIIIeJIJII0JIO 3EI, ameTaT CYRIMHAaAT
PMHpOKCMHpOHMHMeTI/IJ'ILLGJ'IJ’IIOJ’IOBBI) ’ NoJIMBUHMJIalleTaTdTanaT, pH-

UYBCTBUTEJILHEE COINOJMMEPH MeTaKPpMJIOBOM KMCJIOTH UM MeTaMeTaKpuiaTa
¥ meJJlak. OTM IIOJMMEPH MOXHO MCIIOJIB30BaTh B BUIEe CYyXOTI'O IIOPOMKa
MM BOIOHOWM mOUCIepCUM. JOCTYIHH COIOJMMEPH MeTaKPWUJIOBOM KUCJIOTEH
FUDRAGIT® 1100, S100, L30D (Rohm Pharma), alleTaTdrajaT ILIEJIJIOIIOSH
CELLACEFATE® (FEastman Chemical Co.), BOIIHAaA OUCIIepCuUsd
auneTardTasgaTa LeJUIoJIOo3H  AQUATERIC® (FMC Corp.) " BOOHa4a
OUCIIepCHA alleTaTa CYKIMHATa IMIOPOKCUIIPOIMIIME TUIILEJIIoNIO3 AQOAT®
(Shin Etsu KK).

[lpyMepH HepaCTBOPMMEIX B BOIEe IIOJMMEPOB BKJIOYAKT, HO He

OTPaHMUMBaAKRTCA N, clJleyromrie COeIIMHeHIMA MJIn KOMIIO 3L

OTIOeJIBEHO, JMOO B KOMOMHALIUMA: IIPOM3SBOIOHEIE I1I&JIJIIOJIO SH (Hanpmmep,
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DTUIILEeJJInIIO3a) , [IOJIMBMHMIIALIETAT (KOLLICOAT® SR 30D, BASFE),
HelTpallbHHe COIIOJIMMEPH Ha OCHOBE STUIaKpuilaTa u
MeTHuJIMeTaKkpuilaTa, COTIIOJIMMEPH CJIOXHEIX 20UpoB aKPUJIOBOM u
MEeTaKPUJIIOBOM KMUCJIOT C UeTBEPTUUHEIMM aMMOHMEBHMM TIpPYIINIaMy, Takue
kak EUDRAGIT® NE, RS miam RS30D, RL wmum RL30D m T. 1.

MeMmOpaHHEE IOKPHTMSA MOXHO HAHOCHTBL Ha AIOpO IIPpM  [IOMOIMU
JHOOOTO cCcrnocoba HaHeCeHMA OQpapMalleBTUUECKOTO IMOKPHTHUSA, WM3IBECTHOI'O
B IaHHOM oO0JlacTM TexXHMKM. Hamopumep, MOXHO IIPMMEHATL HaHeceHUe
IIOKPHTUSA B IICEBOOOXMKEHHOM CJIOE.

JlekapcTBeHHy©D (opMy C TIPEPHBMCTHM BECBOOOXIEHMEM  MOXHO
IoJIydaThk OpM oDoMomM (1) HaHeCeHMSa Ha MHEePTHYKD YacTUlly, HalpuMep,
Ha 3BepHO HOHINapeJk (caxapHad cbepa), OKPHTUSA C AKTHMBHEIM areHTOM
¥ [OJIMMEPHEIM  CBSA3YIINUM, WM IOIYyTeM IPUTOTOBJIEHMSA  YaCTHUIH,
comepxamen AKTHUBHBI areHT, nopu TIOMOIIN TPaHyJIALUUn n/
SKCTPY3UM/chepoHrzalumM ¢  [DOJIYUYeHMEeM aKTUBHOW  YaCTUIE; (ii)
HaHeCceHus Ha aKTMBHEE YaCTHULE JIacTUOUIMPOBAHHOTO
SHTEPOCOJIOOMIIBHOTO IOKPHTUA C IIOJYyUYeHMeM aKTMBHOM UYaCTULHE C
IJ1acTUOUIIMPOBAaHHBEM SHTEPOCOJI0OMIIL HEIM IIOKPHITHEM; u (1ii)
HaHeCeHud Ha AKTUBHYIO YacTHUILY c IJ1acTUOULINPOBAaHHBM
SHTEPOCOJIOOMIILHEIM TIOKPHTHEM IIOKPHTHS CO CMeChbl HepacTBOPMMOIO B
BOIOe TIIOJIMMEepa U SHTEePOCOJIOOMIILHOTO IoJuMepa. XapaKTepUCTUKU
BHICBODBOXIECHMSA MOXHO MOIOYJIMPOBATL, MeHsSsa uyacTtu (ii) w»m  (iii).
OpraHMYeCcKyld KUCJIOTY, OIMCAHHYIO BHIIe, MOXHO HOOaBJATL kK MeMOpaHe
Mexny dYacTaMmu (ii) wm  (iii) §mJag »jajbHeMmero M3MeHeHMSI BPeMeHU
3amepPXKM M NOPpodUJIS BEHCBODOXIEHMS aKTMBHOTO areHTa M3 YaCTULH.

B OODHOM BapMaHTe pealus3allMM HaCTOAmeI'0 U300peTeHusa B
cocTaBe MOXHO MCIIOJB30BATL OIOHY OGOopMy UYacTHIl OJS TOI'0, UYUTOOH
00ecleurTh KOHTPOJMPYeMOoe BO BpeMeHM I[IPepHBUCTOE BHCBOOOXKIeHUE
AKTMBHOTO BeleCTBa B TeueHMe HEeCKOJILKMX UYacCOoB IIOocJe IIepopalibHOTO
BBeIeHUda, WM OJ49 TOTO0, UTOOH HalleJIMBaThLCS Ha KOHKpPEeTHHEe YyUaCTKU
abcopbumm. B oOHOM BapMaHTe peaJM3allMM HACTOAmMeIro u300peTeHUs
JleKapCcTBeHHHe (QOpPMH, coIepXxallMe aKTHBHHE YaCTULE C HeCKOJIbKYMA
IIOKPHTUAMHA, 0B BeIMH ST B COCTaBHYID JeKapCTBeHHYD (opMy C
KOJIMUECTBOM AaKTMBHOTO BeMecTBa IOJS HeMeIOJIeHHOT'O BHCBODOXIeHMUI,

HanopuMmep, B XeJJaTMHOBOW  KaricyJie, TBepIoWM WIM MATKOM. ITOT
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BapMaHT pealin3aluy HacTodlleI'o M300peTeHUsa obecleurBaeT COCTaBHYK
JIEKAPCTEBEHHYD bopmy, VIMEIYI0 Kak 4acThb C MI'HOBEHHEM
BHICBODOXIEHUEM, Tak ¥ 4YacTb C KOHTPOJIMPYEMEM IO  BpEeMeHU
[IPEPHEBUCTEM BECBODOOXIEeHMEM aKTHMBHOI'O al'eHTa.

Kaxmoe M3 HeoOA3aTeJIbHOM UYacCTM C HeMeIJIeHHEM RBHEHCBOOOXIEeHUEM
M aKTMBHOTO arleHTa B A0pe—-o00JIoUKe MOTYyT CcomepXaThb IpuMepHO 10
M, 20 MI' M T. IO. akKTMBHOI'O al'eHTa; JIeKapCTBeHHasd ©QopMa «AaIOpo-—
000JIOUKa» COIJIaCHO HacCTodAlleMy M300peTeHMI MOXeT comepxarTb oT 10
0o 80 MI' aKTMBHOI'O areHTa.

B OOHOM BapuaHTe peannszaumum HacToOAWero n300peTeHnd
IPUMEHAKRT QOPMYy C OTCPOYEHHEM I[IPOJIOHIMPOBAHHEM BECBOOOXIEHMEM.

B OOHOM BapuaHTe peannzaumnum HacToOAWero n300peTeHNnd
JIeKapCTBeHHada bopma MOXET obecrneurBaTh 1o MeHbIeN Mepe
OyMOIaJIbHEIM  Npoduiib  akKTMBHOT'O BelecCTBa B KPOBU, HallpUMep,
npodmiab, I[PUBEOEeHHHM Ha oour. 2. B 53ToM BapMaHTe pealM3aluu
HacTodAmero u300peTeHMsa JeKapCTBeHHas dopMa COIEepXUT II0 MeHbllel
Mepe  I[epBoe KOJIMYEeCTBO AKTMBHOTO areHTa IOJ4  HeMeIJIEHHOTIO
BHICBODOXIEHMS WM  BTOpOe KOJIMYECTBO  aKTMBHOTO BellecTBa  IJIA
OTCPOUEHHOTO IIPOJIOHTMPOBAHHOT'O BHCBOOOXIOeHMA. HanopuMmep, IepBasd
YacThk aKTHMBHOI'O BelleCTBa HeMeIJIeHHO BHCBODOXIaeTCsa B TeuUeHUe
IepBOTO dYaca I[ocJie BBeIeHUS U3 JeKapCTBeHHOM GQOPMEI COTIJIACHO
HacTodmeMy M300peTeHMO. B TeueHMe KaKOI'O-TO IIepuona BpeMeHU’
AKTUBHEIM aTeHT II0 CYMeCTBY He BHCBOOOXHaeTcsa U/MIM He CcrocobeH
[IOCTYIlaThb B KPOBOTOK MU/WIM He OMOOOCTYIEeH Wu3 BTOPOM UYacTu
BBOOVMMOTO AaKTMBHOI'O BelleCTBa. BareM, [I0 MCTEeUYeHUM OpyTroTo
Ieprolla BpPEeMeHM, HalpuMep, uYepes HeCKOJIBKO YacCoB, BECBOOOXIAEeTCH
OOTIOJIHUTEJILHEY aKTHBHEM areHT, UM BHCBOOOXIeHME DTOM BTOPOM UYacCTU
[IPOUCXOOUT B TedeHMe IJIMTEJIEHOT'O IIlepMrola BpeMeHM, HallpuMep, IO
12 yacoB IIOCJIEe IIepBOHAYAJIBHOT'O BBENEHUS WM JTaxe »OoJblle. 3TO
BEHICBODOXIOEeHME BTOPOM YacCTU OOBUHO IMIPOUCXOOUT IOCJe 3aOepXKM, B
TeUeHMe KOTOPOW aKTHMBHHM areHT He BHCBOOOXIaeTCH, I[IODTOMY TaKue

JIEKapCTBEeHHEE (]_)OpM.BI, KOTOPEIE MOIT'YT UMMETEHE SallepPXRy OO HaualJla

BHICBOBOXICHMU I KoJIMUecTBa AKTHMBHOTO aredra, Has3HBamnTCA
JIeKapCTBeHHEMU bopmamm «c OTCPOYEHHEM IPOJIOHTMPOBAaHHEM
BHICBOOOXIEHUEM . Takywo JIeKAapPCTBEHHYIO bopmy MOYXHO BBOIUTDL

OTIOeJIBHO 2Nz ee MOXHO BBOINTB B KOMOMHAaLIUN C Iy IT'ViMI
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JIeKapCTBEHHEMMY QOopMaMiM .

KejmaTenbHO, UTOOBR YPOBEHB AKTUBHOTO areHTa B KpOBU
yBeJMuUMBaJCcH, OpM STOM KOHLUEeHTpauuMsa B KPOBM COOTBETCTBYET
KONMMUEeCTBY aKTUBHOTO BelleCTBa, KOTOpoe M[ABJAeTCHA OMOOOCTYIIHBEM
[I0CJIe HEeMeOJIeHHOT'O BECBOOOXIEHMA B TeueHMe IIepBOI'0 Yaca IIocJe
BBelleHUA. UYepes KaKoe—-TO BpeMfa YPOBEHL aKTUMBHOT'O areHTa B KPOBU
nagmaeT HUXe TpedbyeMoT'0 MM TepalleBTUUEeCKOT'O YypPpOBHA. BTopad UacThb
AKTMBHOT'O arleHTa MOXeT IIOoNacThb B LUMPKYJIALMI IIOCJe TOTOo, Kak Owlia
BEICBOOOXIOEeHAa JacThb AKTUBHOTO areHTa C HeMeJIeHHBEM
BEICBOOOXIOeHMEeM. B BapMaHTax peajM3aluy HaCcTOodllero MU300peTeHUd
nocjie TOroO, KakK YPOBHM aKTMBHOT'O al'eHTa B KPOBM HaUMHAKT
CHMXAaTLCHA, I[IPEemIouUTUTEeJIbBHO YPOBHM COCTaBa B KPOBM YBeJUUMBAKTCA
u/ U NOOOEePXUBATCA IIPUMEPHO COOTBETCTRYIIVMHI TpebyeMomn
KOHLUEHTPpaluuM WJIM I[IpeBvmalnT ee, 0e3 HeoOXOOMMOCTM BBeIeHMS BTOPOM
OO3H aKTMBHOT'O areHTa.

Cilemyomuii OpUMep  WIJIOCTPUPYET OOMH BapMaHT peajn3alun

HacToAmeIro MBO@peTeHMH. l’IepBa,q JacThb C HeMeIJIEHHEM
BEICBOOOXIOEeHMEM aAKTMBHOTI'O areHTa mmMeeT VCXOIHEIM
(]_)apMaKOKI/IHe TUYECKUN HpO@MJ’Ib . Hanosguurenu, BCIIOMOTI'aTeJIEHEIE

BemecTBa M T. IO. MOTYT OOYCJAaBJIMBATL KOHEUHHEM MAaCCOBEM IIPOLIEHT.

CocTaBE IJIS 3aMeIJIEHHOTO WM IJIMTEeJILHOT'O  BEHCBOOOXIEHMUI
onMcaHs Hmxe. Kaxiasd KOMIO3MLIMS C 3aMeIJIeHHHEM BECBOOOXIEHMEM
COOEPXUT KOJIMYeCTRBO AKTUBHOTO areHTa, IIPUTOTOBJIEHHOTO oJisa
BHICBODOXIEHMSA AaKTMBHOTO arleHTa B TeueHMe IIepuola BpeMeHM oT 4
JacoB OO 12 YacoB, OOHUHO OT 6 OO 12 UYacoB.

HOJ’IMCHMPTBI, TakKNre Kak MaHHUT, KOaIryJIAHTEHIL, Takrme Kakr

POLYOX®, u cMasHBaollMe BellecTBa, TakKe Kak CcTeaprHOBasg KHUCJIOTA,
OoBaBJgRT OJd  TOTO, UTOOH IOJYUUTE  TPaHyJIH, KOTOPHE MOTYT
oBecrneunTsb cocTaB AKTUMBHOTI'O areHTa c OTCPOUEHHEM "
IPOJIOHTUPOBAHHBEM BEICBOOOXIEHMEM. KancyJsioBUuOHEE TabJIETKH,
TabJIeTKY WM OpyITHMe JIeKapCTBeHHEEe QOPME KOMIIOBUIIUK C OTCPOUEHHEM
BEICBOOOXOEHMEM IIOJIYUaKnT C MCIOJbL30BaHMeEM IMpoLenyp, W3BEeCTHHX B
OaHHOM obrnacTH, BKJIOUA 4 IpoLe 0y PH MHKAIICYJISLWUNA . Takue
JeKapCTBEeHHEEe OQOPME OOBUHO Cpa3y IOEMOHCTPUPYIRT OIpoduin B KPOBU

«C TIIPOJIOHTMPOBAHHEM BEICBOOOXIOEHMEM», TO €CTb JIeRapCTBEeHHEEe (]_)Ophﬂ::l
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OOLUHO HeMeOJIeHHO BECBOOOXIAT AaKTMBHHM aleHT IIocJe IIpueMa
BHYTPEL M C TeueHMeM BPEeMeHM I[IPpOoIoJDKalT BHCBOOOXIATH aKTUMBHLHM
areHT. 3TM COCTAaBH TakKXe MOXHO IIPUITOTOBUTL B BUIe JIeKAapCTBEeHHOM
bopMEI, u OHU MOTYT IMETH npodumim c MIPOJIOHTMPOBAaHHEM
BHICBOOOXIeHNMEM, BHCBOOOXIOAS AaKTHMBHHEM al'eHT B TeueHMEe HeCKOJIbKUX
YacoB IIOCJIe IIPMEMa BHYTPb, BIUJIOTH OO 12 YacoB.

B ozmHOM BapMaHTe peajJu3aluM HacTOoAlero M300peTeHMsd Ha
JIeKapCTBEHHEE bopMeEL, [IOJIyUeHHHEe us YKa3aHHHX KOMIIO 3ULINM,
HeoOdga3aTeJIbHO  MOXHO HaHOCUTh Bazoroe [IOKPHITHE OJIs AU TH
TabJeTOK BO BpeMsa IHocJenywomer o0paboTkM. SamMTHHE  BemecTBa
BKJIOUAT, Halpumep, HPMC, (mnoJm)sTuileHTJMkKoJb ([I9T) m T. 1.

B OIOHOM BapMraHTe peanmsalumnm HacToAmWeIro n3obpeTeHm
JekapcTBeHHasa OQopMa COOEPXUT OOHYy WM O0oJiee IIOJIOC M3 OOHOTO WJIM
foJjiee TIIOJIMMEPHEIX MaTepuaJioB, KaK OIMCaHO HWXe U [IpUMBeIeHO Ha
¢ur. 17. McHooJap3ylnT OIOHY WM 00Jiee KOJBLIUEBEX II0JIOC WM TIIOJIOC
OPYTUX TUIIOB M3 IIOJMMEPHOT'O MaTepuala, HallpuMep, U3 OTHOCUTEJIBHO
HepacTBOPUMOTO IIOJIUMEPHOT O MaTepuala, KOTOPHIM MVHMMAJIEHO
paspymaeTcsa WM He pal3pylaeTcd B TeueHMe Iepuolla paclhpenesieHU.
TUIIMUHEIE HEepacTBOPMMEE IIOJIMMEPH BKJIOUAT HEepaCTBOPMMEE B BoOIe
[IOJIMMEPHI, OnMCaHHHEe paHee. KoJmuecTBO TIIOJIOC, IOJIOXEeHMe  MJIU
paccTogaHMe MexOy II0oJIOCaMM WM TOJIIMHAa II0JIOC MOTYT KOHTPOJMPOBATH
CKOPOCTB BHICBOOOXIEeHN A AKTUBHOTO areHTa. HampumMmep, MexIOy
IoJiocaMu, ecu VICIIOJIbL 3YITCH HECKOJIBKO oJioc, MOXET OHTEL
paccroguue B 0,5 mm, 1,0 mm, 1,5 M, 2,0 mMm, 2,5 MM mym 3,0 MM.
HampumMmep, kaxiad IIoJijoca MOXeT uMMeThb mmpuHy 0,5 M, 1,0 mM, 1,5
MM miIn 2,0 MM M ToJymmmHy oT 0,1 mo 100 mMxMm miam oT 0,1 mo 50 MKM
mim ot 0,1 mo 20 MxMmM. Kak mokaszaHO Ha ¢ouIr'. 17, B OIHOM BapuaHTEe
peanr3allMM HaCTOAmMeTo M300peTeHus KalcyJIoBMIOHadA TabJiIeTKa WMEeeT
IOIBe KOJIbIIEBEE IIOJIMMEPHHEE IIOJIOCH, Kaxnmasa ImnoJjoca 20 m 30 umMmeer
MMPMHY OKOJIO 1 MM, C PacCTogHMeM Mexny HuMmu 40 O0OKOJO 2 MM.
CocTaB C IoJlocaMM 3aMelJISeT BECBOOOXIEeHMEe aKTMBHOTO aleHTa WU
oponjieBaeT IIepMOolI BpeMeHM, B TeueHMe KOTOPOTO AaKTHBHHM aTleHT
MOXeT BHICBOOOXIATLCAS M/MUJIM BXOOUTL B KpoBooOpalleHMe, TO eCThb
OHTE OMOIOCTYIIHEM. B BapMaHTax pealu3aluy HaCToAdmeTo M300peTeHus
rmoJjioca (TTOJIOCHI) 3aIepXrBaeT HadaJlo BHCBOOOXIeHMA  aKTUBHOTO

areHTa TaK, gTo IIOABJIAETCHA BpeMA SallepPXKNM, Takrxe Ha3bIBaeMoe
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3adepXKOoy HauaJla BHCBODOXIEeHMS WMJIM OTCPOUEeHHHM BHCBOOOXIEHVEM, B
TeueHMe KOTOPOTO AaKTUMBHHM areHT He BHCBoOoOXIaeTcsa. 3alepxka
Hauvajla BECBODOOXIEHMS MOXET COCTaBJATE OT O mo 4 YacoB WMJIM MOXET
cocTaBJaaTe oT O mo 3 YacoB MJM MOXeT cocTaBJaTb oT 0,5 waca mo 4
YaCoOB WMJIM MOXET COCTaBJIATE OT 1 YWaca IO 2 YacoB IIOCJIe BBeJeHUHd.

SHTepOCONOMIIBHOE IIOKPHTHME MOXET TaKXe CcolepXaTb OpyIue
BCIIOMOT'aT&JIbHEE  BemecTBa WM  HallOJIHUTEJIN, HalprMep, TaJlbK,
JIaKTo3y, nvkaJbuumpochaT, CMa 3EBanlme BEIIECTBA, TakKue Kak
cTeapaT MaTl'HUSL, UM T. I.

JlekapCTBeHHad bopmMma C roJjiocamm MOXeT OHITH IIOKPEITA
SHTEPOCOJIOMIIBHEM [IOKPHTMEM Ha YPOBHE MNPUMEPHO OT 2 MKI/cM? mo 10
MKIT'/CM?, OOBUHO IMPMMEPHO 7 MKI/CM?. DHTEPOCOJIOUIIbHOE [IOKPHTUE
3alepXuBaeT HauvaJlO BHCBOOOXIOEeHMS aKTUMBHOI'O al'eHTa, TaK 4UTO eCThb
BpeMs TIIOoCJie BBeleHMsa JieKapCTBEeHHOM GOpME, B TeueHMEe KOTOPOTO
AKTUBHEIM areHT He BHICBOOOXIaeTCH. OBBIUHO n3-3a
DHTEPOCOJOUIIEHOTO [IOKPBITU A 3alepXKa Hauaja BEICBOOOXIEHNU A
AKTMBHOTO aTeHTa M3 JIeKapCTBEeHHOM OGOPMEl C IOJIoCaMM C IIOKPHTHEM
(HanpuMep, KaIlJleT C [oJiocaMM C DHTEePOCOJIOOUIIBHEM IIOKPHETHEM)
MOXxeT cocTarRJaars, oT 0,5 uywaca mo 4 yacoB, OOBUHO oT 1 uYyaca Jo 2
JacoB.

B oIHOM BapMaHTe peaJliM3allMM HacCTOoAmero u300peTeHMs 1Jo3a
AKTMBHOTO areHTa C HeMeOJIeHHBEIM BHCBOOOXIEeHMEM, OIMCaHHas BHIIE,
oBBeIMHsIeTCH c KarcyJIOBUIHOM TabJeTKOM c IoJIoCaMm C
SHTEPOCOJNOMIIBHEIM [OKPHTMEM IIPM IIOMOMM CIHOCODOOB, M3BECTHEX B
OaHHOM oByiacTu TeXHUKN, c MIOJIYYEeHUEM enVHOM cocTaBHOM
JeKapCcTBeHHOW  (QOPMBI, HaIpuMep, B OOHOM XKeJIAaTMHOBOM KallcyJle.
CocTaB MOXHO amallTMPOBaTh IOJA oOOeclledeHMS KOHKPETHOTO TpebyeMoTIo
npodmiis B KPOBU.

B BapmaHTax peajJlM3allMM HaCTOAmMEeIro WM300peTeHMSa KOMIIO3ULIUN
BKJIOUAIOT 10 MeHbIeM Mepe KOMIO3UINMID C HeMeOJIeHHHM BECBODOXIeHMEM
M CocTaB C 3aMenOJIeHHHM BHCBOOOXIEeHMVEeM, OINMCAHHEM HWke. JI4g
COCTaBOB C 3aMeIJIEHHHM BHEHCBOOOXIeHMeM OOHUHO He XapaKTepHO
OTCpPOUEHHOEe HauvaJlo BHCBOOOXIeHMA. [JId COCTaBOB C 3aMeIJIEHHHM
BHICBOOOXIeHMeM OOHUHO He XapaKTepeH 3HaAuUMTeJILbHHM IIeprOod BPEeMeHU
[IocJie BBeIeHMHA, B TEUEHMe KOTOpOTO JIeKapCTBEeHHOe CPEeINCTBO U3

ﬂeKapCTBeHHOIZ (]_)Ophﬂ::l He 4ABJISeTCHa OMOOOCTYIIHEIM.
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B onmHOM BapMaHTe peajM3alyy HacTOodlleT'o M300peTeHMA KalcyJia
c TabJeTKaMM HOpeICTaBJisgeT CcOOOM KalCyJly, COIepXallyld [IepBYK YacCTb
aKTHBHOTIO areHTa B bopme TabJeTKH, OPUTOTOBJIEHHOM 04
HeMeOJIeHHOT'O BHCBOOOXIEHMA I[IPKM NPOIJIATHBAHUM WM BBEOEHUM, U IO
MeHBIIEM Mepe BTOPYK dYacThk aKTUMBHOTO areHTa B OQopMe TabJleTkH,
IPUTOTOBJIEHHOM NJIS 3aMelJIeHHOTO BHCBOOOXIEHMs, T.e&. BTOpasd dYacThb
IPOOOJIKAEeT BHIOEJATH KOJUUECTBO AaKTMBHOI'O aleHTa B TeueHUe IO 6-
12 wvacoB mnocJje npueMa. Ilo MeHbmey Mepe 15% - 50% axKTMBHOTO
areHTa IpencraBJisgeT CoOOM CcoCTak C HeMeOJIeHHEIM BHCBOOOXIEHMEM U
HaxXOOUTCH B bopme TabJjeTKH, NOOXOOAMEN  OJIA HeMeIJIEHHOT'O
BEICBOOOXIOeHMUA. OcCTajlbHad 4YacThb KalCyJiel C TabjJeTkaMu (IO Macce)
MOXEeT COmOepXaThb COCTaB C 3aMelJIEHHEIM BHEHCBOOOXIEHMEM aKTHMBHOI'O
areHTa WJIM dYacThb COCTaBa C 3aMeOJIeHHHM BECBOOOXIEHMEM aKTHBHOI'O
areHra. TalOJjeTka, coepxXallad COCTaB C HeMeOJIEHHHEM BHCBOOOXIEHMEM
aKTMBHOI'O BellecTBa M TabJleTKy, COOepXallyln CcOoCTaB C 3aMelJIeHHEM
BHICBODOXIEeHMEM aKTMBHOI'O BelleCTBa, MOI'yT OHTb OOBEIMHEHH B
eOVHUYHOM JieKapCTBEeHHOM (opMe, HaIpuMep, B XeJIJaTMHOBOM KallCyJle,
IIpM [IOMOMM CIHOCOOOB, M3BECTHEX B IaHHOM OOJIaCTM TEeXHUKU.

B OOHOM BapuaHTe peanu3aluumn HacToAWeTro n300peTeHnd
KalcyJioBMOHas TabjileTka C TpaHyJlaMM I[IpeOCTaBJAeT CoOOOM KalCyJy
WM  KalCyJIOBUIOHYK TabJjleTKy, ComepXallyld IIepBYK YacTbk I'paHyll
aKTMBHOT'O aleHTa, I[IPUIOTOBJIEHHHX IJISI HEMEeIJIEHHOT'O BECBOOOXIEeHMA
M IO MeHBIle¥ Mepe BTOPYKW UYacTb aKTMBHOTO areHTa, KoTopas
HaxoIUTCAa B OGopMme TabJeTkKy, OPUTOTOBJIEHHOM NJIS 3aMelJIeHHOTO
BHICBOOOXOeHMA. I[lo MeHbmeMm wMepe 15% - 50% axTHMBHOTO aTeHTa
IpencTaBJisgeT COOOM COCTaB C HeMeIJIEHHEIM BHCBOOOXIEHMEM M MOXET
HaxoOUTLCSA B TI'paHyJlax, a He B TabjleTkaXx. B OIOHOM BapuaHTe
peanMszaluM HaCcTodlleT'0 MU300peTeHMA KallcyJjia C TI'paHyJlaMy COIEPXUT
IO MeHbIeV Mepe TIOpuMepHO 80% KOMMOO3UUIMM aKTHMBHOTO BemleCTBa MOJIA
HeMeIJIeHHOTO  BHCBOOOXIOeHUS B  TI'paHyJIMpPOBaHHOM  dopme, OOEBIUHO
comepXallylocsgd B OTIEJIbLHOM KallCyJIOBMIOHOM TabJjieTke. OCTajibHAas YacCTb
KallCyJIOBMOHOM TabJleTKM C TpaHyJlaMM (IO Macce) MOXeT COIepXaTb
cocTaB C 3aMeIJIeHHHM BECBOOOXIeHMeM aKTMBHOI'O al'eHTa, NI
KalcyJoBMIOHad TabjleTKa C TpaHyJlaMM MOXeT CcOoImepXaThb YacThb CcOCTabka
C 3aMelJIEHHEM BEHCBODOXIeHMeM aKTMBHOI'O al'eHTa. KalcyJioBMOHAaSA

TablieTKa, comepXxalla#d coCcTaB C HeMeIlJIEHHEM BEICBOOOXIOEHMEM
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AKTMBHOTO EBelleCTBa M KallCyJIOBMIHasa TabJleTka, coIepXamasd CcocTaB C
3aMeJIEHHEM  BHCBOOOXIEeHMEM aKTMBHOTO BemecTBa, MOTYT OHITE
0BBEeIVHEHE B eIVHUYHOM JIeKapCTBEeHHOM dbopme, HaopuMep, B
XeJIJaTMHOBOM KallcyJie, IIpM IIOMOmM CHoCOo00B, M3BEeCTHEX B IaHHOM
oBJIaCcTU TEeXHUKMU.

B oIHOM BapMaHTe pealiM3allMM HAaCTOAMeIo M300peTeHMsa CJioucTas
TabjlIeTKa CcolepXxuT TabJIeTKy, CcoIepXxamyl IBa WiIu ©0o0Jiee CJI0OeB C
AKTMBHEIM aTl'eHTOM, IMIPUTOTOBJIEHHEM MOJIS HEeMeOJIeHHOT'O BHCBODOXIEeHMUS,
M CJOM AaKTMBHOTO areHTa, [IPUTOTORBJIEHHOTO IJIS  3aMelJIEHHOTO
BEHICBOOOXIOeHMA. CjoucTasa TabjieTKa COIOEepPXUT KOJIUMUECTBO aKTMBHOIO
areHTa -OJ4 HeMeIJIEHHOTO BHCBOOOXIEHMSA IIpU NOPOIJIATHBAHUM U IIO
MeHBIIe Mepe BTOPYK dYacTb aKTMBHOTO aleHTa, KoTopasd MOXeT
HeMeOJIeHHO O0O0ecCleuMThb KOJMUECTBO aKTMBHOTO areHTa B TedeHue 6
yacos - 12 4YacoB IOCJe IIpMeMa CJIOMCTHX TabjeTok. He MeHee 15% -
50% aKTUBHOTO areHTa HaxoouTcyd B cocTasBe c HeMeOJIeHHEIM
BEICBOOOXIEHNEM. B OIOHOM BapuaHTe peanusanmum HacToAmero
nzobpeTeHna cJoucTasa TadjleTka COIEepPXUT II0 MeHbIleM Mepe IIPUMEPHO
80% KOMIOBMLMM C HeMeIJIeHHHM BECBOOOXIEeHMEeM aKTMBHOIO aleHTa.
OcTajibHas YacThb CcJioucToM TadJjleTKM (IO Macce) MOXeT COoIOepXaThb
CoCTaB C B3BaMenJIeHHBEM BHECBODOOXIEeHMEeM aKTHMBHOT'O al'eHTa, WIM MOXET
coepXxaTk UYaCThb COCTaBa C 3aMeOJIeHHBEIM BECBOOOXIEHMEM aKTUBHOTO
areHTa. COCTaBH MOXHO OOBEOMHATE OOBUHEIM CIIOCOOOM, HaIpMMeEpP, B
npecce OJIs TabJIeTOK, TakKk uTo rocJjie obpaboTKU KOHeUHas4
TabJleTUPOBaHHAA JiekKapCTBeHHasa (QopMa COIepXuT IOBa wWiIu 0oJiee
cJjioeB, TIOe IO MeHblle Mepe TIepBHM CJOM COIepPXUT CcocTaB C
HeMeOJIeHHHM  BHICBODOXIeHMEeM aKTMBHOTO al'eHTa ¥ BTOPOM  CJIoM
COIOEepXUT COCTaB C TIIPOJOHTUMPOBAHHHEM BHCBOOOXIEHMEM AaKTUBHOTIO
areHTa.

B omHOM BapMaHTe pealM3allMM HaCTOAmMeIro M300peTeHMsa aKTUBHBIM
areHT CoOCTaBJgeT II0 MeHbmeM Mepe oT 20% mo 30%, or 30% mo 60%,
i 70% OoT MaACCH KOMIIO3UMLMM C 3aMeIJIEHHHM BHEHCBOOOXIEHUEM, IIpU
5TOM OCTaJlbHasg OpelcTaBJgeT coboM Maccy BCIOMOTAaTEeJIbHHX BelleCcTB
KOMIIOBULIMM, T.e. HaIOJHUTeJel, CMa3HBallX BemecTB, IIOJUMEPOB U
T. 5. l[loJMMep MOXeT COCTaBJATE OT 5% mo 20% IO Macce KOMIIO3ULUU
C 3aMeIJIEHHHM  BHCBOOOXIEeHMEM B  OINHOM BapMaHTe  pealn3aluu

HacTodAmero wums3obpeTeHuda, oT 7% po 10% 1o Macce KOMIIO3MLUMK C
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3aMeJIEHHEIM BHICEODOXIEHMEM B OOHOM BapMaHTe peanmzaumnmu
HacToAmero wuzsobpereHusa, m oT 10 mo 16,5% mo Macce KOMIIO3ULIUU C
3aMeJIEHHEIM BHICBEODOXIEHMEM B OOHOM BapMaHTe peanmzalumnmu
HacTodAmero u3o0peTeHMd. B OODHOM BapMaHTe peajM3alMy HaCTOAWLeI'O
n300peTeHUa IIOJIMMep I[IpencTaBjasgeT CcoOOoM LeJUIJIO3HBEI  [IOJIMMEpP,
HanpuMep, Methocel K4M, u OpUCYTCTBYeT B KOJIMUUECTBe IIpMMepHO 10
Mac. %. CoCcTak C 3aMeOJIeHHHM BHCBOOOXIEeHMEeM MOXHO II0JIydaTh IIyTeM
IPpAMOTO MPEeCCOBaHMS MM BJIAXHOM IPaHyJISaLUM.

CocTraB MOXeT OHTL CIHpeccoBaH B TabJleTKM WM MOXeT OBITh
BCTPOEH HEeIIOCPEeLCTBEHHO B oMy . Takue KOMIIO 3ULIUN O OJDKHEL
comepXaTb IO MeHbmley Mepe 0,1% axKTMBHOTO COeIMHEeHMA. I[IpOlLleHTHOe
comepXaHre B KOMIO3MUMAX M  COCTaBaxX MOXeT  BapbMpoOBaThCH,
HanpuMep, OT IIPUMEePHO 2% OO IpuMepHO 60% OT MacCCH eIVHMIIEH.

BcrioMoraTeJibHEIE BelleCTBa BKJIOUAKT, HO He OIPaHUUMBATCA
VMM, OOVH W BoJiee bapMalleBTUUECKU IpUEMIIEMEIX VMHEPTHEIX
pasbaBuTeJIeN; AaCCUMUIMPYEMEM CBeIOOHEM HOCUTEJL; Ie3UMHTeIpaTop
0JI4 obJleTUueHU I Oe3MHTeIpaluun, HaIllpuMep, MOIOMOUUMPOBaHHEE
IPOM3BOOHEIE LIEJJIOJIO3E, MOOIUOMUMPOBAHHEE IIPOM3BONHEE KpaxMaja U
T. IO., OTMeuaeM, UTO ClelMaJMUCT B HOaHHOM o6JacTy I[IOHMMaeT, UTO
IOpyTMe MHIPEOMEHTH, BKJOUYad CBA3YHOIMe M CMa3HBaKIlie BeIeCTBa,
TakKXke MOTYT BJMATL Ha OPOOMIIE PacTBOPeHMS JIeKapCTBEHHOM GOpPMEH;
TBEepPOyI NI MATKYIO 0OO0JIOUKY XeJlaTUHOBOM KallCyJIbl;
IVKaJlblubdochaT; CBA3YKIeEE, Takoe Kak Tpal'akaHToeBas KaMelb,
apaBuMcKasa KaMenb, KYKYPY 3HHM Kpaxmall VI XeJlaTUH ;
Ie3VHTeTPUPYRIUN areHT, Takom Kak KYKYPY3HHM KpaxmaJ,
KapTodedbHEM KpaxMaJl, aJIbTMHOBasA KMCJIOTa M T.O.; CMa3HBawilee
BemeCcTBO, Takoe Kak CcTeapaT MaTlHMsA; I[OOACJIallMBalmMM aTeHT, TaKou
Kak caxapoz3a, JakKTo3a WIM CcaxXapuH; apoMaTu3aTop, TaKoM Kak
IepedyHasa MATa, BMHTEPTPMHOBOE MAaCJIO, BUIHERBRHM apoMaTU3aTOpP; OIHO
i  6oJlee IIOBEPXHOCTHO—-AKTHMBHEX BelleCTB, TakKMUX KaK MOHHHE,

HelMOHOTI'eHHEIe M/MHM IIOBEPXHOCTHO-AKTMBHEE COJIM XeJIYHEX KMcjoT, C

AHMOHHBEIMHA [IOBEPXHOCTHO—aKTMBHEMA BemeCcTBaMM, BKJIIOUA S
aJIKMJICYJIBEDaT HaTpusa (TaypuicyJbdaT HaTpu4) " NIPOU3BOIHHE
CyJIbOOCYKIUMHATA, Takue Kak OIOKYy3aT HaTpUH, HEeMOHOT €HHEEe
[TIOBEPXHOCTHO—aKTWEBHEE BemecTRBa, BKJIIOUA SQUPE

HOHMOKCMSTMHGHCOP@MTaHa M XVMPHEX KMCJIOT (HOHMCOpéaTH), TakKre Kak
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TWEEN® 20, TWEEN® 80, TWEEN® 40, SPAN® 20, CJOXHHE S0UPH XMUPHHX
KUCJIOT IIOJIMSTUIIEHIVIMKOJIeN, TakMe kKak GELUCIRE® 44/14, GELUCIRE®
50/13, HacCbmeHHHE TIOJUTJIMKOJIVM3VMPOBAHHEE (BKJIOUASA MOHO-, IW- WU
TPU) TJIMLEPUIEL, CpenHellelIOUeUHEe MOHOTJIULIEPULEL (6-10 aTOMOB
ynJeponma) , Takme Kak TN EPUJIMOHOKAIPpUIIAT (IMWITOR® 308),
TIMLepuJIMOHOKanpoaT (CAPMUL® MCM C-8), ITuIMlLepwnJl KaopuiaT/KalparT
(CAPMUL® MCM) , [IOJIMOKCUS TUJIEHTJINILISPII KamnopuijarT u
IIOJIMOKCUS TUJIEHIJINLIEPUIT kKamnpoarT (LABRASOL®) , CJIOXHEIE SOUPHL
CPpeIHEeLEeIOUEUHEX XUPHHX KUCJOT, TakKMe KaK IJIMUePUIITPUKAIpUHAT U
TanuepuaTpukanpmiar (MIGLYOL® 612), OJIOK-TIOJMMEPH STUJIEHOKCHIA U
IPONUJIEHOKCHUOA, BJIOK— COIIOJIMMEPH [IOJIMOKCUS TUJIEH
[IOJIMOKCUIIPONMIIeHa, TakKue KakK IoJiokcaMep 188 (PLURONIC® F-68),
nojiokcamep 237 (PLURONIC® F-87), mnojokcamep 338 (PLURONIC® F -
108), [IOJIOKCaMep 407 (PLURONIC® F-127), [IOJIOKCaMep 124
(PLURONIC® L-44), [IOJIMOKCHUCTeapaT—IIoJINS TOKCUIIMPOBaHHAa g (40)
cTeapuHoBas kucjoTa (MYRI® 52), STOKCUIMPOBAHHOE KaCTOPOBOE
MacCJIO-IIOJIMATOKCUIIMPOBaHHOe  (60) IMOPOTEeHM3UPOBAHHOE KaCTOpOoBOE
MacJio (CREMOPHOR® EL), STOKCUIIMPOBaHHAA I'MOpOoCTeaprMHOBasA
KMCJIOTa, IIOJIUSTUIIEHTJIMKOJIE 660 TuUipoKcucTeapaT (SOLUTOL® HS 15),
[IOJIMOKCUR TUIIEHAJIKMIIOBEe 30MpH (12-18 aToMOB yrJjepola), TakMe Kak
nomokcuyl 20 KeTocTeapuJioBeM 3d¢up (ATLAS® G-3713), nomokcmi 10
OJIEUJIOBHIM 20up (BRII® 96, BRIJI® 97, Oleth 10),
IIOJIMA TUJISHTJIMKOJIE BEIM 20up (TRITON™  X-100, TRITON™  X-114,
TRITON™ X-405, TRITON™ N-101) u JIeUMTMHE, TakKe KakK (oCcOOJIMIMUIH
(IMUPUCTONIT DL-aneda-docdaTUOMIIXOJINH) , [IOBEPXHOCTHO—aKTHBHEE
COJIn KEJTUHOM KMUCJIOTEL, BKJIOUA A 0E30KCUXOJIEBY KMCJIOTY,
Oe30KCUXOJIaT HaTpusa, XOJIEBYK KUCJOTY, TaypoxojlaT HaTpusa; U T.II.
JlekapcTBeHHasa OGopMa B BMIOEe KalCYJH TakKXe MOXEeT COIepXaThb XUIKUMN
HOCHTEeNEb. [pyTMe MaTepMraJikl MOTYT IMIPUCYTCTBOBATH B BUAE NOKPHTUN
MM MHBEM 00pas3oM MOIMOULIMPOBATE O(U3UUeCKyl O(opMy JeKapCTBEHHOM
bopMEl, HalpuMep, TabJleTKU, IIWJIOJIM WM KaICYJIE MOT'YT OHTH IIOKPBITEL
meJjIylakoM U/MIM  caxapoM. CHpPOI WM  SJUKCUP MOTYT COINEepXaThb

aKTUBHEIM areHT, caxXaposy B KauecTBe IIoocCjlalMBapmeIro areHTa,
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MeTMJI U HOponuinapa®eHE B KaueCTBe KOHCEPBAHTOB, KpacHUTeJlkb U
apoMaTM3aTop.

B BapMaHTax peajM3aluy HaCTOoAmero u300peTeHMs B COCTaB
Takke MOTYT OHTL BKJIOUEHH IPYTMEe MHITPEeIMEeHTH.

B OIHOM BapMaHTe peammzalium HaCTOAmMET O n300peTeHNn
JIeKapCTBEHHHE GOPMEI TMPEeNCcTaBJIAT COOOM BallOJIHEHHYID XUIKOCTLIO
MATKY XeJJaTMHOBYID KallCyJly, COINepXalyl BCIOMOTAaTeJIbHHE BelecTBa,
comepxamme JINTIVOH, [IOBEPXHOCTHO-aKTUBHEE BellecTBa un
pacTBOpPUTENM . KamcyJie MOTYT COIOepXaTh COCTAaBH MJI HeMeIJIEHHOTO
BEHICBOOOXIEHN A, 3aMeIJIEHHOTO  BHCBOOOXIEHUS, IPOJIOHTVPOBAHHOTO
BEHICBOOOXIEHNS WMJIM KOHTPOJIUMPYEMOTO BEHCBOOOXIEHUS.

CocTar MOXeT COHepXaTh BCIOMOTAaTeJIbHEE BemecTBa, TaKue Kak
omHa waM BoJiee KUPHEIX KMKCJOT. Crnoco® BKJIOUaAeT pacTBOPeHUE,
IJIaBJIeHVMe WM  CyCleHOuMpoBaHMe  cjafo  pacTBOPMMOTO B BOIe
AKTMBHOTO AaTeHTa B OIHOM MM HECKOJIBKMX KUPHHX KMKCJIOTax,
KOHBIOTUPOBAHHEKX XMUPHBIX KUCJOTax, (I[IOJIY—) TBEPOHX IIOBEPXHOCTHO-
AKTUBHEIX BeleCTBax C BHCOKMM 3HaueHueM IJIB, u/UIM B TUIPOOUIILHEX
nojuMepax. llogxomamye SKUPHBE KUCJOTH — BrJmouailoT Cio—Cig KUPHEE
KIMCJIOTH, OpennouTnuTesibHO  Cig—Cig  KMPHEE  KMCJIOTH. IloOxomdmye

KOHTEBIRT'VMPOBaHHEIE XMPHBEIE KMCJIOTEI BKJIOUWAKT Ci10-Cis XKMPHEBEIE KMCJIOTEHL,

NpenrIouTuTeJIbHO C16—Cig KUPHEIE KMUCJIOTHL, KOHBOIMPOBAaHHEE C
TJIMLLEPUHOM (HanpuMmep, MOHOTUIMLIepUOaMin) , MOHOCaxapuiaMmu Wu/WUian
[OJINB TUIJIEHTJIMKOJIEM (I1s1) . [Nooxonmdmme TUIPOOUIIL HElE IIOJIMMEPH

BRJIOUAIT TIOJIOKCOMEPH M IIOJIOKCAMMHH.

llogxomamue KUPHHE KUCJOTH BKJIOUAT Ci1g—Cig XUPHBE KUCIJIOTH,
BoJjiee HOpennouTUTeJIbHO Ci14—Ci1g XMPHBIE KUCJIOTEHE. IlpuMepaMM XUPHEBIX
KUCJIOT ABJIATCH, HO He OTPaHUUMBAKTCSA VMM, DooeKaHoOBasd
(TaypuHOBasd) KMCJIOTa, TeTpaleKaHoBad (MMPUCTUHOBASA) KMCJIOTa,
TeKcaleKaHoOBasd (maJIbEMUTHUHOBASA) KMCJIOTa, renTaleKaHOBasd
(MaprapnHOBad) KM1CJoTa, OKTameKaHoBad (cTeapmHOBAaf) KUCJIOTa,
SUKO3aHoOBasa (apaxmuaHOBa L) KMCJIOTa, OOKO3aHOBasAd (BerenoBaA)
KMCJIOTa, TeTpakKo3aHoBasd (JMTHOLIEPMHOBAA) KMCJIOTa, I'eKcaKo3aHoBasd
(LepoTHMHOBASA) KMCJIOTa, TIelNTako3aHoBasa (kapbollepMHOBad) KMCJOTa,
OKTaKO3aHOBad (MOHTaHOBaf) KMCJIOTa, TPMaKOHTaHOBA L
(MeJIMCCHMHOBAasA) KMUCIOTa, IOTPMaKOHTaHOBasd (JlallepMHOBAasg) KUCJIOTa,

TPUTPUAKOHTAHOBASA (HepoMenTHUeCcKad) K1CJoTa,
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TeTpaTpPMaKOHTaHORBASA (rempmoBad) KMCJIOTa W TIeHTaTpMaKOHTaHOBAaSA
(meporacToBas) KuUcIoTa. XMPHBEE KHCJIOTH MOTYT OBTE HaChHIEeHHBEMN
KD HEIMA KMCJIOTaMu, MOHOHEHA CHIIe HHEIMA KPP HBEIMU KMCJIOTaMu1,
IIOJIMHEHACHIEHHOW XUPHOM KUCJIOTOM WMIM MX KOMOMHALMAMH .

MacJia, HalpuMep, pacTUTeJIbHEEe MacJa, TakKre Kak COeBOe
MacJio, MOTYT VICIIOJIE30BATECHA OTHEJIEHO VIV B coueTaHuu c
[IEPEUMCIIEHHEIMM BEHIIE MaTepuaJiaMi IIOKPHETHUS. COoeBOe MacJiO COOEPXUT
14,4% HaCHIMEHHBX XMPHBIX KKCJIOT, 23,3% MOHOHEHACHIIEHHEX XWUPHEX
KMCJIOT, TaKuxX KakK OJIeEMHOBas KuCJOoTa, M b57,9% [NOJIMHEHACHIIEHHHX
XMPHEIX KUCJIOT, TaKMX KaK JMKHOJIeBas KUCJOTa M ajibda-JIMHOJIeBasd
KMCJIOTa .

B omDHOM BapMaHTe peajM3alUy HaCTOAlleI'o M300peTeHud XUpHasd
KMCJIOTa KOBaJIEHTHO CBf3aHa C IJIMLEPMHOM, MOHOCaxapuiooM, TaKMM
Kak copobuT NI copbuTraH, MOJIMAJIKMUIIEHOKCUIOM, TaKMM Kak
[NOJIUBTUIIEHTJIMKOJIE WM I[NOJIUIIPONMIIEHTJIMKOJIb, WM WX KOMOMHAaLMWIMMA.
ST MaTepHMaJiEl Ha3HBalTCA KOHBOIMPOBAHHEMM XUPHEIMU  KUCJIOTAaMM.
looxonmdmme  KOHBOIMPOBAHHEE  XMPHEE  KUCJIOTH  BKJIOUYAT, HO He
OT'paHMUMBalTCAaA  UMU, CJIOXHBEIE  DQUPH  [NOJUBTUIIEHIJIMKOJIA  XUPHEBIX

KHcJjiorT, TaKMe KaK KOMMepUYeCKM IOOCTYIIHEEe IIOIO TOPI'OBEIM Ha3BaHMeM

GELUCIRE®, cJoxHHe »20MpPpH copOuTaHa XMPHHX KKCJIOT, TakKue Kak
MOHOCTeapaT copbMuTaHa, CJOXHBE DSOQUPH XUPHBX KUCJIOT IJIMLEPMHA,
XUPHBIE KMCJIOTH I[I€PEeUMCJIEHE BHIIe, TakKMe Kak 0Oel'eHaT IJIMLUEPMHA WU
MOHOCTeapaT IUIMLIEPMHA, M MX KOMOMHALUMU.

IranasoH KOHIEHTpalUuM XUPHOM KUCJOTH COCTAaBJISET OT IIPUMEPHO
1% pmo npmMepHOo 20 Mac.$ KOMIIO3MLUUM, IIPEOIOUTUTEJIEHO OT IIPUMEPHO
5 pmo mnpuMepHO 15 Mac.? KOMIIO3MLIMM (MUKPOYACTMULE M HOCUTEJb) .

Ha HepacCTBOPMMEIM B BOIOEe AaKTHMBHHM aTl'eHT MOXeT OHBTH HaHEeCEeHO
[IOKPHTHE OOHOTO W BoJiee [IOBEPXHOCTHO~aKTUBHEIX BelleCTE,
OTHeJILHO MM B KOMOMHaAlMM C OOHOM WM OoJiee XUPHBEIMM KUCJIOTaMU
WJIM KOHBOTUMPOBAHHEIMY XMPHBIMU KMCJIOTaMM W/WIM  OOHUM WM OoJiee
ITUOPOQUIIBEHEIMM I[IOJIMMepaMr. B OOHOM BapMaHTe peajiM3aluy HaCTOoAWeI'O
n300peTeHN I[IOBEPXHOCTHO-aKTUBHOE BelleCTBO MMeeT 3HadeHue IJIB
foJiblle dYeM IIpuMepHO 10, OoJiblle UYeM IIpMMepHO 12, OoJiblle UeM
npuMepHo 14 wim ©OoJiblle UeM IIpuMepHO 16 (o mkaje orT 1 mo 18).

[[OBEPXHOCTHO-AKTUBHEIE BeMecTBa, uMewomue Tpebyemeni IJIB, M3BECTHH
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B IOaHHOM oB0JlacTy TexXHUKM. I[[OBEepXHOCTHO-aKTMBHOE BEeIleCTBO MOXeT
OHTHE AHMOHHEIM, KATMOHHHEM WJIM HEMOHOT'€HHEM. B OIHOM BapMaHTe
peanrzalMM HaCTOAMeT'o M300peTeHMS IIOBEPXHOCTHO—-aKTHMBHOE BEMEeCTBO
opencraBygeT CcoOOM HEeMOHOTEeHHOe IIOBEepPXHOCTHO-aKTHMBHOE BEmeCTRBO.

[lpUMepH TakKuUx IIOBEPXHOCTHO—-aKTHBHBEIX BeEMEeCTB BKJKUYAalT, HO He
oT'paHMuUMBawTCAa MMM, noJmcopdar 20, 40 m 80 (HDOCTYIHEE B IIpolaxe
1ono KOMMepUYeCKMM oB0O3HaAUEeHNEM TWEEN®) ,
[IOJIMOKCUBTUIIEHMOHOCTEeapaT, HEKOTOPHE CJIOXHHE DOUMPH caxapa, TaKue
KakK MOHOJIaypaT CcaxapO3b, DTOKCUIIMPOBAaHHBE HOHMJIIQEHOJE, aJbda-—
OJIeQUHCYIIEOOHATEHI, STOKCUIIMPOBAaHHEE TaJIJIOBEE aMMHEL, OJIOK—
COMOJIMMEPHE STUJIEHOKCUIA/IPONMIJIEHOKCUIA, DTOKCUJIMPOBAHHEE COEBHEe
aMMHEL, XWMPHEE KMCJIOTEL M CIMPTEH, IIOJUBTOKCUIIMPOBAHHOE KaCTOpOBOe
MacJio, nojmcopdaTH, [IOJIMOKCUD TUIIE€HAJIKUIIOBHE SQUPEL u
[IOJIMOKCHUB TUIIEHCTeapaTH .

B OIOHOM BapMaHTe peanmsaumnm HacTOoAmWeIo n3obpeTeHm
IIOBEPXHOCTHO-AKTMBHOE BemeCTBO IIpelcTaBJgeT coBoM INOBEPXHOCTHO-
aKTMBHOE BeMeCcTBO C BHCOKMM IJIB, coIepxamee IlLelb XWPHOM KUCJIOTH.
lNogxonmamue [IOBEPXHOCTHO—-aKTMBHEE BemecTBa BKJIOUAT, HO He
OTPaHUUYMBATCA VIMI, [IOJIN3 TOKCUJIMPOBAHHOE KacTopoBOE MacJio,
noJymcop®aTH, [IOJIMOKCHUD TMJIEeHAJIKUIIOBEE SQUPEH u
[IOJIMOKCUR TUIIeHCTeapaTH .

[IpOMBBOIOHEE IMOJIMOKCUDTUIIEHOBOTO KaCTOPOBOTO MacJja coIepXaT
IperMyIleCTBEHHO PUUIMHOJIEMJIOBEM IJIMIIEPUH, STOKCHUIMPOBaHHEM 30-50
MOJIeKYJIaMM STUJIEHOKCHUIA . [NomcopdaTH I CJIOXHEIE SOUPH
IIOJIMOKCURTUIIeHCOPOMTaHa M XMPHBEIX KMUCJIOT IIPedCTaBJIST CcodoM pAan
YaCTUUYHEIX CJOXHEX 20MPOB XMPHEX KMUCJIOT Ccopb®uTa M ero aHT'MIPUIOR,
COTIOJIMMEPM30BAHHEIX C HOpuMepHo 20, 5 miam 4 MOJAMM STUIIEHOKCHUIA Ha
KaxIOui MOJIbL copbuTa M eT'0  aHTUIPUIOB. [IOJIyUeHHEM  IIPOOYKT
opencraBJgeT cobo¥ CcMechb MOJIeKyYJI, UMeIMxX MWPOKMM  OuaraszsoH
MOJIEKYJISPHEX Macc. [TOIMOKCU3 TUIJIEHOBHE AJIKUJIIOBHE 2QUPE
OpenCcTaBJIgT CoOOM pPAO IMIOJIMOKCUDTUIIEHTJIMKOJIEBHX 20UPOBR JIMHEMWHHX
XUPHBEIX CHUPTOB (H-CIOMPTOR), TakMX Kak JaypUJIOBHM, MUPUCTUIIOBEHI,
LHeTUJIOBEM M CTeapWJIOBHM CHOMPT. I[IOJIMOKCUITHUIIEHCTeapaTH II0JIyYaloT
IyTeM IIOJIMBTOKCUIMPOBAHUSA CTEapMHOBOW KMCJIOTH.

He xeJjlagd CBS3HBaAThL cebd KakoM-JmMdOO Teopuel, IoJjarailT, YTo
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TUOPOPUIIEHASA  YacThk  I[IOBEPXHOCTHO—-aKTMBHOTO  BelMeCcTBa  I[OBHIIAET
COBMECTUMMOCTL AaKTHMBHOTO areHTa C BOOHOM CpelloM pacTBOpPeHusa 1in
vitro wiaM 1in VvVivo M uUTo OOKOBas I1ellb XWPHOW KUCIOTH YCUIMBaeT
IOTJIOWEeHMEe TIyTeM OKMCJIEHUMS XUPHEX KMCJIOT. BO BpeMsa OKMCJIeHUS
KUPHEIX  KUCJOT PacxolyeTcsd BHYTPUKJIETOUHEM Ca?’, uTo OpUBOOIUT K
pacmMpeHuo MeJIeBEHX KOHTaKTOB, UYTO IIO3BOJISET IMIPONYyCKaTh aKTUBHHM
areHT MeXOoy KkJeTkamu. KpoMe TOTO, TakKMe TIOKPHTHE YaCTUIE MOTYT
OHITE OoJiee CTaOMIIBHEMM, UYeM JIeKapCTBEHHOEe CPencTBO OTIEJIbHO,
HallpyMep, 3=a CUeT NPeHOoTBpalleHVA OKUCIJIeHUA aKTUBHOI'O al'eHTa.

KoHlleHTpalMsa I[IOBEPXHOCTHO—-AKTHMBHOI'O BelleCTBa COCTABJAET OT
OpuMepHO 1% OO MNPUMEPHO

50%, HOpPpeXlNouTHUTEeJSIEHO OT IIpUMepHO 5 mo npuMepHo 15% 1o Macce
KOMIIOBULUNM (MUKPOUYACTULUE U HOCUTEJH) .

Mogxonmamue TUOPOPUIIL HEE [IOJIMMEPH BKJIOUALT, HO He
OTPaHNUMBATCA MMM, I[IOJIOKCAMEPHl, IIOJIOKCAMMHEL, IIOJIMUDTUIIEHIJIUKOJIIN,
IIOJIMBMHWUJIOBEIE CIMPTH, IOJUBUHUINIUPPOJIUIOH, IOJMBUHMIIOBEIM CIUPT,
LLeJIJI0JIO 3HEIE MaTepHraJlsl, TaKue Kak TUOPOKCUMNIPOIMIILIEIIIIINIIO3a,
TUOPOKCUME TUJIILL eSO 338, TUOPOKCUIIPONIUIIME TUJILeJIIJIo3a,, XeJlaTuH,
KapBOKCHUME TUIILEJIJIIIIO3a M IIOJIUIIEIITUIEL.

Iramnas30H KOHLUEHTpalUuM TIUOPOQUIIBHOTO IIOJIMMEepa COCTaBJISAeT OT
IIPUMEPHO 1 oo [IPMMEDPHO 50% o Macce KOMIIO 3LV, foJiee
OPenrouYTUTEeJIbHO OT IIpMMepHO 5 1o nOpuMepHo 15% 1o Macce
KOMIIO 3ULINA . Ecau TUIOPOOUIIL HEIM [IOJIIMED npencraBijideT coBon
[IOJIMATUJIEHTJIMKOJIE, KOHLEeHTpalMs CcocTaBJjigeT OT IIpUMMepHO 1% 1o
npuMepHo 80% OT MacCCH KOMIO3ULMM, OT IOpuMepHO 30 OO IIPUMMEPHO
60%, OT HpuMepHO 35 mo npuMepHo 60% miam oT npuMepHO 40% IO OKOJIO

60% o Macce KOMIO3UIMM (MUKPOUACTHULE M HOCUTEH) .

B OIIHOM BapuaHTe peanuzaluuu HaCcTOAmMeIo 1300peTeHNs
MUKPOYACTUIIE oBpasynTcd mpu IIOMOIMM noBaBJIeHU S cMecHu
JIeKapCTBEHHOTO CpeacTBa M MaTepualja (MaTepraJioB) IOKPHTHA K
bapMalleBTHUUYECKH IpUeMIIEMOMY HOCUTEJIO. B OITHOM BapuaHTe

pealJim3aluriM HaCTOoAmeIro MSO@peTeHMH HOCHTeJIBE IIpelCTaBJIAET cobom
I‘I/I,JIpO(l)I/IJ'H:: HEIM MJin JIUTIOQUIIB HEI HOCHUTeEeJIE . IIoJly4YeHHEIE YaCTUILEI
CYCIeHIUPpYIT B HOocCUTeJle. HoCHUTeJIE MOXeT IIpelCTaBJIATh cobom onomH
KOMIIOHEHT 2NNz CMEeCEH KOMIIOHEHTOB. HocureJie MOXeT COoIoepXaThb

pacTeOpPUTEIIN, IIOBEPXHOCTHO-aKTMBHEE BellleCTBa MJIn opyrne
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BCIiOMOT'aTeJIEHEIE BemeCTEea. MaTepMaHH—HOCMTeHM MOT'YT MSMEeHATDb
CKOPOCTE BEICBOOOXIOEHM A JIEKApPCTBEHHOTI'O CpellCTBa M3 MHNKPOYaCTHUII
M/MHM CKOPOCTE pacCTBOPEHMA JIEKApPCTBEHHOT'O CpelCTBa. Komriosmumum
MOTYT IIPOABJIIATE HByX@aBHHﬁ HpO@MHb BHICBODOXIEeHMUSI M3—-3a CBOMCTB
KOHTPOJIMPYEMOTI'O BEICBOOOXIEHM S MMKPOUYaCTHUI] n CBOMCTB
KOHTPOJIMPYEMOTI'O BEICBOOOXOEHMA HOCUTEJIA. JV3MeHeHMe KaueCTBEeHHOTO
M KOJIMYEeCTBEHHOI'O COoCTaBa MaTepMaHOB—HOCMTeﬂeﬁ MOXeT IIO3SBOJIMTHE
MOIOYJIMPOBATE HpO@MHb BEICBOOOXIOEHMA aKTMBHOI'O aleHTa. Hocuresib
MOXeT comepXxaTb OIOHO Znang) DoJiee BCIIOMOT'aTeJIBE HEIX BemeCTs,
peryImMpyrnmmnx CKOpPOCTB BEICBOOOXIOEHMA aKTMBHOI'O aleHTa. Hpmmepa

BCIIOMOT'aTe€JIEHEIX BeleCTB, peryimmpynmmMx CKOPOCTE, BRJIIOY AT, Oes

OTpPaHUYEeHN S, TauilepuifereHar, GELUCIRE®, CREMOPHOR®),
TUIPOTEHU3UPOBAHHOE pacTuTesbHOE MacJio, Y eJIMHEI BOCK,
11,&J1JTI0JIO 3HEIE [IOJIMIMEPH, TaKue Kak TUIIPOMEJJIO3a, aJIb TMHAaTH,

CARBOPOL® 1 mMx KOMOMHALIUMA.

B onHOM BapMaHTe peajiM3allUM HACTOAMEI'O M300peTeHUS HOCUTEJb
IpelcTaBJIAeT coBon TUOPOOUIIL HEI HOCUTEeJIb, coIepxammin
[IOBEPXHOCTHO-aKTUBHOE  BEUWeCTBO, uMeklllee 3HaueHue IJIB ©OoJblue
npuMepHo 10, ©6oJiee npuMepHOo 12, OoJblie OpuMepHO 14 wmiau OoJiblie
IPUMEPHO 16 u/ U ABJIAKIIEECHT BOOOPaCTBOPUMEIM. [IpyMepH
TUOPOOUIILHEIX  HOCUTEJIeM BKJIOUAalT, HO He OTpaHMuUMBAlTCSa MMM,
IOJIU3 TUJIEHTJIMKOJIN, IIOJIMOKCUB TUIIEeH- 32 JIayPUHOBEE TJIUL e PUIOEL
(DocTymnHH y kKoMmoaHuu Abitech nom ToproBol Mapkoi ACCONON® M-44),
IIOJMOKCUBTUIIEH 8  KalpWJIOBHE TUIMLEepUOH  (OOCTYHNHH Yy  KOMIIaHUU
Abitech mom TopromBol Mapkowm ~ACCONON® MC-8) u  TJIMKOQYPOJI.
TUOPOOUIBLHEIML HOCUTEJIE MOXET HOOMNOJHUTEJBHO COHOepXaTh OIOWH WU
BoJjlee CMEeMMBAKMUXCHA PacTBOPUTEJIEN, TakuxX Kak IJIMIEepMH, STaHOoJ,
TUIMKODYPOJI M KalpWJIOKalIpOMJI MaKpoToJ—-8 (OOCTylleH OT KOMIIaHUM

Gattefosse SA, Saint Priest, O&paHuUMsa OO TOPTOBEM HaMMeHOBaHMEM

LABRASOL®) .
B OIIHOM BapuaHTe peanMzaluum HaCTOAmMeIo 1300peTeHNs
TUIPOOUIILHEINM HOCKTEJILE HNpelcTaBjgeT cofor BOOy WM CIOVWPT. B

IpyITroM BapMaHTe peayimszalmm HacToAmeIro n300peTeHnd HOCHTeJIb
InpeocraBjidaeT cobomr CMEeCBH TUOPOOUITE HEIX HOCUTeJIeN, coepXxalryio

NOJIUDTUJIEHTJIMKOJIE M HeoOdA3aTeJIbHO OIOHO WM 00Jiee TMOBEPXHOCTHO-
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AKTUBHEIX BEmMEeCTB U/UJIM BOOH. B OINpenesIeHHOM BapMaHTe pear3alluu
HacToAmero wu30B8peTeHMS TUIPOOMIIBHEY HOCUTEJL IpellcTaBiigdeT cobou

cMechp 119" 400 (HanmpuMep, 57% 1no Macce KOMIIO3MLMMU) , BOOY

Q

(HampumMmep, 8% o Macce KoMmoosuumm) m TWEEN® 20 (Hanpumep, 10% 1o
Macce KOMIO3MLIMM) . IMIOPOQUIILHEM HOCUTEJIL TakKXe MOXeT COoIepXaThb
CREMOPHOR® RH 40. KOHIUeHTpalursa TIHUIPOOMILHOTO HOCUTEJIS B ILIeJIOM
cocTaBJigeT OT IpMMepHO 503 »mo OpuMepHO 85% IO Macce KOMIIO3ULNN
(MMKpPOYaCTHMLEL M HOCUTEJNL), IPellouTHUTEeJIbHO OoT IIpuMepHo /0 @mo
npuMepHo 80% IO MacCe KOMIIOBULINNA.

B IPYTOM BapuaHTe peamsauum HacToAmero n300peTeHNnd
HOCUTEJb IpencraBJigeT cobon JINIIO OMJIIE HEI HOCUTEJIb . B
INPEenIouTUTEJIbHOM  BapMaHTe  peaju3aluy  HacTodlmero  M300peTeHud
JIUNOOUIILHEIM HOCUTEJbL UMeeT 3HaueHue I[JIB MeHee mpuMepHo 10 u/uiu
pacTeBOpUM B MacJie. JIIIIOCTpaTHMBHEE JIMIOQUIILHEIE MaCJISAHEE HOCUTEJIN
BKJIOUAKT, HO He OTpaHNUMBATCA UMM, pacTUTeJbHEEe Macia,

CpelHelellIOUeYHEe MOHO—, oOv— u TPUIJIMLIEePMIOEL, JmmiaepmjicrTeapaTEl

(DoCTyIIHHE oT Sasol rnon TOPTOBEIM HaMMEeHOBAaHMEM IMWITOR®) ,

MOJIMOKCUB TUJIMPOBAHHEE OJIEMHOBEIE TJINLEPU O (DOCTYIIHE oT
Gattefosse, SA, Saint Priest, dpaHLMUH, oxn TOPTOBBIM
HaMMeHOBaAHUEM LABRAFIL®), MMHepaJbHEEe MacJa, MOHO- "
OUTIIULLEPUITHEIE SMYJIET'aTOPH, Taxkue KakK TJIMLEPUIIMOHOOJIEAT,
TJIMLepPUJIMOHOKAaIIparT, TJIMLEPUIIMOHOKAIIPUIIAT, MOHOKAaIIpMIIaT
NPONUJIEHTJVIMKOJIA M MOHOJIayparT NPONMUIIEHTJIMKOJIA (DOCTYIIHEM oT

Abitec Corp., Columbus, Ohio, on TOPTOBEIM  HaMMeHOBaHMUEM
CAPMUL®), M OMMeTWMJIIOJNUCUIIOKCAHE, TakKMe KaK CHUMEeTUKOH.

KoHLeHTpaumusa JUMIOQUIBLHOTO HOCUTEJIS B 1LI&JIOM COCTaBJISEeT OT
npuMepHo 10% mo npmuMepHO 50% IO MaccCe KOMIIO3ULIMU (MUKPOYUACTHUILE U
HOCUTEJL ), I[PenlIoUuTUTEeJIEHO OT IPpMMEPHO 5 1o HnpuMepHO 35% 1O
Macce KOMIIO3UINMA.

OnmMcaHHHE KOMIIOBULUM  MOTYT coIepXaThb OOHO WU BoJee
bapMalleBTUUECKU  [IPMEMIIEMBIX BCIIOMOT'@TeJIbHHX  BeENeCTE, KOTOPHE
CUMTanTCAd ©e30naCHEMA u 50bEeK TUBHEIMA u MOTYT BBOIOUTHLCHA
VHIOUBUOYYMY tes BO3HUKHOBEHUSA HeXeJla TeJIbHEIX BMOJIOTMUYECKUX
NOOOUHHX 520PeKTOBR WMJIM HexeJlaTeJIbHHX B3auMMOIeVCTBUM. TUIMUHEBE

oobaBkKMU BKJIODUYAKT, HO He OT'PaHNUMBaAKRTCA M1, pracTBOPUTEIIN,
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CYCIEeHIUPYKIMUEe AaTeHTH, IUCIIepraTopr, Oydepr, pH-MOIMOMUMPYIOIME
aTeHTH, aTeHTH, MOIMUOVLIMP YOI E M30TOHNUHOCTE, KOHCEPBAaHTH,
IPOTUBOMUKPOOHEIE aT'eHTH M MX KOMOMHAIINWMN.

lNooxomamme po®aBKM IOJIS BKJIOUEHMS B KOMIIO3MIUM, OIMCAHHEE B
HacTomeM  IOKYMEeHTe, BKJIOU AT, HO He OTPAHUYUMBAITCS VMU,
AHTMOKCUIAHTE  (HaIpuMep, aJibba-ToKODEPOJIH, Takye Kak alleTarT

BuTamMmMHa E, aCKOpéMHOBaH KMCJjIioTa, 6yTMHMpOBaHHHﬁ I'MIOIPOKCMaHM30JI

u By TUIIUP OB aHHHIM TUAPOKCUTOJIYOJI) ; TIOJIAPHEE pacTBOPUTEIN
(HampumMmep, BOIA, NPONMJIEHTJIMKOJIL U TJIMLEPUH) ; TUIPoboOHLE
pacTBOpUTeN M  (HalpuMep, KyKypy3HOe MacJjio, KacTOpOoBOe Maclo,

coepoe MadcJio, OJIMBKOBOE MaclJlo, pH@Mﬁ XWP, apaxmcoeoe MacJlo,

MaCcJIo MSTEL [IepeyHo, MacJio cadJiopa, KYHXYTHOE MacJo,
cpeInHellelIOUeUHHe TPUTJIINILLESPU I, KalpuJIoBLHE TPUTJIUILEPUIH,
KAMPUHOBHE TPUIJIMLIIEPUIOL, IIOJIyUYeHHEEe M3 KOKOCOBOTO Macja WU
Macja  IIaJIbMOBOTO mepesa) ; ¥  aT'eHTH, IIOBHIIAKIME BA3SKOCTDb

(HanlpuMep, XeJaTuH, ITJIMLIEepMH, Kappal'MHaH, KOJIJIOMIHHM IOUMOKCUI
KpeMHU 4, TUOIPOTEHUBVPOBaAHHOE  pPacTUTeJIbHOe  Maclo, IIOBMOOH U
aJIbTUMHAT IPONMJIEHTJIMKOJIS) .

KomMriozsmuumm MMKpPOUWaCTHUIL, OIIMCaHHEIEe B HacTodAmeM ITOKRYMeHTe,
OBBUHO IIPMIT'OTOBJIEHEI IJIA IIepOopaJIELHOT'O WJIn IIapeHTepaJIEHOT'O

BBeIcHMA. looxomsaume IIepopalJiIbHEE JIeKapCTBEeHHEIE @Ophﬂ:ﬂ BKJIOUYAIT

KariCyJisl, Takue Kak TBepOHe WM  MATKUE, XKeJIaTMHOBEE  WJIU
HeXeJIaTMHOBEE KaIICYJIH, WM IIepOopalJlbHEE CYCIEeH3UM WM CHUPOIIEL
(HanpuMep, bour. 21) . [Mooxomdamme napeHTepalJibHEE npernapaTh

BRJIKUAKT CYCIIEH3MN.

B onmHOM BapMmMaHTe pealjlM3allMM HaCTOoAmeI'o MSO@peTeHMH COCTaBH
MVKPOUYaCTHUII (M_T/IKpOT{aCTMLU:I, CYCIIEHIVMPOBAHHEIE B PMHpO@MJ’IbHOM MJin
J'H/IHO(]_)T/IJ'H:HOM HOCHUTEJIE) 3aKJIIOUEHHE B RalricyJly, TaKyKl KaK TBeplad WIIN
MAT'Kad KarcyJa. KarucyJsiel MOoT'yT OHTBH IIOJIYUEHH U3 HaTypaJlbHEX I/I/I/IJ'H/I
CUHTETHUUYECKHUX HﬂeHKoo@paByIOH_H/IX IIOJIMMEPOB . llooxomamue HaTypaJlbHEEe
HﬂeHKooépaSonmme MaTepHraJlbl BKJIOYAKT, HO He OI'PaHMUMBAKTCA VMM,
XKeJlaTVH. HexeJlaTMHOBEE KaIICYyJIBl BKJIOUAT, HO He OI'PaHMUYMBAKTCA
N1, RallCyJIEL, IIOJIy4YeHHEe W3 KappalVHaHa, meJljlara, aJIbT'MHAaTOB,
IIeKTVMHa n 3C€lVHOB. llogxonm4gmue CHUHTEeTHUUYECKNME HﬂeHKooépaSonmme
IIOJIMMEPEI BRJIOYAKT, HO He OT'paHMYMBaKRTCAd VMM, MeTWJILIeJJIIIIO3Y ,

CYRLIMHAT amgeTaT T'MOIPOKCHUIIPOIIMIIME TMJIIIeJIJII0JIO 3EI, dTamaT
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TUIPOKCUIIPONIUIIME TMJILEJJIIRJIOBE, alleTaTdTaliaT LeJUJIJIO3E M aKpPpWUJIATH,
TakMe KakK IIOJIMMEeTaKPpUJIaT.

KoMmmosuumm TakXe MOTYyT OHTBH 3aKJKUEHE B DHTEPOCOJOUIIEHY
KarcyJy, roe yKa3aHHasd KarcyJa MMOKPHTAa DHTEPOCOJONIILHEIM
[IOKPHTUEM  WJIK oboJiouka KallCyJIE COIEepXuT SHTEPOCOJII0OMIIL HEM
IoJiMMep, kak omnmcaHo B WO 2004/030658, Banner Pharmacaps, Inc.

KarncyJsie c TBepIon oBoJIouKOM OOBIUHO TOTOBAT yTrem
oBpa30oBaHuAg OBYX [IOJIOBMHOK KariCyJIH, 3aloJIHEHU A omHOM nu3
[IOJIOBMHOK pPacTBOPOM IJIS 3allOJIHEHUS U 3aTeM 3aKPBTUA IIOJIOBUMHOK
KallcyJlbl C IoJIydeHMeM TOTOBOM KallCyJlEl. MATKMe XeJJaTMHOBHE KallCyJIB
OBOBUYHO TOTOBAT IpM  IIOMOIM  MHKAIICYJIMPOBaHUA C Bpamamimenca
MaTpuuen. TakMe CIOCODOH M3BECTHH B OaHHOM 00JIaCTM TEeXHUKH.

OBoJiouka KalliCyJIEI MOXeT comepXxaThb oIoHY I HeCKOJIBKO

nobaBoK. lNooxonmdmue nobaBKU OJIs OBDOJIOUKMU BKJIIOUAT
JIacTudmMKaTOPRH, 3aMy THUTEJIN, KpacurTeJu, YBJIAXHUTEJIN,
KOHCEePBaHTH, apoMaTu3aTOPH, OybepHEEe COJM UM  KMCJOTH UM UX
KOMOMHAaLN .

[macTudmMKaTOpPEL - DBTO XUMUUECKMEe BelleCTBa, HOOOaBJIEHHEE K

KeJlaTMHY OJIS TOoTo, 4YTOOH crOejlaTh MaTepualJl 0oJiee MATKMM U 0OoJjiee
TuOkuM. IlogxomamMe IIJIaCTUPMKATOPH BKJIOYAKT, HO He OIpPaHMUMBAKTCSH
VMM, TJIMLEPMH, PacTBOPH copduTa, OpelcTaBijgommue coboM cMecu
copburta ™M copbuTaHa, ¥ IOIpyI'Me MHOT'OATOMHEE CIMPTE, TaKue Kak
IPONIMIIEHTJIMKOJIb M MaJIbTUT, WIM MX KOMOMHALIUM.

3aMyTHUTEJIM MCIOJB3YITCS IJIA TOT'o, UYTOOH CcOejlaTb OOOJIOUKY
KaricyJe My THOM, Korga VHKATICYJIMPOBaHHEE aKTHUBHEE aTreHTH
UYBCTBUTEJILHE K CBeTy. IlloOXoOdmye 3aMyTHUTEJIM BKJIOUAT OUMOKCHUI
TMTaHa, OKCUI LMHKa, KapboHaT KaJbUMA M MX KOMOMHALWN.

Kpacuream MOTYT MCIOJB30BATBCSA B MAapKEeTHMHITOBHX LeJaxX M IOJIg
UOeHTHUOUKaLUM/ IUuddepeHLralmn nponykKTa. Nooxomamue KpacuTeJn
BKJIOUAKT CUHTETHUUECKME UM HaTypaJlIbHEE KpaCUTeJ M UM UMX KOMOMHAIIUM.

VBJIAXHUTEJIM MOT'YT MCIOJB30BATLCA IOJA IIOoIaBJIEHMS  BOIOHOM
AKTUMBHOCTM MSATKOM 000JIoukM. IloOxXonsampme  YBIAXHUTEJIM  BKJIIOUAT
TJIMLIEPUH u copbur, KOTOPHE JyacTo ABJIAITCA KOMIIOHEeHTaMM
KOMIIOBULIMM ILJJacTudmkaTopa. M3-3a HUIKOM AKTMBHOCTM BOIH B CYXUX,
OpaBMUJILHO XPaHMMEIX MATKUX KalcyJlax HauOOoJbNUM PUCK IIopaXeHUM

MUKPOOPTaHM3MaMM TIpelCcTaBJIglT coOoM IJleceHb U IOPOXKM. [0 B2ToM
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IpUYMHe B 0BOJIOUKY KaliCyJilel  MOXHO no6aBJIATH KOHCEPBAHTH.
logxomdmme KOHCEPBAHTH  BKJKNUYAKT  aJIKMJIOBEE  CJIOXHEE 3QUPH  II-
TUOPOKCUOEH30MHOM KVCJIOTH, TakKue Kak  MeTUJIOBHI, STUJIOBHI,
IPONUJIOBEI, OYTUIIOBE UM  TelNTUJIOBEHE  SOUPH (B COBOKYIIHOCTHU
Has3EBaeMHE «MapabeHED») MM MX KOMOMHALIUM.

I8 MaCKMPOBKM HEINPMATHHX 3allaXxOB M BKYCOB COCTaBOB MOXHO
[IPMMEHSATH apoMaTu3aTOpPH . [Monxonm4amme apoMaTU3aTOPEH BKJIOU AT
CUHTETUUYECKUE n HaTypaJlbHEEe apoMaTUu3aTOpPH . [TprMeHeHM e
apoMaTmu3aToOpPOB MOXET cosnaBaThb npoBJieMel  U3-3a NIPUCYTCTBUSA
allbOeTrMOoB, KOTOPHE MOI'YT CHIMBaATh XeJlaTMH. B pesyJjbTaTe MOXHO
[IPMMEHSATE OybepHEe coJu u KM CJIOTEL B coyeTaHUmn C
albOeruncomepXxallMy apoMaTu3aTopaMy, UYTOOB MHIMOMPOBATH CIIMBaHUE
XeJlaTHMHaA .

Taxkxe MOXHO [IPMMEHSAThH CpelHellelIOUeUHEe TPUTJIULLEPUIH .
Vcriosb3yeMHll B HACTOAMEM NOKYMEeHTe TepMMH «CpenHellelloUeUuHHe
TPUTJIMLEPUIED O0o3HauaeT C6-Cl2 CJIOXKHORQUPHEE Lelu, OoOpa30BaHHHE
oyTeMm STepUdUKaLIUN TJIMLePUHA c TpeMda KUPHBIMIA KUCJIOTaMM .
CylleCTBYT pPa3JIMUHEE MCTOUHMKM CPeOHELElIOUEeUHEX TPUIVIMLEPUTOB,
HapuMep, KOKOCOBOE  MacJo, IaJlbMOSIOPOBEE  Macja U T. Io.
OpakKIIMOHUPOBAHHHE KOKOCOBHE  MacJa ABJIAITCA  Haubojee JacTo
VICIIOJIb 3Y eMEIMU VICTOUHMKAaMA CpenOHellelIoUeUHBIX TPUTJINLEPUIOB .
[lpMepH  KOMMEPUYEeCKM HOCTYIIHHX CpPeIHElEellOUeUHHX  TPUIJIMIEPUIOB
MOTYT BKJouaTh MIGLYOL® 810, 812 wmum 881, mnNpousBoOuMMHE Sasol
Germany GMBH, CAPTEX® 300, 355 wmum 810D, mnpousBomumee Abitec
Corporation, NEOBEE® M5, POV 3B OOVMEI KOMIIaHueM Stepan,
CRODAMOL® GTC/C, mnpousBomuMMeEli KoMmoaHuel Croda Inc, u LABRAFAC®
Lipophile WL 1349, mnpousBomuMeli Gattesfosse Group. B oIHOM
WILJIIOCTPa TUBHOM BapMaHTe peann3zaluumn HaCTOAmMeTo n3obpeTeHns
CpelnHellelloUeUHHM TPUIJINI e PU MOXeT comepXxaTb CAPTEX® 355,
KOTOPHM IpencTaBJIgeT cobou TPUTJINIIEPU KalpuJIoBOM
(C8) /xampmHoBOoM (C10) KMCJIOTH.

B bapMalleBTHUUECKUM cocTaB MOXHO BKJIOUATH pPasInJHEE
KOJIMYeCTBa CpelHellelIOUeUHEX TPUTJIMLLEPUIOR . B OIOHOM WIIN
HEeCKOJIbKMX BapuaHTax pealu3aluuy dapMalleBTUUECKMM COCTaB MOXET

comepXaTk OT IIpuMMepHO 50 @mo npuMepHOo 95 Mac.$ cpeOHeLellOUeUHHIX
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TPUTJIULEPUIOE  MJIM  OT IIPYMEDPHO 85 OO IIpUMEPHO 95 wMac.%
CpeIHellelIOUeUHHX TPUTJINLEPULOB .« Kpowme TOTO, B [IPUMEPHEIX
BapMaHTax pealu3aluM GapMalleBTUUECKUM COCTaB MOXET COIOepXaTb OT
npuMepHo 100 Mr po npuMmepHo 300 M, wmiaM oOT HOpuMepHO 200 MI' 1O
300 MI' CpelHELEeIIOUEUHEX TPUIJIMLEPUIOB WM OT IIPMMEPHO 225 MI' IO
275 MDI' CpelHeLellOUeUHEX TPpUIVIMLUEPUOOB, WM IIpMMepHO 250 MD
CpeIHeLelIOUeUHEX TPUIJIMLEPUIOB .

[IonoOHO CpemHELEeNOUeUHEM TPpUIJIMIEePUIaM, «CPelHellelIOUeUHbe
MOHOTIJIMLUEPUIEDY U  «CpeOHelellOUeUHble OUIJIMLEPUIOE» [IPeOCTaBJIAnT
cobom C6-Cl2 CJIOXHOBOQMPHEE Leny, oOOpasOBaHHEE IIyTeM 53TepuduKalnum
TJIMLEepUHa C OOHOM XMPHOWM KUCJIOTOM WM »OBYMS XUPHEIMM KMCJIOTaMM,
COOTBETCTBEHHO. I[IpMMEpH KOMMEPUYEeCKM OOCTYIHHEX CpelOHeLellOUeUuHEIX
MOHO/OUTJIMIIEPUOOB MOTYT BKJOUATH OPOAyKTH CAPMUL®, npou3BOOMMEE
Abitec. [IpennosiaraeTcsA TaKxe VCIIOJIE 30BaTh CpelHelellOUeUHEe
MOHO / OUTJINI e PUIOHEIE COeIOMHEHNSA, KOTOPEIe Takxe BKJIIOUAT

CpellHelellOUeYHEle TPpUIJIMIIEPWIH, HalliprMep, KOMMEePpUYEeCKM HOOCTYIIHEIe

koMrosuuuy IMWITOR®, npomsBomumele Sasol.
B WJLJTIOC TP a TUBHEIX BapraHTax peanusanmnum HaCTOAmero

MSO@peTeHMH CpelHelellIOUeUHEIe MOHO/HMPHMHepMHH MOTWYT comepXxaTb

CAPMUL® MCM, conepXxammi CpenHellelIOUeUHEe MOHO / IUTJINLIE PV IEL

KalpuJIoBOM (C8) /xampuHOBOM (C10) KMCJIOTHL. XoT4d BCe copTa

NponykKToB JurHuy CAPMUL® MCM OpuMTOOHE OJIS I[IPMMEHEeHMS B HaCTOSIEeM

ns300peTeHnM, HaIPUMEP, COPT II0 HalMOHAaJIbHOMY OGopmyJiapy (NF) wuiam

CAPMUL® MCM EP, MOXeT OHTL XeJlaTeJILHEM MCIOJbL30BaTh COPT

EP (mo Empomnedckol ©®apmakoliee), TakK KaK OH COOEPXUT 3%
TJIMLIEpKHAa, Tor'Oma kak copT NF comepxmuT 7% IIIMLEPUHA.

B COOTBETCTBUU C OOHUM VI HECKOJIbKUMU BapMaHTaMM
pealMszaluM HaCTOAMEeTo M300peTeHUsa dapMalleBTHUUECKUM COCTaBR MOXeT
comepXaThk OT IIPMMEPHO 5 »HO IpuUMepHO 25 Mac.$ cpelHelLellOUeUHHIX
MOHO/IUTJIMLIEPUOOB WJIM OT I[PVMEepHO 5 mo npuMmMepHo 15 wMac.$
CpenHellelIOUeUHHX MOHO/IUTJIMIEePUIoB. KpoMe TOTO, B IIPVIMEPHBX
BapMaHTax peaju3allMyM HacToAmeTo wu300peTeHua OdapMalleBTUUeCKUN
cocTaB MOXeT COoOepXaTb OT IpuMepHOo 20 MDY Do OpuMepHO 50 MI' IO
Macce CpeIHelLelOUeUHEX MOHO/IUTJIMIEPUIOB, WIM OT MOPpUMepHO 25 wMr

no 30 MT' CcpenHelelNoUYeUHHX MOHO/IUTJIMIEPUIOB WMIM IIPUMMEpPpHO 25 MT
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CpenHellelOUeUHHX MOHO/INTJIMIEPUIIOB .

Bes OT'paHNUYeHnsa Teopuen, CMeChb CpelHellelIOUeUHHX
TPUTJIMIIEPUIOB ¥ CPeIHEelLelOUYeUHEXx MOHO/IUTJIMIEPUIOB BaxHa JId
BMONOCTYIHOCTM aKTMBHOTO MHIPEeOMeHTa BHYTPUM MATKOM XeJIJaTMHOBOMU
KalcyJikl, 3aloJIHEHHOM XUIKOCTBI. MATKas XeJlJaTMHOBAaSA KalcyJia MOXeT
COmepXaTh TOJILKO CpemOHelleloUeUHse MOHO/OUTJIMIEPUON, HO IIPpU STOM
TBepHmad XeJlJaTMHOBaAg KalcyJia, CcomepXallasa TOJIbKO CpelHellellOYeUHEe
MOHO/IUTJIMLIEPUIOL, MOXeT He ofecneumBaTh TpebyeMyn OUBUUECKYIO
CTabUIBHOCTE T'OTOBHX JIEKAPCTBEHHBIX dbopM. OmHako CMeChb
CpeIHelellOUeUHHX TPUTJINLEPULOB " CpelHelLelIOUYeUHHX
MOHO/IUTJIMLIEPUIOB  BHYTPM  TBEPHOOM  XeJIJATMHOBOM  KallCYJIEL  MOXET
oBecrieunTs TpelyeMyln CTaOMJIIBHOCTE IIPOOYKTAa, PacTBOPUMOCTE MU
BUMOIOCTYIIHOCTD AKTHMBHOTO bapMalLleBTUUECKOT'O MHIpeOueHTa.
CillemoBaTeJIbHO, MaCCOBOE OTHOIeHMEe CpeOHELElNOUEUYHHX TPUIJIMLIEPUIOB
K CpeIHeleloYeUHEM MOHO/IUTJIMIIEpUIaM B COOTBETCTBUM C HACTOAMUM
n300peTeHreM YJyudllaeT pPacTBOPUMMOCTE M CTabMIBHOCTL AaKTUMBHOTO
bapMalleBTUUECKOTO VMHIpEeOVeHTa (Hanpumep, oyTacTepuna) B
HeBMyJIbITMPOBaHHOM CMeCHM OO M IocJe »OoBaBJIeHMd CMeCHM B KalcyJy.
CpelHelellOYeUHEE TPUTJIINLLE PUIE u CpelHelellOUYeUHEEe
MOHO/IUTJIMLEPUOLE MOTYT [IPUCYTCTBOBATL B MAaCCOBOM COOTHOIEHUM OT
npuMepHo 10:1 mo npuMmepHo 5:1 wmim oT npuMepHo 10:1 HO IIPUMMEPHO
7:1.

B 1OonoJsiHeHMe K yYyKa3aHHBM BHIIE KOMIIOHEHTaM MOXHO IIPMMEHSATH
IpyTHe BCIOMOTaTeJIbHHEe BeMecTBa, W3BeCTHHEe ClIelualucTy B HOaHHOU
ofbJjlacTu, HallpMMep, BCIOMOTAaTeJIbHEE BelleCTBa, MCIOJb3YEMEE B
KOMIIO 3ULIUM 0JIs [I0JIOCTH pra, MOT'YT IpencTaBJIaATh coBon
pazbaBuUTeNN, CBA3yKIue, CMas3HBaKle  BelecTBa, Pa3pPHEXJIUTEIIN,
apoMaTU3aTOpPE, KpacCUTeNM, CTabuiInM3aToOpPH, CKOJbL34dlMe BellecTBa,
ILJ1acTUOUKATOPE, KOHCEPBAHTH M IIONCJACTUTEIIN.

PazfaBuTe MOT'yT BRJKUATH XUIOKMe pazbaBuUTelM, TakKue Kak
JIOOOM  OJIMHHOLIEIIOUEUHHM TPUIJIMLIEPUI (apaxXuMOHOe MacJio, MMHIOAJILHOE
MacJio, apaxmMcoBOe MacJo, I[IaJIbMOBOE MacJio, [IaJIbMOAOPOBOEe Maclo,
MACJIO M3 CeMsH UYepPHOM CMOPOIMHEl, MaCJIO PMCOBEX OTpy0elM, coeBoe
MacJio, MacJiO KaHOJB, KYKYypy3HOe MacJio, KOKOCOBOEe MacJjio, MacJo
XJIOIIKOBOT'O CeMeHM, KacTopOoBOEe MacJio, OJMBKOBOE MacCJIO, Macja HMM,

KYHXKYTHOE MacJOo, MacJio I[IPpUMYJIH, pacTuUTeJIbHOoe Macjo, Lipex 108
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(Abitec), MacJo 3apolwliel IIMeHMIH, PHOUM XUp, palcoBoe Maclo,
[IONCOJIHEUHOE MacCJiIo WM MacJo  cadoJiH. [TpenmnoJjlaraeTcHd, UTO B
aJlb TEPHATUMEBHEIX BapMaHTaxX pPpeajiM3allMyM HaCTOAMETO M300peTeHMI MOXHO
IIPMMEeHATh JIpyI'Me pas30aBUTeNM, HaIpuUMep, pa30aBUTesM, BHOpPaHHHE
U3  KaJbUUM-aIlOMMHMEBHX CUJIMKaToB (SIPERNAT® 106PQ), xapboHaTa
KaJibLuAa, dochpaTa KaJibLM4a IBYXOCHOBHOTO, docharTa KaJlbLuMAa
TPexXOCHOBHOTO, CVYJbdaTa KaJblMia, MUKPOKPUCTAJJIMUESCKOM LeJIJI0JIO3H,
CUIUINOULINPOBAaHHOM MUKPOKPUCTaJIJIMUEeCKOM L&JIJIIJIO 3HL,
IIOPOMKOOOPAa3HOM  LIeJLJIIJIO3H, IEKCTPAaTOR, OEKCTPO3H], OPYKTO3HL,
JaxKTuTa, B0e3BOOHOM  JIAKTO3H, MOHOTMIOpaTa JIaKTO3H, ouruopaTa
JIaKTO3HI, TpUruopaTa JIaKTO3H, copbura MaHHUTa, KpaxMmala,
IpexesaTUHU3UPOBaHHOTO KpaxMala, caxapo3B, TaJlbKa, KCUJIMUTa,
MaJIbTO3H, MaJIbTOOEKCTPMHA, MaJlbTUTa, IOUMOKCHUIOa kKpemHua, HPMC m ux
KOMOMHALINY .

TexHOJIOTHUSA MU3TOTOBJIEHUA BKJIOUAET IyTh BBeIeHU, TUII
cocTaBa, HEeaKTMBHEE MHIPEOMEHTEH, BHCBOODOOXIeHMEe aKTMBHOI'O aleHTa,
CTabUIILHOCTE, MacmTadbmupyeMoCThb, HOBEIE CIIOCOOEL [IOJIyYeHU g
aKTMBHOTO ar'eHTa, HOBHE CIOCOOB IIPUIOTOBJIEHUA.

OueHka 20OeKTMBHOCTM I1In Vivo BKIIoOUaeT (apMakKOKMHETUUYEeCKHUE
ODaHHee, Takue kKak pK/pD, TakMe KaK Tpaxs Craxs KPMBag KOHIIEHTpAaLWNU
B 1ujiasMe, 200eKTUMBHOCTL, IIO0OOUHEE 200eKTH M T. I.

Ipyrre nOpodmiM BHEHCBOOOXIEHMS BKJIOUAKLT, HO He OTPaHUUMBAKTCHA
VMM, KOHTPOJMPYEMH, KUIIEUHEM, YCTOMUMBEIM, OLICTPHM, MHOTO®A3HBI
u T. IO.

IpyrrMe WM3BeCTHHE I[IPUMEHEHWUSI, a TakKkXe IIPUMEHEHMd, KOTOpPHE
eme OYOYT MUIOISHTUOMUMPOBAHH, 3afBJIEHHHX KOMIO3UINVM IOMIEPUOOHA U
IeMTepMPOBAHHOTO IOMIEPMIOOHA BKJIOUEHH B HacCTosAlee M300peTeHMe.

Kaxmas M3 CCHJIOK, IIPMBEIEHHEX paHee, a TaKXe I[1epeuMrCJIeHHBX
HIWXE, [IOJIHOCTBRI  BKJIOUEHaA B  HaACTOAIMEe  OIMCaHME TIIOCPEINCTBOM
CCBUIKMA :

Chang and Robinson, Chapter 4: Sustained Drug Release from
Tablets and Particles Through Coating, Pharmaceutical Dosage
Forms: Tablets, wvol. 3, Eds. Lieberman, Lachman, and Schwartz,
Marcel Dekker, Inc., 1991

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

Youssef et al., Identification of Domperidone Metabolites
in Plasma and Urine of Gastroparesis Patients with LC-ESI-MS/MS,
Xenobiotica 43 (2013) 1073-1083.

Michaud et al., An Improved HPLC Assay with Fluorescence
Detection for the Determination of Domperidone and Three Major
Metabolites for Application to in vitro Drug Metabolism Studies,
J. Chromatogr. B, 852 (2007) 6l1ll1-6l6.

OnucaHHBEe KOMIIOBULIMM COOepXaT TepalleBTUUYeCcKoe KOJUUECTEBO
OOoMIIepUIOHA W OelTepUPOBaHHOTO OOMIIEPUIOHA NI ero
bapmMalleBTHMUECKM  OPMEeMJIEMOM  COJIM M IO  MeHblle¥M  Mepe  OIHO
BCIIOMOTaTeJIbHOE BEIleCTEO. BcromMoraTeJibHOE BeleCTBO MOXeT,
HalpuMep, CIHOCOBCTBOBaATLH IOCTaBKe aKTMBHOTO aleHTa. Kak OINMCcCaHo
BHIle, MOT'YyT OHTL BKJIOUEHH »IpyI'Me aKTUBHHE aleHTH, HallpUMep,
obeszbosmBaKIme aTeHTH, aHeCcTeTUuKH, AHTUMOKCUIAHTEL,
IPOTUBOMUKPOOHEIE aTl'eHTH, [IPOTUBOIPUOKOBEE CpencTBa, BUTaMUHE U
T. I.

B dapMalleBTHMUECKME KOMIIO3MIUNVY MOXHO BKJIOUATH OIMH WM OoJiee
oBeszboyMBaKUX aleHTOB OJja ofbJjierueHud  0OOJH, KOoTopad MOXeET
BOSHUKHYTHL IIpM TacTpornapese. IpuMMepH aHaJIbTeTUMKOB BKJIOUYAT, HO
He OTPaHUUUBATCSA M, [IPOCTHE aHaJIbTeTUKMA, Takue KaxK
napalleTaMoJI WMJIM  aCIVPUH; HECTEepPOUOHLHE  [IPOTUBOBOCIIAJIUTEJILHEE
npenapatTel  (HIIBC), Takue kKak UuOyHNpodeH, IUKIOQEHAK HaATPUS WU
HalpoKCeH HaTPUA; u/ U OIIMOMIHI, Takyue KaxK KOIEeuH,
IUTUOPOKOIEWH, konmeuHbocdhaT, benTanwmi, MeTamnoH, TUIPOXJIOPUL
TpaManoJjia, THUIPOXJIOPUI HeKCTPOIPOoIoKCHUlla, MOpbOMH, OKCHUKONOH,
BypeHOPOMH WM THUIAPOXJIOPUI NeTHUAVHA .

B bdapMalleBTHMUECKME KOMIIO3UMIVY MOXHO BKJIOYATH OIMH WM OoJiee
aHEeCTEeTUKOB [JISd WHIYKIUM BPEMeHHOTO ¥ 00paTMMOTO OTCYTCTBUA
BOJIEBEIX OIIyMeHWVY, BH3BAHHHX TacTpollape3oM. IIpMMepE aHeCTeTHKOB

BRJIKUAKNT, HO He OI'PaHMUUMBAKTCA VMM, OIMH WJIN DoJlee M3 JUOOKaAMHAE,

OeH30KanHa, OynmMBakKamHa, apTrKarHa, KOKaVHa, STHIOKAaNMHa,
(]_)J'IeKaM_T/I,JIa, MellMBakKalHa, IIPaMOKCHMHa, IIPMJIOKaJIBEHa, IIPOKaMHa,
XJIOPOIIPOKaMHa, OKRCUIIPOKANVHa, IIpollapakraHa, pPoIlMBakraMHa,

TeTpaKalrHa, IOIMKJIOHMHAG, omMoyrKamHa, XJIOPOKCHMJIEHOJIa, IMHXOKaNMHa,
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IeKCHMBaKalHa, IMaMOKalHa, I'eKCMJIKanMHa, JeBoOyIIMBaKanHa,
IIPOIIOKCHMKalMHa, IIMppoOoKrarHa, PM30OKaNrHa, POIOIOKaNVHa n nx
@apMaHeBTquCKM IIpmeMJIEMEIX TTPOM3BOIHEIX .

B @apMaHeBTquCKMe KOMIIO3ULMM MOXHO BKJIOUATL OIMH MM OoJiee

AHTMOKCUIAHTOB. [TprMepr AHTMOKCUIAHTOB BKJIIOUAOT, HO He
OTPaHUUYMBAaKTCSA VIMU , ackopOuiInaJgbM1UTaT, Oy TUINPOBAaHHEI
TUIPOKCUAaHUB0JI, Oy TUIIMPOBAaHHEIM TUIPOKCUTOIIYOJI,
OUSTUJIEHTPUAMUHIIEHTAYKCYCHYD  KUCJIOTY (DTPA) , SI0eTaTH (5O0TA) ,
MOHOTHMOTJIMLIEPUH, ackopbarT HaTpuHd, dbopMasibODeIMAOCYJIbOOKCMIIaAT
HaTpus, MeTabuCyJbQUT HaTpusi, Oy TUIIMPOBaHHEM TUIPOKCUTOIIYOJI
(BHT) , OYTUIMPOBAHHEM TI'MIOPOKCAaHU30JI (BHA) , OUCYJIEOUT HaTPHUA,

TPUIVIMKAaJaT, BUTaMUH E MM ero NpOM3BOILHOE, UM Iponmiraljjart.

B OOHOM BapuaHTe peammsaumnum HaCcTo4Amero n300peTeHNnd
OOMIIEPUIOOH WM OeNTepPUPOBAHHHM IOMIIEPUIOH U HeoOg3aTeJibHO Jiodon
IOIpyT'O¥ aTeHT BKJIOUEeHH B YacTMUH MJIM Ha dYacTulax, BRJoOUYasd
HaHOYACTULE. YaCTHULE OOMIIEPMIOOHA VI OelTeppPOBaAHHOTO
OOMIIEPMIOOHA MOTYT OBTH CYCIeHIVMPOBAHH WJIM OUCIEPIMPOBAHEL B
BOOHOM cpenle. Pas3Mmep uYacTull, TakKuMmM o00pas0oM, MOXeT BapbUPOBATLCH
OT MMKpOUaCTHUL (MKM) IO HaHOYacTHul (HM) .

YeJloBEKA W opyroe MJIEKOIIMUTAaKIEE, CTpanapiee
TacTpolapesoM, WIM OPpYyTMMM PaCCTPOMCTBaAMM IIOIBMXHOCTM XeJIYIDOUHO-—
KUIIEYHOTO TpakKTa, MOXHO JI€UMTh IIYyTeM IIepPUMOIMUEeCKOT'O BBEIOEHUA
ONMCaHHHX bapMalleBTUUECKUX KOMIIO 3ULIUM COTJIaCHO HacToAleMy
n300peTeHN OIOVMH WMJIM HEeCKOJIBKO pas3 B cCcyTku. OdapMalleBTUUECKUE
aTeHTH, BKJIUYas JIOOMIEPUIOOH WM »OeVTepUMPOBAHHEM HOOMIEPUIOH U
JIOOOM  HOONOJIHUTEJBHHEM  TepalleBTUUeCKUM  areHT, INIPUCYTCTBYIRT B
KOMIIOBULMM B KOJIMUECTBe, COCTaBJIAKIEM TepalleBTUUeCKM DOOeKTUBHYI
oosy. TepalneBTUUECKHA sdpberTUBHASA mosa npencraepjgeT cobom
KOJIMYECTRO bapMalLleBTUUYECKOTO areHra, KOTOpOe npu JIeUeHUN
IPUBOOUT K CHWKEHMI CHUMIITOMOB B KaKOM-JIMOO CTelneHM OTHOCUTEJILHO
COCTOSHMSA DTUX CHUMITOMOB OO BBEIOEHUSA HOO3BH.

dapMalleBTUUECKME KOMIIOSMLUUM MOXHO BBOIMUTE OT OIOHOI'O IO
UeTHpeX pa3 B CYTKU.

B OOHOM BapuaHTe peannsaumnum HacToAWero n300peTeHnd
OOMIIEPUAOH WMJIM NeVTepMPOBaHHEM IOOMIEPMIOH BROOAT B OMalasoHe OT

0,5 Mmr mo 100 w™Mr, wmm B »OuanazoHe oT 0,05% mo 10,0% wmiam B
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nuanasoHe or 0,07 wMmMr/xr pmo 1,43 wMr/xkr. B onmHOM BapmaHTe
peaJu3aly HacTOAmeTo u300peTeHMS OOMIIEPUMIOH WMIM OelTepUpPOBAaHHBIM
OOMIIEPUIOH BBOIOAT B Ouana33oHe oT 1 Mr pmo 60 mr, wmiam oT 0,1% mo
6,0%, wmwmm B OguanasoHe ot 0,014 wmr/xr pmo 0,86 wMr/xkr. B oIHOM
BapMaHTe peannszaluumn HaCTOAMETO n3obpeTeHns OOMIIEPUIOH VI
OeVTepMPOBAHHEIM IOMIEPUIOH BBOOAT B OuanaszoHe oT 2,0 Mr mo 30
mMr, wim or 0,2% mo 3,0%, mium B mmuanasoHe or 0,028 Mr/xr mo 0,43
MI/KIT.

CocTaBE TakXe MOT'YyT COHOepXaTb BCIIOMOT'aTeJIbHBEIE BelleCTBa.
[lprMeps BCIOMOTATEJIBHEX BelleCTB BKJIOUAKT, HO He OI'PaHUuYMBAaTCAH
VMM, CBA3yKIMe, HAIOJHUTEJNM, pacTBOPUTENM, CMa3bBawlMe BellecTBa,
AHTMOKCUIAHTEHI, OybepHEe aTeHTHl, coJu, [IOBEPXHOCTHO-aKTVUBHEE
BelleCTBa, BUTaMWUHE, I[IUIMEHTH, apoMaTM3aTOpH, »Oe3MHTelpUpyllMe
ATeHTH U/WUIM IJIaCTUOMKATOPH .

TBepOble BCIOMOTATeJIBHEE BelleCcTBa MOTYT OHTE HDOOaBJIEHH K
bapMalleBTHMUECKOM KOMIIO3MLIUM, a 3aTeM M3MeJlbueHH ¥ COOPMOBAHH B
TadjleTKkM. THUIMUHBEE TBepOble BCIOMOT'aTeJIbHHE BelleCTBa BKJIOUAKT, HO
He OT'paHMUMBAKLTCS MMM, caxapa, BKJIOUAS JIaKTO3Yy, caxaposy,
CyKpaJjlo3y, MaHHUT MJIM COpOMT; MaTepMuaJltl Ha OCHOBe LIeJLJIJIOS3H,
Takue Kak KYKYPY 3HBI KpaxMmall, MIMeHWYHBEIM  KpaxMmall, PUCOBHIM
KpaxmaJl, KapTodeJIbHHM KpaxXmall, TpalakaHTOoBYID kKaMelb, XeJIaTuH,
Me TUJILEJIJIIIIO3Y, MOJIMBUHUJIIIMPPOJIMOOH,
TUIPOKCUIIPONIMIIME TUIILEJIIIIOIIO Y "/ U KapBOOoKCHME TUJILLEJIIIIIIO 3Y
HaTpusa. BcrooMoraTeJlbHEIE BemecTBa OJsa of0JlerTdeHMA Je3MHTeTlpallu
TabJIeTOK TIIPM OIPOIJIaTHBAHMM BKJIOUAKT, HO He OTPaHMUYMBAKTCA WMH,
arap, aJIb TMHOBYIO KVCJIOTY n/ U ee coiu, MaHHUT,
MUKPOKPUCTAJJIMUESCKYID LeJJIoJIORY, KYKYPY3HHM KpaxXmal, LeJlJiojlo3y
HUTPYCOBHX, JaypuICcyJbdaT HaTpuU4, OEeHTOHUT, HaTpUM
KpaxMaJITUJIMKOJIAT, KapOOKCHUMETWUIILEJJIIIO3Y KaJlbLMsg, TJIMHH, KaMenou,
IpPEeBeCHY LEeJJIIJIO3Y, I[IOPOUIOK HaTypaJlbHOM TyOKU n/
KaTMOHOOOMEHHEIE CMOJIH .

KoMmmosuumsa MOXeT COoImepXaThb OpyI'Me BCIIOMOT'aTeJIbHBIE BeMecTBa
u mobaBKM IOJA  MOOMOMKALMM  OOHOM MM  OoJlee  XapaKTepUCTUK
KOMIIO 3UILIVN, TaKMX KakK CIIocoOHOCTE K HaHECEHU TIOKPHETUM,
BA3KOCTB, BKYCOBEE KauecTBa M T. 1. BcCIoMoTaTeJIbHBEE BemMecTBa IJIA

YIIY4JIIeHN A BKYyCa MOTWYT BKRJIODYATE, HO He OTPaHNMUYMBaAKRTCA N1,
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caxapa, TaKue KaK JlakKTo3a, caxaposa, Ccykpajos3a, »OeKcTpos3a,
MaHHUT WJIM COpOMT; HaTypaljlbHHEe I[IOOCJacCTUTeNIM, TakKue Kak MeI;
mo®aBKKM Ha OCHOBe ILE&JUINJIOSH, TaKMe KaK KYyKYypy3HBEM KpaxMmall,
IMIeHVYHE KpaxXMalJl, PUCOBHM KpaxMmaJl; IpyIMe I[IOOCJIacCTUTeJM, TaKue
KakK anmTam, acriapTawm, LIMKJIAMMHOBA S KMUCJIOTa u ee coJu,
OIUTUOPOXAaJIKOHEH, TIIMLMUPPU3UHATE, MOHEJIJIUH, caxapuH HaTpu4d,
TayMaTUH WJIM allecyJbdaM Kaamudg, U/ WK OpyTHue DOOCJHIACTUTEJM WIIU
apoOMaTU3aTOPH .

HeobGazaTesbHEE BCIIOMOT aTeJIbHEE BellecTBa, MOIPUUIMP YOI E
BS3KOCTb, MOXHO HOOAaBJATL K XMIKOMY COCTaBy mIJS M3MeHeHUd
XapaKTepruCcTUK TeKyueCTM KOMIO3ULVM. XapaKTepPUCTUKU TeKydecTu
MOXHO MOOMPUIMPOBATH oJ1sg COBMECTUMOCTU c onpeneJyle HHEM
YCTPOMCTBOM WJIM MEXaHM3MOM IIPYMeHEeHMS MOJIS HaHEeCEeHMS KOMIIO3ULUMA
Ha MEeCTO JIEUeHNS . [IpUMe P BCIIOMOT aTeJIbHEIX BEleCcTR,
MOOIMOUIMPYIIMMX BA3KOCTL, BKJOUAKT, HO HEe OTPAaHUUMBAKTCS WMHU,
TJINLIEPUH, KapOOMepPHLIM TOMOTIOJIUMED, KapO®oMepHuI COTIOJIMMED,
APaBUMCKYH KaMeIb (rymmMmuapabuk), arap, aJOMOCMJIMKAT MaTrHUAg,
aJbLTMHAT HaATPHUS, CTeapaT HaTpud, JaMuHapuo, OeHTOHUT, kKapdomep,
KapparmHaH, lepaToHMIO, XPAIEeBYIO BOIOPOCIIb, OeKCTposy,
byplLeslapaHd, XeJjlaTMH, KaMenob TaTTH, I'yapoByl KaMmenob, KaMelb

CTepKyJInmM, TparlrakKaHTOBYK KaMellb, KCaHTaHOBYI KaMellb, I'eKTOpPHUT,

JJaAKTO3Y, MaJIETOOEKCTPMH, MaHHUT, caxXxaposy, COpGMT, Men,
KyKypySHHﬁ KpaxmMali, [Ie HUUHBIM KpaxXMalJl, pMCOBHﬁ KpaxXxmMalJl,
KapTO@eﬂbHHﬁ KpaxXxmMall, IIOJIMS TMIJIEHTJIMKOJIN , L eJJIJIO3Y ,
STUMJIILEJIJIIIIO3Y , STVIITVIOPOKCUMS TUIILEJIIJIJIO3Y , STWIIME TMJILLeJIJIInIJIO3Y ,
MeTWIIIeJIJIIIIO3Y , TMIOPOKCUS TUIILEJIIIIIO3Y ,
TI'MOIPOKCHUS TMIIME TUJIILeJIJIJIO3Y , TMIOPOKCHUITPOIIMIIIEJIJIINJIO3Y ,

NOJIUTUOPOKCUDTUIIMETAKPUIIAT, OKCUIOJWXEJIaTUH, I[IeKTUH, IOJIUTEeJINH,
nponujeHkapboHarT, COTIOJIMMEP  METUJIBMHMIIOBOTO  3dupa/MajIeMHOBOTO
aHImMopuoa (PVM/MA) , IIOJIMMEe TOKCUS TUIIMe TaKpujiaT,
NOJIMMETOKCUBTOKCUD TUIIME TaKpMIIaT, TUOPOKCUIIPOIUIILEJIJIIIO3Y,
TUOPOKCUIIPOIIMIIME TUIILLEeJIIIIIIO3Y , KapOoKCHUME TUJIILLEJIIIIIIO 3Y (CMC)
(BRJIIOUAS e€e COJM), -OUOKCUIL KPEeMHMSI, [IOJUMBUMHMINMPppoJIMIoH (IIRII)
n/mnm SPLENDA®.

@apmaueBTquCKme KOMIIO SN Takrxe MOT'YT BKJIKYATE, Des
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OTPAaHUYEHNS, OnMH VI BoJiee "3 cJenywnmero ; cBA3ymMe,
HaAllOJIHUTEJIM, PAaCTBOPUTEJM, CMa3HBawlye BeMecTBa, AaHTMOKCUIAHTH,
BydepHEIE ATeHTH, COJIM, IIOBEPXHOCTHO-AKTMBHEE BeEmeCTBa, BMTaMMHE,
OMTMEeHTH, apPOMaTU3aTOPEH, Ie3VHTEeIPUPYIIME aTeHTH n/mnn
IJIACTUOMKATOPE . I[IPUMMEPH CBASYOMMX BKJIOUYAKLT, HO He OI'PaHUUMBAITCSA
MM, JoOOM M3 PaHee OIMCAHHBX KpPaxMaJloB, TaKMxX KaK KYKYyPY:3HHM

KpaxmaJj, IMeHWYHBEY KpaxMalJl, PUCOBHM KpaxMall W/WiIM KapTobeJibHH

KpaxXxMall, LI eJIJII0JIO SHEEe IIPOMI3BOOHEE, Tarme KakK MeTWJIIneJJIInJIO34a,
KaPGOKCMMeTMHHeHHDHOBa, T'MOPOKCUS TUMIILEJIIIIIIO3a,
I'MOIPpOKCHUS TMIIME TVWIILEJIJIInJIOZa, M T. O., IIOJIMSTUMIIEHOKCHIHEIE IIOJIMMEDEI

POLYOX™ 060l MOJIEKYJIAPHOM MAaCCH WM CcopTa, OOJyUYeHHHEe WM He
OBJIyUeHHHE, IIOJIMBUHUJINIVMPPOJIMIOH (IIBII) , IIOPOUOK
MUKPOKPUCTAJIJINYECKOM LIeJIJII0JIO 3H AVICEL® n T. Io. [TprMepEl
HaloJIHUTEeJIeM BKJIOYAT, HO He OI'PaHUMUMBATCSA MMM, JIIOOOM U3 paHee
OTIMCaHHEIX caxapos n KpaxMalJioB, LeJJIJIO3Y, COoJun Kajgbuudg,
IMAaTOMOBYH 3eMIi0 M/MJIM OUOKCHUI TUTaHa. [prMeps OybepoB BRJOUALT,
HO He OI'paHMUMBAalTCA MMM, alleTaTHele OybepH, LIUTpaTHEEe Oydepr
n/nan dpochaTHEe OydDepH.

[IOBEPXHOCTHO—aKTMBHEE BemeCcTBa, no6aBJIeHHHE K
bapMalleBTUUECKOM KOMIIO3ULMM, MOTYT OLRTb AaHMOHHBMM, KAaTMOHHEMM,
HEMOHOTEHHHMM WJIM LBUTTEPMOHHEMM. I[IpMMepH IIOBEPXHOCTHO-AaKTUBHEX
BeMeCTB BKJKOUAlT, HO He OTPaHMUMBAKTCA MMM, aJKWUICYJIbQaTH HaATPUA
(HanmpuMep, IodelUuJIcyJb@aT HaTpusa (SDS)), [IOBepXHOCTHO-aKTHBHEE
BelecTBa c KaTHMOHaMM YeTBEepTUUHOT O aMMOHM S u NIUPUONHUSA,
noJmmcop®aTH, CJOXHEE 3QUPHE copbuMTaHa, JKeJIUHHE KMUCJIOTH, COJIU
KeJITUHHX  KUCJIOT, 5QUPE  HOHOKCMHOJIA WM TOJMOKCUBTUIIEHTJIMKOJIA
U/WNIM TIoJIOKCaMepH. [IpMMepH CMa30UHHX MaTepraJioB BKJOUAT, HO He
OTpPaHMUMBAKTCAa WMHM, TaJlbK, TIUIPOTEHU3VPOBAHHEE XMPHBEE MacJa,
cTeapaT MaTHUHA, CTeapaT KajJdbLUMa U/MUIM CTEapMHOBYID KUCJIOTY.
ApoMaTM3aTOpPE  MOTYT BKJIOUATH HaTypaJIbHEIE WM CHHTETUUECKUE
apoMaTH3aTOPH. I[lJacTUOMKATOPH BKJKOYAKT, HO He OI'PaHUMUMBAKTCSH
VMM, TJIMLEPUH M COPOUT.

dapmMalleBTMUECKME  KOMIIO3MIIMM IOJIA JIedeHMd TacTpollapeza U
IPYIMX PacCTPOMCTE IIOOBWXHOCTHM RKeJYIOOUHO-KMIIEeUHOTO TpakTa C

JOMIIEPMIOHOM MJinm HeﬁTepMpOBaHHBIM IJOMIIEPMIOIOHOM MOXHO
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NIPUTOTARBJIMBATE IJIA MECTHOTO IIepOopalJIbHOTO BBeJeHUMHA Ha IIOBEepPXHOCTHU
CIIN3UCTOM OBOJIOUKHN . TexHOJIOTHUN MyKoaIOTI'e 3BHOM OOCTaBKU
oBecrneunBalnT OBes30NacHy®w U 500eKTHUBHYH IJOCTaBKY LOOMIepHMIOOHAa WU

HeﬁTepMpOBaHHOI‘O OOMIIEPUIOHa Uepes CIU3UCTYID OO0O0JIOUKY IIOJIOCTHU

pra. TakMe TexXHOJIOTMM MyKOoaIOT'e3MBHOM IJOCTAaBKM BKJOUAT BCe
CriocoOr muddy3UM B CIAM3UCTOM 00O0JIOUKEe IIOJIOCTM pTa: (1) OacCUBHY
omnpdysmo, B TOM yuncJie TPaHCKJIETOUHYI (uepes KJIETKMU) u

IapakJIeTOUHY (Korga MaTepuall IPpOXOoIUT Udepes OoTaTHe JMUIKIaMU
OOMEHE BOKPYI KJIeTOK), (11) IMepeHOC, OINOCpedyeMBl HOCUTEJNAMU, U
(iii) »sHDOUMTO3/5K30LUMTO3, KOT'IDa MaTepuall akKTMBHO IIOIJIONMAeTCdS U
SKCKPETUPYETCA KJIeTKaMM I[I0 SHIOOLUMTAPHOMY IIYTH. Broanresmd, TaKxe
M3BeCTHad KaK MyKoanresusa, OolpeneiydeT CIOCODHOCTE OUOJIOIMUECKOTO
W CUHTETUUYECKOTO MaTepuala HaJnMIaTh NI KIIPUJINIIATE» K
CAM3UCTOM o0B00JIOUKe, UYTO IIPMBOOUT K anlesuy MaTepualjla K TKaHM B
TeueHNe OJIUTEJIbHOTO BpEeMeHN. Jra CIIOCOBHOCTH obecrneunBaeT
IpUMeHeHMe B  IOOCTaBKe  JIEKAPCTBEHHEX CPEeOCTB M YJIYUIEHHY
BMOOOCTYIIHOCTE JIEKAPCTBEHHOTO CpPencTBa, UYTO ABJIAETCH pPe3yJbTaTOoM
YBeJIMUYeH S BpeMeHH, B TeueHMe KOTOPOTO froanresMBHAA
JIEKApCTBeHHasa ©QopMa KOHTAaKTUPyeT C I[IOoIJIoWAaklyMM TKaHSaMM, IIO
CpaBHEHMIO CO CTaHOapTHOM JeKapcTBeHHOM ¢opMoM. UToOH MaTepuall
Orl 6MoanmTe3MBHEIM, OH IOJDKEH B3aMMOIEMCTBOBATH CO CJIM3bIL. CJKM3b
npelcTaBJigeT co00M CUIBLHO TIUIPATHUPOBAHHEM, BA3KMM aHUOHHEIM CJIOU
TUOpOTEN,  3alMmaliuy CIUM3KUCTYID 000JI0UuKy. MyILMH COCTOUT U3
TUOKUX TJIMKOIPOTEMHOBEX llelel.

B 5TOM BapuaHTe peanm3aumum HacToOAmeI o n300peTeHnd
bapMaLeBTHUUECKASd KOMIIO3MLUMA COLEPXUT TepalleBTUUeCKOe KOJMUeCTBO
OOMIIEPUAOOHa WM IOEeUTepUpPOBaAaHHOTO MOMIEepMIOHa U HeoBdA3aTeJIbHO
Jodoe IOpyroe aKTUBHOe CPencTBO, eCJM OHO I[IpPUCYTCTBYeT, U IIO
MeHBIIEM Mepe OOHO BCIOMOTAaTeJIbHOe  BEMeCcTRO, KOTOpOEe  MOXET
comepXxaThb MyKOoanI'e3uB W froanresms 0JId yBeJIMYeHM
IIPOOOJIKNUTEJIEHOCTHU KOHTaKTa MeXIy bapMalleBTUUECKU aKTUBHEM
ATEeHTOM ¥ CJIM3UCTOM O0BOOJIOUKOM TIOJIOCTM pTa U OIJS YBeJIUUeHUIH
abcopbumMM aKTMBHOTO aTleHTa CJIUM3KUCTOM 000JIoukoM. IIOBEpPXHOCTH
IOTJIOWEeHM A MpeldCTaBJigeT CcoB0OM IIOBEPXHOCTHL TKaHM [IOO CJIUM3UCTON
0BOOJIOUKOM IMOJIOCTM PTa, IOJ9 HaHeCeHMS Ha KOTOpyk IIpelHasHadeH

(]_)apMaLLeBTMT{eCKM AKTUBHEMN areHT. CDapMaLI,eBTMT{eCKMe KOMIIO 3L
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MOXHO HaHOCHMTE B BHIOE MaBeIZ, KpeMOB, JIOCBOHOB, I‘eﬂeﬁ, IIOPOIMKOB
VJim I1acT, M MX MOXHO HAHOCHTL Ha Y4YacCTKM IJIA JIiedeHMA C OKKJIO3MEN
I Des OKKJIIIO3VM Ipm IIOMOIINM ITIJIEHOK, JIEHT MJIin CIieliaJlb HEIX
aoI'e3MBHEX OMHTOB. KOMIIOBMLMM MOTYT TakKxXe ColepXaThbk HOCHUTeJIb MHOJIA
obJieTUyeHMa BBeIeHMS KOMIOBUINM K CJAM3UCTOM OD00JIOUKe IIOJIOCTHU prTa.
MJ’IHIOCTpaTMBHBIe MyKOaII'e3VIBHEIE MJIn OrMoanres3VBHEE
BCIiOMOT'aTeJIBEHEIE BemecCcTBa BKRJIODYAKRT, HO He OTPaHMYMBaAKRTCA VIMI,
T1OJIMMMEEI IIprmpoaoHoOI'o, CYMHTETMUYEeCKOTI'O I OMOJIOTUUECKOTO
IIPOUCXOXIOEeHMA,; JIMIIMIOEL, @OC@OHMHMHH nm T. no. Hle\/lepr HaTypaJlbHEX

U/UIN  CUHTETHUUYESCKHUX IIoJIMMepPOB BRJIOYAKT I[IPOMI3BOIOHEE ILIEJIJIIOJIO3H,

Takue Kak Me TUJILeJIJIInJIo03a, KapOOKCHUME TUJILLEJIJIIIO3a,
TUIOPOKCUS TUJILEJIIIIIIO3a, MUKPOKpHUCTaJIJIMUeCcKada
TUOPOKCUDTUIIME TUIILEJIJIIIO=3a M T. IO.; IPMPOIOHEE KaMenu, Takue Kak
I'yapoBasd KaMeIb, KCaHTaHoBasd KaMeIOb, KaMelb ©O00OO0B POXKOBOTO
oepeBa, KkKaMenOb KapaWy, BUITYM ¥ T. I.; IOOJMAKPUJIATH, TaKMe Kak
T[IOJIMMEPEH CARBOPOL®, nosmmkapdbodmi u T. o.; aJIE TMHAaTEHL,
THOJICOOepXalme [IOJIMIMEDEL, [IOJIMOKCUS TUJIEHE], JIMHEeMHEEe ZNRZN

pasBeTBJIEHHEE TIOJIUBTUIIeHTJIMKOoJIM  (II9T) C MOJIEKYIJIAPHEIMM MaccaMu
NpenrnouTUTEJIbHO MeXxIay 1000 " 40000 Ia, OeKCTpaHe  JIboTo
IIPOUCXOXIEHUSI C MOJIEKYJIAPHEIMM MacCaMM OpenlouTuUuTesIbHO Mexnoy 1000
m 40000 [IHOa, OJIOK— COIOJIMMEPEHI, HalpuUMep, KOMOMHALMM  MOJIOUHOM
KMCJIOTE M TJUIMKOJIEBOM KUCJIOTH, Kak PLA, PGA, PLGA C pa3JIMUHBMA

BA3SKOCTEID, MOJIEKYJIAPHEIMM MacCaMMM WM OTHOIMEeHMAMN MOJIOUHOM KMCJIOTH

K TJIMKOJIEBOM KucJjore; OJIOK— COIIOJIMMEPH TIOJIND TUJIEHTJINKOJIA "
MOJIUIIPONIUIIEHTJINKOJI S c JIOBIMMA KOJIMYEeCTBOM " KOMOMHAaLM AMI
[IOBTOPAKIIUXCA 3BEHLER, TakMe Kak OJIOK-colojuMepsl PLURONIC®,

BJIOK— COIIOJIMME DL TETRONIC® W BJIOK — COIIOJIMME PH GENAPOL®,
KOMOMHAaUM A 3BEeHLER BHIIEYKa3aHHEIX COIIOJIMMEPOB, CBS3aHHEIX
PMBMUEeCKM WM XMMHUUECKM, HalpUMep, CMeCcH coloJmuMepoB PEG-PLA wmiu
PEG-PLGA. EroanresMBHHM MaTepuaJl MOXeT OHITE BHOpPaH ns
IOJIUD TUJIEHTJIMKOJIEN , [IOJIMOKCUD TUJIEHOB, TIOJIVMMEPOB  TIOJIMAKPUIIOBOM
KMCJIOTE, TakMx KakK ojrMmepsl CARBOPOL® (Takme kak CARBOPOL® 71G,
934P, 971P 974P) u noaukapbodmiel (Takre Kak NOVEON® AA-1, CA-1 wu

CA-2 MMOJINKapOOPMIIHL) , L1 &JIJII0JIO 3H u ee MIPOU3BOIHEX,

IIOJIMD TUIIEHTJIMKOJIA, nojguMepoB CARBOPOL® u/MaM OIPOM3BOIHEIX MJIM
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KOMOMHa UM LLeJIJI0JIO 3HL PacTBOPUMOTO NOJIMBUHWIININPPOJINIOHOBOTO
noJimMepa (IIBII) , KapBoOMEPHOTO TOMOIIOJIMMEPa, KapBOOMEPHOTO
COIIOJIMMEPa, OOHOTO WU BoJjlee  MaJIbTOOEKCTPMHOB, ajeIMHaTa,

IIOIIEePedYHO—CIIMTOI'O TI'eJid aJIb TMHATHOM KaMenyr, Habyxawomero B BoIe,
HO HepaCTBOPMMOTI'O B BOIle BOJIOKHMCTOTI'O IIOIIEePeUYHO—CIIMTOTI'O

KaPGOKCM®yHKHMOHaHBHOPO I1oJjiMmMepPa, PMHpO@MHBHOﬁ nonmcaxapmnﬂoﬁ

KaMenu, TMOMEPOB, HalpuMep, TUOJIMPOBAHHOT O XUTO3aHa,
THUOJIMPOBAHHOTO nojmkapododuia, TUOJIMPOBAHHOTO aJbTMHaTa,
THOJINPOBaHHBIX [IPOU3BOIHEIX LI&JIJIIJIO 3HL, TUOJINPOBAaHHOM

KapOOKCUMETUIILEJIJIOIIO3E, TUMOJMPOBAHHOM I[IOJIMAKPUIIOBOM KMUCJIOTH WJIN
THUOJINPOBaHHEIX [IOJIMaKpUJIaTOB ; JIeKTHUHE,
TUOPOKCUIIPOIIMIIME TUIILLEJIIJII0JIO 35 (HPMC) , IIPOMUB3BOIOHEIX LIeJIJIIJIO 3L,
conoygmMepors  HPMA, BOOOOUCIIEPTHUPYEMOTO  IIOJMUKAPOOKCUIMPOBAHHOTO
BMHWJIOBOTO IIOJIMMEepa, KaTMOHHEX IIOJIMMEPOB, HEMOHHEX IIOJIMMEPOBR WJIU
AHMOHHEIX [IOJIMMEPOB . KaTroHHEEe [IOJIMMEPEL BKJIIOU AT, HO He
OTpaHu4YMBaKRTCAa MMM, xXuUTo3aH (Wella «HMBKas BA3KOCTbB»), XUTO3aH
(Wella «BHICOKasd BABKOCTbL»), xurTos3aH (Dr. Knapczyk), daichitosan
H, daichitosan VH, Sea Cure 240, Sea Cure 210+, xuTo3aH (Sigma),
cMecCh NoJurKapdodmi/mraxmurTosad VH, DEAE-IekcTpaH M aMMHOIOEeKCTaH.
HenoHHHE [IOJIMMEPH BKJIOUAT, HO He OTPaHUUUBAKTCA VMU,
CKJIepoIJiokaH, He—-kpaxmasi m HPC. AHMOHHEE I[IOJIMMEPH BKJIOUAT, HO
He OTpaHMUMBAaKRTCS UMM, KapdbokcuUMeTuJleJunojosy (CMC) ¢ HUMBKOM,
cpeIHel WM BHCOKOM BA3KOCTLI, [IEeKTHH, KCaHTaHOBYI KaMenOb 1/UJINu

noJukapbodmsi. B OOHOM BapMaHTe peajM3allMyM HaCTOLAMeTro MU300peTeHUd

MyKOanTe3MBHHIM areHT IMIpencTaBysgeT cobon nojmmep CARBOPOL® wu/wmim
IIPOM3BOIHOE LEJJIIJIOSBH.

XmurozaH, OJaromapsa CBOMM MyKoaOT'e3MBHEIM cBoMcTBaM (Lehr et
al., 1992) u OJaAaroNpPUATHEIM TOKCUKOJIOTMUECKMM CBOMCTBAaM, ABJIAeTCSH
ycunureygeM adbcopbuuy B KUIIEYHOM DRIOUTeJMM. XMTo3aHa IJIyTaMar
YMEHBIIaJl TpPpaHCsIUTeIMallbHOEe DBJIEKTPUUYeCckoe CcolpoTuBJieHue (TEER)
in vitro B KyJIbType  JIMHUM  SOUTEJMAJIbHHEX  KJIEeTOK (Caco-2)
(Borchard et al., 1996) VM  SHAUUTEJILHO yBeJIUUMBAaJl [IepeHOoC
TUIPOPUIIBHEIX MOJIEKYJI, Takumx kak [14C]MaHHUT, MOJIEKYJIIpHasd Macca
(MW) 182,2, mn o¢ayopecueuH-ngekcTtpad (MW 4400) B MOHOCJOSAX KJIETOK

Caco-2 (Artursson et al. 1994; Borchard et al., 1996; Schipper
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et al., 19906) . AHAJIOTUUHEM obpasoM, [IEPEHOoC NENTUIHOTO
JIEKAapCTBEHHOTO CpelcTBa 9-Ies3TyMIMHaMMIa, 8S8-apI'MHMH-Ba30IpeccHuHa
(DGAVP, MW 1412) 3aMeTHO YyBeJMUMBAJICHA IIOCJIe COBMECTHOI'O BRBReIeHWUA
C DJIyTaMaTOM XMTO3aHa B MOHocJIoe KJeTok Caco-2 (Luessen et al.,
1997). Conm xmMTO3aHa, TakKMe KakK IJIyTaMaT XUTOo3aHa U ITUIPOXJIOPUI
XWUTO3aHa, MCIOJL3YIT In Vivo B KauecTBe ycuauTeJel adcopOumm s
INeNTUIHEX JIeKapCTB. HazaJlbHOe IIpMMEeHeHMe MHCYJIMHa C TJIyTaMaToM
XVUTO3aHa 3HaAUMTEJIbHO CHMWXAJO YPOBEHBL IJIOKO3H B KPOBM KPEC UM OBEIll
(Illum et al., 1994), a wmuHTpalyOIOeHaJIbHOe IIPUMEHEeHMe OycepesiMHa
(MW 1299, 5) n TMOpoxXJjiopmuna XUTO3aHa B TeJIeBOM cocraBe

YBeJINUMBAJIO abCoJIOTHYK OMOOOCTYIIHOCTE OycepesimHa oT 0,1 = 0,1 mo

51 £ 1,5% (Luessen et al., 1996a). 3T yBeJuueHus adcopbdbuum
MOXHO OOBLACHUTE BIMSAHMEM  XMUTO3aHa Ha  LeJIOCTHOCTDb [IJIO THEIX
KOHTAKTOR BIOUTeJMA. I[IJIOTHEE KOHTAKTH MIpaldT pelanilyld pPoJbk B
COXpaHeHUM CeJIEKTUBHOM OapbepHOM OGOYyHKIMM KJIETOUHHX MeMOpaH ¥ B
YILLIOTHEHMM KJIETOK C (QOpMMPOBAaHMEM CILJICMHOT'O KJIETOUHOT'O CJIOH,
yepes3 KOTOPHEM He MOTYT I[IPOHMKHYTH Iaxe HeOoJbliMe MOJIEKYJIH.
OOHaKO ILJIOTHHE KOHTAKTH IIPOHMIIAEME IJISS BOIH, DSJIEKTPOJIMTOBR U
IPYIMX SapSXeHHBIX WJIM He3apsSKeHHHX MOJIEKYJI OO OlIpeleJIeHHOTO
pazMmepa (Madara 1989; Wilson and Washington 1989). IM3BecTHO, UYTO
[IJIOTHEIE KOHTAKTH pPearMpyiT Ha M3MEeHeHMS KOHIEeHTpaluM KaJbLus,
UMKJIMYeckoro AMO (uAMO), ocMoJapHOCTM, PH M cTaTyca LUTOCKeJeTa
(Cereijido et al., 1993).

IIpennojlaraeTcs, UuTo COJIn XUTO3aHa OTKPHBAIT [IJIO THEIE
KOHTAKTH CIOCOOOM, 3BaBUCAMMM OT KOHIeHTpauuu u pPH, [I03BOJIAA
napakJeTOUHBIM TPaHCIOPT BOJILMNUX TUOPOQUIIEHEIX CoOeIVHEeHUN .
YBeJMueHre TpPaHCIopTa STHUX COoeIMHEeHMM MoXxeT OBTb CBA3aHo C
B3auUMOIeCTBUEM IIOJIOXUTEJILHO 3apsSXKeHHOM aMMUMHOTPYIIIE B IIOJIOXEHUU
C-2 XMTOo3aHa C OTPpMLATEJLHO 3apsSKeHHHMM IIOJIOXEHMAMM Ha KJI€TOUHHX
MeMmOpaHax U IJIOTHEIX KOHTAaKTax DSIUTEJIMAaJIbHEX KJIeTOK CJIM3UCTOM
000JIOUKM, UTO IIO3BOJISET OTKPHBATL IIJIOTHEE KOHTaKTH. JM3BeCTHO,
uTOo IJIyTaMaT XMTO3aHa BHB3HBaeT M3MeHeHMSa B pachHpenejieHum F-
aKTMHa (Artursson et al., 1994) . Takxe M3BECTHO, yTo
bapMakoJIOTUUEeCKUE aTeHTH, KOTOPHE B3auMMOIEeCTBYIOT c

IUTOCKeJIETHEIM F-aKTHMHOM, OOHOBPEMEHHO YBEeJIMUMBAKT IIapakKJIETOUHYIO
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npoHMlaeMoCcTh (Meza et al., 1982). 32T0 cormjlacyeTcsa C TUIIOTE30M O
TOM, UYTO F-akKTuMH OpAMO MJIM KOCBEHHO CBfA3aH C OejlkaMM B IIJIOTHHIX
KOHTakKTax, TakuMu kKak Z0-1 (Madara 1987). Schipper et al. (1997)
moxkasajyM, UYTO XUTO3aH BH3HBaeT IllepepaclpelesyieHre LIUMTOCKEeJIeTHOTO
F-akTmHa m O6eJika IUJIOTHHEIX KOHTakToB Z0-1. KoHQokallbkHas JasepHasd
CKaHMpyomasgd  MUKPOCKOIUSI IonTBEepOMIA, UTO  XMTO3aH crnocobeH
OTKPHBATE IIJIOTHHE KOHTAKTH ¥ ODEeCHeuuTh IIepeKJIETOUHHM TPAaHCIoOPT
KPYIHEX TUIPOOUIBHEX coenuHeHun (Borchard et al., 1996; Schipper
et al., 1997). Mykoalresusa MOXeET UI'paTb OOINOJIHUTEJIEHYK POJIb B
5TOM npoliecce 3a cuerT YBeJIMUeHU S BpeMeHU npeOuBaHMAa
JIEKAPCTBEHHHX CPEeOCTB Ha IIOBEPXHOCTAX KJIETOK.

B BapuaHTax peanu3alumm HaCTOAmMET O n3obpeTeHnd
MyKoanresuBHOe/OuoanTresrBHOE BCIIOMOTaTeJIbHOE BelecTBO OOBIUHO
IPUCYTCTBYET B IOMalladzoHe OT OpuMepHO 1 Mac. % »mo HOpuMmepHO 50
Mac. %, MIM B IOMalasOoHe OT IpMMepHO 1 Mac. % mo mnpumMmepHo 40 mac.
%, WIX B IOMallazoHe OT IIpMMepHO 2 »no IpuMepHo 30 mac. %. MoOxXHO
MCIIOJIE30BATh OOMH MyKOaOTes3MB WM OMoanre3mMB WM KX KOMOMHAILNUM.
Bvoanresus yBeJIMUMBaAET BpeMsa OpebeHBaHMSA JIeKapCTBEHHOM (QOPMH B
MecTe abcopbumm M, TakuM of0pasoM, MOXeT IIPUMBOOMUTL K YBeJIMUeHUO
BUMOIOCTYIIHOCTM JI€KAapPCTBEHHOT'O CpeacTBa. lIpuMeHeHMe MyKoaIOTesuBa
criocobcTBYyeT OJIMTEeJILHOMY KOHTaKTy MeXIy bapMalleBTHUUECKOM
KOMIIOBULIMEN ¥ CJAUIUCTOM O0OOJIOUKOM IIOJIOCTM pPTa. IIpM KOHTAaKTe
bapMalleBTUUECKOM KOMIIOBUIUM CO CJIMBUCTOM OOO0JIOUKOM IIOJIOCTH pPTa
BJlaTa M3 CAMBU IJIacTUOUUVPYeT MyKoaOTesMB, KOTOPHM 3aTeM MOXeT
KOHCOJIUOMPOBATLECSI CO CJIMBUCTOM 00O0JIOUKOM Ba cueT oBpal30BaHUA
cJjlafex  cBS3eM ¢ IVIMKOINpoTeMHaMM B CJAM3M  U/MIM  3a  CcUerT
MeXaHMUeCKOoTO OJIOKMPOBaHMSA ITJIMKOIPOTEMHOB ¥ JIMIMIOB B CJIM3U.
MykoaIresMB MOXeT YBeJMUMBATL BpeMsa KOHTaKTa dapMalleBTUUECKU
AKTMBHOTO areHTa U IIOBepxHOCTHM abdcopbumMu U MOXeT ofJerdaTh
IoTJiomeHMe bapMalleBTHUUECKHU AKTHBHEIX areHTOB abcopbupynmen
IIOBEPXHOCTLIO.

I[IpuBeleHHLHE HWXe IPUMEepH He ABJIATCSI JIMMUTUPYIOMVMHA .

Npumep 1

lMonmyuenue 2, 3-nurunpo (4,5,6,7-Dy)-1H-1, 3-0eH300Ma30JI-2-0Ha :

B KpyIUIOODOHHYID KOJOY emkocTbio 100 mMJI, cHaOXeHHYID MemaJIKoy U

BXOIOOM/BHXOIOOM @IJIS asoTa, 3arpyXxaim (Dy) Bbenzosi—-1, 2-omuaMm (1
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»KB., 2 1, 17,83 Mmonb) m 30 M cyxoro JIMOA, 3aTeM IepeMelMBalM
B aTMochepe asoTa OO pPacTBOpeHUd, 3aTeM 3BarpyxXaiau 1- (1H-
MraazoJ-1-kapbouwi) -1H-mmmpnazon (1 »ke., 2,89 1, 17,83 MMOJNB) M
IIepeMelBaaM IIpM KOMHATHOW TeMIepaType B TeueHMe 22 YacoB.
PacTBOpUTEJIb BHIIAPUBAJIM B BaKyyMe C IIOJIy4eHMEM XeJITOT'O ILJIOTHOTO
Macjla, KOTOopoe paszfaBljidjM B MMHMMAJBHOM KOJIMUECTBe OUXJIOpMeTaHa
(OIXM) minsa kpucrtalmzauuu. llejleBoe TBepHOOe BeMeCTBO cobupalu
OUIIE TPOBAHMEM IIOH BaKyyMOM, IIpOMHBaJIM IOXM M CymiMJIM B BaKyyMe C
nojiyyenuem 2,09 o (15,13 mMoJsib, 85%) LeJjleBOT'O MNPOOYKTA.

Npumep 2

[lolyyeHne TpeT-0yTMJI 2-0KCO—-2,3-mnuruipo (4,5,6,7-Dy)-1H-1,3-
BeHszoOMasoJ—-1-KapbokcuiarTa:

B KPYIJIOODOHHYK TpPexXTOopJiyl KoJOy eMrocThi 100 My, CHaOXeHHYIO
MemaJKoMm 7 BXOIOM/ BEIXOIIOM oJidg asora, 3arpyXaim 2,3-
ourmpopo (4,5, 6, 7-Dy) 6euzonnazon-2-od (1 sxe., 2,09 7, 15,13 MMmOJB)
n 40 w1 cyxoro [IMOA. K yKa3aHHOMY IIepeMelMBaeMOMy PacTBOPY
nopuuaMy nobaBagasam Imuopun Hatpusa (1,1 »sxe., 197 mr, 8,200 MMOJIB)
M  peakuMio OCTaBJAJIM IpM Tex Xe YycJoBuMAxX Ha 1,5 wyaca. Tlo
NUCTeUeHUM 3TOTO nepmona no%aBJIgaIn infe) KallJiaMm OU—TpeT—
dyruiaoukapdonar (1 »sxe., 3,30 1, 15,13 MMOJb), PACTBOPEHHHM B 8
MJI cyxoro JMOA, »M OCTaBJAIM OJII B3aMMOIEMCTBUSA B TeueHMe 3
JacoB. BzauMonmencTBuEe 3aBEPUNIIOCE, peaxkumo obpabaTHBaJU

HacChHleHHEIM pacTeopoM NH,Cl, zarTem pasfarisain H,O M sKCTpaIlMpoBaJiu

4 x 50 M EtOAc. OpraHudeckue OQpakuuM OOBEOVMHANIM, CYIMJIM Hal
Na,30,, buJIE TPOBANN n KOHILIEHTPUPOB AN nocyxa B BakKyyMe.
[IoJIydeHHEM TakuM 00pasoM HEOUMIEeHHHY MaTepuall ouMmaliyv, OIPOBOIUIIN
XpoMaToTpadmuio Ha cwinkareyge (Biotage ISOLERA™, xaprpumxk KP-Sil
50g, smoupysa IpamueHToM Cy:EtOAc or 90:10 mo uymcroro AcOEt) c
nojiydenveMm 3,14 o (13,15 MMoJib, 87%) 11eJIeBOTO COeIMHEeHMd.

puMep 3

INoJslydyeHMne TpeT- 0y TUJI 3- (3—-xJopnponmi) —2-0KCco—2, 3—
ourunpo (Dy) —1H-1, 3-6eHz30mma3oJi-1-kKapbokcuiaTa :

B TpexTopiyl KpPpYyIJIOOOHHYI KOJOy 3arpyXajln TpeT-0yTui-2-
okco-2,3-murunpo-1H-1, 3-Benzonmuaszoi-1-kapbokcuyuaT (1 zxB., 3,134

v, 13,15 Mmosbr) B 60 M cyxoro IMOA U IepeMelMBaIM IIPUM KOMHATHOM
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TeMIlepaType. K yKaszaHHOMY pPacTBOpY MHopuMaMM KapboHaT kaiausa (3
PKB., 5,452 1, 39,45 MMOJB) ¥ peakKUUB© OCTaBJAIM IIPU TexX Xe
ycioeuax Ha 30 MmHyT. Ilocile BTOIO K pacTeoOpy HoDaBJjalIM 1-0OpoM-3-—
xJjopnponal (1 »xe., 1,300 wu, 13,15 MMOJNIBE) M IIepeMellMBaJiM IIPHU
KOMHATHOM TeMIepaType B TeuUeHMe HOUM. 3aTeM peakUMl TacCulM IyTeM
pasbapjieHusa sTuialeTaToM (EtOAc) m H,O. CiioM pasielsaiv M BOIHY
bazy srcTparmporasn 3x25 M EtOAc, opraHUUecKMe CJIOM OOBeOMHSAJIN,
IIPOMEIBAJIM COJIEBEIM pPacTBOPOM, cCymmiaM HaXd Na,S04, ouiabTpoBalM U
KOHLEHTPUPOBAJM HOCyXa B BakyyMe. IIOJIydeHHHM TaKuM 0Opa3oM
HeOouu e HHEI MaTepurall ouumalu, OIPOBOOUIIU XpoMaToIrpaduo Ha
cunmkarejse (Biotage ISOLERA™, «xkaprpumx KP-Sil 50g, osioupys
rpanueHToM Cy:EtOAc orT 90:10 mo Cy:EtOAc 1:1) C HDOJy4YeHUEM
IeJileBoTro coenmmHeHmda (3,929 r, 12,48 mMmmoiwb, 95%).

Dpumep 4

[ToslyueHue 1- (3-momnponwui) -2, 3—ourmuapo (4,5, 6, 7-Dy) -1H-1, 3-
BeHz30IMa30JI-2-0Ha:

B KpPYIUVIOODOHHYK KOJIOY eMKOCTbI 250 M 3arpyxXalM TpeT—-O0yTuii-
3- (3-xJopnponmi) —2-okco-2, 3—aurunpo (Dy) —1H-1, 3-6eH30anaszsoj—1-
kapbokcujyar (1 »xB., 3,929 1, 12,48 MMOJb), PacTBOpeHHHM B 100
MJI AaleTOHUTpWJa, U IepeMelMBaJM OpYM KOMHATHOM  TeMIepaType.
lMopumsaMy DOOaBRJSIM WVoOouI HaTPUSA (4,5 »>kB., 8,417 1, 56,10
MMOJIB) , M YKaz3aHHYK PpPeaKUMOHHYI CMeChb Hal'peBalM C OOpaTHEM
XOJOIMJIBHUKOM B TeueHMe Houu. Ilocye OxXJaXIeHVsa OO KOMHaTHOM
TeMIIepaTypPH pPeakKIMOHHYI CMeCch OOUIILTPOBAJIM M PACTBOPUTENL YIaJAalIu
B BakyyMe. [TIoJIydeHHEM  TakyuM 00pas0oM  HeOUUIeHHHM  MaTepuall
ouumau, IPOBOIOUIIN XpoMaToIpaduno Ha cunmkarese (Biotage
ISOLERA™, xaprpumx KP-Sil 100g, osmoupys TpaIMeHTOM OT UMCTOTO
IOXM po umcToro JIOXM:MeOH/1:1) ¢ [OJydeHMEM IIeJIeBOTO COeOMHEeHUA
(3,631 », 11,86 MMOJIL, BHXOO 95%).

OpmMep 5

INoJslydyeHMne 1-{3-[4- (5-xJgop-2-okco-2, 3—gurugpo-1H-1, 3-
BeH30OMa30JI~ 1 —WJI) IUnepunuua—1-mi] nponui} -2, 3—oguruapo (4,5, 6, 7-Dy) -
1H-1, 3-BeH30amas30Ji-2-0Ha (coenmmHeHNVe 2) :

B kpyIJIOODOHHYK KOJOy emMkocTh 500 M 3arpyxaam 5S-xJjop-1-

(munepunuua-4-wi) -2, 3—ogurunpo-1H-1, 3-6enzsonmuaszoyi—-2-oH (1,2 BKB.,
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3,582 1, 14,23 wmMoJb), pacTeopsain B 250 M cyxoro TI'GO m 25 wmn
cyxoro JMOA. VYKasaHHHBM pPacTBOP IepeMemMBajlM B aTMochepe asoTa
IpM KOMHATHOWM TeMIepaType, 3aTeM B TeueHMe 10 MMHYT IO KallJaM
no®aBJgaaM pacTBop 1- (3-Mommnponwui) -2, 3-aurunpo(4,5,6,7-Dy)-1H-1, 3-
eHnzonmaszojyi-2-oHa (1 »xB., 3,631 1, 11,86 MmMoJe) B 120 MJI CYyxXOTO
TI'®. IIoJIydeHHEM XeJITEM PacTBOP IIepeMelMBaJiM B TeueHMe 2 U Iepen
3arpyskon kapboHaTa kaguga (1,5 »xB., 2,458 v, 17,79 MMOJNB) U
IepeMemrpeajdM IIpM KOMHATHOM TeMIepaType B TeueHMe 48 U 1o
MCUEe3HOBEHMSA XKeJITOT'O ILBeTa. PeaklMOHHYKD CMeEChH buie TPOBAJIN,
TBEepOOe BelleCcTBO HIpoMeBaIM EtOAC u  QuIbLTpaT KOHLEHTPUPOBAJIN
oocyxa B BaKyyMe. I[IOJIydeHHHM TaKyuM oO0pa30M HEOUMIIEHHHM MaTepMall
nomBepralM XpoMaToTrpaduu Ha  CuJIMKareie (Biotage ISOLERA™,
KapTpumx KP-Sil 340 g, »aoupyd TIpagueHToM [IXM:MeOH oT 98:2 1o
IXM:MeOH/1:1). Ilo OKOHUaAHMM IIpollecca OUMCTKM MoJiydyanu 3,245 1
(7,45 MMOJIb, 64%) 11eJIEBOTO COeIVIHEHU A 2 B BUIOE BeJioTo
KPUCTAJIJIMUECKOTO TBEepOOI'O BelleCTBa.

BapraHTEH pealu3allMy HaCTOoAMEeIo MU300peTeHMsa, IIOKa3aHHbBe U
ONMCaHHHE B HacTodleM OnMCaHuu, npelCcTaBJIART cobon JINIIb
KOHKPEeTHEEe BapWMaHTH PpeaJM3allMy, BHIIOJIHEHHHE aBTOpaMM HaCTOAMEeIo
n3o0bpeTeHrss, KBaJIMOUMUUPOBAHHEIMM B IHaHHOM 00JacTM TexXHUKU, U
HMKOMM 0O6pa30oM He OoTpaHMUMBaKLT o00BeM HacToAmero M300peTeHud.
CllenoBaTeJbHO, npenmnojlaraeTcs BO3MOXHOCTB OCYIEeCTBJIEHU A
Pa3JIMUHEIX M3MeHeHMuM, MOOMMKALMM WM 3BaMeHBl DSTUX BapMaHTOB
peanuzanuumu 6e3 OTKJIOHEHMS OT CYMHOCTM Uu300peTeHMS B oO0BLeMe
HMXecJenvome ©GQopMyJiH M300peTeHMa. Kaxmasd M3 IPUMBEOEHHEIX CCBIJIOK

B IIOJIHOM OOBEeMe BKJIIUEeHa B HacTodlee M300peTeHMUE.
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®OPMVIJIA MBO0OEPETEHNA
1. TepameBTuUYecCcKUi croco®, BKJIOYAKINWIY BBeIeHMe IMIalMeHTy,
HyXIanleMyCcsd B STOM, IeMTePUPOBAHHOTO INOMIEPMIOHA IJIS OOJIeTUYeHUS
paccTponcTBa, B KOTOPOM VYKaB3aHHOE pPacCCTPOMCTBO BHOPAHO M3
TPYIIE, COCTOAmMEeM M3 TacTpollapesa, TOMHOTH, He CBA3aHHOM C
TacTpolapesoM, PBOTH, He CBSA3aHHOM C TacTpollapesoM, TOMHOTH,
CBABAHHOM C TacTpollape3oM, PBOTH, CBSI3aHHOM C TacTpollapesoM,

HeIJOCTaTOUHOM JlaKTalMM M MX KOMOMHALIMM.

2. Criocot yBeJMueHUA DSOPeKTUBHOCTHU JieUueHMda  3aboJjieBaHudg
OOMIIEPUIOHOM y nauueHTa, BKJIIOU a0MUM BBeIeHMe naumMeHTy,
HYyXIaKlleMyC S B 5TOM, ooMIlepMUIoHa B YCJIOBUAX, CHMXAKMMX

MeTab®oJIM3M OOMIIEPMIOHA II0 CPaBHEHMI C YCJIOBUAMM, MOPUBOIANMMMU K
HOpPMAaJIbHOMY MeTadoIn3My OOMIIEPUIOOHA, n/mim YBeJIMUMB a1
BMOOOCTYIIHOCTE IOMIIEPUOOHA .

3. Cnoco® mo m.l mim 2, OTIMYAIMNICS TeM, UTO BBeImeHMe djz-—
oerTepUpOBaHHOM bopMEL IOMIIEPMIOOHA yMeHbIlaeT MeTaboJIM3M
ooMriepuaoHa B OoJbllel cCcTeneHu, uYeM dg-IerTepupoBaHHas dopMma
IOOMIIEPUIOOHA .

4, Cnoco® no n.l wimm 2, oTJMYamUMCcId TeM, UYTO CIocoB
BBeIeHUSS CHMXaeT MeTad®oJM3M OOMIIEePHIOHA .

5. Cnoco® no n.l wm 2, oTJMYamUiCcad TeM, UYTO COCTaB
IOMIIEPUIOOHAa YBeJMUMBaeT OMOOOCTYIIHOCTL IOMIIEPMIOHA.

6. Cnoco® 1o .3, OoOTIMUaKmMiCcg TeM, UTO YKasz3aHHHEe BBOIVMHE
coeIMHEeHMS  BHOpaHb M3  TPYIIIH, cocTodmer M3 COeIMHeHuMr 2,
coemguMHeHUsa 3, coenmmMHeHusa 4, coemuMHeHMs b5, coeIMHeHUS 6 U UX
KOMOMHALIN .

7. Cnoco®6 no n.l wim 2, OTAMYAMUNMCS TeM, UTO OOMIIEPMIOH
BBOIOAT IOCPeIOCTBOM cHocoba BBeleHUS, BHOPaHHOTO U3 TPYIIIH,
cocrTodmey M3 CcyOIMHIBaAJLHOTO BBeleHMs, TpaHCOepMaJlbHOT'O BBeIdeHUA
¥ MX KOMOMHALMM.

8. Cmoco® mno m.6, OoTJMUaAlMIUMCI TeM, UYTO IOMIEPUIOH BBOIAT
CcyOIMHTBAJILHO B COCTaBe, BHOpaHHOM M3 TPYIINHE, COCTOAmMEN U3
TabJeTKM, IIJIEHKM, alspo30Jid M MX KOoMOMHAILIWMA.

9. Crnoco® mo n.l wimM 2, oTJIMUalIUica TeM, UYTO YyBeJIMUueHHasd
Jiomalb TIOBEPXHOCTM COCTaBa, COCTOAMEero M3 YacTHul IOMIePpMIOOHAa,

yBeJMUMBaeT OMOOOCTYIIHOCTD ITOMIIEPMIOIOHaAa .
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10. Cnoco6 no 1.9, oTaMyanmmMica TeM, UYTO IOMIEPUMIOOH BBOIAT
B CcoCTaBe, BHOpaHHOM M3 TPYIIH, COCTOAMeM U3 MUKPOUaCTUI U
HaHOYaCTHUII.

11. Cmoco® mno n.l wim 2, oTJIMUanmUycad TeM, UYTO coIepXaHue
BBOOVMOT'O IOOMIIEpPMIOHa cocTabJjdgeT oT 0,5 Mr mo 100 wMr.

12. Cmoco® mno n.l wim 2, oTJIMUalmUyCcd TeM, UYTO coIepXaHue
BBOOMMOT'O IOMIIEpUIOHa cocTasJysgeT oT 0,05% mo 10,0%.

13. Cmoco® mno n.l wmim 2, oTJIMUalmMUycad TeM, UYTO coIepXaHue
BBOIMMOTO OOMIIepHIOHa cocTabjgeT oT 0,07 Mr/xr mo 1,43 MrO/Kr.

14. Cmooco6 mno n.l wim 2, oTJIMUalmUyicad TeM, UYTO coIepXaHue
BBOOMMOT'O IOOMIIEPUIOOHa cocTaBjsgeT oT 1 MI' mo 60 Mmr.

15. Cnoco6 mno n.l wiM 2, OoOTJMUaAKIMMMCS TeM, UYTO CcoIepXaHue
BBOIOVMMOT'O HOOMIIEPMIOHa cocTaBJjgeT oT 0,1% mo 6,0%.

16. Cnoco6 mno n.l wiM 2, OoTJMUalmUMCSId TeM, UTO CcoIepXaHue
BBOOMMOTO IoMIepumoHa cocTaBjsgeT oT 0,014 mr/xr mo 0,86 MI/Kr.

17. Cnoco®6 mno n.l wiM 2, OoOTJMUalmMUMCAI TeM, UTO CcoIepXaHue
BBOIOMMOT'O HOOMIIEPMIOHa cocTaBJjdgeT oT 2,0 Mr mo 30 wmr.

18. Cnoco® mo m. 1 wim 2, oTJaMUalmMiCcad TeM, UYTO coIepXaHue
BBOOMMOT'O IOMIIEPUIOOHa cocTaBJysgeT oT 0,2% mo 3,0%.

19. Cmooco® no mn.l wimm 2, oTJIMUanmuyiica TeM, UYTO coIepXaHue
BBOIOMMOTO OOMIIepMIOHa cocTabjgeT oT 0,028 Mr/xr mo 0,43 MI/KI.

20. Crnoco®6 mo mn.l wiu 2, OoTJIMUalIUMCS TeM, UTO OOMIEPUIOH
obJieTyaeT TacTpollapes y IIallMeHTa.

21. Cnoco® mo n.l wiu 2, OoOTJMUaAKMUMCS TeM, UTO OOMIEPUIOH
obJjieryaeT IO MeHbBIIeM Mepe OIHO M3 TOMHOTH WMJIM PBOTH Kak
OTHOEeJILHHX PacCTPOMCTB, I[IOMMMO TOMHOTH WM PBOTH, BOSHUKIKX B
pe3yJibTaTe TacTpollapesa y IallMeHTa.

22. Crnoco® mno un.l wm 2, OTJMYAKIMMCS TeM, UYTO BBeIcHUE
IOOMIIEPUOOHAa BHOpPaHO M3 TPYINBE, COCTOAmMeM U3 IeUTepUMpOBaHHOMN
bopMEI, GOPMH C YBeJUUEHHOM ILJIOMAanbl I[IOBEPXHOCTHU, CYOJMHIBAJLHEM
oyTeM, TpaHCcOepMaJlbHEM Iy TeM, IepopajlbHEM IIyTeM Ha  OCHOBe
JIUIIMOOB M MX KOMOMHALIMM.

23. Cocrasr OOMIIepPMIOOHA, conepXxamum OOMIIEPUIOH—d, B
BricTpopacnamanmericsa TabjgeTtke (RDT) .

24, CocTaB IO 1I.23, OTIMYaAKIUMCA TeM, UYTO pPacTBOP WU

CYyCIIeH3HUA IJOMIIEPMIOOHa HaXxXoomnTc4d B GHMCTepHOIZ YIIaKOBKE n
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JIMOOUIM3MPOBAaHA C TOJIydeHMeM eIMHWUYHOM IOSBH.

25. CoctraB 1o 11.24, OTJIMYAIKMCSA TeM, UTO OOMIIEPUIOH
HaxXOOUTCHA B JUOOUIMBUPOBAHHOM CYCIIEH3UN.

26. CocTraB 1o 1mI.2b, omJIMYUaIMUiCcaS  TeM, yTO YyKasaHHasg
JIMOPUIIN3VPOBaHHAa A CYCIIeHBUS IOMIIEPUIOOHA COOEPXUT YaCTHILEH,
MUKPOHUZUPOBAHHEE YAaCTUUH M/UJIM HAaHOUACTUIIH .

27. CoenmuHeHUe, BHIOpaHHOE us3 TPYIIH, cocToqmen nus3
coeIMHeHUsa QOpMyJiIEL 1, TI'Ie IO MeHBIEM Mepe OIMH aTOM BoIopola
3aMeHeH Ha aToM JIeWTepusda, CcOeOMHeHMS 2, COeIMHeHMSa 3, COoeOMHeHUS

4, coemmHeHMA 5, coeIMHeHMS 6 U MX KOoMOMHAaLUM
H
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28. Crnoco® HOoJIYUeHMS COeOMHEeHMS II0 II.27, BKJIOYAIMMI

B3auMomedcrBue 1, 2-mmammHoBeH30Jla, comepxamero or 0 mo 4
ATOMOB IeNTepusa, C PeaKIMOHHOCIIOCOOHEM KapOOHMIILHEM COeIVHEeHMEM
C ToJIydeHMeM LMKIJIMYUeCKOTO MMMIA;

B3aMMOIeNMCTBMe VYKas3aHHOTO LMKJIMUEeCKOTO UMMIa C SalMTHOM
TPYNIOM C MNOJyYeHMeM MOHOBAMUIEHHOTO LIMKJIMUEeCKOTO MMMIA;

B3auMOIeicTBUE YKa3aHHOTIO MOHO3aIMIMEHHOT'O IMKIIMYECKROTI'O
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mvmaoa ¢ 1, 3-0MOYHKUMOHAJIBEHEM I[IPOM3BOOHEIM [IPOINWJia, COLepXallM OT
0 Do 6 aTOMOB IeWTepus, C IIOJyUYeHMEeM IIPOMeXyTOUHOTO COeOMHEHWUS;

B3aMMOIEVCTBMe YKa3aHHOTO IIPOMeXyTOUHOT'O COoeIMHeHusa C 5-
xJjjop—1- (4—-munepudHm) -1, 3—ourmapo—-2H-0eH3MMMUOa30JI-2—0OHOM; U

yIoaJleHre YyKa3aHHOU’ 3aMMUTHOM TPYIIIE oo WJII rocJe
B3aMMOINENCTBMSA YKasz3aHHOTO I[IPOMEXyTOUHOTO COeIOMHeHMs C b-xJjop-1-
(d-nunepunouuam) -1, 3-ourunpo—-2H-0eH3UMMIa30JI—2—OHOM.

29. Cocrasn OOMIIEPMIOOHA, conepXxamunn OOMIIEPUIOH—d, B
3aIl0JIHEHHOM XUOKOCTBIO KarcyJe, conepxamen BCIIOMOT'aTeJIbHEE
BelleCTBa, BHOpPaHHHE W3 TPYNINE, COCTOAMEN U3 JMUIUIOB, XUPHBX
KMCJIOT, [IOBEPXHOCTHO—aKTHBHEIX BelleCTs, pacTBOpUTeJSIEM U UX
KOMOMHALIUN .

30. Cnoco® mnoJsiydeHMI coeIMHeHud 2,

o HHHH 0
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B3auMOIelCTBHUe 1, 2-ouaMmHoBeH30J1a, comepxamero 4 aToMa
oenTepus, C PeakKUMOHHOCIIOCODOHEM KapOOHWUJIBHEIM COEeOMHEeHMEeEM C
INoJIydeHMeM HUKJIMUEeCKOTO MMMOA;

B3aMMOIENCTBME YKa3aHHOTO LUMKIMYECKOTO UMMIa C 3aluTHOU
TPYHOIIOM C TIOJIyYeHMEM MOHOBAMUIEHHOTO UIUKJIMUECKOTO MMMUIA;

B3aMMOIEeNCTRUE YKas3aHHOT'O MOHO3allUIEHHOT'O LUMKJINYECKOTO
nvmnoa ¢ 1,3-0MdYHKUMOHAJBLHEM I[IPOM3BOIHEIM [IpPONMJIa C [IOJIydeHUeM
IIPOMEXYTOUHOTO COeIMHEeHU;

B3aMMOIENCTBMEe YKas3aHHOTO TIIPOMeXyTOUHOT'O COoeIMHeHusa C 5-
xJjop-1- (4d-ttunepunmuaui) -1, 3—ournnpo-2H-0eH3uMNIa30JI-2—0HOM; U

yIoaJleHre YKa3aHHOU 3aMUTHOM TPYILIE oo W rocJie
B3aMMOIENCTBUA YKas3aHHOTO IMIPOMEeXyTOUHOTO COeOMHeHMsa C b-xJjop-1-
(d-nnniepunouuam) -1, 3-ourunpo—-2H-0eH3UuMMIa30JI—2—OHOM.

IIo DOBEepPeHHOCTHU



MW3MEHEHHAA ®OPMYJIA USOBPETEHUA
MonyyeHa MexayHapoaHbIM 610po 26 uioHA 2017 r. (26.06.2017)

1. TepaneBTUYECKMI CNOCOD, BKMIOYAIOLWIMA BBEAEHME MNALUMEHTY, HyXIaloWemMycsd B 3TOM,
AENTEPUPOBAHHOIO AOMNEPUAOHA Ans obneryeHus paccTponcTea, B KOTOPOM yKazaHHOE pacCTPONCTBO
BbIBpaHO U3 rpynmbl, COCTOSILLEN U3 racTponapesa, TOLHOThI, HE CBSA3aHHOI C racTtponapesomMm, pBOTbI, HE
CBSI3aHHOM C racTponapes3oM, TOLLUHOThbI, CBS3aHHOW C racTponape3oM, pPBOTbl, CBA3AHHOW C
ractponape3omM, HeZOCTaTOMHON mMakTauuM M ux KOMOMHauuMM, Npu YCNOBWUW, YTO AEWTEPUPOBAHHBLIN

AOMMNEPUAOH He aBnseTcs dg-40OMNEPULOHOM.

2. Cnocob yeenuueHuss 3MdDEKTUBHOCTM neyvyeHusa 3aboneBaHusi AOMMNEPUAOHOM Yy MaLUEHTA,
BKIIOYAIOLLMIA BBEAEHME MALUMEHTY, HYXXOAKOLWEMYCA B 9TOM, AOMMEPUAOHA B YCMOBUSAX, CHMKAKOLLMX
MeTabonuaMm AoMNepUAOHa N0 CPABHEHUIO C YCIOBUAMU, NPUBOASLUMMU K HOPMANbHOMY MeTabonuamy

JOMMEPUAOHAa, U/MNKU YBENUUUBAIOLLMIA OUOAOCTYNHOCTL AOMNEPUAOHA.

3. Cnoco6 no n. 1 unu 2, oTNUYaLNICA TEM, YTO BBEAEHME dy-AENTEPUPOBAHHON DOPMbI AOMMNEPUAOHA
yMeHbLUAeT meTabonusm aomnepuaoHa B GonblUER CcTeneHu, yem dg-aenTepupoBaHHas dopma

JOMMepPUIOoHa.

4. Cnoco6 no n. 1 unu 2, oTNNYatOLUIACA TEM, YTO CNOCOO BBEAEHUSI CHUXKAET MeTabonnam JoMnepuaoHa.

5. Cnocob no n. 1 unu 2, oTNUYaLMIACSA TEM, YTO COCTaB JOMMNEPUAOHA yBENMUMBaET BMOA0CTYNMHOCTb

JOMMNepPUIoHa.

6. Cnocob no n. 3, OTNMYalOLWMICA TEM, YTO YKasaHHble BBOAUMbIE COEAUHEHUS BblGpaHbl U3 rPyMmbl,

COCTOSILLEN U3 COEAMHEHUI 2, COeaUHEHUs 3, COeANHEHNUs 4, COeaNHEHNS 5 N X KOMBUHaLUA.

7. Cnoco6 no n. 1 unu 2, oTnMYaloLWmninca TeM, YTO AOMNEPUAOH BBOAAT NOCPEACTBOM cnocoba BBeaeHUS,
BbIBPAHHOIo M3 rpynnbl, COCTOALLEN M3 CYONUHIBaNbLHOTO BBEAEHUSA, TPAHCAEPMAanbHOrO BBEAEHNUA U UX

KOMOUHaLMN.

8. Cnocob no n. 7, oTnM4YaloLWmMnea Tem, YTo 4OMNEPUAOH BBOAAT CyONMHIBanbLHO B COCTaBe, BbIOPAHHOM

U3 rpynnbl, COCTOALLEN U3 TABNETKU, NNEHKU, a3P0O30Ss U X KOMOUHaLWA.

9. Cnoco6 no n. 1 unu 2, OTNMYAOLWMIACA TEM, YTO YBENMYEHHAs Mnowaab NOBEPXHOCTM COCTaBa,

COCTOSILLIErO U3 YacTuL, AOMMNEPUIOHA, YBENUUMBAET BUOAOCTYNHOCTL AOMINEPUAOHA.

10. Cnoco6 no n. 9, oTNMYaLLMIACS TEM, YTO AOMNEPUAOH BBOAAT B COCTaBe, BbIOBpaHHOM M3 rpynnbl,



COCTOSILLEN U3 MUKPOYACTUL, U HAHOYACTULL.

11. Cnoco6 no n. 1 unu 2, oTNUYaIOLLUIACS TEM,

ot 0,5 mr go 100 wmr.

12. Cnoco6 no n. 1 unu 2, oTNUYaIOLLUIACS TEM,
oT1 0,05% po 10,0%.

13. Cnoco6 no n. 1 unu 2, oTNUYaIOLLUIACS TEM,

ot 0,07 mr/kr oo 1,43 mr/kr.

14. Cnoco6 no n. 1 unu 2, oTNUYaIOLLUIACS TEM,

oT 1 mMr go 60 wmr.

15. Cnoco6 no n. 1 unu 2, oTNUYaIOLLUIACS TEM,
o1 0,1% 00 6,0%.

16. Cnoco® no n. 1 unu 2, oTNUYaIOLLIUIACS TEM,

ot 0,014 mr/kr go 0,86 Mr/kr.

17. Cnoco® no n. 1 unu 2, oTNUYaIOLLIUIACS TEM,

ot 2,0 mr go 30 wmr.

18. Cnoco6 no n. 1 unu 2, oTNUYaIOLLIUIACS TEM,
o1 0,2% 0o 3,0%.

19. Cnoco6 no n. 1 unu 2, oTNUYAIOLLIUIACS TEM,
ot 0,028 mr/kr oo 0,43 Mr/kr.

YTO coaepxxaHue

YTO coaepxxaHue

YTO coaepxxaHue

YTO coaepxxaHue

YTO coaepxxaHue

YTO coaepxxaHue

YTO coaepxxaHue

YTO coaepxxaHue

YTO coaepxxaHue

BBOAUMOIO AoMnepungoHa

BBOAMMOro AomnepuaoHa

BBOAMMOro AomnepuaoHa

BBOAMMOro AomnepuaoHa

BBOAMMOro AomnepuaoHa

BBOAMMOro AomnepuaoHa

BBOAMMOTO AOMNEPUAOHA

BBOAMMOTO AOMNEPUAOHA

BBOAMMOTO AOMNEPUAOHA

cocraBnseT

cocraBnseT

cocraBnseT

cocraBnseT

cocraBnseT

cocraBnseT

cocraBnseT

cocraBnseT

cocraBnseT

20. Cnocob no n. 1 unu 2, oTnuyatrowmiicd TeM, 4To AOMNEPUAOH obnervyaeT ractponapes y nauueHTa.

21. Cnoco6 no n. 1 uam 2, oTNNYaKLWUIACA TEM, YTO AOMNEPUAOH OBneryaeT no MeHbLUEH Mepe O4HO U3

TOLUHOTbI UK PBOThLI KaK OTAEJIbHbIX paCCTpOVICTB, MOMUMO TOLLUHOTbI UIMN PBOTbI, BO3HUKLLUUX B pe3ynbTaTe

racTponapesa y naumeHra.

22. Cnoco6 no n. 1 unu 2, oTAMYaloWMNCa TeEM, YTO BBEAEHWE AOMMNepuaoHa BbIGpaHO K3 rpynnbl,

cocToawen u3 opmbl, cocTosAen U3 YacTuy, obecneynBarowen GOpMy C YBENUYEHHOW MNNOLaabio



MOBEPXHOCTU, CYBGNMUHIBANbHLIM MYTEM, TpaHCAEpPManbHbIM MyTeM, MepoparnbHbIM MYyTEM Ha OCHOBE

NUNUA0B U UX KOMBUHALMIA.

23. CocraB goMnepuaoHa, coaepxalimin gomnepuaoH-d, B 6eicTpopacnagatouencsa tabnetke (RDT).

24. CoctaB no n. 23, OTAMYAKOLWMIACA TEM, YTO PACTBOP WNW CYCMNeH3uMs AOMMEpMAOHa HaAXOAWUTCHA B

OGNUCTEPHON yNnakoBKe U NMOUNU3MPOBAHA C NOMYYEHUEM €AUHUYHON A03bI.

25. CocrtaB no n. 24, oTnUYaoLWMincs Tem, YTo AOMMNEPUAOH HAXOAUTCA B MMOPUNU3NPOBAHHOW CYCNEH3UN.

26. Coctas no n. 25, oTnuyaoLwminca Tem, YTO ykazaHHass nnopunnanpoBaHHas CycrneH3ns gOMnepuaoHa

COAEPHUT YaCTULbl, MUKPOHU3UPOBAHHbIE YaCTULIbl U/MNIM HAHOYACTULIbI.

27. CoenHeHNe, BbIOpAHHOE U3 TPYNMbl, COCTOSALLEN U3 hOpMYnbl 1, e N0 MEHbLLEN MEPE ONH aTOM
BOAOPOAA 3aMEHEH Ha aToM AeWTepus, NpU YCMOBWUU, YTO HE 3aMEHEHbl LLUEeCTb aTOMOB BOAOPOAA,

COeANHEHUs 2, cCoeaNHEHNS 3, cOeaNHEHNS 4, COeAUHEHNST 5 U nX KOMBUHaLIMIA



28. Cnocob nony4yeHuss COeaAMHEHUA Mo N.27, BKNOYaOLLW I

B3aumogencTteme 1,2-guammHobeHsona, coaepxawero ot 0 oo 4 artomoB Aaentepus, ¢
pPeakUMOHHOCNOCOBHbLIM KapBOHUIbHBLIM COEAUHEHMEM C MOSTyYEHMEM LIMKITUYECKOTO UMUAA;

B3aUMOJEWNCTBME YKA3AHHOIO LMKIMYECKOr0 MMuMaa C 3alUMTHOM TPynnon C NONyYeHUeM
MOHO3ALLMLLEHHOTO LMKITMYECKOro UMUAA;

B3aMMOAEWNCTBUE  YKa3aHHOro MOHO3aLUULLEHHOTO LMKITMYECKOTO mmmga ¢ 1,3-
OUdYHKUMOHANbHLIM MPOM3BOAHLIM Nponuna, coaep)atumm ot 0 4o 6 aTOMOB AeNTepuUsi, C NONyYEHUEM
NPOMEXYTOUYHOTO COEAUHEHUS;

B3aMMOAENCTBUE YKA3AHHOIO MPOMEXYTOUYHOro coeauHeHuda ¢ 5-xnop-1-(4-nunepugnuHun)-1,3-
anrnapo-2H-6eH3nMnaason-2-oHoM; u

yAaneHue yKasaHHOW 3alUMTHOW Trpynnbl A0 WNM  Mocne B3auMOAEWCTBUA  YKa3aHHOro

NMPOMEXKYTOYHOrO coeaAnHeHus ¢ 5-xnop-1-(4-nunepunannun)-1,3-aurnapo-2H-6eH3MMmnaa3on-2-oHoMm.



29. CocraB aomnepuaoHa, coaepawmm aomnepuaoH-d, B 3aNONHEHHOW XXMAKOCTbIO Kancyne,
coaeprkallent BCMOMOraTenbHble BELLECTBA, BblOpaHHblE M3 TPynMbl, COCTOALLEN U3 NMUMNUAOB, XXMPHbIX

KMCNOT, NOBEPXHOCTHO-AaKTUBHBIX BELLIECTB, PACTBOPUTENEIH U UX KOMBUHALIMIA.

30. Cnocob nonyyeHus coeuHeEHUs 2,

N
N7 Q\N NH
HN D

D D 2
Cl
D
BKMIOYAOLLMIA:
B3auMoOgeNCTBUE 1,2-guammHobeHsona, coaeprkawiero 4 atoma aentepus, c

pPeakUMOHHOCNOCOBHbLIM KapBOHUIbHLIM COEAUHEHMEM C MOSTyYEHMEM LIMKITUYECKOTO UMUAA;
B3aUMOZEWNCTBMUE YKA3AHHOTO LMKIMYECKOr0 MMMAa C 3alUMTHOM TPYNMnon C NONyYeHUeM
MOHO3ALLMLLEHHOTO LMKITMYECKOro UMUAA;
B3aMMOAEWNCTBUE  YKA3aHHOro MOHO3aLUULLEHHOTO LMKNTMYECKOTO mmamga ¢ 1,3-
BUMYHKUMOHANBHBLIM NPOU3BOAHLIM NPONUMA C NONYYEHUEM MPOMEXKYTOUHOTO COEANHEHUS;
B3aMMOAENCTBUE YKA3AHHOIO MPOMEXYTOUYHOro coeamHeHuda ¢ 5-xnop-1-(4-nunepuanHun)-1,3-
anrnapo-2H-6eH3nMnaason-2-0HoMm; 1
yAaneHue yKasaHHOW 3alUMTHOW Trpynnbl A0 WM MOcne B3auMOAEWCTBUA  YKa3aHHOro

NMPOMEXYTOUYHOTO COeAMHEHUS C 5-xnop-1-(4-nunepuaunnHun)-1,3-gurnapo-2H-6eH3Mmmnaason-2-oHom.
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YpoBHH B IJ1a3Me 103 peepeHTHOro COSTNHEHNS H aHAJIOTOB

¢ HopManu3auuei 10 10 MI/Kr npu nepopasbHOM BBEIEHHUHU KPbICaM
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10 mr/kr nmepopajibHO JoMmnepuioH Coenunenue 2 (d4) | Coenunenue 6 (ds)
Cmax, HT/MJI 340 £ 51 254 £31 429 + 21
tmax, 1 0,7+£0,3 2+0 2+0
AUCo+, Hr*u/ma 1732 £238 2042 £ 422 2291 + 469
AUC -0, HT*u/Mn 1482 £ 211 1456 £ 301 1633 £ 335
ti, u 3.6+0,6 3+0,1 3.6+03

CpenH. + cTang. oTki., n=3

Jo3a HopmanuzoBaHa a0 10 mr/kr

oUr'. 1B
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BricBOOOKIEHNE IEKAPCTBEHHOTO CPEACTBA B % M3 HacTei

JIEKapCTBEHHOH (POPMBI C HEMEJIEHHBIM U TIPOJIOHTHPOBAHHBIM

Mopnenb npoduis GIOPOrIyLUHOIA U3 JEKAPCTBEHHOH (HOPMBI ¢ MOAH(DULIPOBAHHBIM

KoHm. B mna3zme
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