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OIIMCAHUE U30BPETEHUSA
2420-573221EA/019
HNEPOPAJIBHAA ®PAPMAINNEBTHUYUECKAA KOMITIO3UIIUA

O0nacTb TEXHUKH

Hacrosiiee n3o0pereHre OTHOCUTCS K MEepOpajbHOM (papMaleBTUYeCKOH KOMIIO3HULIHY,
conepskamieit conb 7-[4-(4-6er3o[b]ruoden-4-mn-munepasus-1-mn)dyTokcu|- 1 H-xuHOMMH-2-0Ha
(Oonee mpeAnoOYTHTENLHO, MEPOPATbHON (apMaLeBTHYECKOH KOMIO3HUIMU C KOHTPOJIUPYEMbIM
BBICBOOOXKIeHHeM) 1 nofgoOHbIM. ConeprkaHue BCeX NOKYMEHTOB, YIIOMSHYTBIX B HACTOSIIEM
OIMCAHUH, BKJIIOYEHO B HACTOSLIHI JIOKYMEHT MOCPEICTBOM CCBHLIKH.

Y pOBEHBb TEXHUKU

7-[4-(4-benso[b]Tnodpen-4-unnunepasun- 1 -mn)oyrokcu |- 1 H-xuHONMMH-2-0H (B
nanpHeimeM Takke oOo3Hauaemblil kak coenuHeHue (I) wimm OpexcnmIipas3o) MM €ro CoJib
o0nafaeT YaCTUYHBIM ArOHUCTUYECKUM JAeHCTBUEM B OTHOLIEHUH A0(GaMHHOBOTO peuentopa D,
AHTArOHUCTHYECKUM JIefiCTBUEM B OTHOLIEHHH CepoTOHMHOBOro penentopa 5-HT,x wu
AHTArOHUCTHYECKUM JICHCTBHEM B OTHOLIEHHUHU aJpeHePruiecKoro peuenropa o,. B nononHenue
K 9TUM paeictBusaM, coenunenue (I) mmm ero comp 00nanar0T MHMHOMPYIOLIMM JEHCTBHEM Ha
3axXBaT CEPOTOHMHA (UM MHTUOUPYIOIIMM JEHCTBHEM Ha OOpATHBIN 3aXBaT CEPOTOHHMHA) U, KaK
U3BECTHO, O0JAal0T IMUPOKHM TEPANEeBTUYECKUM CIEKTPOM IPpH 3a00JIeBAHUSIX LIEHTPAIbHOM
HepsHoii cucrembl (LIHC) (B uactHocTH, musodppenun). ([Tatentnas nuteparypa (PTL) 1).

Crucok UTHPOBAHUS

[TaTenTHas nurepatypa

PTL 1: JP2006-316052A

CymHocTh H300peTeHHst

TexHuueckast mpodiema

IMpu neuenun 3abonesanuii [[THC, Takmx kak mm3odpeHusi, OObIMHO Ba)KHO, YTOOBI
JIEKapCTBO MPHUCYTCTBOBAJIO B IJIa3Me B TepaneBTHYECKU 3P (HEKTHBHOM KOHIIEHTPALIMU B TEYSHHE
IUTMTEJIBHOTO Tepuoja BpeMeHH. Takum oOpa3oM, (apmarieBTHUECKass KOMIO3ULUS ISt
NepOpaIbHOTO BBEICHMSI, KOTOPYIO MOKHO BBOAMTH C HU3KOW YaCTOTOM, MOJIE3HA, TOCKOJIbKY OHA
MOBBILIAET KOMIUIAEHTHOCTD MALMEHTa U CHIKAET YaCTOTY PELIMIMBOB BO BpeMs jiedeHus. UToObI
NOJIYyYUTh (PapMALEBTHYECKYI0 KOMIIO3HLMIO Uil MEPOPAIbHOrO BBEAEHHS, KOTOPYHO MOKHO
BBOJUTb C HHU3KOW YaCTOTOH, MOXKHO PacCMOTPETb BO3MOXKHOCTb TMOJIYYEHHsS KOMITO3HULIUH,
cozepsKalleil BBICOKYIO 03y aKTUBHOTO MHTpearenTa. OqHaKOo AJisl MOAep KaHUsl KOHLIEHTPALIUH
B KpoBH, 5(dexkTuBHON aisi JiedeHHs, AKTUBHBI HHIPEIUEHT [OJUKEH HENMpPEPbIBHO
BBICBOOOKIATHCS U3 KOMIO3ULMH C COOTBETCTBYIOIIEH CKOPOCTBIO, MPEIOTBpallas Ype3MepHOe
BBICBOOOKIEHHE TIOCIIE BBEICHHUS M3-3a (PAKTOPOB, KACAKOLIUXCS JKUBOTO OPraHU3Ma.

Ipu neuennu mm3odpeHnu ¢ ucnosbp3oBaHueM coenrnHenus (1) i ero cosu B HaCTOsIIIEE
BpeMsi PEKOMEHIyeTCs MepopajbHOe BBeAE€HHE OAMH pa3 B cyTku. OQHAKO, MepopaibHOe
BBE/IEHHE OJMH pa3 B CYTKU CO3JAaeT 4Ype3MepHOoe OpeMsi AJisi MHOTHX MalMeHTOB, KOTOPHIM
TpedyeTcsi muTeIpbHOe BBelNeHHE. TakuM o0pa3oM, CyIIeCTBYeT MOTPEOHOCTh B MEPOPATBHHO

BBOI[I/IMOI\/'I (I)apMaL[eBTH‘{eCKOfI KOMITIO3HIIHNH, HOZ[XOI[S[IJ.ICI\/'I JJIA MEHEC 4aCTOro BBCACHMs, YUCM



OJTHOKPATHOE €XKETHEBHOE BBEACHNUE.

Pemenne npobiaembl

ABTOpBI HACTOSIIETO U300PETEHNUS MPOBENN OOLIMPHBIE UCCIENOBAHHUS M OOHAPYKHIIH,
BIIEPBbIE, KOMITO3UIIHIO, COAEPIKAIIYI0 coib coequHenus (1) B kauecTBe nmepopasbHO BBOJUMOMN
(bapMaLIeBTHUECKYIO KOMITO3ULIHIO, TOAXOASIIEH 111 MEHEee YaCcTOTO BBEACHUS, YeM OTHOKPATHOE
€KETHEBHOE BBE/ICHHE.

Hacrosimee omnucanue BKIIOYAeT, HApUMep, OOBEKTHI, ONHCAHHBIE B CIEAYIOIINX
MYHKTax.

Ilynkr 1.

Teepnas nepopanbHas ¢apMaLeBTHUECKAsT KOMIO3ULINSA c
KOHTPOJIMPYEMBbIM  BBICBOOOXKZIEHHEM,  conmepkamasi  coib  7-[4-(4-Oenso[b]ruoden-4-
winunepasuH-1-mn)oyrokcu |-1H-xuHonnH-2-0Ha B Ka4yecTBe AaKTUBHOTO WHIPEOUEHTa U
JOTIOTHUTEIbHO COieprkaliiast oOaBKy, COAEPIKALIYI0 HOH, OOIIUH C COJIBIO.

ITynxkr 2.

Komno3uuus no nyHkTy 1, OTIHUaromascs TeM, 4TO aKTUBHbBIN HHTPEUEHT NPEICTaBIIAET
coboii conb (hymMapoBOW KHCIOTHL, COJb (HOCHOPHOH KHCIOTHI, COJIb XJIOPHUCTOBOIOPOIHOM
KHCIIOTBI, COJIb CEPHOI KUCIIOTHI, COJIb JIMMOHHOHN KUCIJIOTBI MJIH COJIb BUHHOHN KUCJOTHI 7-[4-(4-
6enzo[b]Troden- 4-unnunepasus- 1-wn)dyrokcu]-1H-xunonun-2-oHa.

IlynkT 3.

Komnosuuus mo m.1, OTIMYaroImascsi TeM, YTO AKTUBHBIA HHIPEIMEHT MPENCTABISET
co0oit conb (GymapoBoit KuciaoThl 7-[4-(4-0enzo[b]Trnoden-4-unnunepasus-1-mn)oyrokcu]-1H-
XUHOJIMH-2-0Ha, U N00aBKa, COnmepsKaliash WMOH, OOIIMH C COJIbIO, MPENCTaBsieT COOOH, Mo
MEHbIIEH Mepe, OIWH 4IEeH, BBIOPAHHBIA W3 TPYIIbI, COCTOSIIEH U3 (yMapoOBOH KHCIOTHI,
¢dymapara MOHOHATpUA U PyMapaTa TUHATPUS.

IlyskT 4.

Komnosznumss mno mobomy ©3 TOyHKTOB 1-3, JIONOJHUTENBHO  COAep Kaiast

>
BOJOPACTBOPUMBIN MOJUMEDP HA OCHOBE LIEJUTIOJIO3bL.

IlyHkT 5.

Komno3unus no n.4, oTnuyarmasacs TeM, YTO BOJOPACTBOPUMBIN MOJIUMEP HAa OCHOBE
LIEJUTIOJIO3BI TIPEACTABIsIeT COOOH, MO MEHbIIEH Mepe, ONUH YIEH, BBIOPAHHBIA W3 TPYIIIHL
COCTOALIEH W3  TI'HAPOKCUNPONWIMETHILEIIOIO3bL,  T'MAPOKCUNPONWILEIIOIO3bl U
METHUJILIEIUTIOJIO3bI.

IlyHkT 6.

Kowmnosnuus o mo0oMy U3 myHKTOB 1-5, KoTOpasi mpeacTaBisieT COO0H KOMITO3ULIHIO JIJIsT
OCMOTHYECKOTr0 HACOCA.

Ilynkr 7.

Komnosuius no nyHKTy 6, OTIUYAOLIASCSA TEM, YTO KOMIIO3ULIMA OCMOTHYECKOIO Hacoca
COZIEPIKUT CJIOH JIEKAPCTBEHHOI'O CPEACTBA, COAEPKALUIA BOAOPACTBOPUMBII TOJIMMEDP HA OCHOBE
LEJUTFOJIO3BL.

Ilynkr 8.



KomMno3uiuusa mo myHKTy 7, OTJIMYArOLIAsCs T€M, YTO BOAOPACTBOPUMBIN MOJHUMEP Ha
OCHOBE LIEJITFOJIO3bI MTPEICTABIISET COOOH MUIPOKCUTIPONIIMETUIIIEIUTFOIIO3Y .

IlyHkT 9.

Kommnosunus no mro6omMy 13 MyHKTOB 1-5, KOTOpasi mpeAcTaBiisieT cOOOM THIPOTeNIEBY IO
KOMITO3UIIUEO C MTPOJIOHTUPOBAHHBIM BBICBOOOKICHHUEM.

Ilynkr 10.

Kommosuiius o nyHKTY 9, comeprkainasi SHTEPOCOTIOOMIBHOE MTOKPBITHE.

Ilynkr 11.

Komnosnuus no mobomy u3 nyHkroB 1-10, comepkamias or 5 mr 1o 60 Mr akTHBHOTO
UHTPEeNNeHTa B Iepecuere Ha maccy 7-[4-(4-Oenso[b]ruoden-4-unmunepasun-1-mm)oyTokcu]-
1H-xuHONMMH-2-0Ha.

Ilynkr 12.

Komnosunus no mobomy u3 myHKTOB 1-11, oTiM9aromasicsi TeM, 4TO KOHLIEHTpaLUs B
KpOBU 7-[4-(4-6en30[b]TrHod eH-4-unnunepasun-1-un)oyrokcu|- 1 H-xuHOMH-2-0Ha B
CTaOMJIBHOM COCTOSIHUH NP NEPOPATbHOM BBEACHUH Y€JIOBEKY IOIAECPIKUBAETCS B TUANA30HE OT
15 ar/mn no 400 Hr/mn B TeueHue 1 Henemnm.

ITynkr 13.

Komnosunus nmo mobomy u3 nmyHKTOB 1-12, mpenHasHadyeHHast Ui NMPUMEHEHUs TPH
BBeZeHUU conu  7-[4-(4-Oen3o[b]tuoden-4-unnunepasus-1-uin)oyrokcu|- | H-xuHonMH-2-0Ha
OZIMH pa3 B HEJEJIO B 103€ OT 5 Mr 10 60 Mr B epecyere Ha Maccy CBOOOJHOTO OCHOBAHUSI.

Ilynkr 14

Komnosuuus no modomy w3 nmyHKTOB 1-13, mpenHa3sHaueHHAst IJIsl MPUMEHEHUS IS
npoQHIIAKTUKH WU JieueHus 3a001eBaHus LEHTPaIbHOM HepBHOH cuctembl (LIHC).

Ilynkr 15.

Komnosuuus no nyHkty 14, rae KOMIO3UIMS MpeIHA3HA4YeHa Ui MPOQUIAKTUKH HIIH
neuennss 3aboneBanust [[HC, BBIOpaHHOrO W3 Tpymmbl, CcOCTOSIIEH W3 LIU30(PEHHH,
PE3UCTEHTHON K JIEUEeHUIO, pedpaKTepHOW MU XPOHUYECKOU IMU30(PPEHHUH, SMOIMOHAIHHOTO
paccTpolCTBa; TCUXOTHYECKOTO PACCTPOICTBA, TMEpPenajioB HACTPOEHHS;, OUMOJSIPHOTO
paccTpoICTBa; NENMpPecCUur, SHIOTEHHOU nenpeccuu; OOJBINON NeNpecCHr; MEJaHXOIUMYECKON U
PE3UCTEHTHON K JIEUEHHUIO JENpecCUM; AUCTHUMHYECKOrO PpacCTPOMNCTBA, LMKIOTUMHYECKOIO
paccTpoiicTBa; TPEBOKHOTO PACCTPONCTBA; COMAaTU3UPOBAHHOIO PACCTPONCTBA; CUMYJISITUBHOTO
pPacCTpONCTBA, AUCCOLMATHUBHOIO PACCTPOMCTBA, IOJIOBOIO PAaCcCTPONCTBA, PACCTPOMCTBA
MHUIIEBOT0 MOBEAEHMSI, pACCTPONCTBA CHA, PAaCCTPOICTBA ajaNTalllK;, PaCCTPONCTBA, CBA3aHHOIO
¢ ynotpeOiieHneM TNCHXOAKTUBHBIX BEILIECTB;, aHTeJOHUH, Opena; KOTHUTHBHBIX HApYIICHUH,
KOTHUTHBHBIX HapyIIEHHH, CBA3aHHBIX C HEHPOIEreHepaTUBHBIM 3a00JI€BAHNEM, KOTHUTHBHBIX
HapYIIEHHH, BBI3BAHHBIX HEHpOIereHepaTUBHBIM 3a00IeBaHNEM; KOTHUTUBHBIX HAPYILICHUH TIPU
130 PEHNH;, KOTHUTUBHBIX HAPYLICHUH, BBI3BAHHBIX PE3UCTEHTHOH K JICYEHHUIO, pedpakTepHOH
WIN XPOHUYECKOW Imu30o(peHne; pBOTHI, MOPCKOH OOJe3HH, OXUPEHUsS, MUTPEHHU; OO,
YMCTBEHHON OTCTaJIOCTH, PacCTPOICTBAa ay TUCTUYECKOTO CIIeKTpa; CUHApoMa TypeTTa; TUKOBOTO

paccTpoiicTBa, cuHApoMa nedunnTa BHUMAHUS U TUIIEPAKTUBHOCTH, PACCTPOUCTBA MOBEICHUS,



cuHapoma JlayHa, HMMIYJbCHUBHBIX CHMIITOMOB, CBSI3aHHBIX C JI€MEHLUEH, U IMOrpaHUYHOIO
PacCTpONCTBA JTUYHOCTH.

ITynkr A-1.

dapmaneBTUYECKHii COCTaB, KOTOPBIM IPENCTaBiseT COOOH NepOpabHbIM TBEPIbIA
COCTaB IJIsI CHUCTEMBI C KOHTPOJIHUPYEMBIM BBICBOOOXKIEHHEM C OCMOTHYECKHM HACOCOM,
UMEIOLINI TaKy10 CTPYKTYPY, UTO COCTaB CEPALIEBUHBI, BKIIIOUAOLINN MHOTOCJIONHYIO CTPYKTYPY
U3 CJIOs1 JIEKAPCTBEHHOIO CPEACTBA U CJIOSI OCMOTUYECKOTO BELIECTBA, TOKPBIT MOy TPOHULIAEMOM
MeMOpaHoii,

CIIOH  JIGKQPCTBEHHOTO  CPEACTBA  COAEPXKUT coib  7-[4-(4-Oenzo[b]|tuoden-4-
winunepasus- 1-mn)0yrokcu]-1 H-xunonun-2-oHa.

ITynkt A-2.

dapmaneBTUYeCKHi COCTaB MO MyHKTY A-1, oTnuuarommuiics TeM, 4To conb 7-[4-(4-
oenso[b]ruoden-4-nnnunepasus-1-mn)oyrokcu |- | H-xuHOMMH-2-0Ha TpencTaBisieT co0OH COJb
(bymapoBoii kucnotel 7-[4-(4-0en3o[b]ruoden-4-unnunepasun-1-un)oyrokcu |- 1 H-xuHOMMH-2-
OHa.

ITynkt A-3.

dapMaLeBTUYECKUN COCTaB MO NMyHKTYy A-1 umu A-2, OTIMYArOLIUICS TEM, YTO CJIOH
JIEKApPCTBEHHOTO CPEACTBAa COAEPIKUT NOOAaBKY, COAEPIKALIYyK HMOH, o0mui ¢ conbio 7-[4-(4-
6enzo[b]rrnoden-4-nia-nunepasun- 1-wn)oytokcu|-1H-xunonuu-2-on. (Hampumep, B ciydae
nyHkta A-2, rne conb 7-[4-(4-0enszo[b]ruoden-4-unnunepasun-1-un)oyrokcu|- 1 H-xuHomMH-2-
OHa MpPEICTABNsET COOOW CONb (yMapOBOH KHUCIIOTHI, MPUMEPbI T0OABOK, COAEPIKALINX HOH,
00U ¢ COJIBIO, BKJIIOUYAIOT ()YMapOBYIO KHCJIOTY, (yMapaT MOHOHATpusl, pymapaT AMHATPUS U
T. . B 3TOM ciiy4ae noH, o01uii ¢ CoJbo, MPeacTaBisieT coO0i HOH pymapara.)

Ilynxt B-1.

Komnosunus mo no0omMy u3 myHKTOB 1-15, OoTnu4Yaromascs TeMm, YTO KOMITO3UIUS
ConepkuT conb 7-[4-[4-(4-6enzo[b]tnoden-4-unmunepasun-1-mn)dyTokcu]- 1 H-xuHOIMH-2-0Ha
B KayecTBe AaKTUBHOIO UWHIPEOUEHTa W  BBICBOOOXKIAET  AKTUBHBIH  WHIPEIUCHT
MPOJIOHTUPOBAHHBIM 00pa30M B TeueHHe nepuoaa ot S 1o 30 4acos.

Ilynkt B-2.

Komnosunys mo jgro00My W3 MyHKTOB 0-8, OTIIMYAMOINASICS TEM, YTO KOMITO3UIUS ISt
OCMOTHYECKOI'0 HACOCa COAEPIKUT CIOW OCMOTHYECKOrO BEINECTBA, COAEP KALIMM, [0 MEeHbIIeH
Mepe OMH OCMOTHYECKHH areHT, KOTOPBIH MpencTaBisieT cOOOH HEOPraHWYECKYHO COJb, WIH
caxapup, W/WIHA CaXapHbIA CITUPT.

Ilynkt B-3.

Komnosuuusa no nyHkty B-2, ominyamomascs TeM, 4YTO OCMOTHYECKHI areHt
npencTaBisieT co0ol ruapokapOboOHaT HATPUSI.

Ilynxr B-4.

Kowmnosnuus no mobomy 13 NMyHKTOB 6-8 U MyHKTOB B-2 - B-3, oTnnyaromasicst Tem, 4ro
KOMIIO3UIIMST JJIs1 OCMOTHYECKOTO HAacoca COMEPKUT CJOW JIEKapCTBEHHOIO CpPEJNCTBa,

COoep KaInuil Jerkyo Oe3BOAHYI0 KPEMHUEBYIO KHCIIOTY.



Ilynkr B-5.

Komnosnuuss mo myHkTy | wmium 3, koTopasi MpenacTaBisieT cOOOH KOMITO3UIIMIO IS
OCMOTHYECKOI'0 Hacoca, COAEPIKALLYIO CJIOH JIEKapCTBEHHOIO CPEACTBA U CJION OCMOTHYECKOIO
BELIECTBA,

r7e CJION JIEKApCTBEHHOTO CPENCTBA COAEPKUT coiib 7-[4-(4-Oenso[b]ruoden-4-mun-
nunepasus- 1 -un)0yrokcu|- 1 H-xuHonnu-2-01a, 100aBKy, comep Kalyo OOLINi HOH C CONBIO U
BOIOPACTBOPUMBIN MOJUMEDP HA OCHOBE LIEJIIFOJIO3bI, U

CJION OCMOTHYECKOTO BEIECTBA COAEPIKUT, 110 MEHBIIIEH Mepe, OJMH OCMOTUYECKUI1 areHT,
KOTOPBIH MpeCTaBIsseT cOO0I HEOPTaHUUECKYIO COJb, MIIN Caxapua, W/ W CaxapHbIN CIIHUPT.

Ilynkr B-6.

Komno3uuus no mo6oMy u3 nmyHKTOB 6-8 W myHKTOB B-2 - B-4, conmepskammas cocTas
CEpALEBUHBI, BKIIIOYAKLINNA CJION JIEKAPCTBEHHOIO CPEACTBA U CJIOH OCMOTHYECKOrO BELIECTBA,
rae

CJIOH JIEKAPCTBEHHOT'O CPEACTBA CONEPIKUT

or 5 nmo 200 mr comu 7-[4-(4-6enso[b]ruoden-4-un-nunepasun-1-mn)dyrokcu]-1H-
XHHOJIMH-2-0Ha B IlepecyeTe Ha MacCy CBOOOAHOTO OCHOBAHMS,

ot 1 no 50% macc. nobaBkH, comepskaiiei oOIui HOH C COJIbIO, B TIepecueTe Ha Maccy
CJIOs1 JIEKAPCTBEHHOT'O CPEACTBA,

or 5 no 94% wmacc. ruapoduUIBPHOrO mMOJMMEpa B TMepecueTe Ha Maccy Clos
JIEKapCTBEHHOTO CPECTBA,

ot 0,1 mo 5% macc. CMa3bIBAIOIIETO areHTa B MepecueTe Ha MacCy CJIOsl JIEKAPCTBEHHOTO
CpEeINCTBa, U

ot 0,1 1o 5% macc. prouau3aTopa B iepecyere Ha Maccy CJIOs JIEKAPCTBEHHOTO CPECTRa,

CJION OCMOTHUYECKOIO BEIIECTBA BKIIIOUAET

ot 50 no 90% macc. monuMepa ¢ BBICOKOM CIIOCOOHOCTBHIO K HAOYXaHUIO B MIepecyeTe Ha
MAaccy C€JI0s OCMOTHYECKOTO BEILECTBa,

ot 5 1o 50% macc. OCMOTHYECKOTO areHTa B MepecyeTe Ha MacCy CJIOsi OCMOTHYECKOTO
BELIECTBA,

ot 0,1 10 5% macc. cMa3bIBAIOLIErO areHTa B MEePecYeTe Ha MAcCy CJIOSi OCMOTHYECKOTO
BELIECTBa, U

ot 0,1 o 2% macc. NUrMeHTa B MepecyeTe Ha MacCy CJIOs OCMOTUYECKOTO BEIEeCTBA,

COCTaB CEpALEBHHBl BKJIIOYAET OT 5 10 25 MAacCOBBIX YacTed NOJYNPOHULIAEMOU
meMOpanbl 1 0T | 10 15 MaccoBBIX yacTell BOJOPACTBOPUMOI MoJMMepHOH MeMOpanbl Ha 100
MacCCOBBIX HacTell cocTaBa CepALIEBUHBI,

nosiynpoHunaemass Mmemopana conep:xkut ot 70 mo 100% wmacc. mojmmepa Ha OCHOBE
memono3el U ot 0,01 go 30% macc. BOAOPAacTBOPUMOIO areHTa, PperyJupyIoLero
NPOHHULIAEMOCTb, B MEPecUeTe Ha Maccy MOJIyIPOHULAEMON MEMOpPaHBbIL, 1

KOMITO3UILIUsT HEOOS3aTENbHO CONEPIKUT CIIOH [BETHOTO MOKPBITHSI.

Ilynkr B-7.

Komnosunusa nmo nynkry 9 wim 10, xoTopas sBIsieTCs KOMIIO3MLIMEH, COAepXKallen



CepIUEeBUHY TaONeTKH, Te:

KOMITO3ULIUST COAEPKUT

or 5 go 200 mr comm 7-[4-(4-Oenso[b]ruoden-4-mn-nunepasus-1-mn)dyrokcu]-1H-
XUHOJIMH-2-OHa B IepecyeTe Ha MacCy CBOOOIHOTO OCHOBAHUS,

ot 1 no 50% macc. nobaBku, comepskaineii OOmMM HOH C COJIBIO, B IEepecueTe Ha MacCy
CepILEBUHBI TAOIETKH,

ot 30 no 90% macc. OCHOBHOTO MaTepHajia C MPOJOHTMPOBAHHBIM BBICBOOOKIEHHEM B
nepecyeTe Ha Maccy CeplLEeBUHBI TAOIETKHU, U

ot 0,1 1o 5% Macc. cMa3bIBAIOIIEro areHTa B Iepecyere Ha MacCy CepALeBHHbBI TaOJIETKH,

JOTIOTHUTENBHO COeP>KUT OT 1 10 40 MacCOBBIX YacTel SHTEPOCONOOMIBHOTO ITOKPBITHS
Ha 100 MaccoBbIX YacTell cepaLeBUHBI TAONETKH.

Ilyuxr B-8.

Teepnas ¢QapmaneBTudeckas KOMIIO3HLMSA [UId  IE€POPAIBHOTO IPUMEHEHHs C
KOHTPOJIMPYEMbIM  BBICBOOOJKIEHHMEM, conepskamasi conb  7-[4-(4-6enso[b]tuoden-4-mi-
nunepasus-1-mn)oyrokcu|- 1 H-xuHoNMMH-2-0Ha B Ka4yeCcTBE AKTUBHOTO MHTPEOHEHTa, |
NOJ/IeP’KUBAIOLIAs CTA0WIIbHYIO KOHLIEHTPALMIO B KpoBU 7-[4-(4-Oenso[b]tuoden-4-mi-
nunepasus- 1 -mn)oyrokcu|- 1 H-xunonuu-2-ova B nuamnasone ot 15 Hr/nm mia mo 400 Hr/mn B
TedyeHue 1 Heaenu npu nepopasbHOM BBEAEHUH YEJIOBEKY.

IIynkr B-9.

Teepnas ¢QapmarieBTHdyeckass KOMIIO3HLHMS JUII  MEPOPATBHOTO MPUMEHEHHs C
KOHTPOJIMPYEMbIM  BBICBOOOXKIEHHMEM, conepskamasi conib  7-[4-(4-6enso[b]tuoden-4-mi-
nunepasus- 1 -un)0ytokcu|-1H-XxuHONMMH-2-0Ha B KAueCTBE AaKTHBHOI'O WHIPENUEHTa, TI7e
AKTUBHBIN MHIPEIUEHT BBOAST B 103€ OT 5 10 60 Mr OMH pa3 B HEAEIIO B nepecuere Ha 7-[4-(4-
Oenso[b]ruoden-4-un-nunepasun- 1 -un)oyTokcu|- | H-XuHOTUH-2-0H.

ITonesHbie 3¢ ekTh H300peTeHUs

B cooTBeTcTBMM C HACTOSIIMM ONUCAHHEM, MOXKET OBbITh MPEIIOKEHO CPEICTBO,
NpPeAOTBpALIAOIee NePBOHAYAIBHOE H30BITOYHOE BBICBOOOXKIEHHE AKTHBHOTO HHIPEIUEHTA
(t.e. conu coenunenusi (1)) 3 papmaneBTHYECKONH KOMITO3UIUH, 1a%Ke KOTIa KOMITO3UIIUIO BBOJIST
B BBICOKOH /103€; U 3TO 00ecrednBaeT MPOJIOHTHPOBAHHOE BBICBOOOKICHHE TEPANEBTHUECKU
3((eKTUBHOTO KOJIMYECTBA AKTUBHOI'O HHTPEIUEHTA B TEUEHUE JUIUTEILHOTO MEPHO/IA BPEMEHH.
OHO MOXeT monAepKHBATh TEPANeBTUYECKH O(PPEKTUBHYIO KOHIEHTPALUI AaKTHBHOTO
UHTPEIUEHTa B KPOBU B T€UCHHE JUTHTEIBHOTO MMEPHO/a BpeMeHH (IIPUMEPHO, camoe Oosbliee,
nse Henenw). Takum o0pa3oM, B COOTBETCTBUH C HACTOSALINM OIHCAHHWEM, 3a00JieBaHHE
(Hampumep, mm3odpeHuro), MoanaroIIeecs: JeUYeHU CONbl coenuHeHus (), MOXKHO JeuuTh
MEHee YacThIM BBEIEHHEM, 4YeM MpH OOBMMHBIX CrOco0ax, W, TaKUM OOpa3oM, HacTosInee
u3o0perenne 3pGEKTUBHO IS Yy UIIEHHISI KOMIUIAEHTHOCTH Y MALIEHTOB.

ITpumepr! 3aboneBaHuil, KOTOpblE YyBCTBUTEIbHBI K coenuHeHuto (1) mmm ero couwy,
BKJIFOUAOT paznuuHble 3a0oneBanns LHC, Takne kak mm3oppeHus; pe3uCTEHTHAs K JICYSHHUIO,

pedpakTepHas Wi XpOHUYECKas: IU30(PPEHNUs; IMOLMOHAIBHOE PACCTPONUCTBO, MCUXOTUIECKOE



paccTpoiCTBO, Mepenaabl HACTPOEHUs, OWIIONSPHOE PACCTPOMCTBO (HAIpUMeEp, OUMOJSIPHOE
paccrpoiictBo | u OunonsipHoe paccrporictso II); menpeccusi; sSHAOTeHHas nenpeccust; OOJbInast
JETPEecCHsl; MEJNAHXOIWYeCKass W PE3UCTEHTHAs K JICYCHUIO MENPecCHs; AUCTUMHUYECKOE
paccTpONCTBO, LMKJIOTUMHYECKOE pACCTPOHCTBO; TPEBOXKHOE pPACCTPOMCTBO (HAIpuMep,
MaHU4YeCKasi aTaka, MaHUYeCKOe PacCTPOCTBO, aropadobus, counanbHasi ¢odus, oOCeCCHBHO-
KOMITyJIbCUBHOE€  PacCTPOKCTBO, NOCTTPAaBMAaTHYECKOE  CTPECCOBOE  PACCTPOMNCTBO,
IeHEPAJIN30BAHHOE TPEBOKHOE PACCTPONWCTBO M OCTPOE CTPECCOBOE  PACCTPOHCTBO),
COMAaTH3MPOBAHHOE PACCTPOMCTBO (HANpUMep, HCTEPHs, COMATU3MPOBAHHOE PACCTPONCTBO,
KOHBEPCHOHHOE PacCTpOHCTBO, O0IEBOI CHHAPOM M UITIOXOHIPHS); CUMYJISITUBHOE PACCTPONCTBO,
IUCCOLIMATUBHOE PACCTPOICTBO, CEKCyalbHOE pPacCTPOHCTBO (Hampumep, CeKCyasbHas
auc(yHKIUS, pacCTPONHCTBO JHMONI0, PACCTPONHCTBO CEKCYaIbHOIO BO30YKIEHHS U SPEKTUIIbHAS
IUC(yHKIMS), PaCCTPONCTBO MUIEBOrO MOBEAEHU (HAIIpUMep, HEPBHAsI AaHOPEKCHsI U HEPBHAs
OyauMus), paccTpOWCTBO CHA, PACCTPOMCTBO aJamnTallH, PpacCTPONCTBO, CBSI3aHHOE C
NICUXOAKTHBHBIMU BEINECTBAMHU (HANpHUMep, 3JIOYNOTpPeOeHNe aJKOroyeM, ajKOrOJIbHAs
MHTOKCHKALMsI M HapKOMaHUs, aM(eTaMHHOBas 3aBUCHMOCTb M HAPKOMAHMs), AHI€JOHUSI
(HampuMmep, TOTepsl YIOBOJIbCTBHS, AHTEAOHMS, STPOT€HHAs AHTEJOHUS, AHIEeJOHUS
NICUXUYECKOT0 WJIM TICUXMYECKOTO IPOUCXOXKACHMS, AHIeOHMs, CB3aHHAs C JIENpeccHuet,
aHTeIOHUS, CBsi3aHHAs ¢ mu3o(QpeHueil), Open; KOTHUTUBHbIE HAPYLIEHUS, KOTHUTHBHbIE
HapyLIeHWs], CBsi3aHHbIe C Oone3Hbl0 AublreiivMepa, OonesHpto IlapkuHCOHa M ApPyrUMH
HelpoJereHepaTUBHBIMU 3a00JICBAHUSMU, KOTHUTHUBHBIC HAPYILICHHs, BBI3BAHHBbIE OOJIE3HBIO
Anbureiimepa, Oone3Hbto [lapkuHCOHA W OPYTMMHU HEHpPOIEreHEepaTUBHBIMU 3a00JI€BAaHHSIMHU,
KOTHUTHBHBIE HApPYIIEHHWs TpU [MHU30(QpPEHHH; KOTHUTUBHbIC HAPYLICHHS, BbI3BAHHBIE
PE3UCTEHTHON K JIEYCHHUIO, pepakTepHON WJIM XPOHUUECKOH wmm3odpeHuer; pBoTa;, MOpCKas
00J1e3Hb; OXKMPEHHE; MUTPEHb, OO0JIb, YMCTBEHHAs] OTCTAJOCTh, ayTUCTHYECKOE PacCTPOHCTBO
(aytm3m); cunHapom TyperTa;, THKOBOE pAacCTPOWCTBO, CHHAPOM nAeULMTa BHUMAHUS U
THIIEPAKTUBHOCTH; PACCTPOMCTBA TMOBEACHUS, CHHAPOM JlayHa, HMMITYJIbCHBHBIE CHUMIITOMBI,
CBsI3aHHBIE C JeMeHIel (HampuMmep, Bo30yKIeHUe, CBs3aHHOE ¢ OOJIe3HBIO AJbIreiiMepa);, u
MOTPAHUYHOE PACCTPONCTBO JIUYHOCTH.

Kpatkoe onucanue ueprexein

Ha ¢ur. la mokasaHbl pe3ysnbTaThl TecTa HAa PACTBOPEHHE IMEPOPABHBIX
(dapManeBTHUECKNX KOMIIO3ULMKA (COCTAaBOB JUIsi OCMOTHYECKOTO HACcOCa), TMOJYYEHHBIX B
npumepax 1-1-1-5 (pH smroara: npumepso 4,3).

Ha ¢ur. 1b mnokazaHel pe3ynbTaTel TeCTa HAa PACTBOPEHHE IMEPOPABHBIX
(hapManeBTHUECKNX KOMIIO3ULHKA (COCTAaBOB JUIsi OCMOTHYECKOTO HAcOCa), MOJYYEHHBIX B
npumepax 1-1-1-5 (pH smroara: npumepso 7).

Ha ¢ur. 2 mokasaHel pe3ynbTaTbl TeCTa HAa PACTBOPEHHE IMEPOPANIbHBIX
(hapManeBTHUECKNX KOMIIO3ULMKA (COCTAaBOB JUIsi OCMOTHYECKOTO HACcOCa), MOJYYEHHBIX B
npumepax 2-1-2-4 (pH smroara: npumepHo 7).

Ha ¢ur. 3 mokasaHel pe3ynbTaTbl TeCTa HAa PACTBOPEHHE IMEPOPANIbHBIX

(hapManeBTHUECKNX KOMIIO3ULHUKA (COCTAaBOB JUIsi OCMOTHYECKOTO HAcOCa), MOJYYEHHBIX B



npumepax 3-1-3-9 (pH smoara: npumepHo 4,3).

Ha ¢ur. 4a mokasaHbl pe3ysnbTaThl TeCTa HAa PACTBOPEHHE IMEPOPAIIBHBIX
(hapManeBTHUECKNX KOMIIO3ULHUKA (COCTAaBOB JUIsi OCMOTHYECKOTO HACOCa), MOJYYEHHBIX B
npumepax 4-1-4-3 (pH smroara: npumMepHO 7, ¢ TOBEPXHOCTHO-AKTHBHBIM BELIECTBOM).

Ha ¢ur. 4b mnokazaHel pe3ynbTaTel TeCTa HAa PACTBOPEHHE IMEPOPAIIBHBIX
(apManeBTHUECKNX KOMIIO3ULHUKA (COCTAaBOB [UIsi OCMOTHYECKOTO HACOCa), MOJYYEHHBIX B
npumepax 4-1-4-3 (pH smoara: npumepHo 7).

Ha ¢ur. 5a nmokasaHbl pe3ynpTaThl TecTa Ha pPAaCTBOPEHHE IEPOPANIBHBIX
(dapManeBTHUECKNX KOMIIO3ULMKA (COCTAaBOB JUIsi OCMOTHYECKOTO HACOCa), MOJYYEHHBIX B
npumepax 5-1-5-3 (pH smoara: npumepHo 4,3).

Ha ¢ur. 5b mnokazanel pe3ynbTaTel TeCTa HAa PACTBOPEHHE IMEPOPANIbHBIX
(dapManeBTHUECKNX KOMIIO3ULMKA (COCTaBOB IS OCMOTHYECKOTO HAcOCa), MOJYYEHHBIX B
npumepax 5-1-5-3 (pH smoara: npumepso 7).

Ha ¢ur. 6a mnokasaHbl pe3ynbTaThl TecTa Ha pPAaCTBOPEHHE IEPOPANIbHBIX
dapmManeBTHUECKNX KOMIIO3ULMKA (COCTAaBOB IS OCMOTHYECKOTO HAcOCa), MOJYYEHHBIX B
npumepax 6-1-6-4 (pH smoara: npuMepHO 7, ¢ MOBEPXHOCTHO-AKTHBHBIM BELIECTBOM).

Ha (¢wur. 6b mnokazaHel pe3ynbTaTbl TeCTa Ha PACTBOPEHHE IMEPOPAIbHBIX
(apmManeBTHUECKIX KOMITO3HMLIMH (COCTAaBOB sl OCMOTHMYECKOTO HAcOCa), MOJYyYEHHBIX B
npumepax 6-1-6-4 (pH smoara: npumepHo 7).

Ha ¢ur. 7 mnokasaHbl pe3yJbTaTbl HCIBITAHHA HAa PACTBOPEHUE IMEPOPANIbHBIX
(bapMaLIeBTHUECKUX KOMIIO3ULMHA (COCTABOB JUIi OCMOTHYECKOTO HAcOCa), COAEPIKALINX
paznuunble conu coenunenus (I) u pasanyHble T0OABKH.

Ha ¢wur.8a mnoka3zaHel pe3ynbTaThl WCHBITAHWA HAa PACTBOPEHHE IMEPOPANIbHBIX
(bapMaLIeBTHUECKUX KOMITO3ULMHA (COCTABOB JUII OCMOTHYECKOTO HAcoOCa), COAEPIKALINX
paznuunble conu coenunenust (1) u pasamyHble 100aBKH.

Ha ¢ur8b mnokasanbl pe3ysibTaThl HCIBITAHHH HAa pPACTBOPEHHE IMEPOPANIbHBIX
(hapMaLIeBTHUECKUX KOMITO3UIMHA (COCTABOB JUII OCMOTHYECKOTO HAcoCa), COAEpIKaLINX
paznuunble conu coenunenust (1) u pa3amaHble 10OaBKH.

Ha ¢ur.8c mokasanbl pe3yJpTaTbl HUCHBITAHHA Ha PacTBOpeHUE (HapMaleBTUYECKUX
KOMIIO3UIIUI Uil TEePOpPabHOTO TPUMEHEHHUs (COCTaBOB JUII OCMOTHYECKOTO HAcoca),
CoZlepIKaINX pa3nuyHbie conu coequHenus (1) u pa3auuHbie OOABKH.

Ha ¢ur.8d moxasaHel pe3ynbTaTbl HCIBITAHHH Ha pacTBOpeHHE (DapMaleBTUYECKUX
KOMITO3ULIUI Uil TEepPOpaIbHOTO TPUMEHEHHUs (COCTaBOB JUII OCMOTHYECKOTO HAcoca),
CoIlepsKaInX pa3nuyHbie cou coequHenus (1) u pa3amuHbie OOABKH.

Ha ¢ur.8e mnoka3zaHel pe3ynbTaThl WCHOBITAHWA HAa PACTBOPEHHE IEPOPAIbHBIX
(apMaLIeBTHUECKUX KOMIIO3HLUI (COCTABOB OCMOTHYECKOTO HACOCA), CONEPIKAIINX Pa3IMIHbIE
conu coenuHenws (I) u pa3auuHbie OOABKH.

Ha ¢wur. 8f mnokasaHbl pe3ynapTaTbl HCNBITAHUH HA pPACTBOPEHHE IEPOPABHBIX
(dapMaLeBTHUECKUX KOMITO3UIMHA (COCTABOB JUII OCMOTHYECKOTO HAcoCa), COAEpIKaIINX

paznuusble conu coenunenus (1) 1 pa3nmaHble 100aBKH.



Ha ¢ur8g mnokasanbl pe3yibTaThl HCIBITAHUH HAa pPACTBOPEHHE IEPOPANIbHBIX
(bapMaLeBTHUECKUX KOMITO3ULMHA (COCTABOB JUII OCMOTHYECKOTO HAcOCa), COAEpIKaIINX
paznuunble conu coenunenus (1) u pa3amaHble 10OaBKH.

Ha ¢ur.9a mnoka3aHel pe3ynbTaThl WCHOBITAHWA HAa PACTBOPEHHE IEPOPAIIBHBIX
dapMaLieBTHUECKUX KOMIO3MLUN (TabNEeTOK ¢ THUIPOreNeBod MAaTpuIlel), COmepIKalInx
paznuusble conu coenuHenus (1) n paszamaHble 10OaBKH.

Ha ¢ur. 9b mnokasaHel pe3ynbTaThl MCIBITAHHH HAa PACTBOPEHHE IEPOPANIbHBIX
dapMaLeBTHUECKUX KOMIO3MLUH (TabNeTOK ¢ THUIPOreneBod MaTpullel), COAepIKalnx
paznuusble conu coenuHenus (I) n pasznmaable 100aBKH.

Ha ¢ur. 10a moka3aHbel pe3ysnbTaTbl HCIBITAHHA HAa pPAaCTBOPEHHE IEPOPANIbHBIX
(dapMaLeBTHUECKUX KOMIO3MLUN (TabNeTOK ¢ THUApOreNeBOod MaTpullel), COAep Kalux
paznuusble conu coenunenus (I) n pasauaHble 100aBKH.

Ha ¢ur. 10b nokasanbl pe3ysibTaThl HCIBITAHUM HAa pPAaCTBOPEHHE IIEPOPANIbHBIX
(apmaneBTHUECKMX KOMIO3ULMH (TabJeTKu C THOPOreNeBOW MaTpHLEeH), CoaepKalux
paznmuunble conu coenunenus (I) u pasiauunbie 1oOaBKHU.

Ha ¢ur. 11 nokazan uH}ppakpacHblii criekTp adbcopOumu comu (HyMapoBOH KHCIOTHI
coenunenus (I).

Ha ¢ur. 11c nokasaH uH(}ppakpacHbIii CreKTp aObCOpOLUM CONU JIUMOHHOW KHCJIOTBI
coenunenus (I).

Ha ¢ur. 11d mnoka3zaHa mMOpPOIIKOBash PEHTIEHOTpaMMa COJHM JIMIMOHHON KHCJIOTBI
coenuuenus (I).

Ha puc. 1le nokasaH wuH(ppakpacHbI CreKTp aOCOPOIMHM COJMU BUHHONH KHCJIOTHI
coenunenus (I).

Ha ¢ur. 11f nokazana nopoikoBasi peHTTeHOrpaMMa COJTM BUHHOM KUCJIOThI COeTUHEHUS
(D.

Ha puc. 11g noka3an uHppakpacHbiii criekTp adbcopbumm conmu GocHopHON KUCIOTHI
coenuuenus (I).

Ha ¢ur. 11h mnoxasana mopomkoBasi peHTreHorpamMma cosid (ocGOpHON KHUCIOTHI
coenuuenus (I).

Ha puc. 111 nokasan uHppakpacHbIi CHEKTp aOCOPOLUH COJH XJOPHCTOBOAOPOMHOM
kucaothl coennaenus (1).

Ha ¢ur. 11 moka3aHa mnOpOLIKOBas PEHTICHOrPaMMa COJU XJOPHCTOBOAOPOMHOM
kucaotel coennaenus (1).

Ha puc. 11k mnokasan wuH(ppakpacHbli crekTp abCcopOUMU CONMM CEPHOH KHUCIIOTHI
coenunenus (I).

Ha ¢ur. 111 nokazana mopomkoBasi pEHTTEHOTPaMMa COJTH CEPHOU KUCJIOThI COeTUHEHUS
D.

Ha ¢ur. 12 mokasaH mpumep KOMIIO3ULMH JJsI OCMOTHYECKOTO HACcoCa, KOTopas
npeAcTaBisieT coOOM OAMH BapHaHT OCYLIECTBICHHS IEPOpPajbHON (apMareBTHIeCKOn

KOMITO3ULUU C KOHTPOJINPY EMbIM BI:;ICBO60)KI[6HI/IGM.
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Omnucanue BapuaHTOB OCYIIECTBICHUS

Hacrosimee onmcanne npennouTUTENbHO BKIIOYAET MEPOPATBHYIO (hapMaleBTHUECKYIO
KOMITO3UILIMIO, CIIOCOO TOJTyUeHUs epOopaIbHON (papMaleBTHUECKOH KOMITO3UIUH U MOOOHBIE.
OnHako onucaHWe HE OrPAaHMYMBAETCS MMU M BKIIIOUYAET B ce0s BCE, YTO OMHMCAHO B HACTOSIIEM
M300pETEHNH U YTO MOXKET OBITh OHATHO CIIELUAINCTY B JAHHOW 00aCTH TEXHUKH.

ITepopanbHas papmaneBTudeckass KOMIO3HLUS 110 HACTOSAIIEMY H300PETEHHIO BKIIOYAET
conb coenuHeHus (I). Dta mepopanpHas (apmaneBTHUECKAs KOMITIO3ULIUS MOKET Ha3bIBATHCS
«TepopaIbHON (papMalleBTUYECKON KOMIO3UIMEH B COOTBETCTBUU C HACTOSIIIHM OIUCAHUEM.
Coenunenne (I) oTHOCHTCS K COENMHEHHIO, NPEACTaBIEHHOMY cienyromeil dopmymnoi (I).
Coenunenne (I) wm ero cosb MOXKHO MONYyYHTh criocoboM, omucaHHbiM B JP 2006-316052A
(TTIOTHOCTBIO BKJIIOUEHHOM B HACTOSIIMHA JOKYMEHT IOCPEACTBOM CCBUIKM), HJIH CIOCOOOM,

NOIOOHBIM €My .

N/ \N/\/\/O
\__/
S\ A

Conb coennnenusi (I) ocobo He orpaHuveHa, MOKa OHa SIBJSETCS (papmManeBTUYECKU

npUeMJIeMON CoJbl0. [TprMepbl BKIIFOYAIOT Pa3JIMYHbIE COJM METAJJIOB, COJM HEOPTraHMYECKHX
OCHOBAHMH, COJIN OPTaHHYECKUX OCHOBAHUH, COJTM HEOPTAHUYECKUX KHUCJIOT, COJTU OPraHUMYECKHX
KHCJIOT W monoOHble. Ilpumepsl cojieil MeTajulOB BKJIFOYAKOT COJIM IIEJIOYHBIX METAJIOB
(HarmpuMep, CONM HATPUS U COJIU KaJIHsl), COJIH INEJOYHO3EMENIbHBIX METAJUIOB (HAMIPUMED, COJTU
KaJbLMS U COJIM MarHusi) 1 nonoOHsie. [Ipumepsl coneii HeOpraHMYeCKHX OCHOBAHUH BKJIFOYAIOT
COJM aMMOHHSI M COJM KapOOHATOB INEJIOYHBIX METAUIOB (Hampumep, KapOoHAaTa JIUTHS,
kapOoHaTa Kanusi, kapOOHaTa HaTpusi W KapOOHaTa Me3us), TUAPOKAPOOHATOB INEJIOYHBIX
METaJUIOB (HarpuMep, TuapokapOoOHaTa JHUTHS, TMAPOKapOOHaTa HATpHSA M TUAPOKapOOHaTa
KaJIvist), THAPOKCHUAOB INEJOYHBIX METAJUIOB (HAPUMep, THAPOKCU/IA JINTHS, TUAPOKCUIA HATPHS,
THAPOKCUA KaJMsi M THAPOKCUAA Le3Usl) U MOJOOHBIX HEOPraHWYEeCKHX OCHOBaHWH. IIprmepsr
COJIell OpPraHWYeCKUX OCHOBAaHWHA BKIFOYAIOT COJH TPHU(HU3IINX )AJKIJIAMHHOB (HAIpUMED,
TPUMETWIAMHUHA, TPHUSTWIAMHUHA ¥ N-3TWIOUH3ONPONIIAMUHA), MHUPUANHA, XHHOJIMHA,
NUMNEePUINHA, WMHAA30J1a, [UKOJIMHA, JUMETWIAMUHONMPHINHA, IOUMETWIAHWINHA, N-
(HMBIINX )aNKUIMOP(OTHHOB (Hampumep, N-metunmopdonnna), 1,5-
nuazabunukio[4.3.0]Jaouen-5 (DBN), 1,8-muazabunukio[5.4.0lyanenen-7 (DBU), 1,4-
nuazaduiukiol2.2.2]okrana (DABCO) u monoOHbIX opraHndecKix ocHOBaHUi. [Ipumeps comeit
HEOPraHMYECKUX  KHCJOT  BKJIIOYAIOT  COJNIM  XJIOPHCTOBOOPOJHOW  KHCIIOTBI,  COJIK
OpOMHUCTOBOAOPOIHON KHCJIOTBI, COJIM HOIUCTOBOAOPOIHON KHCIIOTHI, COJIM CEPHON KHUCIOTHI,

COJIM @30THOM KUCIIOTHI, CONH (HochHOpHOI KUCIOTHI U mofoOHbIe. [IpruMeps! coneli opraHndecKux
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KHUCJIOT BKJIKOYAKOT COJIM MypPaBbUHOW KHUCJIOTBI, COJMM YKCYCHOM KMCJIOTBI, COJU NMPONHUOHOBOU
KHCJIOTBI, COJIM IIABEJIEBOH KUCJIOTHI, COJIU MAJIOHOBOW KHCJIOTBI, COJIA STHTAPHON KUCJIOTHI, COJTU
(byMapoBOil KHCIIOTBI, COJMM MaJ€MHOBOW KHCIJIOTBI, COJIM MOJIOYHON KHCJIOTBI, COJH sIOJIOYHON
KHCJIOTBI, COJIU JIMMOHHOHM KHCJIOTBI, COJM BHHHOW KHCJIOTBI, COJH YTOJBHOW KHCIJIOTBI, COJIU
MUKPUHOBOH KHUCIIOTBI, COJH METAHCYJIb(OHOBON KHCIOTBI, COJH 3TAHCYJIb(OHOBOH KHCIIOTHL,
COJIM TI-TOJTY OJICY Ib()OHOBOI KHCIIOTHI, COJIM Ty TAMHUHOBOM KHUCIIOTBI, COJIM O€H30MHOM KUCIIOTHI
u nofo0Hble. Cpeny HUX NPEATIOYTUTENbHBIMU SIBIISTFOTCS COJIM XJIOPUCTOBOIOPOIHON KHCIIOTHI,
COJIM CEPHOI KHUCJIOTHI, COMH (pyMapoBO KUCIIOTHI, COIMH (POCHOPHOI KUCIOTHI, COIH JIMMOHHON
KUCJIOTBI W coiau BUHHOM Kucnotbl. Comu  (QyMapoBOH KHCIOTBI SIBISIOTCS OCOOEHHO
NPEANOYTUTENbHBIMU.

ITpumeps! coneit coenunenust (I) BKIIOYAIOT aHTUAPHUIBI, COJNBBATBHI C PACTBOPUTENIEM
(HarpuMep, TMApPAT, METAHOJAT, STAHOJAT W ALETOHUTPUIAT), PA3JIUYHbIE KPUCTAJUINYECKHE
(dbopmMbI aHTUAPUAOB U cOMBBATOB U MX cMecH. Coenunenue (I) wim ero coib Takke BKIOYAIOT
M30Mepbl, TAKUE KaK T€OMETPUUECKUE U30MEPBI, CTEPEOU30MEPB] U ONTHYECKUE H30MEPHL

Conp coenunennst (I) moxer mpencraBisaTh COOOH (papMalEBTHYECKH MPHEMIIEMYIO
COKPUCTAJUIMYECKYI0  conb.  HMcronmp3yemblil  37eCh  TEpPMUH  «COKPUCTAUD» WU
«COKPHUCTAJUINUECKAsl COJIb» O3HAYaeT KPUCTAJUIMYECKUM MaTepua, COCTOSILIUM M3 JBYX WU
HECKOJIbKUX YHHUKAJIbHBIX TBEP/bIX BEIECTB IPU KOMHATHOM TEMIIEpaType, KOTOPbIE OTJINYAIOTCS
(usHuecKMHU XapakTepUCTUKaMHU (TaKMMHU KaK CTPYKTypa, TeMIeparypa IUIaBJIeHHs U TeryIoTa
riaBjiernsi). COKPUCTAIUTBI U COKPUCTAUTHYECKUE COJIM MOTYT OBbITh MOJyY€Hbl U3BECTHBIMHU
crocodamMu COKPUCTAIUTH3ALHIH.

ITepopanbHast papMarieBTHYECKasi KOMIIO3ULUS MO0 HACTOSIIEMY OIMHCAHUIO pa3padoTaHa
B BUJIE TO3UPOBAHHOH (POPMBI, MOAXOASIIEH 1uis BbineneHus conu coenunenus (1) ¢ onnHakoBoi
CKOPOCTBIO B TEUEHHUE JUIUTEJILHOTO TIEPUOA BPEMEHH, W IIPEANOUTUTENBbHO, pa3paboTaHa B BUIE
NO3UPOBAHHOW  (POpPMBI, TOAXOASINEH Ui TOANEPIKAHUS TOCTOSHHOM  KOHLIEHTPALMU
pacTBOpeHUs] Nake B HIDKHEH 4YacTH JKENyIOYHO-KHIIEYHOTO TpPakTa. boyiee KOHKPETHO,
nepopanbHas  (apMaleBTHYECKass KOMIIO3WIMsA  pa3paboTaHa B  BHAE NEPOPATBHON
(apMaLIeBTHUECKOH KOMIIO3UIIUHU C KOHTPOJIHPYEMBIM BBICBOOOKIEHHEM.

CKOpOCTh PaCTBOPEHHSI U BPEMsI ITPOJIOHTUPOBAHHOTO BBICBOOOKIEHUS COJIA COETUHEHHUS
(1) 3 mepopaybHON (hapMaLEBTUUECKON KOMIIO3MLHUU MOXKHO TMOJYYHThb MYyTEM H3MEPEHHUs
CKOPOCTH PaCTBOPEHUS U BpEMEHU MPOJIOHTMPOBAHHOTO BBICBOOOKIEHUsI coyt coenuuenus (1) B
COOTBETCTBUU CO BTOPBIM CIIOCOOOM (CIIOCOOOM C UCTIONB30BAHUEM JIOTIACTHOW MEIIAIKH) TeCTa
Ha pactBopenue u3 Japanese Pharmacopoeia ¢ HCHOIp30BaHHEM B KAUECTBE SKCIIEPUMEHTAIBHOTO
pactBopa Oydepa ¢ pH 5,0 wiu MeHee, 00eCeYNBAIOIIETO YCIOBHUS JOCTATOYHOTO PaCTBOPEHUS
(B wactHOCTH, 0,05 MONB/1 aueratHelil Oydep (pH 4,3, yKCyCHast KHCIOTa, alleTaT HaTPHs)).

«CKOpOCTb PacTBOPEHHs» OTHOCHUTCS] K OTHOIIEHHIO PACTBOPEHHOM conu coennneHus (1)
K o0mmeMy kKom4decTBy coyil coenunenus (1), comepskamieiicsi B mepopalibHOM (hapMarieBTHIECKOH
komno3uiun. CrenoBaTeiabHO, CKOPOCTh PACTBOPEHHS MOKHO MPEACTABUTh KaK OTHOLICHHE
pactBopenHoro coenunenus (I) x obmemy komudectBy coenunenusi (I), comepskamerocs B

nepopabHON (hapMaleBTUYECKONH KOMIO3UIMH. «BpeMsi MPOIOHTHPOBAHHOTO BBHICBOOOKICHHUS
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O3HavaeT BpeMsi OT Hadaja M3MEpPEHUs TecTa Ha pacTBOPEHHE IO AOCTIKEHMs] KOHEYHOMH
cKopocTu pacTtBopeHMs. «KoHeyHasi CKOPOCTb pacTBOPEHUs)» O3HAUaeT CKOPOCTb PacTBOPEHUS
IIPU JOCTHKEHUU IUIaTO B TECTE HAa PACTBOPEHHE, U KKOHEUHAs CTENEHb PACTBOPEHUs» O3HAYaET
KOJINYE€CTBO PACTBOPEHUS (SIFOUPOBAHMS) PU JOCTIKEHHH KOHEYHOH CKOPOCTH PacTBOPEHUS B
TeCTe Ha pacTBOpeHUe. B TecTe Ha pacTBOpeHUe, KOTAa CKOPOCTb PACTBOPEHUSI B ONpeAeIEHHbIN
MOMEHT BPEMEHU (KOHTPOJIbHBI MOMEHT BPEMEHH) CPABHUBAIOT CO CKOPOCTBIO PACTBOPEHUS
yepes ABa 4aca Iocje KOHTPOJIbHOIO MOMEHTA BPEMEHH, U €CJIU CKOPOCTb PACTBOPEHUS Uepes Ba
yaca 1ocjie KOHTPOJIbHOIO MOMEHTAa BPEMEHH IOMaJaeT B JUAINa30H CKOPOCTU PacTBOPEHMs B
KOHTPOJIbHBIIT MOMEHT BpeMeHH + 1% (IpeanodYTuTeNnbHO, KOraa CKOpPOCTh pacTBOPEHUs Ooee
4eM uepe3 [Ba 4aca I0Cje KOHTPOJIbHOIO MOMEHTAa BPEMEHH CpPaBHUBAIOT CO CKOPOCTBIO
pacTBOPEHUs] B OINpPENENIeHHbI MOMEHT BpeMEHH (KOHTPOJBHBII MOMEHT BPEMEHH), U €CIU
CKOPOCTb pacTBOpeHHUsl Oojiee ueM uepe3 JBa ydaca IMOCJe€ KOHTPOJIBHOIO MOMEHTa BPEMEHHU
NOTIAIaeT B MANa3oH CKOPOCTH PACTBOPEHMsI B KOHTPOJIbHBIM MOMEHT BpeMeHHU = 1%), Mmoxer
CUMTATBCS, YTO MJIATO B KOHTPOJIbHBIN MOMEHT BPEMEHHU JOCTUTHYTO, TO €CTh KpaTdyaiiliee Bpemsi
OT HayaJia ucnbITanus. OQHAKO CKOPOCTh PACTBOPEHUS B KOHTPOJIbHBIM MOMEHT BPEMEHH JIOJIKHA
ObITh OonbiIe 20% (APYTUMU CIIOBAMH, KOTIa CKOPOCTh PacTBOpPEHHsI He npeBbiinaet 20%, 3T0 He
CUMTAETCS TIATO).

Bpemsi mponOHrMpOBaHHOTO BBICBOOOXKAEHUS], MPEANOUTHTENIbHO, COCTABISIET 5 4acoB
win Oonee. Bpemsi mpoSOHIMPOBAHHOTO BBICBOOOKAEHUS, MPEAIOYTUTEIBHO, cocTaBisieT 30
YacoB WM MeHee. bojee MpeanoyTHTENbHO, BpPEMsl MPOJIOHTHPOBAHHOTO BBICBOOOXKICHHUS
coctanisieT oT 5 1o 30 yacoB. BepxHuli Wiy HUXKHUNM Opefen Auana3oHa MPOJOHTMPOBAHHOIO
BBICBOOOJKIEHUS COCTABIISIET, HanpuMmep, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21,
22,23,24,25,26,27,28 unu 29 4yacoB. BpeMst IpOJIOHTMPOBAHHOTO BHICBOOOKIEHUST COCTABJISIET,
Harpumep, emie 0ojee Mpeano4YTUTENbHO, OT 10 10 24 yacos, u ewle OoJee MPEANOYTUTENBHO, OT
15 no 24 gacos.

KoHneuHasi creneHb pacTBOPEHHs! MEPOPATbHON (HapMaLEeBTUYECKON KOMITO3ULIUHU 10
HACTOSIIEMY OIUCAHHIO MPEANOYTHTENbHO coctaBisier 80% wacc. wim Oosnee oT obmero
KonmdecTBa conu coepmHeHust (I), comepskamierocs B TepOpasibHON  (papMarieBTHYECKOH
KOMIO3UIMK (KaKk TPAaBWJIO, B TEPOPAIbHONW (apMaleBTHYECKOW KOMITO3UIMHU). boee
MPEANOYTUTENBHO, KOHEUHAsl CTENEHb pacTBOpPeHUs coctasiisieT 81, 82, 83, 84, 84, 85, 85, 86, 87,
88, 89 unu 90% Mmacc. uau dosnee.

IlopnepxuBaercss 1M TOCTOSIHHAsl KOHLIGHTpALMsl pPAcTBOPEHUS B HIDKHEH YacTu
JKEJTy TOYHO-KUIIEYHOTO TPaKTa, MOXKHO OLIEHUTh MyTeM H3MEpPEeHHs NMPO(Uisl KOHLEHTPAIHH
NepEeHaCHIEHUs pacTBOpeHUst conu coenuHenus (1) 3a BpeMst paCTBOPEHHUS C UCTIONB30BAHUEM, B
Ka4ecTBE TeCTUPYeMOH kuakocty, pocdarnoro Oydepa ¢ pH npumepHO 7, KOTOPBIIt UMUTHPYET
HWKHUA  OTHEN  KeJyJIOYHO-KUIIIEYHOTO TpakTa, IO BTOpoMy crmocody (cmocoly ¢
HCTIOJIb30BAHMEM JIONACTHON MEIIAJIKK) TecTa Ha pacTBopeHue u3 Japanese Pharmacopoeia.

IIpn [OCTIKEHHH «IPOJIOHTHPOBAHHOTO BBICBOOOXKIEHUS», YBEIMYEHHE HAYaJIbHOTO
pactBopeHusi conu coenquHeHus (1) U3 KOMITO3UIMK MOXKET ObITh JOCTUTHYTO CPa3y Mocje Havaja

TECTa Ha PACTBOPEHHUE WITH Yepe3 OnpeesieHHoe BpeMs (Hampumep, oT 1 10 3 4acoB) mociie Havana
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usmepenusi. OqHAKO HeXeNaTeIbHO, YTOOBI It 3TOrO TPeOOBANIOCh DoJiee S 4acoB, MOKa CTENEHb
pacTBOpeHHs He CTaHeT 5% macc. wiu 0oJiee OT KOHEUHOW BEJTMYHHBI PACTBOPEHUSI.

«IIpodub mepeHaChIIIEHHOTO PACTBOPEHHUS» MOMKHO OLEHHUTh MyTEM KOJHYECTBEHHOTO
OmpenesieHus ¢ TEUYEeHHEM BPEMEHH KOHIEHTPAIMU JIEKAPCTBEHHOTO CpPENCTBa, BPEMEHHO
PacTBOPEHHOTO MPH yPOBHE PACTBOPUMOCTH Bbillle, 4eM y coenunenusi (1) B Tecte Ha pacTBOpeHHe
crocoba ¢ WCMONIb30BAaHHEM JIOMACTHOW MeEIIAKU C HCIOJb30BAaHHEM YKa3aHHOTO BIIIE
docdarnoro OydepHoro pactBopa ¢ pH mnpumepHo 7 (SKCHEpUMEHTAJNbHAS KHUAKOCTD,
UMHUTUPYIOLIAs HUKHUN OTIEN ey JOYHO-KUIIEYHOro TpakTa). [IpeinouTHTeIbHbIM Mpod uieM
MEPEHACHIIEHHOTO PACTBOPEHUsT SIBNSIETCS MNPOQHIb, KOTOPBI AOCTHraeT MHKa CKOPOCTH
PacTBOPEHUsI B MOMEHT BPEMEHH Mexay 4 u 18 yacamu mocje Hadaja TecTa Ha pacTBOPECHUE.
JIOTIOTHUTENTPHO, MUK TPEANOUTUTENIbHO coctaBisier | wmm 1,5 Mkr/mn wim Oonee, Oonee
MPEANOUTUTENBHO, 2, 2,5 uiu 3 MKr/mut wiu 6oJiee, U erne OoJiee MPenrnovYTUTENbHO, 3,5, 4, 4,5, 5,
5,5 wnu 6 mxr/mn uinu 6osee, B nepecuere Ha coenunenue (I) (cBoOomnoe ocHoBanue). bonee
BBICOKAsl MEPEeHACHILICHHAS KOHLEHTpalus B Oosblieil cTemeHu crnocoOcTByer abcopOumu B
HIDKHEHN 4acTH ey JOYHO-KUIIEYHOTO TPaKTa 1, TAKUM 00pa3oM, OJKHUAAETCS, YTO OHA TOBBICHT
BA (6uonoctynnocts) u ymenbiut PTF (cooTHOmenne nuk-pnaauna). Takoe ycuienue BA nnm
camwxkenne PTF obnerdaer coorBercTBue LeneBoMy auanasony PK (papmakoknHeTnkm).

Pexxum, mpu kotopom coib coenuHeHuss (I) BbICBOOOXKITAeTCss W3 MEpOpabHOM
(bapMaLEBTHUECKOW KOMITO3ULIMK C MOCTOSIHHOM CKOPOCTBIO B TEUEHHE JJTUTEJBHOIO MEpHona
BpPEMEHH, OCO0O HE OrpaHUYHMBAETCSI U MOXET OBITh JOCTHTHYT pAa3JIMYHbIMU METOIAMH,
W3BECTHBIMH B O0JaCTH  COCTABOB €  MPOJIOHTUPOBAHHBIM  BBICBOOOXKIECHHEM.
[IpenmnoyTUTENbHBIMA  TOAXOAAMH C  MPOJOHTMPOBAHHBIM  BBICBOOOKIEHHEM  SIBIISIFOTCSI,
HaTpUMep, T€, KOTOPBIE UCTIONB3YOT KOMIIO3HIIHIO C KOHTPOJIUPYeMOit nuddy3uei, KOMIO3UIIUIO
C KOHTPOJIMPYEMBIM PACTBOPEHHEM HIJIM KOMIIO3UIIHIO C KOHTPOJHUPYEMBIM BBICBOOOKIECHHEM

OCMOTHYECKHUM HaCOCOM. Cpe)m HUX Oouee MpeANnOYTUTCIIbHBIMU noaxogamMu C

,
MPOJIOHTUPOBAHHBIM BBICBOOOXKICHHEM SIBJISIFOTCSI, HATPUMEP, KOMITO3ULHS ¢ KOHTPOJIUPYEMBIM
BBICBOOOKIIEHUEM JJII OCMOTUYECKOTO Hacoca (0COOEHHO, cucTeMa MepOopabHOU JOCTABKH C
OCMOTHYECKHM  KOHTpoJUpyeMmbIM  BbicBOOOkaeHueM: OROS) wu  kommosmuusi ¢
NPOJIOHTUPOBAHHBIM BBICBOOOXKACHNEM U3 rHAporesst. Takas mepopanbHas (apMaleBTHUECKas
KOMIIO3ULUST  TIPEANIOYTHTEIBHO NpeAcTaBsieT  CoO0OW  MEepOpPalbHYH0  TBEPIYIO
(hapMaLIEBTHUECKYIO KOMIIO3UIUIO (B YaCTHOCTH, TBEPABIA COCTAB) C TOYKH 3PEHUS] MPOCTOTHI
oOpalneHusi ¢ Hel.

IlepopanpHass  ¢apmaneBTHYECKas KOMIIO3ULIMSI 1O  HACTOALIEMY  OIHCAHHIO
NPEATIOUYTUTENIHO JOMOJHUTENBHO CONEPKUT HO0ABKY, COAEPIKALIYI0 HOH, OOLIMHA C COJIBIO
coennnaenus (I). Hampumep, xorna conbto coenunenus (1) sisisercst conb GpymMapoBO KHCIIOTH,
npuMepsl 100aBOK, CONIEpKAIlUX HOH, OOMMH C COJIbIO, BKIIOYAIOT (PYMapOBYHO KHCIIOTY,
¢dbymapat MoHOHATpHSA, PyMapaT AMHATPUS U ON0OHBIE. B 3TOM citydae, 0O1uM ¢ COJIbIO HOHOM
sABJIsIeTCSl MOH (pymapara. CeHuanucT B JAHHOH 00JaCTH TEXHUKH CMOXET MOHATh, KaKOH HOH
SABJIIETCST OOIUM C COJNBI0 coenrHeHus! (I) B COOTBETCTBHMH C THIIOM HCIIOJIB3YEMOW COJH

coennnenus (1), n ncnonb3oBaTh 10OABKY, COAEPIKALIYIO HOH, 00K ¢ conbro. [IpumMepsl Takux
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n00aBOK BKJIFOYAIOT, HO HE OTPAHUYEHBI MU, HEOPTAHUYECKHUE COJIM, HEOPTAaHMUECKNE KUCIIOTBI,
OpPTaHUYECKHE COJIM U OPTaHMYECKHE KHCIOTBI, KaKJash U3 KOTOPBIX COAEPXKHUT HOH, 00Ul ¢
conpto coenuHeHus (I). Ilpumepsl HEOPraHMYECKHX COJEH BKIFOYAKOT XJIOPHI HATPHA,
ruapokapOoHaT HaTpus, kKapOoHaT HaTpus, ¢ochar HaTpus (TpuHarpuiipocdar), pochar xamus
(Tpuxanuiidpocdar), runpodocdar Hatpus (aurugpodocdar Hatpus, ruapodocdar TUHATPHS),
runpodocdar kamus (nuruapodocdar kamus, ruapodocdat quKaIs), XIOPHUI KU, XJIOPHUT
JTUTHS, Cynb(aT MarHus, XJOPWUZI MarHus, cyibdaTr kamus, CyiabdaT HATpus, THAPOCYIbPUT
HATPUsi, THAPOCYIbPUT Kaius, cyibdaT TUTHs, KUCibli ¢pochar kanus u nogooHsle. [Iprumepsr
HEOPraHMYECKUX KHUCJIOT BKJIIOYAIOT KHUCIOTHL, KOTOpble OOpa3yroT BBIIEYIIOMSHY ThIE
Heopranmdeckue coynu. IIpuMepbl opraHnYecKux cojel BKIIOYAOT dymapar Hatpus (pymapar
AUHATpUsA), runpodymapar Hatpus (pymapar HaTpusi), THAPOTAPTPAT HATPHs, THAPOTAPTPAT
KaJIvsA, TapTpaT HATPUs, TAPTPAT HATPUSI-KAJIUS, MaJlaT HaTpUs (ManaT AMHATPUSA ), TUAPOCYKIIUHAT
HATpUs,, CyKUMHAT HAaTpus (CYKLMHAT AMHATPUsA), THAPOMaJieaT HaTpus, MaieaT HaTpus (Majear
AUHATPUA), THUAPOLUTPAT HATPUs (AMTHAPOLUTPAT HATPUs, T'MAPOLMUTPAT AMHATPUS), LUTPAT
HaTpus (TPUHATPUHLIUTPAT) U MON0OHbIe. [IpuMepsl OpraHn4ecKuX KUCJIOT BKIIFOUAOT KHCIIOTHI,
KOTOpBIe 00Pa3yIOT BBIIEYIOMSHYThIE OpraHndeckue coian. OHM MOTyT OBITh aHTUAPHIAAMU WITH
COJNIbBAaTaMH (HAapUMep, THAPATAMH).

IlepopanbHass (QapmaneBTHUyeckass KOMIIO3HLMS IO HACTOSIIEMY H300pETEeHUIO
NPEATNIOUYTUTENIBHO  COAEP>KUT  BOAOPACTBOPUMBIN  MOJMMEP HA OCHOBE  LEJUTIOJIO3BL
BonopacTtBopuMblii  monuMep Ha OCHOBE LEJUIIOJIO3bI  MPEANOYTUTENBHO CONEPXKUTCS B
KOMIO3ULINY, COAEpKallel JIeKapCTBEHHOE CPencTBO. BomopacTBOpHMBIN MOMMEpP Ha OCHOBE
LIEJLTIOJIO3bI, KOTOPBIH MOKHO NMPEANOYTHTEIBHO UCTIONB30BATh, PEACTABIIET COOOM, HaNpUMeD,
BOJIOPACTBOPHMBIA TOJMMEP HAa OCHOBE IIEJUTIOJIO3bI, M3BECTHBIA B 00JacTH (papMameBTUKH.
Hanpumep, npeAnouTUTENbHBIM SIBJISIETCSI BOAOPACTBOPUMBIH MMOJIMMEDP HA OCHOBE LIEJUTHOJIO3BI,
UMEIOIIUI CTPYKTYPY, B KOTOPOI HEKOTOpbIe aToMbI Bogopoaa OH-rpymn nesuio1036l 3aMeHEHbI
METHJIbHBIMH TPYIIAaMH W/WJIM THAPOKCUIIPONMWIBHBIMU TpynramMu. KOHKpeTHble NpuMepsl
NPEATIOYTUTENIbHBIX ~ BOIOPACTBOPHMBIX IOJIMMEPOB HA OCHOBE LEJUIFOJIO3bI  BKJFOYAKOT
THAPOKCUIIPONTMIMETHIILEIUTION03Y,  THAPOKCHUIIPONIIILEIUIION03Y,  METHILE/UTOJIoy U
nonoOHble. Takue BOJOpacTBOPHUMBIE MMOJUMEPHI HA OCHOBE LEJUTIOI03bI MOYKHO HCITOJIB30BATH 110
OTHENIbHOCTH MJIM B KOMOMHALIMH ABYX HJIH OoJiee.

Hanee Hacrosimee H300peT€HHE OINMUCAHO HUXKe Oosiee MOAPOOHO CO CCHUIKOW Ha
KOMITO3UIIMI0 C KOHTPOJHMPYEMBIM BBICBOOOXKICHHEM IJIsl OCMOTHYECKOrO Hacoca, KOTopas
SBJIIETCSI TIPEATIOYTUTENIPHOH TEepOpajbHON TBEpAOH (papMaLEBTHUECKOH KOMITO3HLIUEH.
KoMmno3nuusi ¢ KOHTPOJHPYEMBIM BBICBOOOKIACHHEM JUIsI OCMOTHYECKOrO Hacoca B (opme
COCTaBa MOXKET HA3bIBATBHCSI COCTABOM JJIsI OCMOTHYECKOTO HacOCa.

Komno3nuusi 111 OCMOTHYECKOrOo Hacoca OOBIMHO HUMEET CTPYKTYpy, B KOTOPOM
JEKapCTBEHHOE CPEACTBO M, BEILIECTBO, KOTOPOE CO3MaeT OCMOTHYECKOE IaBJICHHE IIpU
HEOOXOMUMOCTH (OCMOTHYECKHH areHT), TaKoe Kak COJIb, OKPYJKEHbI IOJyIPOHHLIAEMON
MeMOpaHOH, ¥ TOJyNmpoHHLIaeMasi MeMOpaHa WMeeT TOpbl, uepe3 KOTOpble MOXKET

BBICBOOOKIATBCS JIEKAPCTBEHHOE CpencTBO. JKuAKoCTh (Hampumep, BOAA) IMOCTYMAeT depes



15

MOJIY TPOHHUIIAEMY0 MEMOpaHy B COOTBETCTBHH C OCMOTHYECKHUM JIaBJICHHEM U PacTBOPSIET B HEH
JIEKAPCTBEHHOE CPENCTBO U OCMOTHYECKUN areHT, YTO YBEJIUYUBAET I'PaJUEHT OCMOTHYECKOIO
JAaBJIEHUs] HA TMOJYINPOHHUIIAEMYIO MeMOpaHy U 3acTaBlsieT OMOJHUTEIbHYI JKHIKOCTb
MOCTYTIATh B MOJYTIPOHUIIAEMYE0 MEMOPaHY, TEM CaMbIM JOTIOJTHUTENBHO PACTBOPSIS M BBIITy CKast
JieKapCTBEHHOE cpencTBO. KoMno3uiys 111 0CMOTHYECKOr0 HacOCa UMEET PEUMYIIECTBO B TOM,
YTO, TIOCKOJIbBKY CKOPOCTb BBICBOOOXKIEHHSI JIEKAPCTBEHHOIO CPEACTBA HE 3aBUCUT oT pH cpenpl,
JaXke €CJIM KOMITO3ULUS MIPOXOAUT Yepe3 KeIyJOYHO-KUIIEYHbIH TPAKT U BCTPEUYAET Cpeldy CO
3HAYUTENPHO OmInYaromuMmcs pH, KOMOo3uummss MOXET YCTOHYMBO — BBICBOOOXKIATH
JIEKAPCTBEHHOE CPEACTBO C MOCTOSHHOM CKOPOCTBIO B 32aBUCUMOCTH OT OCMOTHUYECKOTO AaBJICHHUS
B TE€UEHUE AJIUTEIBHOIO IEPUO/Ia BPEMEHHU.

Jl5 OIHOTO BapuaHTa OCYLIECTBIIEHUS TePOPaIbHOMN (hapMaleBTHUECKOH KOMITO3ULIMH I10
HACTOSIIEMY HM300pPETEHHIO, KOTOpasi MPEACTaBiIsAeT COOOM KOMITO3ULMIO Ui OCMOTHYECKOTO
Hacoca, 0OBsICHEHHE MPEICTABICHO HUXKE CO CChUTKOM Ha ueptexu. Ha ¢ur. 12 xomnozunus ans
OCMOTHYECKOro Hacoca | (B manpHeHIeM HHOrZA HasblBaeMas NPOCTO COCTAB 1) BKIFOYAET
CTEHKY 2, OKPY’KAIOLIYI0 BHYTPEHHHI KOMNAPTMEHT 5, B KOTOPOM MPUCYTCTBYET KOMITO3ULIUS,
cogepxatast conb coeauHeHus (I). Crenka 2 umeer, Mo MeHblIeW Mepe, OAMH MOPT 3 A
BBICBOOOYKIEHHSI JIEKAPCTBEHHOTO CPENICTBA, KOTOPOE COOOIIAeT BHELIHIOK Cpely ¢ BHYTPEHHUM
KOMITAPTMEHTOM. BHyTpeHHUNI KOMMIApTMEHT S5 COAEPKUT MABYXCIOHHYH) MPECCOBAHHYIO
CepALEBUHY, COCTOALIYIO U3 CJIOS JIEKAPCTBEHHOI'O CPEACTBA O U €10 OCMOTUYECKOrO BEILECTBA
7. ITopt s BEICBOOOXKAEHUS JIEKAPCTBEHHOTO CPEACTBA 3 MPEANOYTUTEIBHO PENyCMOTPEHO B
CTeHKe 2, uToOBI cOO0MaTh BHYTPEHHUI KOMIAPTMEHT 5 CO CTOPOHBI CJIOSl 6 JIEKApCTBEHHOTO
CpencTBa C BHEIIHEH cpenoil. MoryT ObITh MpencTaBjeHbl OJUH WM HECKOJBKO MOPTOB ISt
BBICBOOOXKIIEHHs JIEKAPCTBEHHOTO cpeactsa 3. Hampumep, cOCTaB MOXKET MMETh ABA WJIH TPU
nopTa 1151 BBICBOOOXKISHHS JIEKAPCTBEHHOTO CPEICTRA 3.

Crenka 2 mpexncraBisier coOOH MOMyNpOHHUIIAEMYIO MeMOpaHy, uepe3 KOTOPYIO
IPOHUKAIOT BOJA W BHELIHHE O>KUAKOCTH, HO HE NPOHHUKAIOT JIeKaPCTBEHHbIE CPENCTBa,
ocMoTHYeckre areHTbl M monoOHble. ClOil JIeKapCTBEHHOTO CpeAcTBa 6 CONEPIKUT COJb
coenunenus (I) B BUme cMecu ¢ OTHOUW WM HECKOJbKUMHU noOaBkamu. CJoH OCMOTHYECKOTO
BEIEeCTBA 7 HE COAEPIKUT HUKAKHUX cojiel coenuHeHus (I) u comepKuT OCMOTHYECKUIT areHT U
NOJIUMEP C BBICOKOH CIMOCOOHOCTBIO K HaOyxanuto. OCMOTHYECKHII areHT OTHOCHTCS K
UHTPEANEHTY, pPacTBOPUMOMY B BOA€ M IOBBILIIAIOIIEMY KOHLEHTPALUIO SIEKTPOJIUTa B
(bapMaLIEBTHUECKOM COCTaBEe, TAKOMY KaK HEOPraHMYecKasl COJIb U Caxapui W/HIH CaxapHbIA
cupT. [lomumep ¢ BBICOKOH CHOCOOHOCTBIO K HAOYXaHUIO O3HAYaeT TMOJHMEpP, KOTOPBIH
MOTJIOIIAET KUIKOCTh W HaOyxaeT (MPEennoyYTHTENICH NOJHMEp, HMEIOIUN OTHOCHUTEIBHO
BBICOKYIO MOJIEKYJISIpHYIO Maccy ). [TonumMep ¢ BBICOKOH CITOCOOHOCTBIO K HAOYXaHHEO MOTJIOMAET
JKUJIKOCTh U HabyXaeT, B pe3yJsbTare uero coib coenuneHus (I) BricBoOOKmaeTcs yepes mopr 3
ISl BBICBOOOXKIIEHHUST JIEKapCTBEHHOTO cpeacta. Croil JieKapCTBEHHOTrO CpeacTBa 6 W CJIOU
OCMOTHYECKOTO BEIeCTBA 7/ MOXKET JOMOJHUTENBHO CONEpKaTh HOOAaBKH, TaKue Kak
rHAPOPIIIBHBIA  MTOTUMEP, OCMOTHYECKHH areHT, MpOMOTOp ruaparanud, peryustop pH,

CBSIBYIOIUH areHT, (PIouan3aTop, aHTHOKCHIAHT, CMA3bIBAIOIUN areHT U MATMEHT.
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B xoMmosuumu IJ1si OCMOTHYECKOTO HAcoCa, MOCHe MEePOPaIbHOTO MPUEMa, SKUIAKOCTb,
Takasi Kak BOJA, NPOHUKAET dYepe3 MOJYNpPOHHUIIaeMyr0 wmemOpaHy u abcopbupyercs
kKommnosuiuen. brarogaps coananoMy 3¢ (hekTy 0OcMOTHUECKOTO AaBieHHs, coib coennneHus (1)
B CJIOE JIEKAPCTBEHHOI'O CPEICTBA CTAHOBHUTCS BBICBOOOXKIAEMOH, U OJHOBPEMEHHO HaOyXxaer
MOJIIMEP C BBICOKOH CITOCOOHOCTHIO K HAOYXaHUIO B CJIO€ OCMOTHYECKOro BemecTna. Ilockonbky
JKUJIKOCTh TeJla TPOAOJDKAET NMPOHUKATh BO BHYTPEHHEE OTAENEHHE, BBICBOOOXKAAaeMas COJIb
coequnaenus (I) moxer BpICBOOOXKAATBCS uepe3 MOPT 3 A BBICBOOOXKACHUS JIEKAPCTBEHHOTO
cpencrea. BeicBoOoknenue comu coenuHeHus (I) mpuBoguT K manpHeHImeMy MpOHUKHOBEHUIO
JKUJIKOCTH OpraHM3Ma U JajbHeHIneMy HaOyXaHUIO CJIOS OCMOTHYECKOTrO BelecTBa s
TOCTWKEHUS! MPOJIOHTMPOBAHHOTO BBICBOOOXKIEH! conu coenuHeHus (I).

IIpenmouTurenbHO, HUCMONB3yeMas MOJyINpOHHUIlaeMass MeMOpaHa oOJajgaeT BBICOKOM
IPOHHMLIAEMOCTBIO JIJIsl BHEIIIHUX KMIKOCTEH, TAKMX KaK BOJAa U OMOJIOTHYECKHE KUAKOCTH, HO 110
CYLIECTBY HeNpoHHLIaema Uit conu coenuHeHus (1), OCMOTHYECKHUX areHTOB, MOJHMEPOB C
BBICOKOI CITOCOOHOCTBIO K HAOYXaHHIO | T. 1. [IpeAnoyTuTensHo, monynpoHuLuaeMas MeMopaHa
IO CYLIECTBY HE Pa3pyLIAETCsl U HE PaCTBOPSIETCS i1 VIVO.

ITpuMepbl THUMOBBIX MOJUMEPOB, HCIOJIb3YEMBIX Ui O0Opa30BaHUS MOJYNPOHHLIAEMOI
IUIEHKH, BKJIOYAIOT MOJYIPOHULAEMbIE MOHOIOJIUMEPHI, MOJYIPOHULIAEMBIE COINOJIUMEPHl U
nopoOHble. IIpuMepr! BKIIIOYAIOT MOJMMEPbI HA OCHOBE LIEJUTIOJIO3B], TAKUE KaK CIOXKHBIN 3¢dup
LIeJUTIOJIO3bI, TNPOCTOW 3(UpP LEJUTIOJIO03bI M CIOXKHBIA 3(QUP-NPOCTON 3(Up LEUTFONO3BI.
KoHkpeTHbIe TpHUMEpbl BKIIOYAIOT ALMIAT LEJUTIOJO3bI, JUALMIAT LEJUIFOJIO3bl, TPUALMIAT
LEJUTIOJIO3BI, alleTaT LEJUIF0JIO3bI, JUALETAT LEJUTFOJIO3bl, TPHALeTaT EeJUTIOJI03bl, MOHO-, AH- U
TPHUATKAHUJIAT, MOHO-, TU- U TPHAJIKEHUJIAT, MOHO-, IH- U TPU-AJUTOWJIAT LISJUTIOJIO3bI U TOJOOHBIE.
Cpenu HUX TPEANOYTUTENLHBIM SIBIISIETCS aleTaT LeJUTroso3bl [lonynpoHunaemMyro MeMOpaHy
MO’KHO U3TOTOBUTH M3 TAKOTO MOJIMMEPA H3BECTHBIM CIIOCOOOM.

B nomonHeHne K BBILICU3NIOKEHHOMY, APYTHE MPUMEPhI MOy IPOHHLAEMOTO MOJUMepa
i (popMHUPOBAHUS MOJYMPOHULIIAEMOH MEeMOpPaHbl KOMIIO3HLMHU Ui OCMOTHYECKOTO Hacoca
BKJIFOYAIOT CIIEAYIOIINE. TUMETHJIaleTaT aleTajbIeruaa LeJUTI0JIO3bl, STUIKapOdaMaT anerara
LEJUTIOJIO3B;, MeTHiKapOaMaT —anerata LEJUTIOJIO3bl, JUMETHJIAMHHOALETAT  IIeJUTIOJIO3BI,
NOJIYITPOHUIIAEMBIH  TIOJIMYPETaH,  IOJYIPOHULAEMbIH  CyJIb(UPOBAHHBIA  MOJHUCTHPOI,
MOTIEPEYHO-CIIUTBIE CEJIEKTUBHO MOJYMPOHUIAEMbIE MOJUMEPBL, O00pa30BaHHBIE COBMECTHBIM
OCaXIIEHHEM M3 aHMOHA U KaTHOHA, Kak packpsiTo B natentax CIIIA NeNe 3,173,876, 3,276,586,
3,541,005, 3,541,006 u 3,546,142; nonynpoHHUIIaeMbIe MOJTUMEPHI, Kak ormucano B natente CIIIA
Ne  3,133,132; nonynpoHHMLIIaemple TNPOU3BOJAHBIE  IMOJHUCTUPONIA;,  MNOJYNPOHULIAEMBIN
noJu(CTHPOINICY IbHOHAT HATpUs), TIOJTY IPOHHUIIAEMBbI MOJTHA(XJIOPUA
BUHIIOCH3WITPUMETHIIAMMOHHSI);, W TOJNYIPOHULAEMbIH  TMOJIUMEP, JEMOHCTPUPYIOIIUI
NPOHUIIAEMOCTh Ul >kuakocTeir or 10 mo 102 (cm® mu/cm 9 aTM) KacaTeslbHO Mepernana
THAPOCTATUYECKOTO JABJICHUS WM Tepernaga OCMOTHYECKOro IaBJeHUs Ha atMocdepy mnpu
NPOHUKHOBEHUH Yepe3 MOy MPOHULIAEMYIO CTEHKY .

Taxue TUMOBBIE MOJIMMEPHI JJIST WCHOJNB30BAHUS Il 0Opa30BaHUs MOJYIPOHUIIAEMON

M6M6paHbI MOJKHO HUCIIOJIB30BATH 11O OTACJIBHOCTHU UJIN B KOM6I/IHaI_[I/II/I ABYX WUJIN HECKOJIbKUX.
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IMonynpoHunaemasi MeMOpaHa MOXET COAEPKAaTh areHT, PeTyJIHPYIOMHNA MOTOK. ATEHT,
PeryJupYyIOIUH IMOTOK, O3HA4YaeT BEINECTBO, A00aBIsieMO€ IUIsi TIOMOLIM B PEryJHUPOBAHUU
MPOHUKHOBEHUS JKUIKOCTH HJIK 0O0BbeMa KUIKOCTH Yepe3 MOJIyMPOHULIAEMYI0 MeMOpaHy. ATeHT,
PeryJupyIOIUi MOTOK, BKIIFOUAET BELECTBO, YBEIMYNBAIOIIEE MTOTOK (B JaJbHENUIIIEM UMEHY EMOe
areHTOM, YBEJIMYUBAIOIIUM IOTOK), HJIM BEINEeCTBO, YMEHbBINAIOMEe IMOTOK (B INajbHEHImeM
UMEHYEeMOE areHTOM, YMEHbBIIAIOINUM TMOTOK). ATEHT, YBEJIMYMBAIOIIUNA TIOTOK, SIBJIIETCS IO
CYLIECTBY rUAPO(IIbHBIM, B TO BPEMsI KaK areHT, YMEHBIIAIO NN MTOTOK, SIBJISIETCS MO CYIIEeCTRY
ruapopoOHBIM.

IIpumepsl areHTa, peryJupyroIIero IOTOK, BKJIIOYAIOT MHOTOATOMHBIE —CIUPTHI,
NOJIMAJIKWICHTJINKONY, TOJHAJKWICHANONbL, CJIOKHBIE TMONU3()UPBl  aNKUJICHIJIUKONEH U
noJ00HbBIE.

[Ipumepsl TUMOBBIX Ar€HTOB, YBEJIUYHBAIOIIUX [MOTOK, BKJIOYAIOT MOJIHATUICHIIIHKOIN
(co cpenneit monekyJsipHoi mMaccoit ot 190 mo 9000, Takue kak mommyTHICHHKOIL 300, 400,
600, 1500, 3000, 3350, 4000, 6000 wmmu 8000), HU3KOMOJNEKYJSIPHBIE TJIMKOJIH, TAaKUe Kak
MOJTUTIPOTTMJICHTTTUKOJb, MOJUOYTHIIEHTJIMKOIb U TIOJMAMUJICHTJIUKOJb, TMOHATKHIIEHIUOIBL,
takue kak noiu(l,3-mpomanauon), nonu(1,4-Oyranauon) u monu(l,6-rekcaHamnon); >KUpPHbIE
KHUCJIOTBI,  TaKue  Kak 1,3-0y TUJIEHT TUK OB, 1,4-neHTaMeTUIEHIJIUKOIb U 1,4-
reKCaMEeTHIICHTJIMKOJIb, AJNKWJICHTPUONbI, Takue Kak riunepuH, 1,2,3-Oyrantpuon, 1,2,4-
reKCaHTpuos u 1,3,6-reKCaHTPHOI;, CIOXKHBIE S(UPBI, TAKUE KaK JTUMPOMHOHAT 3THJICHIJIUKOJS,
OyTHpaT 3TUJICHIJIUKOJIS, TUIPONUOHAT Oy TUJICHIJIUKOJIS M CJIOXKHBIE S UPBI alieTaTa IJIHLepHHA.
[IpeanoyrurenbHble areHTbl, YBEJIMYUBAIONIME TIOTOK, BKJKOYAIOT IUPYHKIHOHAIbHBIE
NPOM3BOJHBIE OJIOK-COTIONMMEPA TMOJMOKCHAJKUIIEHA TPOMUJICHIJIUKOINS, W3BECTHBIE Kak
Pluronics (BASF), u nogobHsble.

TunoBble areHThl, YMEHBIIAIINE MOTOK, BKIIIOYAKOT (PTANAThl, 3aMElIEHHbIE AJKHIOM
WIM aJKOKCH, WM aJKWIbHBIMH U  QJKOKCUTPYIIAMH, Takue Kak JUITHI(TAJAT,
nuMmetokcrdTwiIdTanat, numeruiadranat u [au(2->tunrekcun)dranar]; apuiadranaTel, Takue Kak
tpudenmiadranar u OyrundeHsundranar; HepaCTBOPUMBIEC COJIM, TaKUE KaK CyJb(aT KaabLus,
cynbdar 6apust v pochat KanblKs, HEPACTBOPUMBIE OKCHIbI, TAKHE KAK OKCH]I TUTAHA, TOJIUMEPHI
B (hopMme, HampuMep, MOPOIIKA WJIM TPaHyJ, TaKHe KaK MOJUCTHPOJ, MOJUMETHIMETAKPUJIAT,
NOJMKApOOHAT M MOJHCYJb(OH, CIOXKHBIE 3(PUPBI, TaKHE KaK CIOXKHbIE 3(PUPBI JHMMOHHON
KHCJIOTBI, 3CTepU(PUIUPOBAHHBIE JUTHHHOLETIOYEUHBIMHI AJIKWIIbHBIME TPYIIIIAMU, UHEPTHBIE U
BOJIOHETIPOHUIIAEMbIC  HATIOJHHUTENH, CMOJIbBI, COBMECTHMbIE CO CTEHKOOOPAa3yHOIIMMHU
MaTepHajaMH Ha OCHOBE LIEJUTIOJIO3BL, U MOIOOHBIE.

Takue TUNOBBIE areHTHI, PEryJIUPYIOUIHEe TTOTOK MOKHO HCIOJIb30BATh MO OTAEIBHOCTH
WM B KOMOWHAIIMH U3 IBYX MJIH HECKOJIBKUX.

ITonynpoHunaemass MeMOpaHa MOXET COAEP’KaTh APYTHe BEINECTBA, HAMPHUMEp, IS
MPUIAHUS TOJNYTIPOHUIIAeMON MeMOpaHe THOKOCTH W CBOWCTB YAJUHEHUS, IJIsl TPUIAHUS
MOJYIPOHHUIIAEMON MeMOpaHe MeHbINeH XPYIMKOCTH WIM JJI TPUIAHHs TMOJYTPOHHUIIAeMOH
MeMOpaHe TMPOYHOCTH Ha pa3pbiB. [IpuMepbl MaTepwasioB, MOIXOMSIINX JJisi 3TOW IENH,

BKJIFOUAOT TutacTu(dukaropbl. KOHKpeTHbIE MpUMeEpsl BKIIOYAIOT (PTajaTHbIE TIACTH()UKATOPHI,
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Takne Kak auoOenswidranar, aurekcundranar, Oytunokrundranat, Cq -Cy; pranarsr ¢ npsmoit
Lenblo, AUM3OHOHWI(QTaNat, aumsogenwidpramar u  noxoOHele. [lpyrue  mpumepsl
IACTU(PHUKATOPOB  BKJIIOYAIOT He (ranarel, TakHMe KaK TPHALETHH, IHOKTHIIA3ENAT,
STMOKCHIUPOBAHHBIN TAJUIAT, TPUU3O0OKTIIITPUMEIUTUTAT, TPUU30OHOHMWITPUMEIUTUTAT, N300y THPAT
areraTa caxaposbl M 3TIOKCHAMPOBAaHHOE coeBoe Macyo. Korma B monymnpoHumaemoil MmeMOpane
NPUCYTCTBYET IUIACTU(PHUKATOP, TAKOW KaK YIOMSHYTBIE BBILIE, KOJMYECTBO IUIACTH(HKAaTOpa
cocrasisier mpumepHo ot 0,01 no 30% macc. wiu H6oJiee B mepecuere Ha 00IIee KOJTHIECTBO BCEX
KOMITOHEHTOB TOJIyIPOHULIAEMOI MEMOPaHBI.

Cnoii OCMOTHYECKOrO BEIECTBA COAEPKUT KOMIO3ULMIO JJsl BBITAJKHUBAHUS COJH
coequHeHust (I) u HaxoguTcs B MHOTOCIOMHOM PpACHOJOXEHUH B KOHTAaKTe CO CIIOEM
JIEKapCTBEHHOI'O CPEACTBA, HAmpuMep, Kak moka3aHo Ha ¢ur. 5. Kak omucaHo Beime, Coi
OCMOTHYECKOT'O BELIECTBA COEPIKUT IMOJIUMED C BBICOKOH CITOCOOHOCTBIO K HAOYXaHMIO. KOTOPBIH
MOTJIOLIAET BOJHYIO JKUIKOCTh HJIM OMOJIOTHYECKYIO XKMIKOCTh M HaOyXaeT, BBIJABJINUBAs COJIb
coenuHenus (I) uepes mopt st BBICBOOOKAEHHs cocTaBa. [TommMep ¢ BBICOKOH CIIOCOOHOCTBIO K
HaOyXaHUIO TPEANOUYTHTENBHO MPEACTaBisieT co00i HalOyxaroumii ruapoQIbHbIA monuMep,
KOTOPBIH B3aUMOAEHCTBYET C BOIOH MJIM BOAHOW OMOIIOrHUECKOH JKUIAKOCTBIO M CUJIBHO HaOyXaer
WM PAaCLINPSIETCsT, U OOBIMHO JEMOHCTPUPYET yBennueHne oobema ot 2 1o 50 pa3. ITommmep ¢
BBICOKOH CIOCOOHOCTBIO K HAOyXaHHIO MOXKET OBITh MONEPEYHO-CIINTBIM WIIM HE HONepPedHO-
CIIMTBIM. B IpeanoYTUTENIbHOM BAapUaHTE OCYLIECTBJICHUS, MOJIUMEpP, MPEANOYTUTEIbHO, IO
KpaliHell Mepe, MOMEePEeYHO CIIUT, YTOOBI CO3[aTh MPOTSDKEHHYIO MOJIUMEPHYIO CETh, KOTOpast
CIIMIIKOM BeJNMKa JUI BbIxoza U3 coctaBa. COOTBETCTBEHHO, B MPEANOYTUTELHOM BapUaHTE
OCYIECTBJICHUs], HaOyXaroIasi KOMIIO3ULUSI COXPAHSIETCS B COCTaBE B TEUYEHHE CpOKa ee
3¢ dexTuBHOTO NENUCTBUSI.

IIpuMmepsl TOJMMEPOB C BBICOKOH CIOCOOHOCTBIO K HAOYXaHHMIO  BKJIFOYAIOT
noJI(AIKHJIEHOKCHT) CO CPEIHEYUCIIOBOM MOJIeKyisipHOU Maccoii ot 10000 go 15000000, Takoi
KaK TOJUATHJICHOKCHU, W TOJHU(INEIOYHYI0 KapOOKCHMETHIILEIUTIONO03Y) CO CPEaHEUUCIOBOMH
MOJIeKyJIsipHO# Maccoit ot 500000 mo 3500000 (rxe menoub npeacTaBisieT COOON HATPH, Kaaui
win yutuii). [IpuMeps! MOJIMMEPOB C BBICOKOH CIOCOOHOCTBIO K HAOYXaHHIO IOMOJHUTEIBHO
BKJIIOYAIOT TMOJIUMEPBI, COAEpIKaIIre MouMephl, oOpasyromue ruaporenu, Takue kak Carbopol
(3aperucTpupoBaHHAsl TOProBasi MapKa), KHCIbIe KapOOKCHUIIOIUMEPHI, aKPHJIOBbIE MOJUMEPHI,
MIOTIEPEYHO CIIUTHIE C MOJIHAJUTHIICAXapO30H (TaKKe W3BECTHBIE KaK KapOOKCUTIOJMMETUIICH), U
KapOOKCHUBHHMJIOBBIE TMOJMMEPBl C MOJIEKYJSIpHOH Maccoir ot 250000 mo 4000000;
nojuakpwiamMuasl  Cyanamer (3aperucTpupoBaHHAas TOProBas Mapka);, IOMEPEYHO-CIINUThIE
HaOyXaromue B BOJIE MOJIMMEPbI HHACHMAIEHHOBOTO aHTHAPUAA; OJHaKpuiioBas kuciora Good-
rite (3apernucTpupoOBaHHAS TOProOBasi MapKa) ¢ MOJIEKysIpHO Maccoi ot 80000 no 200000, Aqua-
Keeps (3aperucrtpupoBaHHasi TOProBasi Mapka), aKpWIATHBIC IOJIMMEPHbIE MOJHCAXapU/IbI,
COCTOSIIIME W3 KOHAEHCUPOBAHHBIX TIJIIOKO3HBIX €AMHHULl, TAaKUX KaK IONEPEYHO CLIUTHIN
mmdupoM monuriropad; u nopobsbele. [lomumepsl, oOpasyromiue TUAPOTeNH, OIMCAHBI B
natentax CIIJA NeNe 3,865,108, 4,002,173, 4,207,893 u T.11.

Takue THUMOBBIE TOJIUMEPBI C BBICOKOH CHOCOOHOCTBIO K HaOyXaHHIO MOKHO
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HCTIONB30BATh 110 OTAEIBHOCTH WM B KOMOMHAIIMHU JIBYX WIJIM HECKOJIBKHUX.

OcMOTHYeCKHiT areHT, WHOT[Aa TaKKe HAa3bIBAEMbIi OCMOTHYECKHM pacCTBOPEHHBIM
BEIIIECTBOM HJIM OCMOTHYECKH 3(P(PEKTHBHBIM areHTOM, MOXET MPUCYTCTBOBATh KaK B CJIOE
JIEKapCTBEHHOTO CPEICTBA, TaK M B CII0O€ OCMOTHYECKOro BemecTBa. OCMOTHYECKHHA areHT
(perynarop OCMOTHYECKOTO AABIIEHHs) KOHKPETHO HE OrPaHUYeH, MOKAa OH JAEMOHCTPHPYET
IpajiieHT OCMOTHYECKOW AaKTHBHOCTH uepe3 IOJYNPOHUIaeMyr0 MeMOpaHy. Ero mnpumepsr
BKJIFOYAIOT HEOPTaHMYECKHWEe COJNM, HEOPraHW4YeCKHe KHCIOThl, OPTaHHYECKHEe COJH,
OpPTraHHUYeCKHe KUCIIOTBI, CaXapuabl, CaxapHble CIIUPTHI U ofo0HbIe. [IpuMepbl HeopraHuyecknx
COJIEH BKJIIOHUAIOT XJIOPUA HATPUsA, THAPOKApOOHAT HaTpus, KapOoHAT HaTpus, dochar HaTpus
(rpunatpuiidpocdar), pochar kamus (tpukanuiidpocdar), runpodpocdar Harpus (aurunpodocdar
Hatpus, runpodochar aunarpus), ruapopocdar kamus (aurunpodocdar kamus, runpodocdar
IUKaNNs), XJIOPUA KajHsl, XJIOPUI JIUTHUS, CyJbdaT MarHus, XJOPHUJ MarHus, CyJb(ar Kajus,
cyab(ar HaTpusl, TMAPOCYIb(PUT HATPHSL, TUAPOCYIb(UT Kanus, cynbdaT IuTHs, KUCIbIH dpochar
Kanus u nonoOHbIe. [IpuMepsl HEOPraHMYEeCKHUX KUCIOT BKIIFOYAKOT KHCIIOThI, KOTOPBIE 00pasyroT
BBILICYTIOMSIHY ThIe HeopraHudeckue conu. [IpuMepbl opraHn4eckux coseil BKIIoYaT Gymapar
Hatpus (pymapar nuHatpus), ruapodymapar Hatpust (PymapaT MOHOHATPHS), THAPOTAPTPAT
HATpUsi, TMAPOTAPTPAT Kallusi, TapTpaT HATPHs, TapTpaT KaJlus-HATpHs, MajaT HaTpus (Manar
AVHATPUSI), TUAPOCYKLMHAT HATPHs, CYKUMHAT HATpus (CYKLMHAT IWUHATPHUS), THAPOMAjeaT
HaTpus, Majear HaTpus (Majiear IUHATPUS), TUAPOLMTPAT HATPUs (IUTHAPOLUTPAT HATPUS,
TMAPOLUTPAT JIWHATPUS), LMUTPAT HATpust (UuTpaT TpuHATpus) W momoOHble. I[Ipumepsr
OPraHUYECKUX KHCJIOT BKJIIOYAIOT KHCJOTBL, KOTOpPbIe OOpPa3yrOT  BBIIIEYIIOMSHYThIE
opranudeckue coju. [Ipumepbl caxapumoB M CaXapHbIX CIHPTOB BKJIOYAIOT MAHHHT, TJIHOKO3Y,
JaKTO3y, GPYKTO3y, caxapo3y, COPOUT, KCHIIHT, SPUTPUT, JIAKTO3Y U nmopoOHbie. OHU MOTYT OBbITH
AaHTUAPUAAMH HJIM COJbBaTaMH (Hampumep, ruzapatamu). X MOKXHO HCHONB30BaTh IO
OTHEJIbHOCTH WJIH B KOMOMHALIMH U3 ABYX MJIH HECKOJIBKHUX.

Crnoli J1eKapCTBEHHOTO CPECTBA MPEATIOUTHUTENBHO CONEPKUT NO0OABKYy, COAEPIKAIIYIO
HoH, o01muii ¢ conbro coenunenus (I). Hanpumep, eciu conbro coenunenus (1) siensiercs pymapar,
npuMepsl 100aBOK, COIeprKaiquX OOMMH HOH, BKJIOYAIOT (PyMapoByr KHCIOTY, ¢ymapar
MOHOHAaTpHs, pyMapar AMHATPUS U TOR0OHbIe. B 3TOM ciyvae, o0mumii HOH NpeacTaBiIsieT coOoi
noH ¢pymapara. Korga conb coenunenus (I) mpencrasnsier coboii docdar, mpumepsl 100aBOK,
comepxamux oOmmii MoH, BKIOUAT (¢ocdar Hatpus (Tpunarpuiipocdar), docdar kamus
(rpuxanutidpocdar), ruapodocdar Hatpus (murugpodocdar Hatpus, ruapodocdar TUHATPHS),
runpodocdar kamus (murugpodocdar kamusi, ruapodocdar nukamusi) U nonodHele. B 3Tom
ciydae o0InM HOHOM siBisiercst HoH (ocdara. Korna conb coenunenus (1) npencrasnser codboi
THAPOXJIOPHI, IPUMEPHI T00ABOK, OOBIYHO COAEPIKAIIUX HOH, BKIIFOYAOT XJIOPH] HATPHS, XJIOPHL
KaJvst, XJOPHI JIUTHSA, XJOPHI MarHus U nonoOHble. B 3ToM ciyuae oOmuii HOH mpeacTaBiser
coboii moH xinopuma. Korma comp coemmnenust (I) mpexncramisier coboi cynbdar, nmpuMepsl
n00aBOK, coAeprKaiux OOMMK HMOH, BKJIOYAIOT CyJbhaT MarHus, Cyiab(ar Kajus, Cyibdar
HaTpus, cyibdar murtus u noxobHbible. B 3TOM ciiydae oOmmii MOH mpeacTasisieT coOoil MOH

cynedara. Korma comb coemunenus (I) mpencraensier coOoit murpaT, mpumMepbl J0O0ABOK,
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comepkaiux OOIIMIT MOH, BKJIOYAIOT THAPOLMTPAT HATPUs (DUTHOPOLMTPAT HATPHS,
OUHATPUATHAPOLUTPAT), IUTPAT HATPHs (TPUHATPUHALIUTPAT) U TofoOHbIe. B 3TOM citydae oOmmii
HOH TpencTasiisieT cobol non nutparta. Korna conbs coenunenns (I) mpencrasnser coboii TapTpar,
npuMepsl 100aBOK, CoAepKalUX OOIIMI MOH, BKIIFOYAIOT FHAPOTAPTPAT HATPHSI, THAPOTAPTPAT
KaJusi, TApTpaT HATPUs, TApTPaT HATPUs-Kajius U MOxOOHBIbIe. B 3TOM ciyuae oOmuii MOH
npencrapisier coboil woH Taprparta. CrneuMaauct B JAHHOW OOJACTH TEXHUKH TOWMET, B
3aBHCUMOCTH OT THIA HCIOJIb3yeMOii cou coenuHenust (1), kakoil HOH sIBISIETCsT OOIIKM C COJTBIO
coenuHenus (), 1 cMoKeT UCTIONB30BATh TO0ABKY, COAEPIKAILYIO 00Ul HOH. Jpyrue npuMepsl
n00aBoOK, ConepsKalluX MOH, oOmuil ¢ conbio coequHeHus (I), KOTOpble MOXKHO HCIIOJIBb30BaTh,
OIMCAHBI BBILIE.

ITpumepsl pacTBOpHTENEH, NOAXOAAIMX JUIA HCIONb30BAHUS MPU MPOH3BOACTBE
KOMITO3MLIMU I OCMOTHYECKOrO HAacoca WJIM €€ KOMIIOHEHTOB, BKJIIOYAIOT BOJHBIE WIH
VUHEPTHbIE OPTraHMYeCKHe pPACTBOPUTENH, KOTOpble HE OKa3bIBAIOT HEOJAronpusTHOrO
BO3JIEICTBUSI HAa BEINECTBA, HCIOJNb3yeMble B KOMIIO3MLMH. [IpuMepbl Takux pacTBOpHUTENEH
BKJIIOYAIOT, MO MEHbLIEH Mepe, OIUH 4IEH, BBIOPAHHBIN M3 TPYMIIbI, COCTOSIIEH M3 BOXHBIX
pacTBOpHTENel, CIUPTOB, KETOHOB, CIIOXKHBIX 3(HPOB, MPOCTBIX 3(UPOB, anHpaTHUECKUX
yTJI€BOOPOOB, TaJOr€HHPOBAHHBIX PACTBOPHUTENEH, MHUKIOATH(PATUIECKNX, APOMATHYECKHX
WM FETePOLMKINYECKUX PACTBOPUTENEH U UX CMECEH.

IIpumepsl TUNIOBBIX PACTBOPUTEINEH BKIIIOYAIOT ALIETOH, AUALIETOHOBBIN CIIUPT, METAHOJI,
STAHOJ, HM30NPONAHON, OYTHJIOBBIH CHMPT, METWIALETAT, STHJIALETAT, H3ONpPONUIALETaT, H-
OyTuanerar, MeTUIN300y THIIKETOH, METUIIPOIUIKETOH, H-T€KCaH, H-TeNTaH, MOHO3THIIOBBIHI
3(Up ITUIEHTIUKOJISI, MOHOITHIIALIETAT STHISHIJIUKOJISI, METHICHAMXIOPH, STHICHIUXJIOPHU,
NPONUIEHANXJIOPU, YETIPEXXJIOPHUCTHIN YIJIEPOJ, HUTPOITAH, HUTPOMPOIIAH, TETPAXJIOPITaH,
STHJIOBBIN 3(Up, U3OMPOITUIOBBIH 3)Up, LUKIOreKCaH, [UKJIOOKTaH, OEH30JI, TOJIYOJI, JIUTPOHH,
1,4-nuokcan, TerparuapodypaH, ITUTJHM, BOXY, BOJIHBIA PAaCTBOPUTENb, COAEP KALIMHA
HEOPraHHUYECKYIO COJb, HATIPUMEP XJIOPHI HATPHSI WM XJIOPU/I KAJIbLMsS, U UX CMECH (Harpumep,
CMeCh alleTOHa U BOJbI, CMECh ALIETOHA U METAHOJIA, CMECh alleTOHA M STHUJIOBOTO CITUPTA, CMECh
METUJIEHANXJIOPHUIA U METAHOJA U CMECh STHJICHAUXJIOPH/A U METAHOJIA); U MOJOOHbIE.

Crnoli nexapCTBEHHOTO CPEACTBA CONEPKUT TepaneBTUYeCKH 3(P(PEeKTHBHOE KOJUUECTBO
comu coenunenus (I) m nocurenb. Hocutenb MokeT copmeparh TUAPOQUIbHBIA TOIUMED.
IMuapodubHbIA MOTMMEp MOXKET 00eCTIeYHTh, HarpuMep, r’HAPO(UIbHBIE MOJHMEPHbIE YaCTHLIbI
B (papMaleBTUYECKOH KOMIO3ULMK, KOTOpbIE CIOCOOCTBYIOT pABHOMEPHOH CKOPOCTH
BBICBOOOXKIEHIsI W KOHTPOJIIMPYEMOMY XapakTepy BbICBOOOKAeHHs coiu coenawneHust (I).
[IpuMmeppl TakuWxX MOJMMEPOB  BKIIOYAIOT  MOJH(AJKHJIEHOKCHA) CO  CPEIHEYHCIIOBOM
MOJIEKyJIsIpHOH  Maccoir ot 100000 mo 750000, Takoif Kak MOJH(3THIEHOKCH),
NOJTN(METHIIEHOKCHT), noJin( Oy THIIEHOKCHT) u MOJTA(TEKCHIIEHOKCHT); u
noyin(kapOOKCUMETHITLIEIUTIONO03Y) CO CPEeIHEYHCIIOBOM MOJeKyJisipHOH Maccoir ot 40000 mo
400000, TaKyI0 KakK noJu(IeIoYHast KapOOKCHUMETHIIIEIITIOJI03A),
noJin(HaTpUHKapOOKCUMETHITIEIUTION03a), noyii(KaauiKapOOKCUMETIIILIEIUTION03a),

nou(JIUTUHKAPOOKCHMETHIIIISIUTI0N03a) U mogobHble. DapManeBTHYeCKas KOMIO3UIUS MOKET
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coaepKaTh TUAPOKCUMIPONUIAJIKWILEIUIIOI03Y CO CPEAHEYMCIOBON MOJEKYJSPHOW MacCOM OT
9200 o 125000, TaKyHO KaK TAIPOKCHMTPONUIII THIILIEILIFOJIO3A,
T'UPOKCUTTPONMIMETHIILIEIIIIOII032, THAPOKCUITPOITIOY THIILIEIUTIOJI032 u
THAPOKCUIIPOTTIIIEHTHIILIEIUTION03a, AJIS YIIyULIeHUs] CBOHCTB BBICBOOOKIEHUSI KOMITO3ULIUH;, U
NOJM(BUHMIIITAPPOIIUIOH), IMEIOIIUI CPEIHEUHNCIIOBY IO MOJIEKYJIIPHYIO Maccy ot 7000 mo 75000,
IJ1s1 yJIy4llIeHUs] TeKy4ecTd KoMno3uimu. Cpenu 3TUX MOJIMMEpOB, MIPEANOUTUTENbHBIM SBJIAETCS
MOJIN(3THJICHOKCHT) CO CPEIHEUHCIIOBON MOJIEKYIsipHOM Maccoit ot 100000 o 300000.

Jlpyrue HOCUTENH, KOTOpble MOTYT IMPHUCYTCTBOBATH B CJIO€ JIEKAPCTBEHHOTO CPEICTBA,
BKJIFOUAIOT YIVIEBOJBL, KOTOPbIE NPOSIBISIOT JOCTATOYHYK) OCMOTHYECKYIO AKTHBHOCTb IpHU
MCIOJIb30BAHUU OTAEIBHO WU C IPYTUM OCMOTHYECKUM areHTom. K Takum yriesogam OTHOCSTCS
MOHOCAXapuAbl, IUCaXapuAbl U onucaxapuapl. TUMOBbIE MPUMEPDI BKIKOYAIOT Caxapubl, TAKUe
KaK MaJbTOAEKCTPUH (T.€. NOJUMEp TJIFOKO3bl, MOJYYEHHbIH T'HAPOIM30M KyKYypy3HOTrO
Kpaxmalia), JaKkTo3a, oko3a, padpduHosa, caxapoza, MaHHUT U copOut. IIpennoururesbHBIMU
MaJIbTOJIEKCTPUHAMM SIBJISIFOTCS T€, KOTOpPBIe UMEIOT SKBUBaJIeHT AekcTpo3bl (DE) 20 nnu mexee,
npexnnoytutensHo, DE ot npumepHo 4 no npumepho 20, u 6onee npeanouturensHo, DE ot 9 no
20. Ucnonb3oBanue ManbToAeKCTpuHA, umeroero DE ot 9 no 12, sBnsercs npeanoYTUTENbHBIM.
VrieBonsl (MPEANOYTHTENBHO, MAJIBTOAEKCTPHUH) SBJISIFOTCS IPEANIOYTHTEIbHBIMHU, TOCKOJIBKY UX
MOKHO HCIIOJIb30BaTh B CJIOE JIEKAPCTBEHHOT'O CPeNcTBa Oe3 J0OABIEHHUS APYTOro OCMOTHYECKOTO
areHTa, U OHU MPUAAIT KOMIO3UINH JOJTOBPEMEHHYIO CTA0MIBHOCTD.

Croit nexapCTBEHHOTO CPEeNCTBa MPEACTaBisieT cOO0H, HampUMep, OJHOPOIHYIO CYXYIO
KOMITO3UIIMIO, OOpa30BaHHYI) NPECCOBAHUEM HOCHUTENs U JieKapCcTBEHHOro cpencrsa. Croi
JIEKApCTBEHHOTO CPEACTBA MOXeT ObIThb CHOPMHUPOBAH U3 YACTHL HM3MEJIbYEHHOTO
JIEKApCTBEHHOTO CPEACTBa M NOOABJICHHOrO MoJuMepa. | paHyJMpOBaHWE MOKHO MPOBOAMTD C
UCIIOJIb30BAHUEM H3BECTHBIX METOJIMK, TaKUX KakK TpaHyJsLus, CyLIKAa pPaclbUICHUEM,
npoceuBaHue, JuodrIn3anus, ApoOIeHne, W3MeNbYeHHe, ITUHKOBaHWE U mopoOHble. Takyro
IPaHyJISALMIO0 MOXHO MPOBOAUTH C HUCIIOJIb30BAHUEM TaKHUX YCTPOWCTB, KaK BBICOKOCKOPOCTHOM
TpaHyJATOp C  IepeMelIMBaHUeM,  OSKCTPY3UOHHBIH  TIPAHYJNATOp,  TPaHyJSTOpP  C
NICEBAO0KIKEHHBIM CJIOEM U POJIMKOBBIH Mpecc.

Croii nexapCTBEHHOI'O CPEICTBA MOXKET COZIEPKaTh OTHO HJIM HECKOJIBKO NTOBEPXHOCTHO-
AKTUBHBIX BELIECTB U OJWH WJIM HECKOJbKO pa3phIXJLIFOIIMX areHtoB. llpumepsl Takux
MOBEPXHOCTHO-aKTUBHBIX BEIIECTB BKJIOYAIOT MOBEPXHOCTHO-AKTHUBHBIE BEIIECTBA, MMEIOIIUE
3Hauenune ['JIb or mpumepHo 10 mo 25 (B 4acTHOCTH, MOHOCTE€apaT MOJMATHIIEHTIHKONS 400,
MOHOJIAypaT  TOJHOKCHATHIICH-4-COpOUTaHa, MOHOOJEAaT MOJMOKCHITHIIEH-20-copOuTaHa,
MOHOIIAJbMUTAT NOJHOKCUATUIIeH-20-copOnTaHa, MOJINOKCUATUIIEH-20-MOHOIay par,
nonmokcuaTHieH-40-cTeapar, ojieaT HaTpusi U TONOOHbIe). [IprMepsI pa3phIXJIUTENeH BKITFOYAIOT
KpaxMalibl, [JIMHBL, LIeJUTFOJIO3b], aJIblMHbI, KAMEH, MONePEeYHO-CLINTBIE KpaXMaJbl, LETI0I03H,
noJuMeps! 1 nmogoOHere. [IpennouTuTenbHble Pa3phIXIUTENN BKIFOYAT KYKYPY3HBIH KpaxMad,
KapTo(eNbHbIA KpaxMall, KpOCKapMeIuIo3y, KPOCIIOBHIIOH, TIIMKOJIAT Kpaxmalia HaTpus, Veegum
HV, mermnuennronody, arap, OEHTOHHT, KapOOKCHMETHIILEIUIIONO03Y, AIbIHHOBYIO KHCIIOTY,

I'yapoBYIO KaMeb U MOAOOHBIE.
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Croli 1exapCTBEHHOTO CPECTBA MOXKET JOTIOJIHUTEIBHO CONEPIKaTh JIETKYI0 O€3BOIHYIO
KPEMHUEBYIO KUCIIOTY U IOAOOHBIE.

ITonynponunaemass MemOpaHa MOXeT ObITb CHOpPMHUpOBAHA HAa TOBEPXHOCTH
JBYXCJIOMHOM MPECCOBAHHOMN CEPALIEBUHBI, HAPUMED, MyTEM ApakupoBaHus. boiee KOHKPETHO,
NOJIyIIpOHHUIIaeMasi MeMOpaHa MOXKET ObITh OO0pa3oBaHa MyTE€M PACHbUICHUS KOMITO3ULMU MJIS
(dbopMUpOBaHUS TOJYTPOHUIIAEMON MeMOpaHbl Ha MOBEPXHOCTh CIPECCOBAHHOW JIBYXCIIOMHOMN
CEPALIEBUHBI, BKJIIOYAKOLIEH CJION JIEKAPCTBEHHOI'O CPENCTBA U CJIOM OCMOTHYECKOrO BELIECTBA,
NepeBOpavynBaeMble BO  BpallalolleMcsl MNOAAOHE. MeToabpl NOKPBITHsA, OTJIMYHBIE OT
OPaKUPOBAHMA, TAKXKE€ MOXHO HCIIONb30BAaTh MJIsI IOKPBITUS MPECCOBAHHOM CEPALICBUHBL.
Harnpumep, nonynponumaemass MeMOpaHa MOKET OBbITh MOJIy4€Ha METOJOM C HCIOJIb30BAHUEM
BO3/1y LUHOM CyCIEH3UU. ITa METOJIUKA COCTOUT U3 CYCIIEHANPOBAHUS TPECCOBAHHON CEpALICBUHbI
B TIOTOKE BO3AyXa U MOJYNPOHHUI[AEMOH MeMOpaHOOOpasyromed KOMIO3ULMH U
IepeBOpaurBaHus €€ 0 TeX IOp, MOKa Ha CepAlleBUHE He cHhopMUpYyeTCs MOJyINpOHHIIaeMast
meMmOpana. [Ipouenypa cycrneHIuUpOBaHHsS B BO3AyX€ XOPOLIO MOAXOAUT ISl HE3aBUCHMOIO
(dopMupoBaHHS MOMYyNPOHULIAEMON MeMOpaHbl. Takas METOAMKa CyCIIEHIUPOBAHHS B BO3AYXE
u3BectHa (Hampumep, mateHT CIIA Ne 2,799,241). Takke MOXKHO UCIIOb30BATh YCTAHOBKY JJIs
HAHECEHHUs] BO3/YLIHO-CYyCIIEH3MOHHBIX NOKpbITUI Wurster (3aperucTpupoBaHHas TOProBast
MapKa) HJIM YCTaHOBKY JJIsi HAaHECEHMS BO3AYIIHO-CYCIIEH3MOHHBIX MOKpbITHH AeromaticR
(3apeructTpupoBaHHAs TOProBast MapKa).

ITocne mOKpBITHS MOy TPOHULIAEMOIT MEMOPAHOM, MOy IPOHULIAEMYIO MEMOpaHy CyIIaT,
Harnpumep, B M€Y C MPUHYAUTETbHON BEHTUJISILIMEN WIN B M€UU C PEryJIMPYyeMON TeMIepaTypoiu
U BJQXKHOCTBIO, YTOOBI TEM CaMbIM YIAJIUTh PAaCTBOPUTENb. YCIOBHS CYLIKH MOTYT OBITh
BbIOpPaHbI COOTBETCTBYIOLIUM OOpa3oM ¢ y4eTOM HMEILEerocss OO0OpyAOBaHUs, YCIOBUH
OKpPY>Karollel cpepl, paCTBOPUTENIEH, MATEPUAJIOB ITOKPBITHS, TOJIINHBI TOKPBITUS U T. 1.

ITepopanbHas papMareBTHYECKasi KOMIIO3HLUS B COOTBETCTBUH C HACTOSIIIIUM OMTUCAHUEM
MOJKET OBITh MOJIyueHa ¢ UCIOJIb30BAHHEM H3BECTHOT'O METO/IA MOJTy4YeHus cocTaBoB. Hanpuwmep,
nepopasibHas (hapMaLeBTHYECKas KOMIIO3HLUS MOXKET ObITh M3TOTOBJICHA C HCIOJIb30BAHHEM
CYILLECTBYIOIINX TEXHOJIOTUH BJIAYKHOHN I'PaHyJISILUN WM TEXHOJIOTUI CyXOH rpa”yisuuu. bonee
KOHKPETHO, HallpUMep, B ClIy4ae METOJOB BIAKHOW I'PaHYJISILUU, OPTAHUYECKUI PACTBOPUTEIID,
TAaKOW KaK JIEHATYPUPOBAHHBIM OE3BOMHBIN CIUPT, UCIIONB3YETCSl B KAYECTBE PAHYIHPYIOIIErO
pacTBOpa;, W JEKAPCTBEHHOE CPEACTBO M AOOABKY CMEIIMBAIOT B IPAHYJSITOPE M HEMPEPBIBHO
IPaHyJUPYIOT C MCHOJIb30BAHUEM PaCcTBOPUTENs, MOJydas IPU 3TOM rpaHyJibl. PactBop nns
IpaHyJIMPOBAHUS TOOABISIIOT A0 TEX IOP, IOKa He 00pa3yeTcst BIa)kKHAsI CMECh, U CMECh BIIAYKHON
MAacchl IIPOMYCKAIOT Yepe3 MPeiBaApUTENbHO YCTAHOBIEHHOE CUTO Ha MO JAO0HE Me4YHu. 3aTeM CMeCh
cymiarT B MeYd C MPUHYAUTENbHOW momaued Bo3nyxa. Jlpyroit cmoco® rpaHyIMpoBaHUs
NpeAcTaBisieT coOO Omepanio TPaHyJIMPOBAHUS MOPOIMIKOOOPA3HBIX KOMITIOHEHTOB KaJKIOTO
CJI0s B TPAaHYJATOPE C MCEBAOOKUKEHHBIM cioeM. [locne cyxoro cMmemmnBaHus MOPOIIKOBBIX
KOMITIOHEHTOB B IPaHyJISITOPE, TPaHyIMPYOLIAs )KUAKOCTh paCHbUIsieTCsl Ha nopowmok. Ilopomok
C TOKpbITHEM cymar B rpanyjsitope. Cyxue TrpaHysbl, IMOJNYYEHHbIE 3THMH CIOCOOaMH,

IPOCENBAIOT B TPAHYJISITOPE C APOOMIIBHBIM MEXAHM3MOM. 3aTeM A0OABIAIOT CMAa3bIBAIOIIEE
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BEIIECTBO, TAKOE€ KAaK CTeapaT MarHus, W CMEIIMBAIOT C IOJYYEHHEM TPaHyJ C MOMOIIBIO
cMecuTests (HanpuMep, CMeCUTeNs V-THIIa WM IEPEHOCHOTO CMECHUTES (CMecuTeNst Oy HKEPHOTO
tuna)). IloaydeHHyro TakuM 00pa3oM KOMIO3HMLMIO HACJIAWBAIOT MyTEM IPECCOBAHUS C
UCTIONb30BAHUEM, HampuMmep, npecca Manesty (3aperrucTpupoBaHHas TOProBask Mapka) WIN
npecca Korsch LCT. [Ins u3rotoBieHus: BYXCIIONHON CEpALIEBUHBI CHa4dalla MPECCYIOT CIIOH,
COZep AL JIEKAPCTBEHHOE CPEICTBO; U 3aT€M BIAKHYIO CMECH CJI0Sl OCMOTHYECKOTO BEIECTBA,
NOJIYYEHHYI0 AHAJOTHMYHBIM CHOCOOOM METOJOM BIIAKHOW TIPaHYJLILHH, NMPECCYIOT K CJIOI,
cofiepKaleMy JieKapCTBEHHOe cpencTBO. CHpeccCOBaHHYIO IBYXCIIOHHYIO CEpALEBHHY IpU
HEOOXOIMMOCTH  TOKPBIBAIOT ~ BOJOPACTBOPHMBIM  IOJIUMEPOM, U 3aT€M  IOKPBIBAIOT
NOJIyIIPOHUIIAEMBIM MeMOpaHHBIM MaTepHajoM, Kak onMcaHo Bbime. Ha koHue crios
JIEKapCTBEHHOTO CPEIACTBA KOMIIO3UIMH MPEAYCMOTPEHO OIHO WM HECKOJIBKO BBIITYCKHBIX
orBepctuii (nepdopanus). Ilpu HEOOXOAUMOCTH MOKET OBITP HAHECEHO BOAOPACTBOPUMOE
3aLIUTHOE MOKPBITHE, T€ 3aLUTHOE MOKPHITHE MOXKET OBITh LIBETHBIM HJIU MPO3PAYHBIM.

Kpome Ttoro, nampumep, Korja B KadecTBE albTEPHATUBHOIO METOMA HCIIONb3YEeTCs
TEXHOJIOTUSl CYXOW TpaHyJSLUM, INPEABAPUTENBHO CMEINAHHYI) KOMITO3MLUIO (OPMYIOT B
CJIOMCTBIM MPOXYKT C TOMOIIBIO BAJKOBOW MAlIMHBI Ul NPSMOTO IMPECCOBAHUS, U CIOUCTBIN
NPOAYKT M3MENIbYAIOT B TPAaHYyJbl U COPTUPYIOT IO pa3MepaM C IOMOLIBbIO MPOCEUBArOIei
MEJIbHHLBI C APOOWIBHBIM MeXaHu3MoM. CMasbIBAIOLIMI areHT, TAaKOW Kak cTeapaT MarHus,
n00aBISIIOT K OTCOPTUPOBAHHBIM T'PAHYJIAM TaKHM e 00pa3oM, KaK YKa3aHO BbILIE, CMELUINBAIOT
C TPaHyJIaMH C TIOMOLIBIO OJIEHIEpa U MPECCYIOT TaKUM ke 00pa3oM, Kak B CIIOco0e MOMyUYeHHS,
OTMHCAHHOM BBIIIIE.

KomMno3uuuss 1jis OCMOTHYECKOro Hacoca CHaO)KeHa, MO MEHbIIelH Mepe, OIHUM
BBIITYy CKHBIM MOPTOM. BBINYCKHOH MOPT NMPEACTaBJICH BO BPeMsi H3TOTOBJICHUS] KOMIIO3ULIUH WITH
BO BpeMsi JOCTaBKU JIEKAPCTBEHHOTO CpPEACTBA KOMIIO3ULMEH B JKHIAKOW Cpele BO BpeMs
UCTIONBb30BaHUsl. BhIpakeHHe «BBIYCKHOH MOPT» BKJKOYAaEeT B ceOsi 3HAYEHHUE, HAIpPUMED,
MPOXOJIOB, OTBEPCTUH, OTBEPCTHH M MPOCBETOB (OTBEPCTHIA). ITO BbIPAKEHUE TAKXKE BKIFOYAET
OTBEpCTHUs, 0OpPa30BaHHBIC HPO3UEH, PACTBOPEHUEM WIIM BHIMBIBAHUEM BEIIECTBA WM MOJIUMEPA
U3 BHEIIHEH CTeHKH. Takoe BEeIeCTBO WM TOJHMEP BKIIOYAET, HANpPUMED, Pa3pyLIaecMyro
noJTA(TJIUKOJIEBYIO KHCJIOTY) WM TONMH(MOJIOYHYIO KHUCJIOTY) B MOJYNPOHHUIIAEMON MeMOpaHe,
JKEJIATHHOBBIE HUTH, BOAOYJAAISAEMbI TMOJU(BUHWIOBBIA CIHPT), W BbIIIEJIAYHBAEMBIC
COEIMHEHUS, TAKHUE KaK yIaJsieMble KHIKOCTBIO 00pa3yolue OTBEPCTHSI BELIECTBA, BEIOPAHHBIE
U3 TPYIIIBI, COCTOSIIEH U3 HEOPTAHUYECKUX COJIEH, OPraHMYECKUX COJIeH, OKCHIIOB U YTJIEBOIOB.
BrmyckHo#t mopT MoxeT ObITh 00pa3oBaH, HapUMeEp, BbIIIENAYMBAHUEM, IO MEHBLICH Mepe,
OJHOTO BEILIECTBA, BBIOPAHHOTO M3 TPYIIBI, COCTOSALIEH M3 COpPOMTA, MAHHHTA, JIAKTO3BI,
($pPYKTO3BI, MANBTUTA, MAJBTO3bI, IEKCTPUHA, TJIFOKO3bI, MAHHO3BI, TAJIAKTO3bI, TaJIO3bI, XJIOPUIA
HATPUs, XJIOPU/A KA U LUTPATa HATPHS AJIS TIOJTYyUEHUS] OTBEPCTHH, UMEIOIIUX pa3Mep Iop,
MOIXOALIHMH JIJIs1 PABHOMEPHOTO BBICBOOOXKIEHHS JIEKAPCTBEHHOTO CPEACTBa. BhIMyckHOI mopT
MOXeT uMeTh o0y (opMy, Takyr Kak Kpyrjas, NpsMOYIOJibHAas, KBaJpaTHas WIH
sJutUnTHYeCKast popma, pU YCIOBUH, UTO JIEKAPCTBEHHOE CPEICTBO MOKET BBICBOOOKIATHCS M3

KOMITIO3HULIUMHU C OHHHaKOBOﬁ CKOPOCTBIO. KOMHOSI/II_II/ISI JJI1 OCMOTHYECKOIO HaCOCa MOXKET UMETH
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OJIMH WJIM HECKOJIbKO BBIMYCKHBIX IOPTOB, PACIOJIOKEHHBIX Yepe3 paBHble MHTepBajbl. Pazmep
OTBEPCTHUSI BBIITYCKHOTO NMOPTa KOHKPETHO HE OTPAHUYEH, NPH YCIOBHUH, YTO BBICBOOOKAECHHE
JIEKAPCTBEHHOI'O CPEACTBA MOXXHO KOHTPOJIMPOBAaTh BO B3aUMOJEHCTBUM C IPECCOBAHHOMN
cepauesuHoil. [IpennoururenbHO, pa3mep OTBEPCTHUS BBIITYCKHOTO nmoprta coctasisieT ot 0,1 Mm
no 3 mm. Hanpumep, nnst ¢opMHpOBaHMS BBITYCKHOTO TOPTAa MOXKHO HCIOJB30BATH METOJ
CBEpJICHUsI TOJNYIPOHULIAEMON MeMOpaHbI, TAKOW KaK MEXaHWYECKOe CBEpJICHHE H JIa3epHOe
cBepJieHHne. Y CTpoiCTBa Ui (POPMUPOBAHMS TAKOTO BBIITYCKHOTO IOPTa U3BECTHBI (HAIIPUMED,
nateHT CIITA Ne 3,916,899 u matent CIITA Ne 4,088,864).

KonmuecrBo comu coempunenust (I) B mepopanbHOi (papMarneBTHIeCKONH KOMIIO3ULIUH
HAaXOJIUTCsI, HATIPUMEP, B TUAIa30He OT MeHee npuMepHo 1 Mr 1o npumepHo 200 mr uinu Oonee Ha
I03UpPOBaHHYI0 (opMy B mepecdyere Ha Maccy cBoOomHoro ocHoBaHus. Hampumep, cioi
JIEKAPCTBEHHOIO CPEACTBA KOMIIO3ULMHM JJii OCMOTHYECKOrO Hacoca, OMMCAHHON HUXe B
npuMmepax, comepxkur coenuHeHue (I) B kommuectBe 30 Mr (B mepecuere Ha CBOOOJHOE
ocHoBaHMe). KoMnosumust st ocMOTHYECKOro Hacoca uMmeet 3HaueHue Too mpumepHo 10 gacos
win Oonee. Conp coenuHenust (I) HaumHaeT BBICBOOOXIATHCS C TOCTOSIHHOW CKOPOCTBIO
npuMepHO uepe3 3-4 yaca HOCie BBEAEHHs, U BBICBOOOXKIEHHE C ONMHAKOBOH CKOPOCTBIO
MPOJIOJIKAETCA B T€UEHUE JJIUTEIbHOIO NEPUO/A, IO MEHbIIeH Mepe, mpuMepHo 12 vacos. [locne
5TOTO BBICBOOOJKIEHHUE JIEKAPCTBEHHOIO CPEACTBA MPOAOIDKAETCS] B TEUEHHE HECKOJIBKUX YacOB
70 TeX MOp, OKa T03UpOBaHHas popma He OyeT 3pacxonoBaHa.

ITepopanbHble  (hapMaleBTUUECKHE KOMIIO3MLIMA B COOTBETCTBUHM C HACTOSIIUM
OMUCAHUEM MPEANOYTUTENBHO BBICBOOOKAAIOT JIEKAPCTBEHHOE CPEACTBO C OTHOCHUTEJIBHO
PaBHOMEPHOW CKOPOCTBEO BBICBOOOKIEHHUsS] B TEYCHHE UIMTENBHOTO mNepuona BpemeHu. llpu
BBEJICHUU MALEHTY, NepopaibHas (papManeBTuIeckass KOMIIO3UIHS 110 HACTOSIIIEMY OIMHCAHUIO
o0ecrieynBaeT KOHLEHTPALMH JIEKAPCTBEHHOTO CPENCTBA B IUIa3Me KPOBH Y MALIMEHTa, KOTOPhIE
MeHee MOABEPKEHbI KOJeOAHUSIM B T€UEHHUE JUTMTENIBHOTO MEPUO/ia BPEMEHH, YeM Te, KOTOpbIe
MOJIy4at0T ¢ OOBIYHBIMU (hapMaIleBTHYECKIMHU areHTaMu (HalpuMep, COCTABAMHU C HEMEJIEHHBIM
BbICBOOOKIeHeM). Korma BBOAST TNepopaibHYH (papMaleBTUYECKYH) KOMIIO3HUIHIO B
COOTBETCTBHUU C HACTOSIIMM OINHUCAHUEM, MUK BO3HUKAET BO MOMEHT BPEMEHU I03XKe, 4eM
IIUKOBasi KOHLIEHTPALMsl B IUIa3Me€ B CTAOWJIBHOM COCTOSIHUM IOCJE€ BBEACHUS OOBIYHBIX
(apMaLIeBTHUECKUX areHTOB (HAIpUMeEp, COCTABOB C HEMEIJICHHBIM BBICBOOOKICHUEM), U MUK
MEHbILE, YeM THK, HAOJIOaeMblii MOCie BBEACHHS OOBIMHBIX (DapMalleBTUUECKUX AareHTOB,
COOTBETCTBEHHO, KOMITO3UIMS MOKET 00eCreunBaTh TePaneBTUIECKH 3(P(EKTUBHYIO CPEIHIO0
CTa0MIJIBHYIO KOHLIEHTPALHMIO B KPOBH.

Hacrosimmee wu300pereHre BKIIOYAET CMOCOO JjiedeHus: 3a00JieBaHUNM U COCTOSIHHUIA,
NOJNAKOLINXCS  JIedeHHIo coenuHeHneM (I), myTem mepopainbHOrO BBEACHHUS NALMEHTY
NepopaNbHON  (papMarieBTUIECKOH KOMIIO3MLMU MO HACTOSLIEMY OIUCAHHI0. JTOT CHOCO0
NPUMEHSIOT Ha MPAKTHKE C COCTABOM, MOAXOISAIINM JUIA BBICBOOOKAeHHUs coenuHenust (1) c
PaBHOMEPHOW CKOPOCTBIO BBICBOOOKACHHUS B TEUEHHUE, MO MEHbLICH Mepe, IPUMEPHO 4 Hacos,
MPEINOYTUTENBHO, OT 5 10 30 4acos, Oonee mpenmodTuTenbHO, OT 10 1o 24 yacoB u emne Oonee

MPEANOUYTUTENBHO, OT 15 10 24 yacos.
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JAns nedenuss mu3opeHHH, NPHUMEHEHHE BBIMIEYKA3aHHOTO CHoco0a Ha TPAaKTHKE
SBJIIETCSI TIPEANOYTUTENbHBIM C LEJIbI0 IMEPOPaJbHOrO BBENEHUS MAILEHTY MepOpaIbHOMI
(bapMaLieBTHUECKOW KOMITO3UIIMH MO HACTOSIIIEMY OMMCAHHUIO C YaCTOTOM MEHEe OHOrO pasa B
cyTku. Jpyrue 3a0oneBaHNs U COCTOSHUS, KOTOPBIE MOTYT ObITh KIIMHMYECKU THATHOCTUPOBAHBI
KaK CUMIITOMBI ITN30(PEHNH, MOKHO JIEUUTh MEPOPAbHON (PapMaLeBTUUECKON KOMITO3UINEH €
KOHTPOJIMPYEMbIM BbICBOOOKIEHHEM IO HACTOSIIEMY OIHCAHUIO.

XOTs 3TO HE SABJSIETCS OTPAHUYNBAIO UM, TTEPOpasibHast (papManeBTHIECKask KOMITO3ULIHS
10 HACTOSIIEMY OMUCAHHIO, IPEATIOYTUTENBHO, TIOAIEPKUBAET KOHIEHTpauuio coenunenus (1) B
KPOBU B CTAOMJIBHOM COCTOSIHUM B JUara3oHe, Harpumep, oT 15 ur/mn no 400 Hr/mn uim ot 50
Hr/ma o 300 Hr/mn B TedeHue 1 Henenu npu nepopasbHOM BBEIEHHU YEJIOBEKY (B YAaCTHOCTH,
B3POCJIOMY YEJIOBEKY ).

OObryHble TaONeTKH (COCTaBbI 0€3 KOHTPOJIUPYEMOTO BBICBOOOXKIEHUS), COAEpIKalLIie
coenunenue (I) B popme 0,5 mr, 1 mr u 2 mMr TabneTok, yke KOMMEPYECKH JOCTYITHBI BO MHOTHUX
crpanax, Bkitouass fAmonmto, CIIIA u EBpomy. B xome KIMHMYECKMX HCHBITAaHHNA OBLIO
MOATBEPKIAEHO, YTO OObIUHBbIE TabyeTku Oe3omacHbl U 3ddexTuBHbl npu 3adoneBanusx [[HC,
TaKUX Kak Mmu3odpeHus; u ObUl NpOBeAeH NOAPOOHbIH (hapMaKOKMHETHYECKUH aHau3.
ITpuHumas BO BHUMaHHe Takyl HHGOpManuioo 00 OOBIMHBIX TaOJIETKAaX, MOXKHO IOHSTb, YTO
moOyl0  mepopanbHyl  (apMaleBTUYECKYI0 KOMIIO3MIHMIO, CHOCOOHYIO —MOANEPKUBATH
KOHLeHTpauuo coenuHenus (I) B KpoBH B CTAOMIIBHOM COCTOSTHUU B IMANa30He, HApUMep, oT 15
Hr/ma 10 400 Hr/mi unu ot 50 Hr/mut 1o 300 HI/MJI PU BBEACHUH YEJIOBEKY, MOYKHO UCTIONIb30BATh
s npoduiaakTuku win JiedeHus: 3adoneBanmii [THC, Takmx kak mm3o(peHHs, TaKuUM Ke
00pa3oM, KaKk 1 OObIYHBIE TAOJIETKH, KOTOPBIE YKE UMEIOTCS B TPOAAKE.

COOTBETCTBEHHO, MEPOPATBHYIO (PapMaleBTUYECKYI0 KOMITO3ULMIO MO HACTOSIILIEMY
n300pEeTEHNI0 MOKHO BBOJUTH NEPOPAILHO PeXke, YeM OJUH Pa3 B CYTKH, HAMPHUMEP, €€ MOXKHO
BBOJIUTH MEPOPATBHO OAMH pa3 B Henenmo. PapManeBTHUECKAs KOMITO3ULHS IJISl TEPOPATbHOTO
NPUMEHEHUS TI0 HACTOSIIEMY OIHMCAHHMIO MOXKET OBITh BBEJI€HA B BUIE ONHOW TaOJeTKH 3a pas,
WJIK IBYX MUK OoJiee TaOJIEeTOK 3a pa3; HampuMep, €€ MOKHO BBOAMTD B BUJE IBYX TaOJETOK, TPEX
TabJIETOK, YeThlpex TaOJEeTOK WM MATH TaOJEeTOK OAHOBpeMeHHO. CrnenuanucTbl B TaHHOM
0o0JacTH TEXHUKH CMOTYT HaJJIekKaluM o0pa3oM  ONpeneNuTb 103y  MepPOpabHON
(hapMaLIeBTHUECKOH KOMITO3HILIMH 10 HACTOSLIEMY ONUCAHHIO JJIsl JOCTHKEHHS BBILICYKa3aHHON
KOHLIGHTPALlM B KPOBU Ha OCHOBE, HampuMmep, (PapMakOKHHETHYeCKOoW wHHpopMaruu o0
OOBIYHBIX TAONETKAX, M OLEHOK, OCHOBAHHBIX HAa MPOTOKOJIE BBEIEHHS OIHOKPATHOH O3Bl U
IPOTOKOJIE BBEIEHUS] MHOTOKPATHON NTO3BI MEPOPAIbHON (hapMarleBTHIECKOH KOMITO3HIMU T10
HaCTosALlEeMY onucaHuio. Hanpumep, 103upoBKa Ha 03y MOKET COCTaBJISITh OT IPUMEPHO S5 10 60
mr, ot npumepHo 10 no 60 mr, ot npumepno 20 no 60 Mr mnm ot npumepHo 45 go 60 mr B
nepecyeTe Ha Maccy cBOOOIHOTO ocHOBaHUs coenquHeHus (1).

Kak ommcaHo Belle, cpenyd MNEepoOpajbHBIX (PapMaAlEeBTUYECKHX KOMIIO3HLUN 10
HACTOSIIEMY OIMHCAHUIO, OIHUM OCOOEHHO MPEANOYTHTEIbHBIM BapUAHTOM OCYINECTBJICHHUS
SIBJIIETCSI TIEPOPANIbHBIN TBEPbIA (papMalIeBTUYECKHIA COCTAB JJIsl CUCTEMbI C KOHTPOJIHMPYEMbIM

BBICBOOOJKIIEHHEM C OCMOTHYECKMM HacocoM. OCOOEHHO TpPeaNoYTUTENbHbIE BapUAHTHI
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OCYIECTBJIEHUS] TEPOPATBbHBIX TBEPAbIX (PapMAlleBTHUECKHX COCTABOB [JIsl CHUCTEMBI C
KOHTPOJIMPY€MbIM BBICBOOOKACHNEM C OCMOTHYECKHM HaCOCOM Oostee nmogpoOHO ONMHUCaHbI HUXKE.
OOparuTre BHIMaHHUE, YTO MOCJIEAYIOIIee ONMMCAHNE MOXKET YaCTUYHO COBIMANATh C PUBEAECHHBIM
BbIlIe onucaHueM. Creayroiee ONMCaHNE HE MPEMSITCTBYET MPUMEHEHUIO MTPUBEIEHHOTO BBILIE
OTMCaHUsI.

IMepopanpublii TBepABIN (hapMaLEBTHYECKUNA COCTaB AJII CUCTEMBI ¢ KOHTPOJIHPYEMbIM
BBICBOOOXKIEHHEM C OCMOTHYECKHM HACOCOM IPENNOYTHTENBHO UMEET CTPYKTYPY, B KOTOPOH
COCTaB CepALICBUHBI, OOPAa30BaHHBIN JTAMUHUPOBAHUEM CJIOS JIEKAPCTBEHHOT'O CPEACTBA U CIOS
OCMOTHYECKOTO BEIIeCTBA, MOKPBIT MOJYNPOHUIIAEMON MeMOpaHOW, U CIION JIEKapCTBEHHOTO
cpencrtsa comepkuT coib coeauHeHus (I). OnuH W3 BapUAaHTOB OCYLIECTBIECHUS COCTaBa
BKJIFOYAET COCTAaB, OKAa3aHHbIN Ha dur. 12.

MaccoBoe OTHOLIEHHE CJI0s1 JIEKAPCTBEHHOTO CPEACTBA K CJIO0 OCMOTHYECKOTO BEILECTBA
COCTABJISIET, HANIpUMep, NpuMepHO OT 20 10 125 MacCOBBIX HaCTeH C10s1 OCMOTUYECKOTO BELECTBA
Ha 100 MaccoBbIX HacTel €05 JEKaPCTBEHHOIO cpeacTBa. BepxHuil npeaen nin HUKHUN rpeaes
3TOrO Auarna3oHa COCTaBJISIET, Hanpumep, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95,
100, 105, 110, 115 nnu 120 maccoBbIx yacTell. J(uMamna3oH MOXKET COCTABIATh, HAIPUMED, OT 35
no 100 maccoBbix yacteit unu ot 40 10 60 MacCOBBIX HacTeH.

MaccoBoe OTHOLIEHHE CJI0s1 JIEKAPCTBEHHOTO CPEACTBA K CJIO0 OCMOTHYECKOTO BEILECTBA
MOKET HAaXOAUTBCs, HANpuUMep, B AuamnasoHe npumepHo ot 0,8 no 5. Bepxuuii mpepen wuinu
HIDKHUHN NPeaes MacCOBOTO OTHOLIEHMs MOKET COCTaBATh, Hanpumep, 0,9, 1, 1,1, 1,2, 1,3, 1,4,
1,5,1,6,1,7,1,8,1,9,2,2.1,22,23,24,25,2,6,2,7,2,8, 29, 3,3,1, 3,2, 3,3, 3,4, 3,5, 3,6, 3,7,
3,8,39,4,4,1,4,2, 43, 44, 4,5, 4,6, 4,7, 4,8 unu 4,9. Hanpumep, MacCOBOE€ OTHOLIEHHUE CJIOA
JIEKapCTBEHHOI'O CPE/ICTBA K CJIOK0 OCMOTHYECKOTO BELIECTBA MOXKET HaXOAUTHCA B JAHAIa30HE
MPUMEPHO OT 1 10 4 nnu npumMepHo oT 2 10 3. bonee KOHKPETHO, MaCCOBOE COOTHOLIEHUE MOKET
coctaBnath 2,0, 2,1, 2,2, 2.3,2.4,2,5,2,6,2,7,2,8, 2,9 unu 3,0.

Conp coenunenus (I) ocobo0 He orpaHudveHa, €Cid OHA SBJsIETCs (DapMaleBTUYECKH
npueMiieMoii conbio. IIpuMepsl BKITIOYAIOT BBILIEYTOMSHYThIE PA3JIMYHbIE CONMHU METAJUIOB, COJIU
HEOPraHUYEeCKUX OCHOBAHMM, COJM OPraHMYEeCKUX OCHOBAHUIL, COJM HEOPraHWYECKUX KHCJIIOT,
COJIM OPTaHUYECKUX KUCIOT W monoOHble. CoOb MPEANOUTUTENBHO MPENCTaBIsET COOOH,
Harpumep, Coiib (PyMapoBOH KHCIOTHI, COJb XJOPHCTOBOAOPOAHON KHCIOTBI, COJb CEPHOH
KHCJIOTHI M TONOOHBIE, B OCOOEHHO MPEINOYTUTENBHO, COMTb (DyMapOBOI KUCIIOTHI

Conp BKIFOYAET COJBBATHI COJIE M MOXKET NPHUCYTCTBOBaTh B (popme cosbpBaTta B
dapmaneBTHUECKOM cocTaBe. IIpuMepbl CONbBATOB BKIIFOUAKOT THAPATHI, COJBBATHI C METAHOJIOM,
COJBBATBI C 3TaHOJIOM M mopoOHble. ConbBAT MOXKET OBITh MOHOCOJIBBATOM, AHMCOJIBBATOM,
TPUCOJBLBATOM U MONOOHBIMU. Hampumep, CONBBAT MOMKET OBITh MOHOTHUIPATOM, AUTHUAPATOM,
TpUuruapaToM u nmoaodHeMU. OCOOEHHO MPENMOUTHUTEIBHBIM MPUMEPOM TaKOTO COJIbBATAa COJIU
SIBJISIETCS, HATIPUMEpP, MOHOTHAPAT ymapara.

KonmuectBo conmu coennnenus (1) B cioe 1ekapCTBEHHOTO CPENCTBA MOXKET HAXOAUTHCS,
HaIpuMep, B TUara3oHe npuMepHo ot 5 1o 200 Mr B epecyere Ha Maccy CBOOOTHOTO OCHOBAHMSI.

BepxHuii nmpeaen Win HUKHUAN NPeaes 3TOro Auana3oHa cocrtasisier, Hanpumep, 10, 15, 20, 25,
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30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 105, 110, 115, 120, 125, 130, 135, 140,
145, 150, 155, 160, 165, 170, 175, 180, 185, 190 unu 195 mr. Konudectso conu coenunenus (1)
MOXET HaXOJUThCsA, HAIPUMED, B AUANA30HE NPUMEPHO OT 5 10 60 mr, mpumepHo ot 15 no 150
mr wiu npuMepHo ot 20 no 100 Mr B mepecyere Ha MacCy CBOOOJHOIO OCHOBAHUS COCAMHEHUS
D.

KomuuectBo conmu coenunenus (I), comepskameiicss B cjoe JIEKapCTBEHHOTO CPENCTBa,
MO>KET COCTaBJIATh, Hampumep, npumepHo oT 1 1o 35% macc. cios JeKapCTBEHHOIO CPENCTBa.
BepxHuii npeaen win HU>KHUE Opeaes Auana3oHa COCTaBIsAeT, Hanpumep, 2, 3,4, 5, 6,7, 8, 9, 10,
11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33 unu 34%
Macc. JlnanazoH MOXeT COCTaBJIsTh, HAIpUMep, IpuMepHo oT 2 10 30% macc. Wiy NpUMEpPHO OT
5 1o 20% macc.

B nononHeHue K cony, CION JIEKAPCTBEHHOTO BELIECTBA MOXKET COAEpkKaThb NOOaBKH,
TaKHle KaK OCMOTUYECKHH areHT U TUAPOQUIBbHBINA TOJTUMED.

OcMOTHYeCKHIT areHT, COAEpIKAIIUICS B CJIO€ JIEKAPCTBEHHOTO CPEeACTBa, 0cobo He
OrpaHUYEH, I[OKa OH JIeMOHCTPUPYET TIPaJUeHT OCMOTHYECKOrO JaBJIGHUS  depe3
NOJTyIpOHUIIaeMy0 MeMOpany. [IprMepbl BKIIOUAIOT HEOPTaHWYECKUE COJIM, HEOPraHWYeCKUe
KHUCJIOTBI, OpPraHUYEeCKHE COJIM, OPTaHUYECKHUEe KHUCJOTBI, Caxapuiabl, CaxapHble CIUPTHI U
nopoOHble. [IpuMepbl HEOPraHWYECKHX COJNEH BKIIIOYAIOT XJIOPUA HATPHsl, THAPOKapOOHAT
HaTpus, KapOoHaT Hatpus, ¢ochar Harpus (TpuHatpuiipocdar), docdar Kamus
(Tpukanutipocdar), runpodocdar Hatpus (muruapodocdar Hatpus, ruapodocdar TUHATPHS),
rugpodocdar kamus (muruapodocdar kamus, ruapodocdar qUKaIUs), XIOPUI KaJUs, XJIOPUT
auTHS, Cynb(aT MarHus, XJOPUI MarHus, cyibdaTr Kanus, CyJabdaT HATpPus, THIAPOCYJIbPUT
HATPUs,, THAPOCYIbPUT Kajus, cyibdaT JUTHs, KUCIbIi ¢pochar kanmus u nogooHsre. [Iprumepsr
HEOPraHMYECKUX KHCJIOT BKJIIOYAIOT KHUCJOTBL, KOTOpble OOpa3yrOT BBIIIEYIIOMSHYThIE
HeopraHnudeckue coyu. IIpuMepbl OpraHUYecKuX COJiel BKJIFOYAT (Gymapar Hatpus (pymapar
IUHATpHA), TuApodyMapat HaTpus (pymMapat MOHOHATPUS ), THAPOTAPTPAT HATPUS, TUAPOTAPTPAT
KaJIvst, TApTPAT HATPUS, TAPTPAT HATPUSI-KAIIUSI, MaJIaT HATpUs (MaJlaT AMHATPUS ), THAPOCY KIIUHAT
HATPUsl, CyKUWHAT HATpusA (CYKLMHAT AMHATPUS), TUAPOMAJIeaT HATPUsl, MajieaT HaTpusl (Majeat
OUHATPHSA), THAPOLUTPAT HATPUsSl (AMTHAPOLUTPAT HATPUs, THAPOLUTPAT AMHATPUS), LIUTPAT
HaTpus (TpUHATPUHLUTPAT) U IoA00HBIE. [IprMephl OPraHUYeCKUX KHCIOT BKJIOYAIOT KHCIIOTHI,
KOTOpble 00pa3yIOT BBILEYIIOMSIHYThIE OpraHWYeckne coiu. [IpuMepsl caxapoB M CaxapHbIX
CIHMPTOB BKIIFOYAIOT MAHHUT, TJIFOKO3Y, JAKTO3y, PPyKTO3y, caxapo3y, COPOHUT, KCHUIIUT, SPUTPHT,
JaKkTo3y H 1nonoOHbie. OHM MOTYT OBITh AHTHIPHIAMH UJIH COJIbBATAMH (HAPUMeEp, THAPATAMH).
WX MOXHO HMCTONIBb30BaTh MO OTAENBPHOCTH WM B KOMOWHALMU U3 JABYX WM HECKOJBKHX.
OcMoTHUeCKUIT areHT, COAEPIKALIMICS B CJIOE JIEKAPCTBEHHOIO CPEACTBA, MPEANIOYTHTEIIBHO
comepskuT MoH, obmuii ¢ combto coenuHenus (I). Hampumep, ecnu conp npencrapisieT coboi
¢dbymapar, npruMepbl OCMOTHUECKOTO areHTa, COIEPIKaIlero HOoH, 001uii ¢ pymMapaTom, BKIFOYAIOT
(byMapoByr0 KHCIOTY, ymMapaT MOHOHATpHs, pyMapaT AUHATPUS U NOAoOHBIE. OCMOTHYECKUI
areHT MOXKHO HCHOJIb30BaTh IO OTAEIBHOCTH HMJIM B KOMOWHAIIMM M3 JIBYX MJIM HECKOJBKHX

KOMIIOHCHTOB.
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CopnepxaHne OCMOTHYECKOIO areHTa B CJIO€ JIEKapCTBEHHOI'O CPEACTBAa COCTAaBIISIET,
Hanpumep, npumepHo ot 1 1o 50% macc. B nepecueTe Ha Maccy CJIosl IEKAPCTBEHHOIO CPENCTRA.
BepxHuii npeaen win HU>KHUHM peaes Auana3oHa COCTaBIIsAeT, Hanpumep, 2, 3,4, 5, 6,7, 8, 9, 10,
11,12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36,
37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48 wnmu 49% wmacc. Hanmpumep, nuana3oH MOKET
coctaBiATh oT 10 1o 38% macc. unu ot 15 no 35% macc.

ITpumeps! ruapoPUIBHBIX TOJIMMEPOB, COAEPIKAIIUXCS B CJIOE JIEKAPCTBEHHOTO CPENICTBA,
BKJIFOYAIOT ~ TOJHUSTWJIEHOKCHJ, TOJUA3TUIICHINIMKONb W mopobHble. IlpeamouturensHo,
NOJIMSTUIIEHOKCH]] TIPENCTaBJsseT COOOM MOJHMSTHIIEHOKCHI C HHU3KOM BSA3KOCTBIO. bonee
KOHKPETHO, TOJIMATUICHOKCH/ MPEANOYTUTENIbHO TPEACTaBIsIET COO0H MOJUITUIIEHOKCHIT CO
cpenHel MoJieKyJsIpHO Maccoit ot mpumepHo 100000 mo 300000, u Gosee mpeArnovYTUTEHHO,
MOJIMOKCUSTUIIEHOKCHU]T CO CpeHEN MOJIEKYJIIpHON Maccoi oT npumepHo 150000 no 250000 unu
ot 180000 mo 220000. ITpennouTuTebHO, NOTUITUIICHTJIMKOJIb IIPEACTABIISIET COOOM Harpumep,
TaKoOH, B KOTOPOM nojumepusyercs: B cpeanem ot npumepHo 4000 no 8000, npeanodTUTeIbHO
npumepHo oT 4500 o 7500, mpumepHo ot 5000 no 7000 unu npumepHo ot 5500 go 6500 enuHuL
sTHIeHOKCHAA. J{i1st ”HruOMpOBaHMS MEePEKPUCTAIITM3ALUH JIEKAPCTBEHHOTO CPEACTBA B COCTABE,
CIIOW JIEKAPCTBEHHOT'O CpPEACTBA MOXET COIep:KaTh B KadecTBe THAPO(GUIBHOrO MOIMMepa
BOAOPACTBOPUMBIN MOJMMEP HAa OCHOBE LEJUIHOJO3bl, TAKOM Kak METUIILEIUII0N03a,
TUIPOKCUTIPOIIIILIEIIIIOJIO3A, TUIPOKCUTIPONTMIIAJIKMIILIEIUTION03a (Hanpumep,
TUIPOKCUTIPONMIIS TUJILIEIUTION03A, TUJIPOKCUTIPONMIIMETHIILIEIUTIONO3A,
THAPOKCUTIPOMWIOY THIILIEIUTION03a W THAPOKCHIIPOMMINEHTHIILEIUTION03a), TTOJMBUHUIIOBBIN
CIIUPT, IPUBUTOM  COMOJAMMEP  MNOJMBUHWIOBOIO  COUPTA M INOJUITUIIEHIJIUKOJIS,
NOJUBUHWIMUPPOJIUAOH, COMOJUBUIOH U MOAOOHBIE. [ MAPOKCHUIPONMIATKUIILEIUTFONI03a
O0COOEHHO  MPEANOYTUTENIbHO  MPEACTaBJsieT COOOH  THAPOKCHUIIPOMUIMETHIILEIUTIONO03Y.
I'mapoKCUnpONUAMETUIILEIUTION03a MPEANOUYTUTEIBHO HMEET COAEPKAHWE METOKCUIPYIII,
Harpumep, npuMepHo ot 16 1o 30%, u Gosee npennoyTHTEIBHO, TpuMepHO oT 27 10 30%. Takue
rHAPOQHIIbHBIE TIOJIMMEPBI MOKHO UCTIONB30BATh 10 OTAEIBHOCTH MM B KOMOWHALIUU C IBYMSI
WJIN HECKOJIBKUMHU THUITAMHM.

Kax omucano Beilie, mepopaibHas (apMaleBTHYECKas: KOMITO3UIHSA IO HACTOSLIEMY
ONMUCAHUIO MPEANOYTUTENBHO CONEPKUT KOMIIO3ULIUIO, CONEPKALIYIO JIEKAPCTBEHHOE CPENICTBO,
COJIEP KAl BOAOPACTBOPUMBIN MOJUMeEp LeNr003bl. COOTBETCTBEHHO, CJION JIEKapCTBEHHOTO
CpPeACTBa MPEANOYTUTENBHO CONEPKUT BOAOPACTBOPUMBINA MOJMMEDP HAa OCHOBE LEJUIIOJIO3BI B
Ka4ecTBE THAPO(PHIBHOTO MOJHMEPA.

Copnepsxanue runpoUIBHOTO MOJIHMEPA B CIIO€ JIGKAPCTBEHHOTO CPENCTBA COCTABIISET,
HaIMpuMep, MPUMEPHO OT 5 10 94% Macc. Ciios TeKapCTBEHHOTO CPpeNCcTBa. BepxHuil nin HIDKHUAN
npeaen AuanasoHa COCTaBJsieT, Hanpumep, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21,
22,23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47,
48, 49, 50, 51, 52, 53, 54, 55, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72,
73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 84, 85, 86, 87, 88, 89, 90, 91, 92 unu 93% macc.

Hanpumep, auanason mosxeT coctasisaTh oT 20 1o 90% macc.
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Korma xommnosuuus, copepskaiias J€KapCTBEHHOE CPEACTBO, B YaCTHOCTH, COJEPIKUT
BOZIOPACTBOPUMBIN MOJUMEP HA OCHOBE LIEJUIOJIO3b], COAEpKaHNE BOJOPACTBOPHUMOrO MOJIMMepa
Ha OCHOBE LIEJITIOJIO3bI B CJIOE JIEKAPCTBEHHOTO CPENICTBA COCTABIISAET, HAIPUMED, IPUMEPHO OT 5
10 40% macc. wu npumepHo ot 10 go 30% macc. unu npumepHo ot 10 no 20% macc. B nepecuere
Ha Maccy CJIOs JIEKapCTBEHHOTO CPENICTBA.

Korna cnoii nekapcTBEHHOTO CPECTBA, B YACTHOCTH, COAEPIKUT (1) MONUITUIICHOKCUTT
(1) mo MeHblIell Mepe, OOWH WiEH, BbIOPAHHBII W3 TPYMIBL, COCTOSALIEH U3
T'UPOKCUITPONIILEIITIOIO3b, METHUIILIEIUTIONIO3bI, U POKCUTTPOTIUIIAKUIILIEIITIONIO3E,
NOJMBUHUJIOBOTO  CIHMPTA,  INPHUBUTOTO  CONOJHMMEpPAa  IOJMBUHWIOBOIO  CIIUPTA U
MOJIUATUJIEHTJIUKONS,  MONMBUHWINUPPOIUAOHA U CONOJMBUIOHA, OJHOBPEMEHHO C
rUAPOPUIBHBIMU TIOJIUMEPAMH, COZlepPKaHHEe KOMIOHEHTa (1) MOXeT cocTaBisaTh oT 10 mo 60%
Macc., U CoAep’KaHHe KOMITIOHEHTa (i1) MOXET COCTaBJsITh OT mpumepHO S5 mo 40% wmacc. B
nepecyueTe Ha MacCy CJ0s JeKapCTBEHHOI'O CPECTBaA.

Croit nexkapCTBEHHOIO CPEACTBAa MOXKET TakXe Cconmepkarh Apyrue nodasku. [Ipumeps
TaKux J00ABOK BKJIFOYAIOT CMAa3bIBAIOINME areHThbl, (Guronan3aTopbl U monoOHble. [Ipumepsl
NPEATNIOUYTUTENBHBIX ~ CMA3blBAIOLIMX areHTOB  BKJIIOYAIOT cTeapaT MarHus. Ilpumepsl
NPEANOYTUTENbHBIX (PIIIOMAN3ATOPOB BKIIFOYAIOT TUOKCUA KpPeMHHs (B YaCTHOCTH, JIETKYIO
0€3BOZIHYIO0 KPEMHHUEBYIO KHCIIOTY).

Croli 1exkapCTBEHHOTO CPENICTBA COJAEPKUT CMa3bIBAIOLINN areHT (B YaCTHOCTH, CTeapar
MarHusi), Harpumep, B konudectse npumepHo ot 0,1 1o 5% wmacc. uan npumepno ot 0,2 1o 3%
Macc. B MepecyeTe Ha MaccCy CJOsl JIeKapCTBEHHOro cpenctna. Ciol JeKapCTBEHHOI'O CPENCTBa
MOJKET conepskaTh GIFOUIU3ATOP (B YACTHOCTH, TUOKCHI KPEMHHSI) B KOJIMYECTBE, HAITPUMED, OT
0,1 no 5% macc. unu npumepro ot 0,1 1o 3% macc. B mepecuere Ha MacCy CJIOs JIEKAPCTBEHHOTO
CpencTBa.

Cnoll OCMOTHYECKOro BeEINeCTBA TaKXKe CONEPKUT KOMIIOHEHT Ui 3KCTPY3UU COJH
coequaenust (I). Ilpumepbl KOMIOHEHTa BKJIIOYAIOT TOJIHMEP C BBICOKOW CIIOCOOHOCTBIO K
HaOyxaHuto. IlpuMepbl TONMMEPOB C BBICOKOH CIOCOOHOCTBIO K HAOYyXaHUIO BKJIIOYAKOT
MOJIMAJTKWICHOKCHTT H, OoJiee KOHKPETHO, MOJUATHICHOKCHA. [IpennoyTuTenbHO, OKCHI
MOJIMSTUIICHA, CONEPIKAIUNACS B CJIOE OCMOTHYECKOrO BELIECTBA, MPEACTABIIET COOOW OKCHI
MIOJIM3TUIIEHA BBICOKON BSI3KOCTH, U 00Jiee KOHKPETHO, HAIPUMEP, MOIUITHIEHOKCUA, UMEFOIIUI
CPEAHIOI MOJIEKYJIAPHYIO MaccCy, HanpuMmep, oT npumepHo 3000000 no 7000000, npumepHO OT
4000000 no 7000000 mu mpumepHo ot 4000000 mo 6000000.

KonmuectBo monmmepa ¢ BBICOKOH CIIOCOOHOCTBIO K HAOYXAHHIO B CJIO€ OCMOTHYECKOTO
BEIIECTBA MOXKET BApbUPOBATBCS B 3aBHCUMOCTH OT TakuxX (PakTOpOB, Kak CBOICTBa U
CoZiep>KaHUe JIEKaPCTBEHHOI'O CPEACTBA B CJIOE JIEKAPCTBEHHOI'O CPEACTBA;, OJHAKO 3TO MOXKET
ObITh MF000€ KONMMYECTBO, KOTOPOE IMO3BOJISIET JIOMPOBATh JIEKAPCTBEHHOE CPEICTBO M3 CIOS
JEKapCTBEHHOTO CPEICTBA C JKEJIAeMOH CKOPOCTBIO BBICBOOOXKIEHHUS 3a cueT HaOyxaHWUsL.
Hamnpumep, coneprkanue mosuMepa ¢ BBICOKOM CIOCOOHOCTBIO K HAOyXaHUIO cocTaBiisieT oT S0 1o
90% macc., ot 50 go 85% wmacc., ot 50 no 80% macc., ot 55 1o 75% macc. win npuMepHo ot 60

no 70% macc. B NnepecueTe Ha MacCy CJI0oA OCMOTHUYECKOI0 BEIICCTBA.
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Crnoli 0OCMOTHYECKOro BEIIECTBa MOKET TaKXKe coneprkarh Apyrue nodasku. Hampumep,
CJIOM OCMOTHMYECKOTO BEIeCTBA MOXKET COAep’KaTb OCMOTHUYECKHMH areHT. Ilpumepsr
OCMOTHYECKHX areHTOB B CJIO€ OCMOTHYECKOrO BEILIECTBA BKIJIIOYAIOT HEOPraHMYECKHE COJIH,
HEOPraHMYECKUE KUCIOTbI, OPTAaHUYECKHE COJIM, OPTraHUYECKHE KHUCIIOThI, Caxapuibl, CaXxapHbIe
cnupTel W mogoOHble. [IpuMepsl HEOPraHWMYECKHX COJNeH BKIFOYAKOT XJIOPHI HATPHS,
ruapokapOoHaT HaTpust, kKapOoHaT Hatpus, pocdat Hatpus (TpuHaTpuii pocdar), pocdat xamus
(Tpuxanuii pocdar), runpodochar Hatpusa (nurugpodocdar Hatpus, runpodocdar TUHATPHS),
runpodocdar kamus (auruapodocdar kamus, ruapodocdat quKaus), XIOPUI KU, XJIOPUT
auTHA, Cynb(aT MarHus, XJIOPUZI MarHus, cyibdar kamus, CyiabdaT HATpus, THIPOCYIbPUT
HATpUsi, THAPOCYIbPUT Kaus, cyibdaTr TUTHs, KUcibiil ¢pochar kanus u nogooHsle. [Ipumepsr
HEOPraHMYECKUX KHUCJOT BKJIKOYAIOT KUCIOTHI, 00pa3yIOLIie OMMCAHHBIE BbIIIE HEOPTAHUUECKHE
comu. Ilpumeprl opraHmdeckux cojed BKIOYaOT (ymapar Hatpus (dymapar IUHATPHS),
ruapodpymapar Hatpus (pymMapaT MOHOHATPHSI), TMAPOTAPTPAT HATPHs, TMAPOTAPTPAT KM,
TAapTpaT HATPUSA, TapTpaT HATPHs-KAJMs, MajaT HaTpus (MajaT JUHATPHsI), TMAPOCYKLHUHAT
HATpUsi, CyKUMHAT HAaTpus (CYKLMHAT AMHATPUsA), THAPOMaJieaT HaTpusi, MaieaT HaTpus (Majear
AVHATPUSI), THAPOLUTPAT HATpusl (AMTHAPOLUTPAT HATPHS, TMAPOLUTPAT AWHATPHSA), LUTPAT
HaTpus (TPUHATPUHLIUTPAT) U ONOOHbIe. [IpuMepsl OpraHn4ecKuX KUCJIOT BKIIFOUAOT KHCIIOTHI,
o0pasyromye OpraHn4ecKue COJIM, ONMCaHHBIE BbIle. [IpuMepb caxapuioB U CaXxapHbIX CIIUPTOB
BKJIIOYAIOT MAHHUT, TIIFOKO3Y, JAKTO3Y, PPYKTO3y, Caxapo3y, COpOUT, KCHIIUT, SPUTPHUT, JIAKTO3Y
1 nogoOuble. OHM MOTYT OBITh AHTHAPUAAMH WM COJIbBATAMHU (HATIPHMEp, TUAPATAMH).

[IpenmouTHTenbHbIE MPUMEPbl OCMOTHYECKOTO areHTa, CONEpIKaIlerocss B  ClOe
OCMOTHYECKOTO BEIIECTBA, BKJIIOYAKOT XJIOPUJ HATPUS, XJOPHUI Kajus, ruapodymapaT HaTpHs,
dbymapar HaTpus, ruapokapOOHAT HaTpus, KapOoHaT HaTpus, ruapodochar Hatpus, docdar
HaTpust, ruapodocdar kamus, ¢ocdar kanus, cyiabdaT HaTpus, GPYKTO3y, caxaposy, KCHIIHT,
COpOUT, TIOKO3y, MAaHHUT, 3PUTPUT U JakTo3y. OCOOEHHO MPEeArnOYTHTENEH THIPOKapOOHAT
Hatpusi. Takue OCMOTHYECKHE areHThl MOJKHO UCTIOIB30BATH IO OTJEIBHOCTH HIIH B KOMOMHALIMN
IBYX HJIF HECKOJIbKUX.

B cioe ocMOTHUYECKOTO BEINECTBA, OCMOTUYECKHIA areHT MPEANOYTUTENbHO PUCYTCTBY €T
B KOJIUYECTBE, Hanpumep, ot 5 1o 50% macc., ot 15 go 50% wmacc., ot 20 go 50% wmacc., ot 25 no
45% wmacc. nnu npuMepHo ot 30 no 40% wmacc., B mepecueTe Ha Maccy CJ0s OCMOTHYECKOIO
BEIIIECTBA.

Cnoli OCMOTHYECKOrO BELIECTBA MOXKET JOMOJHHUTENIBHO COAEPIKATh APYrue JOOaBKH.
ITpumepr! Takux M00ABOK BKJFOYAIOT CMA3bIBAKOLINE AreHTHI, (PIIOMAN3ATOPHI, MUTMEHTHI H
nonoOHble. [IpennouTurenpHble MPUMEPhl CMa3bIBAIOLINX areéHTOB BKIFOYAIOT CTEapaT MarHMUSL.
[IpenmouTurenbHble MPUMEPBI (IFONIN3ATOPOB BKIIOYAIOT JUOKCHI KPEMHHS (B YaCTHOCTH,
Jerkyr0 Oe3BOAHYIO KPEMHHEBYIO KHUCIOTY). [IpenmouTHrenbHble NPUMEPHl MUTMEHTOB
BKJIFOYAIOT OKCHJI JKeJIe3a.

Crnoli 0OCMOTHYECKOTO BEIIECTBA MOKET COAEPIKaTh CMA3bIBAIOLINI areHT (B YaCTHOCTH,
creapar MarHus) B KonuuecTtse, Hampumep, ot 0,1 mo 5% wmacc. B mepecdere Ha Maccy Cios

OCMOTHYECKOTro BemecTa. Cliolf OCMOTHYECKOTO BEIECTBA MOXKET CoAepskaTh Guronnu3arop (B
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YaCTHOCTH, IUOKCHJ KPEMHHSI) B KOJHUYECTBE, Hanpumep, mpumepHo ot 0,1 mo 5% macc. wu ot
0,1 no 3% macc. B mepecuere Ha MacCy CJOS OCMOTHYECKOro BellecTBa. Takike, CJOH
OCMOTHYECKOTO BEINECTBA MOXET COHepXKaTb IUTMEHT (B YAaCTHOCTH, OKCHA JKeie3a) B
KoJimdecTBe, Hanpumep, ot 0,1 mo 2% macc.

ITonynponunaemass MemOpaHa, KOTOPOH TIOKPBIT COCTaB CEPALEBHHBIL, BKIOYAET,
HanpuMep, MOJUMEpP Ha OCHOBE LIEJUTIOJIO3b], IPEANOYTUTEIBHO alleTaT LEJUT0JI03b], KaK OMMCAHO
Bbie. [lonynpornnaemass MeMOpaHa MOKET TaKKe CONEPKaTh areHT, PeryJUpPYIOMIHHA MOTOK.
Kax ommcaHO BbIlE, areHT, PEryJIMPYIOLIMHA MOTOK, MPEANOYTHTENbHO NMPEACTaBIsIET COOOM,
HANpUMep, MOJUATUICHIJIUKOND (B YacCTHOCTH, IOJUATHIEHIJIMKONb, HMEIOIIUN CPEeIHIO0
MOJIEKYJIIpHY0 Maccy npumepHo ot 2000 go 6000, mpumepno ot 3000 go 5000 wnan npumepHO
ot 3000 o 6000).

ITonynpoHunaemass MeMOpaHa MOXET COAEPKaTh MOJMMEP LEJUIFOJIO3bI B KOJIUYECTBE,
Hanpumep, npumepHo oT 70 po 100% wmacc. unu ot 75 no 95% macc. B mepecuere Ha Maccy
noJynpoHunaeMoii memOpanbl. Ilonynmponuiiaemast mMeMOpaHa MOXET COAEp)KaTbh areHT,
peryaupyromuii notok, B konudectse npuMmepHo ot 0,01 o 30% macc. unu npumepHo OT 5 10
25% macc. B mepecueTe Ha MacCy MoJyPOHUIIAeMO MeMOpaHBbI.

KonnaecTBo MOKPHITHS MONYIPOHULIAEMOH MEMOpPaHbl PENNOYTUTENBHO MPEACTABIAET
co00I1 KONNYECTBO, KOTOPOe 00ECIeuNBAET BHICOKYIO MPOHUIAEMOCTb ISl BHEIIHUX JKUIKOCTEH,
TaKUX KaK BOZIa M OMOJIOTMYECKHE )KUAKOCTH; U KOTOPBIH SIBJIIETCS 0 CYLIECTBY HEIPOHUIIAEMBIM
s coneit coenunenus (1), mMOMMMEPOB C BBICOKOH CIOCOOHOCTBIO K HAOYXaHHIO U MOJOOHBIX.
KonmuecTBo nmonynpoHuLiaeMoii MeMOpaHbl MOKET COCTABIISITh, HATIPUMED, MPUMEPHO OT 5 10 25
MaccoBbIX yacTel Ha 100 MaccOBBIX 4acTell cocTaBa CepALEBUHbL. BepxHuii mpenen uin HUKHAN
npeaen 3TOro Auana3oHa CoCcTaBlsieT, Hanpumep, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19,
20, 21, 22, 23 unu 24 maccoBbIX yacTel. /{uama3zoH MOKET COCTaBJISITh, HAPUMEDP, TPUMEPHO OT
5 10 25 MacCOBBIX YacTel.

BonopactBopuMoe MOTUMEPHOE MOKPBITHE MOXKET OBITh HAHECEHO MEXKIY COCTaBOM
CepALECBUHBI M TMOJYIPOHULIAEMOH MeMOpaHOH B NEpOpPaJIbHOM TBEPAOM (papMaleBTHYECKOM
COCTaBe MJISi CUCTEMBbI C KOHTPOJUPYEMBIM BBICBOOOKIEHHEM C OCMOTHYECKHM HACOCOM.
Jpyrumu cioBamu, COCTaB MOXXET UMETh CTPYKTYPY, B KOTOPOI BOAOPAaCcTBOpUMAasl OJUMepHasi
MeMOpaHa U MOJyNpOHHUIIaeMasi MeMOpaHa JJAMUHUPOBAHbI (TIPENNOYTHTEIBHO, HAHOCATCS JJIS
MOKPBITHS) B YKa3aHHOM TOPSIIKE Ha COCTAB CEP/ALICBUHBL

BonopactBopumast  mojmMepHast ~MeMOpaHa ~ MOXET — COIepKaTh B KauecTBe
BOJIOPACTBOPHMOTIO TOJHMEPa OMHMCAHHBIE BBIIIE THAPO(GUIBHBIE MOIUMEPHI, KOTOPBIE MOTYT
COJZIEPKaThCs B CJIOE JIEKapCTBEHHOTO cpencTsa. Cpean Takux MOJUMEPOB MPEANOUYTUTETbHBIMU
SIBJISIFOTCSI, HampuMep, TUAPOKCUIIPONUIMETHILEIIIO03a, TOJUBUHIIOBBIM CIUPT, NMPUBUTON
COTIOJIMMEP NOJMBUHUIIOBOTO CIUPTA U MOJUAITHIEHIIIMKOMS U MOJIUBUHUINUPponuaoH. Takue
BOJIOPACTBOPHMBIE MOJMMEPBI MOXKHO HCIIONB30BATh MO OTAEIBHOCTH WJIM B KOMOMHALIUU JIBYX
wii Heckonbknx. Eciam BomopacTBopuMasi TOJHMMEpHas MeMOpaHa COAEPIKUT, HaIpUMeED,
rUApOKCUNIpOonMIMeTHILe/uon03y, oT 60 no 100% wacc. BOmOpacTBOPUMON NOJUMEPHOMN

MJICHKKU MOXKET COCTAaBJIATh TUAPOKCUINIPOMUIMETUIILCIIIFOJIO3A. Ecmm BOOOpaCTBOpUMaAsd
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NOJIMMEpHasi MeMOpaHa COAEPIKUT, Hampumep, MOTUBHHHINHpponuaoH, or 0 mo 40% wmacc.
BOIOPACTBOPUMON MOJUMEPHOH IJIEHKU MOXKET COCTABJIATD MOJUBUHUIITUPPOIUIOH.

BonopactBopumast monumepHass MeMOpaHa MOXKET TPHCYTCTBOBaTh, HANpUMep, B
KoJaudecTse npuMepHo oT 1 mo 15 maccoseix uacteidr Ha 100 MaccoOBBIX HacTel COCTaBa
CEpJLIEBUHBI.

ITepopanbHblii TBEpABIH (papManeBTUUECKUN COCTAaB IO HACTOSILEMY ONUCAHHIO MOXKHO
UCTIONBb30BaTh, HANPHUMEP, B BHUAE TaOJETOK Oe3 MOKPBITHS, COAEPIKALIUX BBIIIEYIIOMSIHYThIE
KOMITOHEHTBI U HE UMEIOLINX LIBETHOTO NOKPbITUA. Hanpumep, ¢ TOUkH 3peHUsI IpUAAHNSI COCTaBY
Pa3NIUYMMOCTH MM CTA0MJIBHOCTH TPU JJIMTEIBHOM XPAHEHUH U MPEJOTBPALLEHHS PA3JIOKEHUS
NOJ] IEMCTBUEM CBETA, MPENNIOUTUTEIBHO N3rOTABINBATh TAOJIETKH, TIOKPBITBIE CJIOEM IL[BETHOTO
nokpeitusi. IIpm HEOOXOAMMOCTH, CJIOM TOKPBITUS MOXET JOIOJHHUTEIBHO COAEPIKATh
dapmaneBTHUeCKHe A00aBKH, OOBIMHO HCIIONB3yeMble IpU  0OpabOTKE  IMOKPBHITHEM
(nnenkoobOpa3oBaHuy) (papMaLEeBTHUECKUX MPOAYKTOB JIS MIEPOPAIbHOIO BBEACHUS, TAaKUE Kak
NOKPBIBAIOIIHI areHT, MIacTU(UKATOP, AUCTIEPraTOp U MeHoracuTeb. Ecii npenycMoTpeH ciioit
L[BETHOT'O NOKPBITHsI, CJIOM L[BETHOTO MOKPBITHUSA MPEATIOYTUTEIBHO SIBJISIETCS CAMbIM BHEIIHUM
cnoeM. H3BeCTHbII MOKPBIBAIOIINI areHT MOXeT OBbITh HCIOJB30BAH JUIA CJIOSI LIBETHOTO
nokpbITHs. Hampumep, B KauecTBe MOKPBIBAIOLIEIO areHTa MOXHO HCIOJIb30BaTh TUIOBYIO
3apaHee CMeIIaHHyI n00aBKy, Takyiro kak Opadry. IIpennmoururenbHble TPUMEPHI BKIFOYAIOT
MOKPBIBAIOLIUE AareHThl, COAEp KallMe T'MIPOKCUIPONMMIMETHILEIUIIONO03Y, MOJIUBUHUIIOBBIN
CIIUPT, NPUBUTON COMOJMMEP NOJUBUHWIOBOIO CHUPTA U MOJUITHICHIJIUKOJS, CONOJUMEp
MOJIMBHHUJIOBOTO CIMPTA, aKPUJIOBOW KHCJIOTHI M METHUJIMETAKpUJIaTa M MOAOOHBIE B KA4eCTBE
OCHOBHOIO MaTepuaja, U MIOIMOJHUTENbHO COJAepIKallie KpacUTeNb, CMa3bIBAIOLIUN AareHr,
acTrudukaTop u nonoOHbIe.

IIpennoyTHTENBHBIM MPUMEPOM MEPOPATLHOTO TBEPAOrO (hapMaLeBTHYECKOTO COCTaBa
IUTS CUCTEMBbI C KOHTPOJIUPYEMBIM BBICBOOOKIEHHEM C OCMOTHYECKHM HACOCOM I10 HACTOSIILEMY
ONMCAHUIO SIBJSIETCS COCTaB, COAEPIKALIMN COCTaB CEPALEBUHBI, BKJIIOYAOLINN  CJIOU
JIEKapCTBEHHOI'O CPEICTBA U CJIOM OCMOTHYECKOTO BELIECTBa,

rre

CJIOH JIEKApCTBEHHOI'O CPEICTBA BKIIIOUAET

ot 5 o 200 mr conu coenuuenus (I) B mepecyere Ha Maccy CBOOOTHOTO OCHOBAHWUS,

ot 1 no 50% macc. mobaBku, comepskaeil MOH, OOIIHI C CONBIO, B TIepecyeTe Ha MacCy
CJIOSl IEKApCTBEHHOI'O CPE/CTBA,

or 5 nmo 94% wmacc. TUAPOUIBHOrO TMONMMEpPa B Tepecyere Ha MAacCy CIos
JIeKapCTBEHHOI'O CPEeJICTBa,

ot 0,1 10 5% Macc. cMa3bIBarOIIErO BEIIECTBA B MIEPECUETE HA MACCY CJIOST JIEKAPCTBEHHOTO
CpEeICTBa, U

ot 0,1 1o 5% macc. prouau3aTopa B iepecyere Ha Maccy CJIOs JIEKAPCTBEHHOTO CPECTRa,

CJION OCMOTHUYECKOIO BEIIECTBA BKIIIOUAET

ot 50 no 90% macc. monuMepa ¢ BBICOKOH CIIOCOOHOCTBIO K HAOYXaHUIO B MepecyeTe Ha

MacCCy CJI0 OCMOTHUYCCKOroO BCIICCTBA,
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ot 5 10 50% macc. OCMOTUYECKOTO areHTa B MEPECcUYeTe Ha MAcCy CJIOsI OCMOTHYECKOTO
BELIECTBA,

ot 0,1 10 5% macc. cMa3pIBaAIOLIErO areHTa B MEePecYeTe Ha MAcCy CJIOSi OCMOTHYECKOTO
BELIECTBA, U

ot 0,1 o 2% macc. NUrMeHTa B epecyeTe Ha MacCy CJIOs OCMOTUYECKOTO BEIECTBA,

COCTaB CEPALEBHHBI CONEPXKUT OT 5 10 25 MAacCOBBIX YacTeHd NOJYNPOHULIAEMON
meMOpanbl 1 0T 1 10 15 MaccoBeIX yacTell BOJOPACTBOPUMOM mosmMepHON MemOpanbl Ha 100
MacCOBBIX HacTell coCTaBa CEpALIEBUHBI,

noJiynpoHunnaemass Mmemopana conepxkut or 70 mo 100% wmacc. monmMmepa Ha OCHOBE
nemwmono3el U ot 0,01 go 30% macc. BOAOPACTBOPUMOIO areHTa, PperyJupyroLero
NPOHHMLIAEMOCTb, B MEpecyeTe Ha Maccy MOJIyIPOHULIAEMON MeMOpPaHBbI, 1

COCTaB CEePALIEBUHBI HEOOA3aTEIBHO COAEPIKUT CIION IIBETHOTO MOKPBITHS.

Kakx onucano Bblllle, JpPyrUM MPEANOYTUTENBHBIM BapUaHTOM OCYIIECTBJICHUS
nepopagbHOi  (papMaLEeBTHYECKON KOMITO3MLIMM IO HACTOSIIEMY OITMCAHUIO MOXET OBITb,
HanpuMep, TUApOreJieBas KOMIIO3ULMS C TPOJOHTMPOBAHHBIM BBICBOOOXKIEHHEM. boiee
KOHKPETHO, THAPOTreNieBast KOMIO3ULHS C TPOJIOHTMPOBAHHBIM BBICBOOOKAEHNEM (THAPOTeNeBbIi
COCTaB C MPOJIOHTHPOBAHHBIM BBICBOOOK/IEHHEM) 10 HACTOSIIEMY OIUCAHUIO TMPEIIOYTUTEIBHO
COIEPIKUT coiib coenuHeHus (I) B kadecTBe aKTUBHOTO MHIPEUEHTA U OTIOJIHUTEIBHO T0OABKY,
COIEpIKAINYl0 HOH, OOmMH ¢ CoJblo. [maporeneBas KOMIO3WIMSI C TPOJOHTHPOBAHHBIM
BBICBOOOKIEHHEM MPENNOYTHTEIHHO MPENCTABIISET COOOM, HATPUMED, TAOJIETKY C THIPOreeBOi
matpunei. TabneTku ¢ ruaporeneBoil MaTpuLe NMPEACTaBISIIOT COOON M3BECTHBIN METO, MPHU
KOTOPOM BBICBOOOXKIEHHE JICKAPCTBEHHOT'O CPEACTBA KOHTPOJHUPYETCS THAPOresieM, KOTOPBIH
obOpasyercst (B ciiyuae TaOJIETKH C SHTEPOCONIOOUIBHBIM MOKPBITHEM, PACTBOPEHUEM IJICHKU
MOKPBITUST M3-32 TIOBbIIIEeHHUs: pH mocnie BbIIeNeHnsT U3 JKeayaKa U 3aTeM) BCAChIBAHUEM BOJIbI B
JKEJTy A0YHO-KULIEYHOM TPaKTe.

B kadecTBe OCHOBBI C TPOJOHTMPOBAHHBIM BBICBOOOXIEHUEM (OCHOBBI, 0Opa3yroIeit
THAPOTeb) B TaONeTke C TUAPOTeNIeBOM MaTpHLEH MOXKHO HCIIONb30BaTh, HAIPUMED,
YIOMSIHYTbI€ BbIIIE THAPOQUIbHBIE MOJUMepbl. KOHKpETHBIE MPUMEPHI HCIIOIb3YEMbIX OCHOB
BKJIIOYAIOT BOJAOPACTBOPHMbIE IOJUMEPHI HAa OCHOBE LIEJUIIOJIO3bI, ITOJMAJIKUIIEHOKCUT
(HampuMep, TOJNIMATHIICHOKCHA), TOJHAIKWICHIJIMKONb (HAnpUMep, TMOJHATHIIEHTIIHKOJb),
NOJIMBHHMWJIOBBIM CIIUPT U MONOOHBIE. B KauecTBe OCHOBHOTO MarepHala ¢ MPOJOHTMPOBAHHBIM
BbICBOOOXKIIEHHEM, BBIIIEYKAa3aHHbIE TUAPOQUIBHBIE IOJUMEPbl MOXKHO HCIIOJBb30BaTh I10
OTAENIbHOCTH WIH B KOMOMHALIMY U3 ABYX WM HECKOJIBKUX. OCOOEHHO MPEANOYTUTENBHO, YTOOBI
MaTepHuall OCHOBBI C ITPOJIOHTHPOBAHHBIM BBICBOOOKACHUEM COZIEPIKaJI, IO MEHBIIEH Mepe, OUH
BOJIOPACTBOPHMBIH IMOJIMMEP HA OCHOBE LEJUTIOJI03bl. Eciu runpoduibHbIi monuMep, OTIMYHBINR
OT BOAOPACTBOPUMBIX MOJUMEPOB HAa OCHOBE ILIEJUTIOJIO3BI (HApPUMEpP, MOJUITUIICHOKCHN), B
OCHOBHOM HCIIOJIb3YIOT B KadeCTBE OCHOBBI C TIPOJIOHTHPOBAHHBIM BBICBOOOKIIEHHEM,
rHAPOPIIIBHEI MOJUMEp NPEANOYTUTENIbHO KOMOMHHPYIOT, TO MEHbIIEH Mepe, ¢ OIHUM
BOZIOPACTBOPUMBIM MOJUMEPOM Ha OCHOBE LIEJUTIOJIO3BL.

B xauectBe BOOOPACTBOPUMOTO MOJIUMEPA HAa OCHOBC LCJUIFOJIO3bI MPEANOYTUTCIIBHO
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MOXKHO MCIMOJIb30BaTh, HAIpPUMEpP, BOAOPACTBOPUMBIN IOJUMEP HA OCHOBE LEJUIIOJIO3H,
U3BECTHBIN B  oOmactu  ¢apmaueBTuku. IIpeanmodtuTenbHble  NPUMEPBI  BKIFOYAIOT
BOZIOPACTBOPUMBIE MOJUMEPHI HA OCHOBE LIEJUIIOJIO3bI, UMEIOLINE CTPYKTYPY, B KOTOPOIl aTOMBI
Bojopoga  HekoTopeix rpynn  OH  memmosio3bl  3aMelieHbl  METWJIbHBIMH  H/WJTU
T'UPOKCUNIPONMIBHBIMU rpynnamMu. KonkpeTHsbie MIPUMEpHI BKJIFOYAIOT
TUPOKCUNIPONWIMETHILEIUIION03Y,  THAPOKCUINIPONUIILENIION03y,  METHILE/UIION0o3y U
nonoOHele. BogopacTBopuMble MONMMMEPHl HA OCHOBE LEJUIFOJIO3bI MOJKHO HCIIOJNB30BaTh I10
OTAENBbHOCTH WJIM B KOMOMHALIMH ABYX MJIM HECKOJIBKHUX.

BonopacTeopumblii moJauMep Ha OCHOBE LIEJITIOJIO3bI MOJKET MPEACTABIATh COOON 000
BOZOPACTBOPUMBIN IOJMMEP Ha OCHOBE Le/Unono3bl. Hampumep, MOXHO HCHOJIB30BaTh
BOZOPACTBOPHUMBIIl MOJUMEP LEJUTFOJIO3bL, HMEIOUMHA BS3KOCTh OT 2,5 mo 35000 mm?/c,
u3MepeHHyro B Buae 2% BoaHOro pactBopa. OcOOEHHO MNPEenNOYTHTEIBHO HCIONIb30BATh
BOZIOPACTBOPHMBIil TOJIMMEDP HA OCHOBE LIEJLIIOJI03bI, HMEIOLIHIA BA3KOCTh OT 2,5 no 17,5 mm?/c,
M3MEPEHHYI0 B hopMe 2% BOJHOTO pacTBOpA.

Ecnu BogopacTBopuMBlii onMMep Ha OCHOBE LIEJUTFOJIO3bI (HAIIpUMep, THIIPOMEIUIO3Y) B
OCHOBHOM HCHOJB3YIOT B KayeCTBE OCHOBBI C IPOJIOHTHPOBAHHBIM BBICBOOOXKICHHUEM,
BOZIOPACTBOPHMBIiA TOJMMEP Ha OCHOBE LEJUTIOJIO3bI UMeeT B3KocTh OT 80 mo 35000 mm?/c,
u3MepeHHylo B Buzne 2% BOgHOro pactBopa. ®Ppaza «B OCHOBHOM» C MHCIOJIb30BAHUEM
ruApoUIbHOIO MOJNHMepa 37eCh O3HA4aeT, YTO KOJHYECTBO THUAPOPHIBHOIO IOJUMEpa
coctaBysieT 50% macc. wim Oonee, Hanpumep, 80% macc. uiu donee i 90% mace. wnu Gosee,
B IIepecueTe Ha OOLIYI0 MACCy OCHOBBI C MPOJIOHTMPOBAHHBIM BBICBOOOKICHUEM.

Tabnerka C CepALIEBHHOM MOXET COAEpPXaTb OCHOBY C TMPOJIOHTHPOBAHHBIM
BBICBOOOKIEHHEM B KOJIMYECTBE, HarIpuMep, mpuMepHo oT 30 1o 90% macc. wiu npumepHo ot S0
1o 80% macc. B mepecyere Ha Maccy TabJIETKU C CePALIEBUHOM.

B kayectBe moGaBku, comepskaiiei woH, oOmuii ¢ conbto coenuHenus (I) B TabneTke ¢
THAPOTEIEBON MaTpHLel, MOJKHO HQJIEKAIINM O0pa3oM HCIOJNB30BaTh NOOABKH, OMHCAHHBIE
Bbime. TaOneTrka ¢ rHAOpOreneBOH MaTpULIEHl MOXKET conepkaTh J00aBKY B KOJHYECTBE,
Hanpumep, npumepHo ot 1 1o 50% macc. unu npumepHo ot 10 no 30% macc. B mepeccyeTe Ha
MacCy CepJLIeBUHBI TAOIETKH.

Tabnerka ¢ ruporeneBoi MaTpHULIEH MOXKET TOTIOJTHUTENBHO COAEPIKATh APYTUe JOOABKH.
ITpumeps! Takux 10O0ABOK BKJIFOUAKOT, CMA3bIBAIOIINE areHThI, (DIIFOUIN3aTOPBI U MOAOOHBIE.

IIpumepsl NpeANOYTUTENBHBIX CMAa3bIBAIOIUX areHTOB BKIJIIOYAIOT CTeapaT MarHus U
nonoOHele. Tabnerka ¢ ruaporeneBoil MaTpuueld MOXKET COIepKaTh CMAa3bIBAIOLIMHA areHT B
koJmmuectse, Hanpumep, oT 0,1 mo 5% wmacc. unu ot 0,2 no 3% macc. B mepecuere Ha Maccy
cepaueBuHbl TabneTku. [IprMepsl MPEAnOYTHUTENBHBIX (DIFOMAN3ATOPOB BKJIFOYAOT JTUOKCHI
KpeMHUs (B YaCTHOCTH, JIETKYIO O€3BOIHYIO KPEMHHEBYIO KUCIOTY). Talnerka ¢ rugporeneBoi
MaTpHULEH MOXET COepkaTh (PIFOUIN3ATOP B KOJIWYECTBE, Hanpumep, npumepHo ot 0,1 mo 5%
macc. uii npumMepHo ot 0,1 o 3% Macc. B mepecdere Ha MacCy CepaleBUHBI TaOJIETKU.

Tabnerka ¢ rugporeneBod  Marpuued  Oonee  MPEANOYTUTENBHO  CONEPIKUT

SHTEPOCOMOOMIIbHOE TOKPBITHE. M3BECTHYIO KOMIIO3ULIMIO 3HTEPOCONOOMIBHOTO TOKPBITHS
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MOJKHO HCIIONIb30BaTh JUIsI SHTEPOCONIOOMIBHOTO TOKPBITHS. Hampumep, mNpearnouTHUTEIbHO
MOXKHO  HCIIOJIb30BaTh ~ KOMIIO3UIMIO  HHTEPOCONOOMIBHOTO  TOKPBITHS,  COAEPIKAIIYIO
SHTEPOCOOOMIIbHYIO OCHOBY, Takyro kak Eudragit, mmactugukarop, Takoi Kak TPUITHIILUTPAT,
Y CMa3bIBAIOLIHI areHT, TAKOH Kak TaJbK. TalneTka ¢ ruiporeneBoi MaTpULeH MPeAOuTHTEIbHO
COIEPKHUT SHTEPOCOMOOMIBHOE TOKPBITHE B KOJWYECTBE, Hampumep, mpumepHo ot 1 mo 40
MaccoBbIX 4yacTer uiau oT 10 1o 30 maccosbix yacTed Ha 100 MaccOBBIX 4HacTel CEepALIEBUHbI
TabJeTKH.

IlpennodyturenpHelM HPUMEPOM THAPOTENEBOIO COCTaBa C  MPOJIOHTMPOBAHHBIM
BBICBOOOXKIEHHEM I10 HACTOSALIEMY ONMCAHUIO SBJIETCS COCTaB, copepkaumuii o 5 go 200 mr
comu coenunenusi (I) B mepecuere Ha Maccy cBoOomHoro ocHoBanus coenuHenus (1),
JOTIONHUTENBHO conepskamuil o 1 o 5% macc. nobaBku, conmeprkameii HOH, OOLIUI C CONBIO
coenunenus (I) B mepecuere Ha mMaccy cepaueBuHbl Tabsetku, ot 30 mo 90% macc. marepuana
OCHOBBI C TIPOJIOHTUPOBAHHBIM BBICBOOOKIECHHUEM B MEpECUeTe Ha MACCy CEepILEBUHBI TaOJIETKH,
u ot 0,1 1o 5% Macc. CMa3bIBAIOIIEro areHTa B MepecueTe Ha Maccy CepALeBUHBI TAOJETKH, U
JOTIOJTHUTEIBHO CONEPIKUT SHTEPOCOTIOOUIBHOE TIOKPBITHE B KOJHUecTBe OT 1 10 40 MaccoBbIX
yactell Ha 100 MaccoBBIX YacTell COCTaBa CepALIEBUHBI.

B nanHOM OnmmMcaHUM TEPMUH «COAEPIKALIMID BKIIIOYAET «COCTOSIIIUNA B OCHOBHOM HU3» U
«cocrosammii u3». Kpome Toro, Hacrosimee OmMCaHHE BKJIIOYAET JIOOBbIE M BCe KOMOWHALIUH
ONMCAHHBIX 371€Cb KOMIIOHEHTOB.

PaznuyHble XapakTepUCTHKU (CBOMCTBA, CTPYKTYpPbI, (PYHKUIUU U T. 1.), ONUCAHHBIC B
NPUBEACHHBIX BBILIE BAapUAHTAX OCYLIECTBJCHHs HACTOSIIErO ONHCAHUs, MOTYT OBITh
oObenrHeHbl JIOOBIM 00pa3oM s ompeneieHuss OObekTa H300peTeHUs, BKIIOYEHHOTO B
Hacrosimee onucanue. To ecTh, 3TO ONMUCAHME BKIIOYAET B ceOsi BCe OOBEKTHI, COmepiKaliue
00y KOMOMHALIMIO KOMOWHHPYEMBIX CBOWCTB, OMMCAHHBIX B HACTOSIIIEM JIOKYMEHTE.

ITpumepsnr

Hacrosimee nzoOpereHne onucaHo Hke 0ojiee KOHKPETHO CO CChUIKOW Ha MPHMEpHI,
SKCIIEpUMEHTaNIbHBIE TpuMepbl U T. A. OJHAKO HacTosiee M300peTeHHe HE OrpaHUYHUBAETCS
stumu  npumepamu. Coenunenne (I) o3Hauaer 7-[4-(4-Oenzo[b]ruoden-4-unmunepasun-1-
w)0yTokcu |-1 H-XxHOMMH-2-0H.

Tonyuenue dymapara 7-[4-(4-Oenzo[blruoden-4-unnunepaszus-1-un)oyrokcul-1H-

XUHOJIMH-2-0Ha

Cycnensuto 4,22 kr ¢ymapoBoil KHCIOTBI B 32,5 n Bomel u 22,16 Kr 3TaHONa
NEePEeMEIINBAIOT C OOpaTHBIM XOJOAWJIBHUKOM Ui PacTBOPEHHs (PyMapoOBOH KHCIOTHI
(remniepatypa kunenust: npumepHo 82°C). ITomyueHHbIi pacTBOp GUIBTPYIOT, MpombiBatoT 11,86
K 3TaHOJa C MoJy4deHHeM pactBopa (ymaposoii kucnorel. Cycnensuro 15,0 xr 7-[4-(4-
oenso[b]ruoden-4-nnnunepasun-1-mwn)dyrokcu |- 1 H-xuHonuH-2-o1a B 25,96 kr BO#bl, 8,32 kr
YKCYCHOM KUCJIOTHI ¥ 34,0 J1 5TaHOJIA MEPEeMEIINBAIOT TP KUTIEHUH ¢ OOPATHBIM XOJIOUITBHUKOM
st pactBopenust 7-[4-(4-6en3o[b|ruoden-4-unnunepasun- 1-mn)-0ytokcu|- | H-xuHOIMH-2-0Ha
(TemmiepaTypa KuIeHus1 ¢ 0OpaTHBIM XonoaibHUKOM: ipuMepHo 83°C). IlomyueHHbIH pacTBOp

D00aBIISIOT K PacTBOPY (PyMapoBOii KUCIOTHI M 3aTeM PIIIBTPYIOT, TpoMbIBatoT 11,86 Kr 3TaHOMA.
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QOunbTpaT NEPEMELINBAIOT MPH KHUIIEHUU ¢ OOPAaTHBIM XOJOAMJIBHHUKOM B TeU€HHE 15 MUHYT
(TeMmiepaTypa KUMEHHUsI ¢ OOpaTHBIM XOJOAMIBHUKOM: npuMepHO 82°C), 3aTeM OXJIaXKAAKT A0
30°C unu HUXe U pa3fessiioT Ha TBEPAOE BELECTBO U KUAKOCTb. [loyueHHOe TBep0e BEIeCTBO
IPOMBIBAIOT BONOH, cymar npu 80°C u 3aTeM YBIAXKHSIOT ¢ ojy4yeHuem 16,86 kr ¢pymapara 7-
[4-(4-6en30[b]rnoden-4-nnnunepazus- 1-mn)oyrokcu]- 1 H-xunonuH-2-0Ha.

WnppaxpacHslii ciekTp abcopOuun

HUK-cniexktp comu (ymMapoBOH KHCJIOTBI, MOJYYEHHOH BBIIEOMHCAHHBIM CIIOCOOOM,
U3MEPSAIOT crocoOoM mpeccoBaHusi Tabnerok ¢ KBr ¢ ucnonb3oBaHueM HH(PaKpacHOrO
cnektpodoromeTpa ¢ Dypre mnpeobpasosanuem (IRPrestige-21) mnpoumssoxncrsa Shimadzu
Corporation. Kak nokazano na ¢ur. 11a, MK criekTp nokasain norjiomeHue Ipy BOJHOBBIX YHCIIaX
3657 eml, 1711 em!, 1643 em!, 1416 eml, 1227 em! 1 839 eml

ITopomkoBasi peHTTeHOBCKasl AUPpaKIys

ITopolKOBYI0 PEHTTEHOBCKYIO AUPPAKIHMIO CONMU (yMapoOBOH KHUCIOTBI, IMOJNYYEHHOMH
BBILICONMUCAHHBIM CIIOCOOOM, M3MEPSIOT C HMCHOJIb30BAHMEM PEHTTEHOBCKOTO TU(PPAKTOMETPa
(D8 ADVANCE) mnpoussoacrea Bruker AXS. Ha ¢ur. 11b mnokasana mnoporkoBast
peHTreHorpamma cosid ¢pymapoBoii kuciotbl. Kak mokasaHo Ha ¢ur. 11b, muku audpaximm
Habmronanmuch mpu 26=7,6°, 15,1°, 17,7°, 18,9° u 19,2°. [Ipyrue nuku 1udpakiyuu HaOIOJaIUCh
npu 26=9,8°, 11,3°, 12,2°,14,0°, 16,5°, 17,0°,21,2°,22,3°,22,7°, 23,8°, 24,2°,24,7°, 25,4°, 26,5°,
26,9°,27,9°, 28,9°,31,9°,32,3°, 32,6° u 34,2°.

Hsmepenue conepaHus BOABI

UsMepsiroT comep:kaHue BOABI B TMOJYyUYEeHHOW CONM (hyMapoBO KUCIOTHL. B wacTHOCTH,
colepkaHue BOAbI u3MepstoT crnocobom Kapna @umepa (cmocoOoM  KyJOMETPUYECKOTO
TUTPOBAHHMS) C UCTIONB30BAHUEM YCTPOHCTBA AJisl m3MepeHust coneprkanus Boasl (Titrando 852)
npousBoacTBa Metrohm. Pe3ybraThl MOATBEPAMIIU, YTO COAEPIKAHUE BOIBI B CONU (pyMapoBoOi
KUCJIOTHI cocTasisaeT 3,01% macc.

HDI/IFOTOBJ'IGHI/IG cocTtaBa C TIPOJIOHT'MPOBAHHBIM BbICBO60)KI[eHI/IeM JICKAPCTBCHHOI'O

cpencTBa U olieHKa 1

Komnosunmio (coctaB) ¢ KOHTPOJUPYEMBIM BBICBOOOKAEHHEM MJII OCMOTHYECKOI'O
HAcoCa, COAEPXALIYI ABYXCIOWHYIO MPECCOBAHHYIO CEpILEBUHY, COINEPKAINYI0 CJIOH
JIEKapCTBEHHOTO CPEACTBa Ui OOECNEYeHUs] TMPOJOHTHPOBAHHOTO BBICBOOOKACHUS COJH
coequaeHust (I) u cOfl OCMOTHYECKOrO BEINECTBa, MOJYYAOT B COOTBETCTBHU C HU3BECTHBIM
OOBIYHBIM MTPOU3BOICTBEHHBIM MPOIIecCOM. bojiee KOHKPETHO, OTAETBHO MOJTYYar0T KOMIIO3HLIUIO
CJIOSI IEKAPCTBEHHOT'O CPENICTBA, COAEPIKAINYIO Colb coenuHerus (1) u npyrue HHepTHBIE areHTHI,
U KOMIIO3ULIMIO CJIOSI OCMOTHYECKOTO BELIECTBA, COAEPIKAIIYI0 OCMOTUYECKHIA areHT U MOJIUMEP
BBICOKOM BSI3KOCTH, 3aTeM KaKAYI0 KOMIIO3ULIMIO NPECCYIOT B ABYXCIOWHYIO CEPALIEBUHY
TabJIETKU ¢ UCTIOJIB30BAHNEM M3BECTHOTO METOA MPECCOBAHUS CEPALICBUHBL

3areM OBYXCIOWHYIO TMPECCOBAHHYIO CEpPALEBUHY TMOKPBIBAIOT  KOMIIO3MLIUEH,
colep Kameil BOIOPAacCTBOPUMBIN monumep. B  KkadecTBe KOMIO3MIMH BOAOPACTBOPHUMOIO
MOJIUMEpPA, THIPOMEIUIO3y (ruppokcunpommiMerwineuonosy;, TC-5 npoussoacrea Shin-Etsu
Chemical Co., Ltd.) u moBunon (momuBuammuppoinnox; Kollidon K30, BASF) (70:30 (%
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Macc./Macc.)) pacTBOPSIFOT B Boae A0 8% conmepskaHusl TBEPABbIX BEIIECTB IJIsl MPUTOTOBJICHUS
pacTBOpa IJIsl MOKPBITHSA. ITOT PACTBOP BOAOPACTBOPUMOTO MOJIMMEPHOTO MOKPBITHS HAHOCAT Ha
NIBYXCJIONHYKO CIIPECCOBAHHYIO CEPIALEBUHY, TMOJYYEHHYI) BBIIIE, C HUCIOJb30BAHUEM
IPaKUPOBOYHOTO KOTJIA 10 T€X MMOp, MOKAa KOMIIOHEHT MOKpbITUS He coctaBUT 10% maccel
JBYXCJIOMHOM CIPECCOBAHHOMN CEPALIEBUHBI.

3aTeM TOJNyUY€HHOE BOAOPACTBOPUMOE TOKPBITUE JIByXCIOMHONH NpecCOBaHHOMN
CepALEBHHbI TOKPBHIBAIOT KOMIIO3UIMEH MONyNpoHUIlaeMoil MemOpaHHOH. B kadecTse
KOMITO3UIINH IOy TPOHUIIAEMOM MEMOpaHBbI, aleTaT LEJUTFOJIO3bl U MOJUATHIICHTIHKOIb 4000
(85:15 (% macc./macc.)) pacTBOpsitOT 10 5% conepskaHus TBEPAbIX BELIECTB B aleToHe/Boe (95:5
(% wmacc./mMacc.)) B KadecTBe PAaCTBOPHUTENSI C IMOJYYEHHEM MOKPBIBAIOLIErO pPacTBopa. IJTOT
MOKPBIBAIOLIUI  pacTBOpP HAHOCAT Ha JBYXCJIOWHYK CIPECCOBAHHYIO CEpPALEBUHY C
BOZIOPACTBOPUMBIM MTOKPBITHEM, MOy YEHHYIO BBILIE, C UCIIOJIB30BAHUEM JIPAKUPOBOYHOIO KOTJIA
N0 TeX TOp, NOKa KOMIIOHEHT TMOKpbITUS He coctaBUT 10% OT Macchl JABYXCIOMHOMN
CIIPECCOBAHHOM cepaueBuHbl. CepaLeBUHY € MOKPHITUEM HU3BJIEKAIOT U3 APAKUPOBOUYHOIO KOTJIA
u 3ateM noasepratoT cymke npu 40°C B TeueHue 24 4acOB C HCIIOJIb30BAHUEM CTEJUIAXKHOMN
CYILIMJIKH.

B nokpsiToii TakuM 00pa3oM ABYXCIOWHOM MPECCOBAHHOM CEPALIEBUHE TEIat0T OTBEPCTHSI
111 BBICBOOOKICHHS JISKAPCTBEHHOTO CPENCTBA, MMeroInue nuamerp 0,8 MM, Ha MOBEPXHOCTH CO
CTOPOHBI CJIOSI JIEKAPCTBEHHOI'O CPENCTBA C UCIMOIb30BAHUEM aBTOMATU3MPOBAHHOIO Ja3epa ¢
MOJIyYEHUEM COCTaBa AJI1 OCMOTHYECKOIO HAacOCa.

B Tabnuie 1 Hike moka3aHbl KOMIIOHEHTBI COCTaBa JJIsl OCMOTHYECKOI'O Hacoca.

Tabmauua 1

Cocras IIpumep | Ilpumep | Ilpumep | Ilpumep | Ilpumep
(Mr/enuHuy) 1-1 1-2 1-3 1-4 1-5

KomrmoneHTHI
CepALEBUHBI
TabJIEeTKH

Coit Conb Qpymaposoii | 39,27 39,27 39,27 39,27 39,27

JIEKApCTBEHHO | KHUCJIOTHI
ro CpeacTBa coenmnnenus (1)

TonusTuneHokcu | 89,73 89,73 89,73 89,73 89,73

I ¢ HU3KOU

BA3KOCTBIO

®dymaposas 30,00 - - - -
KUCJIOTa

dymapar - 30,00 - - -

MOHOHATpUs
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I'mopokapOonat - - 30,00 - -
HaTpUsI
D-manHuT - - - 30,00 -
IMonusTUneHrnuK - - - - 30,00
osib 6000
Creapat maruus 1,00 1,00 1,00 1,00 1,00
Croii IMonusTuneHokcu 45,40 45,40 45,40 45.40 45.40
OCMOTHUYECKOT | A BBICOKOH
O BeIleCTBa BS3KOCTHU
IMunpoxapbonar 24,00 24,00 24,00 24,00 24,00
HaTpUst
Oxcup xenesa 0,20 0,20 0,20 0,20 0,20
Creapat Maraus 0,40 0,40 0,40 0,40 0,40
IIpomexyTtounsiii | 230,00 230,00 230,00 230,00 230,00
UTOT
KoMnoneHTs!
MOKPBITUSA
Bonopactesop | HPMC TC-5R 16,10 16,10 16,10 16,10 16,10
MBI Kollidon K30 6,90 6,90 6,90 6,90 6,90
MOJIUMEpP
KowmmonenTsr | Anerar 19,55 19,55 19,55 19,55 19,55
MOJIYIIPOHULIA | LIEJIJTFOJIO3bI
eMoi I131I" 4000 3,45 3,45 3,45 3,45 3,45
MeMOpaHbI
IIpomexyTtounsiii | 46,00 46,00 46,00 46,00 46,00
UTOT
Bcero 276,00 276,00 276,00 276,00 276,00

COCTaBbI, MOJIYYCHHBIE B MPUMEPAX, NOABCPTAOT CICAYHOIEMY 3KCINIEPUMEHTAJIBHOMY

npuMepy | u SKCrnepuMeHTaIbHOMY MPUMEPY U OLIEHUBAIOT.

B xadecTBe MONMATHIIEHOKCHIA HHU3KOHW Bs3KOCTH Hcnonb3yloT POLYOX (Toprosas

mapka) WSR N-80 (cpenusis Mmonekyisipaas macca: npumepHo 200000, BsiskocTb: oT 55 mo 90

mllasc (BomubIli pactBOp 5% mMacc./06., 25°C). B kadecTBe NOJMITHIEHOKCHIA BBICOKOH

mwiotHocTH ucnonb3ytoT POLYOX (3apeructpupoBannast Toproasi mapka) WSR Coagulant

(cpemnsisi MmosiekyisipHast macca: S000000, Bs3kocTh: OT 5500 mo 7500 mllasc (BOomHBIN pacTBOp
1% macc./06., 25°C).
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DKcrnepUuMeHTalbHbIN npuMep 1

CxopocTb BBICBOOOXKIAEHHSI M3 COCTABOB, MOJIYUYEHHBIX B MPUMEPAX, OLEHHBAIOT MyTEM
U3MEPEHUs] CKOPOCTH PACTBOPEHMS Kak1oi conu coenuaenust (I) ¢ narepsanamu ot 30 MEHYT 10
2 yacoB B TeueHue 24 gacos. TecT Ha pacTBOpEHHE MPOBOAT B COOTBETCTBUH CO criocodbom 15th
Japanese Pharmacopoeia Dissolution Test Method 2 (crmoco0 ¢ mpuMeHEHHEeM JIOTAaCTHOU
Mmemaiku). B kadectBe TecToBOH skuakocTu HCnonb3yroT 900 mu 0,05 mone/n ameraTHOTro
OydepHoro pacreopa (pH npumepHo 4,3, yKCyCHasi KHCJIOTa, aleTaT HATPHsi), UCIBITAHUE
nposomaT npu 37°C u ckopoctu BpameHus jgonactu 50 o6/mun. OTO0p 00pa3oB MPOBOIAT Yepe3
HEKOTOpoe Bpemsi, u konuuecTBo coenuHeHus (I) (cBOOOJHOro OCHOBaHMsI) B OTOOpaHHOM
oOpa3Lie pacTBOpa OMNPENENSIOT KOJUYECTBEHHO C MoMoumblo Y@ narymka (IJIMHA BOJIHBI
u3Mepenus adbcopouun: 323 uM u 380 HM). MaccoBoe oTHoweHHe pacTBopeHus (%o) COeTMHEHUs
() (cBobomHOoe ocHOBaHme) k oOmemy kosudectBy (macce) coenunenus: (I) (cBobomnoe
OCHOBaHME) B cocTase, npuHsToe 3a 100%, onpenensioT kak CKOpocTh pacTBopeHHs. ITockonbky
3HaueHHE CKOPOCTH PACTBOPEHUS TAKOE e, Kak MaccoBoe oTHouleHue (%) pacTBOPEHHOH Cou
coenunenus (I) k obmemy komudecTBy (Macce) conu coenunenus (I) B cocTaBe, mpuHSTOE 32
100%, 3HaueHHWe CKOPOCTH PACTBOPEHHUS MOXHO TaK)Xe€ HCIOJb30BaTh B Ka4eCTBE CKOPOCTHU
pactBopenust conu coenuaenust (I). Ha ¢ur. 1a nokasans! pesynsratsl. TepmuH «PacTBOpeHHbIIH
(%)» Ha ¢ur. 1 ykasbBaeT CKOPOCTh PACTBOPEHUSI.

DKcnepuMeHTaNbHbIN pumep 2

CxopocTb BBICBOOOXKIEHHS U3 COCTaBa KAXKAOTO NMPUMepPa OLEHUBAIOT IyTEM H3MEpPEHHs
CKOpocTH pacTBOpeHus: conu coenuHenus (I) ¢ 1-4acoBbIMU MHTEpBaJaMu B TeueHHe 24 4acoB.
UcnpiTanne Ha pacTBOpPEHHME TMPOBOISAT B COOTBETCTBMU €O cmocobom 15th  Japanese
Pharmacopoeia Dissolution Test Method 2 (cnoco0® ¢ mpuMeHeHHEM JIOMACTHOW Memanku). B
KAaueCTBe 3KCIEPUMEHTAJIbHON >KUIKOCTH HMCHONB3YIOT 900 M BTOpON 3KCIEPUMEHTAIBHON
xunkoctu aiist pacreopenust (pH npumepHo 7, nurunpodocdar kanus, ruapodocdar nuHaTpus),
yka3aHHOU B Japanese Pharmacopoeia, u Tect nposoast npu 37°C u CKOPOCTHU BpallleHUs JIOMACTU
50 o6/Mun. OTO0p 00pa30B MPOBOAAT Yepe3 HEKOTOPOE BPEMsl, U KOJIHMUYECTBEHHO OMPENENsIIOT
coenunenue (I) (cBobomHOEe OCHOBaHHE) B OTOOpaHHOM oOpasiie pacTBOpa ¢ MOMOINbKD YD
natuuka (nnurHa BOJHBI u3MepeHus: abcopoumm: 323 um u 380 HM). IlepByro mmHy BoJdHBI (323
HM) YCTaHABJIUBAIOT KaK JJIMHY BOJHBIL, MPU KOTOPOH abCOpOIUsi OCHOBHOTO JIEKAPCTBEHHOTO
cpeacTsa MOXKeT ObITh OOHapyKeHa OO MaKCUMyMa, M BTOPYK UMHY BosiHbI (380 HM)
YCTAHABJIMBAIOT KaK JJIMHY BOJHBI, NPU KOTOpOH abcopOumsi OCHOBHOTO JIEKAPCTBEHHOTO
cpencrea He oOHapykeHa. Ha ¢ur. 1b mokasaner pesyisratel. Ha ¢urype, pacTBopeHHBIH
(MKr/MJ) O3HauaeT KOHLEHTPALMIO 3JIIOMPOBAHHOrO (pacTBopeHHOro) coenuHenus (1)
(cBOOOHOE OCHOBAHME).

B sxcnepumenTtansHOM npumepe 1, smoat umeet pH npumepHo 4,3. Pe3ynbpTaTel OLEHKH
B TECTe Ha PACTBOPEHHE B 3KCIIEPHUMEHTAJIbHOM IpPUMEpE SIBISIETCS TOKA3aTeNeM CTETeHH
pactBopeHusi conu coenuHeHus (1) BO BceM ey JOYHO-KUIIEYHOM TPAKTE MOCIIE TIEPOPATbHOTO
BBENICHUS] MEPOpaNbHON (hapMalleBTUYECKOW KOMITO3ULIMK. BpeMs MNpoJIOHTHPOBAHHOTO

BBICBOOOXKIEHHsT MEepOpaibHOW  (papMaleBTUYECKOH KOMIO3MLMU MOJKHO OLEHHTb I10
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MIOJTy4€HHOMY TIPO(DHITIO.

C npyroii cTopoHsbl, B 3KCIIEpUMEHTaIbHOM npuMepe 2, pH amroata coctaBisieT IpUMepHO
7. Pe3ynbpTaTel OLEHKHU TECTa HA PACTBOPEHUE B TECTOBOM NpPUMEpEe 2 MOKA3bIBAIOT, A0 KAKOIO
ypoBHs conb coenuHenus (1) amonpyercs B HIKHEH YaCTH JKeJTy AOYHO-KHIIEUHOTO TPAKTA MOCTe
NEPOPANbHOTO BBEACHUS MEPOPATbHON (PapMaleBTUYECKOH KOMIO3MLIUU U TPOXOXKACHUS €€
Jyepes keny1ok. B axcnepumenranpHOM npumepe 1 HaOMOAAIOT caeayolee IBJIEHUE: TTOCKONbKY
pacTBOpUMOCTB conu coennHenust (1) Beile, ueM pacTBOpUMOCTb coenrHeHus (1), KoHIeHTpaus
pactBopeHust conmu coenuHeHuss (I) w3 cocrtaBa BPEMEHHO IMIPEBBINAET PACTBOPHMOCTD
coenunaeHus (I), moka3piBasi MEPEHACHIEHHYIO KOHLEHTPALMIO, U TOCJE Yero KOHIEHTPALUs
pacTBOpeHUs CHIXKaeTcs npu nepekpucrauuzayu coenuaenus (I). IlonydenHplii B 310 Bpems
npoduib onpenenseTcs Kak Npoduilb MepeChIEHHOrO PACTBOPEHHUST U MOXKET OBITh OLIEHEH Kak
MOKa3aTeNb BCACBIBAEMOCTH B HMKHEH YaCTH ey A0YHO-KUIIEYHOIO TPAKTA.

IIpencraBneHHble BbIlI€ pPE3YyJbTaThl MOATBEPXKIAIOT, YTO COCTaBbl, B YAaCTHOCTH,
comepskaiue GyMapoBYIO KUCJIOTY HIH (pyMapaT MOHOHATPHUS B KAYECTBE OCMOTHYECKOTO areHTa
B CJIO€ JIEKAPCTBEHHOT'O CPENCTBA, IIOKA3aJH IIPEBOCXOMAHBIE NPOQIIN IEePEeHACHIIEHNS
pactBopenusi (¢ur. 1(b)) u ObuTH 0OCOOEHHO MPEATIOYTUTEIbHBL

IIpuroroBiieHHe CcOCTaBa ¢ IPOJOHTHPOBAHHBIM BbICBO60)KI[eHI/IeM JICKapCTBEHHOI'O

CpEenCcTBa U OLIEHKA 2

ITepopanbhble papManieBTUYECKHEe KOMIO3HLIUU (COCTABbI IJIsl OCMOTHYECKOIr0 HAacoca),
MOKa3aHHbIE B Ta0JHUIE 2, MOJIY4aloT TaKUM ke 00pa3oM, Kak B CocoOe, OMMCAHHOM BBILIE B
pasnene «IIpuroToBjeHHEe JIEKAPCTBEHHOrO Mperapara ¢ 3aMeIJIEHHBIM BBICBOOOKIEHHEM H
OLICHKA 1», 34 UCKJIDYCHHUEM TOI'O, YTO BUABI U KOJIMYECTBA KOMIIOHECHTOB CepI[L[eBI/IHbI Ta6JIeTKI/I
1 KOMITOHCHTBI HOKprTI/ISI 6BI.HI/I HU3MCHECHBI, KaK ITIOKa3aHO B Ta6.HI/IL[e 2 COCTaBbI, I'IOJIyLIeHHbIe B
npUMepax, TOKa3aHHbIX B Ta0nuie 2, OLEHHBAIOT TAaKUM ke o00pa3oM, Kak H B

SKCIIEPUMEHTAIbHOM npuMepe 2. B Tabnuie 2 npencraBieHsl pe3ybTaThL

Tabnuua 2.
CocraB (Mr/eaunuiy) IIpumep | Ilpumep | Ilpumep | Ilpumep
2-1 2-2 2-3 2-4

KoMnoHeHTHI cepLeBUHbI
TabNeTKN

Croi Conb pymMapoBOit KUCTOTHI 39,27 39,27 39,27 39,27

aekapcTBeHHO | coenuHeHus (1)

ro CpeacTBa IMonusTUNneHOKCH HU3KOH 89,73 69,73 69,73 69,73
BSA3KOCTH
@ymapaT MOHOHATPUS 30,00 30,00 30,00 30,00
I'mnpomennosa TC-5R - 20,00 - -
Huzko3amelnenHas - - 20,00 -
T'UJPOKCUTTPOIUIILIEIIIIO3bI
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IMonustunenraukons 6000 - - - 20,00
Creapar maraus 1,00 1,00 1,00 1,00
Croii IMonusTUNneHOKCH BBICOKOMN 45,40 45,40 45.40 45.40
OCMOTHYECKOT | BSI3KOCTHU
O BELIeCTBa I'mnpokapOonaT HaTpHs 24,00 24,00 24,00 24,00
Oxcup xenesa 0,20 0,20 0,20 0,20
Creapat maruus 0,40 0,40 0,40 0,40
IIpome:xyTOUHBIN UTOT 230,00 230,00 230,00 230,00
KoMmnoHeHTb! MOKPBITHS
Bonopactsopu | HPMC TC-5R 16,10 16,10 16,10 16,10
mbii moniumep | Kollidon K30 6,90 6,90 6,90 6,90
KowmrioneHTsl | ALieTaT HEeJUTH0JI03bI 31,05 31,05 31,05 31,05
nonynponuuae | I19I° 4000 3,45 3,45 3,45 3,45
MO
MeMOpaHbI
IIpomexxyTO4YHBIN UTOT 57,50 57,50 57,50 57,50
Bcero 287,50 287,50 287,50 287,50

HpI/IBeHeHHbIe BBIIIEC PE3YyJIbTATHI IOATBEPAUIIN, YTO COCTABbI, B HACTHOCTH, COACPIKALIUEC

THITPOMENJIO3Y  (THIPOKCUTIPOIMIMETHIILICIUTIONO3Y) B KauecTBe HOCHUTENs (B YACTHOCTH,

rHAPOPHIBHOTO MOIUMEPa), UMEIOT MPEBOCXOAHBIN MPOQIIIb KOHIEHTPALUN MEPEHACHIIICHUS
NIPU PACTBOPEHHUH U OKA3aJIHCh O0JIee MPEANOUTUTEIbHBIMU.

IlpuroToBiieHHe CcOCTaBa C TIPOJOHTHMPOBAHHBIM BbICBO60)KI[eHI/IeM JICKAPCTBCHHOI'O

CpeZICTBA U OLIEHKA 3

ITepopasbHble (hapMalieBTHUECKHE KOMITO3ULIUU (COCTaBbI JII OCMOTHYECKOrO HACOCa),
NoKa3aHHble B TaOuIle 3, MOJNy4aroT TAKUM Ke 00pa3oM, Kak B CIOCOOE, OMUCAHHOM BBIIIE B
paznene «IIpuUroToBiieHHEe JEKAPCTBEHHOTO TMpernapara ¢ 3aMeIJICHHbIM BBICBOOOXKICHHEM U
OIlleHKa 1», 32 UCKJIFOYEHHEM TOTO, YTO BUABI U KOJIMYECTBA KOMIIOHEHTOB CePALIeBUHBI TAOJETKU
Y KOMIIOHEHTHI TOKPBITHS OBUTH U3MEHEHBI, Kak moka3aHo B Tabmuie 3. CocTaBbl, MOJy4YeHHbBIE B

npuMepax, TOKa3aHHbIX B Tabmuie 3,

sKcriepuMeHTanpbHOM npumepe 1. Ha ¢ur. 3 mokasaHsl pe3ybTaThL.

OLIEHUBAIOT TAaKUM Ke o0paszom,

KaK U B
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Coctas (Mr/equaHILY)

ITpumep
3-1

IIpumep
3-2

ITpumep
3-3

ITpumep
3-4

ITpumep
3-5

ITpumep
3-6

ITpumep
3-7

ITpumep
3-8

ITpumep
3-9

KoMmoHeHThI

CepILIeBUHBI TAOJIETKH

Cron
JIEKapCTBEHHO

ro CpeacTBa

Conb pymaposoii

KHUCJIOTbI COCANHCHUA

)

39,27

39,27

39,27

39,27

39,27

39,27

39,27

39,27

39,27

IonusTHIIEHOKCHU

HU3KOU BSI3KOCTU

87,73

87,73

87,73

87,73

87,73

87,73

87,73

87,73

87,73

Kpocnosunon Kollidon

CL

16,00

16,00

16,00

16,00

16,00

16,00

16,00

16,00

16,00

ITosunon Kollidon K30

16,00

16,00

16,00

16,00

16,00

16,00

16,00

16,00

16,00

Creapar maruus

1,00

1,00

1,00

1,00

1,00

1,00

1,00

1,00

1,00

Cront
OCMOTHUYECKO

ro B€uecTna

ITonusTHiNEeHOKCH

BBICOKOM BSI3KOCTU

45,40

45,40

45,40

45,40

45,40

45,40

45,40

45,40

45,40

Xnopun HaTpus

24,00

D-manHUT

24,00

®pykTO3a

Caxaposa

CopOur

I'unpokapOoHAT HATpUs

24,00
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KapOonar nunatpus - - - - - - 24,00 - -
Jurunpodocdar Harpust - - - - - - - 24,00 -
I'unpodocdar nuHaTpust - - - - - - - - 24,00
Oxkcup xenesa 0,20 0,20 0,20 0,20 0,20 0,20 0,20 0,20 0,20
Creapat maraus 0,40 0,40 0,40 0,40 0,40 0,40 0,40 0,40 0,40
ITpomMesxy TOUHBII UTOT 230,00 230,00 230,00 230,00 230,00 230,00 230,00 230,00 230,00
KomnoneHt nokperrus
Bonopactesop | HPMC TC-5R 16,10 16,10 16,10 16,10 16,10 16,10 16,10 16,10 16,10
UMBIH Kollidon K30 6,90 6,90 6,90 6,90 6,90 6,90 6,90 6,90 6,90
NOJIUMeEp
KomrioneHTsl | Auerar HesToa03bl 19,55 19,55 19,55 19,55 19,55 19,55 19,55 19,55 19,55
nojgynponuua | I13I° 4000 3,45 3,45 3,45 3,45 3,45 3,45 3,45 3,45 3,45
eMon
MeMOpaHbI
ITpome:xyTO4HBII UTOT 46,00 46,00 46,00 46,00 46,00 46,00 46,00 46,00 46,00
Bcero 276,00 276,00 276,00 276,00 276,00 276,00 276,00 276,00 276,00
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[TpuBeneHHbIE BbILIE Pe3yJIbTAThl MOATBEPAMIIH, YTO COCTABBI, TOJYYEHHbIE BO BCEX
pUMepax, TeMOHCTPHPYIOT MPEBOCXOAHBIE CBOMCTBA 3aMEIUICHHOrO BbICBOOOKAeHH (ur. 3).
Hanee ObI0 OOHAPY’KEHO, YTO TMpPH HCIOJB30BAHWU THAPOKApOOHATAa HATPUS WM XJIOPUAA
HATPUsI B KAU€CTBE OCMOTHYECKOTO areHTa B CJI0€ OCMOTHYECKOrO BEIIECTBA, HAKIIOH rpaduka
CKOpOCTH pacTBOpeHust Ha ¢ur. 3 Oonee mocrosiHeH (T. €. pacTBOpeHHe conu coennHeHus (I)
MPOJOJIKAETCS C IOCTOSTHHOM CKOPOCTBIO) U SIBJISIETCS TIPEANIOYTUTEIIBHBIM C 3TOM TOYKH 3PSHUS.
bbuto Takke OOHAPYKEHO, YTO MPH HCIOJNB30BAHUU XJIOPUIA HATPHs MOJyYEHHAs KOHEYHAs
CKOPOCTb PacTBOPEHHUs1 ObLIa HECKOJIBKO HUJKE, YeM TPH HCIOIb30BAHUU APYTHX OCMOTHYECKHUX
areHToB. Ha OCHOBaHMM TPUBENEHHBIX BBILIIE PE3YJbTATOB ObUIO OOHAPYKEHO, YTO
UCIIOJIb30BAHUE TMAPOKAPOOHATA HATPHUS SIBISIETCS OCOOEHHO MPEIOYTUTEIbHBIM, MMOCKOJIBKY
JIOCTUraeTcsl BBICOKAs KOHEUYHash CKOPOCTb PACTBOPEHHUS, M PACTBOPEHHE IPOJOJDKAETCS C
MOCTOSIHHOW CKOPOCTBIO.

IIpuroroBneHue cocTaBa JICKAPCTBCHHOTO CpeacCTBa C MPOJOHIMPOBAHHbBIM

BBICBO60)KI[eHI/IeM U OlleHKa 4

IlepopanbHble papmaLieBTUYECKHE KOMIO3UIMU (COCTaBbl sl OCMOTHYECKOTO HAcoca),
NOKa3aHHbIe B TaOyuie 4, MOJy4arT TaKuM ke 00pa3oM, Kak B CocoOe, OMMCAHHOM BBILIE B
paznene «IIpuroroBiaeHne COCTaBa JIEKAPCTBEHHOIO CPECTBA C 3aMeJIEHHBIM BBICBOOOXKIEHHEM
U OLEeHKa 1», 3a HCKIIOUYEHHEM TOro, YTO BHJbI U KOJUYECTBA KOMIIOHEHTOB CEPILIEBHUHbBI
TabJeTK! M MOKPBITHS KOMIIOHEHTHI OBUIM M3MEHEHbI, Kak noka3zaHo B Tabmuue 4. Cocrassl,
NOJIyYeHHbIe B TIPUMepax, MOKAa3aHHbIX B TaONUIE 4, OLEHUBAIOT TAKHM K& 00pa3oM, KaK U B
SKCIIepUMEHTANBHBIX puMepax | u 2. OqHaKo MpHU OLeHKE B SKCIEPHUMEHTAIbHOM mpumepe 1,
JKUJIKOCTh, TOJYYEHHYIO J0OaBJICHHEM TOBEPXHOCTHO-aKTHMBHOTO BemiectBa (Opomuzaa
uetmitpuMmeruiammonnsi: CTAB) B koHeuHo# koHLeHTparuu 0,5% Macc./mMacce. K TeCTHPYeMOk
JKHAKOCTHU, HUCIOJIb30BAHHOU B SKCIEPHUMEHTAJIBHOM TIPUMEPE 2, HUCIIOJIB3YIOT B Ka4dY€CTBE
TECTHPYEMOH KMIKOCTU. JTa TECTHpPyeMas >KUAKOCTh ObLIa MOJy4YeHAa TaKMM OOpa3oM, 4TO
no0aBJeHHOE K HeH MOBEPXHOCTHO-aKTUBHOE BEIIECTBO YBEJIUYMBAET PACTBOPHMOCTD
coenunenus (1) mpu pH okono 7 u obecneunsaer 100% pacTBOpeHHE JEKAPCTBEHHOTO CPEACTBA
U3 COCTaBa. JTOT TECTUPEMBIH pPACTBOP HCHOJNB3YIOT, MOTOMY YTO OH CUHMTaercs Oosee
noaxoadAmuM aOjsd OLEHKH BI:;ICBO60)KI[€HI/I$I COCTaBa B YCJIOBUAX pH BO BCEM KE€JIyOOYHO-
KHIICYHOM TPAKTE.

Ha ¢ur. 4a u 4b nokaszanbl pe3yJIbTaThL.

Tabnuua 4
Cocras (mr/eaunurty) IIpumep 4-1 | Ilpumep 4-2 | Ilpummep 4-
3
KoMIoHEeHTBI cepALeBUHBI
TabseTKn
Croii Conp pymMapoBOi KUCTOTHI 39,27 39,27 39,27
aekapcTBeHHOro | coenunenus (I)
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cpencraa IMonusTrNneHOKCH HU3KOMH 59,73 59,73 59,73
BSA3KOCTH
dymapaTr MOHOHATPUs 40,00 40,00 40,00
I'unpomennosza TC-5R 20,00 20,00 20,00
Creapat maruus 1,00 1,00 1,00
Croi INomsTrHneHOKCH T 45,40 45,40 45,40

OCMOTHYECKOT'O BBICOKOU BSI3KOCTU

BEIIECTBA D-manHUT 24,00 - -
I'uppokapOoHat HaTpus - 24,00 -
®pykTo3a - - 24,00
Oxcun xenesa 0,20 0,20 0,20
Creapat maruus 0,40 0,40 0,40
IIpomMexyTOUHBII UTOT 230,00 230,00 230,00
KoMmoHeHTh! TOKpPBITHS

Bonopactsopum | HPMC TC-5R 16,10 16,10 16,10

BII TTOJTUMEP Kollidon K30 6,90 6,90 6,90

KommnoneHTsl AIeTaT LEeJTFOJIO3bI 36,80 36,80 36,80

nonynponuunaemo | IT9T" 4000 9,20 9,20 9,20

i MeMOpaHbI
ITpomesxyTOUHBIN UTOT 69,00 69,00 69,00
Bcero 299,00 299,00 299,00

HDI/IFOTOBJ'IGHI/IG cocTtaBa C TIPOJIOHT'MPOBAHHBIM BbICBO60)KI[eHI/IeM JICKAPCTBCHHOI'O

CpelCTBa U OLEHKA S5

ITepopasbHble (hapMarieBTHUECKHE KOMITO3ULIUU (COCTaBbI I OCMOTHYECKOrO HACOCa),
MOKa3aHHble B TaOJUIlE S5, MONy4alOT TAKUM K€ 00pa3oM, Kak B CIOCOOE, OMUCAHHOM BBIIIE B
paznene «IIpuUroToBieHHE JIEKAPCTBEHHOTO TMpernapara ¢ 3aMeJICHHbIM BBICBOOOXKICHHEM U
OlleHKa 1», 32 UCKJTFOYEHHEM TOTO, YTO BUABI U KOJIMYECTBA KOMIIOHEHTOB CePALICBUHBI TAOJIETKU
Y KOMIIOHEHTHI TOKPBITHS OBUTH U3MEHEHBI, Kak Mmoka3aHo B Tabmuie 5. CocTaBbl, MOJy4YeHHbBIE B
nmpuMepax, TOKa3aHHBIX B TaOiWie 5, OLEHWBAIOT TaKUM k€ o00pa3oM, Kak U B
JKCIIEpUMEHTANBHBIX TpuMepax 1 u 2. Ha ¢ur. Sa u Sb nokaszaHbl pe3yabTaThL

Tabmauua 5

Cocras (mr/eaunurty) IIpumep 5- | Ilpumep 5-2 | IIpumep 5-3
1

KommoHeHTHI CCPALCBUHDBI

TabIeTKH
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Croi Conp pymMapoBOi KUCTOTHI 39,27 39,27 39,27
JIEKapCTBEHHOI' O coennaeHus (1)
cpencraa IMonusTuneHokCu HU3KOMH 69,73 69,73 69,73
BA3KOCTH
dymapat MOHOHATPHUs 30,00 30,00 30,00
IN'unpomennosza TC-5R 20,00 20,00 20,00
Creapar maruus 1,00 1,00 1,00
Croii INonusTruneHokcua 45,40 45,40 45,40
OCMOTHYECKOTO BBICOKOH BSA3KOCTH
BEILIECTBA I'mnpokxapOoHaT HaTpus 24,00 24,00 24,00
Oxcun xenesa 0,20 0,20 0,20
Creapat Maruus 0,40 0,40 0,40
IIpomesxy TOUHBIN UTOT 230,00 230,00 230,00
KomMnoHeHTs! OKphITHS
Bonopacreopumeiii | HPMC TC-5R 16,10 16,10 16,10
MOJIUMED Kollidon K30 6,90 6,90 6,90
KommnoneHTsl AIeTaT LeJUIF0JIO3bI 20,70 31,05 41,40
nonynponunaemout | IIOI" 4000 2,30 3,45 4,60
MeMOpaHbI
IIpomesxyTouHbIN UTOT 46,00 57,50 69,00
Bcero 276,00 287,50 299,00

OTH pe3ynbTaThl NOATBEPIAUIIH, YTO COCTABBI, MOJYYEHHBIE BO BCEX MIPUMEpax, MOKA3aIU
MPEBOCXOJHbIE CBOWCTBA 3aMelJieHHOro BbicBOOOkaeHus (¢ur. 5(a)). Takxke ObuIO
MONTBEPIKIEHO, YTO BpeMsi MPOJIOHTMPOBAHHOTO BBICBOOOXKAEHHUS MOYKHO KOHTPOJIMPOBATD,
U3MEHsIsS KOJIMYECTBO MJIEHOYHOTO KOMIIOHEHTA (TIOJyMPOHULIAEMOT0 KOMIIOHeHTa). Jlake korma
B CJIO€ JIEKAPCTBEHHOIO CPEICTBA WCIOJB3YIOT THIIPOMEIUIO3Y, UMEIOLIYI0 APYTYIO BSI3KOCThb
BOJHOTO pactBopa (Ooyiee KOHKPETHO, KOraa HCHojibp3yroT runpomelniody TC-SE, umeromyro
Bs3KOCTh OkoJio 3 Mllasc, m3mepennyrw mpu 20°C, B dopme 2% BOZHOrO pacTBOpa BMECTO
runpomeiniossl TC-5R, umeromeit Bs3kocts okoio 6 mIlasc, usmepennyro npu 20°C B popme 2%
BOJIHOTO PaCTBOPA), Pa3HHLA B BI3KOCTH HE IMEET OOJBIIOro 3HaUeHUs B 3P eKTe 3aMeNIEHHOTO
BBICBOOOKIEHUS U MMOAIEPKAHMUS TIEPEHACHIIIEHUSI.

HDI/IFOTOBJ'IGHI/IG coctaBa C TIPOJIOHTHMPOBAHHBIM BI:;ICBO60>KI[€HI/IGM JICKAPCTBCHHOI'O

CpelCcTBa U OlleHKa 6

ITepopasbHble (hapMareBTHUECKHE KOMITO3ULIUU (COCTaBbI I OCMOTHYECKOrO HACOCa),
MOKa3aHHbIe B TaOJuIe O, MOJNy4aroT TAKUM K€ 00pa3oM, Kak B CIOCOOE, OMUCAHHOM BBIIIE B

paznene «IIpuroToBiieHHE JEKApPCTBEHHOTO TMpernapara ¢ 3aMeIJICHHBIM BbICBOOOXKIACHHEM U
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oLeHKa 1», 3a CKIIFOYEHHEM TOT'O, YTO BHJIbI U KOJHMYECTBA KOMIIOHEHTOB CEP/ILIEBUHBI TAOJIETKH
¥ KOMITOHEHTBI TIOKPBITHUS OBLIH U3MEHEHBI, KaK MoKa3aHo B Tabmuue 6. CocTaBbl, OJTYyYEHHBIE B
npuMepax, TOKa3aHHbIX B Ta0muie 6, OLEHHBAIOT TaKUM ke o00pa3oMm, Kak H B
SKCIepUMEHTaNbHbIX npuMepax 1 u 2. OqHaKo Mpu OLEHKE B 3KCIEPHUMEHTAIbHOM npumepe 1,
KUJIKOCTh, TOJYYEHHYIO J00aBJI€HHEM IIOBEPXHOCTHO-aKTHBHOTO BemiectBa (Opomupaa
uermitpuMmeruwiammonnsi: CTAB) B koneuHo# koHIeHTpanuu 0,5% macc./mMacce. K TeCTHPYeMOH
JKUAKOCTH, HCIIOJIb30BAHHON B 3KCIIEPUMEHTAIBHOM IpUMepe 2, HCMOJIb3YIOT B KauecTBe
TecTupyemMoit xuakoctu. Ha ¢ur. 6a u 6b nmokasaHsl pe3ynbTaThl.

Tabmuua 6

Cocras IIpumep | Ilpumep 6- | Ilpumep | IIpumep 6-
(Mr/enuHuLy) 6-1 2 6-3 4

KommnoneHTs!
CepILIEBUHBI
TabneTku

Cnoit Conb ¢pymaposoii 39,27 39,27 39,27 39,27

JIEKAPCTBEHHOT'O | KHCJIOTBI
CpencTBa coenunenusi (I)

IonusTrneHoKCUA 87,73 67,73 57,73 47,73

HHU3KOH BSI3KOCTH

dymapar 10,00 30,00 40,00 50,00

MOHOHATPUS

Iunpomennosa TC- 20,00 20,00 20,00 20,00

5R

Jlerkast 6e3BoHas 2,00 2,00 2,00 2,00

KpeMHHUeBasi KUCJIOTa

Aerosil 200

Creapat mMaruus 1,00 1,00 1,00 1,00
Croi IMonusTrneHokCua 45,40 45,40 45.40 45.40

OCMOTHYECKOT'O BBICOKOH BSI3KOCTU

BEIIECTBA TIunpokapbonat 24,00 24,00 24,00 24,00
HATPUsI
Oxkcup xenesa 0,20 0,20 0,20 0,20
(murmMeHT)
Creapat mMaraus 0,40 0,40 0,40 0,40

TIpoMesky TOUHbIH 230,00 230,00 230,00 230,00
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UTOT
KommnoHneHTel
MOKPBITUSA
Bonopactsopum | HPMC TC-5R 16,10 16,10 16,10 16,10
Il IOJTUMED Kollidon K30 6,90 6,90 6,90 6,90
KommnoHeHTsI A1eTaT 1eJUTFOJIO3bI 31,05 31,05 31,05 31,05
nonynponuuaem | I19I° 4000 3,45 3,45 3,45 3,45
oii MeMOpaHbI
IIpomerxyTouHbII 57,50 57,50 57,50 57,50
UTOT
Bcero 287,50 287,50 287,50 287,50

DTH pe3yabTaThl MOATBEPIUIIH, YTO COCTABBI, MOJyYE€HHbBIE BO BCEX MPUMEPAX, MOKA3AIH
MPEBOCXOIHbIE CBOWCTBA 3aMeIEeHHOTO BbICBOOOKIeHus ((ur. 6(a)). bruio Takke oOHapyskeHO,
YTO, KOrJa CJIOM JIEKAPCTBEHHOTO CpPEICTBAa CONEPKHUT (ymapaT HATpHs B KadeCTBeE
OCMOTHYECKOI'O areHTa B KosnuecTBe npumepHo 20% macc. wiu Gosiee B mepecyere Ha OOIIyIO
MacCy Ciiosi JIEKApCTBEHHOTO CPEICTBA, MOTYT OBbITh TIOJy4Y€Hbl ONTHUMAJIbHbIE CBOWCTBA
MIOAEP KAHUSI TPOJIOHTMPOBAHHOTO BBICBOOOKIEHHS M ITEPEHACHILIIEHHS.

IlpuroToBlieHHEe CcOCTaBa C IPOJOHTHMPOBAHHBIM BbICBO60)KI[eHI/IeM JICKAPCTBECHHOI'O

CpEeICTBa U OLIEHKA 7

Tlonyyenue cojau  JTUMOHHOM KUCHOTHL 7-[4-(4-Genso[b]tuoden-4-unnunepasun-1-

un)oyrokcu -1 H-xunoauH-2-0Ha

35 r 7-[4-(4-6en30[b]THOd eH-4-unnunepaszus- 1 -un)OyTokcu |- | H-xuHonuH-2-0Ha, 280 M
STaHONMa M 52,5 MJI YKCYCHOH KHCJIOTBI MoMemarwT B konOy Kolben, w mepeMelmInBarOT mpu
TeMITepaType KUTMEHHsI C OOPATHBIM XOJIOAWIBHUKOM AJisi pacTBopeHusi 7-[4-(4-06enzo[b]ruoden-
4-unmunepasus- 1 -wn)0yTokcu |- 1H-xuHONMMH-2-0Ha ~ (Temmneparypa KHIIEHHsT ¢ OOpaTHbIM
xonoaunbHUKOM: okosio 83°C). Tlocie oxnakaeHHWs IO MPEKpaLIeHHsl KUMEHUs ¢ OOpaTHBIM
XOJIOAWIBHUKOM, B K0JOy noGammsitor 16,62 r nuMoHHOH kucnotel. Ilocie mpomsiBku 70 i
STaHOJNA CMECh HArPEBAIOT TNPHU TMEPEMELINBAHUU A0 TEMIIEPATypbl KHUIIEHUs C OOpaTHBIM
XOJIOAWIIBHUKOM (TeMIlepaTypa KUMeHus: ¢ o0paTHbIM xoJoamibHIKoM: mpuMepHo 82°C). [Tocne
nepeMeIInBaHus C OOPATHBIM XOJIOIMIBHUKOM CMECh OXJIAKIArOT 10 S°C WM HUKE B Pa3IeNsoT
Ha TBEPIOE BELIECTBO W KHUIKOCTh. IlolyueHHOE TBEPIOE BEIECTBO MPOMBIBAIOT STAHOJIOM U
cymar npu 60°C, monywas 50,32 T coiu JUMOHHOU KUCIOTHI 7-[4-(4-OeH30[b]THODEH-4-
winunepasuH- 1 -mn)0ytokcu |- 1 H-xunonnH-2-0Ha (Hen3MebueHHBIH MPOYKT).

HuadpakpacHblil ciekTp adbcopbuuu

UK-criekTp CcOJIM JHMOHHOH KHCJOTBI, TOJyY€HHOH BBILICONMHCAHHBIM CIIOCOOOM,
U3MepSIOT crocobom mpeccoBaHus Tabnerok ¢ KBr ¢ ucnonb3oBaHuMeM HH(paKpacHOro
cnekTpodoromeTpa ¢ @ypre npeodpazosannem (FT-IR IR Affinity-1S) npoussoacrsa Shimadzu

Corporation. Kak mokazano na ¢ur. 11c, MK criekTp mokasasn noriomeHne Ipy BOJTHOBBIX YHCIIaxX
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2959 cml, 1713 om'l, 1626 eml, 1416 emt, 1227 om! 1 754 oml.

HODOLHKOBaﬂ PEHTTCHOBCKAsA I[I/Id)DaKLII/IH

ITopoIKOBYIO PEHTIeHOBCKYIO ITU(PPAKIUIO COJU JIMMOHHOW KHCJIOTBI, TMOJYYeHHON
BBILIEOMMCAHHBIM CIIOCOOOM, M3MEPSIIOT C HCIOJIb30BAHHEM PEHTTEHOBCKOTO AMdpakToMeTpa
(D8 Advance) npoussozacrsa Bruker AXS. Ha ¢ur. 11d nmokasana nmopouikoBasi peHTT€HOTpaMMa
conu JTUMOHHON Kucnothl. Kak mokazano Ha ¢ur. 11d, muku mudpakumu HaOMOIAIUCh TIPU
20=14,1°, 16,2°, 17,3°, 22,2° u 24,8°. Jlpyrue nuku nudpakuuyd HaOMOZaIMUCh npu 26=7,1°,
11,1°,11,9°,12,5°,13,0°, 17,7°, 19,4°, 19,9°, 20,9°, 23,5°, 24,0°, 25,9° n 28,4°.

Hs3mMmepenue conepskaHust BOOBI

H3mepsroT copep:xaHue BOABI B MOJYYEHHOW COJIM JUMOHHOW KHUCJIOTBL B wacTHOCTH,
comepskaHue BOAbI U3MepsitoT crmocodom Kapma @umepa (cmocoOoM  KyJIOMETpHUECKOro
TUTPOBAHMSA) C MCIIONB30BAHMEM YCTpPOMCTBA i m3MepeHust copepxkanus oabl (CA-200)
npoussoacTBa Mitsubishi Chemical Analytech. PesynbraTsl mogTsepauiy, 4To conepskaHue BOIbI
B COJIM JIUMOHHOH KHCJIOThI cocTasisieT 0,76% macc.

Ionyuenune conu  BHUHHOM  KUCHOTHL  7-[4-(4-6en3o[b]tuoden-4-nnnunepasny-1-

nn)oyrokcu]-1H-xunonaua-2-o8a

35 r 7-[4-(4-6en30[b]tHOd en-4-mnmunepasun- 1 -un)0yrokcu]- | H-xuHonamuH-2-0Ha, 280 M
3TaHojma W 52,5 MIJI YKCyCHOHM KHCJIOTHI MOMewarT B kKonOy Kolben,  mepeMeInuBarOT Mpu
TEMIIepaType KUIIeHNs1 ¢ OOPaTHBIM XOJOAMIBHUKOM ISl pacTBopeHus 7-[4-(4-6en3o[b]trnoden-
4-unmunepasus- 1 -un)OyTokcu |- 1H-xuHonMuH-2-0Ha  (Temmneparypa KHIEHHsT ¢ OOpaTHbIM
xojoaunbHUKoM: okosio 83°C). Tlocie oxnakaeHus IO MPEKpaLIeHHsi KUMEeHUs ¢ OOpaTHBIM
XOJIONUJIbHUKOM, B KOJIOY m00aBiisitoT 12,72 r BUHHOM KucaoThl. [Toce mpombiBku 70 Mt 3TaHONA
CMeCh HarpeBaroT MPH MEPEMELTHBAHNH 0 TEMIIEPATYPbI KUTIEHHUS] ¢ OOPATHBIM XOJIOIHIbHUKOM
(Temniepatypa KumeHus ¢ 00paTHbIM xonoaunbHIKoM: pumepHo 83°C). Tocne nepemenrBaHusI
¢ OOpaTHBIM XOJIOMWJIBHUKOM CMeCh OXJAXTArT A0 S°C wiM HIKe W pa3IessiioT Ha TBEpAoe
BEIECTBO M KUAKOCTh. [loyueHHOe TBEpOe BEIIECTBO MPOMBIBAIOT STAHOJOM M CyIIAaT MpH
60°C, monyvast 46,53 r coiau BHHHOH KHUCIOThI 7-[4-(4-Oen3o[b]rroden-4-unnunepasun-1-
wi1)0yTokcH |- 1 H-xuHonuH-2-0Ha (HEM3MeTbYeHHBIH MPOIYKT).

HuadpakpacHblil ciekTp adbcopduuun

HK-criexTp Co BUHHOW KUCJIOTBI, MTOJIyYE€HHOH BBIIIEONHCAHHBIM CTIOCOOOM, H3MEPSIFOT
criocoOom npeccosanusi Tabsetok ¢ KBr ¢ ncronszoBanneM HHMpakpacHoro cnekrpodoromerpa
¢ Dypoe nmpeodpasosanuem (FT-IR IR Affinity-1S) mpoussonctea Shimadzu Corporation. Kak
nokasaHo Ha ¢ur. 11e, UK criekTp mokasan morjomeHe mpy BOJIHOBBIX uncnax 3321 et 1717
ceml 1661 el 1414 eml, 1240 em! u 754 eml.

HODOLHKOBaﬂ PEHTTCHOBCKAsA I[I/Id)DaKLII/Iﬂ

ITopoIKOBYIO PEHTTEHOBCKYI IUPPAKLIUI COJMM BHHHONH KHCJIOTBI, TMOJYYeHHOH
BBILIEOMUCAHHBIM CIIOCOOOM, M3MEPSIIOT C HCIOJIb30BAHHEM PEHTTEHOBCKOTO AmppakToMeTpa
(D8 Advance) npoussonctsa Bruker AXS. Ha ¢ur. 11f nokasana nopomkosast peHTT€HOTpaMMa
cou BUHHOM Kucnothl. Kak nokasano Ha ¢ur. 11f, muku audpakium zHadbmonanuce npu 26=15,5°,
15,9°, 21,6°, 23,7° u 24,7°. Apyrue nuku nudpakuuu Habmonamucs npu 26=10,9°, 11,6°, 12,2°,



50

13,2°,16,3°, 16,7°,17,2°, 18,3°, 18,9°, 19,3°, 20,5°, 22,2°, 25,4°, 26,0°, 26,8°, 27,8°, 32,8°, 34,6°,
35,7° 1 38,7°.

HsmMmepenue conepskaHus BOABI

HsmepsroT conepkaHue BOABI B MOJYYEHHOH COJMM BUHHOM KHUCJIOTBEL B wacTHOCTH,
cozepkaHue BOAbI H3MepsoT crnocobom Kaprna @umepa (cnocoOoM  KyJOMETPUYECKOTO
TUTPOBAHMSA) C HCIIOJNIB30BAHUEM YCTPOWMCTBA A m3MepeHust copepxkanusi Boasl (CA-200)
npoussoacTBa Mitsubishi Chemical Analytech. PesynbraTsl mogTBepauiy, 4To ConepskaHNe BOIbI
B COJIM BUHHOM KUCJIOThI cocTaBiisieT 0,42% macc.

Honyuenue conu  docdhopHoii kuciaorel 7-[4-(4-6ensolb]tuoden-4-unnunepasun-1-

nn)oyrokcu|-1H-xuHonuH-2-0Ha

35 r 7-[4-(4-6en30[b]tuoden-4-unnunepasus- 1-mwi)oytokcu |- | H-xunonuH-2-ona, 350 M
sTaHoNa U 52,5 MJI YKCyCHOH KHCJIOTBI MoMemaroT B konlOy Kolben; w mepemenmnBaroT npu
TeMIepaType KUIMEHUs: ¢ 0OpaTHBIM XOJIOJMUIBHUKOM JUIs pacTBOpeHusi 7-[4-(4-0enso[b]trnoden-
4-unnunepasun- 1-un)oyTokcu |- 1H-xunonuu-2-ova  (Temmneparypa KuneHHs C  OOpaTHBIM
xosoxunbHuKOM: okosio 82°C). Ilocne oxnaxaeHus OO MPEKPaIleHUs] KUMEHUs ¢ 0OpaTHbIM
XOJIONMIBHUKOM, B KOJIOy mobasistoT 5,78 M ¢ochopHoii kuciorsl. ITocne nmpombiBka 70 mi
STAHOJA CMECh HArpeBAIOT IPHU MEPEeMEIINBAHMU O TEMIIEPaTypbl KHUIIEHHsS C OOpaTHBIM
XOJIOAMIbHUKOM (TeMIIepaTypa KUIEeHUs ¢ 00OpaTHbIM XonomuibHUKOM: mpuMepHo 82°C). ITocne
nepeMeIInBaHus ¢ OOPaTHBIM XOJIOJMUIBHIKOM CMECh OXJIXIAIOT 10 5°C MK HIDKE U Pa3AesisioT
Ha TBEPJOE BEILIECTBO U XXHUAKOCTb. [loMydeHHOe TBEpAOe BEIECTBO IMPOMBIBAIOT 3TAHOJOM H
cymar mpu 60°C, nonyuass 41,96 r conmu dochoproii kucnorsl 7-[4-(4-0eH3o0[b]rrodeH-4-
winunepasuH- 1 -un)0ytokcu |- 1 H-xuHonmmH-2-0Ha (HeUu3MeTbueHHbBIN MPOIYKT).

HnadpakpacHblil ciekTp adbcopduuun

UK-cnexktp comu (ocHOopHOH KHCIOTHI, TMOJYUYEHHOH BBIIICONHCAHHBIM CIIOCOOOM,
U3MEPSIOT CHocoOoM mpeccoBanusi Tabnerok ¢ KBr ¢ ucmonb3oBaHuEM WH(PPAKPACHOTO
cnektpodoromeTpa ¢ @ypre npeodpazoBanuem (FT-IR IR Affinity-1S) npoussoacrea Shimadzu
Corporation. Kak noka3zano Ha ¢ur. 11g, MK criekTp mokasas morjiomeHue MPu BOJHOBBIX YUCTaX
2951 em!, 1651 em!, 1416 eml, 1223 eml, 1072 el 741 eml

HODOLHKOBaﬂ PEHTTCHOBCKAsA I[I/Id)‘[)aKLII/ISI

ITopoImKOBYO PEHTIeHOBCKYIO DU PAKIUI0 CoMu (OcHOpPHONM KHCIOTHI, MOJTYYSHHOH
BBILIEOMUCAHHBIM CIIOCOOOM, M3MEPSIIOT € HCIOJIb30BAHHEM PEHTTEHOBCKOTO AmppakToMeTpa
(D8 Advance) npoussoacrsa Bruker AXS. Ha ¢ur. 11h nmoka3aHa mopoukoBasi peHTT€HOTpaMMa
comu ¢ocdoproit kucnorel. Kak mokazano Ha ¢ur. 11h, nuku mudpakumun HabmrOOAMTUCH PU
20=4,7°, 13,8°, 16,6°, 17,4° u 22,8°. Ipyrue nuku audpakuun Habmonamucek mpu 206=11,0°,
11,7°,12,1°, 14,3°, 15,3°, 18,1°, 19,1°, 19,8°, 21,0°, 21,8°, 22,4°, 23,5°, 24,4°, 24,7°, 25,8°, 27,0°,
27,8°,28,5°,30,2°, 30,8°, 33,8° u 34,2°.

HsmMmepenue coneprkaHust BOABI

U3MepsroT conepskaHue BOABI B MONy4eHHOH conu GochopHON KucioTsl. B wactHoCTH,
comepkaHue BOAbI H3MepsT crnocobom Kapna @umepa (cmocoOoM  KyJOMETPUYECKOTO

TUTPOBAHMS) C HCIIOJNB30BAHUEM YCTPOWCTBA g m3MepeHust copepxkanusi Boabl (CA-200)
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nponsBoacTBa Mitsubishi Chemical Analytech. PesynbraTsl mogTBepamiy, 4To ConepsKaHNe BOIBI
B coyu pocopHoi kucnotsl cocTasisier 0,37% macc.

TonyyeHue  cOMM  XJIOPUCTOBONOPONHOM  KUCHOTBHL  7-[4-(4-Oeunsolblruoden-4-

wianunepasud- 1 -mwnoyrokcu |- 1 H-xu"onms-2-0Ha

35 r 7-[4-(4-6en30[b]THOod en-4-unnunepazun- 1 -un)oytokcu |- | H-xunonuH-2-0Ha, 210 M
sTaHona, 70 M1 BOABI M 52,5 MIT yKCYCHOM KHCIIOTHI TIOMEIIAIOT B KonOy Kolben; n nepemMenparoT
npu  TeMIeparype KUIEeHUsT ¢ OOpaTHBIM XOJONWJIBHUKOM JJisi pacTBopeHust 7-[4-(4-
6enzo[b|rnoden-4-nnmunepazun-1-mn)oyrokcu |- 1 H-xuHonuH-2-0oHa (Temmepatypa KUNEHHs C
oOpatHbeIM xonoamnbHUKOM: okosio 82°C). Ilocne oxnakaeHus OO MPEKPALIeHUs KHUIIEHUS C
00paTHBIM XOJIOAMIIBHUKOM, B KOOy mo0asisitor 7,27 mi 36% XJIOPUCTOBOAOPOJHON KHCIIOTHL
ITocne mpomeiBku 70 M1 3TaHOJA, MOJYYEHHYIO CMECh OXJIAKIAIOT 1O BBINAJECHUS B OCAAOK
kpuctamios. Ilocme ocaxneHus KpPUCTAUIOB, TMOJIY4YEHHYIO CMEChb HArpeBalOT IpuU
nepeMeIIBaHIY 1O TEMIIEPATY Pbl KUIIEHUsI C OOPATHBIM XOJIOAUIBHUKOM (TeMIepaTypa KUIMEeHUs
¢ oOpatHbiM xojoxwnbHukoM: mnpumepHo 81°C). Ilocne mnepememnBanus C OOpaTHBIM
XOJIOAWIIBHUKOM CMeCh OXJaxaaroT 10 5°C unu Huke U nepeMemuBaroT npu 5°C uiam Huke u
3aTeM pas3fesiloT Ha TBEPAOE BELIECTBO M JKUAKOCTb. IlodydeHHOe TBepAOe BELIECTBO
IIPOMBIBAIOT 3TAHOJIOM M CyLIaT Ha BO3AyXe, noay4as 360,62 r conmu XJIOPUCTOBOAOPOAHOMN
KHUCJIOTBI 7-[4-(4-6en30[b]THOd eH-4-nnnunepa3us- 1 -un)oyrokcu|- | H-xuHOMH-2-0Ha
(Hen3MeNbUeHHbIH MPOIYKT).

HudpakpacHsiii cnektp abcopOuun

UK-criekTp CONM  XJIOPUCTOBOIOPOMHOM KHCJOTHI, TMOJYYEHHOW BBIIICOMUCAHHBIM
crocoboM, u3MepsiFoT criocobom  mpeccoBaHus Tabnerok ¢ KBr ¢ ucnonp3oBaHuEM
uHdppakpacHoro crnekrpodporomerpa ¢ DPypre mnpeodpasoBanuem (FT-IR IR Affinity-1S)
npousBoacTBa Shimadzu Corporation. Kak mnokazano Ha ¢ur. 11i, UK cnektp mnokazan
NOTJIOIEHHE MTPU BOJHOBBIX ynciax 3102 cml, 2951 eml, 1670 eml, 1416 cm!, 1221 cm! u 745
eml,

HODOLHKOBaﬂ PEHTTCHOBCKAasA L[I/Id)DaKLII/ISI

ITopOIIKOBYIO PEHTTEHOBCKYH AUPPAKIHIO CONH  XJIOPUCTOBOJOPOJHOW KHUCIIOTBHI,
MOJIYYEHHOUW BBIIIEONUCAHHBIM CIMOCOOOM, U3MEPSIFOT C KCIOJIb30BAHHEM PEHTTEHOBCKOIO
mudpakromerpa (D8 Advance) npoussoncrea Bruker AXS. Ha ¢ur. 11j moka3zaHa mopomkosas
pPEHTIreHOrpaMMa COJIM XJIOPUCTOBOJIOPONHON KucioTel. Kak mokazano Ha ¢wur. 11j, muku
nudpakuu Habmonamuck mpu 26=16,0°, 20,4°, 20,6°, 23,8° u 24,5°. Jlpyrue nuku audpakunu
Habmonamch npu 26=5,3°, 6,0°, 7,8°, 9,2°,10,5°, 12,6°, 13,4°, 14,6°, 15,4°, 17,2°, 17,6°, 17,8°,
18,4°, 19,5°, 21,8°, 25,2°, 25,9°, 26,8°, 27,3°, 28,4°, 29,2°,29,7° u 30,7°.

HsmMmepenue coneprkaHust BOABI

H3mepsroT comepkaHue BOABI B MOJYYEHHOW COJIU XJOPUCTOBOIOPOAHON KUCIOTHI. B
YaCTHOCTH, COIEp:KaHWe BONbI m3MepsitoT  crmocobom Kapma @umepa (cnmocobom
KYJIOMETPHUYECKOTO THTPOBAHUS) C UCIOJIB30BAHUEM YCTPOHCTBA AJISI M3MEPEHHs COAEPIKaHUS
Bonbl (CA-200) mpousBoncTea Mitsubishi Chemical Analytech. PesynsraTer monrsepammu, 4ro

ConeprKaHue BOABI B COJIH XJIOPUCTOBOAOPOIHON KUCIOTHI cocTaBJsieT 3,84% macc.
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Ionyuenue comu  cepHOM  kucjaotbl  7-[4-(4-Genzolb]ruoden-4-unnunepasun-1-

nn)oyrokcu |- 1H-xunonun-2-oHa

35 r 7-[4-(4-6en30[b]THOd en-4-unnunepazun- 1 -un)oytokcu |- | H-xuHonnH-2-0Ha, 210 M
aneroHuTpmwia 1 70 M1 BoAbl OMEIAKT B KonlOy Kolben; n mepeMennBarOT MNP KOMHATHON
TeMIepaType B CYCHEHAUPOBAHHOM cocTostHud. Ilocne noGamnenus B konby 4,71 M cepHoit
KHUCJIOTHI ¥ 70 MJT aLIETOHUTPIIIA U TEPEMEIINBAHNS IPU KOMHATHON TEMIIEpaType, MOIyUYeHHYIO
CMeCh HAarpeBalOT [0 TEMIepaTypbl KHUIEHUS C OOpaTHBIM XOJIOJWJIBHHUKOM (TeMIeparypa
KUIEHMsI ¢ o0paTHBIM xonoamibHuKoM: npuMepHo 78°C). ITocne nepememnBaHusi ¢ 0OpaTHBIM
XOJIONUIIBHUKOM, cMech oxnaxkaaroT A0 5°C unu Hmke. Ilocne nepememnBanus npu 5°C unu
MEHee, CMeCh pPa3[eNsfoT Ha TBEpAyIo M kuAkyro ¢asel. IlomydeHHOe TBepAOe BEIECTBO
IIPOMBIBAIOT alleTOHUTPpUIIOM U cymar rnpu 60°C ¢ nonyuenuem 42,45 r COM CEpHONU KUCIOTHI /-
[4-(4-6en30[b]Tnoden-4-nnnunepazus-1-mn)dyrokcu]-1H-xunonun-2-ova  (HeU3MeNbUSHHBIH
IPOAYKT).

HudpaxpacHslii ciektp abcopbuun

HK-criekTp coim CepHON KUCIOTBI, TIOTYyUYEHHOH BbILIEONHCAHHBIM CIIOCOOOM, U3MEPSIIOT
criocobom npeccoBanust Tabnerok ¢ KBr ¢ ncnonszoBannem nHQpakpacHOro ciekTpodoTomerpa
¢ @ypre mpeodpazosanuem (FT-IR IR Affinity-1S) npoussoncrea Shimadzu Corporation. Kak
nokaszano Ha ¢wur. 11k, UK crekTp mokasas norjiouneHre npyu BOJHOBbIX yuciax 2961 cm!, 1630
ceml, 1229 eml, 1155 eml, 1034 em! m 756 eml.

IlopoikoBasi peHTTeHOBCKast I_II/Id)DaKLII/IH

ITopoIIKOBYIO PEHTTEHOBCKYH AUGPAKIHIO COJH  XJIOPUCTOBOJOPOTHOW KHUCIIOTHI,
MOJIYYEHHOUW BBIIIEONUCAHHBIM CIOCOOOM, HU3MEPSIFOT C KCIOJIb30BAHHEM PEHTTEHOBCKOI'O
mudpakromerpa (D8 Advance) npoussoacrea Bruker AXS. Ha ¢ur. 111 nokazana mopomkoBas
pPEHTreHOrpaMMa COJIM XJIOPUCTOBOMOPONHON KucioThl. Kak mokazano Ha ¢wur. 111, muku
nudpakiuu Habmonaauck mpu 260=12,1°, 17,6°, 20,5°, 22,8° u 24,1°. Jlpyrue nuku audpakuuu
Habmonamuch mpu 260=4,3° 11,5°, 12,7°, 12,9°, 13,5°, 14,1°, 14,6°, 15,4°, 15,6°, 17,2°, 18,7°,
19,1°, 19,7°,22,3°, 25,0°, 26,8°, 27,2°, 28,6°, 29,3°, 29,9°,32.8°,34,1°, 34,8° u 37,8°.

HsmMmepenue coneprkaHust BOABI

H3mepstoT comeprkaHue BOABI B MOJYYEHHOW COJIU XJIOPUCTOBOIOPOAHON KUCIOTHI. B
YaCTHOCTH, COIEpKaHWe BOIbI M3MepsitoT  crmocobom Kapma @umepa (cmocobom
KYJIOMETPHYECKOTO THTPOBAHHUSI) C HCIOJB30BAHUEM YCTPONCTBA IJIsl M3MEPEHUsT COIEpP KaHUs
Bonbl (CA-200) mpoussoncTea Mitsubishi Chemical Analytech. PesynbsraTer monTsepamiu, 4to
coneprKaHue BOABI B COJIM XJIOPUCTOBOAOPOAHON KUCIOTHI cocTaBsieT 0,41% macc.

CocraBbl 4711 OCMOTHYECKOTO HacOCa MOJIy4aroT, B OCHOBHOM, C UCIIOJIb30BAHHEM TOM ke
KOMIIO3ULIMH, YTO U COCTaB C OCMOTHYECKUM HacocoM u3 [Ipumepa 6-3, 3a UCKIHOUEHHEM TOTO,
YTO CJIOW JIEKAPCTBEHHOrO CpeAcTBa ObUT CHOPMHUPOBAH C HCIOJB30BAHHEM JPYrOH CONH
coenunenus (I) BMecTo conu ¢pymapoBoit KUCIoThl coequHenus (1), U UCTONB30BaHUST APYTOTrO
KOMITOHEHTa BMECTO (hyMapaTta MOHOHATPHSI.

Bbosee KOHKpPETHO, COCTaBbI OCMOTUYECKOrO HACOCA MOJIYHAOT TEM K€ CIOCOOOM, YTO H

BBIIIE, C UCIMTOJIb30BAHHUEM TEX K€ BUAOB U KOJIMYECTB KOMIIOHEHTOB, YTO U B IPUMEPEC 6-3, OOHAKO
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11 POPMHPOBAHUS JIEKAPCTBEHHOTO CJIOSI KOMITOHEHTBI, IIOKA3aHHBIE B TAOJHIE 7, HCTIOTIB3YIOT
B KOJIMYECTBAX, YKa3aHHBIX B TabNuIle 7a, B KadyecTBe HocuTens (BMecto runpomerio3sl (HPMC)
TC-5R, wncronp30BaHHOW B mpumepe 6-3), M KOMIIOHEHTHI, IOKa3aHHble B Tabmune 7a,
UCTIONB3YIOT B KOJNMYECTBAX, YKa3aHHbIX B Tabmume 7a, B KadecTBe BOIOPACTBOPHUMBIX
nojumepos (BMecro HPMC TC-5R u Kollidon K30, ucnonszoBansasix B [Ipumepe 6-3). B
tabnmue 7a Metolose SM-4 mpencrasisier coboit metmnueunonody, HPC-SL npencrasmisier
coboit ruppokcunponmineuioody, u Kollicoat IR mpencrasisier coboit MPUBUTOM COMOIHMEP
NOJIMBHHUJIOBOTO CITUPTA M MU TUIICHIJINKOJIS.

Kpome Toro, cocraBbl uisi OCMOTHYECKOIO HAcOCa MOJYYalOT TEM K€ CIOCOOOM, YTO H
BBILIIE, C UCTIOJIB30BAHUEM TEX K€ BUJIOB M KOJIMYECTB KOMIIOHEHTOB, UTO U B IpuMepe 6-3; OIHaKO
g o0pa3oBaHMs CJOSl JIEKAPCTBEHHOT'O CPENCTBA MWCIOJB3YIOT DPAa3JIMUHbIE BUABI COJEH,
NOKa3aHHble B Tabmuie 7b, B KONMYECTBAaX, yKa3aHHbIX B Tabmuie 7b, B kauecTBe couseit
coenunenus (I) (BMecto pymapoBO KHCIIOTBI, UCTIOJIB30BAaHHOW B TMpuMepe 0-3), pasiudHbIe
KOMITOHEHTBI, IOKa3aHHble B Tabnuie 7b NCIONb3yI0T B KOIUYECTBAX, YKa3aHHbIX B Tabnuue 7b,
B Ka4eCTBE OCMOTHYECKHX areHToB (BMeCTO (ymapaTa MOHOHATPHS, HCIIOJIb30BAHHOTO B
ITpumepe 6-3), U KONIUYECTBO HCHOJIB3YEMOIO MOJIUAITHICHOKCHAA HHM3KOH BS3KOCTH OBLIO
U3MEHEHO Ha KOJMYeCTBO, TMOKa3aHHOoe B Talmuie 7a; W HUKAKUX HOcHUTeNel (BMECTO
ucnonb3oBanusi runpomeuiossl (HPMC) TC-SR B mpumepe 6-3). Kpome Toro, mnst
dopMupOBaHMS CIOS TOKPBITUS KOMIIOHEHTBI, YyKa3aHHble B TaOnuie 7b, HCIONB3yHOT B
KOJIMYECTBAX, YKa3aHHBIX B Ta0iuie 7b, B kKauecTBe BOAOPACTBOPUMBIX MOJTUMEPOB KOMIIOHEHTA
nokpeitusi (BMecto HPMC TC-5R u Kollidon K30, ucnionssyemsix B npumepe 6-3), U KOJIUIeCTBA
KOMITIOHEHTOB TOJIYTPOHUIIAEMOH MeMOpPaHbl KOMIIOHEHTa MOKPbITHs ObUTH M3MeHeHbI Ha 19,55
MI/€IUHMLY arerata Heyunosiossl u 3,45 mr/eguauny 190 4000. B Tabmuue 7b Kollicoat IR

npeacTaBIsACT coboit HpHBHTOﬁ COIIOJIUMEDP MOJIMBUHUIIOBOT'O CITUPTA U MOJIUS3THIICHIJTIUKOJIA.

Tabnuua 7a
Cocras (Mr/enuHuLy) ITpumep ITpumep ITpumep [Ipumep [Ipumep
Ta-1 7Ta-2 7a-3 Ta-4 7a-5
Carrier HPMC TC- 20 - - - -
S5R
Metolose - 20 - - -
SM-4
HPC-SL - - 20 - -
PVP - - - 20 -
Kollidon 25
Kollicoat IR - - - - 20
Bognopacteop | Kollicoat IR 6,9 6,9 6,9 6,9 6,9
MBI
NOJIMEP




Tabnuua 7b
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Cocras (Mr/enununy)

IIpum
€p

IIpum
€p

IIpum
€p

ITpum
€p

ITpum
€p

ITpum
€p

IIpum
€p

ITpum
€p

ITpum
€p

ITpum
€p

ITpum
€p

ITpum
€p

7b-1

7b-2

7b-3

7b-4

7b-5

7b-6

7b-7

7b-8

7b-9

7b-10

7b-11

7b-12

Coip

COCIUHCHHU

s (I)

Conb pymMapoBoii KUCIOTHI

39,27

Counb cepHOM KUCIIOTBI

36,79

36,79

Conb
XJIOPUCTOBOAOPOIHOMN

KHCJIOTBI

33,77

33,77

Conb pochopHO KUCTOTHI

CoJb IUMOHHOM KHCJIOTHI

43,29

CoJb BUHHOM KHUCJIOTHI

40,39

40,39

CB0OOIHOE OCHOBAHUE

30

IMonusTHeHOKCUA HU3KOM BSI3KOCTH

77,73

80,21

83,23

80,22

73,71

76,61

87

80,21

76,61

Ocmornuec

KHAH areHT

I'unpodymapart HaTpusi

40

40

40

40

40

40

40

I'mapocynedur HaTpus

40

Xnopun HaTpus

Jurunpodocdar Hatpust

JuruapouuTpart HaTpus

Tpurunpar maneara

MOHOHATPUs

(¥) Monoruzpar

40
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rUApOTapTpaTa HaTpUsl

Bonopacts
OpPHU MBI

HoJIuMep

HPMC TC-5R

16,1

16,1

16,1

16,1

16,1

16,1

16,1

16,1

16,1

16,1

16,1

16,1

Kollicoat IR

6,9

6,9

6,9

6,9

6,9

6,9

6,9

6,9

6,9

6,9

6,9

6,9
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CkopocTh BBICBOOOKAEHHUsSI COCTABOB JUII OCMOTHYECKOTO HAcOCa, ITOJNYYEHHBIX B
npUMepax, OLEHHWBAOT TaKUM K€ 00pa3oM, Kak B OKCIEPUMEHTAJbHOM mpumepe | u
JKCIIEpUMEHTaIbHOM npuMepe 2 Boime. Ha ¢ur. 7 u 8g nmokasaHs! pe3yibTaThl OLEHKH CKOPOCTH
BBICBOOOXKIIEHHUSI TEM K€ CIIOCOOOM, YTO M B SKCHepuMeHTaibHOM npumepe 1. Ha ¢ur. 8a-8f
NOKa3aHbl PE3yJbTAThl OLEHKH CKOPOCTH BBICBOOOXIEHHUS] TaKUM e o0pa3oMm, Kak H B
5KCHNEPUMEHTAIBHOM NpuMepe 2.

HDI/IFOTOBJ'IGHI/IG coctaBa C TIPOJOHTHMPOBAHHBIM BbICBO60)K)IeHI/IeM JICKAPCTBCHHOI'O

CpelCcTBa U OLIeHKa 8

CocraBel ruIporeis ¢ MPOJIOHTUPOBAHHBIM BBICBOOOKIEHUEM (Ta0JIETKH C TUAPOTeNIeBOM
MaTpHLIEH) MOTy4ar0T B COOTBETCTBHUH C COCTaBaMH, MOKa3aHHbIMU B Tabmuie 8 OOBIYHBIM
U3BECTHBIM CIIOCOOOM mojiyueHusi. boyiee KOHKPETHO, KOMIIOHEHThI CMELINBAIOT U MPECCYIOT B
Ta0JeTKH C NPUMEHEHHEeM HW3BECTHOTO METONA TMPECCOBAHMS CEPIALEBUHBI C IOJyYSHHEM
Ta0JeTKN ¢ TUApOreNeBoll Marpuneil (tabnerku Oe3 mokpbiTus). TabneTku C rupporeseBoi
MaTpULel TPEACTaBSIOT COOOW M3BECTHBIM METOA, TMPH KOTOPOM  BBICBOOOKIEHUE
JIEKapCTBEHHOT'O CPEJICTBA KOHTPOJHMPYETCS TUApOreseM, KOTOphlii oOpasyercss (B ciydae
TabJIETOK C DHTEPOCONIOOWIBHBIM TOKPBITHEM, PACTBOPEHUEM IUICHKH TOKPBITHS H3-32
noBbiieHust pH mocie BbimeneHus: U3 JKeayaKa, a 3aTeM) mpu abcopOIrK BOIBI B JKEJTyTOYHO-
KHIIEYHOM TpakTe. B kommosuiuy, nokasanHoit B TaOmauue 8, rumpomesuiosy HCHONB3YIOT B

Ka4eCTBE OCHOBBI C MPOJIOHTUPOBAHHBIM BBICBOOOKAEHHEM (OCHOBBI, 00pa3yoIIeii THAPOreNb).

Tabnuua 8
PapmaneBTUIECKass KOMIIO3ULIUS ITpumep 8A-1 ITpumep 8A-2
(Mr/enuHuIA)
Conb (hyMapoBOit KUCITOTBI 39,27 39,27
coenmnnenusi (1)
Iunpomennoza 90SH-4000SR 89,73 119,73
Tunpodymapar HaTpust 30,00 -
Creapat mMaruus 1,00 1,00
Bcero 160,00 160,00

Kpome Toro, Ha TabneTku Oe3 MOKPBITHA MPEANOYTHTENBHO MOXKET OBITh HAHECEHO
SHTEPOCOOOMIIbHOE TIOKPBITHE. M3BECTHYIO KOMIIO3ULIUIO 3HTEPOCONOOMIBHOTO TOKPBITHS
MOKHO HCIIOJIb30BaTh JUIsI SHTEPOCONIOOMIBHOIO TOKPBITHS. Hampumep, mNpearnouTHUTEIbHO
MO3KHO HCTIOJIb30BATh KOMITO3ULIMIO SHTEPOCOTIOOMIBHOTO MOKPBITHS, conepskainyto Eudragit.

ITonyueHHbIe TaONETKU ¢ THAPOreIeBOl MaTpuLel (TabneTk O0e3 MOKPBITHS) OLIEHUBAIOT
HAa CKOPOCTb BBICBOOOXKIEHHS TAaKUM e 0Opa3oM, Kak B 3KCIEPUMEHTAJIbHOM mpumepe 1 u
SKCIIEPUMEHTAIbHOM npuMepe 2 Beilie. TabneTku ¢ runporeseBol MaTpuLeH, Moay4YeHHble 0e3
UCTIOJIb30BaHUsI Cojiu (hyMapoBOH KUCHOTHI coemuHeHust (), Takke OICHMBAIOT TAaKUM Ke
obpazom. Ha ¢ur. 9a mokasaHbl pe3ysbTaThl OLEHKU CKOPOCTH BBICBOOOKIACHHS TEM Ke
croco0oM, YTO U B 3KcrepuMeHTanbHOM npuMepe 1. Ha ¢ur. 9b mokasaHel pe3yapTaThl OLEHKH

CKOPOCTH BBICBOOOKACHHUS TAKUM JKe 00pa3oM, KaK B IKCIIEPUMEHTAIBHOM IpuMepe 2.
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Tabnetrku ¢ rupporeneBoil mMarpuieil (TabiaeTkn Oe3 MOKPBITHS) MONYYAIOT TAKUM K
00pa3oM, KaKk yKa3aHO BBIIIE, C HCIOJIB30BAHUEM TEX K€ KOMITO3HIIHN, KOTOPBIE IMOKa3aHbl B
tabnume 8, 3a HCKIIOYEHHEM TOr0, YTO BMECTO THIPOMEIUIO3bI B Ka4deCTBE OCHOBBI C
3aMeIJICHHBIM BBICBOOOKIEHUEM HCIIONB3YIOT runpomeruiody TC-5R u nommstuneHokcun (MM:
7000K) (Tabnuma 9). [TonyueHHble TaOIETKH € TUAPOTENIEBON MaTPHULIEH OLIEHUBAIOT Ha CKOPOCTh
BbICBOOOXKIEHHsT TakuM k€ 00pa3oM, Kak B OKCIHEpUMEHTaJbHOM mnpumepe 1 u
JKCIIEPUMEHTAIbHOM Ipumepe 2 Bbime. Kpome Toro, Takum ske 00pa3oM OLIEHUBAIOT TaOJIETKH C
THAPOTeJIeBOI MaTpULIeH, Oy YeHHbIe 0e3 UCTIONb30BaHUs rHApodyMapaTa HaTpHst, U TaOJETKH,
NoJiy4eHHble Oe3 MCronb30BaHus runpomesuiosel. Ha ¢ur. 10a mokaszaHbl pe3ysbTaThl OLEHKH
CKOPOCTH BBICBOOOKACHHSI TEM K€ CTIOCOO0OM, YTO U B SKCIepuMeHTaIbHOM npumepe 1. Ha dur.
10b mokaszaHbl pe3ysbTaThl OLEHKH CKOPOCTH BBICBOOOXKIEHHsS TaKUM >k€ 00pa3oM, Kak B

SKCIEPUMEHTAJIBHOM NpUMepe 2.

Tabnuua 9
®dapmalneBTU4eCKasi KOMIO3ULIUS ITpumep 8B-1 | Ilpumep IIpumep IIpumep
(Mr/enuHuIa) 8B-2 8B-3 8B-4
Conb GpymMapoBOii KHCIOTHI 39,27 39,27 39,27 39,27
coenunenus (I)
IonmyTrneHOKCHA 69,73 89,73 99,73 119,73
I'unpodymapar HaTpusi 30,00 30,00 - -
I'unpommenosa TC-5R 20,00 - 20,00 -
Creapat Maruus 1,00 1,00 1,00 1,00
Bcero 160,00 160,00 160,00 160,00

IIpumep cocTaBa COCTABOB JUISI OCMOTHYECKOI'O HACOCA

B Tabmuue 10 mokasaHbl MpHMEpbl COCTABA COCTABOB JUII OCMOTHYECKOrO HAcocCa,
COZepKAIUX TepOopasibHbIe (apMaIleBTHYECKHE KOMIIO3ULUH IO HACTOSIIEMY OIUCAHMI0. B
Tabmune 10, komu4yecTBa KOMIIOHEHTOB CJIOSI JIEKAPCTBEHHOTO CPENCTBA M CJIOSi OCMOTHYECKOTO
BCIICCTBA YKa3aHbl B MACCOBBIX YaCTAX, TOrAa KaK KOJMYECTBA KOMIIOHEHTOB CJIOA IMOKPBITHUA
yKa3aHbl B MacCOBBIX 4acTsAXx Ha 100 MacCOBBIX HacTel CEpALEXJIOPUCTOBOAOPOIHON HACTH.
YnoMuHaemast 371eChb «CEpALEeBHHHAS YacTh» O3HAYAET YacTb, COAEPIKAIIYI0 KOMOMHALIUIO CIIOS

JICKAPCTBEHHOTO CPpeACTBA U CJIOSA OCMOTHYECKOIO BEIICCTBA.
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Tabmuna 10
Dop | Pop | DPop | Pop | Pop | Pop | Pop | Pop | Pop | DPop | Pop | Pop | Pop | Pop | Pop | Pop
Ma. | Ma. | Ma. | Ma. | Ma. | Ma. | Ma. | Ma. | Ma. | Ma. | Ma. | Ma. | ma | ma. | ma. | Mma.
IIp. 1 |IIp. 2 |IIp. 3 |IIp. 4 |IIp. S |IIp. 6 |1Ip. 7 |IIp. 8 |IIp. 9| IIp. | IIp. | IIp. | Ilp. | IIp. | IIp. | Ilp.
10 11 12 13 14 15 16
Croii Conp
JIeKapCTBEHH | pyMapoBoii
79 | 98 | 10,5 | 11,4 | 123 | 13,1 | 13,1 | 13,1 | 15,1 | 17,9 | 179 | 17,9 | 23,8 | 24,5 | 24,6 | 24,6
oro KUCJIOTBI
cpencraa coenuuenus (I)
ITonusTnnen
oxcng (MM: 40,0 | 50,1 | 37,4 | 31,8 | 54,6 | 31,7 | 34,6 | 34,8 | 284 | 43,2 | 52,2 | 52,2 | 25,6 | 41,6 | 29,8 | 54,8
200K)
I'uppodymapar
31,7 1250 (31,7 | 31,9 | 188 | 31,2 | 31,7 | 31,7 | 42,5 | 18,2 | 182 | 9,1 | 188 | 25,0 | 31,3 | 6,3
HaTpHsI
I'unpomernosa 16,7 | 12,5 | 16,7 | 20,9 | 12,5 | 20,0 | 16,7 | 16,7 | 10,0 | 18,2 | 9,1 | 18,2 | 31,3 | 6,3 | 12,5 | 12,5
Junokcun
20 106 |20 (20| 1,3 201]201|20]20]|06 ] 06| 06 - 06 | 1,3 | 1,3
KPEMHUs
Creapar maraust | 1,8 | 20 | 1,8 [ 20 | 0,6 | 20 | 20 | 1,8 | 20 | 20 | 2,0 | 20 | 0,6 | 20 | 0,6 | 0,6
Bcero cnoii
nekapcreernoro | 100,0 [ 100,0|100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 [ 100,0 | 100,0 | 100,0 | 100,0
CpencTna
Croi [TonuyTunexn
643 |1 644 | 643 | 643 | 649 | 643 | 643 | 643 | 643 | 64,4 | 644 | 64,4 | 649 | 64,4 | 649 | 64,9
ocMotuyeck |okcun (MM:
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oro 5000K)
BemecTsa | 'mppokapboHat
343 | 343 | 343 | 343|343 | 343|343 | 343|343 | 343|343 | 343|343 | 343 | 343 | 343
HATPHSA
ITonyTopHsIi
04 1031|0404 |03|04]|04|04]|04|03]03]|03]03]|03] 03] 03
OKCHJI JKee3a
Creapar marams | 1,0 | 1,0 | 1,O [ 1,0 | 0,6 | 1,0 | 1,O | 1,0 | 1,O | 1,0 | 1,0 | 1,0 | 0,6 | 1,0 | 0,6 | 0,6
Bcero cnoii
ocmotugeckoro | 100,0 [ 100,0|100,0 [ 100,0|100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0 | 100,0
BEILECTBA
Bonopactso |Cononumep
PU MBIt IIBA-
30 | 3,0 | 30 | 50 | 24 | 50 ] 30|30]50]|50]501|S50 - 50 | 3,0 | 3,0
nonumep (1 |TI3I/cepaueBun
NIOKPBITHE) | HAasl 4acTh
['unpomeriosa/
CepALEBUHHAs - 7,0 - - 5,6 - - - - - - - - - 7,0 7,0
4acTh
Komnonent |Auerar
TIOJTY TPOHMII | LIEJLTIOJIO3bY/
63 | 135] 63 | 90 | 108 | 90 | 48 | 63 | 7.2 | 90 | 9,0 | 90 | 180 | 9,0 | 13,5 | 13,5
ae Mo CepALIeBUHHAs
MeMOpaHbl | 4acTh
2 I13I" 4000/
TIOKPBITHE) | CepALIEBUHHAS 0,7 1,5 0,7 1,0 1,2 1,0 0,3 0,7 0,8 1,0 1,0 1,0 | 2,0 1,0 1,5 1,5

qacTb




IIpumeuanne: @opma . IIp. o3HagaeT npumMep cocrasa
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OLIeHKa KOHICHTpAIK COCANMHCHUA (I) B KPOBH ITOCJIC TICPOPAJIBHOI'O BBECACHHUA YCJTIOBEKY

Konnenrpauuto coenunenns (I) B KpoBU B CTAOUIIBHOM COCTOSTHUH TIOCJIE MEPOPATBHOTO
BBEJICHUS TIEPOPATbHON (papManeBTHIECKOH KOMITO3UIUH IO HACTOALIEMY OMHMCAHHUIO YEJIOBEKY
OLIEHUBAIOT HA OCHOBAHHMHU CJIEAYIOIIEro MPOTOKOJA BBEACHUSI OMHOKPATHOM 103bI M MIPOTOKOJIA
BBEJICHUs] MHOTOKpaTHON 103bl. CocTaB (3KCIEPUMEHTANIBHBIA COCTaB), MCIONB3yEeMbIi B 3TOH
OLIEHKE, NPEACTaBIsIeT COOOM COCTaB JUIi OCMOTHMYECKOTO HAcoCa, IMPUIOTOBJIEHHBIH 110
HACTOSIIEMY ONMCAHUIO, KOTOPBIM COAEPKUT coib (pymapoBod kucioTel coemuHenus (I) B
Ka4eCcTBE aKTUBHOTO HHIpeAreHTa. J{03bI M cOmep >kKMMOe TaOJIeTOK, IOKAa3aHHbIE B TAOIHLIE HUXKE,
JaHbBl B TepecueTe Ha CBOOOAHOE OCHOBaHUeE, T.e. Ha maccy coexmHenus (I). B mporokose
BBEJICHUs OJHOW 103bl, 24 Mr TectupyeMoro mnpemnapara (ogHy Tabnerky 24 Mr) BBOZAT
OJJTHOKPATHO HATOIIAK. 3aTeM, IOCciie NMePHUoa BbIMBIBAHHS, OHOKPATHO HATOLIAK BBOAAT 48 Mr
TECTHPYEeMOro cocrasa (nBe TalOieTku 24 Mr) BBOIAT OJHOKPATHO HarTouiak. B mporokone
BBE/ICHHMsSI HECKOJBbKHMX J103, TECTUPYEMBbI COCTaB IMOBTOPHO BBOIST HATOIIAK JIIOOBIM M3
CIeAyIomuX CcrnocodoB BBemeHus 1-5. B kaxnmom mportokone aHammsupyroT ®PK mapamerp
coenunenus (I). Habmonenne nmokassiBaer, 4TO COCTaB MOAMEPIKUBAET XKEJTAEMYIO CTaOMIbHYIO
KOHLeHTpauuio coequHeHus (I) B KpoBU B KauecTBe JIEKAPCTBEHHOTO CPEACTBA sl BBEACHUS
OIIVH pa3 B Hexeuo (Harnpumep, ot 15 ur/min o 400 Hr/mn).

Tabnuna 11
Jlara BBEmCHUS IlepBrlii neHb 8 nenp, 15 nenw, 22 neHb u 29 neHb
Cniocob Joza | Tabner KonuuecTso Hoza | Tabaer KonnuectBo
BBEIICHUS Ka TabJIeTOK Ka TabJeToK
1 24 mr | 24 mr 1 TabneTka 48 mr | 24 mr 2 TabneTku
2 18 Mr | 18 mr 1 TabneTka 36 Mr | 18 mr 2 TabneTku
3 24 mr | 24 mr 1 TabneTrka 42 wmr | 18 mr no 1 Tabrerke
24 mr
4 30mr | 30 Mr 1 TabneTka S54wmr | 24 mr no 1 Taberke
30 mr
5 30mr | 30 Mr 1 Tabnerka 60 mr | 30 mr 2 TabneTku




62

POPMYVYIJIA U3OBPETEHUA

1. TlepopanmpHast TBepaas (QapManeBTUYECKass KOMIIO3ULHSI C KOHTPOJIHPYEMbIM
BBICBOOOKIEHUEM, conepiKkalasi coyib 7-[4-(4-0enso[b]tnoden-4-unmunepasun-1-mn)oyTokcu|-
1H-xuHONMMH-2-0Ha B KauyeCTBE€ AKTHUBHOIO HHIPEAMEHTAa U JOMOJHUTEIBbHO COIEprKalias
n00aBKy, COAEp KaIIyI0 UOH, OOLIUI C COJNBIO.

2. Kommosunust mo m. 1, rnme axkTHBHBIH WHIPEIUEHT INPENCTaBisieT COOOH COb
(bymMapoBoil KHCIOTBI, CONb (POCPOPHOI KHUCIOTHI, CONb XJIOPHCTOBOAOPOAHON KHUCIOTHI, COJb
CEPHOI KUCJIOTBI, COJIb IUMOHHOMN KUCJIOTBI WJIA COJIb BUHHOM KUCJIOTHI 7-[4-(4-0en3o[b|Ttrod eH-
4-unmunepasus- 1-mn)oyTokcu |- 1 H-xuHonnH-2-0Ha.

3. Komnosunusi mo . 1, rie akTHBHBIA HHIPEAUEHT MPEACTaBisieT Co00i coib (hyMapoBoit
KHUCJIOTBI 7-[4-(4-6en3o[b]rroden-4-unnunepasus- 1 -mn)oyrokcu |- 1 H-xunonun-2-oHa, u
noOaBka, conepskaliasi HOH, OOIMUN C COJIBbIO, MPEACTaBisieT COOOM, MO MeHbIIeH Mepe, OTHO
COEIIMHEHNe, BBIOpAaHHOE U3 IPYIIIbI, COCTOSIIEH 13 PyMapOBOM KUCIOTHI, (hyMapaTa MOHOHATPUS
u (pymapara quHaTpUSL.

4. Kommnosuuust o modoMy u3 . 1-3, JOMOJHUTENbHO CoAepIKalias BOAOPACTBOPUMBII
MOJIUMEP Ha OCHOBE LIEJUTIOJIO3BI.

5. Komnosunuss no n.4, rae BOAOPACTBOPUMBIA MOJUMEP HAa OCHOBE LEJUIIOJIO3bI
IpeCTaBisieT COOOH, IO MEHbIIEil Mepe, OMHO COeNMHEHUEe, BLIOPAHHOE M3 IPYIIIbI, COCTOSIIEH
13 TUAPOKCUNIPONHIMETUILEIUTIONO3b], THAPOKCUIIPONMILEIUIIOIO3b] U METHIILEIUIIOIO3BI.

6. Komnosuuus no modomy u3 . 1-5, koTopast npeacTasisieT co00il KOMITO3ULIUIO st
OCMOTHYECKOT0 HacOCa.

7. Komnozuuust no n. 6, rae KOMIO3ULMS OCMOTHYECKOTO HAcOCa COMEPIKHUT CJIOHN
JIEKapCTBEHHOI'O CPEJICTBA, COAeP KALUN BOJIOPACTBOPUMBIH MOJMMEP Ha OCHOBE LIEJUIFOJIO3BI.

8. Komnosuuust mo m. 7, rA€ BOAOPACTBOPHUMBINA MOJMMEP HAa OCHOBE LIEJUTIOJIO3bI
NpeACTaBIsieT COOOM THAPOKCUIIPOITHIMETHIILEIITEOJIO3Y .

9. Komnosunusi mo modomy u3 mi. 1-5, KoTopasi mpeAcTaByisieT COOO THAPOreIeByIO
KOMITO3UIIUIO C MTPOJIOHTUPOBAHHBIM BBICBOOOIKICHHUEM.

10. Komnozunwst o 1. 9, comeprkainasi SHTepOCOTIOOUITIBHOE MTOKPBITHE.

11. Komnosunus mo modomy u3 . 1-10, comepkamast ot 5 mMr 10 60 Mr akTHBHOTO
UHTPENNeHTa B Iepecuere Ha maccy 7-[4-(4-Oenso[b]ruoden-4-unmunepasun-1-mun)dyTokcu]-
1H-xuHONMMH-2-0Ha.

12. Kommozumusi mo modomy u3 mm. 1-11, roe koHueHTpauusi B KpoBu 7-[4-(4-
oenso[b]rroden-4-unnunepasun-1-mn)oyrokcu |- 1 H-XxuHOMWH-2-0Ha B CTaOWUJIBHOM COCTOSIHUU
IPY NIEPOPATBHOM BBEIEHHH YEJIOBEKY MOAAEPIKUBAETCS B [uanasoHe ot 15 ar/mi go 400 Hr/min
B TeueHue | Hexenu.

13. Komnosuuuss no modomy w3 mm. 1-12, mpenHasHadeHHas Al MPUMEHEHUS TIPH
BBelleHUU coiu  7-[4-(4-Oenzo[b]tnoden-4-unmunepasun-1-wn)dyTokcu]- 1 H-xuHOMMH-2-0Ha
OIIMH Pa3 B HEZEJIO B 103€ OT 5 Mr 10 60 Mr B mepecueTe Ha MacCy CBOOOIHOTO OCHOBAHUSI.

14. Komnozuuus no modomy u3 NMyHKTOB 1-13, mpenHasHavdeHHas Ui IPUMEHEHUs JUTs

NpenynpeXIeHnsT WK JiedeHus 3a0oieBaHus IeHTpaibHON HepBHOU cucteMmbl (LTHC).
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15. Komno3unuus no nyHKTy 14, rae komMno3uuus NpeaHa3HadeHa il NpenynpeKaeHus
wi jnedenns 3abonesanust LIHC, BwIOpaHHOrO W3 rpymmbl, cOCTOSINEH U3 IMH30(pPEHUH,
PE3UCTEHTHON K JICUCHUIO, pe(paKTepHOW MM XPOHUYECKOW IMU30(PPEHHUH, SMOIHOHAIHHOTO
paccTpoicTBa; ICUXOTHYECKOTO PACCTPOICTBA, IMEpPenajoB HACTPOEHHS;, OUMOJSIPHOTO
paccTpoiCcTBa; MenpecCcrur, SHIOTEHHOW nenpeccuu;, OOJBIION NenpecCHr; MEJIaHXOJIMIeCKON U
PE3UCTEHTHON K JIEUEHHUIO JENPEeCcCUM; AUCTUMMYECKOrO PpacCTPOMCTBA, LMKIOTUMHYECKOIO
paccTpoiicTBa; TPEBOKHOTO PACCTPONCTBA; COMAaTU3UPOBAHHOIO PACCTPONCTBA; CUMYJISITUBHOTO
pPacCTpPOUCTBA, AUCCOLMATUBHOIO PACCTPOMCTBA, IOJIOBOIO PAaCcCTPOMCTBA, PACCTPOMCTBA
MUIIEBOrO MOBEAECHMS, pACCTPONCTBA CHA, PACCTPOICTBA aJjaNTalliM;, PACCTPONCTBA, CBA3aHHOIO
¢ ynoTtpeOysieHHeM NCHXOAKTUBHBIX BELIECTB;, aHNeJOHUM, Opena; KOTHUTUBHBIX HapYyIICHUH,
KOTHUTHBHBIX HapyIIEHHUH, CBA3aHHBIX C HEHPOIEreHepaTUBHBIM 3a00JI€BaHNEM, KOTHUTHBHBIX
HapYILIEHHH, BBI3BAHHBIX HEHpOereHepaTUBHBIM 3a00I€eBaHNEeM; KOTHUTUBHBIX HAPYIIEHUH NIpU
K130 PEHNN;, KOTHUTUBHBIX HapYLIEHUH, BBI3BAHHBIX PE3UCTEHTHOH K JIEUEHHUIO, pedpakTepHOi
WIN XPOHUYECKOW IN30(peHuei; pBOTHL, MOPCKOW OONE3HH; OXHPEHUS, MUTPEHU, OO0y
YMCTBEHHOH OTCTaJIOCTH, paCCTPOICTBA ay THCTUYECKOTO CIIEKTpa, CUHApoMa TyperTa, THKOBOTO
paccTpoiicTBa; CMHAPOMA Ae(uLuTa BHUMAHUS U THIIEPAKTUBHOCTH, PACCTPOMCTBA MOBEACHUS,
cuHapoma JlayHa, HMMIYJIbCUBHBIX CHMIITOMOB, CBSI3aHHBIX C JE€MEHLUEH, U IMOrpaHUYHOIO

pPaccTpoNCTBA JINYHOCTH.
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