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COCTABBI AMOETAMHUHA, NPEINATCTBYIOIIUE 3JIOYIIOTPEBJIEHUIO
POACTBEHHBIE 3ASIBKHU

[0001] Hacrosmas 3asBka uCIpamiMBaeT NPUOPUTET U NPEUMYLIECTBO HA OCHOBAHUU
npeaBapuTenbHoi 3asBku Ha nateHT CIIIA Ne62/455227, nomanHoi 6 ¢espans 2017 roma, u
3asiBku Ha mateHT CIIIA Nel5/591677, nomannoit 10 mast 2017 roma, comepskaHue KOTOPBIX

BKJIFOYEHO B HACTOSILYIO 3asIBKY BO BCEH IOJHOTE MOCPEICTBOM CChUIOK.
OBJIACTDb TEXHHUKH

[0001] Hacrosimee wu3oOpereHre OTHOCUTCS, B IEJIOM, K IEPOPAJbHBIM COCTaBaM,

NPEMNSATCTBYIOINM 3JI0YTOTPEOICHHUIO.
YPOBEHb TEXHUKHN

[0002] Cosnanue u pa3paboTKa COCTABOB, MPEMATCTBYIOLINX 3JI0yMOTPEOICHHIO, BKITFOYAIOT
NouCK OajlaHca MEXAy OrpaHuueHHeM OOpabOTKH U 3JI0ynoTpeOseHus M MOANepKaHUEM IPH
5TOM NPUEMIIEMOI CKOPOCTH PAaCTBOPEHHs] U OMONOCTYMHOCTH. B TO ke BpeMsi COCTaB JOJKEH
UMETh TEXHOJIOTMYECKUE XaPAKTEPUCTUKU, KOTOPbIE AOMYCKAT KOMMEPUYECKOe MPOU3BOACTBO
CTaHIAPTHBIX JIEKAPCTBEHHbIX (opM. BcernenacTBue yka3aHHBIX 3aTPyIHEHHH CYIIECTBYET

HEOOXOIMMOCTh B MOIXOISIIEM COCTABE, MPEMSITCTBYIOIIEM 3JI0YIOTPEOICHHIO.
KPATKOE OITUCAHUE U30BPETEHUSA

[0003] B 3asBKke mpemiokeH COCTaB, MPEMSTCTBYIOIIUN 3JIOYMOTPEONIEHUIO, COMEPIKALIMI
JIEKapCTBEHHOE CPENICTBO U IO MEHBIIEH Mepe ABa BCIIOMOraTEbHbIX BeleCTBa. JlekapcTBEeHHOE
CPEACTBO, KaK MpPaBHJIO, MpPEACTaBisieT coOOi KOHTponmupyemoe BemecTBo. KoHTponupyemoe
BEIECTBO MOYKET HANPAaBJICHHO BO3JCHCTBOBATH HA LIEHTPAIbHYIO HEPBHYIO CHCTEMY H/HIN
MOXET HCIMOJb30BaTbCA JIA JICHCHUA TMCHUXHUATPUICCKUX paCCTpOﬁCTB. HpeI[HOLITI/ITeJ'IbeIM
JICKAPCTBCHHBIM CPEACTBOM SABJISICTCA aM(i)eTaMI/IH, TaKoOW Kak I[eKCTpOaM(I)eTaMI/IH UiIn €ro

(dbapManeBTHYECKU TTPHEeMJIEMAsT COJTb.

[0004] B KOHKpETHBIX BapHaHTaX pean3aliy JIEKAPCTBEHHOE CPEICTBO UMeeT hopmyry

NH,

WK TIPEACTAaBIsIeT cOOO0H (apMaleBTHYECKH PUEMIIEMYIO COJIb YKA3aHHOTO
coenuHeHMs. B HOMOTHUTENBHBIX KOHKPETHBIX BAPUAHTAX PEAIU3ALNH JICKAPCTBEHHOE CPEICTBO

npeacTaBisieT co0ol S-3HaHTHOMEP W ero (hapMaleBTHYECKH MPUEMIIEMYIO COJIb.



[0005] BcrnomorartenbHble  BelecTBa BKIIIOUAIOT, Hampumep, CioxHbd dpup 1101,

MOJIOKCaMED, BOHOpaCTBOpHMbIﬁ AHUOHHBIN nojgucaxapua u Kap6OKCI/IMeTI/IJ'ILIeJ'IJ'IIOJ'I03y.

[0006] IIpennoyTuTenbHO COCTAB, MPENATCTBYIOLIUH 3J0ynoTpedieHnto, umMeer (Gpopmy
KaIICyJIbl.
[0007] CoctaB, NpPemATCTBYIOMIHIA 3JI0yNOTPEOJICHUIO, XapaKTePU3yeTCsl HAJIUYHEM I10

MEHbIIIeH Mepe OAHOTO U3 CIEAYIOIUX CBOUCTB: (a) Hamuune Npoduiisi pacTBOPEHMSI, B KOTOPOM
no MeHbiel Mepe 80% JIEKapCTBEHHOTO CPEACTBA BBICBOOOXKIAETCSI B PacTBOpP B TeueHue 45
muHyT, (b) MakcUMajbHOE YCHJIME [JJs1 BBITECHEHHsS COCTaBa, IMPENSTCTBYIOLIErO
3noynoTpedneHuto, yepe3 uriay 26 xanuOpa, NMPUMEPHO Ha MOPSAOK BBILIE MAKCHMAJIbHOTO
YCUIIHSL 111 UHBEKLIMH HE TPETSITCTBYIOLIETO 370y NOTPEOIEHUIO COCTaBa yepe3 uriy 26 kanuopa;
(c) miomane MOA KPUBOW 3aBHCHUMOCTH YCHJIMS OT BpPEMEHHM IPU BBITECHEHMU COCTaBa,
NPEMSITCTBYIOIIErO 3JI0yNOTPeONeH 0, Yepe3 uriy 26 kanaudpa, mpumMepHO B 4 pasa OoJblue
IUIOLIA/A TIOJ] KPUBOH 3aBUCUMOCTH YCHIIUS OT BPEMEHH IPH BBITECHEHUH HE MPEISITCTBYIOLIErO
3JI0yNOTPeONIEHUIO COCTaBa uepes uriy 26 kamuopa, rae He MPensTCTBYIOLIHIA 3JI0yOTPeOIeHUIO
COCTaB TpeAcTaBisieT coOod  orduiabTpoBaHHbIM  oOpaser;, (d) BS3KOCTh  COCTaBa,
NPETATCTBYIOIEr0 3JIOYyNOTPEeONIeHNI0, TNPHUMEPHO HA TpPU TOpPsAAKA BBIIIE 4Ye€M B He
NPEMSITCTBYIOIEM 3JI0yNOTPEONIEHHIO COCTaBe, I€ He MPEMsATCTBYIOLINH 3JI0yNoTpeOIeHuto
COCTaB MPENCTaBIsieT co00M HeQUIBTPOBAaHHBIN 00paselr; (€) CMeCh COCTaBa, MPEMATCTBYIOIETO
3JI0ynoTpeONIeHUI0, ¢ BOAOH He MOAXOAMT AJIsl Ucrosb3oBaHus B mmnpuue; (f) menee 5 macc.%
COCTaBa, MPEMSATCTBYIOIIETO 3JI0YOTPEOICHHIO, TPOXOAUT uepe3 | MM CUTO MOCIe H3MENIbYCHUS
B TeUeHHE MPpUMEpHO 5 MUHYT; H (g) MeHee 10% JIeKapCTBEHHOTO CPENCTBA SKCTPATHPYETCS B

10 M1 BOABI U3 CTAaHAAPTHOMW J03bI COCTABA, MPEMSTCTBYIOIIErO 3JI0YIOTPEOICHUIO.

[0008] B HekoTOpBIX BapHaHTaX peajr3allii COCTaB, MPEMSTCTBYIOLINI 3JI0yNIOTPeOIeHHO,
XapaKkTepPU3yeTCs HAIMYMEM IO MEHbIIEH Mepe Tpex uin Oojee cBOWUCTB (a)-(g). B HekoTOpBIX
BAPUAHTAX peaJHM3alMH COCTaB, NPEMATCTBYIOMIMHA 3JIOYNOTPEOICHUIO, XapaKTepU3yeTcs
HAJIMYHMEM TI0 MEHbLIEH Mepe deThipex wim Oosiee cBOHCTB (a)-(g). B HekoTOphIX BapmaHTax
peanu3alMMu COCTaB, MPETSATCTBYIOIIUN 3JI0YNMOTPEOJICHUIO, XapaKTePU3YETCsl HATUYHUEM I10
MEHbIIeH Mepe maTH Win Oonee CBOMCTB (2)-(g). B HEKOTOPBIX BapHaHTax peajn3aliil COCTaB,
NPETSTCTBYIOIUHN 3JI0yOTPEOICHUIO, XapaKTEPU3YETCsl HATMYHUEM 10 MEHBLIEH Mepe IEeCTH M

OoJsee cBOKCTB (a)-(g).

[0009] CocraB, IpensaTCTBYIOIINHN 3JI0YIOTPEOIEHHIO, SIBIISIETCS IEPOPATIbHO OMOOCTYITHBIM
U MOXET HMeTb NpOQUIb pPACTBOPEHMs, CXOXHHA C TpopmieM He NPErsITCTBYIOIEro

3J0ynoTpeONIeHNI0 cocTaBa. B HEKOTOPBIX BapuaHTaxX pPeaJM3alUd COCTAB, MPEMATCTBYIOLIHI
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3J10ynOTpeONIeHNI0, IMeeT MPOQUIIb PACTBOPEHHUS, B KOTOPOM BBICBOOOKIEHHE JIEKAPCTBEHHOTO

CpPEACTBA B paCTBOP MNPOUCXOIUT 3a 45 MUHYT.

[0010] B HEKOTOpBIX BapHaHTaX peajr3allii COCTaB, MPEMSITCTBYIOMINN 3JI0yHIOTpeOIeHHIO,
uMeeT MpoduIb PaCTBOPEHUs], B KOTOPOM IO MEHbIIEH Mepe mpumepHO 93% nexapCTBEHHOTO
CpeAcTBa BHICBOOOKAAETCS B PACTBOP B TeUeHUE 45 MUHYT. B HEKOTOPBIX BapHaHTaxX pean3alun
COCTaB, NPEMATCTBYIOIIUN 3JI0YNMOTPEOJIEHNIO, UMeeT MpOUIb PACTBOPEHMS, B KOTOPOM IO
MeHblIel Mepe npuMepHo 80% JIekapCTBEHHOTIO CPENICTBA BHICBOOOXKIAETCS B pACTBOP B TEUECHUE
20 MuHYT. B HEKOTOPBIX BapHaHTaxX peajn3alliy COCTaB, MPEMATCTBYIOLINH 3JI0yIOTPeOIeHHIO,
uMeeT Mpoduiib PaCTBOPEHUs], B KOTOPOM IO MeHblIel Mepe nmpumepHo 80% nekapCTBEHHOTO
CpeacTBa BbICBOOOXKAaeTcss B pacTBop B TeueHue 10 MuHYT. B KOHKpETHBIX BapuaHTax
peanus3aluy B 3asBKE OMHCAH COCTaB, COAep Kaluil JeKcTpoam(peTaMHuH, UMEIOLINH mpoduib
pacTBOpeHMs, B KOTOPOM IO MeHblueld wmepe mnpumepHo 80% JeKapCTBEHHOrO CpEeACTBa

BBICBOOOKIAETCS B PACTBOP B T€UEHHUE 45 MUHYT.

[0011] CocraB, IpenATCTBYIOIINI 3JI0yIOTPEOJIEHHIO, YCTOHYNB K XUMHYECKOH SKCTPAKIIHU
win uHbekuuu. Hampumep, cocTaB yCTOHYMB K XMMHMYECKOM 3KCTPAKLUUU WIA UHBEKLUU B
Clly4asix, KOrJia JMLO, 3JI0yNOTpeOIsiolIee HapKOTHKAMH, SKCTPArHpPyeT aKTUBHBIA HHIPEAHEHT
U3 JIeKapCTBEHHOH (POpMBI, MHOIZA B IOJOTPETOM pACTBOPHUTENE, a 3aTeM IPOIJIAThIBAET
MOJYYCHHYIO CMCCb HJIM BBOOUT €€ NYTCM HWHDBCKIHU. HaanMep, O6’beI[I/IHeHI/Ie coCraBa C
pacTBOpPUTENEM MPHUBOAMT K OOPAa30BAHUIO CMECH, KOTOpas 3a0MBaeT LIMPHUL[ WIH MO HHBIM
MpUYIUHAM HE IOAXOOUT OJIsi MHBEKIIUH. B HEKOTOPBIX BapUaHTax p€ajiu3dalu COCTaB COBMECTHO
C pacTBOpUTENeM 00pa3yeT BA3KHUII I'elib, 4TO 3aTPYAHSAET €ro OTOOp B IIMPHIL WM BHITECHEHHE U3
mnpuna. B Ipyrux BapuaHTax pealM3alid  KOJWYeCTBO (MIbTpara, MOJIy4aeMoro IpHu
SKCTPAKLMHY, SIBJIIETCS OYE€Hb HU3KHM, B pPe3yJbTaTe€ Yero JIMLYy, 3JI0yNOTPeOsomemMy

HAapKOTUKaMHU, JOCTYITHO HEAOCTATOYHOE KOJIMYECTBO KEJIAEMOI0O aKTUBHOI'O UHI'PEAHUCHTA.

[0012] B HexkoTOphIX BapuaHTax peagu3alid CMECh COCTaBa, MPEMSITCTBYIOLIETO
3JIOYTOTPEOIEHHUIO, U BOJIBI HE MMOAXOIUT ISl UCTIOB30BAHUS B IITPULIE. B HEKOTOPBIX BapHaHTaX
peamu3zanMu  Tpu  OOBEAMHEHUM  CTAHOAPTHOH  JIO3bI  COCTaBa,  MPEMSITCTBYIOLIETO

3JIOYTIOTPEOICHHUIO, C BOJIOH 00pa3yeTcs reib.

[0013] B nppyrux Bapuantax peammsaipn MeHee 20% mo 00BeMy CMeCH COCTaBa,
NPETSITCTBYIOIIErO  3JIOYNOTPEOICHHI0, W BOAbI MOXET ObIThb oOTOOpaHo B Immpum. B
JOMOJHUTEIBHOM KOHKPETHOM BapuaHTe peanm3auuu Meree 10% mo oObemy cmecu cocrasa,
NPETSITCTBYIOIIErO 3JI0yNOTPEOICEHHIO, U BOBI MOXeT ObITh OTOOpaHO B mmmpuu. B nmpyrom

BapuaHTe peanuzauuu MeHee 10% JekapCTBEHHOTO CPEACTBAa M3 CTAHAAPTHOW JO3bI COCTaBa,
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NPEISITCTBYIOIIErO 3JI0ynoTpediaennto, skcrparupyercss B 10 mu. B KOHKpETHBIX BapuaHTax
peanu3alny Temreparypa Boabl cocTasiseT npuMepHo 90°C. B nipyrux BapuaHTax peann3aluu

BOJla UMEET TEMIIEPaTypy OKpYyKaroIlel CpeblL.

[0014] Odusnyeckue CBOWCTBA COCTaBa, MPEMSTCTBYIOLIErO 3JIOYIIOTPEOICHUIO, He
MO3BOJISIIOT JIMIY, 3JIOYNOTPEOISIOmeMy HapKOTHKaMH, M3MeNbYaTh WJIM Hape3aThb COCTaB, a
3aTeM BIbIXaTb W3MENbYCHHBIH Martepuan. Ilocie u3MenpyeHHs] WM CXOXel (Qusndyeckoi
00pabOTKH COCTAaB MOXKET CTAHOBHUTHCS JIMIIKMM WJIM TMPUOOPETaTh CBOMCTBA BOCKA, KOTOPBIE
MPeIOTBPALIA0T 00pa3soBaHNe AOCTYITHOTO JJIsl MHTAJSIUN WJIH BABIXAHUS MOPOIIKA JAXe MPU

HaJIMY1HU BEIICCTBA, YJIYHIIAOIETO ChIIMYYCCTh, TAKOTO KAaK TAJIbK WJIN XJIOPHUI HATPHS.

[0015] B HexoTOphIX BapHaHTax peanus3aluu MeHee S5 macc.% cocTaBa, MPEnATCTBYIOIIETO
3JIOYNIOTPEOJIEHNIO, MPOXOAUT uUepe3 | MM CHUTO TOCJe HU3MENbYEHHUs B TeUEHUE MPUMEPHO
5 MuHYT. B KOHKpETHBIX BapUaHTaX peAIU3aLUU BEIIECTBO, YJYUINAIOIIEe ChITy4YeCTb,

OOBEANHSIOT C COCTABOM, MPETSATCTBYIOLIMM 3JI0YIOTPEOICHHIO, BO BPEMsI H3MEJIbYEHUSL.

[0016] B HekOTOpBIX BapuaHTaX peau3allii COCTAB, MPEMSATCTBYIOLIHIA 3I0YIOTpeOIeHuIO,
COIEPIKUT JIEKAPCTBEHHOE CPENCTBO, CIOXHBIN 3dup 13D, momokcamep U BOZOPACTBOPUMBIIA
AHWOHHBIH ToOJNMCaxapuA. B KOHKPETHBIX BapuHaHTaX peanusanuu CioxkHb 3¢up [0
npeAcTaBisieT CoOOH MONMOKCHIICTeapaT; MOJIOKCaMep IpeacTaBisieT coboii monokcamep 124; a
BOJIOPACTBOPUMbBI AHUOHHBIA TMOJMCAXapUl TPEACTaBIsAeT COOOW TeNlJIaHOBYIO Kamenb. B
HEKOTOPBIX BapUAHTAX peaM3allii OTHOLICHUE MOJIOKCaMep: oJHcaxapua:ciaoxubi d¢up [1200

cocrasisieT npuMmepHo 40:30:30.

[0017] B HekoTOpBIX BapHaHTaX peajM3allii COCTaB, MPEMSTCTBYIOLINI 3JI0yNIOTPeOIeHHIO,
COIEPIKHUT JIEKAPCTBEHHOE CPENCTBO, CIOXKHBIA 3¢up I3 u BOIOPaCTBOPUMBIH AHHMOHHBIN
noJMcaxapua. B KOHKpeTHBIX BapHaHTax peajau3auuu cyioxkHeii 3¢up [131 npencrasnser codoi
NOJMOKCUJICTEApaT, a BOJOPACTBOPUMBIM AaHUOHHBIM TOJHUCAXapHI MpeAcTaBisier coOoi
reJIJIaHOBYIO Kamenb. B NOMOMHUTENbHBIX KOHKPETHBIX BapHAHTAX pEaNn3aluy OTHOLIEHUE

cnoxubii 3¢up 131" BomopacTBOPUMBIM aHUOHHBIN TOJIUCAXAPU]T COCTaBIsieT mpumepHo 70:30.

[0018] B npyrom BapuaHTe peanu3zaliiii COCTaB, MPEMSTCTBYIOUIUH 3J0yHOTpeOieHHrO,
CONIEPKUT JIEKapCTBEHHOE cpenctBo, ciokubii 3dgup IO u kapOokcumerniuemionosy. B
KOHKPETHBIX ~ BapHaHTax peanusauuu ciokHeld  3pup II3IT mnpeacraBuser  coboit
MOJUOKCUIICTeapaT. B  JOMONHUTENbHBIX KOHKPETHBIX BapHaHTax peajlu3aluy OTHOIIEHUe

cnoxaoro 3¢upa [IOI" k kapOoKCUMETHIIIEITOI03€ CocTaBsieT mpumMepHo 70:30.



[0019] B wactHocTH, B  HW300peTEHHMH TMPEIUIOKEH COCTaB, MPENATCTBYIOIIUI
3JI0yNIOTPeOIeHNIO, BKIIFOYAIOINI JIEKAPCTBEHHOE CPEACTBO, IOJIOKCaMep, BOAOPACTBOPUMBIN

AHVOHHBIHN Mosmcaxapuz U cioxHbIi 3¢up I1307. JlekapcTBEHHOE CPEACTBO MPENCTABISAET COOOM

NH

[0020] wiH ero GapMareBTHUECKH MPUEMIIEMYIO COJb.

[0021] B kadecTBe anbTEepHATHBBI, JIEKAPCTBEHHOE CPEICTBO IMpencTaBisieT coboi S-

SHAHTHOMEpP aM(peTaMHIHa WK ero (papManeBTHIECKU IPUEMIIEMYIO COJIb.

[0022] IIpennoururenbHO JIEKapCTBEHHOE CpEenCTBO MPENCTAaBJISIET coboit

aekcTpoaMpeTaMUuH WM ero (papMaLeBTHUECKH PUEMIIEMYIO COJIb.

[0023] dapmaneBTHYECKH MTPHEeMJIEMas COJIb, HAITPUMeEp, MPEACTaBIsieT co00it cynbdaTHyro
cosb. CTaHmapTHas1 A03a JEKaPCTBEHHOI'O CPEACTBA B COCTABE COCTABIAET OT MpuMepHO 10 Mr 110
npumepHo 50 mr. I[TpeanouTHTenbHO COCTaB, MPEISTCTBYOLINN 3710y IOTPpeOIeHHI0, UMeeT GopMy

karncyJbl. Kancyna, Hanpumep, npencrasisieT cCOOOH JKeTaTHHOBYIO KaICyJIy.

[0024] ITonokcamep mpeacrasisier codol nonokcamep 124. BomopacTBOpUMBI aHHOHHBIH

HOJIMCaxapu/ NPeACTaBIsieT COO0I reJuIaHOBYIO KaMelb.

[0025] Cnoxubiit a¢up II3I' npencraBisier coboit monmokcuicreapat. OTHOIIEHUE
TMIOJIOKCAMEP:BOIOPACTBOPUMBIN aHUOHHBIM ToOJHcaxapun:ciaoxHbii 3¢up IIOI cocrasmser

npumepHo 40:30:30.

[0026] CocraB, mnpemsaTCTBYWOIIWI 3jm0ynorpedieHuro, BkmoudaeT 33-43  macc.%
nojiokcamepa; 24-32 macc.% BOAOPaCTBOPUMOrO aHUOHHOTrO mnosucaxapuaa; u 24-32 macc.%
cnoxroro s¢upa 19T, OtHomenune mojokcamep 124:refiaHoBasi KamMelb:MOJHOKCHICTEAPAT

cocrasisieT npuMmepHo 40:30:30.

[0027] ITonokcamep mpencrasnsier codoii Kollisolv P124, BomopacTBOpHMBIil aHHOHHBIN
nojiucaxapun npencrasisiet coboii Kelcogel CGHA, a cnoskubriii a¢gup 131 npencragnsier codoi

Gelucire 48/16.

NH,

[0028] [IpennoyTuTeNnbHBI COCTAB BKJIOYAET WU €r0 S-3HAHTHUOMED
(mexkcrpoamperamun) win apMaleBTHUECKUA MPUEMIIEMYIO COJIb B KaUeCTBE JIEKAPCTBEHHOTO
CpeAcTBa, moJiokcamep 124, reanaHoBYKO KaMmenb U MNOJUOKCUJICTEApaT, [A€ OTHOLIEHUE

nosiokcamep 124:rennaHoBast KameAb:MOJHMOKCUICTeapaT cocTtasisier npumepHo 40:30:30. B



HEKOTOPBIX BapUaHTAaX peanu3anuu mnojiokcamep 124 mpencrasmsier coboit Kollisolv P124,
rejulaHoBasi kamenpb npencrasisier codor Kelcogel CGHA, a monmokcuicreapaTr npencraBisieT

coboii Gelucire 48/16.

[0029] B HekoTOphIX BapuaHTax peanu3aluu 1Mo MeHbled mepe 80% JieKkapCTBEHHOTO

CpeAcTBa BBICBOOOXKIAETCS B PACTBOP B T€UEHUE 45 MUHYT.

[0030] CornacHO HEKOTOpPBIM acrekTaM Mpu OOBETUHEHHH COCTaBa, MPEMSTCTBYIOLIErO

3JIOYTIOTPEOJICHHUIO, C BOJION 00pa3yeTcsi reib.

0031 CoracHo OpyruM acriekram Io MeHbineit Mepe 80% JiekapCTBEHHOIO CPENCTBA
y

BBICBOOOJKIAETCS B PACTBOP B T€UEHUE 45 MUHYT.

[0032] CornacHO [OMOJHUTENBHOMY aCHEKTy MAKCUMAaJbHOE YCUJIHME [Jsl BbITECHEHUs
COCTaBa, MPEISITCTBYIOIIETO 3JI0yNOTPEeONIeHHIO, Yepe3 urily 26 kanuOpa 1o MeHblued mMepe B 8
pa3 BbIIE MAaKCUMAJbHOTO YCHJIMS JJIsI MHBEKLHH HE IMPEISTCTBYIOLIErO 3JI0yNOTPeOIeHUIO

cocTaBa 4yepes uriy 26 kanuopa.

[0033] IInowanp nox KpUBOM 3aBUCUMOCTH YCHIINS OT BPEMEHU IIPU BBITECHEHUU COCTaBa,
NPEMSITCTBYIOIIErO 3JI0yNoTpeOieHuto, yepe3 uriy 26 kanubpa Mo MeHblIeld Mepe B 3 pasa
Oonblie TMJIOMAAN TMOJ KpPUBOH 3aBHCUMOCTH YCHJIHMS OT BPEMEHH IPU BBITECHEHHH HeE
MPEMATCTBYIOIIETO 3JI0YMOTPEONIEHHIO COCTaBa Yyepe3 Uity 26 kaaudpa, riie He MPernsiTCTBY LU

3JIOYMOTPEOIEHUIO COCTAB MPEACTABIISIET COO0M OTHUIBTPOBAHHBIN 0Opaserl.

[0034] CormacHo eme ONHOMY acCHeKTy BS3KOCTb COCTaBa, MPEMATCTBYIOLIETO
3JIOYMOTPEOIEHHUIO, 10 MEHBIIIEH Mepe MPUMEPHO Ha 2 MOPSIIKA BbILIE YeM B HE MPETSTCTBYIOIIEM

3JI0YNOTPEOIEHUIO COCTABE.

[0035] CornacHo JOMOJHUTENBHOMY AaCHeKTy CMeChb COCTaBa, MPEMsSTCTBYIOLIETO

3JIOYMOTPEOIEHUIO, U BOJIBI HE MOIXOIUT JJISl HCTIOJB30BAHUS B IIIPHIIE.

[0036] CornacHo npyromMy acmekTy MeHee S5 wacc.% cocTaBa, MPENsTCTBYIOIIETO
3JIOYMOTPEONIEHHIO, TPOXOIUT Hepe3 | MM CHUTO TOCJe U3MENbYeHHUs B TeUEHUE MPUMEPHO

5 MHHYT.

[0037] CornacHo HekoTOppIM acmektam MeHee 10%  JeKapCTBEHHOrO  CpPeaCTBa
skcTparupyercas B 10 Mia BOABI W3 CTAHAAPTHOM J03bl COCTaBa, MPENSTCTBYHOLIErO

3JI0YTIOTPEOICHHUIO.

[0038] Takxxe B wu300peTeHHE BKIIIOYEHBI CIIOCOOBI JiedeHHs CcHHApoMa aAedumura
BHUMaHus/runepakTuBHOCTH (C/IBIY) y cyObekTa myTeM BBEACHHUS COCTABa, MPETSITCTBYIOMIETO
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3JI0yMOTPeONIEHHIO, COTJIACHO M300PETEHHIO, Te JIEKAPCTBEHHOE CPEACTBO MPENCTaBIsIeT COO0MH

amperaMuH, TaKOH Kak AeKCTpoaM(peTaMuH.

[0039] Ecnu OTCYTCTBYIOT MHBIE ONpPENENEHUs, BCE TEXHUUYECKHE W HAy4YHbIE TEPMHHBI,
UCTIOJIb3yeMbI€ B HACTOSINEM JOKYMEHTE, UMEIOT 3HAYSHUsI, OOIENPUHSIThIE CIeIHATUCTAMH B
00J1acTU TeXHUKH, K KOTOPOH OTHOCHUTCS HacTosiliee n3odpereHue. Hecmorpst Ha TO, 4TO mpu
pearn3aluyi HACTOSAIIEro M300PETEeHHs] MOXKHO MPHUMEHSITh CIIOCOOBI U MaTepuasbl, CXOXKHE C
TE€MH, YTO OIMCAHBI B HACTOSIIIEM JOKYMEHTE, FJIH SKBHUBAJICHTHBIC UM, TIOJXOSIIIIE CIIOCOOBI U
Matepuaibl onucaHbl Hike. CopepkaHue BCeX MyONMKAalUi, MATEHTHBIX 3asBOK, NMATEHTOB U
OPYTUX TOKYMEHTOB, YIIOMSIHYTBIX B HACTOSIIIEM JOKYMEHTE, SIBHBIM 00pa3oM BKIIFOUEHO BO BCel
MOJIHOTE MOCPENCTBOM CCBUIOK. B ciiyyae mpoTuBOpeunii NpeAnouTeHue OTAAETCST HACTOSALLEMY
OMUCAHUIO, BKJIIOYast onpeneneHusi. Kpome Toro, Matepuabl, CiocoObl M IPUMEPHI, ONTUCAHHBIE
B HACTOSILLIEM AOKYMEHTE, SIBJISIFOTCS] UCKIIFOUUTEIBHO WILTFOCTPATUBHBIMU U HE PACCMAaTPUBAIOTCS

KaK OrpaHU4YHBarOINE.

[0040] Jlpyrue oTaM4uTesIbHbIe IPU3HAKU U NIPEUMYINECTBAa H300PETEHHs CTAHYT MTOHSATHBI

U3 MOCJEeAYIOIEro MOApOOHOr0 ONMUCaHUs U (POPMYJIb H300pETEeHH s, B KOTOPbIE OHU BKJIOYEHBL.

KPATKOE OIMUCAHHUE YEPTEXXEN

[0041] Ha ¢ur. 1 nokaszanbl npoduim pacTBOPEHHs AJisi IPOTOTHIA 2.

[0042] Ha ¢ur. 2 nokazansl mpouIu pacTBOPEHUS JIsl MPOTOTHUIIA 3.

[0043] Ha ¢ur. 3 nokasansl mpoduIu pacTBOPEHUS IJisl IPOTOTHUIA O.

[0044] Ha ¢ur. 4 nokaszanbl npoduim pacTBOPEHHS AJisi IPOTOTHIIA 7.

[0045] Ha ¢ur. 5 nokasanbl npodunu pactBoperus aist npororumna 10.

[0046] Ha ¢ur. 6 mokasaHbl JaHHBIE SKCTPAKIUU JJI TPOTOTHIOB 2, 3, 6, 7 1 10.

[0047] Ha ¢ur. 7 nokazano usoOpaxkenue mpororuna 3 (cramus 1) mocne mepuona
BCTPSIXMBAHUSI.

[0048] Ha ¢ur. 8 mokazano usoOpaxkenue mnpororuna 7 (cramus 1) mocne mepuona

BCTPSIXUBAHUA B rOpsiYel BOJIE.

[0049] Ha ¢ur. 9A-B nokaszanbl n300paskeHust MPOTOTHIA 2 TIOCiIe u3MenbueHus (pur. 9A)

u BcTpsixuBaHus (¢ur. 9B).

[0050] Ha ¢ur. 10A-F nokasanbl n3obpakeHus rnpenapara CpaBHEHHUs MOCIIE H3MEJTbUYCHUS

(¢ur. 10A), a Taxke KonmuvecTBa MaTepuana, coopannblie Ha 1 mm cute (pur. 10B), S00 Mxm cure
7



(pur. 10C), 250 mxm cute (mpumeuaHue: M300paKeHHE OMMOOYHO 0003HAUEHO Kak 1 MM)

(¢pur. 10D), 106 mxm curo (¢pur. 10E) u nmognon (pur. 10F).

[0051] Ha ¢ur. 11A-B noka3zansl n300pakeHus IPOTOTHIA 2 TIOCIIE U3METbY€HHSI COBMECTHO
¢ TasbkoM (ur. 11A) u mocie BCTpSIXUBAHUS COAESPIKIMOrO KarCyJi, OCTABIIErocst Ha 1 MM cute

(¢ur. 11B).

[0052] Ha ¢ur. 12A-B noka3zans! n300paskeHus IPOTOTHIA 2 TIOCIIE U3MEIbUEHHUs] COBMECTHO
¢ xyopunom Hatpus (¢ur. 12A) u nocne BerpsixuBanus (pur. 12B), rne comepkumoe Karcys

OCTaBaJIOCh, TJIABHBIM 00pa3oM, Ha 1 MM cure.

[0053] Ha ¢ur. 13A-E nokasansl u300pa’keHHss NPOTOTHUNIA 2 B BOAE B YCIOBHAX
okpyxatomeln cpenpl (¢pur. 13A), B YKCYCHOH KHCJIOTE B YCJIOBUSIX OKPYKarOLIeH Cpenbl
(¢pur. 13B), B 0,2% OukapOoHaTe HATPUsI B YCIOBUSX OKpyskatowel cpensl (¢ur. 13C), B sTaHoNE
(95%) B ycnoBusix okpyxaromieii cpensl (¢pur. 13D) u B ra3supoBaHHOM 0€3aJIKOTOJIBHOM HAITUTKE

B YCJIOBUSX OKpy»xatomeit cpensl (pur. 13E).

[0054] Ha ¢ur. 14A-D nokaszanel n300pakeHusI IpenapaTta CPaBHEHHsI B BOJE B YCIOBHSIX
okpyxatomeii cpensl (pur. 14A), B 0,2% OuxapOoHaTe HATPUS B YCIOBUSIX OKPYXKAIOLIEH CPebl
(¢ur. 14B), B stanone (95%) B ycnoBusix okpyxaroieii cpensl (¢pur. 14C) u B ra3upoBaHHOM

0e3aJIKOrOJIbHOM HAIMTKE B YCJIOBUSIX OKpYsKarowien cpeasl (Gur. 14D).

[0055] Ha ¢ur. 15A-B noka3ansl n300paskeHus penapara CpaBHEHUS U MPOTOTHUIIA 2 TTOCIIE

npobnenus (pur. 15A) u romorennszauuu B ropsiaeii Boae (pur. 15B).

[0056] Ha ¢ur. 16A-B nokazanbl u3oOpaxkeHusi puiabTpara Ui mpernapara CpaBHEHHS

(pur. 16A) u npororuna 2 (pur. 16B) B ropsiueit Boge U Mocyie BCTPSIXUBAHUS.

[0057] Ha ¢ur. 17 nokasanbl n3o0pakeHUs mpemapara CpPaBHEHHs MMOCe pOOJICHUS,
npemnapara cpaBHeHHs B 3TaHoNe (40%) B yCIOBUSAX OKpYXKarolel cpeabl, GUibTpaTa U 1ocie

BCTPAXHUBAHUA.

[0058] Ha ¢ur. 18A-B mnokaszanbl n300pakeHus, IMOJy4Ye€HHbIE TPH OTOOPE B IIIPHI]
npemnapata cpaBHeHus (pur. 18A) u npororuna 2 (¢ur. 18B) B Boxe B yCIOBHIX OKpYKaroIel

cpensl yepes uriy 26 kaauopa.

[0059] Ha ¢ur. 19A-B mnokaszanbl n300pakeHus, IMOJy4ye€HHbIE NPU OTOOpPE B IIMPHUI]
npemnapata cpaBHeHus (pur. 19A) u nmpororuna 2 (ur. 19B) B ropsiueit Bome yepes HIriy

26 xanmbpa.



[0060] Ha ¢ur. 20A-D mnokaszanbl H300pa)keHUs, MOJyYE€HHbIE NpPU OTOOpPE B LIMPHUI]
npernapaTa CpaBHEHHUs B BOZIE B YCIIOBUSIX OKpyskaroreii cpenbl uepes uriy 18 G (pur. 20A) u ¢
ucrionb3oBanneM 0,2 MkM HeitoHoBoro ¢uibtpa (¢ur. 20B), xnmonkosoit Bater (¢pur. 20C) u

curaperHoro ¢uibTpa (pur. 20D).

[0061] Ha ¢ur. 21A-D mnokazanbl H300pa)keHUs, MOJyYE€HHbIE NPU OTOOpPE B LIMPHUI]
NpOTOTHNA 2 B BOJE B YCJIOBHUSX OKpykaromed cpensl uepe3 uriny 18 G (dur. 21A) u ¢
ucnonb3oBanneM 0,2 MkM HeinoHoBoro ¢uibtpa (¢ur. 21B), xnonkosoit Barel (¢pur. 21C) u

curaperHoro ¢unpTpa (pur. 21D).

[0062] Ha ¢ur. 22A-D nokaszanbl HM300pa)keHUs, MOJyYE€HHbIE NPU OTOOpPE B LINPHUI]
npenapara CpaBHeHUsI B ropsiueli Boxe uepe3 uriy 18 G (pur. 22A) u ¢ ucnonb3oannem 0,2 MKM
HelinoHnosoro ¢unbrpa (dur. 22B), xnonkosoit Batel (pur. 22C) u curaperHoro QuibTpa

(¢pur. 22D).

[0063] Ha ¢ur. 23A-D mnokazanbl HM300pakeHUs, MOJyYeHHbIE TPU OTOOpPE B LITPHI]
nporotuna 2 B ropsiuedi Bome yepes uriny 18 G (¢pur. 23A) u ¢ ucnonb3oBanuem 0,2 MKM
HeinonoBoro ¢unbrpa (dur. 23B), xnonkosoii Bathl (¢pur. 23C) u curaperHoro QuibTpa

(¢ur. 23D).

[0064] Ha ¢ur. 24A-C mnokaszaHbl M300pa’keHUs, IMOJy4YE€HHbIE TPU OTOOpPE B IIMPHUI]
npernapaTta CpaBHEHHUsI B BOZIE B YCIIOBUSIX OKpyskaroieii cpennl uepes uriy 20 G (pur. 24A) u ¢

ucnojbp3oBanuem 0,2 MkM HelioHoBoro Gunbrpa (pur. 24B) u curaperHoro ¢pusbtpa (Gur. 24C).

[0065] Ha ¢ur. 25A-B mnokaszanbl u300pa’keHus, MOJy4ye€HHbIE TPU OTOOpPE B IIMPHI]

npenapata cpaBaenus (¢ur. 25A) u npororuna 2 (pur. 25B) B ropsiueii Boxe uepes uriy 20 G.

[0066] Ha ¢ur. 26A-B mnokaszanbl nM300pakeHUs, IMOJy4YE€HHbIE TPU OTOOpPE B IIMPHUI]
npernapaTta CpaBHEHHUsI B BOZIE B YCIIOBUSIX OKpyskaroeii cpennl uepes uriy 23 G (pur. 26A) u ¢

UCTIONIb30BAHUEM CUTapeTHOro ¢puibtpa (pur. 26B).

[0067] Ha ¢ur. 27A-D mnokazanbl H300pa)keHUs, MOJYyYE€HHbIE NPU OTOOpPE B LIMPHUI]
npenapara CpaBHeHHUsI B ropsiueii Bone uepe3 uriy 23 G (pur. 27A) u ¢ ucnonb3oBarrem 0,2 MKM
Heinonosoro ¢unsrpa (dpur. 27B), xnonkosoit Batel (pur. 27C) u curaperHoro QuibTpa

(¢ur. 27D).

[0068] Ha ¢ur. 28A-D mnokaszanbl H300pa)keHUs, MOJyYEHHbIE NpPU OTOOpPE B IIMPHI]
MPOTOTHUIA 2 B BOZAE B YCJIOBHSX OKpyskaromeit cpeast uepe3 urny 18 G (¢ur. 28A), urny 20 G

(¢wur. 28B), urny 23 G (¢pur. 28C) u urny 26 G (¢ur. 28D).



[0069] Ha ¢ur. 29A-D nokazaHbl u300pakeHUs], MOJy4YeHHbIE NpH OTOOpEe B INMPUIL
npernapara CpaBHEHUs B ropsiaeri Bone uepes uriny 18 G (pur. 29A), urny 20 G (pur. 29B), urny
23 G (¢wur. 29C) u urny 26 G (¢ur. 29D).

[0070] Ha ¢ur. 30A-D mnokaszanbl u300pakeHWs], MOJy4YeHHbIE NpPH OTOOpPEe B IIMPUIL
nporotumna 2 B ropsiaeii Boae uepes uriy 18 G (¢ur. 30A), urny 20 G (¢ur. 30B), urny 23 G (¢ur.
30C) u uray 26 G (¢ur. 30D).

[0071] Ha ¢ur. 31A-D nokaszanbl u300paxkeHusi, ojsyuyeHHble pu obpadorke LD, 10 min
BOJIOTIPOBOIHOM BOAbI AoOaBmsan K 3 wenbiM Tabnerkam (pur. 31A) u (pur. 31B). Hx
U3MeNbYaIU 10 MOJYYEHHUs MOPOINKA B XKUIKOCTH, KOTOPbIH MOXHO OBIJIO BBOJUTH B INIPHI]

(¢pur. 31D).

[0072] Ha ¢ur. 32A-D nokazanbl u300paskeHHs], MOJy4YeHHbIE MPH 00pabOTKe cocTaBa
ADAIR: (¢ur. 32A) anukBoty, 3kBUBaJeHTHYIO mectu 10 mr kancynam ADAIR, BBommiu B
crynky, (¢ur. 32B) nobasmsiim 20 Ma BogonpoBonHoH Bosl, (¢ur. 32C) n3Menbyaan MaTepHal

10 TOMOTeHHOCTH, U (¢ur. 32D) oOpa3oBbIBAICS BA3KHIA, IIOXOKUH HA I'ejlb, MATEpUAL.

[0073] Ha ¢ur. 33A-D mnoxka3anbl u300paskeHHs], MOJy4eHHble MPH 00pabOTKe cocTaBa
wiane6o: (¢pur. 33A) u (ur. 33B) B crynky nobasnsum 20 mu Bonbl, (pur. 33C) usmenbuanu

COCTaB JI0 TOMOTEHHOCTH, U (¢ur. 33D) nosyvanu BI3KUN TPOIYKT.

[0074] Ha ¢ur. 34A-F nokaszanbl u300pa’keHHs, Ha KOTOPBIX MPOUJUIIOCTPUPOBAHA
YCTAHOBKA aHAIU3aTOpPa TEKCTYPhL, MPUMEHseMasi MpH pa3paboTKe METONUKH OIpeneseHHs
BO3MOXKHOCTH UCIIOJIb30BAHMSI B INMpPHLIE. Y AAJISUIN IUIYHXXEPB U3 S MJI IINPHULIEB U HAMOIHSIIN
LIMPUIBI Yepe3 3aHIOK0 YacTh KOpIyca uccienyembiM Matepuaiom (dur. 34A). 3areM yaansu
Ny3bIPbKU BO3IyXa IO JOCTHXKEHHsS OTHOPOIHO 3aroJHEHHOro odbema > 3 wmu (¢ur. 34B).
HanonHeHHbIH MNpHUI MOMEINaid B HCIBITATENbHBIA CTEHA AJIS IINPULEB B aHAJIU3ATOPE
TekcTypsl (ur. 34C). YcranaBnuBaiu miyHxep Ha oTMeTKy 3 Mi (¢ur. 34D). [Ipucoeaussim
urny (¢ur. 34E u 34F). IlpoBogwin WCHbITaHWE, TPUKJIAABIBAS YCHIUE U MEPEMEIeHUs
TUTYH>Kepa IIMPHUIa OT OTMETKH 3 MJT IO OTMETKH 2 MJ (9 MM), B pe3yJibTaTe Yero 4epe3 Uriy

BBITECHSLICS] MaTepral (B COOTBETCTBYIOIIUX CITyUasiX ).

[0075] Ha ¢wur. 35 npusenen rpadpuk, Ha KOTOPOM IMOKa3aHbI MOJYYECHHBIE B aHAIU3ATOPE
TEKCTYPBl MPOGUIN U INMPHLEB, COAEpKAIUX OOpasLpbl, MPHUMEHsSEMbIe Ui Pa3padOTKH
crniocoba: obpaborannsiiit ADF npu ncrionszoBannu uriel 26 G (3enenas muHus ), 00padoTaHHBIN
ADF npu ucnonp3oanuu uriel 18 G (TeMHO-cuHss), myctoit S mu mmnpun 18 G (yepHast), S mn

mmpun 26 G ¢ Bonoit (cBetso-cunsis), S mu mmpun 18 G ¢ Bozmoit (kpacHast) U myCTOH S MIT IIIPHUI]
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26 G (pos3oBasi). MakcuManbHOE yCHIIME MEXKIY TOYKaMU | M 2 COOTBETCTBYET YCWIIMIO IS
MPEOJIOJIEHNsT CTaTHYECKOro TpeHus. MakCHMalnbHOE yCUIHE MexXay TodkamMu 2 u 3
COOTBETCTBYET MOCTOSIHHOMY VCHWIHKO. MaKCUMallbHOE yCUJIME MEXKIy ToukamMu 3 u 4

COOTBETCTBYET YCHIIMIO IIPU TOCTHXKEHUH OTPAHUYUTENS XO/1a TUTyH)Kepa (KOHEYHOE YCHUIIHE).

[0076] Ha ¢ur. 36 npuBeneHa cronOuarasi AuarpaMma, Ha KOTOPOW TOKa3aHBbI CpeaHee
yCUJIHE Ui TIPEOAOJICHUS] CTATUYECKOTO TPEHMSI, TOCTOSTHHOE YCUJINE U KOHEYHOE YCUJIHE IS
NycThIX LImpuies, oOpadoranHoro miuanedo (MADF) u Boxbl, onpeneneHHble B aHAIU3ATOPE

TekcTypsl 17 ura 18 G u 26 G.

[0077] Ha ¢ur. 37 npusenen rpaguk Ha KOTOPOM IOKa3aHbl NPO(MIHM, MOJY4YEHHbIE B
aHaJIU3e TEKCTYPbI Ui IyCTOro mIpua ¢ urjiok 18 G (kpacHast TMHUS), MyCTOTO LINPULIA C UTJION

26 G (cuHss) ¥ MycTOro mnpuia 0e3 urisl (YepHas), n=3.

[0078] Ha ¢ur. 38 mpuBeneHn rpaduk, Ha KOTOPOM IOKa3aHbl MPOQUIH, MOJYYECHHBIE B
aHaJIU3e TeKCTYPBI, JUISl IIMPHULIA, 3alIOJTHEHHOTO BOJOH, ¢ urioil 26 G (TeMHO-CHHSIS JIUHUA) U

LINPULA, 3aTIOJTHEHHOTO BONOH, ¢ urnoit 18 G (cBetno-cuuss), n=3.

[0079] Ha ¢ur. 39 mpuBenen rpaduk, Ha KOTOPOM IOKa3aHbl NMPOQIIH, TOJYYEHHBIE B
aHamu3e TEKCTyphl, sl HeoThuiabTpoBaHHOro LD, BeITecHsiemoro uepes uriay 26 G (n=3).
Cﬂe):[yeT OTMETHUTDb, YTO MHOI'OKPATHBIC MUKW W BIAAWHBI ABJIAIOTCA PE3YJIBTATOM TOIO, 4YTO

HJaCTHUI bl H3MEJIBYCHHBIX TabJIETOK BPEMCHHO 3a0HBarOT Urijy, n=3.

[0080] Ha ¢ur. 40 npusenen rpaduk, Ha KOTOPOM MOKAa3aHbI PE3yJIbTAThI AHAINU3A TEKCTYPbI

HeoTpmIbTpoBaHHOTO 0OpadoTanHoro LD, BeITecHsiemoro uepes urny 18 G, n=3.

[0081] Ha ¢ur. 41 npusenen rpaduk, Ha KOTOPOM MOKA3aHbI PE3yJIbTAThI AHAINU3A TEKCTYPbI
obpaborannoro HeorpuiasTpoBaHHOrO ADAIR, BhITecHsIeMoro uepes uriy 26 G (3eneHas TMHHs)

u 18 G (opamxesas), n=3.

[0082] Ha ¢ur. 42 npusenen rpaduk, Ha KOTOPOM MMOKA3aHbI PE3yJIbTAThI AHAIN3A TEKCTYPHI
oOpaboTtanHOro manedo, BeiTecHsieMoro uepes urny 18 G (pososast muHuA) U 26 G (3eneHas),

n=3.

[0083] Ha ¢ur. 43 npusenen rpaduk, Ha KOTOPOM MMOKAa3aHbI PE3yJIbTAThI AHAIN3A TEKCTYPHI
obpaboranHoro ordunsrpoBanHoro LD, BeiTecHsiemoro dyepe3 urny 18 G (3enenas nuaMA, n=3)

u 26 G (kpacHas1, n=2).

[0084] Ha ¢ur. 44 nmpusenena cronbdyartasi quarpamMma, Ha KOTOPOW IOKA3aHO CpeaHee

MaKCHMAaJIbHOE yCUIINE, OIpEeAeNeHHOe Uil BceX 0o0paboTaHHBIX 0OpasLoB, MPU W3MEPEHHU B
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aHaJIMu3aTope TEKCTYphl C HCnosib3oBaHUeM HUribl 18 G. «YCbD» COOTBETCTBYIOT CTaHAAPTHOMY

OTKJIOHEHHIO (N=3).

[0085] Ha ¢ur. 45 nmpuemena cronbdarasi quarpamMma, Ha KOTOPOH ITOKA3aHO CpeaHee
MaKCHMaJIbHOE YCHJIHE, ONpPENENIeHHOe Ul BCeX 00pabOTaHHBIX OOpa3LOB, MPU HU3MEPEHHH B
aHaJIU3aToOpe TEKCTYpPhl C MCMONb30BaHUEM UIJbl 26 G. «YCbD» COOTBETCTBYIOT CTaHAAPTHOMY

OTKJIOHEHHIO (n=3, 3a HCKIIF0YeHneM oTduipTpoBanHoro LD ¢ urmnoii 26 G, roe n=2).

[0086] Ha ¢ur. 46 nmpusenena cronbuaras auarpaMma, Ha KOTOPOH IOKa3aHa CpemHss
IUIOLIA/Ib TOJT KPUBOHM 3aBHCUMOCTH ycmiusi OoT BpemeHH (B H-c), ompenenenHas nnst Bcex
00pa0oTaHHBIX O0PA3LOB, MPH U3MEPEHHUH B aHAIU3ATOPE TEKCTYPhI ¢ MCIOJIb30BAHUEM MWIJIbI

18 G. «YCBI» COOTBETCTBYIOT CTAHAAPTHOMY OTKJIOHEHHIO (n=3).

[0087] Ha ¢ur. 47 npusenena cronbuaTtas auarpaMma, Ha KOTOPOH MOKa3aHAa CpPERHSsS
IUIOLIA/lb TOJT KPUBOHM 3aBHCUMOCTH ycuiusi oT BpemeHu (B H-c), ompenenenHas nnmst Bcex
00paboTaHHBIX OOpa3LOB, MPH U3MEPEHUH B aHAJIH3ATOPE TEKCTYPhI C HCIOJb30BAHHEM HIJIbI
26 G. «Ycb» COOTBETCTBYIOT CTAaHAAPTHOMY OTKJIOHEHHIO (n=3, 3a HCKJIIOYEHHEM

ordunpTpoBanHoro LD ¢ urnoii 26 G, rae n=2).

[0088] Ha ¢ur. 48 mpuBeneHa cronOuaras auarpaMma, Ha KOTOPOH MOKa3aHO CpeaHee
MaKCHUMAaJIbHOE YCHWJIME, OIpenejeHHoe sl o0pasuoB Boabl, oOpaboranHoro ADAIR wu
oOpabotaHHOrO OTQMIBTPOBAaHHOrO LD, npu H3MEpeHWH B aHATU3ATOPE TEKCTYPbI C

UCTIONb30BaHUEM UTIIBI 18 G. «YChI» COOTBETCTBYIOT CTAHIAPTHOMY OTKJIOHEHHIO (n=3).

[0089] Ha ¢ur. 49 nmpuBenena cronbuaras aumarpaMma, Ha KOTOPOH TMOKa3aHa CPEmHss
IUIOLIA/Ib TTOJT KPUBOH 3aBUCHMOCTH yCHiHs OT BpeMeHu (B H-c), onpenenenHas mis oOpasnos
obpaborannoro ADAIR u oOpaboranHoro orduisrpoBaHHoro LD, mnpu usmepeHuu B
aHaJIU3aTope TEeKCTYyphl C Hcnosib3oBaHueM Uribl 18 G. «YCbhD» COOTBETCTBYIOT CTaHAAPTHOMY

OTKJIOHEHHIO (N=3).

[0090] Ha ¢ur. 50 mpusenena cronbdyatasi quarpamMma, Ha KOTOPOH IOKA3aHO CpeaHee
MaKCUMAaJbHOE YCWIHME, OIpenejeHHoe sl obpasuoB Boabl, oOpaboranHoro ADAIR wu
oOpaboranHHOro OTQMIBTpOBaHHOrO LD, Tnpu H3MEpEeHWH B aHATU3ATOPE TEKCTYpPhl C
ucrosnb3oBaHueM Uribl 26 G. «YCbl» COOTBETCTBYIOT CTAHAAPTHOMY OTKJIOHEHHIO (n=3, 3a

UCKIIoUeHneM otpuisTpoBaHHoro LD ¢ urnoii 26 G, rae n=2).

[0091] Ha ¢ur. 51 npusenena cronOuaras nuarpamMma CpenHed IUIOMAaau IMOJ KPUBOH
3aBUCUMOCTH ycwinsi oT BpemeHH (B H-¢), onpenenenHol st o0pas3uoB BOabL, 00paboTaHHOTO

ADAIR u obpabortannoro ordunpTpoBanHoro LD, npu u3MepeHnn B aHAIU3aTOPE TEKCTYPHI C
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ucnojap3oBanueM Hribl 26 G. «YCbl» COOTBETCTBYIOT CTaHAAPTHOMY OTKJIOHEHWrO (n=3, 3a

ucKIoueHneM otpuisTpoBanHoro LD ¢ urnoii 26 G, rae n=2).

[0092] Ha ¢wur. 52 npusenen rpaguk, Ha KOTOPOM IOKa3aHbl MPOQUIIH, MOJYyYEHHbIE B
aHanmu3e TEeKCTyphl, ansi Boabl 26 G (TeMHO-cuHssA JuHUs), Bozmbl 18 G (cBersio-cHHsI),
orpunsrpoBanHoro LD 18 G (opamxkesas) u ordpunsrpoBanHoro LD 26 G (kpachas). Bcee
U3MEpPEHHbIE 3HAYEHUSI UMEIOT CXOXHi nopsiiok. KpacHoi mrpuxoBkol 0003HaU€Ha IUIOMIA b

MoJl KpUBOM 17151 oHoro onbita LD 18 G.

[0093] Ha ¢ur. 53 npusenen rpaguk, Ha KOTOPOM IOKa3aHbl NMPOQUIH, MOJYYEHHbIE B
aHaJIM3e TEKCTYPhI, Ui BOABI (CUHSA IUHUSA), 0TQUIbTpoBaHHOrO oOpadoranHoro LD (kpacHast)
u obpaboranHoro ADAIR (3eneHast) npu BAaBIuUBaHUU IUTyH>kepa S5 mi mmnpuna Jlyep-Jlok Ha

9 MM, B pe3yJbTaTe 4ero UcciaeayeMblil MaTepHuall BbITECHsAETCs uepes uriy 26 G.

[0094] Ha ¢ur. 54A-E npusenens! rpapuky, Ha KOTOPBIX MOKa3aHbl 3aBHCUMOCTH BS3KOCTH
U CIBUTOBOIO HAMPSDKEHHUS] OT CKOPOCTU ChIBUra, st oopaboranHoro LD 6e3 ¢dunabrpoBanus
(¢pur. 54A-B) u nocne punprposanust (pur. 54C-D) B cpaBHEHNH € OTIEIBHBIM SKCIIEPUMEHTOM,

B KOTOPOM HCIOJB30BaH Boay (¢ur. S4E).

[0095] Ha ¢ur. 55A-B npuBeneHs! rpaguky, Ha KOTOPBIX MOKA3aHbI 3aBUCHMOCTHU BSI3KOCTH

¥ CIIBUTOBOT'O HAIPSIKEHUST OT CKOPOCTH CIBHra IJisi IByX 00pasnoB odpadboranHoro ADAIR.

[0096] Ha ¢ur. 56A-B npuBenens! rpaguky, Ha KOTOPBIX MOKAa3aHbl 3aBUCIMOCTH BS3KOCTH

¥ CIIBUTOBOT'O HAIPSIKEHUST OT CKOPOCTH CIBHIa JJisl ABYX 00pasioB odpaboTtaHHOTO miaredo.

[0097] Ha ¢ur. 57 npusenens! rpaduky, Ha KOTOPBIX MOKa3aHA 3aBUCUMOCTh BSI3KOCTH OT

CKOPOCTH CIIBUTA AJIsl cOCTaBa ruiauebo mpu 65, 55 u 45°C.

[0098] Ha ¢ur. 58 npusenens! rpaduky, Ha KOTOPBIX MOKa3aHA 3aBUCUMOCTh BSI3KOCTH OT

ckopoctu casura st coctaBa ADAIR mipu 65, 55 u 45°C.

[0099] Ha ¢ur. 59 npusenen rpaduk, Ha KOTOPOM Moka3aH npoduib pactsoperus 10 mr LD

B 0,01M HCI B anmapare 1.

[00100] Ha ¢ur. 60 nzobpakeHa XpoMaTorpaMMa, Ha KOTOPOH MOKA3aHO pa3jinine BPEeMEHU

YACPKUBAHUA MCXKIAY KOJIOHKaMU.

[00101] Ha ¢ur. 61 u3obpaxkena xpomarorpaMmma, Ha KOTOPOH mokaszaH npoduis anst 10 mr

npororuna 1 B 0,01M HCI B armmapare 1 — 5 MunyT.
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[00102] Ha ¢ur. 62 u3obpaxkena xpoMaTorpaMma, Ha KOTOPOH mokaszaH npoduis anst 10 mr

npororumna 1 B 0,01M HCI B anmmapare 1 — 10 MuHyT.

[00103] Ha ¢ur. 63 n3obpaxkena xpomaTorpaMmma, Ha KOTOPOH mokaszaH npoduis anst 10 mr

npororumna 4 B 0,01M HCI B anmmapare 1 — 45 MuHyT.

[00104] Ha ¢ur. 64 u3obpaxxena xpomarorpaMmma, Ha KOTOpOH mokaszaH npoduins st 10 mr

npororumna 5 B 0,01M HCI B anmapare 1 — 45 MuHyT.

[00105] Ha ¢ur. 65 uzobpaxena xpomarorpaMmma, Ha KOTOpOH mokaszaH npoduins anst 10 mr

npororumna 6 B 0,01M HCI B anmmapare 1 — 45 MuHYyT.

[00106] Ha ¢ur. 66 mpuseneH rpaduk, Ha KOTOPOM CPaBHHUBAKOTCS MPOQUIU CPETHEro

BBICBOOOKAEHMA B Yo mpu pacTBopeHuu i1t 30 mr npototumna 2 u LD npu 30 DPM.

[00107] Ha ¢ur. 67 mpuBeneH rpadguk, Ha KOTOPOM CPaBHHUBAKOTCS MPOPUIN CPEAHETO
BBICBOOOXKIeHUS B % nipu pacTBopenuu it 30 mr npororuna 2 u LD npu 30 DPM B 0,01M HCl

C MCNONb30BaHueM anmnapara 3 npu SDPM.

[00108] Ha ¢ur. 68 npusemeH rpadguk, Ha KOTOPOM IIOKa3aHbl CPEOHHE PE3YJIbTAaThI
pactBopenust 10 mr LD B kancynax pasmepa 00, n=6, B 0,01M HCI ¢ ucnosnb3oBaHueM anmnapara

3 mpu SDPM wu kosnonku Gemini Column.

[00109] Ha ¢ur. 69 mpuseneH rpaduk, Ha KOTOPOM JJisi CPAaBHEHHs IOKA3aHO CpeaHee

BbIcBOOOKIeHHe B % 1151 10 mr ADAIR B 0,01M HCI B anmmapare 3 npu 5 DPM.

[00110] Ha ¢ur. 70 npuseneH rpaduk, Ha KOTOPOM CPABHUBAKOTCS CPEIHEE BBICBOOOKICHUE

B % st 10 mr ADAIR B 0,01M HCI B ammapate 3 npu 30 DPM ¢ LD nipu S DPM.

[00111] Ha ¢ur. 71 npuseneH rpaduk, Ha KOTOPOM MOKa3aH Mpoduib pacTBopeHus: 10 mr
ADAIR B 0,01M HCI B anmapate 1 B 1ByX MOBTOPHOCTSIX PU HaYaJIbHBIX ycioBusax u 40°C/75%

OTH. BJI. M JUIs1 CpaBHEHMs npodmib LD.
ITOJAPOBHOE OITMCAHUE U30BPETEHHA

[00112] B u3oOpereHnu npeasio’keH COCTaB, MPETSITCTBYOIMUN 3JI0YIIOTPEOICHHIO, KOTOPBIH
npeacTaBisieT coOOH COCTaB € HEMEIUICHHBIM BBICBOOOKACHHEM W BKIIIOYAET pa3IMYHbIE
Oapbeppl, TPEMATCTBYIOIIME 3J0ynoTpebineHno. B dacTHOCTH, cocTaB He OOMyCKaeT
3noynorpedienue daronapsi mpeaoTBpaleHuio HHCYQQIIsiium IeKapcTBEHHOTO CPEACTBA MOCIe
ero npobneHus], Hape3aHus Win ui3MenbueHus. COCTaB Takke He JOMYCKaeT 3JI0ynoTpedseHne

MyTeM WHBEKOWH OJjiaromapsi HaJuuuio  0apbepoB, TMPEMSTCTBYIOIHUX  BO3MOXKHOCTH
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HUCIIOJIb30OBAHUSA B HITIPULIEC. B 10 xe BpEMs, COCTaB COBMCCTHUM C KOMMECPUYCCKUMU criocobamMu

NIOJTIY4Y€HUS JIEKAPCTBEHHBIX (POPM.

[00113] CocraB, NPeNATCTBYIOMIHN 3JI0YMOTPEOIICHUIO, CONEPKUT JIEKAPCTBEHHOE CPEACTRO,
KOTOpOe, Kak IPaBHJIO, MPENCTaBisieT coOOH KoHTposnmpyemoe BemecTBo. KoHTpommpyemoe
BEIIECTBO MOXKET HANpPAaBJIEHHO BO3AEHCTBOBATH HA LIEHTPAIbHYIO HEPBHYIO CHCTEMY H/HIIN
MOJKET HCIIONIb30BaTbCs AJI JIEYEHUs] INCUXMATPUUECKUX paccTpoiicTs, Takux kak CJIBI.
[IpennoururenbHOE KOHTPOJMPYEMOE BELIECTBO BKIIOYAaeT aMderaMuHbl, Takue Kak
nekcrpoamberamuH. Takke B m3o0pereHune BkIroUeHbl crocoObl neueHus C/IBIT y cyObekra
NyTeM BBEAEHUS COCTaBa, MPEISATCTBYIOIIErO 3JI0YNOTPEOICHUIO, CoAep Kalero amperaMuHel,
Takue Kak aekcrpoamberamut. CyObekT mpencrasisier coOoi cyObekTa JeTckoro Bo3pacra. B

Ka4yeCTBE aJIbTEPHATHUBBI, CYOBEKT MPENCTaBIIsAET COOOI B3pOCIOTO.

[00114] B KOHKpETHBIX BapHAHTAX PEANU3ALUH JIEKAPCTBEHHOE CPEICTBO UMEET (OPMYJTY

NH;

WIH TIPENCTaBIsIeT COOOH (hapMaLeBTHYECKH TPUEMIIEMYIO COJIb YKA3aHHOTO
coefnHeHus. B OMONHUTENbHBIX KOHKPETHBIX BApHAHTAX PEeATU3alMU JIEKAPCTBEHHOE CPEICTBO

npencTaBisieT co00i S-oHaHTHOMED M ero (papMaleBTHYeCKH IPUEMIIEMYIO COJIb.

[00115] CranmapTHast n03a JIEKAPCTBEHHOTO CPENCTBa, Hampumep, amderaMuHa MU
nekcTpoampeTamMuHa, coctaisier mpuMmepHo 10-50 mr. Hanpumep, craHgapTHas 103a COCTABIISET

Swr, 10 mr, 15 mr, 20 mr, 25 mr, 30 mr, 35 mr, 40 mr, 45 mr wim 50 mr.

[00116] CocraB comep:kuT OIHO WK OOJiee BCIIOMOTATENIbHBIX BEIECTB. BecroMorarebHbie
BEIECTBA BBIOPAHBI TAKMM 00pa3oM, YTOOBI MPEIOTBPAIIATh 3JI0YNOTPeOIeHHE JIEKAPCTBEHHBIM

CPENCTBOM.

[00117] Tlogxonsimue BCIOMOTAaTENbHBIE BEINECTBA, MPEMATCTBYIOIMIKE 3JIOYMOTPEOICHUIO,

MOTyT O6J'IaI[aTb OJHUM HIIHN boiee u3 CICAYIOIIUX CBOMCTB:

BCIIOMOTaTeJIbHBIE BELIECTBA C BBICOKOW TEMIIepaTypOU IJIABJICHUs], yCTOMYUBBIE K HATPEBAHUIO,
KOTOpbIE TPEAOTBPALIAOT BBEACHHE IyTEM WHBEKIHH, MOAM(PHKATOPbI BKyCa, KOTOPBIE
NPEOTBPALIAOT HE3aMETHOE BBEICHHE, BIBIXaHHWE U COPOC JO3BI, HE PACTBOPUMBIE B BOJE
BELIECTBA, KOTOPbIE YCTOWYUBBI K 3KCTPAKLMKU U MNPEAOTBPALLAIOT BO3MOKHOCTb CMELIEHUs C
HAIUTKaMH, BOCKOOOpPa3HbIE BCIIOMOTATEIbHbBIE BEIECTBA, KOTOPBIE MPEAOTBPAIIAIOT BABIXAHUE,
MOAU(HUKATOPHI BSI3KOCTH, YCTOWYHBBIE K PACTBOPEHHIO, KOTOPBIE MPENOTBPAINAIOT BBEACHUE

nyTeéM UHBEKIUU U C6pOC A03bI; BCIIOMOI'aTCJIbHBIE BCIIECTBA C HHU3KOH MJIOTHOCTBIO, KOTOPHIC
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npeaoTBpaliatOT BO3MOXKHOCTE CMCHICHUA C HAIIUTKaMH, U KPACHUTCIIU, KOTOPbIC BbIABIIAIOT

3noynorpedienne papMaleBTHUSCKIM JIEKAPCTBEHHBIM CPEICTBOM.

[00118] TwumnoBble BCOOMOraTeJbHBbIE BELIECTBA BKIKOYAIOT, HANPUMED, TEPMOIUIACTHYHbBIC
(dapmMarieBTHUECKHE OCHOBBI, BKJIOYAas BOCKH, ITOJIOKCAMEphl, TIHIepunbl Makporomna, [I19T
IJULEPHII-MOHOOJIEAaThl  MJIM  -MOHOCTeapathbl,  ciokHble 3Quper  II0I, Takme Kkak
MOJIMOKCUIICTEAPAT, TMIPOT€HU3UPOBAHHbBIEC UM YACTUYHO MMAPOr€HU3UPOBAHHBIE TTIULEPUABI U
TBEpJbIC XHUPBI, TAKUE KaK MUEIMHBbIH BOCK, moinokcamep 188, momokcamep 124, Gelucire™,
nonmudTieH 6000, rauMuepuIMOHOCTEapaT, TUAPOT€HU3UPOBAHHOE MNAJIBMOSAPOBOE MacJo,
THIPOTeHU3UPOBAHHOE XJIOMKOBOE Macyo, Softisan. TM. 138, Gelucire 40/01™, rekcanekan-1-o;
TUKCOTPOITHbIE AareHThl, TaKHE€ KaK KOJJIOUJHBIA JMOKCHUA KPEMHHUSI U HU3MEJbYEHHBIHN
aTTaNyJIbIUT, U MOAU(PHUKATOPHI BA3KOCTH, TAKHE KaK THAPOKCUJIIPONIIMETHIILEIUTION03a I
reJUTaHOBasi Kamelb, JUIsl TOBBIIICHHS BSI3KOCTU WJIM CTaHIApTHBIE (PapMalleBTUUECKUE WITU
NHIIEBbIE Macia, TaKHe Kak (PpakOHMPOBAHHOE KOKOCOBOE MACJO, COEBOE MAacyio U T.A., I

CHHIKCHUSA BA3KOCTH.

[00119] IIpennmoururenbHO BCIIOMOTaTeJIbHbIE BEILECTBA, NPENATCTBYOLIHE
3JI0yNOTPEONIEHHIO, BKJIIOYAIOT IIOJIOKCAMep, BOAOPACTBOPHMBIM AHWOHHBIN MMOJHCAXapUn M
cnoxkubiid 3¢up II3I. IpeanodTuTebHO MOJOKCaMep MpeAcTaBisieT coOoi monokcamep 124,
takoii kak Kollisolv. IIpennouyTureabHO BOXOPACTBOPUMBIN AHMOHHBIA — MOJHCAXAPU
npeacTaBisieT coOoi rejulaHOBYH kamenb, Takyro kak Kecogel CGHA. TlpemnoututenbHO

cnoxubii 3¢up 13T npencrasnser coboii monuokcuicTeapar, Takoi kak Gelucire 48/16.

[00120] CocraB, npensATCTBYIOUIHI 3I0YNOTPEONIEHUIO, MOXKET UMETh (POPMY KarCyJibl, TAKOH
KaK Karcyjia ¢ TBepAOH OOOJOYKOMW, 3amOJHEHHAsl JKUAKOCThIO. B KauecTBe aibTepHATHBBI,
KarcyJja COep KUT runpokcunponmmeruineuroiosy (I'TIMLI), nysutynas wim qpyroi TBepabii

MaTepHai 1t OOOJIOUKH.

[00121] CocraBbl cormacHO H300PETEHHIO YCTOHYMBBI K XUMHUYECKOW SKCTPAKLMH WU
UHBEKIUH B CJIydasx, KOrNa JIULO, 3JI0yNoTPeOIsTIoee HApKOTHKAMU, SKCTPArUPYET aKTUBHBIN
WHTPEINEeHT W3 JIEKApCTBEHHOW (OpMBbI, HMHOTAa B TMOAOTPETOM pACTBOPHTENE, a 3aTeM
MPOTJIAThIBAET MOJYYEHHYIO CMECh WJIM BBOIUT €€ MyTeM HWHbeKIuH. Hampumep, oObennHeHne
COCTaBa C PaCTBOPHUTEIEM MPUBOAUT K OOPA30BAHHMIO CMECH, KOTOpasl 3a0MBAET INMPULl MK 110
WHBIM ITPUYMHAM HE MOAXOANT i HHbeKIUU. COrIacCHO IPYTUM aCTeKTaM COCTaBbl COBMECTHO
C pacTBOpHTE]eM OOpa3ylOT BSI3KHUH Tellb, YTO 3aTPYOHSET €ro BBENEHWE B IITPHIl HIIU

BBITECHEHHE W3 LITPHUIA. B KauecTBe anbTepHATHBLI, KOJMUECTBO (PUIBTPATa, MOJYIaeMOro pu
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SKCTPAKLNY, SBISIETCS OYEHb HHU3KHM, B pe3yJbTaTe€ Yero IJIMLY, 3JI0YNOTPeOIomemMy

HAapKOTUKaAMHU, JOCTYIMTHO HEAOCTATOUYHOEC KOJINMYECTBO KEJIAECMOI0O aKTUBHOI'O UHIPEAHUCHTA.

[00122] B HEKOTOpPBIX BapUaHTax peaju3alud CMeChb COCTaBa, MPEHSATCTBYIOLIErO
3J'IOy1'IOTpe6J'IeHI/IIO, " BOJAbI HE MOAXOAUT AJI UCIIOJIb30BAHUA B LIIIPULIEC. B HEKOTOPBIX BapHUaHTaxX
peaim3annu npu O6’beI[I/IHeHI/II/I CTaHI[apTHOﬁ J03bI COCTaBa, NpETATCTBYOLIETO

3JI0yNOTPeONIEHUIO, C BOJIOW 00pa3yeTcst relb.

[00123] Baxablii acmekT M300pPETeHUsT 3aKJIFOYAETCS] B TOM, UTO JIEKAPCTBEHHOE CPEICTBO,
BKIJIFOUCHHOC B COCTaB, HpeHHTCTBYIOI_III/Iﬁ 3J10yn0Tpe6neHmo, HUMEEeT HOPMaAJIbHBIC
XapaKTEePUCTUKU B ClIydae HaJJIeXkKallero uCnoib3oBanus. Hanpumep, cocras, NpensaTCTBYOIINUN
3JIOYMIOTPEONICHUIO, SIBJSIETCS TEPOPabHO OMOAOCTYNMHBIM U HMeeT NpPOPUIb PACTBOPECHMUS,
CXOXKUH € mpouiaeM cocTaBa TOTO K€ JIEKAPCTBEHHOTO CPEICTBA, HE MPENSTCTBYIOIIETrO
30ynoTpedneHno. B HEKOTOphIX BapWaHTaX peaju3alddl COCTaB, MPENSTCTBYIOIIUN
3JI0ynoTpeOsIeHHI0, nMeeT MpOo(uiIb pacTBOPEHHUS, B KOTOPOM BbICBOOOK/IEHHUE JIEKAPCTBEHHOTO

CpEACTBa B paCTBOP MPOXOIUT 3a 45 MUHYT.

[00124] Kpowme Toro, COCTaB, MPEMATCTBYIOIINHN 3JI0YIOTPEOICHHUIO, YCTOWYHB K XUMHYECKOM
SKCTPAKLMUA WM HHBEKLUUU B CIy4asx, KOTJA JIHMLO, 3JIOyNOTPeOsioniee HAPKOTHKAMHU,
SKCTPArpyeT AaKTHBHBI WHIPEAMEHT W3 JIEKAPCTBEHHOH (HOPMBI, MHOTAA B MOIOTPETOM
pPaCTBOPHUTEIIE, a 3aTEM IPOIaThbIBACT IMOJYUYCHHYHO CMEChb WJIM BBOAUT €€ IMYTEM HWHBCKIHU.
Hanpumep, obbeanHeHne coctaBa ¢ pacCTBOPUTENIEM MPUBOAUT K OOPA30BAHUIO CMECH, KOTOpast
3a6I/IBaeT LIMTPpUIL WA IO UHBIM IPUYHUHAM HE NOAXOOUT AJId HHBEKIIUH. B HEKOTOPBIX BapHaHTax
peanM3auu COCTaB COBMECTHO C PACTBOPHUTENIEM OOpasyeT BSA3KHM Iejlb, YTO 3aTPYIHSET €ro
BBCACHHUE B LINPUL UKW BBITCCHCHHUE U3 LITIpULIA. B APYrux BapuaHTax pe€ajau3dalyi KOJIUYECTBO
¢unbTpara, MoONy4aeMOro Npu 3KCTPAKLUH, SBISIETCS OYEHb HU3KHUM, B PE3yJIbTaTe 4Yero JIHUIY,
3JIOYNOTPEOSAIONIEMy HAPKOTUKAMH, JOCTYIHO HEAOCTATOUYHOE KOJHYECTBO JKEIaEMOTO

AKTUBHOI'O UHI'PECAHUECHTA.

[00125] @usudyeckwe CBOWCTBA COCTaBa, NPEMATCTBYIOMIETO 3JOYNOTPEONIEHUIO, He
MO3BOJISIIOT JIMIY, 3JIOYMOTPEONSIOIMEeMy HAapKOTHKAMH, M3MeNbYaTh WJIM Hape3aTh COCTaB, a
3aTeM BIbIXaTb W3MENIbYeHHBIH Matepuan. Ilocie u3MeNnb4YeHHs] WM CXOXel (Qusndyeckoi
00pabOTKM COCTAaB MOKET CTAHOBUTHCS JIUTIKMM WJIM TMPUOOPETaTh CBOHCTBA BOCKA, KOTOPBIE
MPeOTBPAIIAI0T 00pa3soBaHNe AOCTYITHOTO JJIsl MHTAJISIIUN WU BABIXAHUS MOPOIIKA JIAXKe MPU

HaJIMYWHU BEIICCTBA, YJIIYHIIAOIICTO ChIMMYyYCCTh, TAKOTO KAaK TAJIbK WJIU XJIOPHUI HATPHS.

[00126] CooTBercTBEHHO, B HM300pETEHMHM TPEUIOKEH COCTAB, NPEMATCTBYIOIIHH

3JI0yNOTPEONIEHUI0, COAEpIKALINI JIEKAPCTBEHHOE CPEACTBO, W IO MEHbLIeH Mepe /Ba
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BCIIOMOTATEJIbHBIX ~ BEIIECTBAa, BBIOpaHHBIX w3 cioxkHOro osdupa IO, monokcamepa,
BOZIOPACTBOPUMOIO AHMOHHOTO TMOJHCaxapuaa M KapOOKCHMETHILEe 003l CornacHo
HEKOTOPBIM aCIIEKTaM COCTAB, MPEMATCTBY IO 37I0YNOTPEOICHHUIO, XapaKTePH3yeTCs HATHIHUEM
10 MEHbIIEH Mepe OJHOrO CBOWCTBA, BHIOPAHHOIO M3 IPYIIIbI, COCTOSIIEH M3 CIeOYIOmuX: (a)
HaJ4ue npouiis pacCTBOPEHHUS, B KOTOPOM IO MeHbIueil mepe 80% JieKapCTBEHHOTO CPENCTBa
BBICBOOOKIAETCSl B pacTBOp B TeueHune 45 muHyT; (b) MakcuManpHOE yCHine sl BBITECHEHUS
COCTaBa, MPEMATCTBYIOIIEro 3JI0YNOTPpeOIeHHIO, Yepe3 urity 26 kanubpa mpuMepHO Ha MOPSIIOK
BBILIE MAKCUMAJIbHOTO YCWIIHS [l MHBEKLUH HE MPEMSTCTBYIOLIErO 3JI0yNOTPeONIEHHIO COCTaBa
yepes unny 26 kamuOpa; (C) miomanb MoA KPUBOW 3aBHCHMOCTH YCHJIMS OT BPEMEHU IpU
BBITECHEHUU COCTABA, MPEMSATCTBYIOLIETO 3JI0yNOTPEOIEHHIO, Yepe3 Uiy 26 Kanudpa NprUMepHO
B 4 pasa BbIlIE IUIOLIAAN MO KPUBOH 3aBUCUMOCTH YCHJIMSI OT BPEMEHH NPH BBITECHEHUU He
NPETATCTBYIOLIETO 370y OTPEeOICHUIO COCTaBa yepes Urity 26 kanudpa, rae He MPensTCTBY LUt
3JI0yNOTPEOIEHHIO COCTaB MpeACTaBisieT coO0Ooi OTMIbTpOBaHHBI oOpaser;, (d) BsI3KOCThH
COCTaBa, MPEMATCTBYIOLIETO 3JI0YMOTPEOIEHHIO, MPUMEPHO HAa TPU IOPSIKA BBIIIE YeM B HE
NPETATCTBYIOIEM 3JIOyNOTPeOJICHUIO COCTaBe, IZI€ HE MPErsTCTBYIOLIUH 3JI0yNOTPeOIeHHIO
COCTaB MPEACTaBIsIeT COOON HePUIBTPOBAaHHBIN 0Opasel, (€) CMeCh COCTaBa, MPEISITCTBYIOIIETO
3JI0yNOTpeONIeHUI0, U BOIBI HE MOIXOAMT U MCIoib30oBanus B mmpuue; (f) menee 5 macc.%
COCTaBa, MPEMSATCTBYIOIIETO 3JI0YMOTPEOICHHIO, TPOXOAUT uepe3 | MM CUTO MOCIe H3MENTbYEeHUS
B TeUeHHe MPpUMEpHO 5 MUHYT; u (g) MeHee 10% JIeKapCTBEHHOTO CPENCTBA HKCTPArHPYETCs B

10 M1 BOZBI U3 CTAaHAAPTHOMU J03bI COCTABA, MPEMSTCTBYIOIIErO 3JI0YIOTPEOIEHHUIO.
HU3MEJIbYUEHHWE

[00127] W3menbueHue wiau aApoOJieHHE BKIFOYAeT (PU3MUECKOE pa3pyIIeHUE JIEKapCTBEHHOU
(dbopMbl U MOXKeT ObITh OCYINECTBJICHO PA3IMYHBIMU Criocobamu. M3MesbueHue MOXKeT ObITh
MPOBEAECHO MyTeM MPHIOKEHUST HATPY3KH Ha JIEKAPCTBEHHYIO (POPMY C HCTIOIH30BAaHUEM TBEPIOH
MOBEPXHOCTH. Hampumep, MOKHO HCTIOIB30BaTh KOQEMOJKY, CTYIKY C MECTHKOM WJIH JIOKKY B
yammke. B HEKOTOpPBIX BapHAaHTAX peajM3allii COCTaB, MPEMSITCTBYIOMIMH 3JIOYMOTPeOIEeHUTO,

MpeBpaIacTCs B racTy MnNpru U3MEJIIbYCHUH.

[00128] B HekOTOpBIX BapuaHTaxX peaju3aluy ONMCAHHBIM COCTaB, MNPENSATCTBYIOLIUN
3JI0yNIOTpeONIeHNI0, YCTONYNB K 00pa30BaHUIO AOCTYITHOTO AJISI MHTAJSALIH TOPOIIKA Jake MpU
U3MEJIbYEHUH COBMECTHO C BEINECTBOM, YJYYINAIOMIUM ChllydecTb. Heorpannumsaromue
MPUMEPBI BELIECTB, YAYUYIIAOIINUX ChIy4eCTh, BKIKYAKOT TaIbK U XJIOPUI HATPUsl. B HEKOTOPBIX
BAPUAHTAX pEaJM3allud COCTAB, MPEMATCTBYIOUINH 3JI0YNOTPEOISHUIO, MPEBPAINAETCS B MACTy

npu U3MEJIBUCHUH COBMECTHO C BEIIECTBOM, YJIYUIIAKOIINUM ChITy4Y€CTh.

18



[00129] B HexoTopbIX BapuaHTax peanusauuu MeHee 5 macc.%, 4 macc.%, 3 macc.%,
2 macc.%, 1 macc.% nmm 0,5 macc.% cocTasa, NPEnATCTBYIOLIETO 3JI0YIOTPEOIEHHIO, TPOXOAHUT

yepe3 1 MM CUTO NOCJIEe U3MENbUYEHMs B TEUEHHE IPUMEPHO 5 MUHYT.

[00130] B HexoTopbIX BapuaHTax peanusauuu MeHee 5 macc.%, 4 macc.%, 3 macc.%,
2 macc.%, 1 macc.% nmm 0,5 macc.% cocTasa, NPEenATCTBYIOLIETO 3JI0YIOTPEOIEHHIO, IPOXOIHUT

yepes 0,5 MM CUTO MOCJIE U3MENIbYEHUs] B TEYEHHE IPUMEPHO 5 MUHYT.

[00131] B HexoropeIx BapuaHTax peanuszauuu Oonee 95 macc.%, 96 macc.%, 97 macc.%,
98 macc.% um 99 macc.% coctaBa, MPEMSITCTBYIOLIETO 3JI0YMOTPEOICHHIO, YIEePKUBAECTCS Ha
1 MM cuTe 1ociie H3MeENbUYEHUSI B TEUEHHE IMPUMEPHO 5 MUHYT. B HEKOTOPBIX BapHaHTax
peamuzauuu 6onee 95 macc.%, 96 macc.%, 97 macc.%, 98 macc.% wnm 99 macc.% cocraga,
MPEISATCTBYIOIIETO 3JI0yNOTpeOIeHno, yaepxuaercss Ha 0,5 MM cuTe mocje H3MeNbYeHHUs B

TE€4YeHHe IPUMEPHO 5 MUHYT.
OKCTPAKIIUA/BO3MOXHOCTD UCITOJIb30BAHIMA B HITTPULIE

[00132] B HexoTOpBIX BapHaHTAaX peaM3aluy NpU OOBEIMHEHNH COCTABA, MPEIATCTBYIOIIETO
350ynoTpeOseHnto, ¢ pacTBopureneM obpasyercs TPyAHO (GuibTpyeMas cMecb. B HEKOTOpBIX
BApHAHTAX pealn3aluil KOMOHMHAIMS COCTaBa, MPEISITCTBYIOIIErO 3JI0yNOTPeOJeHU0, U

PaCTBOPUTEIIA HE MOAXOOUT AJIsA UCITOJIb3OBAHUA B LITNPULE, TaK KaK o6pa3yeT BSI3KUH TeJIb.

[00133] B HekoTOpBIX BapHWaHTaX peaTM3aLUd COCTAB OOBENUHSIIOT MpUMepHO ¢ 10 M
pactBopurensi, U MmeHee 50%, menee 40%, menee 30%, menee 20% wnu menee 10% moay4eHHOTO

pacTBOpa MOKET ObITh OTOOPAHO B LITPHLI.

[00134] B HEKOTOpBIX BapHaHTax peaJM3alUMd CTAaHJAPTHYIO 03y COCTaBa 3KCTPArupPyIOT
npumMepHo B 10 M1 pacTBopuTens, U Bbiaensercs Menee 50%, menee 40%, menee 30%, menee 20%
win MeHee 10% nexapcTBEHHOro cpeacTBa. B HEKOTOpBIX U3 BbIIIEYKA3aHHBIX BapUaHTOB
peanu3anuu OfHy MK OOJiee CTAaHAAPTHBIX 03 COCTABA, MPEMATCTBYIOLIETO 3JI0YNOTPEOISHHIO,

3KCTparupyroT B 10 mu1 pacTBOpUTEIS.

[00135] B KOHKpETHBIX BapHUAHTAX PeaTU3alMH PACTBOPUTEIH MPENCTABIISIET COOOH BOY HITH
40% pacTtBop 3TaHOoNa. Boma MOXeT MMETh TeMIlepaTypy OKPYKarOIIeH Cpeabl, KUMETb WU

MO3KET UMeTh TeMrepatypy 90-95°C.

[00136] B HexOTOpPBIX M3 BBILIEYKA3aHHBIX BAPUAHTOB PEAU3ALUHN PACTBOP QUIBTPYIOT NPHU
orbope B mmpuu. IIpumepsr GunbTpoB Brimro4arT 0,2-MHKPOHHBIH (GUIBTP, S5,0-MUKPOHHBIN

KPYIJIBIA (PUIIBTP, KYCOK BaThbl, CUTAPETHBIA (PUIIBTpP, BATHBIN TaMIIOH, TAMIIOH, TEKCTHJIbHBIN
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Marepuan Wi JOOH TPaguIUOHHBIA MaTepHal, HOCTYHHBINH B OBITY, KOTOPbIH MOXET OBITh

UCTIOJIb30BAaH B Ka4eCcTBe (DUITbTPA.

[00137] K mmpuiy moskeT ObITh IpucoenuHeHa uria 26, 23 wiu 18 xamubpa. Mrna 26 kanmubpa
SIBJIIETCSL TIPENMIOYTUTEBHON IS JIUL, 3JIOYMOTPEONSIOMMUX HAPKOTUKAMH, TaK KaK €e Jierde
BBOJAWTH U YOAJIATh, OHA YAOOHA B MCIOJIB30BAHUHU U B MEHbINEH CTEIICHH MOBPEXKAAET KOKY H
KPOBEHOCHBIE cocyabl. Wbl ¢ 60j1ee KPyIMHBIM THAMETPOM MOTYT OBITh HE HACTOJILKO yIOOHBI B
UCTIOJIb30BAHUU M MOTYT TMOBPEXNaThb KOXY U KPOBEHOCHBIE COCYIbl, B YaCTHOCTH, MpHU
MOBTOPHOM HCIOJIb30BAaHUU. B KOHKPETHBIX BapuaHTax peajiu3alliy COCTaB, MPEMSTCTBYIOIINI

3JI0YTIOTPEOJICHHUIO, BBITECHSIOT Yepe3 Urity 26 kaauopa.

[00138] B xoHKpeTHBbIX BapuaHTax peanusanuu MmeHee 10% nexcTpoamdpeTaMuHa BbIIEISETCS
IPU AKCTPAKIMU CTAHAAPTHOM O3Bl COCTaBa, MPEMSATCTBYIOLIEro 3j0ynoTpedaenuto, B 10 mi
BOABI C TEMIIEPATypol OKpysKawliell cpenapl. B KOHKpETHBIX BapHaHTaxX pealu3aluu Ipu
SKCTPAKIMM CTAHAAPTHOW JO3bI COCTAaBa, MPEMSTCTBYIOIIEro 3jo0ynorpednenuto, B 10 M
HarpeToii Boasl o0pasyercst HepuibTpyeMasi CMeCh. B KOHKpPETHBIX BApHAHTaX peali3alii MeHee
15%, menee 10% wunu menee 5% pexkcrpoamderaMuHa SKCTPArHPYETCsl U3 CTAaHTAPTHOM O3B
COCTaBa, MPEMATCTBYIOLIEro 3yoynorpednenuto, B 10 mMa Boabpl. B KOHKpeTHBIX BapuaHTax
peamuzaruu MeHee 15%, menee 10% wmn meHee 5% pekcTpoam@peTaMHuHa SKCTPArupyeTcst U3
CTaHIAPTHOM O3Bl COCTABA, MPEISITCTBYIOIIETO 3JI0yNoTpedienuto, B 10 M1 BOZBI 1 MOJKET OBITh

OT(UIBTPOBAHO.

[00139] B xoHKpeTHBIX BapuaHTax peanuzaiuu MeHee 5% wiu  MeHee 2,5%
aekcTpoaMpeTaMuHa SKCTPArHpPyeTcsi M3 CTAHAAPTHOH O3Bl COCTaBa, MPEMSTCTBYIOIIETO
3JIOYMOTPEONIEHNIO, B 5 MJI BOIbI TNPU KCIONB30BAaHUM WLl 26 kamuOpa. B KOHKpETHBIX
BapuaHTax peanuzaimu MeHee 20% wim MeHee 15% nekcTpoamdeTamMuHa SKCTPArupyeTcs: W3
CTaHIAPTHOH JO3bl COCTaBa, NPEIMSITCTBYIOIIErO 3JIOYNOTPEONIEHHI0, B 5 MJI BOABI TIpPHU
UCTIOJIb30BAHUH UTJIBI 23 KanuOpa. B KOHKpeTHBIX BapuaHTax peanusanun Mmeree 30% wim MeHee
25% nexcTpoaMderaMiHa SKCTParupyercss U3 CTAHOAPTHOW O3Bl COCTaBa, MPEMSTCTBYIOIIETO
3JIOYMOTPEONIEHNIO, B 5 MJI BOABI NPU HCTONb30BaHUM Wbl 20 kamuOpa. B KOHKpETHBIX
BapUaHTax peanuzauuu Meree 50% pekcrpoamdperaMuHa SKCTParupyercs U3 CTaHAAPTHOH 03Bl
COCTaBa, MPEMATCTBYIOLIETO 3JIOYNMOTPEOJICHUIO, B S M BOXBI INPH HCIOJB30BAHUU HIJIBI

18 xambpa.

[00140] B kOHKpeTHBIX BapuaHTaxXx peanmuzanuu MeHee 5%  nmekcrpoamderammuHa
SKCTPArHpyeTCsl U3 CTAHAAPTHON JO3bI COCTaBa, MPEMSITCTBYIOLIETO 3JI0YNOTPEOJICHUIO, B 5 MII

BOJBI ¢ TeMneparypoit 90-95°C npu ucnonb30BaHUU UIEl 26 uiH 23 kanuOpa. B KOHKpeTHbIX

20



BapuaHTax peanmzauuud MeHee 20% pekcTpoam¢peraMmHa SKCTPAarupyercs H3 COCTaBa,
NPEIsITCTBYIOIIEro  3joynoTrpediaenno, B S M Boasl ¢ Temmeparypoid 90-95°C  mpm

ucnoap3oBaHuu uribl 20 win 18 xamubpa.

[00141] B xOHKpeTHBIX BapHWaHTax peaqu3anuu MeHee 25% nmekcrpoamderammHa
SKCTPArHpyeTCsl U3 CTAHAAPTHON 03I COCTaBa, MPETSITCTBYIOLIETO 3JI0YIOTPEOTIEHUIO, B 5 MII
0,2% pactBopa OmkapOOHaTa HATPHSI K MOXKET OBITh OTPUIBTPOBAHO. B KOHKPETHBIX BapHaHTax
peanu3aluy CTaHAapTHask 1032 COCTaBa, MPEMSITCTBYIOIIETO 3JI0YNMOTPEOIEHUIO, COAEPIKAIIero
nekcrpoamdeTamMuH, obpasyeT HepUIbTPyeMbIi renb npu oobeanneHuu ¢ 2 mia 0,2% pactsopa
OukapOoHaTta HaTpusi. B KOHKpPETHBIX BapHaHTax peajlM3alluy CTAaHIApPTHas 032 COCTaBa,
MPEeMSATCTBYIOIIEr0  3JI0yNOTpeOIeHHI0,  coAeplkamero  aekcrpoamderamuH,  obpasyer

HepuIbTpyeMblii renb npu ooveaunenuu ¢ 5 mi 0,2% pactBopa OukapOoHaTa HATPHS.
TEITJIOBAA OBPABOTKA

[00142] B HekoTOpBIX ClAyYasx JHLA, 3JIOYNOTPEOSIONINEe KOHTPOJIUPYEMBIM BEIIECTBOM,
HAarpeBalOT JTaHHOE BELIECTBO M BBOMAAT MOJYYEHHYIO JKUAKOCTb MyTeM HMHBbekiuu. MHbexnus
PacIUIaBIEHHOTO COCTaBa, MPEIMSTCTBYIOIIErO 3JI0YHNOTPEONICHNIO, ONMHCAHHOIO B HACTOSINEH
3asiBKe, sIBJIsIETCS HeA((DEKTUBHOM, TaK KaK JIEKAPCTBEHHBIN MPOAYKT 3aTBEPAEBAET MPH YAAICHUH

M3 UCTOYHHKA TEIJIa U MOIMMaJaHHUU B UIJTY.

[00143] B HekOTOpBIX BapUaHTAX pPeaU3alUU COCTAB, MPEMSTCTBYIOUIUIN 3JI0YOTPEOIEHHUIO,
uMeeT TemmepaTtypy miasieHusi Oonee 60°C. B HEKOTOpBIX BapHaHTaX peajM3alUd COCTaB,

MPEMATCTBYIOIIHH 3JI0YIOTPEOIEHUIO, UMEET TeMIIeparypy IuiaBneHus npumepHo 70°C.
PACTBOPEHUE

[00144] Omnwmcanue  MeTOAMK  HCCIAenOBaHUST  NpoQuii  PAaCTBOPEHHUS  COCTABOB,
NPEMSITCTBYIOIUX 3JIOYMOTPEOICHHIO, M TPEenapaToB CPaBHEHHS W JaHHBIE O MPOPUIIX

PacTBOPEHMsI MOKHO HalTH B IPUMEPAX.

[00145] B HekOTOpBIX BapuaHTaX peau3alUU COCTAB, MPEMSTCTBYIOMUN 3JI0YOTPEOICHUIO,
uMeeT MpoduiIb PaCTBOPEHUs], B KOTOPOM IO MEHbIIEH Mepe mpumMepHO 93% nekapCTBEHHOTO
CpeAcTBa BHICBOOOXKAAETCS B PACTBOP B TeUeHUE 45 MUHYT. B HEKOTOPBIX BapHaHTaX peai3alun
COCTaB, NPEMATCTBYIOIIUN 3JI0YNMOTPEOJICHUIO, UMEeT MpOQUIb PACTBOPEHHS, B KOTOPOM IIO
MeHblIel Mepe mpuMepHo 80% JIekapCTBEHHOTO CPENICTBA BEICBOOOKIAETCSI B pACTBOP B TEUCHUE
20 MuHYT. B HEKOTOPBIX BapHaHTaX peajn3alUd COCTaB, MPEMATCTBYIOLINH 3JI0yOTPeOIeHHIO,
uMeeT MpoduiIb PaCTBOPEHUs], B KOTOPOM IO MeHbIIel Mepe nmpumepHO 80% JekapCTBEHHOTO

cpeacTBa BBICBOOOXHaeTcs: B pacTBop B TeueHne 10 MuHYT. B KOHKpPETHBIX BapuaHTax
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peanu3alyy B U300pETEHUH MPEIJIOKEH COCTaB, COIEpP KAIUN AeKCTpoaM(eTaMuH, MMEFOIUil
npo b paCTBOPEHUS], B KOTOPOM IO MeHbIIeH Mepe mpuMepHo 80% JeKapCTBEHHOTO CPENCTBA

BBICBOOOJKIAETCS B PACTBOP B T€UEHUE 45 MUHYT.
BA3SKOCTDH

[00146] I3mepeHHst BSI3KOCTH MOTYT OBITh HCIOJNB30BAaHBl MUl OMNHCAHUS COCTaBa,
NPEISTCTBYIOIErO 3JI0YMOTPEOICHNIO, U MPEAOCTABISIIOT LIEHHbIE NAaHHBIE JUI CPAaBHEHHS C
COCTaBaMHM, HE NPEIMSTCTBYIOIUMH 3J0yrnoTpednennto. OnucaHne yKa3aHHBIX METOAUK U
JAHHbIE, KACAIOILUECS UCIIONb3YEMBIX COCTABOB, IPUBEACHBI B TpuMepax. [1oBbIeHHas BA3KOCTh
UCIIOJI3YEMBIX COCTaBOB CBUAETENBCTBYET O 3aTPYJHEHHHM BBEACHUS NYTEM HHBEKLHU, YTO
CO37a€T JIOMOJHUTENbHBIE CJIOKHOCTH IUIS JIMLA, 3JI0YNOTPEeONAOIEero HAapKOTUKAMU, INpH
UCTIOJIb30BAHUM COCTaBa. B HEKOTOPBIX BapuaHTax peaju3aluu BSA3KOCTb COCTaBa,
NPETATCTBYIOIIETO 3JI0yNOTPeOIeHUIO, MPUMEPHO Ha TPH IMOPsIKA BbILIE YeM B COCTaBe, HE
IPETSITCTBYIOLIEM 3JI0yIIoTpebIeH0. B HEKOTOPBIX BapuaHTax peaju3aldy BS3KOCTb COCTaBa,
NPETATCTBYIOIIETO 3JI0YNOTPeOIeHNI0, IPUMEPHO HAa JABa MOPSIIKA BbILIIE YeM B COCTaBe, HE
NPETATCTBYIOLIEM 3JI0yNOTpeOneHn0. B HEKOTOPBIX U3 BBIIEYKA3aHHBIX BAPHAHTOB PEaTM3aLuH
BSI3KOCTb COCTaBa, HE INPEMATCTBYIOLIETO 3JIOYIMOTPEOIEHHIO, U3MEPSIOT B HE(QHIBTPOBAHHOM

oOpasue.

[00147] B HekOTOpbIX BapUaHTaX peaM3alUdUd BSI3KOCTb COCTaBa, MPEMSTCTBYIOLIETO
3noynotpebnenuto, cocrasysier 6oee 6000 cIl. B HEKOTOPBIX BapHaHTaX peau3aliH BSI3KOCTh
COCTaBa, MPEMSTCTBYIOLIEro 3Joynorpednenuto, cocrabyser Oonee S000 cIl. B HexoTOphIx
BAPUAHTAX pPEATM3aLNU BSI3KOCTh COCTABA, MPEISITCTBYIOIIETO 3JI0YNMOTPEOJCHUIO, COCTABIISAET
oosnee 4000 cIl. B HekOTOpBIX BapHaHTaX peaM3alMK BSI3KOCTh COCTaBa, MPEMSTCTBYIOIETO

3noynorpebnenuto, cocrapisieT donee 3000 clIl.
BO3MOXHOCTb BBEJIEHMA ITY TEM UHBEKIIUN

[00148] 3HaueHHs MaKCUMAaJbHOIO YCHIINS U IUIOMIANHU MO/ KPUBOM 3aBUCUMOCTU YCUIIHS OT
BPEMEHU TPU BBITECHEHWH COCTABOB, NPEIMSATCTBYIOMIMX 3JI0YNOTPEOIeHHIO, MOTYT OBITh
UCTIOJIb30BAHbI Ul OMHUCAHUS COCTABAa M TMPENOCTABISIIOT LICHHBbIC NaHHBIE JJISI CPABHEHHS C
COCTAaBOM, He MPETSATCTBYOIIHM 3J10ynoTpedaennto. OnucaHne METOIUK I CPABHEHHSI YCHIINH,
TpeOyeMbIX Uil BBITECHEHHS COCTaBOB, MPEISITCTBYIOIIUX 3JI0YNOTPEOIEHHIO, U MpenapaToB
CpaBHeHUs], mMpuBeAeHbl B mpumepe 4. JlaHHbIE IEMOHCTPUPYIOT, YTO Ui BBITECHEHUsI
00pabOTaHHOTO COCTaBa, MPEIATCTBYIOIIErO 3JIOYNOTPEOIeHUI0, uYepe3 uriay 26 kamudpa
Tpebyetcst Oonblee yCHIe Mo CPABHEHUIO C BhITeCHEHUEM 00pabOTaHHOTO OTPUIBTPOBAHHOTO

npernapara CpaBHEHHUsl 4epe3 WUIJy TaKoro e pasMepa. JTO MOATBEPIKIAET, YTO COCTaB,
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NPEISITCTBYIOIUN  3JI0YMOTPEOJICHUIO, HUMeeT JIyYlIHne XapaKTepUCTHKH, KaCAroIIHecs
BO3MOXKHOCTH HCIIOJIb30BaHUSI B IUNPHULE, IO CPABHEHUIO CO CPAaBHUMBIM COCTaBOM, HeE

NPETSITCTBYIOINM 3JI0YITOTPEOICHHUIO.

[00149] B HexkOTOpBIX BapHaHTaX peaIU3alUU CPEeAHEE MAKCUMAJIbHOE YCUJIUE IS
BBITECHEHHUS COCTaBa, MPEISITCTBYIOIIETO 3JI0YIOTPeONeHHI0, uepe3 urity 26 kandpa mpuMepHo
B 10 pas, 9 pas, 8 pas, 7 pas, 6 pa3, 5 pa3 unu 4 pasa BbILIE YEM CPEAHEE MAKCUMAIbHOE YCUIIUE
IUI UHBEKIMH COCTaBa, HE MPEISITCTBYIOIIEro 3J0ynoTpedieHuo, yepes uriy 26 kamudpa. B
HEKOTOPBIX BAPUAHTAX PeaM3aliU CpelHee MAKCUMAaJbHOE YCUJIME [JIsl BHITECHEHUs COCTaBa,
MPEeISATCTBYIOIIETO 3JI0yNnoTpedIeH 0, uepe3 uriy 26 kamudpa coctasisier oonee 40 H, 35 H,

30 H, 25 H nnu 20 H.

[00150] B HexOTOpBIX BapuaHTax peaju3aluy CPEaHss IUIOIAAb MOA KPUBOM 3aBUCUMOCTH
YCWIJINS OT BPEMEHH NPH BHITECHEHUH COCTaBa, MPETSTCTBYIOLIETO 3JI0yOTPEOICHHIO, Yepe3 UIITy
26 xanubpa B 4 pasa, 3 pasa wim 2 pasa BbILIe YeM CPEAHsIs IUIOIIAIb MO KPUBOW 3aBUCHMOCTH
yCHJINS OT BPEMEHH IPU BBITECHEHHH COCTaBa, HE MPEISITCTBYIOIIETO 3JI0yNOTpeOIeHHIO, Yepes
urny 26 xanubpa. B HEKOTOpBIX BapHaHTAax peaNn3aluy CPeqHsisl IUIOIAab IOA KPHBOM

3aBUCHMOCTH YCHJIMS OT BpeMeHu coctasisieT 6osee 250 H-c, 200 H-c, 150 H-c nnm 100 H-c.
KOHKPETHBIE COCTABBI

[00151] B HekOTOpBIX BapUaHTAX peau3alUU COCTAB, MPEMSTCTBYIOUIUIN 3JI0YOTPEOIEHHUIO,
COZIEP>KUT TIO MEHbIIENH Mepe Ba BCIIOMOraTeIbHBIX BellecTBa, BbiOpaHHbIX n3 Kollisolv P124,
Kolliphor EL, Kolliphor RH40, Tween 20, Gelucire 48/16, Gelucire 44/14, 0co00 OYHIIIEHHOTO
KyKypy3Horo Macia, Aerosil 200, Luxura, Xantural 75, Kelcogel CGHA, KMI] 7H3SF, Methocel
A4CP, sxenatuna Tuna B 220 6mrom u IT2I'6000.

[00152] B HekOTOpBIX BapUaHTaX peau3alUU COCTAB, MPEMSTCTBYIOMUN 3JI0YIOTPEOIEHHUIO,
COIEPIKHUT JIEKAPCTBEHHOE CPencTBO, CiokHBIA 3¢up [I3I, momokcamep U BOAOPACTBOPUMBIN
AaHWOHHBIH TONHMCaxapuA. B KOHKPETHBIX BapuaHTaX peanu3aluu CcJIoXHbIH >pup [0
MPeCTaBIsIeT COOOH MONMOKCUJICTeaparT; MOJOKCaMep MpeacTaBisieT cobol momokcamep 124; a
BOJIOPACTBOPUMbBI AHUOHHBIA IOJIMCAXapui TPEACTaBIsAeT COOOHW TeNJIaHOBYIO Kamenb. B
HEKOTOPBIX BapUAHTAX peaM3allii OTHOLICHHE MOJIOKCaMep: oJIcaxapu:Ciaoxubii 3¢up [1200

cocrasisieT npuMmepHo 40:30:30.

[00153] B HekOTOpBIX BapuaHTaX peau3alUU COCTAB, MPEMSTCTBYIOMUN 3JI0YIMOTPEOICHUIO,
COIEPIKHUT JIEKAPCTBEHHOE CPENCTBO, CIOXHBIA 3¢up I3 m BOmOpacTBOPUMBIH AHUOHHBIN

noJmcaxapua. B KOHKpeTHBIX BapHaHTax peainn3auuu cyiokHeid 3¢up [I21 npencrasnser codoit
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NOJMOKCUJICTEApaT, a BONOPACTBOPUMBIM AaHWOHHBIM TOJHUCAXapHl MpPeACTaBisieT CcoOoH
reJUIaHOBYIO KaMelb. B JOMONHUTENbHBIX KOHKPETHBIX BapUaHTaxX pealu3alid OTHOILIEHHe

cnoxubii 3¢up 131 BomopacTBOpUMBIH aHHOHHBIN MOJIUCaXapua cocTaBisieT mpuMmepHo 70:30.

[00154] B eme onHOM BapuaHTe peajH3alldU COCTAaB, MPEIMSATCTBYIOMUN 3JI0YMOTPEOICHUIO,
COIIEPKUT JIEKapCTBEHHOE cpenctBo, cioxkubil 3dgup IO u xapOokcumermiuemionosy. B
KOHKPETHBIX ~ BapuaHTax peanusaiuu cioxkHelid  3¢up II3IT mnpeacraBuser  coboit
MOJIMOKCUIICTeapaT. B  JOMONHUTENbHBIX KOHKPETHBIX BapHaHTAX peajlu3alyuy OTHOLIEHHE

cnoxnoro 3¢upa [I3I" k kapObokCUMeTHIIIEeITI0I03€ cCocTaBisieT mpuMepHo 70:30.

[00155] B HekOTOpBIX BapuaHTaX peau3alUU COCTAB, MPEISITCTBYIOUIUN 3JI0YIOTPEOICHHIO,
comepxkut yekapctBeHHoe cpenctBo, Kollisolv P124, Kelcogel CGHA u Gelucire 48/16. B
JOTIOJTHUTENBHBIX KOHKPETHBIX BapuaHTax peanusauuu otHomenue Kollisolv P124 x Kelcogel

CGHA u Gelucire 48/16 cocraBnser npumepHo 40:30:30.

[00156] B HekoTOpBIX BapHaHTaX peaju3aluy COCTAB, MPEMSITCTBYIOUIUI 3JI0yOTPeOIeHHUIO,
comep:ut JekapcrBeHHoe cpencto, Gelucire 48/16 u Kelcogel CGHA. B nomnosiHHUTENbHBIX
KOHKPETHBIX BapuaHTax peanusauuu otHomenue Gelucire 48/16 k Kelcogel CGHA cocrasnser

npumepHo 70:30.

[00157] B HekOTOpBIX BapuaHTAX peau3alUU COCTAB, MPEMSTCTBYIOUIUI 3JI0YIOTPEOIEHHUIO,
comep:kut JnekapcrBeHHoe cpenctso, Kolliphor EL u KMII 7H3SF. B nomogHUTENbHBIX
KOHKpPETHBIX BapuaHTtax peanuszauuu otHomenue Kolliphor EL k KMII 7H3SF cocrasnser

npumepHo 70:30.

[00158] B mobOoM u3 BbIIEyKa3aHHBIX BAapUAHTOB pPeATH3ALUN JIEKAPCTBEHHOE CPENCTBO
npeacTasisieT coOOl  KOHTponmupyemoe BemecTBO. KOHTponmpyemMoe BEImeCTBO MOXKET
HarpaBJICHHO BOSI[efICTBOBaTb Ha HEHTPAJBbHYIO HEPBHYIO CUCTEMY I/I/I/IJII/I MOIKET UCITOJIb30BATHCA
IUIsl JIEUYEHUs] TICUXUATPUYECKUX PACCTPOMCTB. lIpeanodTuTenpHO KOHTPOJUPYEMOE BEIECTBO
npeacrasisier cobod amperamMuH WM ero (papmManeBTHUECKH TNPUEMIIEMYIO COJib. boiee
NPEATNOYTUTENIFHO JIEKAPCTBEHHOE CPENCTBO MPENCTABISET COOOH AekcTpoaM(peTaMuH Wi €ro

(bapmaneBTHIECKH IPUEMIIEMYIO COJIb.

[00159] Hcnonb3oBaHue TEepMHMHA «IPUMEPHO» BKIIOYAET U ONHUCHIBAET 3HAYEHUE WIH
napamerp, Kak TakoBoe(-oi). Hampumep, «mpuMepHO X» BKIIFOYAE€T W OIUCBIBAET «X», KaK
TaKOBOW. B HEKOTOpBIX BapuaHTaxX pealn3aluy TEPMHUH «IIPUMEPHO», €CIU €ro UCHOJB3YIOT B
OTHOLIECHUH U3MEPSIEMOr0 Napamerpa Win Uit MOAU(UKALNN 3HAYESHHU S, BETMYNHBI, KOHCTAHTHI

VI JUarna30Ha BeJIMYHH, OTHOCUTCS K MOorperrHocT +/-5% mmn +/-10%.
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[00160] «AmderamMmuH» B HACTOSIIEM JOKYMEHTE UMeeT (hOpMYITy:

NH,

[00161] «JlexcTpoamdeTaMuH» B HACTOSIIIEM JOKYMEHTE MPEACTABIISIET COOOM S-3HaHTHOMED

am(peramuHa u umeeT GopMyIy:

NH,

[00162] B HekOTOPBIX BapuaHTaX peau3alUU COCTAB, MPEISITCTBYIOLUIUN 3JI0YIOTPEOICHHIO,
CONEPKUT OMHO WM OoJiee JIEKapCTBEHHBIX CPENCTB, BBIOPAHHBIX M3 TPYIINIbBI, COCTOSINEH H3
nekcTpoamdeTaMuHa caxapara, aMm@eTamMHMHa acrmaprara, aekctpoamperamuHa cynbdara u
amperamuHa cyibdata. B HEKOTOpPBHIX BapuaHTaxX pealu3alud COCTaB, MPEMSTCTBYOIIHUIT
3JI0yOTPEOIEHHIO, COIEPIKUT IBA JIEKAPCTBEHHBIX CPENCTBA, BHIOPAHHBIX M3 IPYIIIbI, COCTOSIIEN
u3 JekcTpoamderaMuHa caxapara, amderaMuHa acmaprarta, AekcrpoamderamuHa Cyjbdara u
amperamuHa cynbdarta. B HEKOTOPBHIX BapHaHTaX pealu3alUd JIEKAPCTBEHHOE CPEICTBO

npezacTaBisieT coOol nekcTpoamdperaMuHa CybQar.

[00163] B npennodTUTENBHBIX BApUAHTAX peAJIU3ALUU  COCTaB, MPENSATCTBYOLINN
3JI0yNOTPeONIeHNIO, BKIIIOYAET JIEKAPCTBEHHOE CPENCTBO, IMOJOKCaMep, BOAOPACTBOPUMBIN

AHMOHHBIN MoNMcaxapu U CIokHbI 3¢up [13I7. JlekapcTBEHHOE CPEACTBO MPENCTABIISAET COOOM

NH,

[00164] win ero papMareBTHYECKH MPUEMIIEMYIO COJTb.

[00165] B kadecTBe ajbTepHATHUBBI, JIEKAPCTBEHHOE CPENCTBO MPEACTaBIsieT CO0OM S-
SHAaHTHOMEP aMdeTaMHHa WIH ero (apMaLeBTHYECKH TMPHEMIIEMYIK) COJIb, TaKOW Kak
nekcrpoamberamut. CTaHmapTHas 032 JEKAPCTBEHHOTO CPEACTBA B COCTABE COCTABISET OT
npumepHo 10 mr go nmpumepHo 50 mr. CocraB, MPENsITCTBYIOIUH 3JI0YMOTPEOICHUIO, TMEET
dopmy kamcynbl. Kamcyna, Hanmpumep, mpencraBisieT CcOOOW JKEIATHHOBYIO —KaIlCyJy.
ITonoxcamep npeacrasisieT codoit mojokcamep 124. BogopacTBopuMblii aHHOHHBIN OJHCAXAPUTT
npencTaBisier coOoit reyaHoByro kamenb. Cnoxubii s¢up I[IDI mpencrasisier coboit
MOJIMOKCHUIICTeapar. OTtHoleHue MOJIOKCaMep:BOAOPACTBOPUMBIH AHUOHHBIN
nosyucaxapua:ciaoxubii a¢up 1917 cocrasnster npumepro 40:30:30. CocTaB, MpensTCTBYOMUN

3noynotpebnenuro, BkiroyaeT 33-43 macc.% momnokcamepa; 24-32 macc.% BOIOPAaCTBOPUMOTO
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AQHMOHHOTO monucaxapuna;, u 24-32 macc.% cnoxknoro 3¢upa 191, OTHOmEHME MmoJIoKcaMep
124:rennanoBasi KaMmenb.MoJUOKcWiICcTeapar cocrasiser npumepHo 40:30:30. Ilonokcamep
npexacrasisier codoii Kollisolv P124, BogopacTBopuMbIi aHUOHHBIH MOJIMCAXapU] TPEACTABIIAET

coboii Kelcogel CGHA, a cnoxnsiii a¢pup I3 npencrapnsier codoit Gelucire 48/16.

NH,

[00166]  JIOMOAHUTENBHBIN OPEANOUYTUTENBHBIN COCTAB BKJIIOYAET WUJIA €ro
S-sHaHTHOMEp (mekcTpoaMperaMuH) wid (HapMaleBTHUYECKH MPUEMJIEMYIO) COJIb B KadeCTBe
JIEKAPCTBEHHOI'O CpEACTBa, MOjJokcamep 124, rejulaHOBYHO KaMenb U IMOJMOKCHIICTEApaT, IAe
OTHOLIEHUE Mojokcamep 124:rennaHoBast Kamenb:MOJHUOKCUIICTEAPAT COCTABJISET NPUMEPHO
40:30:30. B HexoTOpBIX BapuaHTax peanusanuu nojokcamep 124 mpencrasnser coboit Kollisolv
P124, rennaHoBasi kamenp mpexncrasisier coboit Kelcogel CGHA, a mnonuokcuncreapar

npezcrasisier coboii Gelucire 48/16.
JAPYI'HE BAPUAHTBI PEAJIU3AIIUNA

[00167] Hecmotpsi Ha TO, uTO U30OpETEHNE OBLIO OMUCAHO B PAMKaX MOAPOOHOIO ONMUCAHMS,
IPEAIOJaraeTcsi, YTO BBIIIEYKA3aHHOE ONMCAHHE WJUTFOCTPHPYET U HE OTrPaHUYMBAET OOBEM
u300peTeHusi, KOTOPbIi ompeneieH o0beMOM mpuiiaraeMon ¢Gopmysbl u3odperenus. Jpyrue
aCTeKThbl, TMPEUMYINeCTBA W MOIU(PUKALMHK BKIIOYEHb B 00BEM HOCeayrouei ¢GopmyIibl

u300peTeHusl.
INPUMEPBI

[00168] Crenyromue npuMepsl MIPUBEACHBI IS JIyULIEro IOHUMAaHHUs BAPUAHTOB pean3alui,
OINHCAHHBIX B 3as1BKE, C TEM MPEATIONIOKEHHEM, YTO TPAJHLIMOHHBIE CIIOCOOBI, XOPOIIO U3BECTHBIE
CHEeLHAINCTaM B OOJIACTH TEXHHUKH, K KOTOPOH OTHOCATCSI MPUMEPHI, MOHATHBI JJIsI YUTATEJIS.
Ilpennonaraercsi, 4TO KOHKPETHbIE MAaTepHUalbl U YCJIOBUs, ONHCAHHBIE Najie€ B HACTOSIIEM
NOKYMEHTE, AEMOHCTPUPYKOT B KadeCTBE MPUMEPOB KOHKPETHBbIE AaCHEKTbl BAapHUAHTOB
peanusalyy, OMNMCAHHBIX B HACTOSALIEM AOKYMEHTE, U UX HE CIENyeT pacCMaTpuBaTb Kak

OrpaHUYMBAIOLINE OOOCHOBAHHBIN 00BEM H300pPETEHUS.
HNPUMEP 1: IPOTOTHIIBI 1-10

[00169] B mpumepax, NpHUBENEHHBIX B HACTOSLIEM AOKYMEHTE, OMMCAHBI JECATH COCTAaBOB
nekcrpoamdeTaMuHa Ccynbdara, NPENMATCTBYIOLINX 3JIOYNOTPEONICHUI0, C HEMEJIEHHBIM
BBICBOOOXKICHUEM.

Marepuanbl 1 000py10BaHHe
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Bcnomozamenvnsie u JIeKapcmeennole geniecmed

[00170] Ha3zBanust BCHOMOraTeNnbHbIX BEIIECTB, UCMOIb3YEMBIX B YKA3aHHBIX UCCIEA0BAHUSIX,

¥ IPOU3BOANTENEH MOAPOOHO onucaHsbl B Tabmuie 1.

Ta6.1mua 1. I[aHHble 0 NAPTUAX BCIIOMOraTE€JIbHBIX H JICKAPCTBCHHLIX BCIIECTB,

HCMOJIB3YEMBbIX IIPH NOATOTOBKE COCTABOB.

Martepuan IIpoussoauTenn
Kollisolv P124 BASF
Kolliphor EL BASF
Kolliphor RH40 BASF
Tween 20 Croda
Gelucire 48/16 Gattefosse
Gelucire 44/14 Gattefosse
Oco00 o4HIIEHHOE KYKYPY3HOE
MacJio Croda
Aerosil 200 Evonik
Luxura Arthur Branwell and Co.
Xantural 75 Kelco
Kelcogel CGHA Kelco
Methocel A4C P Colorcon
KMII 7H3SF ASHLAND
1121 6000 Renex
Hexctpoamderamuna cyibdar Cambrex

Obonouku kancyin

[00171] OOonouku Kamcyi, UCIOJb3YEMblE B UCCIEAOBAHUU COBMECTUMOCTH C OOOJOYKON

KarcyJ1, nogpoOHO OMHCaHbI B TaOULE 2.

Ta6.1mua 2. I[aHHble 0 NAPTHUAX KAIICYJl, HCIIOJIb3YEMbIX B HCCJICA0BAHHUH COBMECTUMOCTH €

000J10YK0i1 KaTCY.JI.

Martepuan IIpousBoanTenn
Benbie sxenatuHOBBIe Karcybl Conisnap pasmepa O Capsugel
Benbie kancyer u3 I'TIMI] VCaps Plus pasmepa 0 Capsugel

Kneawue mamepuann

[00172] Ha3panus MCXOAHBIX MaTE€pPUAJIOB, UCIOJNB3YEMBIX B YKA3aHHBIX MCCIEIOBAHUAX, U

poU3BOIUTENEH MOAPOOHO onucaHbl B Tabume 3.
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Tabauua 3. /lanHbIe 0 NAPTHIAX KOMIOHEHTOB AJIsl KJIESIHX PACTBOPOB.

Martepuan IIpoussBoauTenn

CrepwibHast BOma st . .
p Fresenius Kabi Ltd.

uppuraropa
Kenatun 220 Gimrom Gelita
EtOH 99% VWR
Pharmacoat 603 Shin-Etsu

Cnoco0bl
IHonyuenue negpacosannvix cmeceit

[00173]  Tlomywamu 30 r COCTaBOB-IIPOTOTHIIOB, copepkamux 5,455% (macc./macc.) AOU (nns
nesieBoit 10361 30 Mr Ha kancyiy). OTHOIIEHUs] BCTIOMOTaTeNIbHbIX BEIECTB YKa3aHbl B TAOIHUIE
4. Kolliphor RH40 narpesanu B neuu npu 50°C nepen ucnonszoBanuem. [Ipotorunsr 1, 2, 6, 7, 9
u 10 cMemuBany U HaMOJIHSINA IIPU KOMHATHOU Temnepatype. [Ipororune 3, 4 u 5 HarpeBanu 10
45-55°C nnsa mnasnenus [T u Gelucire, mocie yero cmeummBaiu U HanonHsuid. [Ipororun 8
CMeIIUBaIN U HanodHsun npu 75-85°C. BecnomorarenbHble BeIeCTBa CMELIHBAIU APYT C APYTOM
Ha BopTekce nepen BeeneHueM A®U. Ilocne BBenenuss A@H Bce MPOTOTUIIBI CHOBA HEAOJIO
nepeMeluBaId Ha BopTekce st yBiaxkHeHus A®U. 3atem HedacoBaHHBIE CMeCH st
MPOTOTHUIIOB MEPEMEIINBAIIN C BBICOKUM CIIBUTOBBIM YCHUJIMEM B TeUeHUe | MUHYTHI HA CMECHUTele

Silverson.

Taﬁ.ﬂnua 4, OTHOLIEHHE BCIIOMOraTedbHbIX BEIIECTB B 1€CATH COCTABAX-INIPOTOTHUIIAX.

Ne mporoTuna BcnomoraresibHbIE BemecTBa
1 Kollisolv P124:Luxura (60:40)
2 Kollisolv P124:Kelcogel CGHA (70:30)
3 Gelucire 48/16:Kelcogel CGHA (70:30)
4 Kolliphor RH40:Kelcogel CGHA (60:40)
5 Gelucire 48/16:KML] 7H3SF (60:40)
6 Kolliphor EL:Xantural 75 (60:40)
7 Kolliphor EL:KMII 7H3SF (60:40)
8 Gelucire 48/16:112I" 6000:Xantural 75 (20:40:40)
9 Tween 20:Aerosil 200:Kelcogel (58:2:40)
10 KykypysHoe macno:Kolliphor EL:Methocel A4CP (40:30:30)
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[00174]  CocraBsl pototunoB 9 u 10 perynupoanu, nodasmisst Tween 20 win Kykypy3HOe
MAacJio, COOTBETCTBEHHO, MJIsi YJIYYIICHHs MPUTOMAHOCTH uisi 0oOpabOTKM W HaroiHeHus. B

PE3yabTAaTE MOJYyYanu KarcCyJibl C MOHUKCHHBIM COACPIKAHHUEM JICKAPCTBEHHOI'O BEIIIECTBA.
Hanonnenue u ckneneanue Kancyji

[00175] HedacoBaHHble CMeCH NerasupoBaJid B BaKYYMHOH Kamepe Mepel HAIOJTHEHUEM.
TepMmormacTuyHple MPOTOTUIBI  AErasUpoOBaMd IIOCJIE€ HArpeBaHUsT B KAHAJIbHOH IEYH.
HedacoBanubie cMecu BBOIWIM MPHU MOMOINU INMNpHUa B kenatuHoBble U [ TIMI] kancyssl B
neneBoM konruectse S50 mr (£7,5%). TepmoruracTudHble MaTepUabl TOAIEPKUBAIN B HATPETOM
COCTOSIHUM Ha BOJSHON OaHe BO BpeMsl HaroiHeHWs. HamonHeHHblE Karcyibl CKJIEHBAIH C
UCTIOJIb30BAHIEM COOTBETCTBYIOLIETO CKJIEHMBAOLIEr0 pacTtBopa (¢ skenatuHoM wmiu I'TIMII) u

OCTAaBJIsLJIN CYILIHUTBHCS HAa MOAAOHAX HA HOYb.
Hccneoosanue coemecmumocmu ¢ 0007104KaAMuU Kancyi

[00176] Tlocne CymikH KJIeeBOrO COSAMHEHUS KATCyJbl PACCHINAIH Ha MPOSBISIOINY IO Oymary
U BBOJWIH B yCJIOBUA BakyyMa Ha 20 MuUHYT npu -22,5 aroiima pT.cT. Bece kancynbl, B KOTOPBIX
O0OHapy KUBAJIN YTEUKH, YAAJSUIN U3 TIAPTHH, a OCTABILIMECS] HCCIIEIOBAIM HA HAJINYNE TPU3HAKOB
XPYIIKOCTH WM paspymenus. [locne mepemaum Kamcys B OTAEN pa3paOOTKH aHATMTHYECKHX
METOJIMK OCTAaBIIMECS KAICYJbl M3 KaKIOH MapTHUH MOMEIIATu B OyThUIM M3 JKEJITOrO CTEKJIa,
3aKpbIBaU MapadUHOBOH TUICHKOH W WHKYOupoBaiu B kiaumarudeckoMm Ookce mpu 40°C/75%
OTH.BJI. B TeUE€HUE ABYX Henenb. [locne 3Toro KancyJsisl MpUBOAMIN K KOMHATHOH TeMIieparype, a

3aTeM UCCIIeIOBAIN Ha HAJIUYUE MPU3HAKOB XPYIKOCTH.
Pacmeopenue

[00177] IlpenBapurenbHble HUCMBITAHUS PACTBOPEHUs] MPOBOAMIN A npoTroTunos 1-10 B
anmapare [I1 USP (tabnuna 5). ITpototuns! 1 u 4 uccnenoaiu B Tpex MOBTOPHOCTX. OCTaIbHBIE
COCTaBbl AHAJIM3MPOBAIN B JIBYX MOBTOPHOCTSAX WM OFHOKpaTtHO. OOpasimsl oObemMoM 2 mi
BBOJIWJIM CHCTeMy Oe3 IOMOJHUTEIbHON MoAroToBkH obOpasuo. Yciosuss BOXKX B anammse
pactBopenus Bkirouann koyoHKy Agilent Eclipse XDB-C18 4,6 mm x 250 mum (5 MkM), pacxon
1,5 mu/muH, Temneparypy konoHku 40°C, obobem mpobsl 100 Mkn, nerexktupoBaHue B YD-
obmactu pu 210 HM, aBTOMaTHYECKHUN OTOOP MPOO MPU KOMHATHON TEMITEPATYPE U MOABHKHYIO
¢aszy, Bxmrouaromyo 1,1 r 1-remrancynsdponara HaTpusi B cmecu 575:25:400 Boma:ykcycHas

KucyioTa:Meranon ¢ pH 3,3.

Tabauua S. Meroanka ucciaenoBaHusi pacTBOpPeHHs ¢ Mcnoyb3opanuem annapara I USP.
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Cpena: 0,01M x510poBOIOPOAHAs KHCIIOTA

OOBeMm cpenbr: 250 mn

BpemenHbie HHTEpBAJIBL: 5,10, 15, 20, 30 u 45 munyT

O6Bem mpoOBs: 2 M1, BBOIWJIU O€3 IOTOTHUTEIbHOM

MOJTOTOBKH 00pasia

CKopocTb MOTpyKEHUS: 30 dpm

Pasmep cura: 840 MM

PuUIbTPOBAHUE! 35 MkM QUIBTPBI B U3MEPHUTEIIBHOM 30H/IE
Baszkocmb

[00178]  V3mepeHue BS3KOCTH MPOBOAWIN Ha mporpammupyemom peomerpe Brookfield DV-
II Ultra Programmable Rheometer mox ymnpasnenuem nporpammsoro odecneuenus Rheocalc
Bepcun 3.3 cOopka 49.0 (Brookfield Labs, 1999) c¢ wucnonb3oBanmem mmusgens CP-52.
UuctpymenT kamubposanu mpu 25°C ¢ UCMoONb30BaHMEM CTaHmapra ¢ Bs3KOCThEO ~5000 cll
(RRM5907, maptus 110514, Brookfield, romen mo 10 mas 2016 roma). Ilepen kakmbiM
U3MEPEHNEeM HACTPaMBAIM MOAXOSIIYI0 CKOPOCTh YBEIHUYEHHs YHCIa OOOPOTOB B MHHYTY
(06./mMuH). BeencTsie aHaIMTUYECKUX MPOOJEeM, CBSI3aHHBIX C KpaiHe BBICOKOW BSI3KOCTBIO,
o0pasubl anamusuposaiu npu S0°C, 3a uckmoyeruem 1003/057/08, kOTOpBIiT aHATHM3UPOBAITH TIPU

80°C.
Pe3yabTaTsl H 00cyKaeHUE
IHonyuenue nepacosannvix cmeceil

[00179] Teoperuyeckue KOIMUECTBA, (PAKTHUECKHE UCIIOIb3YEeMbIe KOTHUYECTBA, (PAKTHUECKUE
OTHOLICHHs BCIIOMOTATEJbHBIX BEINECTB M COOTBETCTBYIOLIHE AO3bI B KamCysax MOIpoOHO
omucaHbl Hwke B Tabmumax 6-15. Tlocne monydeHuss Kakayro w3 He(acCOBAHHBIX CMecei
MepPEeMENTNBAIU C BBICOKUM CIIBUTOBBIM yCHJIHEM B TeueHue | munyThl. TemmepaTypsl 10 U ociie
TepeMEITUBAHUS C BBICOKUM CIBUTOBBIM YCUJIMEM YKa3aHbl U MOAPOOHO OmUcaHbl B Tabimie 16.
Ha cramuu nonydenuss HedacoBaHHOH cMecH ObUIO OOHapy)keHO, 4to mpototunsl 9 u 10
SIBJISTFOTCSI CIMIIKOM BSI3KUMHU, YTOOBI X MOXKHO ObLIO 3((hEeKTUBHO MEPEMEIINBATh C BHICOKUM
CIIBUTOBBIM YCHIIUEM, TIO3TOMY JOOABJISUTH AOMOJHUTEIbHBIE aTUKBOTH Tween 20 1 KyKypy3HOTO
Maciia, COOTBETCTBEHHO, 1O TOJyYeHHs] CMECH, KOTopas mnonmaBanack obpaborke. Crnemyer
OTMETHTD, YTO B 3TOT MOMEHT KonndecTtBo ADPU He perynupoBanu (22,3 u 22,9 Mr Ha Karcydy,
COOTBETCTBEHHO). Takke ObuUIO OOHApY’KEHO, YTO MPOTOTHN 4 Ha 3TOH CTaguH HUMENl OYeHb
BBICOKYIO BSI3KOCTb, TEM HE MEHEe, ero MOKHO ObLIo Oe3 mpobiieM mepemMernuBaTh U BBOJUTH B

LImpuL, TAKUM o6pa30M, COCTaB CMECH HC U3MCHSJIIN.
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Tabanua 6. Teopernueckoe u pakTHUECKOE COAEPKAHHE KOMIIOHEHTOB B nporotuie 1.

Kollisolv P124:Luxura 60:40
% Kon-so Dakr. DakT. OTH. Con. akT. B- Ho3a
(mace./ ucn. | Becwl, | Bciom. B-B B
(r) Ba (%
macc.) KOJI-BO | C/H (% Kart.
Teoper. Macc./macc.)
TeopeT. (r) Macc./macc.) (mr)
AU 5,4550 | 1,6365| 1,6362 | El/171 551 30,0
Kollisolv 124 | 56,7270 | 17,0181 | 17,0672 | EI/043 60,2
Luxura 37,8180 | 11,3454 | 11,2914 | EI/043 39,8
Bcero 100,0000 | 30,0000 100,0

Ta6auua 7. Teoperuueckoe U pakTHUECKOE COAEPKAHNE KOMIIOHEHTOB B POTOTHIIE 2.

Kollisolv P124:Kelcogel CGHA 70:30
dakr.
Con.
% dakr. OTH. Ho3a
Kox-Bo aKT. B-
(macc./ HCIL Becbl, | BCmom. B
(r) Ba (%
macc.) KOJI-BO ¢/H B-B (% KAar.
TeopeT. macc./
TeopeT. (r) macc./ (mr)
macc.)
Macc.)
ADU 5,4550 1,6365 1,6311 | EI/171 5,4 29,9
Kollisolv P124 66,1815 | 19,85445 | 19,8186 | EI/043 69,9
Kelcogel CGHA | 28,3635 8,50905 8,5305 | EI/043 30,1
Bcero 100,0000 | 30,0000 100,0

Tabanua 8. Teoperuueckoe u pakTHUECKOE COAEPKAHHE KOMIIOHEHTOB B NPOTOTHIIE 3.

Gelucire 48/16:Kelcogel CGHA 70:30
dakr.
Con.
% dDakr. OTH. Ho3a
Koa-Bo aAKT. B-
(macc./ HCIIL. Becwl, | BCmom. B
(r) Ba (%
macc.) KO0.JI-BO c/H B-B (% Kaf.
TeopeT. macc./
Teoper. (r) macc./ (mr)
Mmacc.)
Mmacc.)
AU 5,4550 1,6365 1,6324 | EI/171 541 299
Gelucire 48/16 66,1815 | 19,85445 | 19,8835 | EI/043 70,1
Kelcogel CGHA | 28,3635 8,50905 8,4982 | EI/043 29,9
Bcero 100,0000 | 30,0000 100,0

Tabanua 9. Teopernueckoe u pakTHUECKOE COAEPKRAHHE KOMIIOHEHTOB B NPOTOTHIIE 4.

Kolliphor RH40:Kelcogel CGHA 60:40
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dDakr.
Con.
% dDakr. OTH. Mo3a
Koa-Bo aKT. B-
(mace./ HCIL Becwnl, | Bciom. B- B
(r) Ba (%
macc.) K0.1-BO c/H B (% Kal.
TeoperT. macc./
TeopeT. (r) macc./ (mr)
Mmacc.)
Mmacc.)
AU 5,4550 1,6365 1,6335 | EI/171 541 299
Kolliphor RH40 56,7270 | 17,0181 | 17,0153 | EI/043 59,9
Kelcogel CGHA | 37,8180 | 11,3454 | 11,3702 | EI/043 40,1
Bcero 100,0000 | 30,0000 100,0

Tabanua 10. Teopernueckoe u pakTHYecKoe coaepKaHHe KOMIIOHEHTOB B IPOTOTHIE S.

Gelucire 48/16: KMII 7H3SF 60:40

dakr.
Coa.
% dakr. OTH.
Koa-Bo akt. B- | [lo3a
(macc./ HCIL Becob1, | Bcom. B-
(r) Ba (% | B kam.
macc.) KOJI-BO ¢/H B (%
TeopeT. macc./ (mr)
TeopeT. (r) macc./
macc.)
Macc.)
AU 5,4550 1,6365 1,6288 | EI/171 5,4 29,8
Gelucire 48/16 | 56,7270 | 17,0181 17,0637 | EI/043 60,0
KMII 7H3SF 37,8180 | 11,3454 | 11,3576 | EI/043 40,0
Bcero 100,0000 | 30,0000 100,0

Taéauua 11. Teopernueckoe u pakTHUYECKOE COAepKAHHE KOMIIOHEHTOB B MPOTOTHIE 6.

Kolliphor EL:Xantural 75 60:40
®daxr.
aAKT Con.
% OTH.
Koun-Bo dDakr. akt. B- | J/loza
(macc./ Becwl, | Bcrom. B-
(r) HCIL. KOJI- Ba (% | B Kam.
Mmacc.) c/H B (%
TeopeT. BO (I) macc./ (mr)
TeoperT. macc./
Mmacc.)
Mmacc.)
AU 5,4550 1,6365 1,6291 | El/171 5,4 29,9
Koliphor EL | 56,7270 | 17,0181 17,0294 | EI/043 60,0
Xantural 75 37,8180 | 11,3454 11,3454 | EI/043 40,0
Bcero 100,0000 | 30,0000 100,0

Tabauua 12. Teopernueckoe u pakTHYeCKOe coaepKaHHe KOMIIOHEHTOB B IPpoTOTHIE 7.

Kolliphor EL:KMII 7H3SF 60:40
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dDakr.
Con.
% OTH.
Kon-Bo dDakr. akt. B- | Jlo3a
(macc./ Becwl, | Bcrom. B-
(r) HCI. KOJI- Ba (% | B Kam.
Mmacc.) c/H B (%
TeopeT. BO () macc./ (mr)
TeoperT. macc./
Mmacc.)
Mmacc.)
AU 5,4550 1,6365 1,6346 | EI/171 5,4 29,9
Kolliphor EL | 56,7270 | 17,0181 17,0465 | EI/043 60,0
KMII 7H3SF | 37,8180 | 11,3454 11,3517 | EI/043 40,0
Bcero 100,0000 | 30,0000 100,0

Tabanua 13. Teoperuueckoe u pakTHYeCcKOe coaepKaHHe KOMIIOHEHTOB B NpoToTHIE 8.

Gelucire 48/16:112T" 6000:Xantural 7S (20:40:40)

dakr.
Coa.
% dakr. OTH.
Kox-Bo akt. B- | [o3a
(macc./ HCII. Becbl, | Bcmom. B-
(r) Ba (% | B kam.
macc.) KOJI-BO ¢/H B (%
TeopeT. macc./ (mr)
TeopeT. (r) macc./
macc.)
macc.)
AU 5,4550 1,6365 1,6412 | EI/171 5,5 30,0
Gelucire 48/16 18,9090 5,6727 5,6639 | EI/043 19,9
1216000 37,8180 | 11,3454 | 11,3910 | EI/043 40,1
Xantural 75 37,8180 | 11,3454 | 11,3505 | EI/043 40,0
Bcero 100,0000 | 30,0000 100,0

Tabauua 14. Teopernueckoe u pakTHUECKOE cOaepKaHHEe KOMIIOHEHTOB B MPOoTOTHIE 9%,

Tween 20:Aerosil:Kelcogel (58:2:40)
Con.
daxr. .
% (macc./ | Koa-Bo dakr. Akt OTH aAKT. B- flosa
Becnbl, | Bciom. B-B B
Mmacc.) (r) HCIL. KOJI- Ba (%
c/H (% macc./ Kar.
TeopeT. TeoperT. BO (I) macc./
Mmacc.) (mr)
Mmacc.)
AU 5,4550 1,6365 1,6382 | EI/171 41 21,7
Tween 20 54,8361 16,4508 27,9073 | EI/043 70,1
Aerosil 1,8909 0,5673 0,5684 | E1/043 1,4
Kelcogel 37,8180 11,3454 11,3493 | EI/043 28,5
Bcero 100,0000 30,0000 100,0

Ipumeuanue: M3-3a npobiem ¢ 06pabOTKOM BBOAWIN AOTIOJHUTETbHBIH
Hocurelnb. Cenyer oTMeTuTh, uTo coaepskanne ADU cocrasisino 4,1%, a

COOTBETCTBYIOIIAsi HOMHUHAJIbHAS 1033 CHUXKAnack 1o 21,7 mr*
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Tabanua 15. Teopernueckoe u pakTHYecKOe coaepKkaHHe KOMIIOHEHTOB B nporoTune 10*.

Kykypy3noe maciao:Kolliphor EL:Methocel A4CP (40:30:30)

dDakr.
Con.
% dakr. OTH. HMo3a
Koa-Bo aKT. B-
(macc./ HCIIL. Becwl, | Bcnom. B
(r) Ba (%
macc.) KO0J1-BO c/H B-B (% Kam.
TeoperT. Mmacc./
Teoper. (r) macc./ (mr)
Mmacc.)
Mmacc.)
AU 5,4550 1,6365 1,6353 | El/171 421 229
Kyxkypy3sHoe macio 37,8180 | 11,3454 | 20,6441 | EI/043 54,8
Kolliphor EL 28,3635 8,5091 8,5250 | EI/043 22,6
Methocel A4CP 28,3635 8,5091 8,5052 | EI/043 22,6
Bcero 100,0000 | 30,0000 100,0

Ipumeuanue: M3-3a npobiem ¢ 00pabOTKOM BBOAWIN AOTIOJHUTEIbHbBIN
Hocurenb. Crenyer orMeTuTh, uto copeprkanne APU cocrassiio 4,2%, a
COOTBETCTBYIOLIAsi HOMHHAJIbHASI 1033 CHIDKAIACh 10 22,9 mr*

Ta6auua 16. Temnepatrypa npu cMeIeHHH ¢ BBICOKHM CABHIOBBIM YCHJIHEM.

Temnepartypa nepen Temnepartypa nocae

Ne npororuna | Homep naprun CMeLIeHHeM ¢ CMeIleHHs ¢ BBICOKHM

BBICOKHM CABHIOBBIM | CIBHIOBBIM yCHJIHEM
yeuauem (°C) ©0)
1 1003/057/01 21,5 31,1
2 1003/057/02 21,5 26,4
3 1003/057/03 49,7 43,1
4 1003/057/04 54,6 52,9
5 1003/057/05 45,3 42,0
6 1003/057/06 21,4 32,3
7 1003/057/07 21,5 31,7
8 1003/057/08 81,6 79,6
9 1003/057/09 28,8 30,0
10 1003/057/10 22,0 30,2

Hanonnenue u ckneuneanue Kancyji

[00180] Bcnencreue kpaiine Bszkod npupoasl ADF (n Hammuus mOBEpPXHOCTHO-aKTHBHBIX

BEIECTB) MOTYT BO3HHKATh CIIOKHOCTH BO BpEMs Jerasalliy, B YaCTHOCTH, Ha J]AOOPaTOPHOM

O6OPYI[OBaHI/II/I, B KOTOPOM HEJIb3s OAHOBPEMCHHO MPOBOAUTH MNEPEMEIINBAHUEC, HArpEBAaHUC U

nerazaipio. B cimydae Oojee KpymHBIX MAapTHH 3Ta MpoOiieMa CTAHOBUTCS MEHEe 3HAUYMMOU
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Onaromapsi UMCMOJb30BAHUIO CMECUTEJBHBIX COCYAOB C pyOallikoil, KOTOpble MOKHO
NepeMeIInBaTh, CO3AaBasi BAKYyM H peryupys temnepatypy. Obpadorka cocraBos 1, 4 u 7 Obuia
0COOEHHO 3aTPyIHUTENbHOW W3-3a BBICOKOH Bs3KOCTH. COrJIaCHO pPEKOMEHIANMsSM KPYITHBIE
CMeCHUTENIbHBbIE COCY/bI (OTHOCUTENLHO Pa3MepoB He(haCOBAaHHOW CMeCH) MPH KCIOJIb30BAHUU
ClieyeT mepeMelnaTh, 4YTOObl B BEPXHEH dYacTH cocyda ObUIO JOCTATOYHO CBOOOIHOTO

NPOCTPAHCTBA, B KOTOPOM BO BPeMsI A€Ta3alllH MMy3bIPbKH MOTJIN OBl PACTH H JIONAThCS.

[00181] CocraBbl BBOmUAM B >xenatuHoBble U ITIMI kancynel pasmepa O BpydHyH C
UCTIOJIb30BAHUEM IINPULIEB A0 JOCTIXKEHHUS LeneBor maccel 550 mr (= 7,5%). Hanonnenue
KarcyJl BCEMH COCTaBaMH YKAa3aHHBIM CIOCOOOM OBLIO 3aTPyAHEHO, HO BO3MOXKHO. bbuio
NOKa3aHO, 4TO NpoToTurel 1 u 7 co3maBanu Oosplle MpoOsieM, U COrJIACHO OXHUIAAHUSM HX
BBEJIEHUE C MCIIOJIb30BAaHUEM MAIlUHBI JJIs HAanoJHeHus kancyn Hibar 6e3 moaudukamnuii Morio
ObITh Hed(pdexTHBHBIM. TeM He MeHee, mPOTOTUN 4 ObUT TEPMOIUIACTUYHBIM, U XOTS €r0 TPYAHO
ObUIO BBOAWTH BPYYHYIO, 3Ta OIeEpalus NPOXOAMJA Jierde NpPU HCIOJIb30BAHHM HArpeToi

3arpy304HON BOPOHKHU.

[00182] Ilocne HamOIHEHUS KAICYJIbl CKIEUBAJIH KETATUHOBBIM CKJIEUBAIOIIUM PaCTBOPOM Ha
7a0OpaTOpPHOM  MOJyaBTOMaTHuYeckoil ckieuBaromeil wmammue Qualiseal u  ocraBsuH

3aTBEPAEBATh B OKPYIKAIOIINX JJAOOPATOPHBIX YCIOBUSIX HA HOUb.
Pacmeopenue

[00183] IIpororunsl 1-10 BBOAMIM B ammapar AJis PacTBOPEHHUs, a 3aTEM aHAJU3UPOBAIH
nyreM BOXX uepes 45 munyr. B Tabmuue 18 cBeneHbl HaYallbHBIE PE3YJIBTATHI PACTBOPEHUS

yepes 45 MUHYT.

[00184] Hecmorpss Ha TO, 4YTO B OOpa3lax MNPOTOTHNA | HEBOOPYKEHHBIM B3TJISIIOM
HaOmronanu pactBopeHue uepes 45 muHyT, npu aHammse BOXKX stux o0pa3noB BO3HUKAIU
CJIO)KHOCTH (TIOCJIE BBOZA HECKOJNBKHMX NpoO KOJOHKa 3abmBanack). IIpoBommmu mpocTyro
o0paboTky obpasua mnyreM IueHTpudyrupoBanusi mnpodupok ¢ mnpodamu st BIXKX wu
MIOCJIEAYIOLIErO BBEIEHHsI MPOOBI Yepe3 UIJy B PACTIONIOKEHHBIN BbIIIE YYACTOK KOJOHKH, HO U B
3TOM ciy4ae kojonka BOXX ObicTpo 3abuBanace, u mojiHas BRIOOPKA JAHHBIX HE MOTJIa OBITh
nonyyeHa. B cinydae panbHeHIIEro M3yudeHHs AaHHOTO MPOTOTHNA MOXKET MOTPeOOBaThHCs

JOTIOTHATETbHAsI pa3paboTka criocoda BOKX.
[00185] B cnydae mportorumna 2 99,5% BBICBOOOKAEHHE JOCTUTAIOCH Yepe3 45 MUHYT.

[00186] HecmoTps Ha TO, 4TO B Cliydae MPOTOTUIA 3 B LMJMHIAPAX COXPAHSJICA OCTATOK,

u3MepeHHoe BeIcBOOOkaeHne cocTaBisuio 100,4% vepes3 45 MUHYT.

35



[00187] B npotorumne 4 HaOmMODaNM 3HAYUTENBHOE MEHOOOPAa30BaHKE, OH IMEPENUBAJICS W3
ammapara JJisl paCTBOPEHHsI U, TAKIM 00pa3oM, KOJIMYECTBEHHbBIC JaHHbBIE YKa3aHbl He Obutu. 1 B
STOM CJIy4ae, €CJIU NaHHBIN MPOTOTUT OyAeT BIOpPaH ISl JaIbHEHUIIETO UCCIISTOBAHUS, TO MOKET
noTpebOoBaThCS AOMOJHUTENbHAS Pa3padoTKa croco0a UCTIBITAHUS YKa3aHHBIX KATICYJ, 8 TaKXkKe

I[O6aBJ'IeHI/Ie MPOTHUBOINICHHOI'O arc¢HTa.

[00188] [lna mpororuMma S 1O 3aBEPIICHUMM MCCIEAOBAHMS PACTBOPEHHUS COXPAHSIOCH
S3HAYUTECIIBHOC KOJIUYCCTBO OCTATKA, U UBMEPCHHBIC 3HAYUCHUA BbICBO60)KI[eHI/I$I 6bI.]'II/I HHU3KHUMHU

(31,3% u 25,9%) uepes 45 MuHyT.

[00189] B mpototurne 6 BricBOOOKIeHNE OBbLIO HU3KUM 4yepe3 45 munyT (59,0% u 65,5%), Ho
TIOCJIE 3aBEPIICHHUST UCTIBITAHUS COXPAHSIIOCh HEKOTOPOE KOJIMUECTBO OCTaTKa. MOXKHO 0XKHUIATh,
YTO YMEHbILIEHHE KOHLeHTpauuu Xantural 75 B coCTaBe MOXET CHHUXKATh IMPOYHOCTb OCTATKA U

yJIy4IIaTh TPOQ b BHICBOOOKAECHUS.

[00190] IIportoTun 7, BEpOATHO, PACTBOPSUICA HE MOJHOCTBIO, COXPAHSIICS MOXOKUH Ha rellb

OCTaTOK, HO U3MEPEHHOE BBICBOOOKAEHUE COCTABISLIO 94,6% uepe3 45 MUHYT.

[00191] [lns mpororuna 8 Obwio ompexeneHo ciaboe pacTBopeHue uepe3 45 muHyT (20,3,

28,9), o 3aBepIIeHUH UCTIBITAHHUS COXPAHSIICS OCAZOK, UMEBIIUI (OpMY KarcCyibL.

[00192] Hakonenu, mporotunsl 9 u 10 UMeNW TOHUKEHHYIO KOHLIEHTPALUIO AKTUBHOIO
BEIIECTBA U3-3a OOABJIEHUS TOMOJHUTENIbHBIX BCIIOMOTaTeIbHBIX BEIECTB-HOCUTEIEH BO BpeMsI
cvmeweHnusi.  Ilocme  BBeneHMST  COOTBETCTBYIOIIEH — IMOMPABKU  HM3MEPEHHBIE  3HAUYEHUS

BbICBOOOKAeHUs [y1st TpoToTumoB 9 u 10 cocrassiu 107,0% u 101,4%, COOTBETCTBEHHO.

Ta6auua 18. HauanbHble pe3yjibTaThl PACTBOPEHUS COCTABOB-NMPOTOTHIIOB U3

KEJIATHHOBBIX 000J104€K.

Ne BbicBoOo:xkaeHne yepes 45 MUHYT

R Haoaroaenus
npororuna | (% OT 3asiBJIEHHOT0 3HAYEHHUS)

BusyanpHO npOUCXOIUIIO TOJTHOE

1 H/
A pacTBOpeHUe uepe3 45 MUHYT.
[lepByto TpeLIKHY B KanCyJie OTMEUain
4yepes 2 MUHYTHI, Yepes3 3-4 HaOmronanu
00pa3oBaHue MJIOTHOW CYCIIEH3HH B
nepeMeLaroLIeMCsl LIUITUH/IPE.
) 99 5 P A0 111 | Ap

2

CoxpaHsich HeOOJbIINE OCTATKU
KariCyJibl, HO BU3yaJIbHO MOJIHOE
pacTBOPEHHE MPOUCXOAMIIO Yepe3 45

MUHYT.
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100,4

bbu10 3aMeueHo, 4TO Karcynia npuaunaia
K CTE€HKE LIUJIMHApPA Yepe3 | MUHyTy.
Kancyna tpeckanach yepe3 2 MUHYTHIL.
Yepes 10 MUHYT B HUIUHAPE OCTABAJICS
KPYIHBIN KYyCOK KarcyJbl COBMECTHO C
MEJIKOAUCIIEPCHOMN CYyCIIEH3UEH.
BusyanpHo uepes 45 MUHYT OCTaBajCs
TOJIbKO HEOOJIBINOH KYCOK KarCyJIbl.

H/J

[TepByI0 TpEIIMHY B KANCyJIe OTMEUan
yepe3 2 MUHYTHL, dyepes3 3-4 HaOmoaanu
00pa3oBaHue MJIOTHON CYCIIEH3HH B
HepeMeINarIeMCs ITHHIPE.
CoxpaHssimich HEOOJbIINE OCTATKU
KarCyJibl, HO BU3yaJbHO MOJHOE
pacTBOpEHHEe MPOUCXOIUIIO Yepes 7
MUHYT. OTMeYaH My3bIpeHne
TIOBEPXHOCTHO-aKTHBHOTO BELIECTBA.

31,3, 25,9

Bo Bpemst ucnibiraHust HaOJIHO DA
HeOOoJbLIOe My3bIpeHHe, uepe3 45 MUHYT
COXPaHsJIOCh 3HAYUTEIbHOE KOJTUYECTBO
OCTaTKa.

59,0, 65,5

Bo Bpewmst ucnbiTanus HaOJFOAATH
HeOOJIbIIOe My3bIpeHUe, U Yepe3 45
MUHYT COXPAHsUICSA MOXOKUN Ha relb
OCTAaTOK.

94,6

[lepByro TpelMHy OTMEUau yepes 2
MUHYTBI, IpUMEPHO Yepe3 10 MuHyT
HaOJIFO 1AM, YTO CONEPIKUMOE KariCyJibl
pacnon3anocs 1o cury. Yepes 30 MuHYT
COZIEPKUMOE KaICyJibl 3aMETHO
PacTBOPSIOCH, HO BO BpEMsl OLIEHKH
LUJIMHAPA [1OCJIE 3aBEPLIECHUS
WCTIBITAHUS OTYETIINBO HAOJFOIAIIH
OCTaToK.

20,3, 28,9

Yepes 45 MUHYT COXPaHSLICA OCTATOK,
UMeBIINH (OpPMY KarcCyibl

107,0

[lepByto TpelLIMHY B KanCyJie OTMeUain
4yepe3 2 MUHYTHI, Yepes3 3-4 HaOmonanu
00pa3oBaHue MJIOTHOW CYCIIEH3HUH B
MepeMeLaroLeMCsl LIUIUH/IPE.
CoxpaHsich HeOOJbIINE OCTATKU
KarcyJibl, HO BU3YaJIbHO MOJIHOE
pacTBOpeHHe MPOUCXOAUIIO Yepes 7
MUHYT. OTMeYau My3bIpeHHE
MOBEPXHOCTHO-aKTHBHOTO BEILECTBA.
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IlepByto TpeminHy BU3yaJIbHO
10 101.4 Habmronanu yepe3 2 MuHyThI. [lonHoe
pacTBOpeHue, MO-BUAUMOMY,

npoucxoauno 3a 10 MunyT.

Bazkocme

[00193] IIpenBapurenbHO M3MEpSIM BA3SKOCTb BCEX JAECATH  COCTABOB-IIPOTOTHIIOB.
Hcneiranue Bsizkoctu coctaBos nposoaunu npu 50°C, a He npu 25°C, u3-3a O4€Hb BBICOKOM

BsizkocTH 00pasuoB. [Ipororun 8 ucnerreiBasiu ipu 80°C Benencreue Hammuust [1910 6000.

[0100] B nenowm, O6bu10 MOKa3aHO, YTO MPOTOTUIIEI 00JIAAIOT CBOWCTBAMHM Pa3KIDKEHHS TIPU
cnBure (T.e. BI3KOCTb YMEHBIIAETCS NP YBEIMUYEHUH MPUJIAraeéMOro CBUIa), YTO TUITUYHO AJIS
ADF. Ilporotun 1 wuMen kpailiHE BBICOKYK) BSI3KOCTb IO CPaBHEHHIO C OCTaJbHBIMU
aHAJIM3MPYEeMbIMH O0pa3laMy, M €ro MOXKHO OBLIO OLIEHHBATH TOJBKO B OYEHb HEOOJBIIOM
MHTEpPBaJe HU3KUX ckopocteii (Tabnuua 19). Iporotuns! 2 1 3 ©MenH BI3KOCTh CXOKET0 MOPsAKa
B CXO’JKeM Jauamna3oHe ckopocreii capura (tadbmuist 20 u 21). ITpototuns! 8 U 9 umenu BI3KOCTb,
CXOXKYI0 C 2 M 3 y BepXHEro Inpenena auamna3oHa ckopocreil (tabmuuel 23 u 24), HO Oonee
BBICOKYIO BSI3KOCTb 10 CPABHEHUIO € 2 M 3 MPHU HU3KHUX 00./MHH, 3TO MO3BOJISIET MPEIIOIOKUTh
OoJee BBICOKYIO BSI3KOCTh MPH OTCTAMBAHUH M MOBBILICHHBIH YPOBEHb Pa3KIKEHHsI PU CIIBUTE.
BsizkocTe npotoTumna 6 Obuia Bbiie YyeM ajisi 2, 3, 6 1 9 BO BCeM AMana3oHe CKOPOCTEH CIABUTa

(Tabauia 22).

[0101] AHayu3 npoToTUIoB 4 1 7 ObUT 3aTPYAHUTEIBHBIM, TIOAXOISIINN CIIOCOO YCTAaHOBJIEH
He ObL1 u3-3a HEOONMBIIOro oObeMa NOCTYMHbIX 00pa3ioB. IIpoToTun 4 ObUT 3ePHHUCTHIM, UMEI
cnabble KOTe3UBHBIE CBOWCTBA, 5TO O3HAYAET, YTO OH OBICTPO TEPSUT TEKY4ECTh MPH IMOIMBITKAX
npoBeneHust aHanusa. [Iporotun 7 ObUT HCKIFOYUTENBHO BSI3KUM, IMPEAMOJOKUTEIBHO 3Ta
npoOJieMa MOKET ObITh pelIeHa MyTeM MOIU(UKALIUN OTHOIIEHHH BCIIOMOTaTENIbHBIX BELIECTB HA
cnenyrwoinel cranuu pa3padorku. KomudecTBo MpoTOTUTIA 5 TIOCIE HAMONIHEHUS KaICyJibl ObLIO
HEJIOCTATOYHBIM, YTOOBI MOKHO OBLJIO OLIEHWUTH BSI3KOCTh AAHHOTO MpoToTuna. HakoHew, aHanmu3
npororuna 10 6but 3aTpyaHeH. {1t moaydeHus: NPUroaHbIX JaHHBIX O peosioruy npororumna 10
notpebyercs Goiee TarenpHas pa3padoTka crocoda uccienoBanus u odbpasern 0oyiee KpymHOTo

pasmepa.

Tabanua 19. Pe3yabTaThl HCC/IeJ0BaHHS PeOJIOTHH NPOTOTHIIA 1 NMPH U3MEeHEeHHH

CKOpPOCTH nEPEMEINBAHUSA.
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Cranus Bsiskocts (cII) Cxopocts (00./Mun) Cxepyuusarommii
MoMeHT (%)
1 7352202,0 0,01 74,1
2 3671140,0 0,02 74,0
3 2437504,6 0,03 73,7
4 1818206,5 0,04 73,3
5 2381280,0 0,03 72,0
6 3507427,0 0,02 70,7
7 6925556,0 0,01 69,8

Ta6anua 20. Pe3yabTaThl HCCJIeJ0BAHNS PEOJOTHH NPOTOTHIIA 2 NPH U3MEHEHUH

CKOpPOCTH nNE€PEeMELINBAHUA.

Cranus Bsizkocts (cIl) Cxopoctb (00./MuH) CKI‘:)(?::::}((::)““
1 4709,64 7,50 35,6
2 3175,04 15,00 48,0
3 274288 22,50 62,2
4 2387,89 30,00 72,2
5 2632,64 22,50 59,7
6 2877,38 15,00 435
7 3651,30 7,50 27,6

Taéauua 21. Pe3yabTaTsl HCCJIEJ0BAHNS PEOJIOTHH MPOTOTHIIA 3 PH U3MEHEHUH

CKOpPOCTH nEepeMEelINBaAHUSA.

Cragus Bsiskocts (cII) Cxopocts (00./Mun) Crpysmparommi
MoMeHT (%)
1 6330,24 5,00 31,9
2 4613,73 10,00 46,5
3 4028,33 15,00 60,9
4 3715,79 20,00 74,9
5 3995,26 15,00 60,4
6 4613,73 10,00 46,5
7 6032,58 5,00 30,4

Tabanua 22. Pe3yabTaThl HCCJIEJ0BAHHS PEOJOTHH NMPOTOTHIIA 6 NMPH U3MEHEHUH

CKOpPOCTH nEepEeMEINBAHUSA.
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Cranus Bsiskocts (cII) Cxopocts (00./Mun) Cxepyuusarommii
MoMeHT (%)
1 51594,40 0,50 26,0
2 37405,94 1,00 37,7
3 32808,75 1,50 49,6
4 29617,17 2,00 597
5 27543,47 2,50 69,4
6 26359,45 3,00 79,7
7 26511,58 2,50 66,8
8 27285,50 2,00 55,0
9 28575,36 1,50 432
10 31452,74 1,00 31,7
11 38497,36 0,50 19,4

Taoauna 23. PesyibTaTel Hec1e10BAHUS PEOJOTHH NMPOTOTHNA 8 MPH H3MEHEHUH

CKOpPOCTH nNepeMelinBaHus.

Cranus Bsszkocts (cIl) Cxopoctb (00./MuH) Crepyuusaronmii
momeHT (%)
1 10021,22 1,00 10.1
2 5671,65 7,33 41,9
3 4833,98 13,67 66,6
4 4365,68 20,00 88,0
5 4536,39 13,67 62,5
6 5048,98 7,33 37,3
7 7441,50 1,00 7.5

Tabanua 24. Pe3yabTaThl HCCJIEI0BAHHS PEOJIOTHH MPOTOTHIIA 9 NPH U3MEHEeHHH

CKOpPOCTH nEepeMEINBAHUSA.

Craaus Bsizkocts (cll) Cxopoctb (00./MHuH) Cxpyausarouumii
MoMeHT (%)
1 16272,08 1,00 16,4
2 6335,91 7,00 447
3 4327,52 13,00 56,7
4 3806,91 19,00 72,9
5 3278,23 25,00 82,6
6 3655,47 19,00 70,0
7 3900,11 13,00 51,1
8 5442,93 7,00 38,4
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9 22126,06 1,00 223

b 2

Tabauua 25. Pe3yabTaThl HCcc/IeA0BAHHS peoJioruy npororuna 10 npu usMeHeHUH

CKOpPOCTH NNEPEMELINBAHUSA.

Cranus Bsizkoctn (cII) Ckopoctsb (00./MuH) anfz;:::l(?;:)nn
1 5873,82 5,00 29,6
2 756,16 23,75 18,1
3 431,90 42,50 18,5
4 239,75 61,25 14,8
5 182,32 80,00 14,7
6 226,79 61,25 14,0
7 410,89 42,50 17,6
8 994,29 23,75 23,8
9 4722,87 5,00 23,8
Kparkmue uroru
[0102] Ilocne cpaBHEHUS M OLIEHKU MMOJYYEHHBIX BBILIE PE3YJIbTATOB COCTABBI-IPOTOTHUIIHI 2,

3, 6, 7 u 10 Obutn OTOOpaHbI NS najbHelmel pa3padborku. Takoe perneHue ObUIO CAENAHO C
y4eTOM IOJIy4E€HHBIX paHee Pe3yJIbTaTOB PACTBOPEHHS, a TAKXKE MPOCTOThI 00PabOTKH BO BpeMsi

CMELICHHA, A€ra3alilii U HAaIIOJIHCHUS.

[0103] Kpome Toro, OBUIO pemIEeHO COXPAHUTb MAKCUMAJIbHO IIMPOKHHA  CIIEKTP
rejaeo0pas3yronuX areHTOB MPHU HCIOJIb30BAHMM YKA3aHHOTO TOHM)KEHHOTO YHCJIA OCHOBHBIX
npotoTHunoB. 110 3Toi MpuYHMHE B CIEAYIOMUN payHA ONTUMHU3ALMH ObUT BKIIFOYEH MPOTOTHII O,
TaK KaK OH cozieprkan Mmoaudukarop Bsiskoctu Xantural 75 (KOTOpBIH OTCYTCTBOBAJ B POTOTHIIAX
2,3, 7 unm 10). B otoOpanHOM mpotoTHrie 9, KOTOpbIH UMen OoJiee MPennoYTHTEIbHBIN MPOpUIIb
pacTBOpEeHHsI Ha AAHHOW cTamuu, ucnosb3oBaics Kelcogel, koTopeiii yke MpUCYTCTBOBAN B
nportoture 3 1 ObUT BBIOpaH ISt NajbHENIIero uccaenoBanus. OKUaanoch, 4YTO MOKHO MOHU3HUTh
KOHLIEHTPALMIO MOAU(HUKATOpa BA3KOCTH B MPOTOTUIE O UIS MOJYUYESHHUS KEIAeMOro mpoQuis
BBICBOOOXKICHHST W TOANEPKAHWS TPH 5TOM BBICOKOH BSI3KOCTH M XapaKTEPHUCTHK,

NPEMSATCTBYIOIIUX 3JI0YNOTPEOICHHUIO.

[0104] bruil0 pexKOMEHIOBAHO W3MEHHUTb OTHOLIEHHs BCIIOMOTATEJbHBIX BELIECTB B
npotoTune 7 i MOHW)KEHUs] OTHOCUTENBHOTO coiepykaHusi momudukaropa Bsskoctu (KMIL]

7H3SF) B coctaBe. HecMOTpst Ha TO, 4TO BBICBOOOXKIEHHE YKA3aHHOTO MPOTOTHIA MPOXOIUIIO HE
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HACTOJIBKO 3((PEKTUBHO, KaK B HEKOTOPBIX IPYIHX CIyYasiX, KpaiiHe BhICOKAs BI3KOCTh MO3BOJISIET
MPEANOJIOKUTh, YTO CYIIECTBYET BO3MOXKHOCTb CHIDKeHUs koHUeHTparmu KMIL] 7H3SF, uro,

COTJIACHO OXKHJIAHHUSIM, MOKET 00eCTIeunBaTh YIIyULIEHHbIH TPOQUIb PACTBOPEHHUS.
INPUMEP 2: TPOTOTHIIBI 2, 3,6,7 U 10

[0105] B nannHOM npumepe NpOAEeMOHCTPUPOBAHBI ONTHUMU3ALMS W HCCIEAOBAHHUE ISITU

OCHOBHBIX TPOTOTUNOB 2, 3, 6, 7 1 10.

[0106] ITonyuanu ysenuuennsie naptuu (100 r, 50 r u 30 r) nporotunos 2, 3, 6, 7 u 10 nns
Jy4LIer0 MOHUMAHMSI XapaKTepUCTHK 0OpabOTKH M HAIOJHEHMs COCTaBa. Y Ka3aHHbIE COCTABbI-
NPOTOTHIIBI U3yYaJM B UCCIENOBAHUM PAacTBOpPeHMs U dkcTparuposBanu B 3 ma 40% EtOH (ans
CHUMYJISILIUY TTONy4eHHsI HeOONbLIOro oobema il HHbEKLUN) U MPOBOANIM HAYAJIbHYIO OLIEHKY
BO3MOKHOCTH 3KCTPAKLUH PACTBOPUTENSIMH (IUIsl ONpeNeseHus] CIOCOOHOCTH IMpPEeIsITCTBOBATh
3J10ynoTpeOsIeH 0 ). 3aTeM UCTIONb30BAIIH PE3yJIbTAThl YKa3aHHBIX U3MEPEHHUH IS ONTHMHU3ALNN
COCTABOB IyTE€M pEryJUpPOBAHUsI OTHOLIEHUI BCIIOMOTAaTEIbHBIX BELIECTB W/WIM 3aMEHBI
BCIIOMOTaTEJIbHBIX BELIECTB M JOCTH)KEHHS JKeJTaeMbIX Npo(duiell pacTBOPEHUS M 3aIMUTHI OT

3JI0ynOTpeOneHus!.

[0107] C yueToM pe3yJbTaTOB YKa3aHHBIX HCHBITAHUH OOpasLbl KaXkJOro MPOTOTHUIIA,
JAI0IUe HAWITYYIINe Pe3yJbTaThl, HCIBITHIBAIN B KPATKOCPOYHOM HCCIEIOBAHUU 3AIIHUTHI OT
3noynotpebnenusi. CornacHO pe3ysibTaTaM YKa3aHHBIX HCCJIENOBAHHUM, a TakKe IaHHBIM
HaOJTIOIEHUsT 32 COCTaBaMH M MPUTOJHOCTH AJisi paboThl/00padorku mportotumn 2 (ctamust 3),
npororun 3 (cragust 1) u nporotun 7 (ctagust 1) AeMOHCTPUPOBAIHM MPEBOCXOAHBIE TPOQIIN

pacTtBopeHust u xapakrepuctuku ADF.

[0108] IMporotumsl 6 1 10 ObLIM UCKITFOYEHBI U3 NalbHEHIIEN pa3paboTKU Ha TAHHOU CTaIUU.
[IporoTun 6 pacTBOPSIICS HE MOJTHOCTHIO 32 45 MUHYT Ha JIFOOOU U3 cTaauil pa3padOTKH, KpoMe
TOrO, 3HAYMUTENIbHbIE KOJMYECTBA HaWjydiero obpasua (ctamus 3) MOIJIH ObITh BBEACHBI
IITTPHL/SKCTPArHPOBAIUCH B BOJAE B YCJOBUSX OKPYJKArOIIeH cpembl. YiydlneHue mnpoduiis
PacTBOPEHHsI JAHHOTO COCTaBa BEPOSITHO MPUBEAET K YXYIIICHUIO OCTAJIBbHBIX XapPAKTEPUCTUK
ADF, ecniu He BHOCHUTD CYIIECTBEHHbIE U3MEHEHHs B cocTaB. HecMoTpst Ha MHOTOOOeIaro i
npodue pacTBopeHus, padota ¢ nmpororunoM 10 Oputa 3arpyaaUTENBHON. OTMEYANIOCH, YTO OH
pasznensieTcsi MpH OTCTaWBAHWH, W 3HAUYUTEJbHbIC KOJHMUYECTBA HauOoJee MPEeArnOYTUTEIbHOTO
oOpasua (cTamust 3) MOTYT OBITh BBEEHBI LINPHULY/3KCTPArUPOBATHCS B TOPSUYEH BOJE U B BOZAE B
YCIOBHSIX OKpY’Karowiei cpenpl. [TonbITKH yIy4YIINTD TEXHOJIOTHYECKUE XaPAKTEPUCTHKH IyTEM
CHIDKEHHSI COZlEpKaHMsI MOAN(UKATOPa BSI3KOCTU € OONBIIONH BEPOSTHOCTBIO MOTYT YBEJIHYUTH

MOTEHUHAJ [JIs1 SKCTPAKLIAU.
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Marepuansi 1 000py10BaHHe
Hcxoonsvie mamepuainst

[0109] Hanabie 00 wucxomubix Matepuaiax (RRM), Homepe mapTum TpOH3BOAHTEIIS,
MPOU3BOAUTENIE U CPOKE TOAHOCTU MAaTEPHAJIOB, UCTIOJIB3YEMbIX B YKa3aHHBIX HCCIICOBAHMUSIX,

nopoOHO OMKCaHbI B Ta0HIe 26.

Tabauua 26. IlonpodHoe onucaHue NAPTHH BCIOMOraTeJbHbBIX U JIEKAPCTBEHHBIX

BE€HIECTB, HCIIOJIB3YEMbBIX B JAHHOM HCCJICA0BAHHUH.

Marepuan DyHkuus Ipoussoauresn
Kollisolv P124 Hocurens BASF
Kolliphor EL Hocurens BASF
Gelucire 48/16 Hocurens Gattefosse
Ocob
co00 OYHIIEHHOE KYKYPY3HOe HocuTens Croda
Macilo
Xantural 75 MonudukaTop BI3KOCTH Kelco
Kelcogel CGHA Monudukatop BI3KOCTH Kelco
KMII 7H3SF Monuduxatop BI3KOCTH ASHLAND
Methocel A4CP MonudukaTop BI3KOCTH Dow
XKenatun tTuna B 220 Gmrom KoMmoHeHT kJiesitero pacTeopa Gelita
CrepunbHast Boga st
KOMITOHEHT KJlesiiero pacTeopa Flowfusor
uppuratopa
AOCONIOTHBIN 3TaHOJ KomrmoHeHT kiesiero pactsopa Fisher
Pharmacoat 603 KoMIOHEHT KJiesiero pactTeopa Shin-Etsu
benas/6 Coni
enas/6enas Conisnap (xenarhy) O06omouKka KarncyJibl Capsugel
pasmepa 0
b /6 VCaps Pl
eJ(I;ﬂ em;ﬂpasMaeI;)Sa Ous OO6onouka KancyJsl Capsugel
AbGcomoTHbIl 3TaHoa (Emprove) | PacTBopuTenb Iist SKCTPaKLIUU Merck
OtdunpTpoBana B
. 0
Bona MilliQ PactBopuTens aist skCTpakuu HabOpaTopHb
YCJIOBUSIX B I€Hb
UCTIOJIb30BAHUSI
Hexctpoamderamuna cyibdar AU Cambrex
Cnoco0bl
Ionyuenue nepacosannsvix cmeceil
[0110] [Monyyanu Tpu maptuu npotoTunos 2, 3, 6, 7 u 10 Bo Bpems ¢pa3bl ONTUMH3ALMH.

OTHOLIEHHUST BCIOMOTaTEIbHbBIX BCHICCTB OJIA K&)I(I[Oﬁ CTaauu OIITHMU3allMHi CM. B Ta6m/1ue 27.
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BcromorarenbHble BeliecTBa BBONWIM B IIOMEUYEHHbIE OYTBUTM M3 JKEITOrO CTEKJIa W
NepeMEIINBAIN C BBICOKUM CIBUIOBBIM YCHUJIMEM, IIOKA OHM BHU3YaJIbHO HE CTAaHOBMIIUCH
FOMOTreHHBbIMU. [[7151 Ka’KA0ro coCTaBa OTMEYaIu TEMIEPATYPY A0 U MOCIE CMELIEHUs C BBICOKUM
CIIBUTOBBIM YCHJINEM, a TAK)Ke MPOAOIDKUTENBHOCTh cMetnenus. Gelucire 48/16 BBomwu B BUzE
TBEPJOrO BELIECTBAa MPH KOMHATHOW TeMmepaType (B BHIE I'PaHyJ) U OCTABISUIM IUIABUTHCS B
neun npu 60°C nepen cmemenuem. Ilocne nocTHUXeHUs] TOMOIN€HHOCTU AE€Ta3UpPOBAIN CMECH B

BaKyyMHPYEMOI KaMepe, MOCIe Yero HaNOIHAIN KaICyJbl.

Ta6auua 27. OTHOIEHUS BCIIOMOTraTe IbHBIX BelleCTB, HCMOJb3yeMbIX Ha cTaausx 1,2 u

3, B IATH NPOTOTHIIAX.

Benomorareatroe Cragusa 1l | Cragus 2 Cranus 3
BelecTBO
Kollisolv P124 70 65 40
Mpororun 2 Kelcogel CGHA 30 35 30
Gelucire 48/16 H/ H/ 30
Gelucire 48/16 70 75 55
Ipororun 3 Kelcogel CGHA 30 25 25
Miglyol 812N H/Q H/ 20
Kolliphor EL 60 50 50
IporoTun 6 Xantural 75 40 30 15
Miglyol 812N H/ 20 35
Kolliphor EL 70 50 40
Ipororun 7 KMI] 7H3SF 30 30 30
Miglyol 812N H/ 20 30
Kyxkypy3Hoe macio 51 18 47,5
Kolliphor EL 22 H/J1 H/J
pororun 10 Kolliphor RH40 H/ 60 29
Methocel A4CP 27 22 22
Aerosil 200 H/ H/J 1,5
Hanoninenue u ckiieusanue kancyi
[0111] HedacoBanHbie cMecH BBOIUIIH B O0O0JIOUKY KATICYJIbl IO TOCTHIKEHUS LIEJIEBOU MaCChI

550 mr (£7,5%) u uenesoit no3sl 30 Mr nekcrpoamderamuna cynbdara. Ha craguu 1 monydanu
1o 100 r cOCTaBOB M HATIOJIHSUIN KaICyJibl C UCMIOIB30BAaHUEM MOJYyaBTOMATHUECKON MAIIUHbI 1JIs
HanojHeHus karcyn Hibar. I[TonoBuHy cOCTaBOB Ha cTaguu | BBOAWIIN B JKEJIATHHOBBIE KATICYJTBI,

a APYTYIO MOJOBUHY BBOAWIM B Kancysl u3 I'TIMLI
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[0112] CocraBel, oNyuyeHHblEe Ha BTOPOW U TPEThel CTagusaX, BBOAUIN HCKIIOUUTEIbHO B
00OJIOUKH >KeNaTHHOBBIX Karcys. Ha cragmu 2 momydanu mo 30 r COCTaBOB, a Ha CTaguH 3 1O
50 T cocraBoB. CocTaBbl Ha CTaAMsIX 2 U 3 BBOAWIM B KarCyJbl BPYUHYIO C HCIOJIb30BAHUEM
KoprycoB mmpuieB 0Oe3 uria. CHavyana HMCNBITAHUS NPOTOTHNA 2 HA TPETheH CTaauM He

NpOBOAWIIN, TEM HE MCHEC, UX IIPOBOAMIIN MO3KE MOCJIC U3YUCHUA JOCTYIMHBIX JaHHbIX.

[0113] Bo Bpems1 1aHHOTO HUCCIIEIOBAHUS UCIIOIB30BAIN HECKOJIBKO JKEJTATUHOBBIX KIIESIIINX
pactBopoB U kiesmux pactsopoB ['TIMLI, koropeie monyuanu cormacHo SOP-MAN-0513. Hx
UCTIOJIb30BAJIM  JJIsl HAHECEHUs Kjes ISl COENMHEHHS HAIMOJHEHHBIX KamcCyJl IO THUITY
KOJIIMTa40K/KOpIyc Ha jlabopaTopHoit kiesimiert Mamwuae Qualiseal u ocraBisiin 3arBepaeBaTh Ha
Houb. [locne cymiku kiiesi Karcysbl pacChilalid Ha MPOSBISIOUIYI0 OyMary W HCIBITBIBAIA B
BaKkyyMme B TeueHue 20 MUHyT npu <-7,4 nroiima pT.cT. Bee kancybl, B KOTOPBIX 0OOHApYKUBAJIN
yTEUKH, YAAISUIA U3 MAPTUU. YTEYKH BO BCEX CIy4asix MPOUCXOIUIN B pe3yjbTaTe 00pa3oBaHHUsI
TPELINH B KJIe€ U3-3a 3arps3HEHUs] COCTABA C BHEIIHEHW CTOPOHBI KOPITyCa KaIlCyJibl IPU PyYHOM

HAIIOJIHEHNH, & He OBUTH CBA3aHBI HETIOCPEICTBEHHO C COCTABOM.
Pacmeopenue

[0114] HccnenoBanu pacTBOpeHHE BCEX COCTABOB-IIPOTOTUIIOB HAa KaXKAOM CTaaAuM C
UCTIONb30BaHUeM OaHu st pactBopenusi B ammapate III USP (#=6). HMcnonb3yembie yCIOBHS
pacTBOpeHHs yKa3aHbl B TaOnuue 28, a MCMOJb3yeMble aHAUTHYECKHE PEareHTbl OMHCAHBI B
tabmure 29. [ToasmkHyo ¢a3y roroBuid, pactBopsis 1,1 r 1-renrancyabponaTa HATpusi B 575 Mt
Bonbl UHQ. obaBnsuiu 25 Mt pa30aBlieHHOM JIeASTHON YKCYCHOM KUCIIOTHI (KOTOPYIO MOJTyYaliy,
pazbasisist 14 Mt ykeycHoi kuciotsl B 100 Mt Bogsl UHQ) 1 400 mut metanona u nqosoaunu pH
no 3,3 £ 0,1 nmemstHON ykcycHO# kuciortod. Pabounii crammaptr ADU nonyuanu nytem
pactBopenust 8 Mmr nekcrpoamperamuna cynbdara B 150 Mt cpensl s pacTBOpeHHs U 00paboTku

yJIBTPa3BYKOM B TeueHue 10 MUHYT, MOCe 4ero TOBOAWIN 00beM 10 250 Mt

Tabdauua 28. YcaoBusi pacTBopeHust

ITapameTp O6opynoBanue/HaCTPOUKH
Ammapat s pactsopenust | Anmapat 111 USP (El/415)
Tun ¢punerpa 40/35 MM QUIBTP B ©I3MEPUTEILHOM 30H/E
Tun cpenbl 0,01M HCl
Ob6Bem cpenpl 250 mn
Bpewms orbopa npod 5,10, 15, 20, 30 u 45 MuHyT
O6mwem obpasua 2 M (uIbTp HE 3aMEHSLIH )
Temnepatypa cocyna 37°C +£0,5°C
CxopocTb Morpy>keHust 30 morpy>xeHuil B MUHYTY
Pasmep cuta 840 Mkm
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Tabanua 29. PeareHTnl, HenoJib3yeMble AJIs1 PACTBOPEHUsI

Pearent Knacc ynuctorsl
Bona UHQ UHQ
JlensiHas ykcycHas KMCIOTa ARG
Metanon B2XX
XJI0pOBOAOPOIHASL KUCIIOTA ARG
I-rentancynbhoHAT HATPUS
Harpuesas conb 1- BOXX
renTaHCyIb(OKNUCIOTHI
Hexctpoamderamuna cyibdar USP
Ixempaxyun
[0115] IIpoBoaunu KpaTKyr OLEHKY SKCTPAaKLMU C HUCIOJIb30BAHUEM OJHOHM KaICyJibl U3

kaxxaon naptuu. Kancymel paspyiany ¢ UCIONb30BAHUEM CTYIIKH U NIECTUKA, 3aTEM U3MEIbYain
B 2 M 40% EtOH npu xoMHaTHO! Temmneparype B TedeHue 5 MUHYT. [lonydeHHbIN MaTepuan
NEePEHOCWIN B CLIMHTHJUILMOHHYIO TPOOUPKY, JUIS TPOMBIBKH CTYIIKU U IIECTHKA UCIIOJIb30BAIIH
eme 1 M pactBopurens (Bcero 3 mur). Berpsixupanu nmpoOUpKy MPU KOMHATHOM TeMITEpaType B
tedeHre 120 MUHYT Ha BUOPALIMOHHOM CTOJIE B YCJOBHSIX OKPYIKAOLIEH Cpelbl, MOCE 4Yero
npomnyckanu uepe3 0,45 MM mmnpun-¢puistp. Codupanu nonyyeHHbIH GUIBTPAT U MepeaBaiu B

otaen pa3paboTKy aHATUTHYECKUX METOIUK IJIsl KojtrmuecTBeHHOU oneHku ADU nmytem BOXX.

[0116] IIpu mnonroroBke o0pasnoB nodapnsan 15 ™ pa3daBuTeNss W HMHTEHCUBHO
BCTPSIXMBAJIM BPYYHYIO, Mociie 4ero (uptpoBanu yepe3 0,45 MkM mnpuu-QribTp. 3ateM 3 M
NOJIY4eHHOTO (PUIbTpaTa BBOAMIHM B 25 MJI MEPHYIO KOJOY M JOBOAMJIM JO HY>KHOTO oObeMa

pazbaBureniem.

[0117] B ananuze BOXKX roroBuim noasuxkHyr Gasy A, pacTBopsisi 5 Ml TpUPTOPYKCY CHOM
kucaoThl B 900 Myt Bozbl, ociie yero nosomwin pH no 2,2 (£0,1) ruagpokcuaIoM aMMOHHUS. 3aTeM
nobasysuiu aneronutpus (100 mi) u nmepemernuBanmu. OCTaBJISITH PAaCTBOP ISl YCTAHOBJICHUS
paBHOBECHsI P KOMHATHOM TeMIlepaType nepexa ucrnonb3oBanueM. Y ciosust BOXKX moxppobHo
omucanbl B Tabnuie 30, moapoOHOCTH HCMoIb3yeMoro crocoda rpaauerTHoll BOXKX onwmcaHb! B

tabnuue 31. HakoHel, ucosp3yeMble peareHThl yka3aHbl B Tabmuie 32.

Tabdauua 30. Yceaosusa BIKX ans ucciienoBaHusi 3KCTPaAKLUHU

IMapamertp ObGopynoBaHne/HACTPOHKH
Kononka Phenomenex Prodigy C18 150 MM x 3,0 MM (5 MKkM)
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Pacxon 0,7 ma/MuH

OO6BeM npoOeI 20 MKJ

Temnepatypa KOJOHKH 40°C

Y®-nerexkTupoBaHue 257 am

ITonewxHas daza A T®VYK: Bona: auerorutpuia 90/0,5/10 06./06./00.(pH 2,2)
IMoxsuxuas daza B 100% aueToHUTpHI

Tunosoe Bpemst IIpumepHo 6 -7 MUHYT

yAEpKUBAHUS

Hukn 30 MuHyT

Ta6auua 31. I'paguent BIYKX pis1 aHanm3a 3kcTpakuu o0pasuos.

Bpemst (mun) %A %B
0 100 0
15 65 35
20 0 100
22 0 100
23 100 0
30 100 0

Taéauua 32. PeareHTsl, HenoJib3yeMble JIs1 AHAJH3A IKCTPAKLHU 00pa3uoB

Pearent Knacc unctorsl
Boxa UHQ UHQ
Tpudropykcychas kuciaora KX/MC
I'mppokcun ammonust ARG 35%
ALIETOHUTPUIT BOXX
HexcTpoamberamuHa cyabdar USP
Henonnouit ckpununz ADF
[0118] Cxpunnar ADF Brmouan onesky (1) Bo3moxHOCTH (pr3mueckoir 00padoTku

NPOTOTHIIOB B hopMy, moaxosamyro At uHCyhisinum, (2) konmuecrsa ADPH, skcTparupyemMoro
XUMHYECKUMH MeTonamH, (3) oObpema, AOCTYMHOro Ajisi BBeIEHUs B wmpul, u (4) odpema

pazbaBnenus1, TpeOyeMOoro st BO3MOKHOCTH BBEICHHUS B INpull. Kputepuu npuemMiaeMocTs st

UCCJIEIOBAHUS OMUCAHBI B Ta0MLE 33.

Ta6auua 33. Kpurepuu npuemisiemoct B HenotHOM ckpunuHare ADF.

HcnbiTanue

Onucanue

Kputepun

NMPOXOKACHUSA
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Puznyeckoe OTHOCHUTENBHOE KOJUYECTBO, nmpoxozsmiee | <30%

4yepes CUTO
XuMudeckasi 3KCTpakiusi | DKCTparupyeMoe KOJM4eCcTBO <30%
IIpurogHocTs s KonunuecTBo, KOTOpOE NOCTYIHO 111 <30%

HCIIOJIb30BAHMS B IITIPULIC HUCIIOJIB30BAHUA B I_Hl'[pI/II_Ie/E)KCTpaKI_II/II/I

IIpuronnocTs Ajst O06mwem pazbaBneHHs 111 BO3SMOXKHOCTH >10 mn

HCIIOJIb30BAHMS B IITIPULIC BBCACHUS B LIINPUL]

[0119] Boszmooicnocms  ucnonvzoeanus 6 wnpuye. B uccienoBaHMM  BO3MOXKHOCTH
WCTIOJIb30BAHUS B IITIPHUIIE, €CIIU 00pa3el Heyb3si ObUIO OTOOpaTh B LIMPHULl C UCTIOIB30BAHUEM
¢uapTpa U3 XJIOMKOBOH BAThI, TO I BTOPOTO IMpemnapara UCMOJNb30BAIN CUTAPETHBINA (PUIIBTP.
Ecnu curaperssiit unstp Obl1 HEAPPEKTUBHBIM, TO (QUIBTP HE HUCHOJIb30BAIM U MPOOOBAIH
otrobpaTh oOpasel] B Kopryc mrnpuia 6e3 GuiabTpa WIH UrJIbI, TOCTE Yero MPUCOSANHSUIA Uy U
npoOOBaJIi BBITECHUTb CONEPIKUMOE B MEPHYIO KOOy st aHanu3a. AHanuz BOXKX npoBogunu

COTJIACHO OIUCAHHIO CIIOC00a SKCTPAKIUHU, TPUBEAEHHOMY BBILIIE.

[0120] Quzuyeckas obpabomka. I'otroBunm obpasusl anst uHCYy(pdsammu. 3aMmopaxuBain
KarcyJibl B ObITOBOM XOJIOAMJIBHUKE, a 3aTeM M3Melbuaiu B ObITOBOI KO(EeMOIKe, 1Mocie 4ero
npoOoBaJIM MPOCESATh U3MEJbUEHHBIH Marepuan 4depe3 curo (106 MkM) Moz AeicTBUEM CHJIbI

TSKECTHU M B3BELINBAJIU BELIECTBO, NPOLIE/IIee Yepe3 CUTO.
Ouenxa coemecmumocnu ¢ obonoukamu sxceramunoevix u I'TTMI] kancyn

[0121] Ilo aBaguath Kamncyjnl M3 KaXIOW NapTHUM, HUCIOJIb3YyeMOW Ha TMEpPBOM CTaauH,
YIaKOBBIBAJU B OYTHUIN M3 XKEJITOrO CTeKJIa U 3akpbiBaiu Parafilm. 3arem sTu OyThUIH moMeram
B kiumaTtudeckuii 6okc (40°C/75% otH.Bn.) Ha nBe Hemenu. [lo mpoinecTBuu TpedyeMoro
Neproa XPaHeHHUS YIAJSUTH KaICyJIbl U BU3YaJIbHO U3yYald UX HA HAJIMYHE 3aMETHBIX IPU3HAKOB

HECOBMECTHMOCTH.
Pe3yabTaTnl
IHonyuenue negpacosannvix cmeceil, HanoOJIHeHUe KANCY/l U CKJICUBAHUE KANCYJL

[0122] ITonpobHOe onHcaHue KOJMYECTB, HCIIOJB3YEMbIX B IPOTOTHIIAX HA MEPBOH CTaNH,
npuBeneHo B Tabnuiax 34 - 38. IMocye u3ydeHus: JaHHBIX O PACTBOPEHUU U HAYAJIbHBIX TAHHBIX
00 3KCTpaKIMK BBOAMIIU MOMIPABKH MPU MOATOTOBKE COCTABOB HAa BTOPOU U TPETbel CTamusX (CM.
tabmuubl 39 - 43 nns craguu 2; cM. Tabmuiet 44 - 48 mis cranuu 3). McxomHoe 3armiaHupOBaHHOE
OTHOIIIEHWE OIMUCAHO B MEPBOH CTpPOKe B Kakmoi Tabmuie, a (akTU4eckoe OTHOMIEHHE
BCIIOMOTATEJIbHBIX BELIECTB YKA3aHO B IMOCJIETHEM CTOJIOIE M YUYUTHIBAET JIFOOBbIE TOIPABKH,

KOTOpBIE ObLTH HEOOXOAMMBI BO BpEeMs TIOJTyUEHHSsI, 4YTOOBI COCTaBbI OBLTH MPUTOAHBI IS paOOTHL
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TeMnepaTypa cMeceil o M IIoCie MPUIIOXKEHNUA BbICOKOIO CABHUIOBOI0 YCHUIIUA, €CJIIM €ro

UCTIONIb30BAJIH, YKa3aHbl B Tabmuie 49.

[0123] Ilocne ckneuBaHUs W 3aTBEPACHMsI BCE KAICyJbl HCCIENOBAIN B BaKyyMe [JIs
YAQJIEHHs] BCEX KAaICyJ, B KOTOPBIX MPOUCXOAWUIN yTeuku. M3ywyanu Bce KamcCyJibl, UMEBIINE
yTe€4uKH, ObUIO TOKA3aHO, YTO BCE YTEUKU SIBISUIMCH PE3YJIbTATOM IUIOXOTO TMPHUKJIEHBAHUS,
CBSI3aHHOTO C 3arPsI3HEHHEM C BHELIHEN CTOPOHBI 000IOYKH KAICYJIbl C COCTABOM. JTa Ipodiema
pacrpocTpaHeHa NMpH MPOM3BOACTBE IJIsI TEXHUYECKUX HYXI M3-3a o0beMa pPy4dHOIH paboThl,

KOTOprfI HUCIIOJIB3YETCA AJId TaKUX KOJHUYCCTB. BI/I3yaJ'IbeII‘/'I OCMaTpHBaJIM BCC TIPOTOTHUIIBI,

MOJIy4eHHBIE Ha | cTaguy, NPU3HAKU XPYIIKOCTHU KaICyJj OTCYTCTBOBAJIU B MOMEHT BpeMeHu t=0.

Taéanua 34. KosimuecrBa, ucnosb3yemble B IpoToTune 2 Ha craguu 1

Kollisolv P124:Kelcogel CGHA 70:30 TPOTOTHII 2 CTA/IUA 1
Koun-
OTBO B dakTuueckas daxkTHYeCKOoe
% Hedac. Bechr,
BBOIMMAsi OTHOLIEHHE
(macc./macc.) | cmecH, c/H
macca (T) BCIIOM. B-B
Teop. (T)
ADU 5,4550 5,4550 5,4409 | EI/171
Kollisolv P124 66,1815 66,1815 66,16 | EI/77 69,99
Kelcogel 30.01
CGHA 28,3635 28,3635 28,37 | EI/77 ’
Bcero 100,0000 100,0000

Tabéauua 35. KosmuecrBa, ucnosab3yembie B nporoTumne 3 Ha craguu 1

Gelucire 48/16:Kelcogel CGHA 70:30 MPOTOTHII 3 CTA/IUA 1
Koun-
OI"BO B DakTHyecKas dakTuvecKoe
% Hedac. Becsl,
BBOIHMAsI OTHOIIEHHUE
(macc./macc.) | cmecw, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
ADU 5,4550 5,4550 5,4438 | EI/171
Gelucire 48/16 28,3635 28,3635 66,14 | EI/77 70,00
Kel 1
© C0Be 30,00
CGHA 66,1815 66,1815 28,35 | EU/77
Bceero 100,0000 | 100,0000

Tabdanua 36. Kosimuecrsa, ucnosb3yemble B mpoToTune 6 Ha cragum 1

Kolliphor EL:Xantural 75 60:40 TIPOTOTHII 6 CTA/IUA 1
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Kon-so B

DakTuveckas dakTHYeCKOe
% Hedac. Becsl,
BBOIUMAsI OTHOIIEHHUE
(macc./macc.) | cmecH, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
ADU 5,4550 35,4550 5,4412 | EI/171
Koliphor EL 56,7270 56,7270 56,74 | EI/77 60,02
Xantural 75 37,8180 37,8180 37,8 | E/77 39,98
Bceero 100,0000 | 100,0000
Taéauua 37. KosimyecrBa, Hncnosb3yemble B IpoToTune 7 Ha craguu 1
Kolliphor EL:KMI 7H3SF 70:30 TPOTOTHUII 7 CTAAUA 1
Kon-
OI"BO B daxTuyeckas dakTHYECKOe
% Hedac. Becsl,
BBOZIAMAsI OTHOUIEHHUE
(macc./macc.) | cmecH, c/H
Mmacca (T) BCIIOM. .B-B
Teop. (T)
AOU 5,4550 5,4550 5,4753 | El/171
Kolliphor EL 66,1815 66,1815 66,14 | EU/77 70,00
KMII 7H3SF 28,3635 28,3635 28,35 | EV77 30,00
Bcero 100,0000 | 100,0000

Taéauua 38. KosmuecrBa, ucnosan3yembie B npororumne 10 Ha craauu 1

Kyxkypysnoe macno:Kolliphor EL:Methocel A4CP (54:23:23) HPOTOTHII 10 CTAAUSL

1
Koin-
OI"BO B dakTuyeckas dakTHUecKoe
% Hedac. Becsl,
BBOOUMaAs OTHOILIICHUE
(macc./macc.) | cmecw, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
ADU 5,4550 5,4550 5,4531 | EI/171
K
VKYPY3HOE 51,27
Macio 51,0543 51,0543 51,05 | EI/77
Kolliphor EL 21,7454 | 21,7454 21,73 | EV77 21,82
Methocel 26.91
A4CP 21,7454 21,7454 26,79 | EUV/77 ’
Bceero 100,0000 | 100,0000

Tabdanua 39. KosimyecrBa, Hcnosib3yembie B IPOTOTHIE 2 HA CTATUH 2

Kollisolv P124:Kelcogel CGHA 60:40 TIPOTOTHII 2 CTA/IHUS 2
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Kon-Bo B
dakTuyeckas dakTHYECKOE
% Hedac. Becsr,
BBOOUMasA OTHOLICHHE
(macc./macc.) CMecH, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
ADU 5,4550 1,6365 1,6317 | EI/171
Kollisolv P124 56,7270 17,0181 21,0864 | EI/7 65,00
Kel 1
elcoge 35,00
CGHA 37,8180 11,3454 11,3542 | EUV77
Bceero 100,0000 30,0000

ITpumeuanue: s Hajexame oOpadoTku TpeOOBAIOCh NOTOIHUTENBHOE KOJINYECTBO

Tabanua 40. KosimyecrBa, Hcnosib3yembie B IPOTOTHIIE 3 HA CTAUH 2

Kollisolv.

Gelucire 48/16:Kelcogel CGHA 75:25 TPOTOTHII 3 CTA/IUS 2

Kon-Bo B
dakTHueckas daxkTHYECKOe
% Hedac. Bechr,
BBOIMMAsi OTHOLIEHHE
(macc./macc.) | cmecH, c/H
Mmacca (1) BCIIOM. .B-B
Teop. (T)
AU 5,4550 1,6365 1,63106 | EI/234
Gelucire 48/16 70,9088 21,2726 21,2366 | EI/043 74,99
Kelcogel 501
CGHA 23,6363 7,0909 7,081 | E1/043 ’
Bcero 100,0000 30,0000

Taéauua 41. KosmuecrBa, ncnosb3yembie B IpoToTHNE 6 HA cTaguu 2

Kolliphor EL:Miglyol 812N:Xantural 75 50:20:30 MIPOTOTHII 6 CTAAUA 2

Kon-Bo B
dakTuyeckas dakTuvecKoe
% Hedac. Becsl,
BBOOUMaAsA OTHOILIICHUE
(macc./macc.) | cmecw, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
ADU 5,4550 1,6365 1,6337 | EI/171
Koliphor EL 47,2725 14,1818 14,1108 | EI/7 50,00
Miglyol 812N 18,9090 5,6727 5,6443 | El/7 20,00
Xantural 75 28,3635 8,5091 8,4665 | EI/7 30,00
Bceero 100,0000 30,0000

Tabanua 42. Kosimyecrsa, Hcnosib3yembie B IPOTOTHIE 7 HA CTATUH 2

Kolliphor EL:Migyol812N:KMIL] 7H3SF 50:20:30 MPOTOTHII 7 CTAAUA 2
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Kon-so B

DakTuveckas dakTHYeCKOe
% Hedac. Becsl,
BBOOUMasA OTHOILIICHUEC
(macc./macc.) | cmecH, c/H
macca (T) BCIIOM. .B-B
Teop. (T)

ADU 5,4550 1,6365 1,6324 | EI/171
Kolliphor EL 47,2725 14,1818 14,14 | EI/7 49,80
Miglyol 812N 18,9090 5,6727 5,7011 | El/7 20,08
KMI] 7H3SF 28,3635 8,5091 8,5516 | EI/7 30,12
Bceero 100,0000 30,0000

Tabanua 43. Kosanyecra, ucnoab3yembie B nporotune 10 Ha craauu 2

KyxypysHnoe macno:Kolliphor RH40:Methocel A4CP (20:50:30) MPOTOTHII 10

CTA/IHA 2
Kon-
OI"BO B ®dakTruueckas dakTuuecKoe
% Hedac. Bechr,
BBOJIUMAsI OTHOLIEHUE
(macc./macc.) | cmecH, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
AOU 5,4550 1,6365 2,2216 | EI/171
Kykypysnoe 17.48
Macio 18,9090 5,6727 6,74 | EV7 ’
Kolliphor 60,42
RH40 472725 14,1818 23,29 | EI/7
Meth
ethocel 22,10
A4CP 28,3635 8,5091 8,52 | EI/7
Bcero 100,0000 30,0000

[Mpumeuanue: s Hajexameir 00padoTku TpeOOBAIMCH JOMOJHUTEIbHbBIE KOJIUYECTBA
Kolliphor RH40 u xykypy3HOro macia.

Taéaunua 44. Kosnyecrsa, Hucnosib3yembie B IPOTOTHIE 2 HA CTaguH 3

Kollisolv P124:Kelcogel CGHA:Gelucire 48/16 40:30:30 IPOTOTHUII 2 CTAJAUA 3

Kon-Bo B
DakTuyeckas dakTHUeCcKoe
% Hedac. Becsl,
BBOOUMas OTHOILIICHUE
(macc./macc.) | cmecw, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
ADU 5,4550 1,0910 1,0906 | EI/171
Kollisolv P124 37,8180 7,5636 7,5769 | EI/043 40,05
Kelcogel 50,98
CGHA 28,3635 5,6727 5,6722 | EI/043 ’
Gelucire 48/16 28,3635 5,6727 5,6716 | EI/043 29,98
Bceero 100,0000 14,3273

ITpumeuanue: naHHBIM 00pa3el] UCCIENOBATH MOCIE OCTAIBHBIX IIPOTOTHIIOB
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Tabaunua 45. Kosinyecrsa, Hcnosb3yembie B IPOTOTHIE 3 HA CTaguH 3

Gelucire 48/16:Kelcogel CGHA:Miglyol 50:25:20 MTPOTOTHII 3 CTAIHUS 3

Kon-Bo B
dakTuveckas dakTHUeCcKOe
% Hedac. Becsl,
BBOAUMaAsA OTHOILIIECHUE
(macc./macc.) | cmecH, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
ADU 35,4550 2,7275 2,7195 | EI/171
Gelucire 48/16 51,9998 25,9999 25,99 | El/7 55,02
Kelcogel
24,98
CGHA 23,6363 | 11,8181 11,8 | EI/7 ’
Miglyol 812N 18,9090 9,4545 9,45 | El/7 20,00
Bceero 100,0000 50,0000

Taoauna 46. Kornvecrsa, ucnosb3yembie B NIpoToTHINE 6 HA cTaauu 3

Kolliphor EL:Miglyol 812N:Xantural 75 50:35:15 IPOTOTHII 6 CTAAUA 3

Komn-Bo B

PakTuueckas daxkTHYECKOe
% Hedac. Bechr,
BBOJIUMAsI OTHOLIEHUE
(macc./macc.) | cmecH, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
ADU 5,4550 2,7275 2,72 | EI/171
Koliphor EL 47,2725 23,6363 23,63 | EI/7 50,02
Miglyol 812N 33,0908 16,5454 16,53 | EI/7 34,99
Xantural 75 14,1818 7,0909 7,08 | EI/7 14,99
Bceero 100,0000 50,0001

Tabéauua 47. KosmyecrBa, Hcnosib3yembie B IPOTOTUIE 7 HA cTaguH 3

Kolliphor EL:Migyol812N:CMC 7H3SF 40:30:30 MPOTOTHUII 7 CTAAUA 3

Kon-Bo B
DakTuyeckas dakTH4YeCcKOe
% Hedac. Becsl,
BBOOUMas OTHOILIICHUE
(macc./macc.) | cmecH, c/H
macca (T) BCIIOM. .B-B
Teop. (T)
ADU 5,4550 2,7275 2,724 | El/171
Kolliphor EL 37,8180 18,9090 18,89 | EI/7 39,99
Miglyol 812N 28,3635 14,1818 14,17 | EI/7 30,00
KMI] 7TH3SF 28,3635 14,1818 14,13 | EI/7 29,91
Bceero 100,0000 50,0000

Tabanua 48. Kosinuecrsa, ucnosabs3yembie B npororune 10 Ha craauu 3
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Kyxkypysnoe macno:Kolliphor RH40:Methocel A4CP:Aerosil 30:40:28:2 TIPOTOTHII 10

CTAJMA 3
Koin-
OI"BO B dakTuyeckas dakTHUeCcKOe
% Hedac. Becsr,
BBOOUMasA OTHOILIHCHUE
(macc./macc.) | cmecH, c/H
macca (T) BCIIOM. .B-B
Teop. (T)

ADU 35,4550 2,7275 2,7158 | EI/171
K

VKYPY3HOE 47,49
Maci1o 28,3635 | 14,1818 30,73 | EI/7
Kolliphor

29,22

RHA40 37,8180 18,9090 18,91 | EI/7
Methocel

ooee 21,82
A4CP 26,4726 13,2363 14,12 | EI/7
Aerosil 200 1,8909 0,9455 0,95 | El/7 1,47
Bceero 100,0000 50,0000

[Mpumevanue: 11 Haanexameil 00paboTku 10OABIIAIN JOMOIHUTEIBHOE KOJIHYECTBO
KyKypy3Horo macna. HomuHanpHas 103a B 3T0# naptuu Oblia u3sMeHeHa 10 22,15 mr, u
pe3yJbTaThl aHANINU30B ObUTH CKOPPEKTHPOBAHBI COOTBETCTBYIOIIUM 00Pa3OM.

Taéanua 49. Temneparypa 10 U ocjie CMeIeHUsI ¢ BBICOKHM CABUIOBBIM YCHJIHEM H

NpoaOIZKUTECJIbHOCTD IPUJIOKCHHUSA BBICOKOI0O CAIBUIOBOI0 YCHJIUA, €CJIH €€ U3MEPSJIN.

MpoaoJsxk.
Temn. nepea npu. Temn. nocje
NMPUJIOKEHHS
BBICOKOI0 NPHJI. BBICOKOTO BEICOKOIo
CABHIOBOI0 YCHUJIHSA CABHIOBOI0 CABHIOBOTO

O yenaust (°C) ycusust (MUH)
Cragus 1 20,6 38,5 4
Ipororun | Cragus 2 23,6 29,4 3

2 Cranus 3 42 4 30,4 HE OTpeaeNsan
Cranus 1 HE ONpeaessian HE OMpeAesiIn 4

IMpororun | Cragus 2 55,5 46,4 1,5
3 Cranus 3 HE ONpeaessian HE ONpEeaesiIn 2
Cragus 1 21,8 34,6 7
IMpororun | Cragus 2 21,7 40,1 3
6 Cranus 3 HE ONpeaessian HE OTpeaeNsiu 2
Cragus 1 21,6 42.6 3,5

IMpororun | Cragus 2 23,7 36 3
7 Cranus 3 HE ONpeaessiau HE OTNpeaensiu 2
Cragus 1 21,6 31,7 5
Ipororun | Cragus 2 ~50 473 4
10 Cragus 3 20,1 18,9 2
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Ouenxa coemecmumocmu c obonoukamu synceramunoesvix u I'TIMI] kancyn

[0124] ITocne xpaHeHHsI B T€UEHHE JIBYX Helelb B CTEKISIHHBIX OyThursix mpu 40°C/75%
OTH.BJI. oTOMpanu xenatnHoBble U I TIMI] kancyubl, monydeHHbIE Ha CTAAUU |, U W3ydanu Ha
HaJIMUMe 3aMETHBIX IPH3HAKOB HecoBMecTUMOCTH. OnHy HeOONBLIYI0 YTEUKy HaOmMonanu B
nporotune 6 (KeIaTHH), TEM He MeHee, IPU U3y4eHUH ObUIO 0OHAPYIKEHO, UTO OHA OblIa CBSI3aHA
¢ 0o0pa3oBaHHEM MYy3BIPHKOB B JKEJATHUHOBOM KJIe€, a HE C JPYTMMHU BHIAMH HECOBMECTHMOCTH.
Bce npyrue xamcynbl ObUIM TPUTOAHBI JJIsI HMCIIOJNB30BAHMS, IMPHU3HAKM HECOBMECTHMOCTHU
OTCYTCTBOBAJIM Kak JJisi kenaTuHa, Tak u st [ TIMLL. JlanHOe uccnenoBanue ObLIO BKIOUEHO HA
yKa3aHHOW CTaauy, TaK KaK XPYIKHE Karcyjbl ObUIM OOHApy>k€Hbl B PAHHEM HCCIEAOBAHUU
COBMECTUMOCTH C oOonoykamMu Kamcys. Bo Bpemsi DaHHOTO HCHBITAaHUST OBUIO CHENaHO
NPEATNOJIOKEHHEe O TOM, YTO 3Ta MpobjeMa sBIACh Pe3yJbTaTOM 3HAUYUTENIbHBIX KOJeOaHui
BJIQAYKHOCTH B HCCIIEAOBATENbCKOW JTAOOpPAaTOPUM MpPU CyIIKe Kies. Pe3yiapTaTsl MOCIEIHEro
UCCNEOBAHNs TMOATBEP/KAAIOT, YTO NPU3HAKKM HECOBMECTUMOCTH YKa3aHHBIX COCTaABOB U

xenatuHoBbiME Win [ TIMLL o6onoukamu OTCYTCTBOBAJIH.
Pezynvmamut ucciedo6anuil 011 ONMUMUIAYUU U 00CYIcOenUe
Pacmeopenue

[0125] IIpo¢unu pacTBopeHus: ObUIM MOJMYYEHbI B BaHHE JUJIsl pacTBOpeHus: B ammapare 111
USP u noxkazanbel Ha ¢ur. 1-5. Jlnsg wHpOpMaumu mnpencTaBiieH SKBUBAJEHTHBIH MNPOQHIb
pacTtBopenusi mpernapara cpaBHeHus (10 mr tabrnerka ¢ HemeIieHHbIM BbicBOOOKIeHueM (IR)
Barr). Jlns mosydeHus: COOTBETCTBYIOLIEH O3Bl MOMEIIATH TPH TAONETKH B KEJATHHOBYIO

000J104Ky (HECKJIEEHHYIO ), YTO COOTBETCTBOBAJIO OHOM 30 Mr JieKapCTBEHHOU (hopMme.

[0126] JList mpoToTHNa 2 Ha BCEX CTAUSIX BBICBOOOKIAECHHE MPOUCXOIUIIO MOJTHOCTHIO 32 45
MHHYT, IPUYeM OoJiee TIaBHbIH MPO(UIIb BEICBOOOKIEHHST HAOIOAIH Ha TPEThEH CTaINHU I1OCIIe
nobasiennst Gelucire 48/16, TepMOIIAaCTHYHOTO BCIIOMOTATENIbHOTO BELIECTBA, KOTOPOE
cozzaBasio MpoOKy, KOTOpast MeIJICHHEee pa3pyllajach B BAHHE JJIsl PACTBOPEHHS], YTO MOKAa3aHO

Ha ¢ur. 1.

[0127] Jinsg mporotuna 3 3HAYMTENbHBIC PA3TUYMs MEKAY NPOPHUISIMH PacTBOPEHUsS TPHU
nepexone OT MEePBOM KO BTOPOH CTaiMM, KOTAAa HE3HAUYUTENbHO YMEHBIIAJOCh COIEpIKaHUe
Kelcogel (92,9% BricBOOOXKneHne u 91,5%, dmur. 2), orcyTcTBOBaNM. 3aMeHa 4YacTH
BCIOMorarenbHoro BemectBa-Hocutens Gelucire 48/16 na Miglyol 812 mpuBogmma x

HE3HAYUTEJIbHOMY CHIDKEHUIO BBICBOOOKIeHus (83,9%).
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[0128] B cnydae nporoTuna 6 nmpu pacTBOpeHUH 00pasna, MOJIYYEHHOTO Ha TPETheH CTauH,
TOJIyYaJTi HAWIY4IINe Pe3yJIbTaThl, BICBOOOKIACHUE COCTaBsUIO 86,2% depe3 45 MHUHYT IO
cpaBHeHHIO ¢ 56,8% u 56,2% Ha Oonee paHHHMX cTagusx, cM. ¢ur. 3. bonee npeanouTUTENbHBIN
npoduiab pacTBOPeHUs ObUT TMOJyYeH TOCe CHIDKEHUs conepskaHusi Xantural (kcaHTaHOBas
KaMmezib) M ero 4acTH4HOM 3amMeHbl Ha Migylol 812N (cpenHenenoueyHblii TPUIIMLEPU), TEM HE
MeHee, pacTBOpeHue uepe3 45 MHHYT Bce ele ObLIO 3HAUYUTENIbHO HIKE IO CPAaBHEHHIO C
npernapaToM CpPaBHEHHS B YKa3aHHBIX YCIOBHSAX, M JUJIs1 JAHHOTO MPOTOTUIIA MOXKET TPeOOBaTHCS

NaJIbHENIast OIITUMM3ALINS COCTABA.

[0129] Jlns mpotoTuna 7 BLICBOOOXKIEHUE Yepe3 45 MUHYT COCTaBJIIsLIO TONIBKO 79,5%, 82,6%

u 74,4% nHa cranusx 1, 2 u 3, COOTBETCTBEHHO, CM. (wur. 4.

[0130] Hakoneu, BHeceHwe wu3MeHeHHit B mporotun 10 obecrneduBano yiydlieHHe
pactBopenust ot 90,4% Ha craguu 1 no 105,5% nHa cranuu 2 u 102,5% Ha craguu 3 (¢ur. 5).
Viny4ienne Ha BTOPOH CTaguM OBLIO JOCTUTHYTO B Pe3yJbTaTe CHIDKEHHS COIEpPIKAHUs
KYKYpPy3HOro Macia (JuimHHouenodeuHslii Tpurnunepun) u Methocel u 3amenst Kolliphor EL Ha
6onee Bbicokoe kommuecTBo Kolliphor RH40 (moppobuoctu cm. B Tabmmue 27). Ha Tperneit
craaun nobasisn Aerosil 200 1t npeaynpeskaeHus CEIMMEHTALIMH B COCTABE, HO 3TO BbI3BIBAJIO
npoOaembl mpu paboTe U BO Bpemsi 0OpabOTKM AOOABISIM JOMOJHHUTEIBHOE KOJHUYECTBO
KyKypy3Horo macna. Iloaxonsimasi BSI3KOCTh COCTaBa IOOCTUTHYTAa He ObUIa, HO TNPH 3TOM
CYCHEeH3Usl JTAaHHOTO MpPOTOTHNA OblIa CTaOMIBHON, MOXET MOTpeOOBaTHCS JOMOJHHUTEIbHAS

pa3paboTka.
Ixempaxyus

[0131] Jis  OLEeHKH BO3MOXKHOCTH TIPENOTBPAIICHUs 3JIOYNOTPEOJICHUs MPOBOIUIH
SKCTpaKLHUIO B HeOobioM odbeme 40% stanomna. Dxctpakius B 3 mi 40% EtOH npoxonuia He
MOJTHOCTBIO JUIA BCeX mpoToTunos. [lpu o6paboTtke u3 nmporotunos 6, 7 u 10 0Opa3oBbIBAINCH
OY€Hb BSI3KHE T'elIH, C KOTOPbIMH ObLIO TpyAHO padorate. [IporoTun 6 ObicTpo 3a0MBaN MWIPHILI-
¢bunbTp, ¥ HU HAa OOHOW M3 CTaguil He moiy4anu ¢guibTpaT. Hebonpimoe KoMM4ecTBO MyTHOTO
¢bunpTpata nonydanu s nporotuna 10 Ha craamsx 1 w 2. Ha cragum 2 ans nmpororuma 7
HaOJIIOaMM TMoJydyeHne HeOOJbIIOro KOJUYecTBa (PHiibTpaTa, TEM HE MeHee 3HAYUTEIbHOE
konndectBo ADU Brineneno He Obu10. Ha cTamuu 3 GuibTpat noaydaiy TOJBKO ISl IPOTOTUTIA

3.

[0132] B tabmmie 50 cBeneHbl qaHHBIE 00 3KCTPAKIUH, KOTOPbIE TAK:KE MPENCTaBICHBI HA
cronbuaroii nuarpamve Ha ¢ur. 6. B memom, nmns mporotrunoB 6, 7 u 10 Obutm

NPOACMOHCTPHUPOBAHBI HAWTYUIIHNEC XaPAKTEPUCTHUKN B JAHHOM HCIIBITAHUH HA BCEX CTAAUAX.
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Ta6auua S0. HauanbHbie 1aHHBIE 00 IKCTPAKIUH 1JIs POTOTHNOB 2,3,6,7 u 10 B

KeJJATHHOBBIX 000104Kax (n=1).

% BBIIEJICHHS] OTHOCHTE/ILHO 3asIBJIEHHOI0 COAePKAHMS
IIporoTun
Cragns 1 Cragus 2 Cranus 3
2 12,4 13,8 HO.
3 1,3 8,6 6,7
6 H.O. H.O. H.O.
7 H.O. 0,2 H.O.
10 0,2 0,1 H.O.
[0133] 3aTeM NOBTOPHO UCCIEN0BANIN 3KCTPAKIMIO MPOTOTUNA 3, MOTYYEHHOIO Ha CTaAuH 1,

U IIPOTOTHMNA 7, TIOJNY4EHHOTO Ha CTQANU |, YBEINYHUB YUCIIO SKCIIEPUMEHTOB (n=3), JUIsl OLIEHKU
JIOCTOBEPHOCTH TIEPBOHAYAIBHOIO OMpeaeseHus nepen oToopoM st nojHoro ckpuaunra ADF.
PesynbTaThl 3KCTpaKLMU B MOBTOPHBIX 3KCIEPUMEHTAaxX CBeleHbl B Tabmuie S51. PesyibraTh

TMOBTOPHBIX aHAJIHU30B COOTBETCTBOBAJIM UCXOAHBIM HaHHBIM IJIsA n=1.

Taoauna S1. IloTopHOE HCCIeI0BAHHE IKCTPAKIIHMH NPOTOTHIOB 3 U 7 HA cTaauu 1 B

JKeJIATHHOBBIX 000/109Kax (n=3)

% BbIJIEJIEHUs] OTHOCUTEIIBHO 3asIBJIEHHOT'O COJIEPKAHUS
IIpororun 1 2 3 Cpennee
IIpororun 3 cranus 1 0,6 2.3 7,0 3.3
IIpororun 7 cranus 1 H.O. H.O. H.O. HO.

Henonnouit ckpununz ADF

[0134] ITpoBonunu HEOONBUIYIO CEPUI0 UCTBITAHUN JJISI ONpPENENIEHHsS MPEeNOTBPAIlEeHHS
3JI0yNOTPeOIEHUS ¢ UCTIOJIB30BAHUEM JIYYIIUX COCTABOB KAXKIOTO MPOTOTHIIA, YTOOBI MONYyYUTh
JaHHbIE O BO3MOKHBIX Xapakrepuctukax ADF. Jlyqmumu coctaBaMu, KOTOpbIE UCCIENOBAIN HA
JAHHOW CTaJuH, SIBJIUIUCH NPOTOTUMN 2 CTaaus 2, NpOoTOTUN 3 cTaaus 2, nmporotun 6 craaus 3,
nporotun 7 cragusa 3 U nporotun 10 cragus 3. Bce mpoToTunel yCnemHoO MpOLLIA TECT Ha
¢dusnaeckyro 00paboTKy (MOKa3aTeb MPOCTOTHI MOATOTOBKH JIst HHCY puisum), mpu 5TOM Yepes
cuto npoxonuno meHee 30% Macchl, 3TO MO3BOJIAET IMPENINOJNIOXKUTb, YTO BCIEACTBHE CBOEMH
JKUJIKOH WM MTOJTyTBEPIOH MPUPOABI YKa3aHHBIE COCTABBI O0JIAIAI0T XaPAKTEPHBIMH CBOWCTBAMH,

KOTOpPBIE HE TIO3BOJISIIOT IPOBOAUTD MOATOTOBKY JUJIst HHCY (P (IISIIUN,

[0135] KpaTtkue nanHble 0 BO3MOXKHOCTH 3KCTPAKLIMW/HUCTIONB30BaHUS B mmpuie B 10 M

BOIBI MpuBeAeHbI B Ta0aune S3. C yueToM MONyYeHHBIX Pe3yJIbTaTOB OBLIO PEIIeHO MPOBECTH
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HenonHbl ckpuHUHT ADF nst mporotuna 2 cragus 3, nporotuna 3 craaus 1 u mpororumna 7
cragust 1 nist onpeneneHusi BO3MOXKHOTO HAIWYMs OOJiee MPEANOYTUTENbHBIX XapaKTEPUCTHK

ADF y yka3aHHBIX COCTaBOB.

[0136] B uccrnenoBanusix BO3MOKHOCTH 3KCTPAKIIUH/MUCTIOIB30BAHUS B IIMPHULIE BbIACICHHE
U3 MIPOTOTHIIA 2 CTaAus 2 B BOJE B YCIOBUAX OKPYKAOIIEH cpepl (n=2) ObUIO HE3HAYUTENbHBIM,
TEM HE MEHee, U3 MPETNapaToB, MOJYYEHHBIX B ropsiueii Boae, Beiaessuioch 13,2 mr (44%) u 5,7 mr
(19%) (tabmuua 52). Ecnu paccMOTpeTh MPOTOTHI, HCIONb3YEeMbI HAa TPeTbeH CTaauu, TO
Habmonamu yaydmenue 1o 0,33 wmr (1,1%), 0,25 mr (0,8%) u OTCYTCTBUSI BBIIENIEHUS,
COOTBETCTBEHHO, ISl XJIOTIKOBOW BaThl, CUTapeTHOro GuiIbTpa U mmnpuia 6e3 Gpunptpa B ropsiaeit
Bone (Tabamua S53). Jlnsg cocraBa Ha TpeThell CTaguu TaKke HAOMIONAIN IMPEBOCXOIHYIO
yCTOMUMBOCTD B HccaenoBanuu skcTpakuuu B 40% EtOH no cpaBrenuro co cragusivu 1 u 2 (em.

paznmen 3.3.2).

[0002] B cnyuae mpororumna 3 craaus 2 B oqHOM oOpasle BbIAENICHHE B BOAY B YCIOBHSIX
OKpY’Karoiel cpepl He MPOUCXOAUIIO, a B IPYroM cocTasiisiio 1,2 mr. B oOpasuax, uccienyembix
B ropsiYei Boze, BbIIEsIOCh 3,7 mr u 5,8 mr (tabnuua 52). Eciau oOpaTuthest K MpOTOTHIY 3 Ha
NEepBOM cTaguu, TO 3HauuTenbHOE BbiAeneHne ADPU HU B OOHOM M3 SKCNEPUMEHTOB MJIs
UCCJIETIOBAHMS BO3MOXKHOCTH MCTIOJb30BAHUS B IIMIPULIE/IKCTPAKLIUK HE TIPOUCXOAMIIO (Tabauna
53). Ha ¢ur. 7 uzobpaxken oOpaser; mocie mnepuona BeTpsixuBaHus. Ha ¢Qurype mokazan
npeAnouTUTeNbHbINA npoduinb AD ans npororuna 3 cragus 1. [{jis cocraBa, HCMOMB3yeMOro Ha
HepBOﬁ cTaauHr, TaKXKe 6]:1.]13, IMOKa3aHa MpPEeBOCXOaHAsA YCTOI\/JI‘-II/IBOCTI:: B HCCJIICAOBAHHUU

skcrpakuuu B 40% EtOH no cpaBHenuto co cragusimu 1 u 2 (cm. pasgen 3.3.2).

[0137] Pesyabrathl anmsi mportoTuna 7 MPOTUBOPEYWIM APYr APYry, B OIHOM oOOpasie
SKCTPAKLUMsI B Topsiyeil Bonme Oblla HE3HAYHMTENBHOH, a B Ipyrom oOpasie B ropsueil Boage
BBIIENSIIOCH 13,8 Mr. DTO MOTJIO OBITh pE3yJIbTATOM HEFOMOT€HHOCTH, CBSI3AHHOM C pa3fesieHHeM
cocraBa. J[Js MAaHHBIX TPOTOTUIIOB SKCTPAKLUs OOOMX OOpPAa3OB B XOJOTHOW BOAe ObLia
He3HauuTeJbHON. COrjlacHO TaHHOMY MCCIIEIOBAHHIO M C YYETOM JIAHHBIX O PACTBOPEHUHU OBLIO
peleHo mpoBecTy HenonHbIi ckpuHUHT ADF npotoTtuna 7, nony4yeHHOro Ha nepsoii craguu. s
na"Horo nporotuna APU He BbiAenscs U3 IPenapaToB B BOJE B YCIOBHSX OKpY Karolel cpeabl
(n=3), a u3 npenapaToB B ropsiueil Boxe Briessiock 0,5%, 0,5% u 0% A®PU st XI0MKOBOTO
¢unbTpa, curaperHoro ¢uibTpa W mmpuna Oe3  QHIBTPa, COOTBETCTBEHHO. JTO

CBUIETEJILCTBOBAJIO O XOPOUINX Xapakrepuctukax AD ans npororumna 7 craaus 1.
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[0138]

Jnsa mpororuna 10 cranus 3 HaOmOmanw >KCTPAKLHUIO Kak B TOpsdYel, Tak U B

XOJIOAHON BOZE, TaKUM 00pa3oM OH HMMeN HauMMEHbIIMH moTeHuuan mii AD B yKa3aHHBIX

HUCIIbITAHUAX.

[0139]

HecmoTpst Ha TO, 4TO 5KCTpAaKLUs U3 MPENapaToB B ropsiuel BOAE IUIsl NpoToTUNA 6

MPOUCXOJNJIA B HE3HAYUTENIbHOW CTENEHWU, B BOJAE B YCJIOBHUSX OKPY)KAKOILIEH Cpeabl W3

npenapatoB Bbiaessiock 15,1 mr AOU u 9,2 mr ADU, B pesynpTaTe 4ero ero paccMaTpuBajiIu

KaK MeHee npeanoutuTensHbiii AD cocras.

Tabanua S2. PesyabTaThl HauaabHOro HenoaHoro ckpunuHra ADF. HccanenoBanue

BO3MOKHOCTH UCITOJIB30BAHUA B umpnue/alcﬂpalcunn IPOBOAHUJIH € HCIIOJIB30BAHUEM

HIJIbI 26 Ka1u0pa ¥ PUIBTPA U3 XJIONKOBOI BaThI.

Oobpasen — IIpen. 1, Ilpen. 2, Ilpen. 1, Boaa | Ilpen. 2, Boaa
— ropsiuasi ropsiuast B YCJI. OKP. B YCJI. OKP.
BOJA BOJA cp. cp
6 MII 2.5 ma
0TOOpaHo B orobpano B | He mogxomut | He momxomut
IIporoTun 2 .
cranus 2 IIpoiineno IITTPUI] IITTPHI] IUTSL UCIIL. B IUTS UCIIL. B
AP =13,2 AP =57 LIIpULE LITIPULIE
mr Mr
1 2
v v 0,5 orobOpaHO
0TOOpaHo B orobpano B | He momxomut
pororun 3 . B LUTMPHUI]
5 IpoiineHo IITTPHI] IITTPHI] IUTSI UCIL. B ADH = 1.2
cramust AOU=37 | AOM=58 mmpe ’
mr
Mr Mr
8 mn 6 M
He nomxomut | He momxomut | oTOOpaHO B OTOOpaHO B
IIporoTun 6 .
3 IpoiineHo IUISL UCTI. B JUTSI UCITL. B LITTPUI] LITIPULL
craaust
A mmpHe mmpHe ADPU =151 | ADU =92
Mmr Mr
2 M
0TOOpaHo B He nonxoaut | He monxoaut | He moaxoaut
pororun 7 .
IpoiineHo IITTPUI] IUTSI UCITL. B IUTSI UCIIL. B IUTSL MCTIL. B
craaus 3
AOPU =13,8 LINpULE LITIIPULE LITIPULIE
Mr
6 M 2 M S mn 6 M
oTOOpaHo B oTo0paHo B 0oTOOpaHO B OTOOpaHO B
Hpororun .
10 cramms 3 IpoiineHo IITTPUI] LITTPULL LITTPUI] HITIPULL
AP =17,6 AOU = 1,6 AOU=17,2 AU =15,0
Mr Mr Mmr mr
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Tabanua S3. Pe3yabTaThl A0NOJHUTEIBHOI0 HCCJIEOBAHNS BO3MOKHOCTH HCIIOJb30BAHUS B IINPHLIE/IKCTPAKINH, A TAKKe YCJI0BHS, B

KOTOPBIX 00pa3el] BBOAWIH B KOPIYC MINPHLA.

I'opsiuast BOAA

Boaa B ycsioBHsAIX OKpY:KaIOLIeil cpeabl

1 2 3 1 2 3
IIporoTum 2 B mmpwurg Obuto
cragusi 3 oToOpaHo
HeOoJbIIoe
He nogxonur H
€ MOIXOIUT KOJINYECTBO.
0,33 mr (1,1%) H/J o IUJISL UCTI. B
0,25 mr (0,8%) IUISL UCTL. B Obpaszer He
(¢punbTp U3 (¢punpTp U3 LITIpULIe
. . (¢unpTp U3 LITIpULIe BBITECHSJICS Uepe3
XJIONIKOBOM XJIONIKOBOM - (punpTp U3 .
XJIOIIKOBOH BaThl) . (curapetHbIit UTJly B MEPHYIO
BaThl) BaTbhl) XJIONKOBOI
bunbTp) KOJIOY JJist
BaThI)
HCCIIEIOBAHMS
(6e3 urubl wnu
¢dunpTpa)
IIporoTun 3 B mmpur Opu1o
craaus 1 oTo0paHo
HeOonbIIoe
He noaxonur He He nonxonur
KOJIUYECTBO, He nogxomur
IUISL MICTI. B TOAXOIUT IUIS1 MICII. B He nonxonut s
BBITECHEHHE B IUIS1 UCTL. B
IITTPHLIE IUISL UCTL. B LITPULE UCII. B LIMPHILIE
MEPHYIO KOJIOY LITIPULIE
(punbTp U3 HITPUILIE (¢unpTp M3 . (Ge3 urybl wu
. . ObLIO . (curapeTHbIi
XJIOTIKOBOM (curapeTHbIit XJIOTIKOBOT buabTpa)
HE0CTAaTOYHBIM bunbTp)
BaThl) bunbTp) BAThI)
IUIS1 UCCIIETOBAHMSI
(6e3 urbl wiu
bunsTpa)
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Ipororun 7
cragus 1

He nogxonur
JUJISL MCIL. B
HITIPULIE
(¢punbTp U3
XJIOTIKOBOM
BaThl)

He
MOAXOUT
IUISL MCTI. B

LITPULE
(curapertHbIit
¢bunsTp)

B mmpwur Obuto
oTOOpaHo
HeOobIIoe
KOJIMYECTBO,
BbITECHEHHE B
MEpPHYIO KOOy
OBLIO
HEIOCTATOYHBIM
IUTSL UCCIIEIOBAHUS
(6e3 ursl win

¢bunsTpa)

B mmpwur Ob110
orobpano 0,14
mr (0,5%)
JIEKapCTB.
cpeacTaa
(punpTp U3
XJIOTIKOBOH
BaThI)

B mmpwurg Obu10
orobpano 0,14
mr (0,5%)
JIEKapCTB.
cpeacTsa
(punpTp M3
XJIOTIKOBOM
BaThI)

JlexapcTBeHHOE
CPencTBO OBLIO
0TOOpaHO B LINPHII,
HO BbIICJICHUE
coriacHo BOXX
HE MPOHCXOAUIIO
(6e3 urnsl win

¢bunbTpa)

Kpamxkoe onucanue pezyiomamog u obcysncoenue

Tabmuua 54. HaGoneHusi H KOMMEHTAPUH OTHOCHTEJILHO MOJIyYeHHsI He(DACOBAHHBIX CMecei, HATIOJIHEHHS KATCYJI U MOCJIeAYIOLIero

HCCJIeA0OBAHUS.

Howmep nporotuna

KpaTtkoe onucanue pe3ybTaToB H HAGIIOAeHUH

CwMmerneHuye 1 gerasanusi Jerko NpOXOIIIN TP KOMHAaTHOH Temneparype. Cocras 0Opa3oBbIBa
HEpa3pBIBHYIO CTPYIO MPH HANIOJIHEHHH, TPpoOJieMa YaCTHYHO pa3pelragach MPH UCIONIb30BaHUN (DYHKINN

Cranus 1 N
peskoro omyckanus nognoHa. [IpennodrurenbHbiid NpoduiIb PaCTBOPEHHS, HO caMoe OOoJIbIIoe
ITpororun HKCTPArHPyEeMOe KOJIMYECTBO CPEIH MATH MPOTOTUIIOB HA JAHHOW CTaauu. bbIcTpoe pacTBOpeHue.
2 Ha nanno# cragnu yBenuuuBanu conepxanne Kelcogel nnst ynydmenus Bo3MOKHOCTH SkcTpakiuu. Cocran
Crraus 2 60:40 ObLT CITUIIKOM BSI3KUM, YTOOBI €r0 MOKHO OBLIO 00padaThIBaTh, MO3TOMY HOOABIISUIH JONOJHUTEIBHOE

xonmaecTBo Kollisolv (mony4danu 65:35). O6paboTka ocraBanachk 3aTPyIJHUTEIBHON H3-3a BA3KOCTH. B
HEMIOJIHOM CKPUHUHIE ADF ormeuanu BO3MOXKHOCTD UCITOJIb30BAHUS B mrpune B FOprLIeI\/'I BOOE.
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Howmep npororuna

Kparkoe onucanue pe3yjibTaToB H HAOJIIOAEHUI

Cranus 3

Hobasnsamu Gelucire 48/16. Xopormo nmonnasaincst 00padboTke npu noseileHHOH Temmnepartype (40 - 60°C).
IIpu skcrpakumu B 40% EtOH ¢unsrpat He 0OpaszoBbiBaics. MUHUMAaIbHAST BO3MOKHOCTh
SKCTPAKLIUK/UCTIONB30BAHUS B LIMPHIlE B ropsueit Boxe. OTCyTCTBHE 3aMETHOM HKCTPAKLIUK/BO3MOXKHOCTH
MCIIOJIb30BAHMS B LITIPHUIIE B BOJZIE B YCJIOBHSIX OKpy»Karomen cpeasl. [IpennoururensHbiil npoduib
PacTBOPEHUSI.

Cramus 1

TepmorutacTiuuHbli cocTaB. HanmonHsuu ¢ HCNOIb30BaHNEM 3arpy304HON BOPOHKH U HACOCHOTO OJIOKa IpU
55°C. HeOonbIuas Hepa3pbIBHAs CTPYS, HO MOJKHO OBIJIO HAMOJNHATE O€3 OonmycKaHus noaaoHa. MenienHoe
pacTBopeHHe. MHOroo0emarmue XapakTepuCTUKN UCTIONb30BAHMS B LINPHUIIE/IKCTPAKIIUU B HETIOJIHOM
ckpuHuHre ADF Bo Bcex yclIoBHsIX

IIporotun
3 Cranus 2

ITonmxanu xonmuectBo Kelcogel, HO 3T0 He MPUBOAMIIO K 3HAUYUTENBHOMY H3MEHEHHIO PO UIIS
pactBopeHus. CMelneHue, fera3aiys 1 HalOJIHEHUe IPOXOANIIH JIETKO. Y BEJIMUE€HUE 3KCTParupyemMoro
KOJIMYECTBA MO CPABHEHUIO CO cTaauen 1.

Cranus 3

CwMmenienue, nerasalysi ¥ HaIOJIHEHUE IPOXOAMIIH JIETKO. boree MeneHHoe pacTBOPEHHE MO0 CPABHEHHUIO CO
craausaMu | unu 2. YiydineHue CBONCTB 3KCTPAKIUK 110 CPABHEHUIO CO CTaAue 2, HO MeHee
NPEANOYTUTENIbHBIE PE3YJIbTAThI [0 CPABHEHUIO CO cTaauen 1.

Cragus 1

Cwmermenune npoxoxauo jierko. Jerasarms Oblta 3aTpyqHEHA H3-3a POCTa My3bIpel (CBSI3aHHOTO C BKJIIOYEHUEM
MOBEPXHOCTHO-aKTHBHOTO BemiecTBa). CTPysl O4EHb MJIOXO Pa3phlBajach Jake MPU ONMYCKAHUH MOAOHA.
PacTtBopenue coctaBnsiio <60%. Jkcrpakius B 40% EtOH ne npoucxonuna. Ha cienyrowmeit cranuu
TpeOOoBaNIOCh YMEHbLIEHUE BA3KOCTH U YJIy4ILIeHNEe PACTBOPEHUS IyTEeM CHIDKEHHS cofepskanus Xantural
w/vnu nobasienust Miglyol.

IIpororun
6 Cranus 2

s ynyawmenust oopadotku nobassun Miglyol. Cmernenue, nerasarysi 1 HAMOJIHEHHE MTPOXOIUIIH JIETKO.
PactBopumMocTs octaBanack Hu3koi. Jxcrpakuus B 40% EtOH He mpouncxoauna.

Cranus 3

CHumxanu conepskanue Xantural u nossimanu copepskanue Miglyol. Cmemenue, nerasansi 1 HarmoJHEHHE
npoxoauny jerko. Jkctpakiws B 40% EtOH ne npoucxoauna. Ha Tperbeii ctaauu pacTBOPUMOCTD
yJIydIIanach, HO BCE paBHO BBICBOOOXKIEHHE COCTABISLIO TOMbKO ~80%. HecmMoTpst Ha TO, 4TO 3TOT napamerp
MOT OBITh €IIe YJIYULIeH MyTeM JOMOJHUTEIbHOTO CHIDKEHHS coneprkanms Xantural 75, B HEMOJIHOM
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Howmep npororuna

Kparkoe onucanue pe3yjibTaToB H HAOJIIOAEHUI

ckpuHuHTe ADF KOJIHUYECTBO YKa3aHHOTO COCTaBa, OTOMPAEMOro B IIMPHL, ObUIO MAKCUMAJIbHBIM, TIPH 3TOM
BBE/ICHUE B LINPULY/IKCTPAKLIUS IPOXOIIIIN B BOJE B YCIOBUSAX OKpykaroeii cpenpl. JlobaBnenne
Moau(HUKaTOpa, KOTOPBIH 00pa3yeT resb Wik HA0yxaeT B BOJE B YCJIOBUIX OKPYIKAIOIIEH Cpeabl, MOXKET
YJIyYIIUTh JAHHBINA COCTAB.

Cramus 1

Cwmermenue npoxoamo jerko. Jlerazanms Oblja 3aTpyAHEHA H3-3a POCTA My3bIpeil (B pe3ysibTaTe HaJIUIHs
MIOBEPXHOCTHO-aKTHUBHOTO BelecTsa). [l pa3pbeiBaHus CTPyH TpeOOBAIOCH ONyCKAHUE MOIOHA.
PacTBopenue npoxonuio Tonbko Ha ~80%. APU npu skcrpakuuu B 40% EtOH ne Brinensics (n=3).
Briaenenne MUHMMaJIBHOIO KOJIMYECTBA BELIECTBA B UCCAENOBAHUN BO3MOKHOCTH UCIIOJIb30BAHUS B
IIMTPULIE/SKCTPAKLIMK B BOZIE B YCIIOBHUSIX OKPYJKAIOLIEH Cpebl, BbIAEICHUE U3 NIPENapaToB B ropsyei Bose
OBLIO HE3HAYUTEIbHBIM.

IIporotun
7 Cranus 2

JobGasmsumu Miglyol nnst ynyumenus pactsopumoctu. CMelenne, aera3aluus U HarloJHEHHe MPOXOIUIH
nerko. IIpu skcrpaxuun B 40% EtOH Bbiaensanoch MUHUMANIbHOE KOJIMYECTBO BELIECTBA. Y Iy4IlIE€HUE
PacTBOPEHMsI HE IIPOUCXOAMIIO.

Cranus 3

JloGasnsiu gonojHUTEIbHOE KonyuecTBo Miglyol. CMelieHue, nerazanusi 1 HAMOJHEHUE TIPOXOIUIIN JIETKO.
PactBopumocts ocraBanach Hu3kou. I1pu skcrpakunu B 40% EtOH Brigensioch MUHUMaTbHOE KOJIMYECTBO
BewectBa. Habmonanu HeGonpinoe pasaenenue coctaBa. Beenenue B mmpui ObUI0 HEBO3MOXKHO B ropsidei
BOJI€, HO B BOJIE B YCJIOBHSIX OKpY’Karomiel cpeabl ObLUTH MOTy4eHbl IPOTHBOPEYHBbIE TAHHBIE O BO3MOXKHOCTU
UCTIOJIb30BAHMSI B LITIPHUIIE, KOTOPbIE MOTJIH OBITh BHI3BAHBI PA3JIEIEHUEM U HETOMOT'€HHOCTBIO.

Cranus 1
IIporotun
10

Cwmerenue npoxoauo jerko. Ilomydanu 3epHUCTYIO TEKCTYpY 11O CPABHEHUIO C IPYTUMHU COCTaBaMHU.
Jobasisimm nononHuTenbHOe kKonmuectBo Methocel nepen HamonHeHneM, Tak Kak CMeCh pa3aessuiach Ipu
orcranBaHuu. Hanonusim Oe3 onmyckaHus IOAOHA, HO COCTAB JIETKO 3aXBaThIBAJ BO3AYX, M €r0 HEOOXOIMMO
OBLIO BPYYHYIO HATHETATh MO HATPABJICHUIO K HACOCY U 3arpy304HOI BOPOHKE. BeposTHO MoxkeT
NPOUCXOAUTD Pa3JieJIeHue.

Cranus 2

Hauunanu ucnons3oath Kolliphor RH40 nnst mpenoTBpalieHust pa3aesieHus U yaydlineHust 00paboTKH.
I'otoBum cMeck manebo ¢ oTHomeHueM Kykypy3Hnoe macio:Kolliphor RH40:Methocel (30:40:30), Tem He
MeHee, OHa OblJia CJIUIIKOM BSI3KOMU, 4TOOBI €€ MOJKHO ObLIO 00padaThiBaTh, IOATOMY HCCIIEIOBAN CMECh
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Howmep nporotumna Kpartkoe onucanue pe3yJabTaToB H HA0110AeHUH

20:50:30. 3amensmu Kolliphor EL nHa Kolliphor RH40 nnst ynyumenns oOpadotku. IIpoBoamnm ucreitanne
cmecu 20:50:30, HO BSI3KOCTH ObLIa CIUIIKOM BBICOKOM, BEPOSTHO M3-3a Takou KoHIeHTpauu Methocel.
Jlobasnsamu gononHuTebHbIe KomndecTsa RH40 u Miglyol npu nony4ennn HedacoBaHHOI cMecH.
PacTBopumocTs ynyumanacek. Jlobasisum nononHuTenbHoe kKonmudectso APH s coxpaneHust 10361, MoxkeT
MPOUCXOAUTD pasfeieHrne. PaCTBOPUMOCTD yiydlllajiach O CPABHEHUIO CO CTaauen 2.

JobGasmsumu Aerosil nist mpenorepammenus pasnenenusi. O0padorka cmecu 30:40:28:2 Oblna kpaiine
3aTPYIHHUTENLHOM, MOITOMY JOOABJISIIN TOMOJHUTENbHOE KOJMYECTBO KYKYPY3HOTO Maca JUisl YIy4LIeHUs
Cranusa 3 | oOpabotku. 3HaunTENbHBIE H3MEHEHUS TPO(HIIS pACTBOPEHHUS] OTCYTCTBOBAJIH, HO HAIIOJIHEHHUE LINPHULIA ObLIO
3aTPYJHHUTENbHBIM, SKCTPAripOBaJIOCh CaMOe OOJBLIOE KOJINYECTBO COCTaBa B HEMOJIHOM CKprHUHTE ADF.
DKCTpakL¥s B TOH WJIM HHOM CTeNeHU HaOJI01aach BO BCEX YCIOBHUSX.
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MMPUMEP 3: CCABHEHHUE IPOTOTHIIA 2 i TABJIETKH, HE NPEINSITCTBYIOIIEH
3JJOYINOTPEBJIEHUIO

[0140] B naHHOM mpuMepe CpPaBHHBAIOT MPEIMSATCTBYIOIIMHI 3JI0yMOTPEOICHHIO COCTaB-
NPOTOTHII 2 ¥ IPONYKT cpaBHEeHHs, 10 Mr TadneTky nekcrpoaMmdpeTaMuHa CyJib(ara Mpou3BOACTBA
Barr, 1 OLEeHUBAIOT OTHOCHTENIbHYIO BOCIPUUMYHBOCTb K 00pabOTKe WM 3JIOYIOTPEOIICHHUIO.
OnenuBamu Oapbepbl, MPEMATCTBYIOIIME HM3MENBYEHUIO, OKCTPAKLUUU W  BO3MOXKHOCTH
UCTIONIb30BaHUs B Inmpuue. McrbITaHusS NPOBOAMIM HAa OCHOBE CIOCOOOB U IMPOTOKOJIOB,

OMUCAHHBIX B MPUJIOKEHUAX A u B.

Qusuueckue bapvepsvl, npenamcmeyoujue 3;10ynomped/ieHu1o, GKI0HaAI0UeMy

usmestbternue, Hapesanue ujiu 0p06ﬂenue

[0141] Kancynsl mnporotuna 2  copepkaiu — CIEAyrOLIMe KOMIIOHEHThl: 10 wr
nekcrpoamperamuna cynbgarta, 70 mr monokcamepa 124; 52,5 mr Gelucire 48/16; u 52,5 mr
Kelcogel GCHA, uto nmaBano oOmyro Maccy HamojHseMmbIx Bemects 185 mr. Mcnoab3oBanu

JKEJIATMHOBYIO KaIcyJy pa3mepa 3.

[0142] ITocne m3MenbueHHsI COAEPKUMOIO Karcys MpoToTHrna 2 HaOJOAANU, YTO JIMIIb
O4YeHb HeOOJNbIIOE KOJMYECTBO MaTepHalia MPOXOAMJIO uepe3 BepxHee cuto (1 mm). DTOT
pe3yJIbTaT OCTABJISUICS HEU3MEHHBIM U 1MOCJIe H0OABJIEHHsI BEIIECTB, YJIYYIIAKIIUX ChIMy4YeCTh,
TaKUX KaK TaJbK U XJOPUA HaTpusi. Takum oOpa3om, ObLIO MPOJEMOHCTPUPOBAHO, YTO MPOTOTHII
2 MOT MpPEemsATCTBOBATH 3JIOYNOTPeOIeHUI0 myTeM HHCY(PQIisnm, KoTopas sIBISEeTCS U3BECTHBIM
criocobom 3noynotpebnenus amperamuuaMu. st CpaBHEHUS], YaCTULIBI U3MEJTbUEHHOM TaOIeTKU
nperapara CpaBHEHHsI COOMpaNd Ha BCEX CIOSAX CHT. DTO YKa3blBA€T HAa MOTEHLHMAN [JIs

310ynoTpedieHus TabeTKaMu Mpernapara CpaBHEHUs! myTeM HHCY PQIIsainn.

[0143] [IpoBonunu IOMONHUTENbHBIE (PH3UUECKHE HCIBITAHUS KamnCysl MpOTOTHNA 2 U
TabJIETOK Mpenapara CpaBHEHHSI MyTeM U3MeNbYeHHs ¢ 95% 3TaHOJIOM U BBIMAPUBAHUS STAHOJA.
Kak kamcynbl, Tak U TaOJIETKH, UMENN OMHAKOBbIE XapPAKTEPUCTUKH B YKA3aHHOM HCIIBITAHUH,
TaK Kak MOJy4eHHasl CMeCh B 000HX Ciydasix ObLIa HE MOXO0’Ka Ha MOPOLIOK, U, TAKUM 00pasom,

orieHka WHCY (G GIIsiiy He Morjia ObITh TPOBEIEHA HU B OTHOM U3 00pa3IoB.

Bapvepsl, npenamcmeylowjue 310ynompediienuio, GKIOUAIOULEMY  XUMUUECKYIO

IKCMpAKuuIo

[0144] JU1sl OIEHKH X MMHYECKON SKCTPAKIMU MPOTOTHMA 2 U TAOJIETKU Mpenapara CpaBHEHHUS
UCTIONb30BAJIN PA3In4Hble pacTBopuTenu. Mccnenosanue ¢asel 1 mpoBOAMIN C HCTIONB30BAHUEM

Bonbl, 8% ykcycHo# kucnotel, 0,2% OukapOonata Hatpusi, 95% 3TaHONA W Ta3upPOBAHHOTO
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Oe3ankorospHOrO HamuTKa. [Ipu Temmeparype OKpy»Karomiei Cpeabl P UCMONb30BaHuU 10 M
pactBopuTens bonee 90% ADU Obuto obHapyKEHO B 00pa3ax yepe3 S MHUHYT Kak JAJIs TPOTOTHUIIA
2, Tak ¥ A TaOJIETOK Ipernapara cpaBHEHUs. EMMHCTBEHHBIM HCKIIIOYEHNEM OblIa SKCTPAKLIHUS B

BOJIE, B 3TOM Cliydae (UIbTPOBAHUE 00pa3i0B 0OOMX COCTABOB OBLIO HEBO3MOKHBIM.

[0145] Taxxe ouenuBamu >¢pdext or ucnonbzoBanuss 10 M ropsiuedt Boxbl. B ciydae
NPOTOTUINA 2 HU OAWH W3 O0pas3loB HE AaHAIM3HPOBAIM, TaK KaK OHH HE MOTJH ObITh
ordpunbTpoBaHbl. TeM He MeHee, B ciydae TaOJIETOK mMpenapara CPaBHEHHUS JKCTPAKIUS
MPOXOAMIA TMOJIHOCTBIO 32 5 MUHYT. DTO AEMOHCTPHUPYET, YTO MPOTOTHII 2 HE MOXKET CTaTh
OOBEKTOM 3JIOyNMOTpeOJeHUs] TMPU HCIONIB30BAHUHM TOpsSYeil BOIAbI B KauecTBE CPEICTBA

SKCTPAKLUH.

[0146] IIpoBoaniu AONOJHUTENBHYIO OLEHKY XUMUYECKON SKCTPAKLIUUA C UCIOJIb30BAHUEM
10 mn 40% sTaHONA B YCIOBUAX OKpYysKarouei cpeasl. [l npororuna 2 BO BpeMsi SKCIIEpUMEHTA
usmepeHHoe conepskanne ADPU B obpasuax cocrasisuio 66-81% (180 mun). Tem He meHee, B
TabJeTkax mpernapara CPaBHEHUS OSKCTPAKLMs NPOXOAMJIA MOJHOCTBIO 32 S5 MHHYT. OJTH
pe3yJbTaThl MOKA3bIBAIOT, YTO KOIMuecTBO AP, skcTparupyemMoro u3 mpororuna 2, MEHbILE
KOJIMYECTBA, SYKCTPArupyeMoro u3 TabJIeTKH rpernapara CpaBHEHUs], U SKCTPArupyeTcsl B TEUCHUE

Gonee MPONOKUTENIBHOTO NEPHUOAA BPEMEHH.
Hcceneoosanus ghaszot 1
Bapuoepui, npensamcmayioujue ucnoib306anuio 6 winpuue

[0147] Ouenky ¢aspl 1 BO3MOXKHOCTH WCIIOJNIb30BAHUS B ININPHIE MPOBOAMIN C
UCTIONIb30BAaHMEM W1 26  kanmuOpa, KOTOpble  OOBIMHO  HCHOJB3YIOTCS  JIMIAMH,
3JIOyNOTPEONSIOUTMMI HApKOTHKaMH. B ciiydae nmpororuna 2 Temneparypa BOAbI HE BIIHsUIA HA
BO3MOXKHOCTh UCTIOJIB30BaHUs 00pasiia B MINPHIE, KAK B YCIOBHAX OKPYKAIOIIEH Cpenpl, TaK U
NPU KCTOJIb30BAHUM TOpsiued BOIbI, u3MepeHHoe KojumuecTBo ADU Opbuio Huxke 10%. B
TabyeTKax mpenapara CpaBHEHUS H3MEHEHHE TEMIepaTypbl BOABI MPUBOIMWIO K M3MEHEHHUIO Ha
20% wusmepenHoro kojmdectBa A®PU, mpuuem Oonee BBICOKOE KOJMUYECTBO MOJYYasH MpPU
HCTIOJIb30BAHUH BOJIbI B YCIIOBHSX OKpY’Karomien cpenbl (66%) mo cpaBHEHUIO ¢ ropsiuel BOAOH
(46%). OTO MEMOHCTPUPYET, YTO MPOTOTHI 2 ObUT B TOPA3A0 MEHbBIIEH CTENEHU TOCTYIEeH IS

3JI0yNOTPeOIEHUs yTeM UHBEKIIMY Ye€M TaOJIETKH NpenapaTa CpaBHEHHSI.
Hccneoosanus ¢haszot 2

Bosmoorcnocme ucnonvzosanus e wmnpuudax ¢ uliiamu pas3iuiiHozo Ktl./lu6ptl noc.ie

HOJLYYeHUs npenapama 6 6ooe
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[0148] B uccrnenoBanmsix (aspl 2 OLEHWBAN BIIUSHUE WTJT PA3JIMYHOTO Kamubpa, a Takxke
BIMSHUE Pa3NuuHbIX (puupTpyromux MmartepuanoB (0,2 MkM (QuIbTp, XJIONKOBas BaTa H
curapeTHslii GpuibTp). B ciydae ncnonp30BaHUs BOABI B YCIOBHSIX OKPYIKAOLIEH Cpenbl U UIJIbI
18 xanmubpa m3mepenHoe konmnydectso APU B oOpasmax mporotumna 2 ObIO 3HAYUTENBHO HUXKE
4yeM B Ta0sieTkax npemnapara cpaBHeHus (17% ADPU B obpasuax nporoTumna 2 mpu UCIOJIb30BAHHN
TOJBKO Uribl U 52% A®U B oOpa3max TabneTok npemnapara CpaBHEHHs IPU HCIIOJIb30BAHUH
TOJIBKO WIJBI). B 11emoM, 3TH KONWYeCTBAa YMEHBINAJHNCh INPH HCIOJNB30BAHUHM (PHIIBTpa 32

UCKIIIOUeHHEeM (UIbTPOBaHMs 00pas3loB TaOJETOK Npemnapara CpaBHEHHs 4Yepe3 CHrapeTHBIN

bunbTp.

[0149] B cayuae oOpasuoB, mnonyueHHBIX B ropsdyeld Bope, komudectBo AP,
cozep:kalierocs B oopasax TabJeToK mpenapara CpaBHEHUS U IPOTOTHIA 2, OBLIO CXOKUM MPU
UCTIONIb30BAaHUH TOJIbKO Ukl 18 kanmubpa (52% nnst TabneTok npenapara cpaBHeHus u 46% anst
nporotuna 2). OunbTpoBaHue 0Opa3LOB MPOTOTUMNA 2 Yepe3 XJIOMKOBYH) BaTy M CHrapeTHBIN
¢unpTp mpuBOAMIO K CHIDKeHHMIO KonmmuectBa ADU B oOpasumax. ®@uibTpoBanue o0Opas3LoB
TabJIETOK Mpenapara CpaBHEHHUS MPUBOAMIIO K CHIDKEHHIO copepskanusi ADOU npu NCrnonb30BaHUH
0,2 MKM ¢uabTpa M XJIONKOBOH BaThl, HO CHUTapeTHbIH (PUIBTP MO-TIPEKHEMY HE OKa3bIBal

HHUKAKOTO d(deKTa.

[0150] VYposensb Boigenerns AOU B Boae B yCIOBUSIX OKpPYKAOIIEH CPeabl U TOpsiYei BoAe
OB CpaBHUMBIM JJIsi 00pa3loB 2 u TabJETOK MpernapaTa CpaBHEHUsS] MPU OTOOpE 4epe3 Uy
20 xanmubOpa. OOpasubl nporotuna 2 (GUIBTPOBAIN TOJBKO Yepe3 XJIOMKOBYIO BaTy, MPU 3TOM
BbIessieMoe kouuecTBo ADU cHmkanock. @unbTpoBaHue 00pa3oB cpaBHeHUs Yepe3 0,2 MKM
(GUIBTP U XJIONKOBYKO BaTy MPUBOIUJIO K CHUKEHHIO BbimensieMoro koinuectBa ADU. Tem He
MeHee, KaK M paHee, BbimessieMoe kojuuectBo ADM He cHmkanoch mociie (UIbTPOBAHUS

00pa3LoB TabIETOK Mpenapara CPaBHEHHS Yepe3 CUrapeTHbIE (PHIIBTPBI.

[0151] VYposenb Boinenennss ADU B oOpasmax, MONYyYEeHHBIX B BOAE B YCJIOBHUSX
OKpY’Karomiel cpeabl U OTOUPAEMbIX C HCIIOJIb30BAHUEM UTJIbI 23 KanuOpa, B oOpa3nax tabiaeTok
npernapaTa CpaBHEHHUs1 ObLT BBIIIE YeM B oOpasuax npororumna 2. O0pasie! GUIBTPOBAIH TOJBKO
1uis TabneTok npenapara cpaBHeHus. CHIDKeHUE BbiaesieMoro konnaectsa AU Habmonanu ast
BCEX HCMONb3yeMbIX (MIbTpoB (0,2 MKM (UIBTp, XJIONKOBAs BaTa M CUTapeTHBIA (QHUIBTP), rre
camoe OONbIIOE CHIKEHHE HAOJIOJad IMPH HCIOJIBb30BAaHUH XJIOMKOBOH BaThl. B oOpasmax,
NOJIYYEHHBIX B Tropsiuell BOAe, B LIEJIOM, HAONIOAANNCh TEHACHLMH, CXOXHE € 0Opas3namy,
NOJIYYE€HHBIMH B BOJIE B YCIIOBUSIX OKpY Karo1eii cpensl. Tem He MeHee, Ha CTanuu (GUIbTPOBAHUS
00pa31oB TabJIeTOK MpemnapaTa CpaBHEHUS caMoe OOJIbIIIOE CHUKEHHE BBIIEISIEMOT0 KOJIMYECTBA

Habronanu npu ucnosb3opannu 0,2 MKkM QUITBTpa.
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[0152] Crnenyer OTMETHTBh, YTO HCIIOJIb30BAHHE UTJ ¢ OONBINUM JHAMETPOM OTBEPCTHS,
Taknx Kak uriel 18, 20 u 23 kamubpa, MaJIOBEPOATHO B CIyYasiX 3JI0yNOTPeOJIeHHs], TaK KaK OHU
UMEIOT 3HAYUTENBbHO Ooyiee BBICOKMI AMaMETp, M TPEANOYTHUTEIBHO HCIIONB3YIOTCS HIJIBI
26 xamubpa, Tak KaK OHU SIBJISIFOTCST OoJiee Y3KUMU M MOIXOIST JIJIsl HHBEKLUUU B BEHY, a TAKXKe
JIETKO JOCTYIHBI B paMKax mporpamm obOmena uri. Kpome toro, mcmnosnb3oBaHue (UIBTPOB
TOJIbKO CHIDKAET KOJIMUYECTBO aM(peTaMUHa, TOCTYITHOTO ISl 3JI0YIOTPEOIEH s, HO HE KOUHIIAeT»
pacTBOp 1A MHBEKLUNHU. Bo Bcex crnyuasx Beigensiemoe konnuectBo APU B npororumne 2 Obl1o
3HAYUTEJIbHO HIDKE IO CPAaBHEHUIO C IpernaparaMu CPaBHEHHUs, 3TO JIEMOHCTPUPYET, 4YTO
30ynoTpedieHne myTeM HHBEKIUH OyaeT Oosee 3aTpyIHUTEIbHBIM, U BBIXOA JIEKAPCTBEHHOTO

cpencTsa OyeT HUXe ueM B TaOJeTKax Mpernapara CpaBHEHMUS.
Tennosan obpabomka — memnepamypa niaeieHus

[0153] HarpeBanu wu3Menb4YeHHbIE KamCyjbl MPOTOTHUNA 2 wWiad TaONeTku mpemnapara
CPaBHEHMSI, M €CJTH COAEPKIUMOE MIABUJIOCh, TO OLIEHUBAJIM BO3MOKHOCTh OTOOpA CMECH B LITIPHIL]
yepe3 Wbl pa3nu4yHoro kamuOpa. Tabmerku mpemapara cpaBHeHusi HarpeBamu a0 200°C,

N3MEHCHHS B ITIOPOLIKE HE IMMPOUCXOAUIIN.

[0154] Ilocne HarpeBaHusi COAEPKUMOE MPOTOTHNA 2 TUIABWJIOCH, M €r0 HCCIEAOBAIU C
UCTIONIb30BAHMEM HIJI PA3JIMYHOTO KauOpa. beiio oTMeueHo, 4To npu yaaleHn! JIEKapCTBEHHOTO
NPOIYKTA U3 UCTOYHHMKA HArPEBAHUs M BBEIEHHsSI B LITMPHULL, OH 3aTBepAeBas. MccaenoBamy Uribl
18 xanuOpa u 26 xanubpa, 1 B 00OUX CIy4asx PacIUIABJICHHbIH COCTAB MPOTOTUNA 2 HAYMHAI

oTOMpaThCs B UTJTy, HO HE JOCTHTaJl IIMPHIA B PE3YJIbTATE 3aTBEPIACHHSL.

[0155] HecMmoTpst Ha TO, 4TO COCTaB MPOTOTHUNA 2 TJIABWICS, OH C HU3KOW BEPOSTHOCTBIO
MOXKET OBITh JOCTYIEH ISl 3JI0yNOTPeOIeHNsI, TaK KaK OH 3aTBEPAEBAET MPH OTOOpE uepe3 Uriy

H, TAKUM o6pa30M, HE IoaAXOAUT AJId UHBEKIUH.

Bo3smoorcnocme ucnonvzosanus e wnpuue nocjie nojtiydenus 06pa3t4a 6 600e u

MHO20KPAMHO20 (Puiomposanus

[0156] ITocne n3MenbUeHUsT Karcysl MPOTOTHIA 2 WK Ta0JETOK IMpernapara CPaBHEHUS U
UCCIIEIOBAHHUS BO3MOJKHOCTH HCIIOJB30BAHUS B IIMPHIE U MOBTOPHOTO (PHIBTPOBAHUS Hepe3
CUrapeTHbIN (UIBTP HU OJUH U3 00pa3LOB MPOTOTHIIA 2 HE PACCMATPUBAJIN KaK MOIXOMSIINI ISt
aHanm3a. AHanu3 TaONeTOK Iperapara CpaBHEHHs ObUI NPOBENEH, BBIAEISIEMOE KOJHYECTBO

cocTaBisuio 38%.

[0157] Kakx u panee, ObUIO MPOAEMOHCTPHPOBAHO, YTO MPOTOTUI 2 HE JOCTYIEH IJIs

3J0yNOTpeOIeH s, BKIIIOYAIOEro oTO0p B IIMNPHULl Yepe3 (QUIbTPBI, U3-32 TOTO, YTO BO BPEMs
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KaXI0TO MPOXOXKIECHUS depe3 QUIbTp ero oObeM CHIDKaeTcsi. B mMpOTUBOMONIOKHOCTh 3TOMY,
HekoTopoe konuuecTBo APH 0cTaBajoCh NOCTYIHBIM TOCHE MPOBEACHUS TOTO XKe crocoda ¢

HCTIONIb30BAHUEM TA0JIETOK MpenapaTa CPaBHEHNUS.

Bozmoorcnocme ucnonvzoeanus e wmnpuudax C uciiamu pas3iuiHozo Ktl./lu6ptl noc.ie

HOJLYHEHUSL 8 600€ 8 YCILOBUAX OKPYJicalomwieil cpedsvl U 2opayell 600e

[0158] CpaBHMBaIM BO3MOKHOCTb MCIIOJIb30BaHMS B INMpPULIE OOpasLoB NMpOTOTHHA 2 U
TabJIETOK IpenapaTa CPaBHEHUS I1OCIIE MTOJYUEHHSI B S MJI BOZBI B YCIIOBHSIX OKPY KarOIIeH Cpesibl
U ropsiyeit Boxbl J[ns BCeX HCClieAyeMbIX KaauOpoB W BbimessiemMoe konmuecTBo ADU B

oOpasiax TabJIeToOK mpernapara CpaBHEHHsI ObLIO BBIIIE YeM B 00pasiax mpoToTHa 2.

[0159] Jns 4acTto HUCMosib3yeMbIx HUria 26 kamuOpa ObUIO MPOAEMOHCTPHPOBAHO, YTO
NPOTOTHIT 2 B 3HAYUTEIBHO MEHbBIIEH CTETIEHU JOCTYIIEH IS 3JI0yOTPeOIeHUSI Ty TeM HHBEKLIUU
U3-32 HU3KOI'O BBIXOJA JIEKAPCTBEHHOT'O CPENCTBA U CIOKHOCTH 0TOOpa cocrasa B mmpur. [l
TabJIETOK Tpernapara CpaBHEHHS BBIXOJ JIEKAPCTBEHHOIO CPENCTBA ObLI BbIIIE, U JAHHBIE s
urjbl 26 kanuOpa ObUTH CPABHUMBIMH C UTJIaMU OOJIBINErO AMAMETPA, B KOTOPBIX MCIIOJIB30BAIN

NPOTOTHUIN 2 B BOJE B YCJIOBHSX OKPY>KAKOIIEH Cpesbl.
Ixemparyusn 6 nebonvuiux obvemax 0,2% pacmeopa dburkapbonama Hampus

[0160] OuenuBanu sxctpakiuio AU nocie uaMenbyeHust KancyJs nporotuna 2 u tabjaeTok
npernapaTta CpaBHEHUsI ¢ UCTOIb30BaHueM S mut U 2 mi 0,2% OukapOoHaTa HATPUsI B YCJIOBHSX

OKpYKarOIel Cpebl U MMOCjie HarpeBaHus.

[0161] ITpu ncnonbzoBannu 0,2% OukapOOHATa HATPHUS B YCIOBHSX OKPYIKAKOIIEH Cpembl
BbIZIEJSIEMOE KOJMYECTBO B 0O0Opasiax TaONeToK mperapara CpaBHEHHs ObLIO BBILIE 4YEM B
oOpasuax mpororuna 2. OOpasubl MpoTOTUNA 2, MOJY4YeHHbIe ¢ Hcnoab3oBaHueM 2 mi 0,2%

OukapOoHaTa HaTpUs B yCJIOBUSX OKPYXKAOLIEH Cpebl, He TIOAXOMIIH AJIsl aHAJIN3A.

[0162] DkcTpakuus 00pa3oB TabJETOK mpenapara cpaBHeHus B ropsiaem 0,2% OukapOoHaTe

HaTpHs MPOXOANIIA NONMHOCTBI0. OOpa3ubl MpoToTHNA 2 HE MOIXOMWIN [T aHAIHN3A.

[0163] IlonyueHHbIE pe3ynbTaThl JEMOHCTPUPYIOT CIOXKHOCTD SKCTPAKLIUH JIEKAPCTBEHHOIO
CPEICTBa U3 IMPOTOTHUIA 2, B PE3yJIbTATE Yero 3TOT CIOCOO He NMOAXOAUT AN 3JI0yIOTpeOIeHus.
B T0 xe Bpems, TabneTKu npenapara CpaBHEHHS JIETKO SKCTParupOBAIUCH B 000X UCCIIEAYEMBIX

o0beMax OmkapOOHaTa HATPUST HE3ABUCHMO OT TEMITEPATYPhL.

Hcceneoosanue IKCMpAKuuu SImanojlon
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[0164] O06pasupl nporoTuna 2 1 TabJIETOK MpernapaTa CPaBHEHUS H3METbUaIl COBMECTHO C
10 M 95% sTanona. Harpesanu noiy4eHHYO CMeCh UIsl BbIMApUBAHUS 3TaHOJA U UCCIIEA0BAIN
NOJIYYEHHBIH OCTaTOK. B ciyuae obomx coctaBoB oOpasipl HE ObUIM MOXOXKH HA TOPOIIOK, U

(bu3ryIecKkoe UCCIeOBAHNE IJIsI OLICHKH BO3MOKHOCTH HHCY(D(DIISLINN He MOTJIO OBITh TIPOBEACHO.

[0165] JTO AEMOHCTPHUPYET, YTO MPOTOTHIT 2 HE MOKET OBITh MPEBPAIIEH B IMOPOIIKOBYIO

dbopMy. ITO MOKET IPEAOTBPAIIATE 3JI0yNOTpediieHne myTeM HHCY PP IISIUN.

Qusuueckue 0Oapoepovl, npenamcmeylOwue 310yROMpPed/IeHUIo,  GKIIOUAIOWEMY

usmestbiernuue, Hapesanue ujiu 0p06ﬂeuue

[0166] PacnpocTpaneHHBIM CcrOCOOOM  HENPaBHJIBHOTO  HCIIOJIb30BAHHSI  NIEPOPAIbHBIX
(dapMaleBTUYECKUX CPEACTB SIBJIIETCS 3JIOYNOTpeOJNIeHHWEe IyTeM BIBIXAHUS: T[A€ JIUIIO,

370ynoTpednsaromee  HApPKOTUKAMHM,  BJBIXaeT  IIOPOIIKOBYIO  JIEKAPCTBEHHYIO  (opMy

(uncyusiius).

Hccneoosanus azer 1
YcraHnoBaeHHoe TpeGoBaHUe 1Jisl IPEABAPUTEIBHONH TePMHUYECKO0ii 00padoTKu

[0167] Ynansuim 000J0YKY C LENbHOW JIEKAPCTBEHHOW (OPMBI M MOMEIIATH COASPKIMOE
KaricyJibl B KO(I)GMO.HKy " U3MEJIbYaJii B TCUCHUE ITATU MUHYT. N3menpuanu HOJIy‘-IGHHbeI MPOAYKT
1o gactun pasmepom 6onee 1 Mm. Takum 00pa3oM, BO BCEX MOCIEAYIOIINX aHAIN3aX IPOBOIIIH
NPEeBAPUTENIBHYIO TEPMUYECKYI0 00paboTKy 3aMopakMBaHMEM Karcyl Ha 24 dbaca mnepen

UCTIOJIb30BAHUEM.
HN3menbuenne B kodemoike

[0168] VYnansum  O0OJOYKHM MSATH LENbHBIX JIEKAPCTBEHHBIX (opM  (KOTOpBIE OBLIH
3aMOpPOKEHBI B TeueHHe 24 4YacoB) W MEPEHOCHIIM CONEPXKHMOE KarCyJl B TPOOUPKY H
B3BeLIMBAJK. [loMemanu coaepkuMoe Karcysl B KOGEMOJKY U U3MENbYaId B TCUCHHE OTHOHN
MHUHYTBI (CJI€AYeT OTMETHTb, YTO TAaOJETKU Mpernapara CPaBHEHUS MOTIH ObITh HW3MEJIbUEHBI
JOTOJHUTENIBHO, TEM HE MeHee, Al 0OOCHOBAHHOTO CPABHEHHS UX M3MEJbYaJI B TEYCHUE TOTO
JKe TIeproAa BPEMEHH, YTO M KarcyJbl mpoTtotuna 2). B3semmBamu xodeMonky, comepskamyro
KarcyJjbl, a 3aTeéM MEePEHOCHJIN COAEepPKMMOe Ha | MM CHTO, pa3MeIleHHOe B BEpXHEH 4acTu
NpocenBaroiiel ycTaHoBKU. [TOBTOpHO B3BemMBaIN KOGYEMOJIKY IS ONPEAETICHUsT KOJINIECTBA
COIEPKMMOTO  KarCyJ, TePEeHECEHHOro B  MPOCEHMBAKOIIYI  ycTaHOBKY. Ompenemsiiu
pacrpeneneHue 4acTUL MO pasMepaM ¢ HUCMHOJIb30BaHHEM CUT ¢ pasmepom mnop 1, 0,5, 0,25 u

0,106 mwm.
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[0169] AmnanusupoBanu konnuectso AU, 3anep:kuBaeMoro KakapiM cutoM, myrem BOXKX
IUI  OTIpeNesICHHUs BO3MOXKHOTO pasaeneHus ADU/BcoMoraTelbHOrO BeIIeCTBA BO BpeMsi

¢dusnaeckoit oopaboTKu.

Tabanua 55: Ouzunueckoe uccjienosanue oopasua 1 cocrapa npororuna 2

Pa3mep cura Macca nocJjie Macca o () Macca %
(r) YAEPKHBAEMOI0 | BbIIEJIEHHS
BellecTBa (Mr) BEIeCTBA

1 Mm 218,27126 217,48313 788,13 99,12

0,5 MM 208,12782 208,12711 0,71 0,09
0,25 mm 201,92086 201,91843 2,43 0,31
0,106 MM 197,23675 197,23555 1,20 0,15
NOJI0H 128,63762 128,63500 2,62 0,33

Taoauna 56: duzuyeckoe uccaeaoBaHue o0pasia 2 cocTaBa npoToTuna 2

Pa3mep cura Macca nocJie Macca no (r) Macca %

(r) YAEp:KHBAEMOro | BbIAeJIeHHS

BelecTsa (mr) BeILIeCTBA

1 MM 218,39539 217,56326 832,13 100
0,5 MM 209,33688 209,33735 -0,47 H/1
0,25 mm 200,84730 200,85005 -2,75 H/1
0,106 Mmm 197,29304 197,29672 -3,68 H/1
MOJIJIOH 128,07354 128,07638 -2.84 H/1

Tabauua 57: ®uznueckoe uccjaenosanue oopasua 1 Tadierku npenapara CpaBHeHUs!

Pazmep Macca Macca o (1) Macca % AHanu3
cuTa nocJie (r) yaep:xkuBaemoro | BbiaejieHHoro | BXKX, %
BelecTsa (Mr) BellecTBa AU
1 MM 217,98044 217,48976 490,68 35,79 96,8
0,5 MM 208,36158 208,13418 227,40 16,59 92,8
0,25 MM 202,15150 201,92550 226,00 16,49 68,2
0,106 mm | 197,46574 197,24249 223,25 16,29 60,6
13 (0)1 01 (): 128,83609 128,63267 203,42 14,84 94,6

Tabanua 58: duznueckoe uccjieaoBaHus 00pa3ua Ta0JIeTKH Npenapara CpaBHeHus 2

Pasmep
CHUTa

Macca
nocJe (r)

Macca no (1)

Macca
yAep:KHUBAEMOT0
BelecTBa (Mr)

%

BbIA€CJICHUSA
BeIIE€CTBA

Pasmep
CHUTA

71




1 MM 218,11425 217,55891 555,34 4319 95,3

0,5 mm 209,51810 209,33242 185,68 14,44 87,8

0,25 mMm 201,04832 200,84843 199,89 15,55 65,1

0,106 mm 197,50918 197,29753 211,65 16,46 61,0

IO TIOH 128,20872 128,07554 133,18 10,36 83,6
[0170] B cayuae nporotuna 2 H3MENBbUYEHHOE COIEPKUMOE KaICyJ CIUNAIOCh U

yaepxuBanock Ha 1 mm cure (cm. ¢ur. 9B). Takum obpaszom, ananuz BOXX He npoBogmim.

[0171] B cnyuae Tabnerok mpenapara cpaBHeHHs B 00OMX oOpas3max camoe OoJbIIoe
KOJIMYECTBO MaTepHala yaepKUBAIOCh HA 1 MM CHTe, KOJMYECTBA Ha OCTAJIbHBIX CUTAX BILIOTh
10 0,106 MM ObLTH CXOXKHMH, U YMEHBIIAJIOCh KOJTUYECTBO Ha moaaone (cm. ¢ur. 10). 310 Morio
ObITh CBSI3aHO C TeM, 4YTO TaOJETKH Tpernapara CPaBHEHHsI H3MENbYajd B TEYSHUE TOTO JKE
nepuoa BPEMEHH, YTO M KarCyJibl MPOTOTHUIA 2, TIPU 3TOM OoJiee MENKOAMCIIEPCHBIN TMOPOLIOK
MOT OBITh TIOJIy4€H TPH YBEJIMYEHUH MPOAOJIKUTEIBHOCTH U3MeNIbueHus. TeM He MeHee, ObLIo
pEeLIeHO, YTO MPOIOJIKUTENBHOCTh M3MENIbYeHUs 000X COCTaBOB JOJKHA OBITh OAMHAKOBOW,

yTOOBI OLleHKa Obli1a 60J1ee 0OOCHOBAHHOIMA.

[0172] Ilopowok npenapata CpaBHEHHUS U3 KaXKAOTO CUTa MepeHOCHId B 50 M MEpHYIO
KOJIOYy W IOBOAWJIM JO HYXXHOro oObema pa3baBUTENEM COTJIACHO OIMHCAHMIO IMPOTOKOJA.
Ipoeogwnu anaan3 BOXKX pacTBopoB m3 MepHbIX kojid mocie ¢puiabTpoBaHus uepes 0,45 MM
¢duneTp. KonnuectBo coneprxaiuerocst AGU cHUKaIOCh O Mepe YMEHbIIEHUS pa3Mepa CUTa, HO

B TIOAJIOHE HAOJIFOIATN €r0 HE3HAYUTENIbHOE YBEITMYCHHE.
Hcceneoosanus gaszer 11
[0173] IMpoeoawnu uccnenoBanus (aswl Il ¢ UCTIOTB30BaHUEM BCEX COCTABOB MPOTOTHIIOB.

HN3menbuyeHne COBMECTHO € YCHJIMTE/ISIMH ChINy4eCTH (AreHTAMH, YJIyYLIAI0 IHMH

CHINY4ecTh)

[0174] Vnansumm  o0OJNOYKHM TATH LENbHBIX JIEKAPCTBEHHBIX (opM  (KOTOpBIE OBLIH
3aMOpOsKeHBI B TeueHne 24 yacos). [Tomemanu cogepkuMoe Karcyi B CTynKy U qodassumu 0,2 T
areHTa, yJydlNArolUMH CBbIIy4eCTb, 3aT€M Cpa3y K€ U3MeNbyajyd B TEYEHHE ISATU MUHYT.
Onpenensanu pacnpeneiieHne 4acTHUIl 1o pa3Mepam ¢ ucnosb3oBanueM 1, 0,5, 0,25 u 0,106 mm

CHT, Kak u B (paze L

Tabmuua 59: ®Ousuyeckoe wucciaegopanue odpasua 1 coctaBa mnporoTHma 2 ¢

HCMOJIB30BAHHEM TAJIBKA B KAYECTBE ar¢HTa, YJAYYHAKIEro Cblny4€CcTtb
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Pa3mep cura Macca nocJie Macca no () Macca %
(r) YAEPKHBAEMOIO | BbLIEJEHHS
BewiecTBa (Mr) BEIeCTBA
1 MM 218,49497 217,49147 1003,50 99,29
0,5 mm 208,12175 208,11952 2,23 0,22
0,25 Mmm 201,91328 201,91279 0,49 0,05
0,106 mm 197,24210 197,25852 -16,42 H/1
NOJ/I0H 128,63586 128,63140 4,46 0,44
Tabanua 60: duznueckoe uccjaeaoBaHue odpa3ua 2 cocTaBa NpoToTHNA 2 €
HCIMOJIb30BAHHEM TAJIbKA B Ka4eCTBe areHTa, yJay4lialero cbiny4ecTb
Pa3mep cura Macca nocJie Macca mo (r) Macca %
(r) YAEPKHBAEMOI0 | BbIIEJEHHS
BelecTsa (mr) BelleCTBA
1 MM 218,62971 217,54824 1081,47 100
0,5 mm 209,32293 209,32447 -1,54 H/1
0,25 Mmm 200,83707 200,83836 -1,29 H/1
0,106 mm 197,28371 197,28656 -2,85 H/1
MOJIOH 128,07159 128,07228 -0,69 H/1
[0175] B cnyuae mportotuna 2 mocyie M3MeNbUeHHs COBMECTHO C TajbkoM o0a obOpasua

npeBpaLiauCh B UMKy OenoBaryro macty (cMm. ¢ur. 11A). CornacHO JaHHBIM BH3YaJbHOT'O
W3y4YeHUs W B3BEIIMBAHUS CUT COIEPKUMOE KaICyJi 3aaepkuBajiock Ha 1 mm cute (cm. ¢ur. 11B).
JaHHble 0 Macce BbieneHHOro Bemectna 1 0,5 mM, 0,25 MM cuTa U MOAA0HA MPOCEUBAIOIIEH
YCTAHOBKM MOTYT OBITh CBSI3aHbI C MOTPEIIHOCTBIO BECOB, TaK KaK Ha YKAa3aHHBIX CHUTax
COZEPIKUMOE KaIlCyJl OTCYTCTBOBAJO. Tak Kak CONEP:KUMOE KaIlCyJl He MPOXOAUIIO 4yepe3 1| mm

cuto, To aHann3 BOXKX He mpoBoaumm.

Tabanna 61: duznueckoe uccjaenosanue oopasua 1 cocrasa npororuna 2 ¢

HCMOJIB30BAHHEM XJIOPpHAA HATPHUA B KAYE€CTBE ar¢HTa, yayvllalnmero Cblny4ectb

Pa3mep cura Macca nocJie Macca no (1) Macca %
(r) YAEPAKHBAEMOI0 | BBbLIEJEHHS
BeniecTBa (Mr) BEIeCTBA

1 Mm 218,49926 217,47733 1021,93 99,55

0,5 MM 208,12390 208,12197 1,93 0,19
0,25 mm 201,91493 201,91461 0,32 0,03
0,106 MM 197,23175 197,23029 1,46 0,14
NOJ/IOH 128,63717 128,63624 0,93 0,09
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Tabanua 62: duznueckoe uccjaeaoBaHue odpas3ua 2 cocTaBa NpoToTHna 2 ¢

HCMOJIB30BAHHEM XJIOPpHAA HATPHUA B KAYECTBE Aar¢HTa, yay1llIawero CblnyviecTb

Pa3mep cura Macca nocJie Macca no (1) Macca %
(r) YAEPKHBAEMOI0 | BbLIEJEHHS
BeliecTBa (Mr) BEIeCTBA
1 Mmm 218,59888 217,55217 1046,7100 100
0,5 Mmm 209,32548 209,32748 -2,0000 H/1
0,25 mm 200,83530 200,83860 -3,3000 H/1
0,106 Mmm 197,28289 197,28752 -4,6300 H/1
MOAJIOH 128,07198 128,07338 -1,4000 H/1
[0176] B cnydae mporotuna 2 mocie M3MeNbYeHHs] COBMECTHO C XJIOPUAOM HaTpusi oda

o0pasua mpeBpalauch B JUMNKYKO OenoBatyro macty (cm. ¢ur. 12A). CornacHO HaHHBIM
BU3YaJIbHOT'O U3yUEHMs U B3BELIMBAHUS CUT COAECPKUMOE KarCyJl 3aep>KUBAjIOCh HA 1 MM cuTe
(cMm. ¢ur. 12B). [Jannbie 0 Macce BbieneHHOro Bemectsa s 0,5 mm, 0,25 MM CUT 1 TOIAOHA B
MPOCEUBAIOIIEH YCTAHOBKE MOTYT OBbITh CBSI3aHBI C TIOTPEIIHOCTBIO BECOB, TAK KaK COMEPKUMOE
KarcyJl Ha YKa3aHHbIX CHTaX He HaOmomanu. Tak Kak comepKUMoe KarcyJl He POXOAMIIO Yepes

1 MM curo, To ananu3 BOXKX He nposogunu.

Bapuvepui, npenamcemeyiowjue 310ynompebd/ienuio, 6K1I04AI0ueMy XuMu4ecKkyio

IKCMpAKUUuIo

[0177] JIpyruM pacipoCTpaHEHHBIM CIOCOOOM 3JI0YNMOTPeOIeHUsT SIBISIETCS MHBEKIUS WIIH
npueM BHYTpb. JIU10, 3m0ynoTpedsioniee HAPKOTUKAMH, U3MENTbYAET JIEKAPCTBEHHYIO (opmy 10
YacTUIl W SKCTPArupyeT WU IUIABUT COAEPIKUMOE JIEKApCTBEHHOH (POPMBI B HArpeTOoM

PaCTBOPHUTEIIE, 3aTEM MPOTJIATBIBACT KUAKOCTb UJIM BBOAUT €€ IMyTEM UHBCKIHNHU.

[0178] IMpooawnu uccienoBanus ¢dassl I ¢ UCMONIB30BAaHUEM pacTBOpUTENel 1 rpymmbl, a

uccnenoanus ¢asbl Il mpoBoaNIH C UCTIONB30BAaHHEM PACTBOPHUTENEH 2 TPYIIIIbL:

e PactBopurenn 1 rpynmel Boma, ykcycHast kuciota (8%), 0,2% OukapOoHaT HaTpus,
sTanon (95%), HerasupoBaHHBIN O€3aJIKOTOIBHBIN HAMUTOK (KoJa, Kuciblil pH).
e PacTBopuTenu 2 rpymnmbl: MHHEpalibHBIE pacTBopuTen (yalT-cmput), 3taHon (40%),

W30MPONWIOBLINA criupT, MeTaHod, auetoH, 0,11 HCI, 0,151. NaOH.
Hcecneoosanus hpaszor 1

Ixcmpaxyun 6 Heborbuiux 0dvemax pacmeopumeiieil 1 zpynnut 6 yciiosunx

OKpydicaiouieil cpeont
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[0179] Paspylanu kancyJibl 1uisi CHU>KEHHsI pa3Mepa 4acTHLl B 103€, a 3aTeM U3MEIbYalld B
10 Mn1 pactBopuTenss 1 rpynmsl B T€YEHHE MATH MUHYT WJIH IO FOMOreHHoCTH. llepenocunu
NOJTYYEHHYIO CYCIIEH3MIO B CLHIMHTWISIMOHHYIO POOUPKY, 3akpeiBaiu Parafilm u BcTpsxusanmm
Ha BOISIHOH OaHe mpu TeMrieparype okpyskaromeii cpensl. OrOupanu odpasusl uepes 5, 15, 60 u
180 munyT 1 punprpoBamm yepes 0,45 MkM QHIBTP B KOOy U paz0aBisiiiv 10 HY>)KHOTO 00beMa

C UCMIOJIB30OBAHUEM CTAHAAPTHOI'O AJIsI JAHHOTI'O criocoba HUCCICAOBaHUA pa36aBI/ITeJ'I$I.

[0180] Ot¢dunprpoBannbie 00pa3nsl aHanusupoBantu nyreM BOXKX mns konmuecTBeHHON

oLleHKH coaepxkanus ADH.

[0181] Ha ¢ur. 13 u 14 noxazans!l ¢ororpaduu >3KCTpaKLUU MPOTOTHUNA 2 U Ipernapara

CPaBHEHUS B PaCTBOPUTENSAX | rpymIibL

Tabanua 63: CpaBHeHHe SKCTPAKIIUHM NPOTOTHIIA 2 B PACTBOPUTEJISIX (cpeaHee N=3)

CpenHee u3mMepeHHOE KOJIHYECTBO, %o
O6pasen YkcycHas 0,2% Yranon FasnpOBaHHblﬁU
Bona KHCJI0Ta | OMKap6oHaT (95%) 0e3aJIKOr0JIbHbIH
(8%) HATpHS HANIUTOK
5 muH 97 93 113 105
15 Mun | ®UJIBTPOBAHUE 106 92 108 96
60 muan | HEBO3MOXHO 105 106 109 102
180 muu 104 95 109 98

Tabnuua 64: CpaBHeHHe IKCTPAKIHH TA0JIETOK MPenapaTa CPaBHEHHSI B PACTBOPHUTEJISIX

(cpennee n=3)

CpeaHee u3mepeHHOe KOJINYECTBO, %0
O6pasen Ykcycnas 0,2% Sranon Fasnposaﬂﬂbliiu
Boaa KHCJIOTa | OukapOoHaT (95%) 0e3aIKOr0JILHBII
8%) HATpPHUSA ° HANUTOK
5 MUHYT 100 102 102 99
15
102 105 93 98
MUHYT
60y ®UIILTPOBAHUE
HEBO3MOXHO 101 102 94 101
MUHYT
180
101 103 104 103
MUHYT

IIpumeuanue - Konuuectsa B % BBIUUCISUIIM € YUETOM IpeanonaraeMoi 1036l B 10 mr

Ixcmpaxyun 6 Hebo1buIUX 00beMax zopAaYell 600bL

75



[0182] B paHHONM YacTH NpPOTOKOJIA AHAJIU3UPOBAIM TOJBKO TOPAYYK) BOAY C Y4YETOM
XAPaKTEPUCTUK SKCTPAKLUU APYTUX TMPOTOTUIIOB B yKCycHOW kuciore, 0,2% OukapOoHarte
HATpUsl, Ta3MPOBAHHOM O€3aJIKOTOJbHOM HamuTKe H 95% 3TaHONE B YCIOBHSAX OKPYIKAroIen

cpenbl.

[0183] IlpensaputenpHO HAarpeBaiu BOAY OO MPEANOIaraéMoOM TeMIepaTypbl SKCTPAKLUU

90°C, kak yka3aHO B IPOTOKOJIE.

[0184] Pazpymanu kancymsl 11l CHUKEHHs pa3Mepa 4acTHUL] B 103€, a 3aT€M U3MEJIbUalid B
10 M1 ropstuedt BOABI B TE€YEHUE ISITU MUHYT A0 FOMOIeHHOCTH. IlepeHocwin mojy4eHHYRO
CYCIEH3UI0 B CHMHTUJUIALIMOHHYIO MpoOUpPKY, 3akpeiBaiu Parafilm u BcTpsixuBamu Ha BOASHOMN
6ane npu 90°C. OtOupanu oOpasusl yepes 5, 15, 60 u 180 MuHyT U QUIBTPOBANH, €CIIH 3TO OBLIO
BO3MOXKHO, uepe3 0,45 MM ¢uabTp B KOnOy U pazbaBisiii OO HYXKHOrO o0bema C

HCTIOJIb30BAHUEM CTAHOAPTHOI'O NJIsI JAHHOT'O criocoba HUCCICAOBaHUA pa36aBI/ITeJ'I$I.

[0185] AnHamzupoBanu oT(uIbTpoBaHHbIE 00pasisl myteM BOXKX nist konndecTBeHHON
ouenku copepxkanuss A®U. Ha ¢ur. 15 u 16 mokaszanel gororpaduu 3KCTpakyy mpenapara

CPaBHEHUsI U IIPOTOTHIA 2 B TOPsiYeM PaCTBOPUTEIIE.

[0186] Tabnuua 65: CpaBHeHHE SKCTPAKLIUH B ropsiueii Boze (cpennee n=3)
CpeaHee u3mMepeHHOE KOJINYECTBO, %0
Od6pa3zen
IporoTun 2 IIpenapart cpaBHeHus1
5 MUHYT 103
15 MunyT 104
ONJIbTPOBAHME HEBO3MOXXHO
60 MUHYT 103
180 MunHyT 106

Hceceneoosanus ghaszr 11

[0187] Pazpymanm kancymsl 11 CHUKEHHS pa3Mepa 4acTHLl B 103€, a 3aTeM U3MeJIbUalid B
10 M 40% »sTaHONA B TEYEHHE MSATU MHUHYT OO TOMOTEHHOCTH. llepeHOCHIN MONy4eHHYHO
CYCHEH3UI0 B CHMHTHJUIILIMOHHYIO MpoOUpPKYy, 3akpeiBaiu Parafilm u BcTpsixuBamu Ha BOISHOMN
OaHe mpu TeMIiepaTtype okpyxkaromiei cpenbl. OrOupanu oopasipsl yepes 5, 15, 60 u 180 MuHyT 1
¢unbTpoBam uepes 0,45 MM ¢unbTp B koJaOy W pa3daBisuid 10 HYXKHOrO oObemMa ¢

HUCIMOJIbB30OBAHUEM CTAHAAPTHOI'O AJII JAHHOT'O crtocoda UucCaea0BaHusA paS6aBI/ITeJ'I$I.

[0188] Anamu3upoBanu oT¢UIBTPOBaHHBIE 00pasubl myreM BIXKX nnst kommdecTBeHHOM
oueHkn coxepxkanusi AD®U. Ha ¢ur. 17 mnokasanel ¢ororpadpuu 3KCTpakUMUU Ipernapara
CPaBHEHUs U MPOTOTUIA 2 B 3TAHOJE B YCIOBUSAX OKPY KAOLIEH CPenbl.
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Tabanua 66: CpaBHeHHe SKCTPAKIIUM NpenapaTa cpaBHeHust U npororuna 2 B 40%

TaHoJe (cpednee n=3)

CpeaHee nu3mMepeHHOe KOJIHYECTBO, %o
Oo6pa3zen
IIpororun 2 | Ilpenapar cpaBHeHHs1
5 MUHYT 73 104
15 munyT 66 102
60 MUHYT 81 104
180 MmunyT 79 101

Bapuvepui, npensimcmeyioujue ucnoib3o06anuio 6 Winpuye
Hccneoosanus haszt 1

[0189] Paspymanu kancynsl Uisi CHUKEHUsI pa3Mepa 4acTHll B 103€, 4 3aTeM U3MeNb4yalli B
10 mn BOABI IIpHU TeMIeEpaType OKPYKAKOLIEH CpeAbl B T€YEHHE NEPUOAa BPEMEHM BIUIOTH 10
TPUALATH MUHYT A0 roMoreHHoctd. OTOMpanu pacTBOp B LINPHL uepe3 Uity 26 xamubpa u
OTMEeYaJIi IPUMEPHOE KOJIMUYECTBO OTOOPAHHOM XUAKOCTH. B Tex cimydvasx, korna oroupanu 1 mi
win Oosee, u oOpasen ObLT JOCTATOYHO TEKYYHUM, YTOOBI OH MOT OBITb BBITECHEH 4Yepe3 WIJIy,
COAEP KMMOE IIIPHLIA BBOAMIN B MEPHbIE KOJIOBI MOIXOASALIEr0 00beMa U FTOTOBHIIU MPOObI AJist
aHammza BOXX ¢ wucrmonb3oBaHMEM CTaHAAPTHOrO Ui OJAHHOTO CIHoco0a UCCiIenOBaHUs

pasbaBuTes.

[0190] OOpa3ipl, KOTOpbIE YIOBJIETBOPSUIM KPUTEPHUSIM HCCICIOBAHUS TMPH KOMHATHOM
temneparype (Bbxon <5%), MCCIENOBAIN MOBTOPHO C HCIOJB30BAHUEM BOJBI, HATPETOW 0
90-95°C. Ha ¢ur. 18 u 19 nmokasanel oTorpaduu MCIONB30BAHMS MpernapaTa CPaBHEHUS U
NPOTOTHIIA 2 B MITIPHIIE C UTJION 26 KanuOpa B BOZIE B YCIOBHSX OKPYKAKOLIEH Cpeabl U B ropsiaei

BOAC, COOTBETCTBCHHO.

Ta6auua 67: Bo3MoKHOCTH HCNIOJIL30BAHUS B IINIPHUILIE ¢ UTJIOH 26 Kaaudpa B Boje B

YCJIOBHAX OKPY:KAKWIIEH cpeabl H AHAJIHW3 0TOOPAHHBIX B IINPHUIl 00pa3LoB

C
Oonbem, HN3mepennas PeaHsI
. . H3MepeHHas
CoctraB | O0pasen | coOpaHHbINH/O0TOOPAHHBII | KOHIIEHTpAaLUSI,
KOHLIEHTpauus,
B mImpuu (MJ) % R

%o
. 1 1,0 7,4

pOTZOTH“ 2 1,0 5.2 4
3 <0,5 mn 49

IIpenapar 1 6,0 61,6 66
CpaBHEHHUA 2 6,0 62,0
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3 7,0 73,4

Tabanua 68: Bo3M0oKHOCTH HCNIOJIB30BAHMS B IINPHIIE € UIJI0i 26 Kaa1ulOpa B ropsiuer

BOJe U AHAJIN3 0TOOPAHHBIX B IINPHUL 00pa3L0B

C
Oonem, HN3mepennas PeAmsH
. . H3MepeHHas
CoctraB | O0Opasen | HAOpaHHDBII/0TOOPAHHBIH | KOHLEHTPALMS,
KOHUOECHTpanus,
B mmpu (M) % o
Z)
. 1 1,0 9,2
pOTZOTH“ 2 1.0 72 7
3 1,0 5,1
I 1 4,5 46,8
periapat 2 5.0 54.1 46
CPaBHEHMS
3 3,5 36,9
Hccneoosanusn pazer 11
[0191] IIpoBonunu uccnenosanus ¢assl I ¢ UCTIONB30BaHUEM BCEX COCTABOB MPOTOTHUIIOB.

Bo3mMo:kHOCTH HCNIOJIB30BAHUS B HINPHULE ¢ HIJIAMHU PA3JIHYHOr0 KaJudpa nocJje

NMOAT0TOBKH 00pa3ua B Boae

[0192] Pazpymanu kancymsl 11l CHUKEHHSI pa3Mepa 4YacTHll B J103€, a 3aTeM U3MeJIbualid B
10 mMu1 BOABI PU TEMIIEPAType OKPYKAIOLIEH Cpeibl B TEUEHHUE MATH MUHYT I IO TOMOT€HHOCTH.
OtOupanu pactBop B mmmpuil 4epe3 uriy 18 kamubOpa W OTMeHad NMPUMEPHOE KOJIHYECTBO
oTOOpaHHOM >kuakKocTH. B Tex ciydvasx, korma otOupanu 1 mur miu Oonee, u oOpaszen ObLl
JIOCTaTOYHO TEKYYUM, YTOOBI OH MOT OBITh BBITECHEH Y€pe3 UTITy, COAEPIKUMOE IITPHIIA BBOIUIU
B MepHble KOJObI moaxoasmero odbemMa W TroToBHIM mpodObl s aHamm3a BDOXX ¢

HCIOJIB30OBAHUEM CTAHAAPTHOI'O AJId JAHHOT'O criocodba HUCCJICa0OBaHUA pa36aBI/ITeJ'I$I.

[0193] OmnwucaHHbBIH BhILIE CIIOCOO MOBTOPSUTH H MBITAIHCH 0TOOPATh pacTBOp uepe3 0,2 MKM
(uIbTp, TAMIOH W3 XJIONKOBOH BaThl U CUTapeTHbIH (GuiubTp. [y KaXKIOro HMCIONB3yeMOro

(ubTpa rOTOBUIIH CBEXHN 00paser.

[0194] OnrcaHHBIN BBIIIE SKCIIEPUMEHT TIOBTOPSLTH € UCTIOIB30BAaHUEM 0OJiee Y3KUX UL AJIs
TeX 00pa3IoB, KOTOpbIe ObLTM OTOOPAHBI B IIMPHI] ¢ UrjIoN 18 kamubpa, u uccnenoBanu urisl 20

u 23 xanuOpa, ecnu BeiaensieMoe koimuectso ADPU npesbimano 5% BbiAensieMON T03bL.
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[0195] OO0pa3upl, KOTOpbIE YIOBJIETBOPSUIM KPUTEPUSIM HCCIEIOBAHUS TPH KOMHATHOM
temneparype (Bbxon <5%), MCCIENOBAIN MOBTOPHO C HCIIOJB30BAHUEM BOJBI, HArpeTOH 0

90-95°C.

[0196] Ha ¢ur. 20 u 21 nokasanbl ¢ororpaduu HCIONB30BaHMS NpenapaTa CPaBHEHHUS U
MPOTOTHUIIA 2, COOTBETCTBEHHO, B IIMPHULIE C UTJION 18 kanuOpa B BOJE B YCIOBUSIX OKPYIKArOLIEH
Cpeabl C UCIOJIb30BAHUEM pa3IMyHbIX (QUibTpoB min O0e3 Hux. Ha ¢ur. 22 u 23 noxazaHbl
¢dororpaduu ncnoap30BaHUS MpenapaTa CpaBHEHHS U IIPOTOTUIA 2, COOTBETCTBEHHO, B IITPHLIE
¢ uryoit 18 xanmubpa B ropsiueit Boie ¢ HCIONIb30BAHUEM Pa3IUYHbIX (PUIBTPOB Wi Oe3 Hux. Ha
¢ur. 24 nokazanel ¢ororpaduu MCHONB30BAHUS IperapaTra CPAaBHEHHs B IINPUIE C HUIJIOH
20 xanuOpa B BOZIE€ B YCJIOBUSIX OKPYKAIOLIEH Cpenibl C UCIIONb30BaHHEM (pUIbTpa Miu Oe3 Hero.
Ha ¢ur. 25 nokasansl ¢ororpadguu UCrONB30BaHUS Ipenapara CpaBHEHHUsS U MPOTOTHNA 2 B
mnpuue ¢ urioit 20 kanubpa B ropsiueii Boge. Ha ¢ur. 26 nokazans! poTorpadun HCHonb30BaHUS
npernapaTta CpaBHEHHUs B LITIPULIE ¢ UTJION 23 KaauOpa B BOAE B YCJIOBHSIX OKPYIKAIOIIEH CpeIbl C
ucnojb3oBanneM ¢unbtpa wim 6e3 Hero. Ha ¢wur. 27 nokaszanel gororpadpuu UCTIONB30BAHUS
nperaparta CpaBHEHMsI B LImpuue ¢ Uriaod 23 kanubpa B mmpuue B ropsiuell Bome ¢

UCTIONIb30BaHNeM (rutbTpa miu 0e3 Hero.

Taéanua 69: Ucnoab3oBanue B mmnpuue ¢ urjioi 18 kaaudpa B Boae B yca10BHAX

OKpY:KalouIel cpeabl H AHAJIU3 0TOOPAHHBIX B IINPHUI] 00PA3LI0B

IIpenapar cpaBHeHus1 IporoTun 2
Oo0bem, Oobem,
HAOpaHHBII/ % HAOpaHHBII/ %
Ha3Banue o0pa3ua . N
0TOOpaHHBII B BbIJIeJIeHHSI 0TOOpaHHBII B BbIJIeJICHH S
mnpun (M) mnpun (M)
1 urna 18 kanmubpa 5,0 57,1 1,0 9,0
2 uria 18 kanmubpa 5,0 48,5 1,5 21,6
3 urna 18 xamubpa 5,0 50,8 5,0 212
Cpennee 52 17
1 punbTp 0,2 MKM 2,0 23,6 <1,0%* 0,1
2 ¢unbtp 0,2 MKM 2,0 25,5 <1,01* 1,2
3 unbTp 0,2 MKM 1,5 16,8 <1,01* 0,6
Cpennee 22 1
1 xnomkoBas BaTa 2,5 245 1,0 9,7
2 XJIOTIKOBAs BaTa 4,0 12,8 <1,0* 7,8
3 XJIOMKOBas BaTa 1,0 425 1,75 12,0
Cpennee 27 10
1 curapernslii 5.0 53.6 5.0 46
bunbTp
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5 .
CUTapeTHbIN 5.0 402 5.0 6.1
bunbTp
3 .
CUTapeTHBIN 5.0 52.7 1.0 5.0
bunbTp
Cpennee 49 5

*CoryacHO MPOTOKOJy HCCaenoBaHue oOpasmoB <1 mur He TpeOoBaJOCh, TEM HE MEHee WX
aHAJTM3UPOBANIU IO 3aMPOCy IPYMIbI, pa3padaThIBAOIIEH COCTAaB, TOJBKO B WH(POPMALMOHHBIX

HEJAX, U PpE3YJIbTAaThl IPUBCACHDBI B HACTOAIIEM AOKYMEHTEC UCKIIFOUNUTEIIbHO IJIS HHq)OpMaHHH.

Ta6auua 70: Ucnonb3oBaHue B mnmpuie ¢ urJjion 18 kaaudpa B ropsiyeii Boae M aHAIU3

0TOOpAHHBIX B IINPHUI] 00pa3LoB

IIpenapar cpaBHeHus1 Hpororun 2
Oobem, Oo0bemMm,
HAOpaHHBII/ % HaOpaHHbII/ %
Ha3sanmue o6pa3ua . N
OTOOpPAHHBINH B | BblAeJIeHUsI | OTOOPAHHBIN B | BbIJEJIEHUS
mnpui (M) mnpui (M)
1 urna 18 xanmubpa 5,0 56,7 4.0 438
2 urna 18 xanmubpa 5,0 50,6 4.0 52,1
3 urna 18 kamubpa 5,0 48,3 4.0 41,4
Cpennee 52 46
1 punbTp 0,2 MKM 2,0 23,5 <1,0* 1,3
2 ¢unbTp 0,2 MKM 2,5 25,4 <1,0* 1,6
3 punbTp 0,2 MKM 2,0 16,7 <1,0* 0,2
Cpennee 22 1
1 xJonKoBast BaTa <1,0%* 243 5,0 13,9
2 XJIOMKOBAsl BaTa 2,0 423 5,0 3,7
3 XJIONKOBas BaTa <1,0%* 12,8 5,0 6,0
Cpennee 26 8
1 curaperHslii 4.0 533 5.0 117
bunbTp ’
2 curapeTHbIil 5.0 40,0 5.0 103
bunbTp ’
3 curapeTHsli 5.0 523 5.0 12.9
bunbTp ’
Cpennee 49 12

* CoryacHO TPOTOKOJy HUCCleAoBaHHe o0pas3moB <l My He TpeOOBAJIOCh, TEM HE MEHee WX
aHAJIM3UPOBANIU IO 3aMPOCy IPYMIbI, pa3padaThIBAOIIEH COCTAB, TOJBKO B WH(POPMAIMOHHBIX

HEJAX, U PE3YJbTAaThl IPUBCACHDBI B HACTOAIIEM JOKYMEHTEC UCKITFOUNUTEIBHO IJISA PIH(l)OpMaLII/II/I.
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Tabauua 71: Ucnonb3oBanue B mnpuue ¢ urjioi 20 kaaudpa B Boae B yCJI0BHAX

OKpY’Kalouiei cpeabl H AHAJIH3 0TOOPAHHBIX 00pa3L 0B

IIpenapar cpaBHeHus1 IMpororun 2
Oo0bem, Oo0bem,
HasBanmue 0TOOpaHHbIH/ % HAOpaHHbBII/ %
o0pa3ua HaOpaHHbII B | BblaeJieHHsI | OTOOpaHHBIH B | BbIAeJeHUsI
mnpun (M) mnpuy (M)
1 uria 20 kanmubpa 4,0 49,1 5,0 443
2 wuria 20 kanmubpa 5,0 493 5,0 499
3 urna 20 xamubpa 5,0 53,0 5,0 483
Cpennee 50 48
1 punerp 0,2 MKM 1,0 12,3
2 unptp 0,2 MKM 1,0 16,8
3 ¢punsTp 0,2 MKM 2,0 241
Cpennee 18
1 xJ0mKOBast BaTa 2,0 20,3 1,0 10,6
2 XJIOKOBAsl BaTa 2.5 26,9 2,0 19,7
3 XJIOIKOBas BaTa 4.0 47,8 1,0 5,9
Cpennee 32 12
1 curapeTHbIii 5,0 51,4
bunbTp
2 curapeTHbIil 5,0 51,8
bunbTp
3 curapeTHbIil 5,0 54,7
bunbTp
Cpennee 53

[Tpumeuanue: 0,2 MKM M CUTapeTHble (WIBTPBI HE HCIOJb30BAIM JJIsI MPOTOTUIA 2 MOCHe

uccienoBanus Uikl 18 kanuodpa.

Ta6auua 72: Ucnonb3oBaHue B mmpuie ¢ urJioi 20 kaaudpa B ropsiueii Boae U aHAIU3

0TOOpPAHHBIX B IINPHUI] 00pa3LoB

IIpenapat cpaBHeHus1

IporoTun 2
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Oo0bem, Oo0bemMm,
HasBanmne HAOpaHHBII/ % HAOpaHHBII/ %
o0pa3ua 0TOOpaHHBII B BblAeJIeHHs] | OTOOpPAHHBIN B BbI/IeJICHHSI
mnpun (M) mnpun (MJ)
1 uria 20 kanmubpa 4.0 50,6 5,0 478
2 uria 20 kanmubpa 5,0 52,1 5,0 52,8
3 urma 20 kamubpa 5,0 53,5 5,0 52,7




Cpennee 52 52
1 punbTp 0,2 MKM 1,0 10,5
2 punbTp 0,2 MKM 1,0 11,0
3 ¢unpTp 0,2 MKM 1,0 11,9
Cpennee 11
1 xyonkoBast BaTa <1,0* 4,1 <1,0%* 3,2
2 XJIOTIKOBAsl BaTa <1,0* 9,4 1,0 5,9
3 XJIOTIKOBas BaTa 1,5 17,3 <1,0%* 2.4
Cpennee 10 4
1 curaperHbiii
@HEBTP 5,0 42,6
2 cUrapeTHbIN
@uﬁmp 5,0 51,4
3 curapeTHbId
@HEBTP 5,0 51,6
Cpennee 49

* CorjacHoO MPOTOKONY HccaenoBanue oOpasnoB <1 mi He TpeOOBaJIOCh, TEM HE MEHee UX
aHAJIM3MPOBAJIM TI0 3aMpoCy TPYIIIbI, pa3padaThIBaOIIEl COCTAaB, TOJbKO B MWH(POPMAIIMOHHBIX

HeJiX, U pE3YJbTAaTbl IPUBEACHBI B HACTOAIIEM JOKYMEHTEC UCKIIFOUUTECIIBHO JIsA I/IH(bOpMaL[I/II/I.

IMpumevanue: 0,2 MKM M cUTapeTHble (PUIIBTPBI HE MCIOIB30BAIN Uil 00pa3LOB MPOTOTUIA 2

TocJie uccienoBaHus uriel 18 kamuopa.

Taéauua 73: Ucnoab3oBaHue B WINMPHLE ¢ UIJIOH 23 kaaulOpa B Bojie B yCJIOBHAX

OKpY:KalolIel cpeabl H AHAJU3 0TOOPAHHBIX B IINPHUI] 00Pa3L0B

IIpenapar cpaBHeHus1

IMpororun 2
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Oo0bem, Oo0bem,
HasBanmue HAOpaHHBIIH/ % HAOpaHHbII/ %
o0pa3ua OTOOpaHHBIH B | BbIeJIeHHsI | OTOOpaHHBIH B | BblAeJeHUSA
mnpun (M) mnpuy (MJ)
1 urna 23 kanmubpa 7,0 73,6 1,5 15,6
2 urya 23 kanmbpa 4.0 43,1 4.0 37,4
3 wurna 23 xamubpa 10,0 95,8 4,0 44 4
Cpennee 71 32
1 punbTp 0,2 MKM 1,5 19,3
2 ¢unbTp 0,2 MKM 2,0 21,7
3 dunbTp 0,2 MKM 2,0 20,1
Cpennee 20
1 xJmonkoBast BaTa <1,0* 6,2
2 XJIOTIKOBAs BaTa <1,0* 6,5




3 XJIONIKOBas BaTa <1,0* 3,5
Cpennee 5
1 =
CUrapeTHbIN 6.0 62.9
bunbTp
) .
CHUrapeTHbIN 5.0 53.6
bunbTp
3 .
CUrapeTHbIN 5.0 50.7
bunbTp
Cpennee 56

* CoryacHO TPOTOKOJy HUCCliefoBaHHe o0pas3moB <l mu He TpeOOBaJIOCh, TEM HE MEHee WX
aHAJTM3UPOBANIN IO 3aMPOCy IPYMIbI, pa3padaThIBAKOLIEH COCTAaB, TOJBKO B WH(POPMALMOHHBIX

HEJIAX, U pE3YJIbTAaThl IPUBCACHBI B HACTOAILIEM AJOKYMEHTEC UCKITFOUNUTEIIbHO IJIS HH(bOpMaHI/II/I.

ITpumeuanue: 0,2 MKM U cUrapeTHble (UIBTPBI HE UCIIOIB30BANU IOCHE HCCIeOBaHUs Ura 18

Kaynopa, a XJIONMKOBYIO BaTy - IOcie uccienoBanus uri 20 kanubpa.

Taoauna 74: Ucnosib3oBaHue B IINpHILE ¢ UIJIOH 23 KaauOpa B ropsiueii Boae U AHAJIU3

OTOOpAHHBIX B LINPHI] 00pa3LI0B

IIpenapar cpaBHeHus1 IporoTum 2
Oonbem, OobeMm,
HAOpaHHBII/ % HAOpaHHBII/ %
HasBanue o0pa3ua . .
oTOOpaHHBIH B | BblaejieHHsI | OTOOpPAHHBIN B | BblAeJeHHS
mnpun (M) mnpun (M)
1 urna 23 kanubpa 5 61,8 3,5 46,5
2 wurja 23 kanmubpa 5 64,8 4 40,4
3 urna 23 xanmubpa 5 58,0 5 493
Cpennee 62 45
1 punbTp 0,2 MKM 1,5 23,4
2 punbTp 0,2 MKM 2,5 31,1
3 ¢unbTp 0,2 MKM 1,5 17,7
Cpennee 24
1 xgomkoBas Bata 5 54,8
2 XJIONIKOBasi BaTa 2 22,7
3 XJOTIKOBAas BaTa 4.5 50,7
Cpennee 43
1 curapeTtHsbIit 5 60.9
bunbTp ’
2 curapeTtHsbIi 3.5 34.4
bunbTp
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3 curapeTHsbIi 5 574
bunbTp
Cpennee 51

IIpumeuanue: 0,2 MM

kanubpa, a XJIONKOBYIO BaTy - MOCJe ucciaenoBanus uri 20 xamuopa.

Tennosasi 06padoTka — TemMnepaTypa nJjaBJjeHHs

[0197]

Paspywmanu xancyssl

AL CHUIKCHHS pasMeEpa dYaCTull B O03€.

U curapetHbie (QrIbTPhI HE UCTIONB30BAIH MOC]E UCCIeAOBaHus Urit 18

ITomernanu

U3MEbUCHHOE COIEPKUMOE KalCysl Ha MPeAMETHOe CTeKJIO M HarpeBald Ha IUIMTKE [0
miasieHus. OTMedanu TemMreparypy IuaBjieHus. JIONOTHUTENbHO U3yYalid BCE CMECH, KOTOPbIe
Moryu ObIThb OTOOpaHbl B wimpul] yepe3 urny 18, 20, 26 wnm 28 xanubpa. [IpenBapurensHo
B3BEIIMBAJIN LINPHL, a 3aTeM B3BEIIMBAJIN IOBTOPHO IOCHE OTOOpAa CMECH AJIST M3MEpPEHHsI

OTHOCUTEJIBHOT'O KOJIMYECTBA BEIIECTBA, MOCTYNAOIIECTO B IIIPHILI.

Ta6auna 75: Macca JeKapCcTBEHHOr0 NPOAYKTA, MPOTOTHUIIA 2, OCJIe IJIABJIEHHS U 0TO0pa

yepes urJjy 18 kanudpa

Hassamme Macca nycroro | Macca mmpuna KoauuecTBo KoauuecTBo
BAHH
IINPHIA U UIJIBI | W ULJIbI MOCJIEe | JIEKAPCTBEHHOT | JIEKAPCTBEHHOT
o0pa3ua
(r) ucnbiTanus (r) | o mpoaykra (r) | o mpoaykra, %
nporotwu 2-1 4,94598 4,95980 0,01382 7,5
nporoTun 2-2 4,94609 4,97653 0,03044 16,5

Tabauua 76: Macca 1eKapcTBEHHOr0 MPOAYKTA, MPOTOTHIA 2, OCJe IJIABJIEHHS U

BbITECHeHHs Yepe3 uray 18 kaaudpa

Hassanme Macca nycrToro Macca mnpuuna KoanuectBo Konuuecrso
BaHH
HINPHULA U UIJIbI U UIJIBI I0CJIe | JJeKAPCTBEHHOIO | JIEKAPCTBEHHOI0
o0pa3ua
(r) ucnpiTanus (r) npoaykra (r) npoaykra, %
nporoTu 2-1 4,95833 498309 0,02476 13,4
npoToTumn 2-2 496619 498547 0,01928 10,4

Tabauna 77: Macca JieKapCTBEHHOT0 MPOAYKTA, MPOTOTHUIA 2, MOCJe ILUIABJIeHHs U 0TO0pa

yepe3 UIJy 26 kaaudpa

Macca mnpuuna KoanuectBo Koanuectpo
Ha3Banue Macca nycToro
nocje JIeKAPCTBEHHOT | JieKapCTBeHHOr
o0pa3ua mnpuuna (r) o
ucnpiTanus (r) | o mpoaykra (r) | ompoaykra, %
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npororun 2-1 4,95962 4,95964 0,00002 0,0
npororurn 2-2 4,97193 497327 0,00134 0,7
[Mpumedanue — KomuecTBo JIeKapCTBEHHOTO MPOAYKTA B % BBIYUCIISUTN CIEAYIOLUIUM 00pa3oM:

(KonmudecTBo jieKapCTBEHHOTO MPONyKTa/HanoiHsieMast macca (185 mr))*100

[0198] Temniepatypa mnasneHust nmportotuna 2 coctaBisiia 70°C B o0ouX HCCIENyeMbIX
oOpa3uax.
[0199] ITocne muaBieHUsl JIEKAPCTBEHHBIM NPOAYKT B oOomx obpasuax mpororumna 2

otOupanu yepes uriy 18 kammuOpa. JlekapcTBeHHBIN NMPOAYKT 3aTBEpAEBaJ MOCE YOAICHUS W3

HUCTOYHHKA HarpeBaHus u 0TOopa yepes uriny. [IponykT He momaaa B MITPHII.

[0200] Bo Bpemsi ucnbITaHUsI BBITECHEHMs! MPOTOTUIIA 2 B WIJIE NPUCYTCTBOBAJIO TOJIBKO
HeOONIbIIOe KOJIMYECTBO BEIECTBA, M OHO He MNomajaino B mmpui. B oboux mpemaparax
JICKapCTBEHHBII NPOAYKT 3aTBEplAEBajl BHYTPU MWIJIbl, U BBITECHEHHE HE NPOMCXOAMJIO IpHU

MPUIIOKECHUN OaBJICHUS.

[0201] OO6pa3ipl mpoTOTHUITA 2 MBITATHCH OTOOPATh Uepe3 urily 26 kanmubpa, TeM HE MEHee,

HeKapCTBeHHbIﬁ IMPOAYKT HE NJOCTUTAJT UIJIbl UJIX IIIpULIA.

[0202] B cnydae Tabnerok npemnaparta cpaBHeHUs1 MOpowIoK HarpeBanu a0 200°C, u oH He

TUIABHJICS ¢ 0Opa30BaHUEM JKUAKOCTH, KOTOPasi MOTJIa ObITh OTOOpaHa B LITIPHIL.

Bo03MOKHOCTh HCIIOJb30BAHUS B mmnpuue nmocje noAroToOBKH B BOA€ U

MHOT'OKPATHOT0 (PUIILTPOBAHHUSA

[0203] Pazpymanm kancyssl 11l CHUKEHHS pa3Mepa 4acTHll B J103€, a 3aTeM U3MeJIbualid B
10 mn BOXBI MpH TeMIepaType OKPYKarolel cpeibl B T€UeHHE NMEepHUOAa BPEMEHM BIUIOTH /10
TPUALATH MHUHYT 10 roMoreHHoctH. OtOupanu pactBop B mmpul 4yepe3 uriy 18 kamubOpa. B
CTYTKY TIOMEINAJIF CUrapeTHBINA (GUIBTP U OCTABIISUIN €ro ISt aOCOPOIMH OCTABIIEHCS JKUIKOCTH.
B curaperneiii GpuibTp BBOAWINM HINIy AJISL MIEpeHOCA JTFOOOH MOTIOMEHHON JKUAKOCTH. B Tex
ciydasix, korna oroupasu 1 mu obpasua wiu Ooiee, ¥ OH ObUT TOCTATOYHO TEKYYHM, YTOOBI €0
MOXHO OBUIO BBITECHHTBH Y€pe3 HIJy, CONEP’KUMOE INIMPHIA BBOAWIH B COCYH MOIXOISIIETrO
pasmepa. [Iporecc GpuIbTpOBaHMS MOBTOPSUIN €€ IBA Pa3a MU 0 TeX IMOp, MOKa KUAKOCTh HE
CTaHOBHJIACh PO3payHOil. Eciii 00pa3oBbIBasiCs MPO3paYHbIi PACTBOP, TO €r0 BBOIWIN B MEPHBIE
KOJIOBI TOAXOAIIEro pa3Mepa M roToBHIIM oOpasen ans ananm3a BOXXX ¢ ucnonp3zoBannem
CTaHZAPTHOTO JJIsl JAHHOTO criocoba uccnenoBanus pasdasurens. Ecnu npo3padnslil pacTBop He

00pa30BBIBAJICS, TO OOpa3el] He aHATH3UPOBAITH.
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Ta6auua 78: Bo3mMo:KHOCTH HCNIOJIb30BAHHUS B IINPHILE MOCJe MOATOTOBKH B BOJE H

MHOT'OKPATHOT0 (PUILTPOBAHHUSA

% BbIAeJICHHS o
Yo Bbl1eJICHHUS
Ha3zBanue o0pa3ua npenapara
npororuna 2
CPaBHEHHSA
Obpaser 1 32,7 He ananmsuposanu
Obpaszen 2 36,1 He ananmsuposanu
Oo6paszen 3 39,8 He ananmsuposanu
Cpennee 36 -
[0204] IToproroBka obpasuoB 1 u 2 mnporortuna 2: otOwpanw 5 M B LIIPULl C

UCTIOJIb30BAHUEM TePBOro (pUIIbTpPa, MOJYUYEHHbIH pacTBop ObLT MyTHBIM. OTOupanu 0,5 mia B
IINPUL] C WCIOJIb30BAHUEM BTOPOrO (UIBTPA, PacTBOP ObLI MyTHBIM, M TIO3TOMYy €ro He

HCCJIICOOBAJIH.

[0205] IMonroroBka obpasua 3 mporoTuna 2: oTOUpasu 3 MJI B LITPHUI] C UCTIOIB30BAHUEM
nepBoro (uIbTpa, MOJyYeHHbIH pacTBOp Obul MyTHbIM. OtOmpanu 1,5 mn B wmmpun ¢

UCTIOJIb30BAHHEM BTOPOTO (PHIIBTPA, PACTBOP ObUT MyTHBIM, U TIO3TOMY €0 HE UCCIIECIOBAIIH.

[0206] IMonroroBka oOpa3na 1 mpenapara CpaBHEHHWs: OTOMpaTd S5 MJI B INMPHL C
UCTIONIb30BAHHEM TIEPBOro (HIIbTPa, MOJYYEHHBIH pacTBOp ObUT MyTHBIM. OTOupanu 4,5 mi B
ILITTPHLI ¢ UCTIONb30BAHUEM BTOPOTrO (MIIbTPa, pacTBOP ObUT MyTHBIM. OTOMpau 4 MJT B IIMPHLL C
UCTIONIb30BAHHEM TPEThero (uibTpa, pacTBOpP ObUT MYTHBIM. YUUTHIBASI BBIACIEHHBIH O0BEM,

aHanu3upoBau odpasen myrem BOKX.

[0207] IMoaroroBka oOpasuma 2 mpenapara CpaBHEHHs: OTOUpand 4 MJI B IINPHUI[ C
UCTIOJIb30BAHUEM TIEPBOro (PribTpa, MOJY4YeHHBIH pacTBOp ObLT MyTHbIM. OTOMpanu 3 Ml B
LIMPUI] C UCTIOJIb30BAHHUEM BTOPOro (GUIbTpa, pacTBOp ObuT MyTHBIM. OTOMpaNu 3 MJT B IIMPULL C
UCTIOJIb30BAHUEM TPEThETO HATIOJHUTEIS, PACTBOP OBLT MyTHBIM. Y YUTHIBASI BBIIEICHHBIN 00beM,

aHau3upoBan odpasen myrem BOKX.

[0208] IMoarotoBka obOpasma 3 mpemnapara CpaBHEHHs: OTOupamu 4 MJI B IINPUI[ C
UCTIOJIb30BAHUEM IEepPBOro (hUIIbTPA, MOJYYEHHBbINH pacTBop ObuT MyTHBIM. OTOHpanu 3,5 mi B
LIMPUI] C UCTIOJIB30BAHHEM BTOPOro (GUIbTpa, pacTBOp ObuT MyTHBIM. OTOMpanu 3 MJT B IIMPULL C
UCTIOJIb30BAHUEM TPEThETO HATIOJHUTEIS, PACTBOP OBLT MyTHBIM. Y YUTHIBASI BBIIEICHHBIH 00beM,

aHau3upoBan odpasen myrem BOKX.

Hcceneoosanue 603MONCHOCIMU UCHOTb30GAHUA 6 wnpuue (mom;xo npomomun 2 u

npenapam cpasHeHus)
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[0209] ITonpoOHoe omucanue criocoda, UCTOIB3YEeMOTrO JUIsl HCCISNOBAHUS BO3MOKHOCTH

HCIIOJIb30BAHUSA B LIMNPULEC U XUMHUYECKOM SKCTpaKHuH, CM. IMIPUITOKEHUEC B.

[0210] Paspywanu kancyny ajisi CHUKEHUsSI pa3Mepa YacTHULl B 03€, & 3aT€M U3MeENbyalu B
5 M1 BOABI IPU TEMIEpaType OKPYKAIOLIEH Cpelnbl B TEUEHHE NEPHOZa BPEMEHHU BIUIOTH A0
TPUALATH MUHYT 0 TOMOTreHHOCTH. MccaenoBanu cMech AJisl ONpeneNeHusl TOro, sIBJsIach JIH
OHA JOCTATOYHO TeKy4el, 4ToObl ee MOXKHO Obu1o oToOpate B mmpun Jlyep-JIok yepes urny 26
kanuOpa. [InyHxep mmpuia OTBOAUIN HA OTMETKY S ML, TOANEPKUBAst MAKCUMAIIbHOE JIaBJICHNE
B TeueHne 30 CeKyHa WU A0 YPaBHOBEIIMBAHUS AaBleHHs B mmnpuue. Ecnu B mmpur orbupanu
npumepHo 1 mu oOpasna uimm Gosee, U obOpasen ObUT JOCTATOYHO TEKYYUM, UYTOOBI €r0 MOXKHO
OBLIO BBITECHUTD Uepe3 UMY (IJIs1 MHBEKIHH ), TO CONEP KUMOE IITPHULIA BBOIINA B MEPHYIO KOJIOY
NOAXOAIIEro pa3Mepa U roToBMWIM A aHanuza BOJXKX ¢ ucnonb3oBaHueM CTaHIAPTHOTO AJIs

JaHHOI'O criocoba HUCCICOOBaHUA p2136aBI/ITeJ'I$I.

[0211] OnwucaHHbIN BbIIIE CMOCOO MOBTOPSUTH C MCIOJIB30BAHUEM UIJT MEHBINErO KaauoOpa

(18, 20 u 23 xanmubpa) u Boasl, Harperoi 1o 90-95°C.

Taéauua 79: Bo3M0KHOCTH HCIOJIB30BAHHS B IINPHIIE B BOAE B YCJIOBHAX OKPYKAIOLIEH

cpeasl (5 mu)

IIpenapar cpaBHeHus1 Ipororun 2
Oonbem, OobeMm,
0TOOpAHHBIH/ % 0TOOpaHHBII/ %
Ha3Banue o0pa3ua . .
HAOpaHHbBII B | BbiAeJieHUus1 | HaOpaHHbIN B BbIJIeJICHH I
mnpun (M) mnpun (M)
1 urna 18 kanmubpa 4,0 90,4 2,0 445
2 uria 18 kanmubpa 4,5 88,3 2.5 50,9
3 urna 18 xamubpa 4,5 92,2 2.5 47 4
Cpennee 90 48
1 urna 20 kanmubpa 1,5 48.6 1,0 18,1
2 wuria 20 kanmubpa 1,5 59,4 1,0 27,1
3 urna 20 xanmubpa 1,5 66,9 1,0 26,7
Cpennee 58 24
1 urna 23 kanmubpa 1,5 48,7 1,0 17,1
2 wurja 23 kanmbpa 1,5 39,0 1,0 1,2
3 wurna 23 xanmubpa 3,0 65,2 <1,0* 19,0
Cpennee 51 12
1 urna 26 kanmubpa 2,0 37,0 <1,0* 0,5
2 wurja 26 kanmubpa 1,5 O** <1,0* 3,0
3 urna 26 xamubpa 1,0 21,6 <1,0* 1,1
Cpennee 20 2
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* CorJacHO TPOTOKOJy HUCCleAOBaHHE o0pas3moB <l My He TpeOOBAJIOCh, TEM HE MEHee WX
aHAJTM3UPOBANIU IO 3aMPOCy IPYMIbI, pa3padaThIBAOIIEH COCTAaB, TOJBKO B WH(POPMAIMOHHBIX

LIeJIIX, U PE3YJIbTAThI IPUBEAEHBI B HACTOALIEM JOKYMEHTE UCKIIFOUUTENBHO JIs1 HHQOPMALIHH.
**[Ipumeuanne. Orbupanu 1,5 M, HO OHM HE BBITECHSUIUCDH U3 IIMPULIA.
Habmonenus:

[0212] Tabnerku mnpemapara CpaBHEHHS B BOJE B YCIOBHSIX OKPYXKAlOIIEH Cpenbl ¢
UCTIONb30BaHNEeM Miibl 18 xanmuOpa: Bee Tpu mpenapara jerko oTOMpaiuch B LINPHI U JIETKO

BBITCCHAJIUCH 13 HET'O.

[0213] TabOnerku mnpemapara CpaBHEHHS B BOJAE B YCIOBHSIX OKPYXKAlOIIEH Cpenbl ¢
ucnojp3oBaHueM uribl 20 kamubdpa: Bee Tpu npemnapara Jierko OTOMPaNIKNCh B LIMPHULL, HO TSXKENIO

BBITCCHAJINCH U3 HEI'O.

[0214] Tabnetku mnpenapata CpaBHEHHs B BOJE B YCJOBUSX OKpY)KAIOLIEH Cpeabl ¢
UCTIONIb30BaHHeM UrIIbl 23 kanuOpa: Bee Tpu npenapara jerko oTOUpakCh B MIMPHL, HO TSDKEIO

BBITCCHAJIMCH U3 HEI'O.

[0215] Tabnerkn mnpenapata CpaBHEHHs B BOJE B YCJOBUSIX OKpPY)KAIOLIEH Cpeabl ¢
UCTIONIb30BAHUEM MIJIbI 26 Kanubpa, npenaparbl 00pa3uoB 1 u 3 Tsokesno oTOMpauCh B IIMPULL U

TAXKEJIO BBITECCHAJINCH U3 HEI'O. HpenapaT 06pa3ua 2 He BBITECHSLICS U3 mrpunia.

[0216] Ha ¢ur. 28 nokasanbl poTorpaduu HCIONB30BaHMS MPOTOTUNA 2 B IINIPHILIE B BOJE B
YCIIOBUSIX OKPYKAIOIIEH Cpenbl ¢ MCIMOJIb30BaHMEM W pasHoro kamubOpa. Ha ¢ur. 29 u 30
nokaszanbl (ororpaguu HMCIONB30BAHMS B INNPULIE Mpernapara CPaBHEHUS M NPOTOTHNA 2,

COOTBETCTBEHHO, B TOpsiueii BOZE C MCIIOJIb30BAHHEM UTJI PA3HOTO KaJIHopa.

Tadauua 80: Bo3MoKHOCTH HCNOJIB30BAHUSA B LINPHIIE B ropside Boae (S mu)

IIpenapart cpaBHeHus1 IporoTun 2
Oo6bem, OobemMm,
0TOOpAHHBIH/ % 0TO0OpaHHBII/ %
Ha3panue o0pa3ua . N
HaOpaHHbBII B | BbiAeJieHUus1 | HaOpaHHbIN B BbI/IeJICHH I
mnpun (M) mnpun (M)
1 urna 18 kamubpa 4,0 81,9 <1,0* 2.9
2 uria 18 kanmubpa 4,0 84,9 <1,0* 17.4
3 wurna 18 xamubpa 4,0 91,0 1,5 242
Cpennee 86 15
1 uria 20 kamubpa 4,0 87,2 1,0 21,8
2 urya 20 kanmbpa 4,0 87,5 <1,0* 5,5
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3 ura 20 kamubpa 4,0 94,9 1,0 26,2
Cpennee 90 18
1 urna 23 kamubpa 4,0 86,1 <1,0* 0,5
2 urja 23 kanmmbpa 4,0%* 0 <1,0* 2.3
3 wra 23 xamubpa 4,0 93,6 <1,0* 5,8
Cpennee 60 3
1 uria 26 kamubpa 4,0 87,6 <1,0* 2,1
2 wurja 26 kanmmbpa 3,0 64,5 <1,0* 43
3 ura 26 xamabpa 0,0 0 <1,0* 2,1
Cpennee 50,7 3

* CoryacHO TPOTOKOJy HCCliefoBaHHe oOpasmoB <1 mu He TpeOOBaJIOCh, TEM HE MEHee WX
aHAJTM3UPOBANIM IO 3aMPOCy IPYMIbI, pa3padaThIBAKOLIEH COCTAaB, TOJBKO B WH(POPMALIMOHHBIX

HEJAX, U pE3YJIbTAaThl IPUBCACHBI B HACTOAILIEM AJOKYMEHTEC UCKIIFOUNUTEIIBHO IJIS HH(bOpMaHHI/I.

**[Ipumeuanue. OTOupanu 4 M, HO OHU HE BBITECHSUIUCH U3 LIIPHULIA.

3ﬂ0ynompe6ﬂeuue, GKlIoHaiouiee XuMudeCKyro IKCmpaxKuuio (mom;xo npomomun 2u

npenapam cpagHenus)

[0217] IMonpobHoe omucanue crnocoda, UCTIONb3YEMOrO AJIsi MCCISNOBAHUS XHUMUYECKOH

SKCTpaKOHH, CM. MPUIIOKEHUEC B.

JKcTpakuus B HeGoabmux 00bemax 0,2% pacrBopa OukapOoHaTa HATPHS B YCJIOBHSIIX

OKpy:Karomei cpeapl (Kaxablid o0pasel B TpeX MOBTOPHOCTSIX)

[0218] Pazpymanm kancymsl 11 CHUKEHHS pa3Mepa 4acTHll B J103€, a 3aTeM U3MeJIbualid B
5 mi 0,2% pactBopa OukapOOHAaTa HATPUS B TEYSHUE MTATH MUHYT 10 roMoreHHocTH. [lepenocuin
MOJIYYEHHYIO CYCIICH3HIO B CLIMHTWISIHOHHYIO POOUPKY, 3akpeiBaiu Parafilm u BcTpsixuBanmm
Ha BOASHOM OaHe mpu TemnepaTtype okpy:xkaroeii cpensl. Otoupanu odpasibl uepe3 60 MUHYT U
¢unbTpoBan uepes 0,45 MM ¢unbTp B KoJAOy W pa3daBisuid 10 HYXKHOrO oObeMa ¢

HCIOJIB30OBAHUEM CTAHAAPTHOI'O AJI JaHHOT'O criocoda HUCCICa0OBaHUA p836aBI/ITeJ'I$I.

[0219] OtdunprpoBannbie 00pas3mnsl aHanusupoBaiu nyreM BOXKX mis konmuecTBeHHON

oLleHKH cozaepxkanuss ADH.

[0220] OKCHepUMEHT TOBTOPSUT ¢ HcTojbp3oBanueM 2 mu 0,2% pactBopa OukapOoHaTa

HATPUs B YCJIOBUSIX OKPY KAKOLIEH CPEbI.

Tadanua 81: CpaBHeHHe IKCTPAKIIHM B PACTBOPUTEJIE B YCJIOBHSIX OKPYsKaIoLIeil cpeabl

(cpennee n=3)
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Od6pa3zen CpeaHee u3mepeHHOe KOJIHYECTBO, %o
60 munyrt | 0,2% OuxapOoHaT HaTpus, S MJ 0,2% OuxapOoHaT HATpPHS, 2 MJ
IT
pPOTOTHII 3 H/L
2
IT
periapat 103 96
CpaBHEHUS
[0221] B cnyuae mpororuna 2 mocie usmenvuyenust B 5 mu 0,2% OukapOoHaTa HaTpus B

YCIIOBUSIX OKPY’KaIOIEeW Cpenbl MOJydajaud IyCTOM MyTHbIM pactBop. Ilocne BcTpsixuBaHusi B
TeueHne 60 MUHYT COIEPKUMOE 3aryCTeBajIo U GUIBTPOBAJIOCH C TPYAOM, COOMpANU MPUMEPHO

1 M1 ¢punbTparTa.

[0222] B cnyuae nporotuna 2 mocie usmenvuyenust B 2 mu 0,2% OukapOoHaTa HaTpus B
YCIIOBUSIX OKPY’KAIOIIEHN cpeabl MOJydaau MOJypPacTBOPUBLIYIOCS CMECH, IMOXOXKYK Ha I'yCTOM
reib. [locne BerpsixuBanusi puibTpoBaHHE ObLIO HEBO3MOXKHO, ModTomy aHain3 BDXKX He

MpOBOAWIIN.

[0223] B cayvae Tabnerok mpemapata CpaBHEHMs MOJIy4Yasld PAaCTBOP JIOCOCEBO-PO30OBOTO
1BeTa nocye usmenbueHus B 5 it 0,2% OukapOoHaTa HATPUS B YCIOBHUAX OKPYIKAIOLIEH CPembl,

KOTOPBIi1 Jierko GribTpoBajicst mocyie 60-MUHYTHOTO BCTPSIXBAHUSI.

[0224] B cnyuae TabseTok mpemapara CpaBHEHHsS H3MeENIbUeHHBI oOpaser; adbcopOupoBa
2 ma 0,2% OukapOoHaTa HATPHUs B YCJOBUSIX OKPYIKAKOLIEH Cpeapl BO BPeMsl U3MEJIbUEHUS U

BCTpsixuBaHwus. [1oce BCTpsxuBaHusi coOupaiu Meree 1 Mi1 OT(QUIIBTPOBAHHOTO PacTBOpa.

JKcTpaKkuus B HeGoIbIHX 00bemMax ropsiuero 0,2% pacrsopa Oukap0oHaTa HaTpuUs

(xaxkabIit o0pa3en B Tpex MOBTOPHOCTSX).

[0225] Pazpymanm kancymsl 11l CHUKEHHS pa3Mepa 4acTHll B J103€, a 3aTeM U3MeJIbUalid B
5 Mt mpenBaputenbHO Harpetoro 0,2% pactBopa OukapOOHaTa HATPHUS B T€UEHUE ISITU MUHYT
WIH 10 TOMOT€HHOCTH. [IepeHOCHITN MONTyYeHHYIO CYCIIEH3UI0 B CIIMHTHIUBSIIHOHHYIO TIPOOUPKY,
3akpeiBanu Parafilm u BCTpsxuBanau Ha BOASTHOW OaHe MpU TeMIepaType OKPYKAIOIEH CPesbl.
OtOupamn obpasuel uepe3 60 mMuHyT U ¢unsrpoBamu depe3d 0,45 MM QuibTp B KOJNOy U
pa3baBisId 10 HYKHOTO OOBeMa C HCIOJIb30BAHMEM CTAHOAPTHOTO JUIsl JAHHOTO Crocoda

UCCJIEIOBAHMSI pa30aBUTES.

[0226] DKCIMEPUMEHT TMOBTOPSUIN € UCTIONB30BaHUEM 2 MJI TipenBaputesibHo Harperoro 0,2%

pacTtBopa OmkapOoHaTa HATPUSI.

Tabanua 82: CpaBHeHHe SJKCTPAKIIUM B ropsidieM pacTBopuTeJie (cpeaHee n=3)
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Oopazen CpeaHee u3mepeHHOe KOJIHYECTBO, %o
60 MmunyT 0,2% OuxapOoHAT HATPHS, S MJ 0,2% OuxkapOoHAT HATPHS, 2 MJ
Hp0T20TI/1n H/IL H/L
IT
periapar 108 109
CpaBHEHHUS
[0227] B cnyuae mpororumna 2 mocnie u3MenbueHuss B S mi ropsiuero 0,2% OukapOonata

HATpUsI MOJTYYaIN BA3KUI MyTHBIH NOJTYXUAKUN pacTBOp. Ero HeBo3MoxHO ObLIO (pUIIBTPOBATS,

nosTomy aHanu3 BOXX ne nposogumm.

[0228] B cnyuae mpororumna 2 mocne u3MmenbueHuss B 2 mi ropsiuero 0,2% OukapOonata
HATPUSI TIOJyYadd TOJYKMIKUNA pAcTBOP, KOTOPBIA 3aTBEpAEBal IMOCTE BCTPSXHBAHUS.

OunbTpoBaHME CMECH OBLTO HEBO3MOXKHO, MO3TOMY aHain3 BOYKX He mpoBoau.

[0229] JlanHble HaOMIONEHUH TPU M3MeENbYeHUH TaOJIeTOK Tpernapara CPaBHEHHUS B 5 MII

ropsiaero 0,2% OukapOoHaTa HaTpust He ObLIIHM 3aITHCaHbI.

[0230] Tabnerku npenapara cpaBHeHUs abcopOuposaiu 2 mi ropsiuero 0,2% OGukapOoHaTta
HATpHsl BO BpPEeMsi M3MEJIbYEHHUs] M BCTPSXHUBAHUs, B Pe3yJibTarTe uero cobupaiu meHee | i

¢unbTpara.

Hccneoosanue sxkempakyuu 3manonom (moibKo npomomun 2 u npenapam cpasHenus,

nPOGOOU/IU 8 MPex NOGIMOPHOCHIAX)

[0231] IMonpoOHoe omucanue crocoda, UCTIOIB3YEeMOro Ui HMCCAENOBAHUS XUMHYECKOH

OKCTpaKUIHH, CM. B IPUIIOKCHHUN B.

[0232] Paspylanu kancyJsibl 1uisi CHUSKEHHsI pa3Mepa 4acTHLl B 103€, a 3aTeM U3MeNbYallid B
10 mn 95% pacTtBOpa 3TaHONa B TEUEHHUE NATH MHUHYT WJIH 0 TOMOTN€HHOCTH. PUIBTpOBaIU
NOJIyueHHbI oOpaszery depes 0,45 MKM HEHTOHOBBIH (QUIBTP B KPYIJIONOHHYIO KOJOY.
BrInmapuBanu 3TaHON yTeM NepeHoca KOJIOBI B JTaA0OPAaTOPHBINA CTaKaH C BOAOH, Pa3MELICHHBIH Ha

wtke. OTMeYann OCHOBHBIE CBOMCTBA MOJYUEHHOU CMECH.

[0233] B cnyuae mporotuna 2 ¢uiapTpar mocie BbIMAPUBAHUS HE MOT OBITH OTOOpaH B

mnpuL, nosroMy asanus BOXKX nve nposoaumnm.

[0234] B cnyuae npenapara cpaBHEHUs! (UIBTPAT ITOCIIE BBITAPHBAHUSA HE MOT OBITh OTOOpaH

B LINpuL, no3ToMy aHanus BOXKX He nposoaumm.
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[0235] B cnyuae mporotuna 2 u mpemnapara CpaBHEHMsI IIPU NEPEMEIIMBAHUU OCTaTKa B

KaXXJIOM KPYTJIONOHHOM KOJIOe ImmaTeyeM OH MPHJIHIAJ K IIaTelTko.

[0236] Ha ocHOBaHMH MONY4YE€HHBIX BBILIE PE3YJBTATOB MOXHO CA€IaTh BBIBOA O TOM, YTO
npoTtoTun 2 Obu1 Oosee yCTONYUB K 3JI0yNOTPEOICHHUIO 10 CPABHEHHIO ¢ TabJIeTKaMH IpenapaTa
CpaBHEHUsI. JTa 3allNTa BKIIOYANA MPEAOTBpalieHne GU3NUIECKOrO U3MENbYEHHUs COAEPKIMOTO
KarcyJ At *HCY GQIIsiny NI XUMUYECKOH SKCTPAKIMU U TTOCIEAYIOIIeH CYIIKU [T IOy YeHUs
MOPOIIKOBOTO OCTaTka. PUCK 3m0oynoTpebieHus myTeM HHBEKIUHN TakKe ObUT MOHMKEHHBIM, TaK
KaK BBIXOJ| BBIJENSIEMOrO JIEKAPCTBEHHOIO CPEACTBa OBUI HAMHOIO HIDKE 4YeM B IIpernapare
cpaBHeHMs. bbuto OOHApy’>ke€HO, YTO MOJYYEHHBIH PAacTBOP MPOTOTHNA 2 OBUIO 3HAYUTEIHHO
TpyZAHee OTOOpaTh B IIMPHUI] U BBHITECHUTh U3 HErO IO CPABHEHHUIO C TalJeTKaMH Ipernapara

CpaBHEHUS.

INPUMEP 4: CPABHEHHUE ITPOTOTHIIA 2, INTAIIEBO U TABJIETOK COCTABA, HE
NPEIATCTBYIOLIEI'O 3JIOYIOTPEBJIEHHIO: AHAJIM3 TEKCTYPBI H
PEOJIOI'NHN

[0237] B nmanHOM npumepe CpaBHUBAKOT COCTaB-POTOTUIN 2, MPENATCTBYHOIIMIMA
3noynotpednenuro (ADAIR), ¢ mnane6o u 10 Mr tabneTkaMu ¢ HEMEAJIEHHBIM BBICBOOOKIEHUEM

Barr ¢ ucrnonb30BaHNEM aHAIU3ATOPA TEKCTYP U peoMeTpa.

[0238] B HacTositem nmpumMepe npoaeMOHCTPHUPOBAHO, YTO JJIsl BBITECHEHHUS] 00pabOTaHHOTO
ADAIR uepe3 uriy 26 G TpeOyeTcsi MOBBIIEHHOE YCUJIME MO CPABHEHHMIO C BBITECHEHUEM
obpabortanHoro orguibTpoBaHHOro LD depe3 uriay Toro ke pasmepa. OmnucaHHbIE DaHHbBIE
NOATBEPKIAIOT, YTO COCTAB-NPOTOTHUI 2, MPEMSATCTBYIOIIUN 3JI0yNOTpedIeHno, u rianedo B
OonbLIeH CTEMEeHH TNPENsITCTBOBAIN 3JIOYNOTPEONICHUIO, €CIM PacCMaTPUBATh BO3MOJKHOCTH

UCIIONIb30BaHUsA B mpuue, yeM LD.

[0239] Peonorusi obpabdorannbix coctaBoB ADAIR, mmane6o u LD Obuta omucana ¢
UCTIONIb30BaHUEM peomMeTpa. bbuto nokaszano, uro obpaborannoe LD nmeno npoduis BI3KOCTH,
CXOKHH C BOZOM, Ipu 3TOM ObUIO OOHapy:keHo, yro obpaborannbiii ADAIR u mmanedo nmenu
3HAYUTENBHO 00Jiee BBICOKYIO BA3KOCTB, 3TO YKA3bIBAET HA TO, YTO MX CJIOXKHEE BBOIAHUTH MyTEM

HHBCKIINH.

[0240] UccnenoBanu HedacoBaHHble cocTaBbl Mmianebo u ADAIR mnpu pasnudHOi
Temreparype, ObUla yCTaHOBIIEHA PEKOMEHIOBaHHAs Temreparypa HamoiHeHus 55 £ 10°C c
YUYETOM TOTO, YTO NPU YKA3aHHOH TeMreparype npodieMbl co CTaOMIBHOCTBIO OTCYTCTBOBAJIH.
[0241] Beenenue
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[0242] IIporotun 2 mnpexacraBisieT COOOW MPEMSTCTBYIOIIUN 3JIOYMOTPEOICHHIO COCTaB
(ADF) ¢ nemennenabIM BoicBoOOxKieHNEeM (IR) nekcTpoamderamuHa, Ha3pIBa€MbIi B HACTOSIILEM
nokymente ADAIR (Abuse Deterrent Amphetamine Immediate Release (nmpemsitcrByrommii
3JIOyMOTPEOIeHnI0  cocTaB  ampeTaMHHa C  HEMEIUICHHBIM  BBICBOOOXKIECHHEM)), IS
UCTIONIb30BaHUs B KiMHUYeckux ucnbiTaHusax. ADAIR mpencrasmser coboit 10 mr cocras
nekctpoamderamMuHa CysibdaTta € KelaeMbIM TpodUiIeM HEMEIJIEHHOrO BBICBOOOKICHUS,
CPaBHHMBIM C 3apErHCTPUPOBAHHBIM JIEKAPCTBEHHBIM CpeAcTBoM, He umeromum AD (LD, 10 mr

IR Tabnerka, cogepkamast nekcrpoamperamuna cyibdar, Barr).

[0243] ADAIR nonyvanu ¢ ucnons3oBanueM Kollisolv P124 (monokcamep 124), Gelucire
48/16 (momuokcuncteapart) u Kelcogel CGHA (rennanoBas kamenp) u noctasisiu B 10 mr nose
B CKJIEEHHBIX JKEJIATMHOBBIX Karcylax pasmepa 3 (Bblle HA3bIBAIOT IPOTOTUIOM 2).

HedacoBannyto cmech HanoJHsIN B KarcyJiel mpu 55°C.

[0244] Omnwmcan cnoco® KOJUYECTBEHHOM OLEHKH BO3MOXKHOCTH HMCIIOJIb30BAHMS B LITIPHULIE
IpU TNPUIOKEHUH IOBTOPSIIOIIUXCS YCHIMH aisi uHbekuuu. AnHamusatop Ttekctyp (TA),
00OpyIOBaHHBIN YCTAHOBKOH /ISl NCCIIEOBAHUS IIIPULIEB, UCTIOIB30BAIH IJIs1 KOJIMUECTBEHHOM
OLEHKH yCHIHs, TpeOyeMmMoro s BBITECHEHHs OOpa0OTaHHOrO COCTaBa M3 INIPHUIA ITOCIE

pa3pabOTKU MOAXOSIIEro Crocoda.

[0245] OnHOBPEMEHHO C HCCIIEIOBAHMSIMH BO3MOKHOCTH HCIIOJIb30BAHUS B IIMPUIIE HA
aHamuzarope Tekctyp (TAS) oueHuBamu  BsI3KOCTH  OOpa3LOB ¢ HCIOJb30BaHUEM
nporpammupyemoro peomerpa Brookfield DV-III Ultra Programmable Rheometer mnst
YCTAHOBJIEHHUs] B3aUMOCBSI3M yCWIHs, TpeOyeMoro /sl HWHBEKUUH, U PEOJIOTHYECKUX
xapakrepucTtuk. [loBeieHHOE ycuue, Tpedyemoe 1iisi BbiTecHeHus: oopadoranHoro ADAIR u
oOpabortanHoro manedo uepes uriy 26 G, Mo cpaBHEHHIO C OTGUIBTPOBAHHBIM LD, CBsI3bIBAIN

C IIOBBILIEHHON BSI3KOCTBIO.

[0246] Hakoneu, wmmepsuin Bs3kocTh HedacoBaHHoro cocraBa ADAIR, a Ttakke
NOAXONAIIero Ianedo TNpU  PasMYHBIX —TeMmreparypax B amamnazoHe 25-65°C  mns
noaTBepkaeHus1 3(pQPEeKTUBHOCTH HamoigHeHuss npu S5°C u  ompeneseHus MOIXOASIIEro
nunanasoHa. B cocrase mnane6o A®U 3amensiin Ha Avicel PH101 1 ncnonb3oBainu ero B kauecTse
3aMeHUTeNs eKcTpoaMmperamiHa cyibdaTa B UCTIBITAHUAX OoJiee KpynHbIX mapTuid. st ADAIR
u mianedo OblIa peKOMEeHIOBaHA TemmepaTypa HamosHeHus: 55 + 10°C ¢ y4eToM TOro, 4to mnpu

YKa3aHHOU TeMIlepaType MpoOIeMbl C TEPMUUYECKON CTA0OMIIBHOCTBIO OTCYTCTBOBAJIH.

[0247] Marepuansl 1 000pyIOBaHUE
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[0248] JanHbIe 0 oNy4eHHbIX ucxoanbix Marepuanax (RRM) Capsugel Edinburgh, Homepe
NapTUH TPOU3BOIUTENS, MPOU3BOANTENE M CPOKE TONHOCTH MAaTEPUANiOB, HCIOJIb3YEMbBIX B

YKa3aHHBIX UCCIIEAOBAHUSIX, TOAPOOHO OnucaHbl B Tabnure 83.

Tabauua 83. OnucaHue NapTuii BCIOMOraTe/IbHbIX BEelIeCTB, HCMOJIb3yeMbIX B JAHHOM

HCCJIEI0BAHHM.
Martepuan DyHKUHUsA IIpoussoauTenn
Hexcrpoamberammuna ADI Cambrex
cysbdar
Kollisolv P124 Hocurens BASF
Gelucire 48/16 Hocurens Gattefosse
M
Kelcogel CGHA ORHpHKATOP Kelco
BSI3KOCTHU
. FM
Avicel PH101 [Tnane6o : ¢
Biopolymer
IT
' nane6o FMC
Avicel PC101 (pa3paboTka )
Biopolymer
criocoba)
10 mr Tabnerku
IIpenapar
aekcTpoaMmpeTaMuHa Teva
CpaBHEHUS
cyibdara

Onucanue HI'JI, UCITOJIB3YEMbIX B JTAHHOM UCCJICAOBAHHUU, IIPUBCACHO B Ta6m/1ue 84.

Taéauua 84. Onucanue napTuii UrJa U WNPHLEB, HCNOJIb3YeMbIX B JAHHOM HCCJIeJ0BAHUH.

Marepuan
18 xammb6p, BD Microlance 3
26 xammbp, BD Microlance 3
BD 5 mn mmpun Luer-lok™

Oo6opynoBanue

Omnmcanne 000pyIOBaHMS, UCTIONB3YEMOIO B ITAHHBIX UCCIIEIOBAHISIX, TPUBENEHO B Tabmmme 85.

Ta6auua 85. O6opynoBanue st pa3paboTKH COCTABOB, HCIOJIb3yeMO€e B TAHHOM

HCCJIEe0BAHUU.
Oo6opynoBanue
Bechl
CwmecuTenb ¢ BBICOKHM CIIBUTOBBIM YCUITHEM
Silverson
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KananpHas neunb

TemnepatypHbIil 30HA

IInaTenn u3 Hep:kaBEKOLIEH CTaIU

BakyyMHBII 5KCHKATOP

IBAD 25 mm 0,45 MM mmpun-QuibTp

Amnanuzarop tekctyp TA-XTPlus ¢
YHUBEPCAJIbHON YCTAHOBKOW IJIsl LINPULIEB

ITporpammupyewmsiii peometp Brookfield RVDV-
11 UCP

byTbuM U3 XKENTOro CTeKINIa

Crynka u necTux

Cexynnomep

Cnoco0

3. llonyuenne cocraBa mianedo

Jns monyueHust HepaCOBAaHHOTO COCTaBa Miae0o AJisi pa3paboTku criocoba BBOAUIIM BEIIECTBA B

60 Ma OyTbUTb M3 JKENTOro CTekya (KOJIWYecTBa CM. B TaOJMIE) W HArpeBaid B IEYM MJIS

IJIaBJICHUA. Heq)aCOBaHHbIﬁ MaTepual nepeMeEmunBajInd € BbICOKMM CABUIOBbIM YCUJIUEM B

TedeHre | MMHYTBI, 32 3TO Bpems TeMmreparypa cHuwkairacb or 59,1 nmo 51,2°C. 3arem

merasupoBaii He(aCOBAHHYKD CMeCh B BaKyyMHUpPYEeMOH Kamepe Ui yAaJeHHs] My3bIPbKOB

BO3ayxa. Cne):[yeT OTMETHUTDb, YTO BCJICACTBHUEC NOCTYIMIHOCTH MaT€pualia B IIaHHOU pa60Te

ucnonbzoBaiu Avicel PC101, a ve PH101, koTOpBIN BIIOCIEICTBUH MCTIOIB30BAIN TEXHUUECKHE

MPpOU3BOAUTECIIN. Hx paccMaTprBaii SKBUBAJICHTHBIMU C TOYKHU 3PCHUA (bPIBI/IKO-XI/IMI/ILIeCKI/IX

cBoiicTB, e PC cooTBeTcTByeT kiaccy YHUCTOTHI ISl JUYHOM rurueHsl, a PH

(bapMareBTHYECKOro Kacca YUCTOTHI.

MaTepualy

Tabnuua 86. Micionb3yemble KOJTUYECTBA ISl OJy4YeHHsT He(paCOBAaHHBIX cMecel Tuianedo npu

pazpabotke criocoda.

Copepxanue Huoxknnii | Bepxunii | PakTHyeckoe
Kosmnuectpo
Matepnan B COCTaBe npeneJ npeneJ KOJIHY€CTBO
(%) | " ) ®)
Avicel PC101 5,4054 1,08108 1,0757 1,0865 1,0820
Kollisolv P124 37,8378 7,56756 7,5297 7,6054 7,5424
Gelucire 48/16 28,3784 5,67568 5,6473 5,7041 5,6876
Kelcogel CGHA 28,3784 5,67568 5,6473 5,7041 5,6843
Bcero 100 20 19,9963

95




Jlnsi mony4yenus: HeacoBaHHBIX CMecel riaedo i aHaIM3a BBOAMIIM BelnecTsa B 60 M1 Oy ThLIb
(cM. Tabnuuy 86) W MOMeEIAIM B IMeYb, TMOCJHE Yero MepeMElIMBAd C BBICOKUM CIBUTOBBIM
ycunreMm. HedacoBaHHbIE BeleCTBa MEPEMEIITHBAIN C BHICOKHM CIABHUTOBBIM YCHUIIMEM B TEUEHHE

1 MUHYTBI, 3a 3TO BpeMsl TeMIiepatypa cHuxkanach ot 50°C no 42°C.

Ta6auua 87. Konmuecrsa, ncnosb3yemMsble /151 MOJy4YeHHs] He(pacOBAHHBIX cMeceil miane6o

JJIM aHAJIH3A.

Copepxanue Huxknuii | Bepxuuii | dakTH4yeckoe
Koaunuectso
Matepuan B COCTaBe npeaeJ npeaeJ KOJIH4eCTBO
(%) | MmO ) )

Avicel PC101 5,4054 1,08108 1,0757 1,0865 1,0802
Kollisolv P124 37,8378 7,56756 7,5297 7,6054 7,5928
Gelucire 48/16 28,3784 5,67568 5,6473 5,7041 5,6821
Kelcogel
CGHA 28,3784 5,67568 5,6473 5,7041 5,6699
Bcero 100 20 20,0250

Honyuenne coctraba ADAIR

s nonydenust nerictByromero cocraBa ADAIR Beomwnu Kollisolv P124, Gelucire 48/16 u
Kelcogel CGHA B 60 My OyTbUTb U3 skenToro ctekia (cM. tTabnuny 88) u nomerau B reds (53°C)
s iaeneHus: Gelucire 48/16. 3atem B OyThuth BBOAMIU ADU, nepemMennBajy mnaTejaeM s
YBJIQXKHEHUS] TIOPOLIKA M BO3BpaIlaid He(acOBaHHBI Marepuan B meyb Ha 10 MUHYT 1is
TIOBBIIIIEHHSI CHIMYYECTH TEpell CMEIIeHUEM C BBICOKUM CIBHIOBbIM ycuiineM. CmelneHue ¢
BBICOKMM CIBHTOBBIM yCHJIMEM MPOBOIMJIM B TeueHHEe | MHHYTBI, 3a 3TO BpeMsl TeMIeparypa
cHmxkanace ot 43°C go 36-37°C. Bbuio OTMEUEHO, 4TO MaTepuaj HayuHaJl 3aTBEPAEBATH IO

3aBCPHICHUN CMEIICHHS, HO MEPEA 5TUM MOJTyHaJIu TOMOI'€HHYHO CMECH.

Tabanua 88. KosimuecTBa, ncnojib3yemble 1Jis1 moaydeHusi HedacoBanHoii cmecu ADAIR

JJIS1 aHAJIH3A.

Conepxanue Hwxuauii | Bepxnmii dakTHIECKOoe
Konnuectso
Marepuan B COCTaBe npezge npezaeJ KOJINYeCTBO
o) | "m0 ® ®

JlekcTpoamdeTamura
cyabdar 5,4054 1,08108 1,0757 1,0865 1,0789
Kollisolv P124 37,8378 7,56756 7,5297 7,6054 7,5706
Gelucire 48/16 28,3784 5,67568 5,6473 5,7041 5,6774
Kelcogel CGHA 28,3784 5,67568 5,6473 5,7041 5,6552
Bcero 100 20 19,9821
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[onyuenune o0paboTaHHBIX 00pa3LoB

Jns nonydenus: oOpadoraHHbIX 00pa3noB coctaBoB Mmianedbo u ADAIR s oneHku
UCTIOJIb30BAHUST B IINpPULE U Bs3kocTH m3Mmenpuain ~1,11 T (KOMMYeCTBO BeEleCTBa,
SKBUBAJIEHTHOE O HATIOJHEHHBIM KarCyjaM) B CTyIKE MECTHKOM C HCIHOJib30BaHueM 20 M
BOJIONPOBOIHON BOABI ITPH KOMHATHOH TeMIiepatype 10 romoreHHocTu. O0paboTaHHOE BEIIeCTBO
XpaHWIH B OyTbUIM U3 JKEITOro CTekyia mepen aHammsom. IIpobosamm ¢uibTpoBaTh 0Opasen
0o0paboTaHHOrO aKTUBHOTO BemecTa uepes 0,45 mxm mmnpun-¢unstp u3 [IBJID, Tem He MeHee,

NOJIy4aJIi TOJIbKO HECKOJIBKO Kanesb (puiibTpaTa nepesn teM, kak GpuibTp 3adusancs.

Jnsa monydenuss oOpasnoB 0OpabOTAHHOTO 3aperuCTPUPOBAHHOTO JIEKAPCTBEHHOTO CPENCTBA
(LD) usmenbuanu Tpu wuejbie Tabmetkd B 10 My BOZOMPOBOAHOW BOABI MpPU KOMHATHOM

TeMIeparype 10 TOMOT€HHOCTH.
HccnenoBanne BO3MOKHOCTH HCIIOJIb30BAHNS B IINPHIE B AHAJIU3ATOPE TEKCTYP

Hcnonp3osanyu ananusarop tekctyp TAXTPlus ¢ yHuBepcanbHONH YCTAaHOBKOH UIsl INTMPULIEB U
nataukoM Harpysku no 30 kr. KamuOpoBanmu HHCTPYMEHT IO BBICOTE M Macce Iepen
UCITIOJIb30BAHUEM M TPOrpaMMHPOBAM, 3aJaBas HadalbHOE IMOJIOKEHHE 3 MJI M LeJeBOoe
paccrosane 9 mm. ITapamerpsl crocoba cm. B Tabmume 88. 5 mn mmpuisl Leur-Lok™
HCIOJIB30BAIU AJIA MPEAOTBPALICHUSA BbITAJIKUBAHUSA UTJIbI U3 LINPULA BO BPEMA UCCIICOAOBAHUA U
oLeHUBaIN 00pasubl (n=2 WK 3 B 3aBUCHMOCTH OT JOCTYIMHOCTH 00pasiia) C UCMOJIb30BAHHEM

urna 18 kanubpa u 26 kamubpa.

Bo Bpems dasel pazpaboTku crocoda aHAIU3UPOBAIN BOAY U 00paboTaHHBIN COCTaB muianedo, a
TaK)Ke MyCThIE IIMPULIBI U MYCThIE MIMPULBI C TPUCOSAUHEHHBIMU UIJIAMU B Ka4€CTBE KOHTPOJIS
(n = 2 wm 3). Ilpu ananmze oOpasua OHM ObUTH BKJIFOUEHBI B JOMOJHEHHE K 0OpaboTaHHOMY
wianebo, odpadoranHomy ADAIR u obpadoranHomy LD (n= 2 um 3). IIoBTOpHO HamoJgHsUTH
IIMPUIBI, 32 UCKIIOYEHHEM CBOOOTHO TeKy4Hx »Kuakocted (obpasusl ¢ Bomoit m LD), mis
KOTOPBIX IIMPHLIBI HATIOIHSIIN, OTOMpAasi UCCIEAYEMbIN MaTeprall Yepe3 HAKOHEUHUK IpuLa 0e3

HCIIOJBb30BAaHUA UTIJIBI.

Ta6auua 89. HacTpoiiku aHATH3aTOpPAa TEKCTYP, HCIOJIb3yeMble AJIs1 OLeHKH BO3MOKHOCTH

HCMOJIb30BAHHSA B LIIPHUIIE.

MMapamerp Hacrtpoiiku
Pesxxum HUCCIICAOBAHUA Cxxartue
CxopocTh ucCIenoBaHMs 0,50 mm/c
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CxopocTb mocne uccieaoBaHus 5,00 mm/c

Llenesoit pexxum Paccrosinue

Paccrosinue 9,000 MM

Envnuna usmepeHust pacCcTosHUA MM

Envnnna nsmepenust ycunus H

Enununa usmepenust BpeMeH! c
BsizkocTh

Bs13K0CTb OLIEHMBAHN € HCIIOJIB30BAHUEM PEOMETpa THUIA KOHYC-TuIockocTh Brookfield RVDV-III
Ultra ¢ reomerpueii mnunaeneir CP40 u CP52. O6paborannbiii ADAIR, oOpadorannoe mianebo
u obpaborannoe LD anmanmusuposanu npu 25°C. Hedacosannsie cmecu miaanedo u ADAIR
aHanuzuposanu npu 25, 35, 45, 55 u 65°C nns oueHku TemmnepaTypbl HamojgHeHus. bbun
pa3zpaboTaH NOAXOISIIINIA CTOcO0 T KasKAOro THIA 00pasLa, U3MepsUId CABUIOBOE HAIPSKEHUE
IPU YBEJIMUEHUHM WU CHIKEHMHU CKOPOCTU IMPUJIAraeéMoro CIBUIOBOTO YCHIIMS I KaXKAOTO

oOpasua.
PesyabTaTtsl 1 006cyxRIeHHe
4.1 Mony4yenue cocraoB ADAIR u niiane6o

CocraBer ADAIR wu mnanebo mnonyudanun 0e3 mnpobinem. OOpaboTka ympolnanach Ipu
npeaBapUTEILHOM HarPEBAaHHUH IITIATENIEH U3 HEPKABEIOIIEH CTaIM U HACATI0K, 00€CIIEUNBAIOIIINX
BBICOKOE CIBHIOBOE YCHJIME, II€Pel HCIONb30BaHHEM. [IpM MOBBIIEHHONW TEMIIEpaType
He(baCOBaHHbII\/'I cOoCTaB, XOTdA H 6]:1.]1 BA3KUM, HUMEJI AOOCTATOYHBIE XAPAKTEPHUCTHUKU IJIA
BO3MOXKHOCTH OOpabOTKH, KOTOPBIE MO3BOJSUIA IMPOBOIUTH CMELIEHHE W OTOOD alluKBOT B

71a00PaTOPHBIX YCIOBUSIX.
3.2 [onyuenne o0paboTaHHBIX 00pa3LoB

IIpn wm3menbueHnn TaOJETOK TNpemapara CPaBHEHUS] MECTHKOM B CTYIKE IOJyYald CMeCh
KPYIHOAMCIIEPCHOTO MOPOLIKA/KUIKOCTH, HMEIOIIYIO PO30BbII/KOPUYHEBBINH OTTEHOK. TabneTku

MOYKHO OBICTPO U3MENbYATh PA3PYLIATh B CTYIKE [T YIIYUYLICHUS] H3MEJIbYCHHUS B PACTBOPHTEIIE.

B cnyuae mane6o u ADAIR HarpeBanu COCTaBbI JUIsl YIPOIIEHHUs] OTOOpa aJIMKBOT B CTYIIKU
(¢ur. 32-33). JlanHblli OOpaszen He HarpeBaJid Nepea HCIOJIb30BAHUEM, BELIECTBO OBICTPO
3aTBepAeBao. BockoBas TekcTypa TBEpPAOro MaTepHaia-HAIOJHUTEN HE3HAYUTENbHO
3arpyassia 00paboTky mectukoM. ITpu m3menpueHnn B Boge 0Opa30BBIBAJICS MOXOXKHUH HA Telb

matepuai. M3 cocraBa miane6o oOpa3oBbIBANICS T'elib, UMEIOIIHIA 3HAYUTENILHO 00Jiee BHICOKYIO
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BSI3KOCTb. BeposiTHO 3TO Obio cBsizaHo ¢ HammuueM Avicel PH101, kotopslit nobasnsiam B

Ka4yeCcTBe 3aMEeHHTeNs JeKcTpoampeTamuHa cybdara.

KonudecTBa BemecTs, HCMOJNb3YEeMbIX JJIsi 0OpabOTKH, a Tak»Ke HUCCIIeNOBAHUS, B KOTOPBIX HX

WCIIOJIb30BaJIH, OMUCaHbI B Ta0uie 90.

Tabauua 90. Onucanue KOJIMYECTBA MATEPHAJIOB, HCIOJIb3YyeMbIX NPH 00padoTKe, 00bemMa

BOJbI U NPOAO/LKHTEJHLHOCTH H3MeJIbYeHHUS BO BpeMsi 00pa0oTKH M LeJIM AaHAJIH3a

o0pa3zua.
Howmep Hccenyembrii Koanuecrso | O0bem | IIpogosxk. en
napTUH MaTepuas HeoOpaboT. | BOABI | H3MEbHeHis HCIOJIb30BAHMS
Matepuaaa | (mJj) (¢)
1003/174/02 | TlnaueGo 1,1239 1 20 60 Paspaboria
cnocoba
Ananus urjbl 18
1003/187/06 LD 3 Tabnerku 10 64 Kanopa
(HepunbTPOB.)
AHanus urjel 26
1003/187/07 LD 3 Tabnerku 10 63 Kanopa
(HepunpTpPOB.)
Ananus urjsl 18
1003/190/01 ITnane6o 1,1167r 20 155 Kanuopa
(nedunpTpoOB.)
Amnanu3 uriel 18
1003/190/02 ADAIR 1,1087 r 20 148 Kanuopa
(redunbpTpOB.)
AHanu3 urjel 26
1003/190/03 Inane6o 1,1199 20 60
Kanuopa
ITomnbiTKa
1003/190/04 |  ADAIR 1,1170 20 04 QuasTpoBarA.
AHanu3 uriet 26
Kamuopa.
Amnanus urnel 18
1003/191/03 LD 3 TabneTku 10 60 Kamuopa
(bunbTpOoBaHHBIIL).
AHanu3 uriel 26
1003/191/04 LD 3 TabneTku 10 60 Kamopa
(bunbTpoBaHHBIIA).
3.3 Pa3pabdorka aHaIH3a TEKCTYpbI
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bt pazpaboran crocod, KOTOPbIHA MO3BOJST U3MEPATh YCHIIUS, TpeOyeMble JUTsI HHBEKIUU TS
nycThIX mnpuies ¢ urnamu 18 G, mycreix mmpunes ¢ urnamu 26 G, sozas! (¢ urnamu 18 u 26 G)
u obpadoranHoro manedbo ADF (¢ urmamm 18 G u 26 G). BenencTBue BA3KOH NpUPOIBI
obpaboranHoro ADF mmpuubl HarmoNHsUIM 4epe3 3aJHIOK YacThb KOpIyca, a He OTOMpaiu
KUIKOCTh Uepe3 HAKOHEUHUK IINpuia. B KadecTBe MIUTIOCTpALMM HACTPOEK MPOrpaMMHOE
o0ecrieyeHre aHaIN3aTOPa TEKCTYPhI UCMOIB30BANIN AJISI BBIYUCIEHHS YCHIINS 11l IPEOAOJICHUS
CTaTUYECKOTO TPEHMs, MOCTOSHHOTO YCHUJIHMS U KOHeuHoro ycwius. i storo mpodunb Obun
pasneneH Ha Tpu BpeMeHHbIe 30HbI (1-2, 2-3 u 3-4 Ha urype 35, npuseneHHoN HIKe). Bo Bpems
JAHHOTO MCIIBITAHUS MCIIOJBb30BAIN KHOIMKY IyCKa, TO3TOMY PErHCTPaLus JaHHBIX MIPOXOANIA C
MOMEHTa Hauana uccienoBanus. FiMenocs HayaibHOE MaKCUMAJIbHOE YCUIINE, COOTBETCTBYIOIIEE
Hauajly TepeMelIeHnsl IUTYHXKepa M IepeMelleHus coiepkuMoro mmnpuna. Ero HasbBaroT
yCUJIMEM JAJIsl IPEOJOJICHUS] CTATUUECKOTO TPEHHsl, TaK KaK OHO MPENCTaBIsieT coOOW ycuiue,
TpeOyemoe sl MPEONOJICHHsT CTATHYECKOrO TpeHHs. Ero ompemensim kak MaKCHMaJbHOE
3HaueHue Ha nepBoil TpeTu aHanuza (1-2). [To Mepe mpoxokeHUsT UCTIBITAHUS U MepeMeIleHus
IUTyHXKepa M0 LEHTPAJbHOMY Y4YacTKy KOpIyca IINPHULA OCTHUrajoCh IOCTOSHHOE YCUIIME.
ITocTosiHHOE yemnue, TAKUM 00pa3oM, ONpenessuI KaK MAKCUMAJIbHOE YCHIINE MEXKAY TOUKaMH 2
u 3 (¢ur. 5). KoHeuHoe MakCUMaJbHOE yCUIIME ONMpENessuld Kak KoHeyHoe ycunue. CpenHue

pe3yJIbTaThl NOKa3aHbl Ha Gur. 6.
HccnenoBanue BO3MOKHOCTH HCIIOJb30BAHUS B HINPHLE B AHAJIN3ATOPE TEKCTYPbI

JInisl ycTpaHeHuUs KaKix-JM00 OrpaHUYEeHUH, BbI3BAHHBIX T€OMETPHUEH KOpITyca LINpPHULIa, BO BpEMs
aHaymu3a OOpas3LOB MCIBITAHHUS TMPOBOAMIIM, MEpeMeliasi IUTYHXKEp OT TOJOXEHHs 3 MJ JI0
TMIOJIO’KEHUS 2 MJI, @ HE TIOJTHOCTBIO BBITECHSIN MaTepHall U3 MINPHULA. ITO 03HAYAIIO, UTO BIUSHUE
TeOMETPHHU INTMPULIA YCTPAHIOCh U TOJYYEHHUs] Oojiee YETKUX PE3YJITATOB, U «KOHEYHOE

YCUITUE» B JaJTbHENIIIEM HE MCIIOJIb30BaJIH.

B Hauane uccnenoBaHus aHaJIU3UPOBAIH MyCThIE IIMPHULIBL, INPHULBI ¢ UraMu 18 G u mmpuLel ¢
urnamu 26 G (¢ur. 37-38) s MONYYEeHUS MAaHHBIX O CONPOTUBJICHUH IEPEMEIICHUIO,
XapaKTEPHOM i1 OOOPYAOBAHUS, UCTIONB3YEMOTO B HCIIBITAHUH (T.€. 5 MJT LIIpHUIa U uribl). J{ost
MyCTOro LIMpHIIA MOJyYalu cpeaHee MakcumanbHoe ycunue 3,043 H, nns urnel 18 G cpenHee
3HaueHue cocTtasisio 4,146 H, a ans urnel 26 G cpennee ycunue coctasisuio 3,208 H. B kaxxnom
npoduie IMencst HA4aaIbHbIH MAKCHMYM B TIEPBYIO CEKYHIY MCIIBITAHHS, KOTOPBINA OBLT CBSI3aH C
yCUJIIEM MUl TIPEOJOJICHHsT CTaTUYECKOro TpeHus (ycuiuue, Tpedyemoe sl TNpHUBENSHHS
IUTyHXKepa B ABIKeHHe). Ero Takske MOKHO HabmoaaTh B MPOQMIIAX AJIsT BOIBI, BBITECHSIEMOMN

yepe3 urisl 18 G u 26 G, cm. dur. 37.
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JUis MUHMMH3aLMN BKJIaJa CTaTUYECKOrO TPEHHs] OOOPYAOBAHUS, MCKAYKAIOIIErO Pe3yJIbTaThl
HUCIIbITaAHWA, OBLIIO PE€IICHO HE HCIIOJIB30BATh YKA3aHHBIC MAKCHUMAJIbHBIC 3HAYCHUSA YCUJINA IAJIsA
NpeoaO0JICHUA CTATUYCCKOr0 TPEHUA MMPU OMUCAHUN JAHHBIX. KpOMe TOro, BCJIICACTBUC MMPUPOAbL
marepuanoB ADF wu oOpaOarbiBaeMbIx TaOneTok Bpewms, TpeOyemoe il JOCTHIKEHUS
MIOCTOSTHHOTO YCHJIMSA, OBbLJIO Pa3IMYHBIM, HJIH HE JOCTHIaJOCh POBHOE MOCTOSIHHOE YCHIIUE, STO
O3HaA4a€T, 4YTO BbIMUUCJICHUE TIOCTOAHHOIO YCHUINA C HUCIOJB30BAHUEM MPOTrpaMMHOTO

o0ecreyeHns1 aHAJTN3aTOPa TEKCTYPbI ObLIO HEMPAKTUYHBIM.

B pesynbraTe OBLIO peIIEHO, YTO 3HAYEHUs YCHIIUS AJSl MIPEOAOJICHUS CTATHYECKOrO TPEHHS,
NOCTOSIHHOTO YCWJIMS M KOHEYHOTO YCHJINS OBUTH HENpPAKTUYHBIMH IPU OMUCAHUM TMpodueit
UCTIONIb30BAHMS B LIMPHUIE U CPABHEHUH COOPAaHHBIX AaHHBIX. BMecTo 3TOro ObLIO pemeHo, 4To
JaHHBIE TOJDKHBI OBITh OMMCAHBI ITPH MIOMOLIH JIBYX MapaMeTpoB: MakcuManbHoro ycwus (H) u
IUIOLIAN TOA KPHUBOH 3aBUCUMOCTH ycuius oT BpemeHun (H-c, koropas oOo3Haudaer
«BBIMOJIHEHHYIO paboTy» MO MepeMEeLIeHUI0 TUTyHXKepa Ha 9 MM IpHU BBITECHEHHH Marepuaia
yepe3 uriy). Eciniu MOMEHT NOCTHIXKEHHS] MaKCHMAJIbHOTO YCHJIMSI COOTBETCTBOBAJ MAKCHMYMY
yCunIusl JUIsl NPEOAOJIEHMs] CTATUYECKOrO TPEHHUs, TO AAHHbIE NEPeCMaTPUBAINU BPYUHYIO AJIS
ONpeAeNeHns] MAaKCUMAJIbHOTO 3HA4YEHHs, IMOJyYEHHOTO IMO3JHEe BO BpeMsl JAHHOIO
skcniepuMenTa. (Crenyer OTMETUTh, YTO 3Ty MPOLEAYPY IPOBOAMIN TOJBKO MJIsi OHOTO
JKCMEPUMEHTA C MYCThIM MImpuiieM (TIe MaKCUMaJbHOE yCHJIME M3MeHsuioch oT 2,558 H no
2,518 H) u ogHoro skcnepuMenTa ¢ o0paboTaHHbIM OTGUIbTPOBaHHBIM LD (rne MakcumanbHOe
ycuine usMmensioch ot 4,744 H no 4,215 H). Oxupanoch, 4TO HCIMONB30BAHUE CPEIHErO
MaKCHMAaJbHOTO YCUJINS U CpPelHeN IUIOImany Mo KPUBOM AJi BCEX SKCIIEPUMEHTOB B KaKABIX
UCCIIEyeMBIX YCIIOBHUSIX MOKET oOecrieuynBaTh 00Jiee OJHYIO U PEJICBAHTHYIO BBIOOPKY JaHHBIX,
YeM 3Ha4YeHUs YCWIHs AN TPEOJOJICHUs CTaTUYECKOrO TPEHUs, IMOCTOSIHHOIO YCWIMS U

KOHEYHOr0 yCHUJIUA B JaHHOM UCCIICAOBAHUU.

BmecTo 3TOro BBIMUCIAIN MaKCUMAJIbHOE YCUINE U IUIOLIAAb IO KPUBOM 3aBUCUMOCTH YCHUIIUS
OT BpeMeHH. B Tex ciydasix, Koraa MakCUMAaJIbHOE YCHITHE HAXOIUIIOCh B O0JIACTH «CTaTUYECKOTO
TPEHUsI», NaHHbIE MEPECMATPUBAIN BPYUYHYIO Il OINpPENENICHUs MAaKCUMAaJbHOIO YCHUIINS,
JOCTUTaeMOro BO BpeMsl OCHOBHON 4acTu ucnbITaHus. ClieyeT OTMETUTh, YTO 3Ty HPOLEAypy

HCTIONIb30BAJIH O Pasy sl MyCTOTO WIpHULa 1 oThuisTpoBanHoro LD.

Jns HedunbTpoBaHHOrO oOpadoranHoro LD Ha mnpoduiisx, MONyYeHHBIX B aHAIU3ATOPE
TEKCTYpBI, HAOJFOIAIH PsIT OCTPBIX MUKOB U BHanuH, cM. ¢ur. 39. Kak mojaranu, 370 sSBISIOCH
Pe3yJbTaTOM TOT'O, YTO YACTHIIBI PA3PYIICHHOH TaOJIETKU MePUOAUIECKH 3a0MBAJIA UIJTY BO BPEMsI
ucnbiTaHusl. IIpu 3TOM JUIsi BBITECHEHHsI TPeOOBAJIOCH TOBBIMIEHHOE YCHIHE (aHAIH3aTop

TEKCTYpPbl OBLT 3amporpaMMHUpPOBaH TaKUM O0pa3oM, 4YTOOBI pEryJupoBaTh YCHIHE JUIS
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NOAIEPKAHMS TOCTOSTHHOM CKOPOCTH UCTIBITAHUS, & HE TOCTHXKEHHSI TOCTOSIHHOTO YCHIIHST). DTOT
s¢dexT He HaOMOMANCS B aHAJM3€ SKBHBAJEHTHOro obpasla Nmpu UCMOIb30BaHUU UTIEl 18 G
(¢pur. 40) Gnaronapst Oonee KPyImHOMY pa3Mepy OTBEPCTHs yKa3aHHOW uribl. Kak okupmaercs, Ha
3TOT 3P PEKT MOXKET BIUSATH CTETIEHb N3MENbYECHHUS, KOTOpask peryaupyercs oneparopom. Kpome
TOTO, COTJIACHO OKHUAAHUSM JIUILO, 3JIOYIOTPeOsoniee HAPKOTHKAMH, HE OYyJEeT MBbITaThCs
BBOIUTH 0OpaboTanHbiil LD nyTem nHbEKIINN 0€3 MepBOHAYATIBHOTO (PHIIBTPOBAHHS MaTepUaa.
JList ICHOCTH JaHHBIE MPH HCob3oBannu Uil 18 G u 26 G st yka3aHHBIX 00pa3IOB MOKA3aHbI

1O OTACJIbBHOCTH.

IIpodwnu, nonyuennsie ans oopadorannoro ADAIR u oOpadoranHoro miamnedo, moKa3aHbl Ha
¢ur. 41 u ¢ur. 42, coorBercTBeHHO. [l O0OMX yKa3aHHBIX OOpa3LOB B HCHBITAHUM C
UCTIONIb30BaHUEM Uil 26 G mosyyanu HepOBHbIE MPOQUIIHN, BKIIOYAIOIINE ITUKH, CBSI3aHHbIE C
HOBBILIEHHOH YCTOWYHMBOCTBIO K OTOOPY B LINPHLL, MO CPABHEHHIO C UcTbITaHusMU urd 18 G (c
Oonee MIMPOKUM OTBEPCTHEM), B KOTOPBIX MOJy4aju Oojee pOBHbIA MPOQHIb, THITHUHBINA IS

HCCJICNOBAaHMs IIIIPULIEB.

Bo Bpemst oOpa®oTku TBepAOH NEpOpaNbHON JIEKAPCTBEHHOH (POPMBI AT MOATOTOBKH K
WHBEKIHH JIIIA, 3T0YHOTPeOISIIOIIe HAPKOTUKAMHE, 9aCTO (QHIBTPYIOT PacTBOP, & HE MBITAIOTCS
BBECTH NMyTE€M UHBEKIMH PACTBOP, COAEP KALIMI MOPOIIKOBbIE BCIIOMOTaTe/IbHbIEC BeliecTra. B
pe3yJibTaTe ObLIO perieHo GuIbTPoBaTh npenapat oopadoranHoro LD u aHaMM3UpPOBATH €r0, CM.
¢ur. 43. Cruenyer OTMETUTb, YTO TPETUH OKCIEPUMEHT C HCMOJb30BaHHeM LD,
OTPUIBTPOBAHHOTO uepe3 uriy 26 G, He MOr ObITh MPOBENEH BCIEACTBHE YTEUKH 00pasua mpu
NOATOTOBKE K HcmbiTaHuio. [IpoGoBamu  ¢unbTpoBaTh oOpabortanubii  ADAIR  mnst
CPAaBHUTEJBPHOTO aHAJM3a, HO JUIS MPOBEACHUS YKA3aHHOTO MCIBITAHUS HE CMOTJIM TOJYyYUTh
JIOCTaTOYHOE KOM4YecTBO Matepuaia (n=1). Makcumansaoe ycrue (H) u miomans mox KpuBon
(H:¢) nns Bcex 0oOpasuoB, a Tak»Ke BBIYUCICHHBIE CPEHUE 3HAUEHUS, CTAHIAPTHBIE OTKJIOHEHUS

U K03 UIMEHTHI BapHaLUil MoKa3aHbl B Ta0muue 91.

Ta6auua 91. MakcuMaJbHOe yCHJIHE U ILUIOMAAb 0] KPUBOH 1Jis1 BCeX 00pa3uos,

AHAJIM3HPYEMbIX B AHAJIH3aTOpPe TEeKCTYPbI.

I'pymnna o6pasios O6pasen MakcumajbHoe Ilnomaaes noa KpuBoM
yeuane (H) (H-¢)
nycToi mnpur 1 2,518 40,774
MyCTON mnpur 2 2,957 43,970
. MyCTON mnpwui 3 3,655 52,193
MyCTOM LINpHULL
Cpennee: 3,043 45,646
CKO 0,573 5,891
Koaddurment Bapuanmm 18,831 12,906
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MakcumaJjibHoOe

Ilnomaaes noa KpuBoM

r 0 0]1}
pynmna o0pa3unos paseny yewme (H) (H-c)
7 18
NyCTOM INIPHLI, UIJIa 3.438 55,008
G1
7 18
NyCTON ng)gu, uria 4248 64.250
myetoit mmpit 18 IyCTOW INpHUL, uria 18
G y put, 4751 70,027
G3
Cpenanee: 4,146 63,125
CKO 0,662 7,528
Koaddurment Bapuanyu 15,977 11,925
i 26
NyCTOM INIPHUL, UIJIa 3227 42,479
G1
7 26
nyCTON ung)gu, uria 3.048 47,548
i 26
fyeTor I(I;HPHH MyCTOH LINpPHUL, urnua 26 3.349 51,635
G3
Cpennee: 3,208 47,221
CKO 0,151 4,587
Koaddurmenr Bapuaryu 4,714 9,714
Boja 18 G 1 4,874 77,436
Boma 18 G2 4,836 78,184
Boma 18 G 3 4,766 72,757
Bona 18 G
Cpennee: 4,825 76,126
CKO 0,054 2,942
Koappunment Bapuanmu 1,127 3,864
Boma 26 G 1 4,611 72,605
Boza 26 G2 3,219 50,935
26 G3 4,503 70,161
Bona 26 G sona - .
Cpennee: 4,111 64,567
CKO 0,774 11,869
Koapdpurment Bapuanmm 18,833 18,382
HeduibTpoBaHHOe LD
3,909 50,8
18G1 ’ 858
LD
He(I)I/IJ'Ib”ll“I;Oéa;{HOG 4,409 66,376
He(QUIBTPOBAHHOE
LD
LD 18 G HEQHILTPOBAHIIOS 4,441 68,532
18G3
Cpennee: 4,253 61,922
CKO 0,298 9,642
Koapdpumment Bapuanmu 7,017 15,571
HeubTpoBaHHOEe | HeduibTpoBanHoe LD
61,400 66,9
LD26 G 26G1 ’ D21
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I'pynna o0pa3uos

Oopazen

MakcumaJjibHoOe

Ilnomaaes noa KpuBoM

yeuaue (H) (H-¢)
HeduibTpoBaHHOE LD
296,633 1457,148
26 G2 ’ ’
HeduibTpoBaHHOe LD
156,687 334,931
26 G3 ’ ’
Cpennee: 171,573 619,667
CKO 118,321 737,556
Koaddumenr Bapuanmm 68,962 119,025
ADAIR 18 G 1 4,937 70,267
ADAIR 18 G2 3,784 63,791
ADAIR 18 G 3 4,524 73,589
ADAIR 18 G - -
Cpennee: 4,415 69,216
CKO 0,584 4,983
Koaddurmenr Bapuanyu 13,234 7,199
ADAIR 26 G 1 49,546 265,710
ADAIR 26 G 2 40,375 308,208
ADAIR 26 G 3 36,644 298,530
ADAIR 26 G - .
Cpennee: 42,188 290,816
CKO 6,639 22,274
Kosdpument Bapuarym 15,738 7,659
8
¢unbTpoBanHoe LD 1 3.692 61.637
Gl
LD 18
(bHJIprOBéH;IOC 2954 47.169
(bunbTpOBaHHOE
LD 18 G ¢unbTpoBanHoe LD 18 3953 57 503
G 3 > 2
Cpennee: 3,300 53,770
CKO 0,371 7,317
Koaddurment Bapuarmm 11,245 13,607
LD 26
¢bunbTpOBaHHOE 4215 71,760
G1
LD 26
qmm’TpOBéH;“ 4,167 70,514
¢bunbTpOBaHHOE
¢unsTpoBanHoe LD 26
LD 26 - -
G G3
Cpennee: 4,191 71,137
CKO 0,034 0,881
Koadpumment Bapuanmu 0,809 1,238
ITnaune6o 18 G 1 31,051 371,164
[Tnaune6o 18 G 2 38,233 320,998
IMnane6o 18 G IInane6o 18 G 3 21,789 355,033
Cpennee: 30,358 349,065
CKO 8,244 25,610
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I'pynna o6pasios O6pasen MaxkcumajnbHoe ILnomane nox KpUBOH

yeuaue (H) (H-¢)
Koapdpumment Bapuanmn 27,155 7,337

ITnaune6o 26 G 1 299,455 2408,156

ITnane6o 26 G 2 116,775 1225,739

Mrane6o 26 G ITnaune6o 26 G 3 66,343 953,722

Cpennee: 160,858 1529,206

CKO 122,649 773,249
Koapdpumment Bapuanmn 76,247 50,565

I'paduku cpeqHero MakCUMaJbHOTO YCHIIUA Ui 0Opas3LoB, U3MEPEHHOTO MPHU HCIOJIb30BAHUH
urn 18 G u 26 G, noka3anbl Ha ur. 44 u 45, coorBeTcTBeHHO. [ paduku cpegHe miomaan nox
KpUBOH 117151 00pa3LoB, W3MepEeHHON npu ucnonb3oBanuu uri 18 G u 26 G, nokaszansl Ha ¢ur. 46

u pur. 47, COOTBETCTBEHHO.
O6cy:xaenne nanabix TA

Hannple s urn 18 G He MOKa3bIBaIM 3HAUUTENbHBIE PA3IMYUs KaK CPEJHEr0 MaKCUMAJIbHOTO
yeunust (¢ur. 48), Tak u cpenHel muomanu noa kpusoi (dur. 49) mexny cocraBom ADAIR u
BO/IOW, TEM HE MEHee, 3Ta UIjla MMeeT KPYIHBIA pa3Mep OTBEPCTUS U C MAJIOW BEPOATHOCTBHIO
MOKET HCIOJb30BAThCS U 3JI0ymoTpedyieHust aekcrpoaMmperaMuHa cyibdaTtoM myTem

BHYTPUBCHHOI'O BBCACHUA.

JlaHHbBIE, IOJYYEHHBIE C HCIIOJIb30BAHHEM UTJIbI 26 G, MOKa3bIBAIOT 00JIee BBIPAKEHHBIE PA3IIHYUNS
cpeaHero MakcuManbHoro ycwnus (¢ur. 50) u cpenHeit romaau nox kpusoit (gur. 51) mexay
obpaboranabsiM ADAIR 1 Bonoii u ot uibTpoBaHHbIM LD. 3TO MO3BOJISIET MPEANOIOKHUTD, YTO
NPU UCTIOJIBb30BAHUH STOW UIJIbI ¢ Oojiee MOAXOAALIMM pa3mepoM oTepctusi coctaB ADAIR
o0ecreyrBaeT MOBBILICHHYIO 3aIUTY, MPEMATCTBYIOLIYID OTOOpPY B IIMPUIl IO CPABHEHUIO C
orpuibTpoBaHHbIM LD B yka3aHHbIX ycioBusix. Kpome Toro, ObLIO HEBO3MOXKHO TMOJYYUTh
JIOCTaTOYHOE KOJMMuecTBO (punbrpara m3 odpadoranHoro ADAIR st mpoBeneHUs] UCTIBITAHUS
otpuiapTpoBaHHOrO 00pasna. Takum 0Opazom, MOKHO OXKHIIATh, YTO STOT XapaKTEPHBIN Oapbep,
NPEMSITCTBYIOIUN  (UIBTPOBAHUIO, OOECIeUMBACMbII BCIIOMOTATEbHBIMH BEIIECTBAMH B
ADAIR, NMOHM3WT NPUBJIEKATEIPHOCTh MHBEKIMH 3TOrO MaTepuayia sl OOJBIIMHCTBA JIUILL,
3JOYNOTPEONSAIONINX ~HAPKOTHKAaMH. TeM He MeHee, €Cld JIMLO, 3JI0ymnoTpedisomnee
HAPKOTHUKAaMH, MOMpoOyeT BBECTH myTeM HHbeKIuu oOpadotannbiii ADAIR 6e3 craguu
(GuNbTPOBaHMS, 3TOT MaTepHaj 3HAYMTEIBHO TPYAHEE BBOAUTCA IyTEM HHBEKIHU YeM
orunbTpoBaHHOE 0OpadoranHoe LD (cpennee makcumanbHoe yeunue 42,188 H mo cpaBHeHHIO

¢ 4,191 H nns ordunbrpoBanHoro LD, u cpensss BbmonHeHHast pabora 290,816 H-c mo
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cpaBHeHmto ¢ 71,137 H-c¢ nns orpunsrpoBanHoro LD). Ilpu cpaBHeHnu npoduneli oOpasios,
NOJYYEHHBIX B AHAJIM3ATOPE TEKCTYPBI, MOXKHO YBUAETDH, YTO OT(QUIBTPOBAHHOE 00paboTaHHOE
LD wumeer rmankuii mpoduib 3aBHCHUMOCTH YCHJIMSL OT BPEMEHH, CXOXHH C IpodrueM s
BOJIOTIPOBOZTHOM BOJBI (CXOXKEro IMOpsAKa), Torga kak anmst odpaboranHoro LD TpeGoBanock
NOBBIIIEHHOE YCHWJIME U HaXKaTHs IUTYHXKEpa IO CPaBHEHHWIO C BOAOH M 00paboTaHHBIM
orpunpTpoBaHHEIM LD BO Bpemsi ucnbiTaHuii. HepoBHBIH Npoduiab ¢ MHOXECTBOM ITHKOB
MO3BOJISIET MPENTONOKUTh, YTO YKAa3aHHBIM MaTepHall He MO3BOJIUT MPOBOJUTH HETPEPHIBHYIO
UHBEKLHUIO, YTO TAaKX€ MOXKET BJIMATb Ha KIPUBJIEKATENbHOCTB» IS JIMLA, NMOTEHIHAJIbHO

3JI0yNOTPEOIISAIOINEro HAPKOTHKAMU.
PeoJiorust o0paboTanHbix 00pa3uos

Wzyuanu peosoruro oOpasioB, U3Mepsis CABUIOBYIO HArpy3Ky IPU YBETHUYEHUU M CHIDKEHUH
usMeHeHus: ckopoctu. st oopaboranHoro ADAIR u manebo TpeOoBaics Maiibiii MIMUHIETH
(CP-52). Ero ucnionb3oBaiu Ajst 00pasLoB C BBICOKOH BA3KOCTBIO. st BOzbI 1 00paboTaHHOrO
LD TtpeboBancsa Gonee kpymsbiii mmnuHAeab (CP-40). DTOT mnuHAENb HMCHONB30BAIU IS
00pa3LoB C HU3KOHW BS3KOCTHIO. JlaHHBIE, MOJyUYEHHbIE AN KaKAOro oOpasla, MOKa3aHbl B

Tabmuuax 92-100.

AHaJM3UpPOBaJIH ABa OTAEIbHBIX 00pasia HepuIbTPpoBaHHOrO oOpadoranHoro LD, a Takxke nBa
oTAenbHbIX oOpasua otduisTpoBaHHoro LD u onun obpasen Bons! (ur. 54). Hecmotps Ha TO,
4yto He(pubTpoBaHHOE 0OpadoTanHoe LD umeno 6ojiee BBICOKYIO MaKCUMAJTbHY U3MEPEHHYIO
BSI3KOCTb O CPABHEHUIO C KOHTPOJIbHBIM 0OpasuoMm Boabl (2,16 u 2,35 cIl mo cpaBHEHHIO C
1,33 cIl mpu 166,7 00./mMHuH), OHa BCE PaBHO MMeNa CXOXKUH TOPSIIOK ¢ oOpasmamu BOXBI, U
o0pa3iel umenu cxoxue npodunu. s HepunbrpoBanHoro LD Habmona11 HEKOTOPYIO CTENEHD
TUCTEpe3nca, KOTOPBIH MOT OBbITh pPE3yJbTaTOM HAJIMYMSA TBEPAOrO Marepuajia B obOpasie,
KOTOPBIH MepeMeInajcs U paspaBHUBAICS BO BpeMs ucnbitanus. OrdunsrpoBannoe LD umeno
CXOKUH MPOdUIIb, HO MOHWKEHHBIA THCTEPE3UC U BSI3KOCTb, B OOJBIIEH CTENIEHH MOXOXKYI Ha
obpaszen BoxbI (1,53 u 1,45 cIl mpu 83,33 06./mMun 1o cpaBrenuto ¢ 1.33 cIl npu 166,7 006./muH).
3TO MO3BOJIIET MPEATIONOKUTD, YTO 00padoTtaHHOe LD mMMeno peosoruro, CXoxky ¢ BOXOH, U
HE3HAYUTEJIbHO TOBBIIIEHHYIO BSI3KOCTh B HE(WIBTPOBAHHOM COCTOSIHHUHM. JTO MONTBEPIKAAET
THIIOTE3y O TOM, YTO MOBBIIIEHHOE YCHIHe, Tpedyemoe 11t oTOopa B mmpui] odpadoranHoro LD,
CBSI3aHO C TEM, YTO YaCTUIbl HM3MEJIbUEHHONW HEPACTBOPHUBINEHCS JIEKAPCTBEHHOH (HOPMBI

3a0UBAIOT LITIPHULL, & HE C BBICOKOH BSI3KOCTBIO 00pabOTaHHOTO MaTepHaa.

Tabauua 92. Jlannbie peosiorun .51 oopadoranHoro HeguabTposanHoro LD, nmonyyeHHble

npu 25°C, a3xcnepumenr 1.
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o0padoranHoe He(puabTpoBanHoe LD

Bsizkocth Ckopoctb CxkpyuuBawomui Casurosas Ckopoctb
(cIT) (00./MuH) momeHT (%) Harpyska ([I/cm?) casura (c!)

0,00 0,00 -0,9 0,00 0,00

1,61 83,33 4,1 10,06 624,98

1,63 166,70 83 20,36 1250,25

1,48 250,00 11,3 27,71 1875,00

1,61 166,70 82 20,11 1250,25

2,16 83,33 55 13,49 624,98

0,00 0,00 -1,4 0,00 0,00

Tabauua 91. lannbie peosioruu ajsi oopadoranHoro HepuabTpoBanHoro LD, nonyyeHHbie

npu 25°C, 3xcnepumenT 2.

o0padoranHoe HepuabTpoBaHHoe LD

BsizkocTh CkopocTb CkpyuunsBarwommuii Cnsurosas CkopocTtb
(cIT) (06./mMuH) momeHT (%) narpyska ([I/cm?) casura (c!)

0,00 0,00 -2,0 0,00 0,00

1,88 83,33 4,8 11,77 624,98

1,59 166,70 8,1 19,87 1250,25

1,37 250,00 10,5 25,75 1875,00

1,59 166,70 8,1 19,87 1250,25

2,35 83,33 6,0 14,71 624,98

0,00 0,00 0,0 0,00 0,00

Tabauua 92. /lannbie peosorun as oopadoranHoro orguasrposantHoro LD, monydyeHnsbie

npu 25°C, 3xkcnepumenr 1.

o0padoranHoe orpuabTpoBanHoe LD

Bsizkoctb Cxopoctb CxpyuuBawomui Cnasurosas Ckopoctb
(cIT) (00./Mun) momeHT (%) Harpyska ([I/cm?) casura (c!)

0,00 0,00 -0,4 0,00 0,00

1,53 83,33 3,9 9,56 624,98

1,26 166,70 6,4 15,70 1250,25

1,32 250,00 10,1 24,77 1875,00

1,33 166,70 6,8 16,68 1250,25

1,37 83,33 3,5 8,85 624,98

0,00 0,00 -1,1 0,00 0,00

Tabanua 93. JlanHbie peosorun a4s oopadoranHoro orguabTposantHoro LD, nonyyeHHble

npu 25°C, 3xcnepumenr 2.
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o0padoranHoe orguabTpoBanHoe LD
Bsizkocth Ckopoctb CxkpyuuBawomui Casurosas Ckopoctb
(cIT) (00./MuH) momeHT (%) Harpyska ([I/cm?) casura (c!)
0,00 0,00 -1,3 0,00 0,00
1,45 83,33 3,7 9,07 624,98
1,24 166,70 6,3 15,45 1250,25
1,23 250,00 9.4 23,05 1875,00
1,28 166,70 6,5 15,94 1250,25
1,41 83,33 3,6 8,83 624,98
0,00 0,00 -0,2 0,00 0,00

Tabanua 94. JlanHble peosorun A BoAbl, NoJay4eHHble npH 25°C, e1MHCTBeHHbIH

IKCNEePHMEHT.
BOJA
BsizkocTh CkopocTb CkpyuunsBarwommuii Cnsurosas CkopocTtb
(cIT) (06./mMuH) momeHT (%) narpyska ([I/cm?) casura (c!)
0,00 0,00 -0,4 0,00 0,00
1,26 83,33 3,2 7,85 624,98
1,10 166,70 5,6 13,73 1250,25
1,11 250,00 8,5 20,85 1875,00
1,12 166,70 5,7 13,98 1250,25
1,33 83,33 3,4 8,34 624,98
0,00 0,00 -0,1 0,00 0,00

s o6pasuos obpadboranroro ADAIR u muranebo TpeGoBanuch pa3audHbie MPOGUIH U3MEHEHUS
CKOPOCTH JUIl Ka)XXIoro o0Opasua, 4YTO yKas3blBaeT HA YPOBEHb PA3NIMYHs PEONIOTHYECKUX
XapPaKTEPUCTUK. 3T0 He ObLIO HEOXKHNIAHHBIM C YUETOM IPUPOAbI BCIIOMOTaTCJIbHBIX BEIICCTB U

HETIOCTOSTHCTBA ycioBuil o0pabotku ADF.

AHam3upoBaIH Ba OTAENBHBIX o0pasua obpadoranHoro ADAIR (tabmuust 97, 98). Hecmotpst
Ha TO, 4ro ansi oOpaborannoro ADAIR HabOmromanu CBOICTBAa Pa3KKEHUS TPH CIABUTE
(MOHMKEHHOE COTMPOTHBIICHUE TEKYYECTH TP YBEJIMUEHUU CIBUTA), U3MEPEHHAs BSI3KOCTh ObLiia
BBILIE JJa)Ke 10 CPABHEHHIO ¢ He(UIbTPOBaHHBIM 00paboTanHbiM LD, MakCUMasbHas BSI3KOCTb
coctaBnsiia 605242 u 8334,48 cIl mpu 1 00./MuH, Anst CpaBHEHHMsS] MAaKCHMAJIbHAsI BS3KOCThb
HeupTpoBaHHOTO 0OpadboTarnHoro LD cocrasnsna 2,16 u 2,35 cIl. Kpome Toro, nmpu uamMepeHnu
BsI3KOCTH 00omx 0bpa3ios odpadoranHoro ADAIR HaOmronancs ructepesuc, rue Oonee BHICOKHE
pe3yJIbTaThl MOJyYai B HIKHEH 4acTH JUana3oHa CKOPOCTEH. DTO MO3BOJSAET MPEANONOKHTb,

yto B 00paboranHOM ADAIR MOXET MPOUCXOIUTH 3aBUCSIIEE OT BPEMEHH YBEINUYEHUE BI3KOCTH.
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Ecnu 5T0 Tak, To 3TO O3HAYaeT, 4TO 4YeM JoJblie 00pabaThiBAIOT MaTepuan (Hampumep, 4em
JOJIbIIE €r0 W3MEJNbYalT), TeM Oojiee BS3KUM OH CTAaHOBHUTCS. JTO SIBIICHHE MOXKET OBITh
HCCIIEIOBAHO JOMOJHUTEIBHO MyTEeM MPHIOKEHHS TTOCTOSIHHOTO CABUIOBOTO YCUIIHS B TEUEHUE

NPOAOJIZKUTCIIBHOIO nepuoaa BpEMEHN, a HE UIBMCHCHU CKOPOCTU CABHTA.

Tabauua 95. annbie peosoruu auas oopadorannoro ADAIR, nonyuyennsie npu 25°C,

3KcnepuMeHr 1.

Oo6padoTannbiii ADAIR

Bsizkoctb Ckopoctb CxkpyuuBawouui Casurosast Ckopoctb

(cIT) (06./muH) momeHT (%) Harpyska (/cm?) casura (c)
5258,66 1,00 53 105,17 2,00
288,21 84,00 24,4 484,19 168,00
210,92 167,00 35,5 704,46 334,00
215,51 250,00 54,3 1077,53 500,00
283,40 167,00 47,7 946,56 334,00
421,69 84,00 35,7 708,43 168,00
6052,42 1,00 6,1 121,05 2,00

Taéauua 96. [lannbie peosorun aJs oopadorannoro ADAIR, nonyuennsie npu 25°C,

IKCMEPUMEHT 2.

oopadorannbiii ADAIR
BsizkocTb Cxopoctb CxpyuyuBawmuii Cnsurosas Cxopoctb
(cIT) (06./MmuH) mMomeHT (%) narpyska (/{/cm?) casura (c!)
7540,72 1,00 7,6 150,81 2,00
425,88 67,33 28,9 573,49 134,66
304,26 133,70 41,0 813,60 267,40
288,73 200,00 58,2 1154,92 400,00
375,51 133,70 50,6 1004,11 267,40
583,56 67,33 39,6 785,82 134,66
8334,48 1,00 8,4 166,69 2,00

Bbbu1o nmokazaHo, uto obpadoTaHHbIE 0Opa3Lbl UTaed0 TaKKe UMEITH CBOMCTBA Pa3KIDKEHUS TIPH
CIIBHTE U 3aBUCSINEE OT BPEMEHH yBeJMUeHne BI3KOCTH (ur. S6A-B). B o0mem ciydae, BA3KOCTh
yKa3aHHBIX 00pa3loB Obljla OYEHb BBICOKOHW, MAKCHMAaJbHBIE W3MEPEHHBIE 3HAUEHHS BS3KOCTH
cocraysun 12501,72 cITipu 0,50 06./mMun 1 1478378,00 cIl pu 0,01 06./mun. [peanonaraercs,
YTO yKa3aHHAs MOBBILICHHAs BS3KOCTh CBs3aHa ¢ aucrneprupoBaHueM udactui Avicel PH101 B
TUAPATUPOBAHHON MaTpHIle BO BpeMst 00paboTku. Takke CyIecTByeT BO3MOKHOCTb TOTO, YTO HE

COOTBETCTBYyIOLIee OOIIel TEHOEHUWHU CHIDKEHHE CIBUTOBOM HArpy3KH B BEpPXHEH dYacTu
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IHana3oHa CKOPOCTeH Uil VKa3aHHBIX 00pa3snoB ObUIO CBSI3aHO C  MPOCKAJIb3BIBAHHEM
IUTACTHHBI/00pa3lia BO BpeMsl HCHBITAHUSA. DTO NPEANOJIOKEHHE IOJNYUYHIIO OMOJHUTEIbHOE
NOATBEP KAEHNEe NPU HM3y4eHHH obOpasna rmiane0o Mo 3aBepLICHUH HCIBITAHUs, KOoraa ObLIo
MOKAa3aHO, YTO OH NEPEMEeCTHJICS OTHOCUTEJIbHO KOHYCa U IUIACTHHBI, U MPEAINOJOKUTENIBHO
nepeMelIeHne [ITHH/ENS IPUBENIO K CMEIIEHNIO 00pasLia, a He TUIACTHHBI, BPAIIAoLIeiics ITOBEPX

HEro. DTO MOIJIO ObITh PE3yJIbTATOM BBICOKHUX CHJI KOT€3HH B 0Opasle.

Tabauua 97. laHHbIe peosoruu AJs 00padoTaHHOro mianedo, nojsydeHHunie npu 25°C,

3KkcnepuMeHr 1.

o0paboTanHoe miauedo

BsizkocTh Ckopoctb CxkpyuuBawomui Casurosast Ckopoctb

(cIT) (00./MuH) momeHT (%) Harpyska ([I/cm?) casura (c!)
37505,16 0,50 18,9 375,05 1,00
27092,41 1,67 45,6 904,89 3,34
10272,60 2,83 29,3 581,43 5,66
7218,26 4,00 29,1 577,46 8,00
7117,19 2,83 20,3 402,83 5,66
5228,36 1,67 8,8 174,63 3,34
12501,72 0,50 6,3 125,02 1,00

Ta6auua 100. /lanHbie peosioruu AJisi 06padoTaHHOr0 Mjiaunedo, nojaydenHbie npu 25°C,

IKCMEPUMEHT 2.

o0paboTaHHoe mianedo
Bsizskocts | Ckopocth | CxkpyuuBaromuii (?;P:;;zzﬂ CxkopocTb caBura
(cIT) (00./MmuH) mMomeHT (%) (Wew?) (ch

0,00 0,01 -3,0 0,00 0,02
52262,42 1,01 53,2 1055,70 2,02
33089,87 2,00 66,7 1323,59 4,00
19414,05 3,00 58,7 1164,84 6,00
21431,52 2,00 432 857,26 4,00
2495236 1,01 25,4 504,04 2,02
1478378,00 0,01 14,9 295,68 0,02

OnpeneneHue Temneparypbl HANOJHEHHS

JIns W3y4eHus] PeoJIOTHUeCKHX XapaKTepUCTHK HedacoBaHHBIX cMmeceil coctaBoB ADAIR u
wianebo U PeKOMEHAAINY TeMITEPaTyphbl HATIOJHEHUsI UCCIeoBaId 00e HedacoBaHHBIE CMECH

NPU Pa3IMYHBIX TeMrepaTtypax. Jlanable peonornn ans mianedo npu 65, 55 u 45°C nmokazaHbl
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HIke B Ta0muax. Jlanueie peoyoruu st cocraBa ADAIR mpu 65, 55 u 45°C nokasaHbl HUXKE B
tabmunax. I'paduk Bszkoctu mis coctaBa ADAIR mokasan Ha ¢ur. 58. IIpoboBanu nu3mepsiTh
oOpazen maanebo mpu 35°C, HO HEMEIUIEHHO OB MPEBBIIIEH MAKCUMAJIbHBIA CKPYYHBAIOIINH
MOMEHT, 3TO MO3BOJISIET MPEATIONIOKUTD, YTO MaT€PHall CTAHOBUJICS TBEPIbIM WM MPAKTHUECKH

TBEPABIM.

ITonyueHHble NaHHBIE YKa3bIBAIOT HAa TO, YTO Kak Iutanebo, tak u cocras ADAIR, nmemn
OTHOCHUTENIPHO BBICOKYIO BSI3KOCTb JUIsi TBEPABIX KAlCyll C JKHIKUM HAlOJHUTENEM, U
MaKcHMajbHast H3MepeHHast BsI3KOCTh cocTaisiia 5099,91 cll nns cocrasa mane6o u 4504,59 cll
s coctaa ADAIR (o0a 3Hauenust Obuti u3mepensl npu 5,00 06./mun, 45°C). Oba cocraBa
TaKXKe OBLIM TEPMOIJIACTUYHBIMM M HMENU TOHM)KEHHYIO BS3KOCTb TIPH IOBBIIEHUH
temneparypbl. CHHKEHHE BA3KOCTH IPH MOBBIIIEHHNH CKOPOCTH CABHUIa yKa3bIBA€T HA TO, YTO 00a
o0paslia uUMenu CBOHCTBA pa3KIKEHUsl NMpH casure. B pesynbrate ObUIO PEKOMEHIOBAHO
NPOAOJIKATh MepeMeIlnBaTh He(pacOBaHHYIO CMECh BO BpPEMsl HATOJHEHUS AJIsI ONTHMH3ALUH
XapaKTePUCTUK TEKy4eCTH M NPUTOJHOCTU 1yl oOpaborku. Kpome Toro, mis cocTaBOB Kak
mwiane6o, Tak 1 ADAIR, HaOmomanu ructepesc MeXAy 3HAUYEHHsIMU, U3MEPEHHBIMH IpH
MOBBIIIEHUH CKOPOCTU CABUIa, U MOJY4YEHHBIMU IIPU CHIDKEHUM CKOPOCTHU ciBUra. B otnuuue ot
00paboTaHHOrO COCTaBa Il HUX HAOJIONANIN CHMJKEHHE BA3KOCTU IPU MOHMKEHHH CKOPOCTH
CIIBHTa, & HE TIPH €€ YBEJIUMYCHUN. DTO MO3BOJISET MPEATIONOKUTD 3aBUCSIINI OT BpeMeHH d((DeKT,
IIPH KOTOPOM BSI3KOCTB CHIDKAETCS P YBEIHMUEHUH MPOJOJDKUTEIbHOCTH EPEMEIIUBAHUS. DTOT
3¢ eKT Ha3bIBAIOT TUKCOTPOIUEH, M OH YaCcTO MPUCYTCTBYET B CycrieH3usX. [lonyueHHble JaHHbIe
MOKa3bIBAIOT, YTO HECMOTPSI Ha 3aTpyAHEHUE 0O0pabOTKH cocTaBa (CHMKEHHE MPUTOAHOCTH IS
o0paboTku), ecnu ero oOpabaTeiBatlOT B BOxe, He(AaCOBAHHBIE CMECH MOXKHO 3(PQeKTHBHO
oOpabaTbiBaTh NMpHU MPUMEHEHWH HArPEBaHHWs W TepeMelnBaHus. [Ipu yCIOBHHM OTCYTCTBUS
npoOJieM co cTaOMIBHOCTBIO LieJIeBast TemMreparypa HamojHeHus: 55 + 10°C MoxkeT moaxonuTh
Kak s mianedo, Tak u anst coctaBa ADAIR, npu NOCTOSSHHOM NepeMeInnBaHuy 3arpy304HON

BOPOHKH MAIlIUHBI JJI1 HAMMOJIHEHUS KaIlCyJI.

Ta6auua 82. /laHHbIE PE0JIOTHH IJIs1 COCTaBa MJianedo, moydeHHbie npu 65°C.

ILnauedo, 65°C
Bsizkocth Cxopoctb CxpyuuBawomui Cnasurosas Ckopoctb
(cID) (06./MmuH) momeHT (%) narpyska (I/em?) casura (c!)
2695,48 6,00 16,3 323,46 12,00
1859,07 19,00 35,6 706,45 38,00
1516,21 32,00 48,9 970,37 64,00
1314,11 45,00 59,6 1182,70 90,00
1404,58 32,00 45,3 898,93 64,00
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1566,63 19,00 30,0 595,32 38,00
1918,25 6,00 11,6 230,19 12,00
Ta6auua 103. JlaHHbIe peosioruu AJis1 cOCTaBa mianedo, moaydeHanie npu S5°C.
55°C
Bsizkocth Ckopoctb CxkpyuuBawomui Casurosast Ckopoctb
(cIT) (06./MmuH) momeHT (%) Harpyska ({/cm?) casura (c!)
3952,26 6,00 23,9 474,27 12,00
2716,36 15,67 429 851,31 31,34
224450 25,33 57,3 1137,06 50,66
1876,68 35,00 66,2 1313,67 70,00
1974,22 25,33 50,4 1000,14 50,66
2171,82 15,67 34,3 680,65 31,34
2579,72 6,00 15,6 309,57 12,00
Taoauna 104. laHHbBIe peosIoruu AJsl COCTaBa mjanedo, noaydeHHble npu 45°C.
45°C
BsizkocTn CkopocTb CxpyuyuBawmuii Cnsurosas Cxopoctb
(cIT) (00./MuH) mMomeHT (%) Harpyska ([I/cm?) casura (c!)
5099,91 5,00 25,7 509,99 10,00
3939,03 10,00 39,7 787,81 20,00
3360,25 15,00 50,8 1008,08 30,00
2971,64 20,00 59,9 1188,66 40,00
3214,73 15,00 48,6 964,42 30,00
3413,17 10,00 34,4 682,63 20,00
3790,20 5,00 19,1 379,02 10,00
Tabauua 9. lannsie peosoruu aas cocrasa ADAIR, nonyyennsie npu 65°C.
ADAIR, 65°C
Bsizkocth Cxopoctb CxpyuuBawomui Cnasurosas Ckopoctb
(cIT) (00./Mun) momeHT (%) Harpyska ([I/cm?) casura (c!)
2745,09 6,00 16,6 329,41 12,00
1780,74 19,00 34,1 676,68 38,00
1413,89 32,00 45,6 904,89 64,00
1186,23 45,00 53,8 1067,61 90,00
1280,56 32,00 41,3 819,56 64,00
1477,86 19,00 28,3 561,59 38,00
2083,62 6,00 12,6 250,03 12,00
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Ta6auua 106. [{annbie peonoruu ais cocraa ADAIR, nosyuennsie npu S5°C.

ADAIR, 55°C
Bsizkoctb Ckopoctb CxkpyuuBawomui Casurosas Ckopoctb

(cIT) (06./MmuH) momeHT (%) Harpyska (I/cm?) casura (c!)

3902,65 6,00 23,6 468,32 12,00
2665,71 15,67 421 835,43 31,34
2150,48 25,33 54,9 1089,44 50,66
1822,81 35,00 64,3 1275,97 70,00
1946,80 25,33 49,7 986,25 50,66
2209,81 15,67 34,9 692,56 31,34
2827,77 6,00 17,1 339,33 12,00

Ta6auua 10. {anubie peonoruu aas cocraa ADAIR, nosyuennsie npu 45°C.

ADAIR, 45°C

BsizkocTh CkopocTb CkpyuunsBarommuii Cnsurosas Ckopoctb
(cIT) (06./muH) momeHT (%) Harpyska (/cm?) casura (c!)
4504,59 5,00 22,7 450,46 10,00
3423,09 10,00 34,5 684,62 20,00
2857,54 15,00 43,2 857,26 30,00
2425,93 20,00 48,9 970,37 40,00
2506,96 15,00 37,9 752,09 30,00
2708,71 10,00 273 541,74 20,00
3135,35 5,00 15,8 313,54 10,00

Bt ycTaHoBIeH CIOCO0 1151 U3MEPEHUs yCHITHSL, TpeOyeMOro JUTst BIABIUBAHHS IUTYHXKepa B 5 MJI
mnpuie Ha 9 MM M BbITECHEHUS ~ | MJ HMCCIenyeMoro marepuaja. YKa3aHHBIH CIoco0
UCTIONIB30BAJIM JUJIT M3MEPEeHHs YCHWIHH, TpeOyembix mis orOopa B IImpull oOpaOOTaHHOTO
ADAIR, ob6pabotanHoro mianebo u oopadorannoro LD. Bbuto moka3aHo, 4TO 3HAYUTEHLHOE
Oonee BrICOKOE ycmne Tpedyercs ais BeiTecHeHUs1 oOpadboranHoro ADAIR uepes uriy 26 G o
CPAaBHEHHMIO C YCWJIMEM JUIsI BbITeCHeHUs oOpabortanHoro orduibTpoBaHHoro LD (cpennee
makcumaibHoe yeuire 42,188 Hu 4,191 H nnist orduetpoBarnoro LD, u cpenHsis BBINOTHEHHAS
padora 290,816 H-c u 71,137 H-c nnsa ordpunsrpoanHoro LD). D10 ykas3siBaeT Ha TO, YTO JIULLY,
3JI0yNOTPEOIISIOIEMY HAPKOTUKAMH, OyZIEeT CIOXKHEE BBECTH MyTEM HHBEKIUH 00pabOTaHHBIHN
ADAIR, uem obOpaboraHHoe oT¢duibTpoBaHHOEe LD, 3TO NIEMOHCTpHUPYET XapaKTePUCTUKU
cocraBa ADAIR, npensrcTByromue 3oynorpednenuto. JlocraTouHslii o0beM GuibTpaTa HE MOT
ObITh TIONy4eH npu ¢puibTpoBannu obpadboranHoro ADAIR mis nposenenust ucneitanust TAS.

OTO yKa3bplBa€T HA TO, YTO JIHIY, 3JIOYNOTPEONSIOMEeMy HapKOTHKaMH, OyAeT HEempocTo
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orpuneTpoBaTh 0OpaboranHbIli coctaB ADAIR, 3TO [IE€MOHCTpUPYET XapaKTePUCTHKH,

NPETATCTBYIOLUE 3JI0yTIOTPEOIEHHIO.

B uccnenoBannm o6paboOTaHHBIX COCTABOB C HCIIONB30BAHHEM peoMeTpa ObUIO MOKA3aHO, YTO
oOpaboTtaHHble OT(QHIBTPOBaHHBIE U HedmIbTpoBaHHbIE LD mMmenu peosormueckue CBOKCTBA,
cxoskue ¢ Bonoi. Hanudue HepacTBOpeHHOro Matepuaia B HeduibTpoBaHHOM LD, mposiBiisiemoe
B BUAC TUCTEPE3HCA MCXKAY 3HAUCHHUAMU BA3KOCTHU, USMEPCHHBIMU IMPHU MOBBIMICHUHU U CHUXKCHUN
CKOPOCTU CIBHra. DTH JaHHbIE COTJIACOBBIBAIMCH C TEM IMPEATIOJNIOKEHHEM, YTO TOBBILIEHHOE
ycuue st oTOopa B IIMPUL, U3MEPEHHOE Uil HepUIbTPOBAHHOTO MaTepuana depes uriy 26 G
B uccienoBanusix TA, ObUIO CBSI3aHO C TEM, YTO KPYITHbIE HEPACTBOPEHHBIE YAaCTHULIBI 3a0MBAIN
uriy (B pe3ysibTaTe U3MeNbueHHs TaOJIETKH), a HE C BBICOKON BSI3KOCTHIO. BBUIO MoOKa3aHo, 4To
obOpaborannbiii cocraB ADAIR umeer Oonee BBICOKYIO BSI3KOCTh JaXke IO CPABHEHUIO C
He(uiabTpoBaHHBIM 00paboTaHHbIM LD, rne MakcuManbHbIe 3HAYEHHs BSI3KOCTH COCTABIISLIH
6052,42 u 8334,48 cIl npu 1 00./MMH, a MakCHUMajibHasi BS3KOCTb Uil HE(PUIBTPOBAHHOTO
obpaborannoro LD cocrasnsina 2,16 u 2,35 cIl. beuto nmokasaHo, 4to kak oopaborannbiii ADAIR,
Tak U oOpaboTaHHOe Muianedo, 00NamalT CBOWCTBAMHU DPA3KIDKEHMS NPU CIABHUre (CHIDKEHHE
BSI3KOCTU NPU MOBBIMIEHUH CKOPOCTHU CABMIa), HO OBUIM MOJy4YeHb! (DaKThI, IO3BOJISIOIIUE
HPEIONIOKUTh, YTO TIOBBIIEHHAS MPOJOJKUTEIBHOCT O0pabOTKH MOXKET MPHBOAUTH K
YBCIIMYECHUIO BA3KOCTH. I/I3MepeHHe BA3SKOCTH B TCUCHUE MPOAOJIKUTEIIBHOTO MEPHUOJA BPEMCHU
Inpu IIOCTOSIHHOH CKOPOCTH HIIMHUHACTA MOKHO HCIIOJIB30OBATH JIA ﬂaaneﬁmero HU3YyUCHUA STUX

CBOWMCTB MPU HEOOX OTUMOCTH.

B peonormyeckom uccnenoBanuu coctaBo mianebo u ADAIR npu pa3snmuvHbIX TemIepaTypax
HATOJIHEHHs! ObLIa YCTAHOBJIEHA PEKOMEHIOBAHHAS TeMIieparypa HarnonHenus S5 + 10°C, u ans
ONTUMH3AIMU XaPAKTEPUCTUK TEKYyYECTH ObLIO PEKOMEHIOBAHO MOCTOSTHHOE TepeMEIINBAHHE.
Bo Bpemsi TexHW4eckoro mnojydeHus (order OyneT MpPEACTaBlieH MO3Ke) ObUIO MPOBENEHO
UCCIIEIOBAHHUE TIOAJIEPKAHMSI TEMIIEPaTyphl, B KOTOPOM BBIIEPIKUBAJIH HE(PACOBAHHYIO CMECh U
orOupanu o0pasubl MpH TeMIeparype HaroJHeHus. Ui HONMOJHHUTENBHOTO IOATBEPKACHUS
NPEANOoNaraéMblX MPENeioOB TEMIIePaTypbl HAMOJHEHUS ObLUIO MPEIJIOKEHO MPOBECTH
UCCJIEIOBaHNE MOJAEPKAHUA TEMIIEpaTypbl Ha BEPXHEM Mpefene AUana3soHa TeMIepaTypbl

HanoJHeHwus, 65°C.

IMPUMEP S: CPABHEHHUE ITPOTOTHUIIA 2 U TABJIETOK, HE
NPENATCTBYIOIUX 3JIOYIHHOTPEBJEHNIO: UCCJIENOBAHUA
PACTBOPEHUA
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[0249] B nmanHOM mnpumepe CpaBHHMBAIOT NPOQUIM PACTBOPEHHUS COCTABA-NPOTOTHNA 2,
comepskamero naekcrpoamderammuHa Cynbdar, MPEmsITCTBYIOMIETO 3JI0YHNOTPEOICHUI0, TaKXkKe
HaspiBaeMoro 10 wmr kamncynamu aMmderamMHuHa, MPEMATCTBYIOIIMMU 3JI0YNOTPEOJICHUIO, C
HeMelJieHHbIM  BbicBoOOkmeHneM (ADAIR), co

CTAaHIAPTHBIM  3aPETrUCTPUPOBAHHBIM

nexkapcTBeHHbIM cpenctBoM (LD), 10 mr tabnerkamu nexcrpoamderammusa cyibdara.
1. BBEJIEHHUE

[TapameTtpsl crioco0a OLIEHKH PacTBOPEHHUs B OTOOPAHHBIX COCTaBax-mporotunax u LD onucanbl
B naHHOM npuMepe. CocTaBbl MPOTOTHUIILI, KOTOPBIE MCIOIB30BATIM TpH pa3padoTke crocoda,

niepevyncyieHbl B Tabnuue 106:

Tabanua 108: Cocras npororunos 1, 2 (ADAIR), 4,5u 6

Homep napTun
1003/57/01 | 1003/141/01 | 1003/57/04 | 1003/57/05 | 1003/57/06
Ne npororuna 1 2 (ADAIR) 4 5 6
KommnoHneHnT % HanoJsH. | % HanoaH. | % HanoJH. | % HaMoJH. | % HAMNOJH.
JexctpoamperamuHa 5,5 5,5 5,5 5,5 5,5
cynbdar
ITonoxcamep P124 37,8
Gelucire 48/16 28,4 56,7
Kelcogel CGHA 28 4 37,8
KMI] 7H3SF
Kolliphor EL 56,7
Luxura 37,8
Kolliphor RH40 56,2
Xantural 75 37,8
Kollisolv 124 56,7
OOGoouka Kamncyysl | KEJIaTHH, JKEJIATHH, JKEJIaTHH, JKEJIaTHH, JKEJIaTHH,
U pasmep pasmep 3 pasmep 3 pasmep 3 pasmep 3 pasmep 3
Bcero 100 100 100 100 100
2. METOJANKA AHAJIN3A

Ycnosust ananusa, npuseneHHble B criocode USP ans aHanmza tabnetok nexctpoamderamuHa
cynabdarta, USP39 (cMm. mpusoskeHue A), UCMONB30BAIM B KadecTBe Oasuca mpu pa3padoTke

MOJXOSIINEro crocoda pacTBOPEHUs AJisl aHaM3a u cpaBHeHus1 LD ¢ mporotunamu 1,2,.4,5 u 6.

ITo pesynprataMm yKa3aHHBIX Ha4dalbHBIX paboOT O pa3paboTke ObLT yCTaHOBIEH HaOOp

napameTpoB crioco0a pacTBOPEHUs], KOTOPbIH npuseneH B npuiokeHuu F. [ToxsmwkHyro ¢asy u
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YCIOBHs TOATOTOBKM PEareHTOB, YyKa3aHHbIE B JaHHOM TPEIBAPHUTEIBHOM CIIOCO0E,

UCTIOIBb30BAJIH BO BpeMsi paboT 1o pa3padoTke, i B MOCIEAYIOUINX pa3iesiaX He YKa3aHO HHOE.
3. PA3PABOTKA CIHOCOBA
3.1 PacrBopenne 10 mr LD, n=6, B 0,01M HCI ¢ ucnonn3oBanuem annapara 1

IIpoBonunu Ha4danpHBIA aHaMU3 crnocoba pa3pabOTKH € HCHOJB30BAHMEM ammapara Jyis

pactBopenust USP 1 u 10 mr IR Tabnerok LD Barr, conepkamux nekcrpoamderaMuta cynbgar.

Yci10BHS PACTBOPEHMS, HCII0JIb3VEMBbIEe B pa3jee pacTeopenus 3.1

Amnmnapar a5 pacTBOPEHHUs anmapat USP I

Tun ¢punsTpa 40 MKM (QHUIBTP B U3MEPUTEILHOM 30H/1€

Tun cpenbl 0,0IM HCI

ObbeM cpensr 500 mu

Bpewms otbopa obpa3nos 5, 10, 15, 20, 30 u 45 MuHyT.

O6bem obpasios 1,5 mn (punbTp He 3aMEHSIM) HANPSIMYIO B
npOOHPKY.

Temneparypa cocyna 37°C +0,5°C

Ckopoctb 100 06./mMuH

Habnronenus Bo Bpemsi pactBopenusi:  [1o 3aBeplueHHH UCTIBITAHHUS COXPAHSIOCh HEOOJBINOE

KOJIMYECTBO TAOJIETKU.

Yceaosusa BYKX, ucnoab3zyemblie B pasaenae pactsopenus 3.1

Kononka - Agilent Zorbax Eclipse XDB-C18 5 mxm 4,6 x 250 mwm,
SN/USHRO009398 (kosoHka 1isi pa3padboTku criocoda)

Pacxon - 1,5 mn/Mun

Ob6beM mpoOBI - 100 mkn

Temneparypa kononku - 40°C

JlnvHa BOJTHBI - 210 am

JNETeKTUPOBAHUS

IMonewxkHas daza - 100% nmopewxkHast asza

Hukn - 20 muH

Ta6auua 107: 10 mr LD B 0,01M HCI B annapare 1

Bpewms % BBICBOOOKIEHHUS
(MuH) Cocyn | Cocyn | Cocyn | Cocyn | Cocyn | Cocyn
) ) 3 4 5 6 Cpennee | OCO
5 27,10 | 27,63 | 29,51 | 30,76 | 24,71 | 25,33 27,5 8,5
10 4405 | 45,44 | 52,32 | 52,16 | 4232 | 42,48 46,5 9,9
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15 58,80 60,36 66,95 71,93 55,81 56,21 61,7 10,4

20 72,99 81,80 81,01 90,40 69,47 68,12 77,3 11,1

30 98,56 | 103,49 | 98,68 | 100,83 | 96,74 9227 98.4 3,9

45 100,55 | 103,48 | 98,37 | 100,52 | 102,39 | 95,56 100,1 2,8
3.2 Ycaosus BI’KX npu pazpabdorke cnocoda

HauanbHble pe3yabpTaThl HCCIEAOBAHUS PAaCTBOPEHHUs B ammnapare 1, onucanHoro B pasgene 3.1,
MOJIyYaJii Ha KOJIOHKe aJisi pa3paborku crocoba. Crenyromel craaueil paspadboTku crocoda
B2XX Obuto mpuoOpereHHe HOBBIX CHEIHAJIbHBIX KOJOHOK JMJIs IPOEKTa W IPOBEPKH

3¢ (HEeKTUBHOCTH U BOCIIPOU3BOIUMOCTH YCJIOBUI criocoda.

Yceaosusa BIAKX, ucnoabiyemoin B pasaeae 3.2

Kononka - Agilent Zorbax Eclipse XDB-C18 5 mMkm 4,6 x 250 mm,
SN/ USNH041812 (#632)

Pacxon - 1,5 ma/mMun

O6beM npobsI - 100 mxn

TemnepaTtypa KONOHKH - 40°C

JvHa BOJIHBI - 210 HM

JEeTEKTUPOBAHUS

IMoneuwxHas daza - 100% noxnBwkHas daza 1

Iukn - 20 muH

Xpomarorpaduueckasi OLlEHKa HOBOH KOJIOHKH TOKa3ajia, YTO HOBbI€ KOJOHKH TOIXOMMIIN IJIs
UCTIONIb30BaHUsl. ENMHCTBEHHBIM pa3jiMuMeM MEXKAY KOJIOHKOH s pa3paboTku crocoda u
HOBBIMU KOJIOHKaMH 3aKJIF0HaJOCh B TOM, UYTO BPEMs yAEpP>KUBAHUS OCHOBHOI'O MHUKAa B HOBBIX

KOJIOHKaX COCTaBJISJIO MPUMEPHO 14 MunyT, a He 11 MuHYyT.

3.3 PacrBopenne npororunos 1,4, 5 u 6 B 0,01M HCI ¢ ucnoib30BaHneM annapara
1

ITpoBonuny HavanbHBIN aHAIU3 criocoda pa3paboTKU MPOTOTHIIOB C UCTIONB30BAHUEM aIlapaTa

st pactBoperust USP 1 u mporotunos 1, 4, 5 u 6.

Yci10BHS PACTBOPEHNS, HCII0JIb3VEMbIE B pa3jaee pacTreopenus 3.1

Arnmnapar A5 paCTBOpPEHUs Amnmnapar USP I

Tun ¢punbTpa 40 MKM QHUIBTP B U3MEPUTEIILHOM 30H/1€
Tun cpenbl 0,01M HCl

ObmbeM cpenpr 500 mn

Bpewmst otOopa obpasuos 5,10, 15, 20, 30 u 45 MuHyT.
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ObbeMm obpasua

Temneparypa cocyna
Cxkopoctp

Onucanue

1,5 mn (punerp He 3aMeHsIM) HANPSIMYK B

npoOUpKYy.
37°C£0,5°C
100 00./muH

Anamz KaXaoro npoToTura npoBOAUIIN B TPEX MOBTOPHOCTSIX.

Hpororun 1

ITocne 3aBepleHuss PacTBOPEHHsT O0OJIOUKA KAINCyJl M OCHOBHAsl 4acThb COJEPKUMOIO KamcyJ
pactBopsiiuch. TakuM oOpas3om, Ul aHanu3a OTOMpANIU BCE BPEMEHHbIE MHTEpPBAJbl. 1eM He

MCHECC, H3-3a npo6neM, CBA3aHHbLIX C TCEM, 4YTO ryapoBasi KaM€Ib 3abuBaa KOJIOHKY, aHaJin3

B2XXX nposoaunu TONbKO A1 BDEMEHHBIX TO4YeK 5 U 10 MUHYT.

IIporoTunni 4, S 1 6

ITocne 3aBeplIeHUs] PaCTBOPEHHs TOJBKO HEOOJbIIAs 4acTh KAaICyJl PacTBOPSUIACH, MO3TOMY

aHAJIU3UPOBAJIH TOJIBKO BPEMEHHYIO TOUKY 45 MHUHYT.

Ycaosus BIJKX, ncnoJib3yemblie Ajisi pacTBopenus 3.1

Kononka

Pacxon

O6bem mpobbl
TeMneparypa KOJIOHKH
Jnuna BOJIHBI
NETEKTUPOBAHUS

IMonewkHas daza

IMukn

Agilent Zorbax Eclipse XDB-C18 5 mkm 4,6 x 250 mm,
SN/USHRO009398 (kosoHka misi pa3paboTku crocoda)

1,5 ma/Mun
100 Mk
40°C

210 am

100% nonsuxkHas daza

20 MuH

Taéauua 109: 10 mr npororuna 1 B 0,01M HCI B annapare 1

% Cpennee BBICBOOOKIEHUE, %
Haspanue obpasua BBICBOOOXKICHHS % 0CO
npororun 1 5 munyT, cocyn 1 6,31
npororun 1 5 MuHyT, cocyn 2 5,79
nporotun 1 5 MunyT, cocya 3 5,81 6,0 49
nporortun 1 10 munyt, cocyn 1 20,19
nporotun 1 10 munyt, cocyn 2 19,42
nporotun 1 10 munyT, cocyn 3 24,93 21,5 13,9
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Ta6aunua 110: 10 mr nporotruna 4 B 0,01M HCI B annapare 1

Cpennee
% BBICBOOOKIIEHUE,

Haspanue obpasua BBICBOOOXKICHHS % % OCO
npororun 4 45 MunyT, cocyn 4 43,99
npororun 4 45 MUHYT, cOCyn 5 53,62
nporotun 4 45 MUHYT, cocynl 6 48,85 48,8 99

Ta6auua 111: 10 mr npororuna S B 0,01M HCI B annapare 1
Cpennee
% BBICBOOOIKIEHHE,

HasBanue obpasma BBICBOOOXKIECHUS % % OCO
npoToTul 5 45 MUHYT, cocyn | 15,69
IPOTOTHI 5 45 MUHYT, COCyA 2 14,31
npotoTtun 5 45 MUHyT, cocyn 3 12,05 14,0 13,1

Ta6auua 112: 10 mr npororuna 6 B 0,01M HCI B annapare 1
Cpennee
% BBICBOOOJKIEHUE,

Haspanue obpasua BBICBOOOJKICHHUS % % OCO
nporotun 6 45 MuHyT, cocyn 4 23,46
nporotun 6 45 MUHYT, COCYyn 5 22,75
nporotun 6 45 MUHYT, cocynl 6 29,35 25,2 14,4

2

2

3.4 Pacreopenue 10 mr LD u 30 mr npororuna 2 8 0,01M HCI ¢ ncnonb3oBanuem annapara

3 npu 30 DPM

Uccnenosanu pacteopenne ADAIR ¢ wucnonp3oBanwem ammapara 3,
KavarommuMmcss mHApoM. CHOBa BbIOMpaiM Ha4allbHYKO CKOpPOCTh morpyskeHuss 30 DPM

(MOTrpysKeHUsl B MUHYTY) C Y4€TOM MPEABIAYIIETO OIbITa UCTIOb30BAHUS.

Yca0BHUS pACTBOPEHNS, HCIIOJIb3VeMble B pa3aene 3.4:

Arnmnapar A5 paCTBOPEHHUs
Tun ¢punbTpa

Tun cpenpl

O6mwem cpensl

armapat USP III

40/35 MKM QUIBTP B ©I3MEPUTEILHOM 30H/1E
0,01M HCl

250 mn
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Bpewmst otbopa obpasios
ObbeMm obpasua
Temneparypa cocyna

CxopocTb norpyxeHust
Pasmep cuta

Habnronenus Bo BpeMsi paCTBOPEHUS:

5,10, 15, 20, 30 u 45 MuHYT.
2 M (punbTp HE 3aMEHSLIH )
37°C +0,5°C

30 morpy:»xeHuil B MUHYTY

840 MukpoH

TaOnerku BO Bcex cocynmax pacTBOpsuUCh 3a S5-10

MUHYT, Ha THE COCYJa OCAKIAJICS MEJNKOJUCIIEPCHBIH

OPAaH’KEBbIN MOPOLIOK.

Yceaosusa BIKX, ucnoan3zyemsbie B pasaede 3.4

Kononka

Pacxon

O6bem npobbl

Temneparypa KOJOHKH

Jnuna

IEeTEKTHPOBAHHUSI
IMoneuwxHas daza

Iukn

BOJIHBI

Agilent Zorbax Eclipse XDB-C18 5 mxm 4,6 x 250 mm,
SN/ USNH041816 (#661)
2 Mi/MUH
100 mMxn

50°C
210 um

100% nonBsmkHas ¢asza
16 MunyT

Ta6auua 113: 10 mr LD B 060s10uke pazmepa 00, n=6, 8 0,01M HCI ¢ ucnosib3oBaHuem

annapara 3 npu 30DPM

BPEMSI (un) | COCY]L | COCYA | COCYA | COCY | COCY] | COCY] | Cpennee | %
1 2 3 4 5 6 0CO
5 72,08 75,48 70,75 91,13 73,10 79,37 77,0 | 9,8
10 95,00 94,65 98,16 | 102,09 93,24 | 103,50 97,8 | 43
15| 105,76 | 104,63 | 107,04 | 103,03 | 103,40 | 110,52 105,7 | 2,6
20 | 106,05 | 104,55| 107,16 | 102,55| 103,20 | 110,57 105,7 | 2,8
30| 105,30 | 103,82 | 106,62 | 102,05| 102,80 | 109,77 105,1 | 2,7
45| 104,82 | 103,63 | 105,84 | 101,26 | 101,97 | 108,97 1044 | 27
Tadauua 114: 30 mr nporotruna 2 B 0,01M HCI ¢ ucnosib3oBanuem annapara 3 npu
30DPM cnp.Ne: 1050/109
BPEMS (M) | COCY L | COCY A | COCYA | COCY | COCY] | COCY] | Cpennee | %
1 2 3 4 5 6 0CO
5 28,77 25,95 23,12 18,41 20,48 18,01 22,46 | 19,2
10 59,97 57,43 53,93 49,84 55,04 52,40 54,77 | 6,6
15 79,85 79,86 74,91 72,57 73,50 72,43 75,52 | 4,6
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20] 8934 9357 91,09] 8529] 8849] 89,14| 8949 3,1
30| 96,10 100,76| 101,23 | 9744| 9928 | 9953| 99,06| 2,0
45| 9756 102,63 10241| 100,61 | 10033 | 100,85| 100,73 | 1,8

annaparta 3 npu SDPM

3.5 PacrBopenne 10 mr LD u 30 mr nporotuna 2, n=6, 8 0,01M HCI ¢ ucnosb3oBanuem

C yderom pe3yapTaToOB, ONUCAHHBIX B paszaesie 3.4, NOMOJIHUTENBHO MHCCIENOBAIHM BIMAHHUE
CKOPOCTH TOTPY>KE€HUSI Ha CKOPOCTb pacTBopeHuss u % BbigeneHus LD, u3MeHsAs CKOpOCTb
norpyxenust or 30DPM no 5 DPM. Ilomumo anamusza LD npu 5 DPM, LD nomewanu B
JKEJTATUHOBBIE Karcyjbl pa3mepa O Ui BOCHPOHM3BEAEHHUS BIUSHHUA OOOJIOUKM KarCyJibl Ha

CKOPOCTb PaCTBOPEHUS U BblJENEHUE B Yo.

Yc10BHSI PACTBOPEHMSI, MCII0JIb3YEMbIE B pa3aeie 3.5

Amnmapar a5s pacTBOPEHHUs
Tun punsrpa

Tun cpenbl

O6bem cpenbl
Bpewmst otbopa obpasuos
O6bem obpasua

Temneparypa cocyna

CxopocTb MorpyKeHust

Pasmep cuta

Habnronenus BO BpeMsi paCTBOPEHHUSI:

Anmnapat USP III

40/35 MKM pUIBTP B U3MEPHUTEILHOM 30HE
0,01M HCI

250 mn

5,10, 15, 20, 30 u 45 MuHYyT.

2 M1 (pUIBTP HE 3aMEHSLITH )

37°C £0,5°C

5 morpy:keHuil B MUHYTe

840 mukpoH

yepes 5-15 wMunyr HaOmomamu — oOpasoBaHUE

MEJKOAUCIEPCHON NUCTIEPCUH.

UYepes 15 munyT B cocymax 1, 2 u 6 pacTBOpeHuHe
IPOXOAMIIO MOJHOCTBIO, @ BO BCEX OCTAJIBHBIX COCYaX

COXPaHAJIO0Ch HEOOJIBIIIOE KOJTUYECTBO OCTATKA.

UYepes 20 MuHYT B cocyaax 3 U 4 NpOUCXOAUIO MOJTHOE

pacTBOpeHHe.

Yepes 30 -45 mMuHYT B cocyAe S5 COXpaHsSIOCH

HEOOJIbIIOE KOJTHYECTBO OCTATKA.

Yceaosusa BIAKX, ucnoan3iyvemsble B pasaeae 3.

Kononka

Agilent Zorbax Eclipse XDB-C18 5 mxm 4,6 x 250 mm,
SN/ USNH041816 (#661)
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Pacxon

O6Bem mpobbl

TeMneparypa KOJIOHKU

JnuHa

ACTCKTUPOBAHUA

IMonBwxkHas daza

IMukn

BOJIHBI

2,0 Ma/MuH

100 mxn
50°C
210 um

100% nonsmxHast ¢asa 1

15 munyT

Ta6auua 115: 10 mr LD, n=6, B 0,01M HCI ¢ ucnosn3oBanuem annapara 3 npu SDPM

BPEMS (mu) | COCY/L | COCY/L | COCYL [ COCY/ | COCYA | COCY | Cpentee | %

1 2 3 4 5 6 0CO
5| 4683 | 4322 4260 4477 3382 51,57 438 13,4
10| 7242 71,19 6982 6921 5796| 80,11 70,1 | 10,2
15| 102,00 10347 9636| 9235| 90,72| 103,47 98.1| 5,8
20| 107,28 | 107,61 105,04 | 10430| 10588 | 109,17| 1065| 1,7
30| 109,00 | 109,28 104,99 | 109,35| 109,54 | 108,85| 1085| 1,6
45| 109,14 | 109,52 105,08| 110,77 109,71 | 109,02] 108,9] 1,8

Ta6auua 116: 10 mr LD B 060s10uKke pazmepa 00, n=6, B 0,01M HCI ¢ ucnosib3oBanuem

annapara 3 npu SDPM

BPEMS (mun) | COCYL [ COCY/L [ COCYL [ COCYL | COCY | COCY | Cpentee | %

1 2 3 4 5 6 0CO
S| 1510 1454 1149 13.61| 1590 2327 15,7 | 257
10| 51,03 2753| 3856| 4272 4483| 5731 43,7 23,6
15| 8747 4953 7568| 8062| 7824| 9437 77.7] 19,8
20| 10631| 7066 98,63| 101,77| 102,70| 106,34 977 13,9
30| 108,89 9928 10467 | 10842 108,87 | 106,70| 106,1| 3,5
45| 108,61 | 109,54 | 104,74| 10833 | 108,93 | 106,11 | 107,7| 1,7

Taéauna 117: 30 mr npororuna 2 B 0,01M HCI ¢ ucnosibzosanuem annapara 3 npu SDPM

BPEMS (mur) | COCY/JL | COCYL [ COCYJL [ COCY | COCYA | COCY | Cpentee | %

1 2 3 4 5 6 0CO
5 6,96 3,70 471 2,95 1,61 3,88 40 453
10 2721 12,77 1486 936 533 12,03 13,6 | 547
15| 50,04| 3121| 3648 1876| 2048 2751 30,7 | 37,5
20| 7522| 67,03 6285| 4791| 52,63| 54,68 60,1 | 16,9
30 91,71 9043| 8705| 7645| 8336| 80,63 849 | 6,9
45| 9550| 9564 9767| 9259| 9859| 97,54 963 | 2.2
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3.6 PacrBopenne 10 mr TabeToxk B 00010ukax pasmepa 00, n=6, 8 0,01M HCl ¢

HcnoJib3oBaHueM annaparta 3 npu SDPM B kosouke Gemini

DKCMEPUMEHT, KOTOpbIM MPOBOAWJIMA B pazaene 3.9, MOBTOPSUIM C HCIOJIb30BAHHUEM HOBOM

KoJioHKu Gemini.

Yca0BUS paCTBOPEHHS, HCIIOJb3YVeMble B pa3aee 3.10

Y CTpOUCTBO 1151 paCTBOPEHUS
Tun ¢punbTpa

Tun cpenbl

O06mwem cpenpl

Bpewmst orbopa oOpasios
ObbeMm oOpasua

Temneparypa cocyna
CxopocTb norpyxeHust
Pa3mep cura

Habmonenus Bo BpeMsi paCTBOPEHUS:

Amnmnapar USP III

40/35 MKM QUIBTP B UI3MEPUTEIBHOM 30H/1€
0,01M HCI

250 mn

5,10, 15, 20, 30 u 45 MunyT.

2 M1 (punbTp HE 3aMEHSLIH)

37°C £0,5°C

5 morpyskeHui B MUHYTY

840 MukpoH

B o0omnouke karncysbl 00pa3oBbIBAIACH TPEIIUHA Yepes 2
MHUHYTBL. Uepe3 5 MUHYT 000JIOYKA KAaICyJbl YaCTUYHO
pPacTBOpSATACH U OTKPBIBAJIOCH COAEPIKHMOE TaOJEeTKH.
Uepes 10 muHYT 000JIOYKA MOJHOCTBIO PACTBOPSIIACH,
TabJIETKH yMeHbIIAJUCh B pa3mepe. Uepes 15 muHyT
pa3Mep TabieTrok eme Oosbine cHuxancs. Yepes 20
MUHYT B cocygax 4 u S5 TMPOUCXOAWIO TOJHOE
pactBopenue. Uepes 30-45 MUHYT NOJIHOE PaCTBOPEHUE

Habmonamu B cocynax 1,2, 3 u 6.

Yceaosusa BYKX, ucnoabiyemsble B pasaeae 3.10

Kononka - Phenomenex, Gemini C18 5 mxm, 110A, 150 MM X 4,6 MM,
SN: 557080-5 BN: 5520-87 (konoHKa st pa3paboTKu
criocoba)

Pacxon - 1,5 ma/mun

O6bem npolds! - 20 Mk

TemnepaTtypa KOJOHKHU - 50°C

Jnunaa BOoMHBI - 210 HM

JIeTEKTUPOBAHUS

IMonsm:xHast daza - 100% noxsmxHast daza

Iukn - 10 munyT
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Ta6auua 118: 10 mr LD B 060s10uke pazmepa 00, n=6, 8 0,01M HCI ¢ ucnosnb3oBanuem

annaparta 3 npu SDPM B kosnonke Gemini

BPEMA (vun) | COCY L | COCY A | COCYA | COCYH | COCY][ | COCY], | Cpennee | %
1 2 3 4 5 6 0CO
5 15,94 7,36 9,36 27,53 30,43 11,36 17| 57,4
10 43,31 36,01 31,69 57,94 66,76 33,37 448 | 32,1
15 65,88 75,00 52,41 85,59 94,59 57,73 71,9 | 22,7
20 87,51 95,44 71,85 96,28 | 101,53 83,01 89,3 | 12,1
30 94,38 | 100,68 97,96 97,37 | 101,65 99,53 98,6 | 27
45 94,11 | 100,55 99,36 96,35 | 100,72 | 100,14 98,5 27
3.7 CpasHuregnbHble uccaeaosanus pacrsopennst LD u ADAIR npu SDPM
IIpoBonunu cpaBHuTenpHOe uccnenosanue LD u ADAIR npu SDPM.
Taoauuma 119: 10 mr LD B 0,01M HCI ¢ ncnosnb3osanuem annapara 3 npu SDPM
BPEMA (vin) | COCY/L | COCY]L | COCY][ | COCY]L | COCY] | COCY [ | Cpennee | %
1 2 3 4 5 6 0CO
5 15,94 7,36 9,36 27,53 30,43 11,36 17,0 | 57,4
10 43,31 36,01 31,69 57,94 66,76 33,37 448 | 32,1
15 65,88 75,00 52,41 85,59 94,59 57,73 71,9 | 22,7
20 87,51 95,44 71,85 96,28 | 101,53 83,01 89,3 | 12,1
30 94,38 | 100,68 97,96 97,37 | 101,65 99,53 98,6 | 27
45 94,11 | 100,55 99,36 96,35 | 100,72 | 100,14 98,5 | 27

Taéauna 120: 10 mr ADAIR (1003/141/01) B 0,01M HCI ¢ ncnonb3oBanuem annapara 3

npu SDPM
BPEMSI (vun) | COCY]L | COCY L | COCYA | COCY | COCY] | COCY] | Cpennee | %

1 2 3 4 5 6 0CO

5 3,61 3,44 3,88 3,98 2,63 4,04 3,6 | 14,7

10 13,95 20,41 20,14 13,56 8,62 2423 16,8 | 34,1

15 49,45 59,67 50,79 40,31 38,83 42,73 47,0 | 16,8

20 76,31 82,97 73,18 63,35 70,13 67,84 723 | 95

30| 101,39 | 102,58 94,24 87,26 94,84 88,41 948 | 6,7

45| 110,13 | 105,82 | 10241 98,25 | 102,52 96,63 102,6 | 4,8

Tabanuna 121: 10 mr ADAIR (1003/141/01) B 0,01M HCI ¢ ncnonb3oBanueM annapara 3

npu 30 DPM

124




BPEMSI (i) | COCY/T | COCY/T | COCY/L | COCY/I | COCY/I | COCY/ | Cpenree | %
1 2 3 4 5 6 0CO

5| 30,54 3232 800 | 3347| 2934| 2933 273 | 33,6
10 7513 7633 6444| 7162| 7922| 71,27 30| 7.1
15| 92,78 9589 9681 9052] 9938| 92,97 947 3,4
20| 98,68 101,63 10796| 9742 107,70| 99,12] 102,1| 46
30| 9851 101,32] 107,98| 97,88 | 106,92| 98.72| 1019| 44
45| 97.67| 100,57 107,60 9722 10629| 9835| 1013]| 45

3.8 CpaBHuTebHBIE Hecaea0BaHus pactBopenuss LD u ADAIR

Hccnenosanus, KOTOpbIE MPOBOAWIN C UCIIOJIb30BaHUEM anmapara 1 B pasnene 3.3, He BKIIOYaIH
ADAIR, KOTOpBIi1 HE OTHOCHJICS K COCTABaM-IIPOTOTUIIAM, MPEMSTCTBYIOLINUM 3JI0YIIOTPEOICHHIO,
aHAJM3MPYEMbIM B TOT MOMEHT, IIPH 3TOM C1oco0 ¢ ucnonb3oBaHueM anmapara 111 6pu1 Haubonee

3¢ (HEeKTUBHBIM JJIsI CPAaBHEHUS PA3TUYHBIX UCCIIEYyEMbIX COCTABOB.

ITocne pemenust o nmanmpHelimeMm wuccnenoBanun coctaBa ADAIR ero msyudamu crmocobom ¢
ucnonb3oBanureM anmnapata 1. ITomyuanu npodunu pacrBopernss ADAIR B Ha4agbHBIX YCIOBUSIX
U mocie xpaHeHus B TedeHue 8 Henenb npu 40°C u oTHOcHUTENbHOM BiaxkHoctu 75%. Jlns
KQKIOrO YCJIOBHS MPOBOAMJIM PACTBOPEHHE B JBYX IIOBTOPHOCTSIX, YTO JAaBajo ooluiee
KOJIN4eCTBO 12 MCCenyeMbIX JIEKapCTBEHHBIX (opM. Pe3ysbTaThl mpuBeneHbl HUKE B TaOIUIIAX

u rpaduyeckn n3odpaskeHsl Ha dur. 13.
PacrBopenne 10 mr ADAIR, n=6, B 0,01M HCI ¢ ucnonb3oBanuem annapara 1

Ycia0BUS pACTBOPEHHS, HCIIOJIb3VeMbIe B HCCJIeA0BAHUN PACTBOpPEeHUs B paszaeae 3.1

Arnmapar A5 pacTBOpPEHUs Amnmnapar USP [

Tun ¢punbTpa 35 MKM QUIBTP B H3MEPUTEITLHOM 30HIE

Tun cpenbr 0,01M HCl

ObbeM cpenbl 500 mn

Bpewmst otOopa obpasuos 5,10, 15, 20, 30 u 45 muHyT.

O6wem obpasua 1,5 mn (punerp He 3aMeHsUIM) HANPSIMYK B
npoOupKy.

Temneparypa cocyna 37°C £0,5°C

CxopocTb 100 06./muH

Habnronenns Bo BpeMsi paCTBOPEHUS: ITocne 3aBeplieHWs HCCICNOBAHUS  COXPAHSICS

KOMKOBATBIN OEJbIi TBEPABIH OCTATOK.

Yceaosusa BOAKX, ucnoab3yemMble B HCCJIEA0BAHUH PACTBOPEeHHUd B paszaeie 3.8
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Kononka

Pacxon

O6wem mpobbl

TeMneparypa KOJIOHKH

Jnuna
NETEKTUPOBAHUSA

BOJIHbBI -

IMonBwxkHas daza

IMukn

Agilent Zorbax Eclipse XDB-C18 5 mxm 4,6 x 250

MM

1,5 mn/MuH
100 MK
40°C

210 am

100% nonsuxkHas dasza

20 MuH

Tabmnua 122: Cpeanee BbicBo0okaeHuEe B Yo aJis1 npenapata A ADAIR B HauanbHbIX

YCJIOBHSIX
BPEMA | COCYA | COCYA | COCYH | COCYA | COCYA | COCY] | Cpeanee | %
(MuH) 1 2 3 4 5 6 0Co

5 5,40 4,86 7,72 7,23 5,91 3,61 5,8 26,3
10 32,11 26,69 42,44 36,66 34,40 19,76 32,0 24,8

15 55,73 54,89 59,48 58,74 52,90 55,39 56,2 4.4

20 74,18 70,27 75,44 80,76 68,27 71,47 73,4 6,1

30 95,04 94,42 99,27 08,98 88,76 91,94 94,7 4,3

45 105,83 | 107,89 | 107,90 | 108,03 | 102,95 | 105,42 106,3 1,9

Tadauua 123: Cpeanee BoicBo00oxkaeHue B %o nuist npenapata B ADAIR B HauabHBIX

YCJIOBHSIX

BPEMA | COCY | COCYA | COCYM | COCYA | COCYA | COCY] | Cpennee | %
(MHH) 1 2 3 4 5 6 10100

5 3,92 6,55 8,21 5,68 5,75 6,66 6,1 23,1

10 18,37 32,46 29,63 25,98 27,23 29,89 27,3 18,0

15 50,06 55,45 53,28 56,69 48,56 53,75 53,0 5,9

20 66,53 70,61 69,63 74,05 68,20 76,45 70,9 52

30 90,88 83,88 89,88 94,94 84,36 94,24 89,7 5,3

45 105,70 | 110,55 97,94 110,79 96,56 108,48 105,0 6,0

Tabauua 124: Cpeanee BoicBodoxkaeHue B %o aJis1 npenapata A ADAIR B ycaosusix 40°C

75% OTH.BJI.

BPEMA | COCYA | COCYA | COCYM | COCYA | COCYA | COCY] | Cpennee | %
(MuH) 1 2 3 4 5 6 0Co
5 2,71 4,51 4,85 3,20 4,63 5,73 43 26,2
10 11,95 24,04 21,95 20,93 26,36 20,44 20,9 23,5
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15
20
30
45

40,17
58,35
79,74
98,76

41,83
56,55
81,55
100,49

46,02
59,43
77,67
99,92

45,29
59,89
79,70
99,08

47,61
64,10
80,04
100,47

42,94
64,27
82,05
103,33

44.0
60,4
80,3
100,3

6,4
5,2
2,0
1,6

Tabanua 125: Cpeanee BbicBoboxkaeHue B %o aJ1s1 npenapata B ADAIR B ycaosusix 40°C

75% OTH.BJI.

BPEMA | COCYI | COCYA | COCYA | COCYA | COCYI | COCYA | Cpennee | %
(MuH) 1 2 3 4 5 6 0Co
5 3,59 5,91 4,75 527 2,58 2,46 43 295
10 19,08 | 2784 | 1435 | 28,60 | 20,87 | 21,08 220 | 247
15 3984 | 4430 | 4513 | 46,57 | 42,97 | 45098 44,1 5,6
20 59,35 62,74 62,34 64,91 64,22 62,78 62,7 3,1
30 81,53 78,58 82,18 81,97 82,37 84,60 81,9 2.4
45 98,20 98,44 106,23 98,96 103,44 99,70 100,8 3,2
Taéauua 126: Cpeanee BoicBo6o:kaeHue B %o aasi LD
BPEMA | COCYI | COCYA | COCYA | COCYA | COCYI | COCYA | Cpennee | %
(MuH) 1 2 3 4 5 6 0CoO
5 27,10 | 2763 | 2951 | 30,76 | 24,71 | 25,33 27,5 8.5
10 4405 | 4544 | 5232 | 52,16 | 4232 | 4248 46,5 9.9
15 5880 | 6036 | 66,95 | 71,93 | 5581 56,21 61,7 10,4
20 7299 | 81,80 | 81,01 | 90,40 | 69,47 | 68,12 773 11,1
30 98,56 | 103,49 | 98,68 | 10083 | 96,74 | 92,27 98 4 3.9
45 100,55 | 103,48 | 98,37 | 100,52 | 102,39 | 9556 | 1001 2.8
4, 3akioueHue

Ha ocHOBaHuMM pe3ynbTaToOB,

MOJIYYCHHBIX B JaHHOM HUCCICOOBAHUH,

U MNpEAbIAyILIUX

UCCJIEZIOBAHUI TPensaTCTBUs 3J0ynoTpedieHnio (AD) MOXKHO OJHO3HAYHO 3aKJIKOYHTh, HYTO

anmapat 3 B OOJNbIIel CTemeHUu MOAXOMUI JJIS aHaju3a IMUPOKOro crektpa AD cocTtaBoB yem

anmapar 1, u, TakuM 00pa3oM, €ro HCIOJNb30BAIH BO BpeMs (asbl pa3paOOTKH MpoeKTa s

OTIpeNeNIEHUs] TPEATIOUTUTENPHOIO COCTaBa JUIsl JajibHeWineld padotel. beumm paspaboTanbl

napaMeTpbl criocoda, MpUBEeNEeHHbIE B IPIIOKEHUH F.

ITocne BeiOOpa ADAIR B kauecTBe cocTaBa Uil JaibHeimed pabOThl €ro HMCCIeNOBalH C

UCTIONIb30BaHUeM ammapara 1 s cpasaenus ¢ npopuiem LD. [TonyueHHbIE JaHHBIE TOKA3bIBAN

nojHoe BoicBoOOXKAeHne APU u3 coctaBa ADAIR uepes 45 munyt, a u3 LD gepe3 30 MunyT.
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HeOomnbiasi BpeMeHHast 3aiep:kka ObUia 0KHIAEMOU BCJIEACTBUE TOTO, YTO JJIsSI BBICBOOOKIEHUS

cocraBa TpeboBasIoCh paspymenue odoyoukn karncyn ADAIR.

PesynbraTel, monyuennsle npu pacrsopennun ADAIR B anmapare 1, Obutun conoctaBumsl ¢ LD,

NIOKa3aHbl SKBUBAJIEHTHBIE Ipodun pacTBopenusi. Criocol omnucan B npuiokeHud G.
MNPUJIOXEHUE A

IMPOTOKOJI: Ouenka coctaBoB AekcTpoamderamuHa cyab(paTa ¢ HeMeAJeHHbIM

BBICBO0OXK/IeHHEM, MPENATCTBYOMHUX 3JI0YNOTPelJIeHHIO
1. BBEJEHHUE

JlaHHBI TPOTOKON pa3paboTaH Ay OLEHKH (U3NYECKMX U XUMHUYECKUX Oapbepos,
NPEMSATCTBYIOMUX 3JIOYyNOTPEONIeHNIO, BKJIIOYash JOCTYMHOCTb Ui 3KCTPAKLUH, WHBEKIUH U
u3MeNbYeHUsl (A1 NPEensTCTBUS BIBIXAHUIO), B PA3IMYHBIX YCIOBHSX. Pe3ynbTaTel NaHHOMN
OLIEHKH TMO3BOJIAT BBIOPATh MPEANOUTHTENbHBIN MPOTOTHII C JYYIIUMH XapPaKTEPUCTHKAMU IS
JOTIOJTHUTETbHOW Pa3palOTKH KOHEYHOIO COCTaBa JeKcTpoaMperaMHHa € HEMEIJIEHHBIM

BBICBOOOKICHHEM, MPETSTCTBYIOLIETO 3JI0YNOTPEOIeHUTO.
2. 3ATAYHN

OneHka OTHOCUTEJILHOW OCTYMHOCTH 00pabOTKW/3710ynoTpedaeHus Asl HOBBIX MPOTOTHIIOB
10 mr kancyn IR nm.-am@. ¢ skuaKUM HanoJHHUTENEM (B KOTOPBIX HCIOJIB30BAIACh TEXHOJIOTHS

Abusolve™) u cpaBHEHHE C POACTBEHHBIM POIYKTOM CpaBHEHHs (TIPU HEOOXOIMMOCTH).

Cnenyer ormeruth, yto FDA He u3maBano crneuuajgbHble PEryJUPYIOLINE MHCTPYKLMH IS
HEOIHATHBIX JIEKAPCTBEHHBIX CPEACTB, U, TAKUM 0OPa30M, HCIIbITAHUS, BKIIFOYCHHbIC B TAHHBINA
MPOTOKOJI, ObUIH B3SITHI U3 pyKoBoAcTBa FDA 11t OMMOMAOB € COOTBETCTBYOIIUMHU U3MEHEHUSIMU
(cm.: pykooactBo FDA: ommompael, NpensTCTBYIOLIME 3JOYNOTPEONEHHI0O — OLEHKA WU
kiaccudukanus, anpenb, 2015). Taxke cMm. m3panHoe B Mapre 2016 roma pykosonctso FDA
«O0muye TPUHIMIIBI OLEHKH MPEMSATCTBHA 3JIOYMOTPEONIEHHIO TBEPABIMU NEPOPATbHBIMU
HETIATEHTOBAHHBIMH OMHMOHIHBIMU JIEKAPCTBEHHBIMU TPOAYKTAMMU», U3 KOTOPOTO OBLTH B3SITHI

COOTBETCTBYIOLIUE 3JIEMEHTBI U NOIXOBL.
3. MATEPHAJIBI

Bce ncnonpayemble MaTepraiibl JOJDKHBI OBITh OTMEUEHBI B JIA0OPATOPHOM JKypHAJIE U YKA3aHBI
COBMECTHO C pe3yJbTaTaMH B UTOTOBOM OTYeTe. 3anucaHHas MH()OPMALMs JTODKHA BKIIOYATH
Ha3BaHUE MaTepuasia, NOCTABUIMKA, WCTOYHHK, HOMEp NapTUH, CPOK TOJHOCTH M HOMeEp
MOJY4€HHOTO UCXOIHOTO MaTepuaia, Mpu HeOOX OTUMOCTH.
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4. OBOPYJAOBAHHUE

e JlaGoparopHast mocyna kjacca A.

e Kodemorxa.

¢ AHaJIUTHYECKHE BEChI C TOUHOCTBIO 10 5/6 3HaKa.

e Bopnsuble 6anu s 00pabOTKH yIBTPA3BYKOM U BCTPSIXMBAHUS.
e Cura (pa3nU4HBIX Pa3MEPOB) U BCTPSIXUBATEIND CUT.

¢ BrimspxHoM mikad.

e CTynKH U NECTUKU.

e Ilmpun Jlyep-nok (Henb3sh MCIONB30BATh YEPHBbIE ILINPULBI WM INNPHULBI C

PE3MHOBBIMU MPOKJIATIKAMHU).
e Urner 18 29 xanubpa ans mmnpuies.
e PasznuuHble QUIBTPHI.

Ananurndeckoe 00OpyJOBaHHE MOJDKHO OBITH IOATOTOBJIEHO, OTKAJIHOPOBAHO U COAEPIKATHCA
nepes UCMOJb30BAaHUEM COTJIACHO HOPMATUBHOM TOKyMeHTauuu jadoparopuu. Madopmanus 0o
UCTIONb3yeMOM  O0OpyZoBaHMM  (BKJIFOUAs [POM3BOAMTENSI M MOJENb) OTMEYaercsi B
1a0opaToOpHBIX KypHalIaX HIM Ha pabouux JucTax B ciy4dae HeoOxomumoctu. Ilpu
HEOOXOOMMOCTH MOYKHO HCIIOJIb30BaTh OMOJHHUTENIbHOE O0OPYIOBaHHE, KOTOPOE HY)KHO

(pUKCHUPOBATH COOTBETCTBYIOIIUM OOpPa3OM.
5. BEJEHHUE TOKYMEHTAIIUN

Otyersi 000 BCEX QHAIMTHUYECKHUX TMPOLEAYpax CleayeT 3aluChiBaTh B CIHELUAIbHBIX
1ab0OpaTOPHBIX JKypHAJax MPOeKkTa. B oTdere, BKIIFOYANOINEM MOJTHYK HH(pOpMaIu 000 BCex
pe3yJsibTatax U MOCJEAYIOLIeH OLeHKE M0 KPUTEPHUSIM MPUEMIIEMOCTH, TOJDKHBI ObITh MPOBEPEHbI
MPAaBUJIPHOCTh 3aMMCH U BBIMUCIEHUN nepen nopaded. Kpome toro, ecnu 3T0 BO3SMOXHO, TO BO
BCEX MCIBITAHUSIX, BKITIOYAO X 00pabOTKy JieKapCTBEHHOH (OpMBI (TaKyIO KaK UCIOJIb30BAHUE
B IUMPULE), CAEOYET MONy4YaTh BUACO3AMUCH M CTATUYECKUE M300paskeHHsl U MPUOOLIATh UX K

OT4eTy.
6. CIHOCOBbI AHAJIM3A

Hexkotopslie criocoOb! OIIEHKH OCHOBAHBI HA BU3YAJIbHOM HaO 0 IeHIH/ (PU3MUECKON OLIEHKE; IS

Apyrux TpeOyeTcsl aHAJIN3 KOJWYECTBA JIEKAPCTBEHHOrO BellecTBa. lcrombp3yemble CIOCOOBI
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aHaJM3a OCHOBaHBI Ha (papMakomneiHbIX crnocodax aHau3a nekcTpoamderaMuHa, At KOTOPbIX
OblJIa YCTaHOBJICHA CEJIEKTHBHOCTD B €0 OTHOIICHUH M B JaJIbHEHIIIEM MOKET TPeOOBATHCS JIUIITh
YacTHYHAsl BAJMOAINS HA TO3IHUX CTAAMSIX pa3paboTku. B Tex ciydasx, Korma 3TO yKas3aHo,
cnocod mpuMeHSIIOT (M MOAU(DUIMPYIOT MPU HEOOXOMUMOCTH) JUIsl ONPEIEICHUs CONEPKaHUS B
% aHaIM3MUPYyEeMOro BeIlecTBa WM MPOQuiIst BbICBOOOXKAECHHUS B %o s nekcTpoaMperaMuHa

cyabdaTa, €CIIi 5TO BO3MOKHO.

VYpoBeHb 3KCTpakuuu aekcTpoamderamuHa cyinbpara B npoxykrax-npororunax IR-ADF
omnpenensaoT cnocobom BOXKX, onucannbiM B nononHennu I, a B npenapare cpaBHeHusi, 10 mr
tabnerkax nekcrpoamperamuna cynbdara Barr, — cymecryromum onucadHbiM B USP criocobom

UCCJIENOBAHUS TaOJIETOK.
7. IUIAH OHEHKHA

CrnocoObl  mpensITCTBHsL  3JI0YHNOTPeONIeHUI0,  BKIIOYAOLEMY  (PU3UYECKYH/XHUMHUUECKYIO

00paboTKy, B JAHHOM ITPOTOKOJIE OLIEHUBAIOT JUIS CJIEAYIOLINX COCTABOB-IIPOTOTHUIIOB!

Mr/KamncyJia
Komnonent
IIpororun 2 IIporoTun 3 IIpororun 7
HekcrpoamderamuHa 10 10 10
cyabdar
ITonoxcamep 124 70 - -
Gelucire 48/16 52,5 122.5 -
Kelcogel GCHA 52,5 52,5 -
Kolliphor EL - - 122,5
KMI] 7H3SF 52,5
O0oJ104Ka KaICyJIbl U KenatuHoBas, KenaruHoBas, KenaruHogas,
pasmep pa3mep 3 pasmep 3 pasmep 3
OO01mas HanoHsIeMast 185 185 185
macca (mr)*

* Koneunas nanonusemas macca O0NHCHA Obims NOOMBEPHCOCHA IKCNEPUMEHMATBHO

10 mr Tabnerku nexcrpoamperamuna cynbharta Barr Takke DOKHBI ObITh H3YYEHBI B KAYECTBE

npenapara CPAaBHEHUIO B PAMKaX TOU K€ CTPATETUX UCCIICTOBAHMSI,

Bce aHanmm3bl MpoBOIAT MOCTAAWIHO, HAUMHAs ¢ aHanmu3a «dasbl [» Bcex Tpex mpororunos IR-
ADF u npenapara cpaBHEHUS, H MOCTENEHHO MEPEXOIAT K Ooiee pa3pyLINTeIbHBIM CIIOcO0am
MEXAHIMYECKOH U XUMHUUECKOH 00palOTKH, €CIIi 5TO BO3MOKHO, BO BpeMsl aHAIU30B «da3el 1D»
JOMYILIEHHbIX MPOTOTHUIIOB, MJII KOTOPBIX OBbUIM TNPOAEMOHCTPUPOBAHBI COOTBETCTBYIOIINE
xapakrepuctuku AD (cMm. paznen 8 muist kpurepues oneHkH). MIcTibITaHus, KOTOPBIE POBOAMIIH B

o0eunx ykazaHHbBIX (pa3ax, MPUBEIEHBI B CIEAYIOIIeH TadmuLe:
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Hccnenyemasn Tun uccienosanus/yciosusi ®daza

XapaKTepPUCTHKA

duszuyeckue 6apbepbl, | Tect Ha HEOOXOOMMOCTB MPEIBAPUTEIBHOM I

NpensiTCTBY0IHe TEpMUYECKOH 00paboTkn

H3MeJIbYeHHUI0 Tect B koemonke I
H3menpueHune ¢ areHTaMH, yBeIM4YUBA0 LIUMU II
CBIITy4€CThb

bapbepsl, DKcTpakusi B HEOONBUINX U KPYITHBIX 00BbeMax I

NPensATCTBYIOLIHE pacTBopuTenen u3 1 rpynmnel

IKCTPAKLHHU DKcTpakusi B HEOONBUINX U KPYITHBIX 00BbeMax I
pacTBOpUTEINEH U3 2 TPYIIILI

bapbepsl, TecT Ha BO3MOXKHOCTB UCIIOJIB30BaHKs B mnpuue | 1

NpensiTcCTBYIHe B BOZI€ B YCJIOBUSIX OKPYJKAIOILEH Cpeabl U

HCII0JIb30BAHHIO B ropsiuel BOJi€ C UCIOJIb30BAHUEM UIJIbI 20

mnpuume Kaaopa

Tect Ha BO3SMOXKHOCTb UCTIONAB30BaHMs B mmnpuue | 11
B BOZIE B YCJIOBUSIX OKPY KaIOIIEH Cpeabl U
ropsiueil Bozie ¢ UCrosib3oBaHuem uri 18-28
KauOpoB

Tect Ha BO3MOKHOCTb UCIIONB30BaHuA B mnpuue | 11
PAacIIaBIEHHOrO MPOAYKTa

TecT Ha BO3SMOXKHOCTb UCNIONAB30BaHMs B mmpuue | 11
C UCIMOJIb30BAHUEM MHOTOKPATHOIO

(unbTpOBaHUS

HccnenoBanue ycToi4YHBOCTH K 3JI0yNOTPedIeHHIO, BKIKYAKOIEeMY (PH3HYECKYIO H

XHMHYECKYI0 00padoTKy

Bo Bcex ucnbITaHUSX HCIOJIB3YKOT LEJIbHBIC JICKAPCTBEHHBIC q)OprI. dusnyeckre NUCIBITAHUS
MNpOBOAAT B JABYX IMOBTOPHOCTAX, a BCE APYIrH€ HUCIBITAHUA B TPEX IOBTOPHOCTSX. Ecau
PE3YyIbTAaThI (I)I/ISI/ILIGCKI/IX HUCIIBITAHHI IIJIOXO BOCIIPOU3BOAATCHA, TO CICAYET IMPOBOAUTH TPETHE

HUCIIbITAHUE.

7.1 HcnbiTanus ¢pusnyeckux 0apbepos, NPensTCTBYWIIUX 3JI0ynoTpeb1eHHIo,

BKJIIOUYAIOLIEMY ApPo0JieHHe, Hape3aHHe HJIH H3MeJIbueHue

Kaxxnoe ucnbTaHne B TaHHOM pas3zelie AODKHO BKIIFOUATh MATH (5) HENbHBIX JIEKAPCTBEHHBIX
¢dopm. Bee mporoTurbl, a TakKe npenapaT-CpaBHEHUS JOJDKHBI ObITh UCTIBITAHBI B UCCIIEIOBAHMSX
¢aszer 1. Cnenyer 3anuceiBaTh Jr0ObIe HAOMIONEHUS, TaKWE KaK HEBO3MOXKHOCTb M3MENbYECHUS
MaTepHaia UK ero MPOXOXKACHUS Yepe3 CUTO U3-3a CXOJCTBA C BOCKOM HJIH Ipyrue Gpu3nueckue

XaPaKTCPUCTUKH. Ecau sTo BO3MOXKHO, CJICAYET BKIIKOYATh BI/I)IeOBaHI/ICI/I/ I/1306pa>KeHI/I$I.
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A Uccnenosanus daser I
1. YcranoBneHne TpeOOBaHUHN s TPEBAPUTENIBHON TEPMUIECKOI 00paboTKH

Cnoco6: ITonyuaroT ofHy LEbHYIO JIEKapCTBEHHYIO (GopMy. Y 1aIIOT 000I0UKY CKAJIbIIENEM TaK
OBICTPO, HACKOJBKO 3TO BO3MOXHO, 3aT€M Cpasy IOCie yAajJeHHUs OOOJOYKH H3MEbYaroT B
kodemonke B TeueHne 1At (5) MunyT. Ecinu pasmep n3MenbueHHOrO MPOAYKTa COCTABIISIET MEHEe
1 MM, TO mHpeaBapUTENBHYIO TEPMUYECKYI0 0O0pabOoTKy He mnpoBomaAT. B MHBIX ciydasx

NPEIBAPUTENIBHYIO TEPMUUECKYI0 00paboTKy MPOBOIST BO BPEMs BCEX MOCIESAYIOMINX aHAJU30B.
2. Hsmenbuenne B kodemorke.

Crnocob: Ecnmu Tpelyercss mpenBapuTeNnbHas TepMHuUeckas 00paboTka, TO 3aMOPaKHBAIOT
JeKapCcTBeHHbIE (POPMBI B OBITOBOM XOJIOAMJIbHUKE B TedeHHE 24 4HacoB. YIASIOT 0OOJOYKU
CKaJIbIeJieM Tak OBICTPO, HACKOJIBKO 3TO BO3MOJKHO, 3aT€M Cpa3y MOCie yaajeHus o00JoveK
U3MENbYalT B KopeMoke B TeueHne OAHONW MUHYThL. OTNpenessitoT pacripeneieHne YacTUll 1Mo
pasmepaM Ui COAEPAKUMOrO 5 KaIcyJ, BBICHINAsl UX B CIEAYIOIIYIO NPOCEUBAIOIIYIO YCTAHOBKY:
1000, 500, 250 u 106 MuxpoH. MOKHO MOMNBITATECS AOMOJHUTENBHO H3MEJIbYUTh KPYIIHbIE

JaCTULbI, pa3MHUHasA UX MaJbIaMH.

MexaHu4ecKu BCTPAXUBAIOT MPOCCUBAOINYHO) YCTAHOBKY B TCUYCHUEC 5 MUHYT U ONPEACIIAIOT,

NpoOXoauT JIM MaTCprail 4HE€PE3 CUTO. BzBemmBaroT Mare€purall, HpOXOI[ﬂU.[I/Iﬁ HEPE3 KaXKao€ CUTO.

OmnpenemnsiroT paznenenue APH/BCoMOraTeibHOTO BEIECTBA MPU HEOOXOIUMOCTH: UCCIEAYIOT
Marepuag B KaKIOM CHUTE. BBMUCISIOT NPUMEPHYIO OOLIyH0 Maccy KamcCyJjbl U YPOBEHb
Boiieniennst ADOU B %, ecnu yepe3 CUTO MPOILIO AOCTATOYHOE KOJWYECTBO MarepHuana JJis

aHAJIN3A.
B Uccnenosanus dassr 11

B wuccinenoBanusx (¢aser Il HWCMONB30Bajd  TOJBKO T€ COCTABBI-IPOTOTHUIIBL, KOTOPBIE
YIOBJIETBOPSIIN KPUTEPHSIM OLIEHKH, OTIMCAHHBIM B pasnenie 8, uiu OblTH corjiacoBanbl ¢ Alcobra.

Onenka npoaykTa CpaBHEHHUsI He TPeOOBaJIaCh.
1. H3menpueHne ¢ yCHIINTENSIMU CBINTYYeCTH (BELIECTBA, YBEIMINBAIOIINE CHIITYYECTh).

Crnocob: Ecnu TpeOyercss mpenBapuTeNbHas TepMHUecKas 00paboTKa, TO 3aMOPaKHBAIOT
JeKapcTBeHHbIE (DOpPMBI B OBITOBOM XOJIOAMJIbHUKE B TedeHHE 24 4HacoB. YIASIFOT 0OOJOYKU
CKaJbIleNeM Tak OBICTPO, HACKOJIBKO 3TO BO3MOXKHO, MEPEHOCAT CONEPKUMOE B CTYIKY C
MHUHUMAaJIbHBIMU BO3MOKHBIMU TIOTEpsiMu BeecTa. Jo0aBisiroT 0,2 T areHTa, yBeJIMYHBAIOIIErO
CBIMyYeCTh, 3aTEM HEMEJICHHO M3MEJIbYAlOT B T€UEHUE IMSITH MHUHYT. VIcmonb3yembie areHThl,
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YBCIINYUBAOIHE ChIITYYECCTh. XJIOPUA HATPHUA U TaJIbK. HOBTOpHO OMpeaACHI0T pasMEpP 4aCTHll U

paznenenue ADH/BcioMoraTeIbHOrO BEIIECTBA, KaK OMKMCAHO BBIIIIE.

7.2 HcnbiTanus 0apbepoB, NPensiTCTBYIOLIHX 3JI0yNOTPe0JIeHHIO, BKIKYAIIIEMY

XUMHY€CKYH0 OKCTPAKLHIO

JUis KaXKIOro MCTBITAHUS WUCTOJB3YIOT LiENbHbIE JIeKapcTBEeHHbIE (opMbl. Bee mporoTumnel u
NPOIYKT CPaBHEHHUS JOJDKHBI ObITH M3Y4€HBI B HMCCIeNoBaHUSAX (asbl I 3anmuceBaroT Jr0ObIE
HaOJIO/IEHUs, TaKHe KaK HEBO3MOXKHOCTh (PMIIBTPOBAHMS MaTepHaja n3-3a GU3NIECKUX CBOWCTB

u T.1. Eciiu 5T0 BO3MOJKHO, cliefyeT BKIIFOYaTh BUACO3AMICH/ U300pakeHus.

PactBopuTenn 1 rpynmel: Boaa, ykcycHast kucyota (8%), 0,2% OukapOoHAT HATPHUsI, STAHO

(95%), razupoBaHHbIi 0€3aJIKOrOJIbHBIN HAMUTOK (KoJa, Kucislil pH).

PacTBopuTenn 2 rpynmbl . MUHEpalibHble pacTBopuTeNnu (yalT-cimput), staHon (40%),
M30MponmIoBbIi ciupt, MeranoJ, auetoH, 0,11. HCI, 0,11. NaOH.

A Hccnenosanus ¢assl [

1) OkcTpakiusi B HeOomplimx oOBeMax pacTBOpuTened 1 rpynmel B YCIOBUSIX

OKpYy>Karomier cpeabl (Kaxkablii 00pa3el] Moyy4aroT B TPeX MOBTOPHOCTSIX ).

Crnioco6: Paspymaror GopMy MECTHKOM B CTYIIKE HIJIM UHBIM CIIOCOOOM CHIKAIOT pa3Mep YacCTHI
B 703€, 3aTeM u3Menp4daroT B 10 mMa pactBoputens 1 rpynmel B TedeHHUE 5 MUHYT WU A0
rOMOreHHOCTU. llepeHocST MONyYeHHYI0 CYCHEeH3UI0 B MOAXOASINYI0 CHUHTHUISILIMOHHYIO
npoOupky, 3akpbiBatoT Parafilm wu BCcTpsxuBaloT Ha BOASHOH OaHe mWpU Temmeparype
OKpYy>Karomiel cpenpl, oTonpasi o0pasusl yepes S, 15, 60 u 180 munyt. @unbTpyroT obpaser yepes3
0,45 MxkM GuIBTp B KOJIOY U pa3daBIISIOT IO COOTBETCTBYIOLIECH KOHLIEHTPALIMH CTAHAAPTHBIM JJIs
IaHHOTO crocoba uccienoBaHus pazOaButeneM. KOMMUECTBEHHO OLIGHUBAIOT KOHLEHTPALIUIO
A®U nyrem BOXX. Cravana uccrneayroT NpOAYKT CPaBHEHUS, 3aTEM AHAJTU3UPYIOT COCTABBI-
npotoTunibl. CoOCTaBbI-IIPOTOTUIBI, B KOTOPBIX KoHLeHTpauuss ADU npesblmaer win paBHA
KOHLIEHTpallUl B MPOAYKT€ CpPaBHEHHUs, MOXHO HE MHCIIONb30BaThb B JAalbHEHIIEM aHajIu3e

SKCTPAKLMHU B TOPSTYEM pacTBopuTene (cM. pazzuen 8).

MOKHO TPOBOAUTH MPOMEKYTOYHYIO CTAIHI0 (PUIBTPOBAHMS 4Yepe3 (PUIbTPOBAIbHYIO Oymary
Whatman (sanpumep, knacca 4), ecnu 0,45 MM ¢unbTpsl 3abuBarotcs. B 3ToM citydae Bo Bpems
(pUIBTPOBaHKS OTKPBIThIE BOPOHKH M COCYZbI ciieayeT 3akpbiBaTh Parafilm mis muHuMH3aLuu
UCIIAPEHUs], CIeNyeT TONy4aTh CTAHAAPT UL ONPENeNIeHUs] HCTIAPEHHUs, MOTyYeHHBII COrTIaCHO
crnoco0y, HO OTQUIBTPOBaHHBIH uepe3 Whatman, B JOTIOTHEHHE K UCCIIEAYEMOMY CTaHIAPTY HITH

N3 4aCTU UCCIIEAYEMOI0 CTaHdapTa.
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2) Jkcrpaknust B HeOonpmux oObemMax ropsuux pactsoputened 1 rpymmsr (Kasxabrit

o0pasel MoJy4aroT B TPeX MOBTOPHOCTSX).

Crnoco6: Pazpymaror (opMy MeCTUKOM B CTYIKE WM WHBIMH CIIOCOOAMHU CHIDKAIOT pasMep
YacTHIl B 103€, 3aTE€M U3MEJBYAIOT B 10 MII peaBapUTENbHO HATPETOTO PACTBOPUTENIS B TEUEHHE
5 MUHYT WIM 10O TOMOT€HHOCTH. IlepeHOCSAT MONY4EeHHYI0 CYCHEH3HIO B IOIXOISIIYIO
CIMHTWULIIHOHHYIO NpoOHpKy, 3akpbiBatoT Parafilm m BCcTpsixuBaroT Ha BonsHOW OaHe mpu
TeMrieparype, ykasanHoi B npwioxenun I tabnuna I, otbuparor obpasusl uepes 5, 15, 60 u
180 munyT. @uubTpyroT oOpasen uepes 0,45 MkMm ¢uabTp B koiOy U pasz0aBiAOT A0
COOTBETCTBYIOILIEH KOHLIEHTPALMM CTAHAAPTHBIM MJIsi JAHHOTO Croco0a HCCIEAOBaHUS
pasbaButenem. KomnuectBeHHO oueHuBaroT koHueHTpaunioo A®OHU nyrem BDXKX, chauana
AHAJU3UPYIOT MPOIYKT CPABHEHHS], 3aT€M COCTABbI-IPOTOTHUIIBI, JOMYIIEHHbIE 10 AAHHOH CTANH,
HAYMHAIOT ¢ oOpasua, oroOpanHoro yepe3 180 muuyT. Ecnm oOpasen, otoOpanHbIN udepes
180 munyT, conep:xut APH B KOHLIEHTPALMHU, IPEBBIIIAOLIEH UK PABHO Npenapary CpaBHEHUs,

TO JOIIOJHHUTECJIbHBIC UCIIBITAHHA HE Tpe6y}0Tc;1.

Kak u paHee, MOXHO NPOBOAMTH IPOMEXKYTOUHYI CTaaui0 (UIBTPOBAHUS dYepes3

¢dunpTpoBanbHyto Oymary Whatman (Hanpumep, kiacca 4), eciau 0,45 MkM QUIbTpbI 3a0UBarOTCS.

3) Oxcrpakumsi B 100 My pactBoputenedl 1 rpymnmbl mpu TeMIiepaType OKpysKaromiei

cpenbl (Kaxaplit oOpaser mony4yaroT B TPEX MOBTOPHOCTSIX ).

Crnoco6: Paszpymrarotr popmy MeCTUKOM B CTYTIKE HIIH UHBIM CIIOCOOOM CHIDKAIOT pa3Mep YacCTHI]
B J103€, 3aT€M U3MENbYaroT NpuMepHO B 10 M pacTBopurens 1 rpynnel B Te4eHUE 5 MUHYT WU
0 TOMOTeHHOCTH. IlepeHOCAT MOJYYEeHHYI0 CYCHEeH3HI0O B MEpHYK KoJOy WU JApyroi
MOIXOISIIHNHA COCYH, TOOABISIOT pacTBOPUTENb N0 obmero oovema 100 mi, 3akpeiBaroT Parafilm
U MOMELIAI0T Ha IUIMTY CMECHTENs, MPU CKOpOCTH mnepememnuBaHus S50 00./MuH, OTOMpArOT
oOpasubl uepes 5, 15, 60 u 180 munyT. @uibTpyroT 0Opasew yepe3 0,45 MkM GHIBTP B KOJIOY U
pa30aBIsIFOT O COOTBETCTBYIOLIEH KOHLEHTPALMM CTAHAAPTHBIM JUISI JAHHOTO Crocoda
uccnenoBanus pazdasurenem. KonnmuecTBeHHO onieHnBarOT KoHUeHTpamo APH nyrem BOXKX.
CHavana uccinenyoT NpOAYKT CPaBHEHHUsI, 3aT€M aHAIU3UPYIOT COCTaBbI-MPOTOTUNBL. COCTaBbI-
NPOTOTHIIBI, B KOTOPBIX KOHLEHTpawusi ADPH npeBblnaeT Wi paBHa KOHUEHTPALMU B MIPOAYKTE
CPaBHEHHUs, MOJKHO HE€ HCIOJb30BaTh B JajibHEHIIeM aHajlu3e OHKCTPaKLUUU B TropsdeM

pactBopurene (CM. pasnen 8).

Kak wu paHee, MOXHO TPOBOAWTH TPOMEXKYTOUHYIO CTaAMIO (UIBTPOBAHUS Uepes

¢unbTpoBanbhyto Oymary Whatman (Hanpumep, knacca 4), ecnu 0,45 MKM GUIBTPBI 3a0HBAIOTCS.
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4) Oxcrpakuust B 100 min pactBoputenell | rpymnmbl npu MOBBIMIEHHON TeMIiepaTrype

(Kasxxmprit obpazer; moaydarT B TPEX MOBTOPHOCTSIX ).

Ecnu oOpasibl yIoBIETBOPSIFOT KPUTEPHUSIM UCCIIEAOBAHUS ITPH KOMHATHON TeMIiepaTtype (pasnesn
3), IOBTOPSIOT UCTIBITAHUS C UCTIONIB30BAHNEM PACTBOPUTENEH, MPEIBAPUTENBHO HATPETHIX IS

COOTBETCTBYIOLIEH TeMIepaTyphl, ykazaHHOH B nonoxHennn 11 Tabmuna 1.
B. Uccnenosanus daser 11

[ToBTOpsIFOT TpOLIEAYPHI COTJIACHO HHCTPYKIUSIM, ONMHCAHHBIM BbIme aisi ¢asbl [, mist Bcex
pacTBOpUTENiel 2 Tpynmbl C MCHOJB30BAHMEM COEAWMHEHMs] CPABHEHUS W MPOTOTHUIIOB,

yIOBJIETBOPSIIOLINM KPUTEPUSM MU 0100peHHBIM Alcobra mo HHbIM MpUUUHAM.
7.3 HccaenoBanue 0apbepoB, NpensiTCTBYKIIHUX HCNOJb30BAHUIO B IINPHULIE

JInsl KaKAOrO MCHBITAHUS HCIOJNb3YIOT LEJIbHbIE JIEKAPCTBEHHBbIE (OPMBI KaK IPOAYKTA
CPaBHEHUs, TaK M COCTaBOB-NIPOTOTHIIOB. 3aNUCHIBAIOT JIOOBIE HAOJIOAEHUS, TaKHe Kak
HEBO3MOKHOCTb OTOOpa Marepuaia u3-3a (PU3MUeckux CBOWCTB U T.A. Ecim 3TO BO3MOXKHO,

CIIeyeT BKJIIOYATh BHIEO3AMICH/N300pakeHHsL.
Tabnuua ¢ kamuOpamu ura npuseaeHa B pononHeruu I11: Tabnuna L.
A Uccnenosanus ¢aser I

1) B0O3MOXHOCTE MCTIOJIB30BAHUSI B ILUMPHUIE TMOCJIE€ MOATOTOBKHM B BOAE B YCJIOBUAX

OKpyskaromel cpeasl u ropstueit Boae (Kakapiii oOpasen nojay4arT B TpEX MOBTOPHOCTSIX )

Crnioco6: Paszpymarot popmy MeCTUKOM B CTYTIKE HIIH UHBIM CIIOCOOOM CHIDKAIOT pa3sMep YaCTHI]
B J103€, 3aTeM H3Menap4aroT B 10 M BOABI MpU TeMIEPAType OKPYKAKOLIEH Cpelbl B TEUEHUE
nepuosia BpeMeHH BIUIOTh A0 30 MUHYT UK A0 MOJy4YeHHs TOMOTeHHOro pactsopa. Mccienyror,
CTaHOBHTCS JIM CMECh JOCTATOYHO TeKy4el, 4YToObl OHa Morjia ObITh OTOOpaHa B mmpui Jlyep-
Jlok uepe3 urny 26 xanuOpa. OTBOZAT IUIYHXKEP IIMPHUIIA HA OTMETKY S5 MJI, MOIAEp KHUBas
MaKCHUMaJbHOE JlaBlieHHe B TeueHue 30 CeKyH] MK 10 BbIpaBHUBAHU aBjieHus B wnpuie. Ecau
B 1mpui] otodpano 1 My obpasua wuiau OoJiee, W OH SIBJISIETCS TOCTATOYHO TEKYYUM, Y4TOOBI €ro
MOYKHO OBIJIO BBITECHUTH Yepe3 Uy (U1 MHBEKLHH), TO 3aTE€M BBOIAT CONEPIKUMOE LINPHUIIA B
MepHYIO KOJOy TMOAXOASIIEro pa3Mepa U pa3daBisiOT pa3daBUTENeM Ui aHajIW3a Jo
COOTBETCTBYIOIIEHN KOHUeHTpauuu. OueHnBaroT koaudaectBo ADPH, nocTynHoe 111 HHBEKLUY,

nyreM BOXKX.

Ecnmu  obpasipl yAOBIETBOPSIOT KPUTEPUSM HCIBITAHUS TPH  KOMHATHOW TeMIIEpaType
YPS,
yKa3aHHBIM B pazzaene 8 (Bbrxox <5%), MOBTOPSIFOT SKCIIEPUMEHT C BOJIOH, HarpeToi 1o 90-95°C.
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B. Uccnenosanus ¢aser 11

Tonbko T€ COCTaBBI-IPOTOTHITBI, KOTOPBIE YOBIETBOPSIFOT KPUTEPHUAM B HCCIENOBAHUAX (a3l |
iy nonyineHHble Alcobra mo nHEIM npuUYHHAM, CIENYET aHAJHM3UPOBATh B UCCIEIOBAHUAX (Da3bl

IL

1) B03MOXHOCTh MCHOJNB30BAaHUS B ILINPHUIAX C UIJIAMU Pa3IMYHOrO KajauOpa mocne

noarotoBku B Boje (Kaxaplit oOpaser mony4aroT B TPEX MOBTOPHOCTSIX )

Crnioco6: Paspymiaror popMy MeCTUKOM B CTYTKE HIIM UHBIM CIIOCOOOM CHIDKAIOT pa3Mep YacTHI]
B 7103€, 3aTeM Hu3Menb4aroT B 10 M pacTBOpuTeNs MpHU TEMIIEpaType OKpy»Karollei cpenbl B
Te4eHHe 5 MUHYT WIH 0 MOJIy4eHUss TOMOTeHHOro pactsopa. MccnenyroT, CTaHOBUTCS JIM CMECh
JIOCTaTOYHO TeKyueH, uToObl OHa Moryia ObITh oTOOpaHa B mmpur Jlyep-JIok uepes urmy 18
kanuOpa. OTBOAAT IUTyHXKep LINPHUIAa HA OTMETKY 5 MJI, IOJAEP KHUBas MAKCUMAJIbHOE JIaBJICHHE
B TeyeHue 30 CEKyH] WK 1O BbIpAaBHUBAHMS AaBlieHus B mmnpune. Eciau B mnpun orobpano 1 miu
obpasua umu Gonee, M OH SBJISIETCSI AOCTATOYHO TEKYYHM, YTOOBI €r0 MOXKHO OBUIO BBITECHUTb
yepes WMy (A7 WHBEKLHMH), TO 3aT€M BBOIST CONEPKMMOE IIMPHLA B MEpPHYI KOJOy
NOAXOASLIEr0 pa3sMepa W pasz0aBIAIOT pa3daBuUTeNeM [UId aHaIW3a 10 COOTBETCTBYIOLIEH

koHUeHTpauun. OuenuBaroT konndectso ADU, noctynHoe ans uabekun, myrem BOXX.

[TOBTOPSIIOT ONMHCAHHYIO BBIIE MPOLEAYPY, MBITAIOTCS OTOOpaTh KUAKOCTh 4epe3 0,22 MKM
(UIBTp, TAMITOH XJIOMKOBOH BaThI M CUTapeTHBIN (PUIbTP. J{JIs KaXK10Tro UCIONIb3yeMoro GuibTpa

CJIElyeT TOTOBUTD CBEXKUN 00OpaseL.

[TOBTOPSIIOT ONMHUCAHHBIN BbIIIE SKCIIEPUMEHT C HCIOJIb30BAHUEM OoJiee Y3KHX UTJ ISl JIFOOBIX
00pa3LoB, KOTOPbIE MOTJIH OBITh OTOOPaHBI B INPHIL Yepe3 urity 18 xanubpa, v MPOBOAAT aHAIIH3

st urt 20 u 23 kanuOpa, ecnu BbiaeneHHoe konmmuecTBo ADH npesbiinaet 5%.

Ecnu obpasipl yAOBIETBOPSAIOT KPHUTEPHSM HCCICNOBAHUS TPU KOMHATHOW TeMIIEpaType,

MOBTOPSIFOT 3KCIIEPUMEHT C PacTBOpUTeNeM, HarpeTbiM 110 90-95°C.

2) Tennosast 06paboTka — Temneparypa ruiasnenus (Kaskapiii oOpaser moiy4aroT B IBYX

MOBTOPHOCTSIX )

Cnoco6: IToMemaroT n3MeIbYeHHOE COAEPKUMOE JIEKAPCTBEHHOI (POPMBI Ha IIPEIMETHOE CTEKIIO
U HarpeBalOT Ha IUTUTKE, MPENNOYTHTENHHO C HHIMKATOPOM TEMIIEPATYphl, A0 TUIABJICHHUS.
OmnpenensroT TeMIeparypy IUIaBIEeHNS U HCCIEAYIOT, CTAHOBUTCS JI CMECh JOCTATOYHO TeKy4eH,
9yT00BI OHa MorJ1a ObITh oTOOpana B mnpuil Jlyep-Jlok yepes urnel 18, 20, 26 u 28 xanudpa. Eciu
CMeCh He MOKET ObITh OTOOpaHa B IIMPHIL], TO JaJbHEHIIee HCIOIb30BaHue 0oJiee Y3KUX UIJT He

TpeOyercsi. IlpenBapuTenpbHO B3BEIIMBAIOT LIMPHI, a 3aT€M OTBOAST IUIYHXEp MINpHUIa Ha
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OTMETKY 5 MJI, MNOAACPKHBAA MAKCHUMAJIbHOC MOABJICHHUE B TCYUCHHE 30 CCKYHO WU 10
YCTAHOBJICHHA PABHOBCCHOI'O OABJICHHSA B LIMPUIIEC. B3pemmnBanneM HU3MEPAOT OTHOCUTCIIBHOC

KOJINMYECTBO MaT€puaja, nNoCTynarouero B mImpHL.

3) Bo03MOXHOCTD HCIIOIb30BAHUS B mmpuue mocj€ NOAroTOBKU B BOAC U MHOTOKPATHOT'O

¢unbTpoBanmst (Kaxplii oOpasen nojay4arT B TPEX MOBTOPHOCTSIX )

Crioco6: Paspymaror popmy MeCTUKOM B CTYTKE HIIM UHBIM CIIOCOOOM CHIDKAIOT pa3Mep YacTHI]
B J103€, 3aTeM M3Meab4aroT B 10 M BOABI MPU TEMIEPATyPE OKPYKAKLIEH CPeAbl B TEUEHUE
nepuoza BpeMeHH BILIOTh 10 30 MUHYT WM [0 MOJy4eHHUsi TOMOT€HHOro pacTBopa. Mccnenyror,
CTaHOBHTCS JIU CMECh JOCTATOYHO TeKy4el, 4ToObl OHa Morjia ObITh OTOOpaHa B mmpul Jlyep-
Jlok uepes urny 18 kammOpa (nam MoxeT Jiu OHa ObITh fonyineHa Alcobra ¢ yueTom npenbiynmx
uccienosanuii). [lomemaroT curapeTHslii QUIBTP B CTYNKYy M OCTaBISIOT At abcopOuuu
KUAKOCTH. BBOIAT Mrily B curapeTHbslil GUIBTP, OTBOAST IUIYHXKEP LINPHLA HA OTMETKY S5 MJI,
NOAJEPKUBAsl MaKCUMajbHOE JaBjeHue B TeueHHe 30 CEeKyHA MM [0 YCTaHOBJICHHUS
PaBHOBECHOTO AaBiieHus B mnpuie. Ecnu B mmpur orodpano mpumepHo 1 mit obpasua wuinu dodee,
U OH SIBJIIETCS AOCTATOYHO TEKYYUM, YTOOBI €ro MOXKHO OBbUIO BBITECHHUTH 4Yepe3 uriy (s
WUHBEKIMN), TO 3aTE€M YAALIIOT UMY U3 CUTapeTHOTO (HIBTPa M BBOAST COAEPIKUMOE IINPHUIIA B
cocya noaxozsuero pasmepa. [IoBropsiroT npouece GuiabTpoBaHuUs €1Ie ABa pa3a Wik 10 TeX Mop,
NOKa YKUKOCTh HE CTAHOBIJIACH MPO3pavHoil. Eciu nmpu sTom 00pasyeTcst mpo3padHblil pacTBOP,
BBOJISIT €0 B MEPHYIO KOJIOY MOAXOMAALIETro pa3Mepa U pa3daBIisiOT pa3daBUTENEeM I aHATU3a
110 COOTBETCTBYIOLIEH KOHUEHTpauu. OueHnBaroT konuectso ADU, nocTynHoe Aisi HHBEKLIUN
(nyrem B2XKX). Eciiu mpo3paunslii pacTBOp He 00pa3yeTcs mocie Tpex cTaauid (priibTpOBaHMUS,

MPEeKPAIIaOT UCTIBITAHUE U HE AHATU3UPYIOT PACTBOP.

8. HEJIEBBIE KPUTEPUHU OLHEHKH
HcneiTanue Ornucanue Llenesrie kputrepuu
dusznueckas % Boigenerust AOU nocne <10%
o0paboTka nporyckanus yepe3s S00 MKM CHUTO

(xo(hemoriKa U HCTIOTB30BAHKE
areHTa, yBeJHMYUBAOLIEr0O

CBINYY€eCTh)
Xumuueckas KonnuecTBo 3KCTparupoOBaHHOTO s uadopmanny,
IKCTPAKLHS A®U (MOMEHT BpeMeHH, < 4yewm mpenapar
pacTBOpHUTENb, 00BEM, TEMIIEPATYpa) | CPABHEHUS
Bo3moxHOCTB Komnuectso A®@U (macca u obbem), | <5%
HCIO0JIb30BAHHS B JOCTYITHOE [Tl UCIIOJIb30BAHUS B
Hnpuue mpune (pacTBOPUTEND,

TeMIeparypa, Kaauop Urisl, GUIbTp)
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Honosnenue I
YCI10BHUA CITIOCOBA

3HaueHnss Macchl U 00BbEMa MPUBEACHBI HCKIIOYUTENBHO AJsI O3HAKOMJIEHHS M MOTYT OBITh
MOAN(HUIMPOBAHBI TPU YCIOBHH, YTO KOHEYHas pabodas KOHLEHTPALUsl U OTHOLICHUS

KOMITOHCHTOB OCTAaKOTCA HCU3MCHHBIMU.

[Ipumeuanue: JlonoaHuTenbHble CTanuu (QUIBTPOBaHUS, pa3OaBlieHHE U 3aIIUTHbIE KOJOHKU
MOTyT TpeOoBaThCsl IUIsl TPEAoTBpalleHuss moBpexaeHus cucteM BOXX u mnonmydyenus

pEe3yJbTATOB B PAMKaxX BAJIMAUPOBAHHOIO AMAIA30HA CIIOCO0a.

1 Pearentst
TpudTopykcycHas Kuciora st BOXX (>99,0%) wnu 5KkBUBaIeHT
Bona st BOXXX wnu sxBuBasieHT
ALETOHUTPHI st BOXXX wnu sxBuBasieHT
IMunpoxcun aMMOHUS YUCTBIN ISl aHAJIN3a WIH SKBUBAJICHT
2 bezonacHocTh
JexcTpoamberamuHa cybdar Cm. COSHH A010
ALIETOHUTPUI Cm. COSHH R0O08
TpudropykcycHast KUCiIOTa Cm. COSHH R041
AMMHaK Cm. COSHH R070
3 Ycnosus xpomarorpaduu
Kononka Phenomenex Prodigy C18, 150 x 3,0 mm, (5
MKM)
3amuTHas KOJIOHKA C18 3amuTHas KOJIOHKa NpU
HEOOXOIMMOCTH
Pacxon 0,7 mn/MuH
O6Bem mpobbl 20 MK
TemnepaTtypa KOJOHKHU 40°C
JInvHa BOJIHBI A€TEKTUPOBAHMS 257 am
IMonBwxkHas daza A TOVYK: Bona: aueronutpmi, 90/0,5/10
(06./06./06.) (pH 2,2)
IMonewxkHas daza B 100% aueToHUTPUI
I'panuent Bpewms (munH) %A %B
0 100 0
15 65 35
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20 0 100

22 0 100

23 100 0

30 100 0
Hukn 30 muH

Osxunnaemoe Rt (nekcrpoamderamuna cynbgpar) - Ilpumepno 6 -7 MUHYT
4 ITonyuenne noasuxHOM (azsl A/pazdaBurers

e PacTBopsroT 5 M1 TPUPTOPYKCYCHOM KUCTIOTHI B 900 MIT BOIIBL
e Jlosonsar pH no 2,2 (£0,1) runpokcHaoM aMMOHHUS.
e JloGasmsroT 100 MuT alleTOHUTPUIIA U IEPEMELIUBAIOT.

e OcCTaBisAlOT AN YCTaHOBJEHHs] pABHOBECHs IpPU KOMHATHON TemrepaType Iepen

UCTIOJIb30BAHUEM.
5 ITonyuenne noasrkHOI (a3zbl B
ITepenocar 1000 ma aneronuTpuna Ay BOXX B cooTBeTcTByOmUil KOHTEHHED.
6 ITonyueHne CpaBHUTENBHBIX CTAHAAPTOB (IOJTYYAIOT B ABYX IOBTOPHOCTSIX)

e ToOYHO B3BEIIMBAIOT MPUMEPHO 25 MI CPaBHHUTEJIBHOrO CTaHAapTa AEKCTpoaM(peTaMHHa

cyabdata B 100 M MmepHOIi koJibe.

o JloGasmsiroT mpuMepHo 80 M pazbaBuressi U 00padaTHIBAIOT YJIBTPA3BYKOM IO MOJHOTO

pPacTBOPEHMsI IEKAPCTBEHHOTO BELIECTBA.

e PazbaBisiroT 10 Hy)KHOro oObeMa pazbaBUTENEM M TLIATEIBHO MepeMeInnBaroT. [lomydaroT

CTaHIAPTHBIN pacTBOp AekcTpoambeTamuHa cynbdarta (0,25 Mxr/mi).
7 IMony4enue pacTBOpPOB 00pa3LOB (MOJTYYAOT B IBYX MOBTOPHOCTSIX )
10 Mr fno3a
e Tlomemarot 5 xarncyn B 200 MJT MEPHYIO KOJIOY.
e JloGasnsiroT mpumepHO 160 Mt pa3daBUTENS M BCTPSIXUBAIOT B TedeHue 2 yacos mpu 37°C.
e  OCTaBISIOT OXJIAXKIATHCS U Pa30aBIISIOT 10 HYKHOTO 00beMa pasdaBuTeNieM.

e QuibTpyIOT U OTOMparT amukBOoTy uepe3 0,45 MM HeinoHosbii wim GHP ¢unetp u

AHAJM3UPYIOT B YCJIOBUAX, YKa3aHHBIX B paszaene 3.
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8 CI1oCOb

[IponyckaroT moaBMKHYIO a3y Hepe3 CHCTeMy IO YCTAaHOBJICHUS PABHOBECHS U IMOJyYEHUS

YCTOHYMBOI0 UCXOAHOTO YPOBHSI.
8.1 To4uHOCTb CUCTEMBI

Boeruncnstor  oTHocUTeNbHOE CcTaHaapTHoe oTkioHeHne B % (% OCO) mnomann muka
nexctpoambeTamuHa cyibdara 11st mecTu npod crtannapra 1 nekcrpoamderamuna cynbpara. %o

OCO nomxken coctaBisaTh He Oonee 2,0%.

Boeruncnstor  oTHocUTENbHOE CTaHaapTHoe oTkioHeHue B % (% OCO) mnomaan mnuka
nekcTpoaMdeTaMuHa CysbdaTa AJis KaKIOro U3 PAaMOYHBIX CTAaHAAPTOB BO Bpems 1ukia. % OCO

JIOJKEH COCTaBIIATh He Ooee 2,0%.

Bepuduxkaius cuctemMsl

ITpoBepsiroT (hakTOpB! OTKIIMKA IUIOIAAM NMUKA AeKCTpoamderamuHa cynbpaTta Uil ABYX Mpod
CTaH/apTa 2 OTHOCHTENBHO ABYX NOCIeAHMX mpod cranmapra 1. [l Bepudukanum pesynbTar

IUI cTaHaapTa 2 noswkeH coctasisaTh 98,0 — 102,0% ot crangapra 1.

Hu B 01HOM U3 MyCTHIX OMBITOB C pa30aBUTEIEM HE JOJUKHBI IPUCYTCTBOBATH IHUKH, KOTOPHIE
MOTYT MPETSITCTBOBATh ONpPENENEeHUI0 IeKcTpoamderaMuHa CysibaTa U UIMETh IUIoLanb Oonee

0,5% ot 3HaueHus 1ist craHaapTa 1.

9 Tunosasi nocJ1eA0BATEJBLHOCTD

ITycroii onbIT (x2) IlonTBep>KAAKT OTCYTCTBUE MTOMEX

Cr.1 (x6) BBMUCIAIOT TOYHOCTH CUCTEMBI, BEpU(PUKALIUS CTAHAAPTA
Cr2 (x2) Bepudukanus ctaHnapTa/paMOYHOTO CTaHIAPTA

Oobpaszer 1 (x1)  Onun pactBop obpasua, oxHa mpoda

Obpaszern 2 (x1)  Onun pactBOp 0bpasua, omHa mpoda

Obpaszen 3 (x1)  Onun pactBOp 0bpasua, oxHa mpoda

Obpazen 4 (x1)  Onun pactBOp 0Opasua, oxHa mpoda

Cr2 (x1) PasgensiroT aHanmu3 Tpymm oOpasLOB, BKIIOUYAKIIUX 10 4

npo0, aHAJIM30M OHOM MPOOBI CTaHIapTa

UTAO.
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10 Bberuuciaenus

R obpaseny W cranpapr o6pasen Df

KosnunyectBo (% LC) = xPctx1000

X
R ctanpapt crapgapt DF Nx nosa
rme:

R obpazenr  Ilnomazne nuka nexcrpoamderamuHa cyibdaTa Ha XpOMaTOrpaMMe
obpasua (MEOIT*c)

R CTaHOapT Cpe):[Hsm mjaomanpb nmuKa AJisl paMOYHbIX CTAHAAPTOB
nexcrpoamderamuna cyibpara (MEOIT*c)

W cranmapt Macca paModHOTro craHgapra (Mmr)

P cranmapr UYwucrora crangapra (%)

Obpazen O6bem kos0bI ¢ 0OpasLom (M)

DF

Cranmapt  OOGbeMm koyObI CO cTaHAAPTOM (M)

DF

N YucIio KarncyJi, UCTIONIb3YeMBbIX ISl OJIy4eH s 00pasua

Nomosnenue 11

Tabnuya I: Temnepamypul kunenus pacmeopumereii u memnepamyput sxcmparyuu. (Cm. oyeHKy

pucka RA058)

IIpennoxennas
Temnepatypa | Temmnepartypa CcbLika Kareropus
Pacreopuress kunenus (°C) IKCTPAKLHHU COSHH* COSHH*
(°C)
AueToH 56 50 R218 I
Metanonl 64,7 50 RO35 I
MunepanbHbIil
pacTBopuTeNb (yauT- O5** 50 R172 I
CIIMIPUT)
95% sTaHoxn 78 60 RO095 I
IPA 82 60 R092 I
Bona/rasnpo%aHHbm 100 90 R143 I
0e3aJIKOTrONIbHBIN HAIUTOK
0,1u1. HCI 100 90 RO31 I
0,1r. NaOH 100 90 RO61 II
0,2% OukapOoHAT HATpHS 100 90 R147
8% yKCyCHasi KUCIIOTa 118 90 R032

* Coenacno SOP-EEHS-0563

*E3aHUNCeHHAS, OYeHKA U3-30 HUZKOI MeMnepantypvl 6CHbIULKU
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JMononnenue 111

Tadnuya I: Kanubpor uen u éHympenHiue ouamempui

Kanubp urmnst BryTpennnii nuamerp*
18 0,84
20 0,60
23 0,34
26 0,26
28 0,18

* Coenacno mabnuye kanuopos uen Sigma UK. Tounvie emympenunue ouamempsvi MO2ym

OMAUYAMBCS MENCOY NPOUIBOOUMETISIMU.

INPUJIOXEHUE B

JlonoJiHeHHe K MPOTOKOJIY AJIs1 OLIEHKH COCTABOB JAeKCcTpoamMdeTraMuHa cyJabdara ¢

HeMeAJIEHHbIM BbICBOOOKACHHEM, NPENSITCTBYIIHX 3J10yNOTPe0/I€HHIO
1. BBEJIEHHUE

I[aHHOe AOIOJIHCHUE K ITPOTOKOJY BKJIIFOYACT HECCKOJIBKO I/ICI'[bIT&HI/IfI, IMMOMUMO TEX, YTO YKa3aHbI
B UCXOOHOM IIPOTOKOJIC. PeBy.HbTaTbI JaHHBIX HUCIIBITAHUH BMECTE C pe3yjibTaTaMu I/ICHI::ITaHI/II\/‘I,
OIMUCAHHBIX B MCXOOHOM IIPOTOKOJIC, MO3BOJIAT Bbl6paTb Be)lyH_[I/Iﬁ MPOTOTUIT C HAHUJTYYIINMU

XapaKTEPUCTUKAMH IS NalibHEHIIel pa3paboTku B kauectBe KoHeuHOro ADF-IR-n.-amd.
2. 3AJTAYHN

OneHka OTHOCHUTEJIbHOW OCTYMHOCTH 00pabOTKW/3710ynoTpedaeHns AJsl HOBBIX MPOTOTHIIOB
10 mr kancyn IR m.-amd. ¢ KuAKUM HamojHUTENEeM (B KOTOPBIX HCIONB3YIOT TEXHOJOTHIO

Abusolve™) 1 cpaBHEHHE C POACTBEHHBIM NPOIYKTOM CpaBHEHHS (TIPH HEOOXOIMMOCTH).

Cnenyer ormeruts, yto FDA He u3paBano crneuuajbHble PEryJUPYIOLINE WHCTPYKLMM IS
HEOIHATHBIX JICKAPCTBEHHBIX CPEACTB, M, TAKUM O0OpPa30M, MCIIBITAHUS, BKJIIOYEHHBIE B TAHHOE
IOTOJHEHNE K TPOTOKONy, ObutM B3ATBl H3 pykoBonctBa FDA s ommonnmo ¢
COOTBETCTBYIOLIMMH HW3MEHEHUsIMU (CM.. pykoBoucTBo FDA: ommonnel, mpensiTCTBYROINE
3J0ynoTpeONeHNI0 — OLeHKa U Kiaccudukanys, arnpenb, 2015). Taxke cM. U3gaHHOE B MapTe
2016 rogma pykoBoxactBo FDA «OO0mue nmpuHUMITBEI OLEHKH MPENSTCTBUS 3JI0YNOTPEOICHUIO
TBEPABIMHU MEPOPAIBLHBIMA HEMATEHTOBAHHBIMU ONMUOUAHBIMU JIEKAPCTBEHHBIMU MPOAYKTaAMU»,

H3 KOTOPOIro OBLIH B3SIThI COOTBETCTBYHOLUE 3JICMEHTBI U MMOAXOAbIL.
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3. MATEPHAJIBIL

Bce ncnonpayemble MaTepHaiibl JOJDKHBI OBITH OTMEUEHBI B JIA0OPATOPHOM JKypHAJIE U YKa3aHbI
COBMECTHO C pe3yJbTaTaMH B UTOTOBOM OTHeTe. 3anucaHHas MH()OpMALHs JODKHA BKIFOYAThH
Ha3BaHUE MaTepuasa, INOCTABUIMKA, WCTOYHHUK, HOMEp NapTUH, CPOK TOJHOCTH M HOMeEp

MOJIy4Y€HHOTO UCXOAHOTO MaTepuaa, Npu HeOOXOAUMOCTH.
4. OBOPYAOBAHHUE

e JlaGoparopHas nocyna kiacca A.

¢ AHaJIUTHYECKHE BEChI C TOYHOCTBIO 10 5/6 3HaKa.

e Bopsnble 6anu Ay 00pabOTKU YIBTPA3BYKOM U BCTPSIXMBAHUS.
e Cura (pa3nU4HBIX Pa3MEPOB) U BCTPSIXUBATEIND CUT.

e BrurmspkHOM mikad.

e CTynKH U NECTUKH.

e [Inpuu Jlyep-Jlok (Henb3st UCIIONB30BATh YEPHbBIE MITTPHLIBI MUIU TPl C PE3SUHOBON

NPOKJTAIKOM).
e Urnel ayist mnpunes 18 26 xanubpa.
e PaznuuHbie QUIBTPHL.

Ananmutudeckoe 00OpyAOBaHHE OJDKHO OBITH MOATOTOBIIEHO, OTKAIUOPOBAHO U CONEPKATHCS
nepes UCMOJb30BAaHUEM COMIACHO HOPMATUBHOM TOKYMeHTauuu jtadoparopuun. Madopmanus oo
UCTIONIb3YEeMOM ~ O0OpYAOBaHUM  (BKJFOYAst MPOHM3BONUTENST M MOJENb) OTMEYaeTcs B
7Ta0OpaTOPHBIX SKypHajax WM Ha paboumx JmmcTax B ciydae HeoOxomumoctu. Ilpm
HEOOXOAMMOCTH MOXKHO MCIOJNB30BaTh JOMOJMHUTENBPHOE OOOPYIOBAaHHE, KOTOPOE HY>KHO

(pUKCHUPOBATH COOTBETCTBYIOIIUM 00OpPa3OM.
5. BEJEHHUE TOKYMEHTAIIUN

Otyersi 000 BCEX QHAIMTHUYECKUX TMPOLEAYpax CleayeT 3aluChiBaTh B CHELUAIbHBIX
1abopaTOPHBIX JKypHAJax MPOeKTa. B oTdere, BKIIFOYANOIIEM MOJTHYK HH(pOpMAIu 000 BCex
pe3yJsibTaTax U MOCJIEAYIOLIeH OLIEeHKE M0 KPUTEPHUSIM MTPUEMIIEMOCTH, TOJUKHBI OBITh TPOBEPEHBI
MPAaBUJIBHOCTh 3AMUCH U BBIMUCIIEHUN nepen noxadei. Kpome toro, ecnu 3T0 BO3MOXKHO, TO BO
BCEX MCIBITAHUSIX, BKITIOYAO X 00pabOTKy JieKapCTBEHHOH (OpMBI (TaKyIO KaK UCIOJIb30BAHUE
B IUMPULE), CAeOYeT MONy4YaTh BUACO3AMHUCH M CTATUYECKUE M300pakeHMs] U MPUOOLIATh UX K
OTYETy.

143



6. CIHOCOBbI AHAJIM3A

Hexkotopsle criocoOb! OIIEHKH OCHOBAHBI HA BU3YAJIbHOM HaOI0 e HIH/ (PU3MUECKON OLICHKE; IS
apyrux TpeOyercs aHajiu3 KOJWYECTBAa JIEKAPCTBEHHOTO BelecTBa. VCMoOmb3yeMble CHOCOOBI
aHaJM3a OCHOBaHBI Ha (papMakomneiHbIX crocodax aHanu3a nekcTpoamderaMuHa, st KOTOPbIX
OblJIa YCTAHOBJICHA CEJIEKTHBHOCTD B €0 OTHOLICHUH M B JAJIbHEHIIIEM MOKET TPpeOOBATHCS JIUIITh
YacTHYHAsl BAJMOAINS HA TO3MHUX CTAAMSIX pa3paboTku. B Tex ciyudasx, Korma 3TO yKas3aHo,
crocod mpUMEHSIIOT (M MOAU(DUIMPYIOT MPU HEOOXOOUMOCTH ) JUIsl ONPEEICHUs CONEPKaHUS B
% aHaIM3MpPyeMOro BellecTBa WM MPOQuiIs BbICBOOOXKAECHHS B % s nekcTpoaMperaMuHa

cyabdara, eCiIi 5TO BO3MOKHO.

YpoBeHb 3KCTpakiuu JnekcrpoamperamuHa cyibdarta onpeneisiror crnocobom  BIXKX,

OMUCAaHHBIM B fonoiHeHuu I s nponykros-nporotunos IR-ADF.
7. IINIAH OHEHKH

CrnocoObl  mpensiTCTBHSL  3JI0YNOTPeONCHUI0,  BKIIOYAOLMEMY  (U3UUECKYH/XHUMHUYECKYIO

o6pa60TKy, B JaHHOM IIPOTOKOJI€ OUEHUBAKOT IJI CJIICAYIOIINX COCTABOB-IIPOTOTHUIIOB!

Mr/KamncyJia
KomnonenT
IIpororum 2
JekcTpoamperamuHa 10
cyabdar
ITonokcamep 124 70
Gelucire 48/16 52,5
Kelcogel GCHA 52,5
Kolliphor EL -
KML] 7H3SF
OOGosouka KarcyJibl 1 XKenatuHosasi,
pasmep pasmep 3
OO01mas HanoJTHsIeMasi Macca 185
(mr)*

* Koneunas nanonusemas macca O0NHCHA Obimbs NOOMBEPHCOCHA IKCNEPUMEHMATBHO

10 mr Tabnerku nexcrpoamperamuna cynbhaTta Barr Takke DOKHBI ObITh H3YYEHBI B KAYECTBE

npernapaTa CpaBHEHHUS B paMKax TOMU K€ CTPATeTrHH UCCIIEAOBaHMs (€CIU HEOOXOMMO).

HccnenoBanue ycToiiYMBOCTH K 3JI0yNOTPed/IeHHIO, BKJIIOYAKOLIIeMYy (PH3HYECKYIO H

XHMHYeCKYI0 00padoTKy
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Bo Bcex mcnpITaHUSX HCIOJIB3YIOT LECJbHBIC JICKAPCTBECHHBIC (I)OprI npoToTUIla 2. Pu3nyecKue
HUCIIBITAHUA MPOBOAAT B ABYX MOBTOPHOCTSAX, a4 BCC APYIrU€ HUCIBITAHUA B TPEX IMOBTOPHOCTAX.
Ecau PE3YIbTAThI (I)I/ISI/ILIGCKI/IX HUCIIBITAHUI IIJIOXO BOCIIPOU3BOAATCHA, TO CJICAYET MPOBOAWTH

TPEThE UCTIBITAHUE.
7.1 Hccnenosanue BO3MOKHOCTH HCNOJIB30BAHUSA B LINPHLIE
Tosbko AJ1s1 cCOCTaBa MPOTOTHIIA 2 M MPenapaTa CPpaBHEHHUsI

B03MOXHOCTb MCIIONIb30BAHUS B LITMIPHIIE ¢ UIJIAMH PA3JIMYHOTO KajauOpa Mocie MOATOTOBKHU B
BOJIC B YCJIOBHSX OKpyskaromed cpensl u ropsiueit Boge (Kaxxaplii oOpasen moyiydaroT B Tpex

MOBTOPHOCTSIX )

Cnoco6 : Pa3pymarot ¢popMy MECTUKOM B CTYIKE WJIM HHBIM CITIOCOOOM CHHYKAIOT pa3Mep YacTHIl
B J103€, 3aTeM H3MENIbYal0T B 5 MJI BOABI IPHU TEMIEpaType OKpY’)KAroIleH Cpernpl B TEUCHHUE
neprosa BpEMEeH! BILUIOTh 10 30 MUHYT WM A0 TOJIYYeHUsS] TOMOT€HHOro pacTBopa. Mccienyror,
SIBJSIETCSI JIN CMECh IOCTATOYHO TeKyd4ei, 4ToObl OHa Moryia ObITh oTOOpaHa B mmnpul Jlyep-Jlok
yepes uriay 26 kamuOpa. OTBOAAT IUIyHXKEp LINPHLIA HAa OTMETKY S5 M, MOAIEpKUBAas
MaKCHMaJIbHOE JaBlieHHe B TeueHre 30 CeKyH WM A0 YCTAHOBJIEHUs] PABHOBECHOTO IABJICHUS B
mmnpune. Eciu B mmpun orobpano npumepro 1 M1 oOpasua uimm 0oJiee, U OH SIBISIETCS TOCTATOYHO
TEKy4UM, 4TOObI €ro MOKHO OBUIO BBITECHUTb Yepe3 Uy (Il MHBEKLUH), TO 3aT€M BBOIST
COZIEPKUMOE LITNPULIA B MEPHYIO KOJIOY MOAXOMASIIErO pa3Mepa U pa30aBysioT pasOaBUTeNeM s
aHaJM3a 0 COOTBETCTBYIOIIEH KoHUeHTpauuu. OueHnBaoT konudectBo ADPU, nocrynHoe s

uHbeKuH, myreM BOXX.
ITosTopsiroT mpouenypy u3 pasaena 7.1 ¢ ucrnonb3oBaHueM BOAbI, HarpeToil 1o 90-95°C.

IIoBTOPAIOT ONMMCAHHBIA BBIMIE SKCIEPUMEHT C BOAOW B YCIOBHSIX OKPY’KAKOIIEW Cpenbl U

HarpeToi BOOH ¢ UCTIONb30BaHHEM UTJ MeHbLIero kanuopa (18, 20 u 23 kanmubpa).
7.2 Hccnenosanue 310ynorpediieHusi, BKIYAIOMEr0 XUMHYECKYI0 IKCTPAKLHIO
Toabko AJ1s1 cocTaBa NPOTOTHIA 2 U PeNapaTa CpaBHEHHSsI

1) Jkcrpaknus B HeOombpux oobemax 0,2% pactBopa OukapOOHATa HATPHUS B YCIOBHSX

okpy:xatoteli cpenbl (Kasxapiii oOpaser moay4arT B TPEX MOBTOPHOCTSIX ).

Crioco6: Paspymrarot opMy MECTHKOM B CTYIIKE HJIM HHBIM 00pa30M CHIDKAIOT pa3Mep YacTHULl B
no3e, 3aTeM u3MenpyaroT B S M 0,2% pactBopa OukapOoHaTa HATpUS B TEUEHUE S MUHYT WJIH [0
TOMOT€HHOCTU. IIepeHOCAT MONyUeHHYI CYCHEeH3HI0 B TMOAXOMAMIYIO CLHUHTHUISILIUOHHYIO
npoOupKy, 3akpeiBatoT Parafilm wu BeTpsxmBaroT Ha BOASHOH OaHe mpU Temmeparype
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OKpY:KaroIel cpenbl, otonparoT odpaser yepes 60 munyT. PUIHTPYIOT 00Opaser yepe3 0,45 MKkM
¢uIbTp B KOJMOY M pa30aBIIsIOT 10 COOTBETCTBYIOLIEH KOHIIEHTPAIMH CTAHAAPTHBIM JIJIsl JAHHOTO
cniocoba uccnenoBanus pasdasureneM. KomnuecTBeHHO OLIeHUBAIOT KOHIeHTparmo ADPU nytem

B2XX.

MO3KHO MPOBOAMTDH MPOMEXKYTOUHYIO CTaauI0 (pUIbTpOBaHUS yepe3 (PHIIBTPOBAIbHYIO Oymary
Whatman (sanpumep, knacca 4), ecnu 0,45 MM ¢unbTpsl 3abuBarorcs. B sTom cityuae Bo Bpems
(UIbTPOBaHMS OTKPBITBIE BOPOHKHM U COCYIbI clienyeT 3akpbiBaTh Parafilm mns MuHmMM3anmun
UCTIAPEHHs, CJIeAyeT MOMydaTh CTaHAAPT Ul UCIAPEHUs], MOJYYEHHBINH COTMJIACHO CIoco0y, HO
oTduiIbTpOBaHHBIN uepe3 Whatman, B ZONOJHEHHE K UCCIEAYEMOMY CTaHAAPTY WM U3 YacTH

UCCIIEyeMOro CTaHAapTa.

IToBropsitoT 3KCIepuMeHT ¢ ucnosb3oBaHueM 2 miu 0,2% pactBopa OukapOoHaTa HaTpus B

YCIIOBUSIX OKPYXKAIOLIEH CPerbl.

2) OkcTpakuus B HeOobmmx odbeMax ropsiaero 0,2% pactBopa OukapOoHaTa HaTpUs

(xasxnpIii 0Opasen NoJy4aroT B TPeX MOBTOPHOCTSIX).

Cnoco6: Paspymaror ¢popMy MECTHKOM B CTYIIKE HJIM HHBIM CIIOCOOOM CHIDKAIOT Pa3Mep YacTHLl
B J103€, 3aTe€M M3MENbYaloT B 5 MJI mpeasaputenbHoro Harperoro 0,2% pacteopa OukapOoHara
HATpUS B TEYEHHE 5 MHHYT WM 10 T'OMOT€HHOCTU. [IepeHOCST TMONyYeHHYIO CYCIEH3HIO B
MOAXOSILIYIO CLHMHTHUIALHOHHYIO POOUPKY, 3akpbiBatoT Parafilm u BCTpsSXUBAOT Ha BOISHOI
OaHe mpu Temmeparype, ykazaHHoi B monoiHenuu II: Ttabmmua I, orOuparor obpasisr yepes
60 munyT. @uiubTpyroT obpazen uepes 0,45 Mxkm ¢Qunerp B KOoMOy W pa3OaBISIIOT A0
COOTBETCTBYIOIIEH KOHLIEHTPALIMK CTAHAAPTHBIM JJIsi JAHHOrO Crmocoda HCCIIeqOBaHMS

pazbaButesnem. KonnuecTBeHHO onleHHBarOT KOHLeHTpamio APU nmyrem BOXKX.

Kak wu paHee, MOXHO TPOBOAWTH TPOMEXKYTOUHYIO CTaAMIO (UIBTPOBAHUS Yepes

¢dunbTpoBanbHyto Oymary Whatman (Hanpumep, kiacca 4), eciu 0,45 MKM GUIBTPBI 3a0HBAIOTCS.

IToBTOPSIIOT 3KCHEPUMEHT ¢ UCTOJb30BaHueM 2 mu Harperoro 0,2% pactBopa OukapOoHarta

HaTpUs.
7.3 Hccnenosanue 3KCTPaAaKUUM B ITAHOJIE
Toabko pJs1 cocTaBa npoToTHNA 2

Crioco6: Paspymrarot opMy MECTHKOM B CTYIIKE HUIM HHBIM 00pa30M CHIDKAIOT pa3Mep YacTHULl B
nose, 3areM usMmenpuaroT B 10 ma 95% pactBopa sTaHoNna B TeueHHE S5 MHUHYT WIH [0

roMoreHHocTH. PuIbTPyrOT oOpaser] uepe3 0,45 MKM HEWUJIOHOBBIH (QUIBTP B KPYTJIOAOHHYIO
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koyI0y. BrImapuBarOT 3TaHO MyTeM MEpeHoca KPYTIIOAOHHON KOJIOBI, comepkamel pacTeop, B

71abOpaTOPHBIN CTaKaH, 3aMOJIHEHHBIH BOAOW U pa3MeIIEHHbIH Ha TUTUTKE.
Habmronatot, onuceiBaroT U GoTorpadpupyroT MOJyIEHHYIO CMECh.

Ecau NnoJiyd€HHasA CMECh IO KOHCHUCTCHIMH MOXOXKa Ha MOPOLIOK, TO €€ UCTTOJIb3YHOT AJIsI OLCHKN

uHCYy(psanmm.

NPUJIOXEHHUE C

JlonosiHeHHe K NPOTOKOJIY /Jisi OLEHKH COCTABOB JeKcTpoamderamuna cyiabdara ¢

HeMeAJIeHHbIM BbICBO00KIEHHEM, MPENSITCTBYIOIIHX 3JI0YNIOTPe0IeHHI0
1. BBEJEHHUE

Kowmnanus Alcobra nHawsina Encap Drug Delivery (Encap) nmnst pa3paOoTku HOBOrO COCTaBa
nekctpoamdeTamuHa cyibdara (a.-amd. ), npenstcTByroiero snoynorpednenuto (ADF), ¢ renbio
HOJNYyYUTh TPOQUIb pPACTBOPEHMs, CpaBHUMBIH C onoOpeHHbiMH 10 wMr Tabierkamu
nekcrpoamdeTamuHa cyjbdara ¢ HemenneHHbIM BbicBoOOKneHueM (IR) Barr. Ha ocHoBanuu
pe3yJIbTaTOB paHHHUX PabOT MO pa3paboTke M HA4YaIbHOH OLEHKH 3 COCTaBa-POTOTHIA ObLIH
BBISIBJIEHBI KaK HauOoJiee MHOrooOemaronue s fajibHemei 0oee riiyOOKOM OLEHKH CBOWCTB,
NPETATCTBYIOIUX 3JI0ynoTpednenuto. JlaHHOe TOMOMHEHHE K MPOTOKOY BKIFOUAET HECKOJBKO
HCHbITaHHﬁ, MOMUMO TEX, YTO YKa3aHbI B UCXOAHOM IIPOTOKOJIC. PeSy.IIbTaTbI JAHHBIX HUCIIbITAHUHN
BMECTE C peE3yJibTaTaMH HCHBITaHHﬁ, OIMMMCAaHHBIX B HUCXOOAHOM IPOTOKOJIC, IMO3BOJIAT BbI6paTb
BEYIIUH MPOTOTHUI C HAWTYUIINMHU XapaKTePUCTUKAMU IS TaJIbHEH e pa3padOTKU B KaYeCTBE

koHeuHoro ADF-IR-n.-amd.
2. 3AJAYHN

OneHka OTHOCHUTEJIBHOW OCTYNMHOCTH 00pabOTKW/3710ynoTpedaeHns Asl HOBBIX HPOTOTHIIOB
10 mr kancyn IR nm.-am@. ¢ kuaKkuM HamoJgHHUTENEM (B KOTOPBIX HCIOJIB30BaIaCh TEXHOJIOTHS

Abusolve™) i cpaBHEHHE C POACTBEHHBIM NPOIYKTOM CpaBHEHHS (TIPU HEOOXOIMMOCTH).

Cnenyer ormerutb, yto FDA He u3maBano crneuuajbHble PEryJUPYIOLINE UHCTPYKLMM IS
HEOMUATHBIX JICKAPCTBEHHBIX CPEACTB, U, TAKUM 06p3,30M, UCIBbITaAHUA, BKIIFOUCHHBIC B JaHHOC
IOTMOJTHEHNE K TPOTOKONy, ObutM B3ATBl H3 pykoBonctBa FDA s ommonnmo ¢
COOTBETCTBYIOLIMMH HW3MEHEHUsIMU (CM.: pykoBoncTBo FDA: ommonnel, mpensiTCTBYROIINE
3J0ynOTpeONeHNI0 — OLleHKa U Kiaccudukanys, arnpenb, 2015). Takke cM. U3gaHHOE B MapTe

2016 rogma pykoBoxactBo FDA «OOmue npuHUMITEI OLIEHKH MPENSTCTBUS 3JI0YNOTPEOICHUIO
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TBEPABIMU TIEPOPAJIbHBIMHU HETIATCHTOBAHHBIMU OMHOUAHBIMU JICKAPCTBECHHBIMU MMPOAYKTAMKY,

U3 KOTOPOTO OBLIH B3SIThI COOTBETCTBYIOIIUE 3JIEMEHTHI U TIOAXOJIBL.
3. MATEPHAJIBIL

Bce ncnonpayemble MaTepraiibl JOJDKHBI OBITh OTMEUEHBI B JIA0OPATOPHOM JKypHAJIEe U YKA3aHbI
COBMECTHO C pe3yJbTaTaMH B UTOTOBOM OTHeTe. 3anvcaHHas MH(OpMALHs JODKHA BKIIOYATH
Ha3BaHUE MaTepuasa, INOCTABLIMKA, WCTOYHHUK, HOMEp NapTUH, CPOK TOJHOCTH U HOMeEp

MOJIy4YE€HHOTO UCXOAHOTO MaTepuaa, pu HeOOXOAUMOCTH.
4. OBOPYAOBAHHUE

e JlabGoparopHas nocyna kiacca A.

e AHaJIUTHYECKHE BEChI C TOYHOCTBIO 10 5/6 3HaKa.

e Bopsnble 6anu 11 00pabOTKH yIBTPA3BYKOM U BCTPSIXMBAHUSL.
e Cura (pa3nu4HBIX Pa3MePOB) U BCTPSIXHBATENb CUT.

e BrrmspkHOM mikad.

e CTymnKH U MECTUKU.

o Ilnpwuu Jlyep-JIok (Henb3st UCTIOMB30BATh YEPHBIE LITPULBI HUTH IIMTPULIBI C PE3UHOBBIMU

NPOKJTATIKAMH).
e Uryel ans mmpunes 18 26 kanubpa.
e PaznuuHbie QUIBTPHL.
e briroBas Tepka.
e MukKpOBOJHOBAs MEYb.
e Jleun.

Ananmurudeckoe 000OpyAOBaHHE OJDKHO OBITH NMOATOTOBJIEHO, OTKAIUOPOBAHO U CONEPIKATHCS
nepes UCMOJb30BAaHUEM COTJIACHO HOPMATHUBHOM TOKYMeHTauuu jtadoparopun. Madopmanus 0o
UCTIONIb3YEMOM  O0OpYAOBaHUHM  (BKJOYAst MPOHM3BONUTENS M MOJENb) OTMEYaercs B
Ta0OpaTOPHBIX KypHaJaXx WM Ha pabodynx JmmcTax B ciydae HeoOxomumoctu. Ilpm
HEOOXOAMMOCTH MOXKHO HCIOJB30BaTh JOMOJMHUTENBPHOE OOOPYIOBAaHHE, KOTOPOE HYy>KHO

(bHuKCHPOBaTH COOTBETCTBYIOLINM O0pPa3OM.

5. BEJEHHUE JOKYMEHTAIINN
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Otyersl 000 BCEX QHATMTUYECKUX TMPOLEAYpax CIenyeT 3aluChbiBaTh B CHELHUAIbHBIX
1abopaTOPHBIX JKypHAJax MPOeKTa. B oTdere, BKIIFOYANOIIEM MOJTHYK HH(pOpMAIu 000 BCex
pe3yJibTaTax M MOCJEAYIOLIeH OLIeHKE M0 KPUTEPHUSIM MTPUEMIIEMOCTH, TOJUKHBI OBITh TPOBEPEHBI
MPAaBUJIBHOCTh 3AMMCH U BBIMUCIEHUN nepen noxader. Kpome toro, ecnu 3T0 BO3MOXKHO, TO BO
BCEX MCIBITAHUSIX, BKITIOYAO X 00pabOTKy JieKapCTBEHHOH (HOpMBI (TaKyIO KaK UCIOJIb30BAHUE
B IIMPUIE), CASAYET MONy4YaTh BUACO3AMHUCH M CTATUYECKUE M300pa’keHMsl U MPUOOLIATh UX K

OTYeTYy.
6. CIHOCOBbI AHAJIM3A

HexoTtopsle ciocoObl OLIEHKH OCHOBaHBI HA BU3YaJIbHOM HAaOJIOeHUN/(PU3HUYECKOI OLICHKE; ISt
Apyrux TpeOyercsi aHaJU3 KOJMYECTBA JIEKAPCTBEHHOrO BellecTBa. Mcmomb3yemble CrocoObI
aHaJM3a OCHOBaHbI Ha (papMakomelHbIX crocobax aHaimm3a AeKCTpoaMpeTaMuHa, Uil KOTOPBIX
ObLIa YCTaHOBJIEHA CEJIEKTUBHOCTD B €0 OTHOLICHUH U B JaJIbHEHIIIEM MOKET TPeOOBATHCSI JIMIIb
YaCcTUYHAs BaJMJALMSl HA MO3AHMX CTanusiX paspaboTku. B Tex ciydasx, Korma 3TO yKa3aHo,
croco0 MPUMEHSIOT (M MOTUGULMPYIOT IPU HEOOXOAMMOCTH) ISl ONIPENENICHHs CONEPKAHUS B
% aHAJIU3UPYEMOro BellecTBa WM Npoduiisi BbICBOOOKIEHHsS B % UIsl JeKcTpoamderaMuHa

cynbdaTta, eCu 3TO BO3SMOXKHO.

VYpoBeHb 3KCTpakuuu nekctpoamperamuna cynbdara onpenensitoT crnocobom  BDIKX,

ONMCAaHHBIM B fononHeHud I ana npoaykros npororunos IR-ADF.
7. IUIAH OHEHKHA

CriocoObl  MIPENATCTBHS  3JIOYNOTPEONIEHHIO,  BKJIFOYAKOLIEMY  (PH3UYECKYHO/XUMHUYECKYEO

o6pa60TKy, B IaHHOM IIPOTOKOJIE OUCHUBAIOT AJIA CICAYHOIIUX COCTABOB-IIPOTOTHUIIOB!

Mr/KamncyJia
KomnonenT
IporoTun 2
JlekcTpoamperamuHa 10
cyabdar
ITonokcamep 124 70
Gelucire 48/16 52,5
Kelcogel GCHA 52,5
Obonouka KarncyJibl 1 Kenarunonasi,
pasmep pasmep 3
OO0mmas HanoJTHsIeMasi Macca 185
(mr)*

* Koneunas nanonusemas macca O0NHCHA Obims NOOMBEPHCOeHA IKCNEPUMEHINATBHO
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10 mr Tabnerkn nexcrpoamperammna cynbhaTta Barr Takke DOKHBI ObITh H3YYEHBI B KAUECTBE

npernapaTa CpaBHEHHUS B paMKax TOMU K€ CTPATEeTrHH UCCIIEAOBAHMS (€CIU HEOOXOMMO).

HccnenoBanue ycToiiYMBOCTH K 3JI0yNOTPed/IeHHIO, BKJIIOYAIOLIIEeMY (PH3HUECKYIO H

XHMHYeCKYI0 00padoTKy

Bo Bcex mucnpItaHusgx UCIOJIB3YIOT LICJIbHBIC JICKAPCTBCHHBIC (I)OprI npoToTUIla 2. Pu3nyecKue
UCIIBITAHUA MPOBOAAT B ABYX MOBTOPHOCTSX, a4 BCC APYIrU€ HCIBITAHUA B TPEX IMOBTOPHOCTAX.
Ecau PE3YIbTAThI (I)I/ISI/ILIGCKI/IX HUCIIBITAHUI IIJIOXO BOCIIPOU3BOAATCs, TO CJIICAYET MPOBOAHUTH

TPETHC UCIIbITAHUC.

7.1 Hccaenoanue pusnyeckux 0apbepoB, NPensiTCTBYIOIMX 3JI0yNOTPedIeHHIO,

BKJIIOYAIOLIEMY ApP00JieHHe, Hape3aHHe HJIH H3MeJlbYeHue

Kaxxpnoe ucnbiTaHue B JaHHOM paszelie AODKHO BKJIIOUYATh NATH (5) HENbHBIX JIEKAPCTBEHHBIX
¢dopm. Crnenyer mpoBOIUTH UCTIBITAHHS IPOTOTHUIA 2, a TAKXKe Mpernapara cpaBHeHus. Cienyer
3anmIChIBATh JIFOObIE HAOMIOEHNS, TAaKUe KaK HEBO3MOXKHOCTh M3MEJIbYECHHUS] MaTepuaa Wil ero
NPOXOXKICHHS Yepe3 CUTO HM3-3a CXOJCTBA C BOCKOM WM Jpyrue (pU3NUeCKHe XapaKTePUCTUKH.

Ecim 5T0 BO3MOXHO, CIeAyeT BKJIF0UaTh BUIE03aINCH/ N300paskeHusl.
1) Bnusinure mpenBapuTeNbHON TEII0BOi 00padoTku

Cnoco6: IIpenBapuTeabHO HArPeBaOT JIEKAPCTBEHHBIE (POPMBI B Ie4H, ycTaHOBJIEHHOW Ha 105°C,
B TedyeHHe 24 4acoB. YIanstOT OOOJIOYKM CKaJbIEJeM HACTOJNbKO OBICTPO, HACKOJIBKO 3TO
BO3MOXKHO, 3aT€M Cpa3y MOCie yaaleHus: 000JI0YKH H3MEbYAOT B KOPEeMOIKe B TeUeHHE OTHOMN
MHHYTBIL. HSyLIaI-OT KariCyJibl IIOCJIE NU3MECJIBYCHUA B TCUHCHHE O)lHOI71 MHHYTBI U, €CJIU CUUTAKOT, UTO
pa3MeEp 4aCTHULl MOXKET OBITD AONOJIHUTEIBbHO MMOHUWKEH, IIPOAOJIKAOT U3MEJIbYaTh B KO(I)GMOJ'IKG
B TCEYCHUE TII€puoaa BPEMCHH BIUIOTb A0 5 MHHYT B LC€JIOM HW OTMEYAOT TOYHYHO

NPOJIOJIKUTEIBHOCTD B JIA0OPATOPHOM XKy pHAJIE.

OnpenensiroT pacrpeneneHe 4acTUll 110 pa3MepaM IJIsi COAEP>KUMOro 5 KarcyJ, BbICHIINAs €ro B
CIeAYIUIYIO npocenBarouyro yctaHoBky: 1000, 500, 250 u 106 MukpoH. MOXHO MONBITATHCA

AOMOJIHUTECIBbHO U3MEJIBbYUTD KPYITHBIC YaCTUILbI, PA3MHUHAs UX MaJibLIaMHU.

MexaHu4ecKu BCTPAXUBAKOT MPOCCUBAOIIYHO YCTAHOBKY B TCUCHUC 5 MUHYT U ONPCACIIANOT,

NpoOXoauT JIM MaTEpral 4HEPE3 CUTO. BzpemmBaroT MaTe€pHrall, l'IpOXOI[ﬂH.II/Iﬁ UEPE3 KaAXKA0€ CUTO.

OmnpenensroT pasgenenne ADL/BcioMoraTeIbHOTO BELIECTBA IPU HEOOXOAUMOCTH: HCCIEAYIOT

Marepral B KaKIOM CHUTE. BBMHUCIAIOT NPUMEPHYIO OOLIy0 Maccy KarCyjbl U YPOBEHb
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BoizieieHust ADOU B %, ecnu uyepe3 CUTO NPOLLIO AOCTATOYHOE KOJWYECTBO Marepuana Jyis

dHaJIu3a.

ITOBTOPSIIOT ONMHUCAHHBIA BBINIE SKCIIEPUMEHT, MPEIBAPUTEIBHO 00padarhiBasi JEKapCTBEHHbIE
(opMBI B MUKPOBOJIHOBOH neun Ha NoiHOH MomHocTH (700-800 BT) B Teuenue 4 MuHyT (ecnu
NPOJOJKUTEIBHOCTh HAXOXKIEHHs KaIrcCyJl B MUKPOBOJIHOBOH INEUH JOJDKHA ObITh OOJbINE WIIN

MeHbIIIe 4 MHHYT, TO €€ OTMEUAIOT B JJa0OPAaTOPHOM KypHAJE).
2) Bnustane ncnonb3oBaHus pa3aIndHONU JOMAIIHEN yTBAPU

Crioco0: 3aMopaXuBarOT JieKapCTBEHHBIE (POPMBI B OBITOBOM XOJIOAMIIBHUKE B Te€USHHE 24 4aCOB.
VYnansaoT 000NIOUKH CKaJbIIENeM HACTOJIBKO OBICTPO, HACKOJIBKO 3TO BO3MOXKHO, 3aTEM Cpasy
1OCJIe YAaJIeHUs1 000JIOUKH MPOTUPAIOT COEPKUMOE KaTICyJl uepe3 HeOObIIYIO0 OBITOBYIO TEPKY.
OmnpenensroT pacnpeaeneHne YacTUL 110 pa3MepaM I COIEP’KUMOro S Karcyll, BbICBINAs €ro B
CIEeNYIOLYIO MpocenBaroinyo ycraHoBky: 1000, 500, 250 u 106 MukpoH. MOXHO NOMBITATHCS

AOTIOJIHUTEJIbHO U3MEJIbYNUTD KPYITHBIC YaCTULIBI, pa3MHUHAas1 UX NaJIbIIaAMU.

MexaHn4ecku BCTPAXUBAIOT MPOCEUBANOINYH) YCTAHOBKY B TCUYCHUEC 5 MUHYT U OHNPECACIANOT,

MPOXOAUT JIK MaTCpUAJ UE€EPE3 CUTO. B3BemmuBaroT MaTepual, HpOXOI[SIU.[I/Iﬁ qe€pe3 Kaxxaoe CUTO.

OmnpenensroT pazpenenne APH/BcioMoraTenbHOrO BeecTBa IPU HEOOXOANMOCTH: HCCIEAYIOT
MaTtepuag B KaKIOM CHUTE. BBMHUCISIOT NPUMEpPHYI0 OOLIYH0 MacCcy KamcCyJjbl U YpPOBEHb
BoieneHust AOU B %, ecnu udepe3 CUTO MPOILIO AOCTATOYHOE KOJIMYECTBO MarepHana Jyis

dHaJIu3a.

HOBTOpﬂIOT OITHMCAHHBII BHIIIE SKCIIEPHUMEHT C UCITOJIb3OBAHUEM JIE3BUA CKAJIBIIC/IA AJIsI TOHKOT'O

Hape3aHus CONEPIKUMOTO KarcCyJl.
3) Uzmenbuenne B kopemorke (VBelIndeHne NpoaoLKUTEIbHOCTH H3MENTbYCHHS )

Crioco0: 3aMopakUBarOT JIEKaPCTBEHHBIE POPMBI B OBITOBOM XOJIOAMIIHUKE B TeYeHHE 24 4aCOB.
Ynansror 0O0NOYKH CKaJbIIENeM HACTOJIBKO OBICTPO, HACKOIBKO 3TO BO3MOXKHO, 3aTEM Cpasy
NOCJIe yIaJeHus1 O0OJIOYeK W3MENbYaoT B KOPEMOJKE B TeUeHHE MATH MHHYT. OmnpenensroT
pacrpesesneHre 4acTULl IO pa3Mepam Ui COAEP>KUMOro 5 KaIiCyJl, BBICHINAsl €10 B CIEAYIOLIYIO
npoceuBaroyro yctaHoBky: 1000, 500, 250 u 106 mukpoH. MOHO NONBITATHCS AOMOJHUTENBHO

HU3MECJIBYUTD KPYTIHBIC YaCTULIbL, pa3MUHAA UX MaJIbIITAMHA.

MexaHu4ecKu BCTPAXUBAKOT MPOCCUBAOINYHOD YCTAHOBKY B TCUCHUC 5 MUHYT U ONPCACIIANOT,

NpoOXoauT JIU MaTepral 4HEPE3 CUTO. BzpemmBaroT Marepual, HpOXOI[fIH.II/Iﬁ UEPE3 KaAXKA0E€ CUTO.
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Omnpenemnsiror paznenenue APH/BCIoMOraTeIbHOTO BELIECTBA MPU HEOOXOIUMOCTH: UCCIEAYIOT
Marepuag B KaKIOM CHUTE. BBMHUCISIOT NPUMEPHYIO OOILIy0 Maccy KarCyjibl U YpPOBEHb
BoiziesieHust ADOU B %, ecnu uyepe3 CUTO NPOLLIO AOCTATOYHOE KOJWYECTBO Marepuana Jis

aHaJIN3a.
4) BrnusiHue oxnaxaeHusi B CyXOM JIbIy

Crioco0: 3amopaskuBarOT JeKapCTBEHHbIE POPMBI B CYyXOM JIb1y B TeueHue 10 MunyT. OCTOpOKHO
yIOAJIAOT ODOJIOUKH CKaJIbIIeJIeM HACTONBKO OBICTPO, HACKOJIBKO 3TO BO3MOKHO, 3aT€M Cpasy
nocye yaajaeHuss o0OJNOueK U3MENbYaloT B KO(EMOJKe B T€YeHHE ONHOW MHUHYTBI, HOOaBIIss
JOCTaTOYHOE KOJIMYECTBO IPaHyJI CyXOro JibJa AJsl MOANEPKAHUSA COAEPKUMOrO B OXJIAXKIAEHHOM
coctosiHuU. OMpenensoT pachnpeneNeHre 4acTULl MO pasMepam Ul COAEPIKUMOro S5 Karcyll,
BBICHINIAS €70 B CJAEAYIOLIYIO MPOCEeUBaOIyr0 ycTaHoBKy: 1000, 500, 250 u 106 muxkpon. MoxxHo

MOMBITATHCA JOTOJIHUTEJIbHO U3MEJIBYNTD KPYITHBIC YaCTULIBI, pa3MHUHAas UX NaJbLaMU.

Mexanuuecku BCTPSIXMBAIOT MPOCEUBAIOIIYK) YCTAHOBKY B TE€YEHHE 5 MUHYT U ONPEAECISIOT,

MPOXOOUT JIK MaTCpUaJ UE€EPE3 CUTO. B3BemmuBaroT maTe€pual, l'IpOXO)IiIH.[I/Iﬁ q€pe3 Kaxxaoe CUTO.

OmnpenensroT paspenenne APH/BcroMoraTeIbHOTO BELIeCTBA PU HEOOXOANMOCTH: HCCIEAYIOT
Marepuar B KaXAOM CHUTE. BBMUCIAIOT mpuMepHYK OOIIyI0 MacCy KancCyjbl M YPOBEHb
BoieneHust A@U B %, ecnu uyepe3 CHUTO MPOLLIO JOCTATOYHOE KOJMYECTBO MaTepuaia JUls

aHAJIN3A.
5) Brnusinue oxnaxaeHus: U3MeIbYnTeNs]

Crnoco0: ITomMemmaroT 4acTh U3MENTbYUTENIS, B KOTOPOH pa3MEIIaroT KarCyJibl, B XOJOIUIbHUK HA
4ac. 3aMOpaKUBAIOT JIEKAPCTBEHHbIE (DOPMBI B XOJOAUIbHUKE B TeueHHe 24 4acoB. OCTOPOKHO
yIAJSIIOT OOOJIOUKM CKaJIbIIENIEM HACTOJBKO OBICTPO, HACKOJIBKO 3TO BO3MOXKHO, 3aT€M Cpasy
NoCJIe yAaJeHust 000JI0YeK U3MENbYal0T B KOPEMOJIKE B TEUEHHUE OIHOW MUHYTHI. ONpenenstor
pacmpeneneHue 4acTull IO pasMepaM JJisl COAEP>KUMOro S5 KarcCyJl, BbICHINAs €ro B CIEAYIOLIYIO
npoceuBaroyro yctaHoBky: 1000, 500, 250 u 106 mukpoH. MOKHO NONBITATHCS AOTMOJHUTENBHO

HU3MECJIBYUTD KPYIIHBIC YaCTULbL, pa3MUHAA UX MaJIbIIaMHA.

MexaHu4ecKu BCTPAXUBAKOT MPOCCUBAOINYHO YCTAHOBKY B TCUCHUC 5 MUHYT U ONPCACIIANOT,

NpoOXoauT JIU MaTEpral 4HEPE3 CUTO. BzpemmBaroT Marcpual, HpOXOI[?IH.II/Iﬁ HEPE3 KaXKA0€ CUTO.

OmnpenemnsiroT paznenenue APH/BCoMOraTeIbHOTO BEIIECTBA MPU HEOOXOIUMOCTH: UCCIEAYIOT
Marepral B KaKIOM CHUTE. BBMHUCIAIOT NPUMEPHYIO OOLIy0 Maccy KarCyjibl U YpPOBEHb
BoizienieHust ADOU B %, ecnu uyepe3 CUTO NPOLLIO AOCTATOYHOE KOJWYECTBO Marepuana Jyis

aHau3a.
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7.2 HccnenosBanue BO3MOKHOCTH HCNOJIb30BAHUSA B IINPHLIE
TosbKko AJ1s1 cCOCTaBa MPOTOTHIA 2 M MPeNnapaTa CPaBHEHUsI

1) B03MOXHOCTh MCHOJNB30BAaHUS B LINPHUIAX C UIJIAMU PAa3IMYHOrO KajauOpa mocne

noarotoBku B Bozae (Kaxaplit oOpaser mony4aroT B TPEX IMOBTOPHOCTSIX )

Crioco06: Paspymarot (OpMbI IECTUKOM B CTYTIKE MM HHBIM CIIOCOOOM CHIDKAIOT pa3Mep YacTHI]
B JIEKAPCTBEHHOW (opme, 3aTeM M3MeNb4daroT B 10 MJI BOABI MPU TeMIepaType OKpPY KaroLIe
Cpenbl B TEYEHHE 5 MUHYT WJIH OO MOJy4YE€HHUss TOMOIe€HHOro pacteopa. Mccienyror, cTaHOBUTCS
JIM CMECh TOCTATOYHO TeKyuel, 4ToObl OHa Moryia ObITh 0TOOpaHa B mmpull Jlyep-JIok uepes uriy
18 xamubOpa. OTBOmAT TUIyHXKEp MINpHIa Ha OTMeTKy 10 My, mojamepikuBas MaKCHMAJbHOE
JABJICHUE 10 TeX MOp, IIOKa BEChb PACTBOP, KOTOPBIN AOCTYIIEH AJIsI UCIIOJIb30BaHMs B LINPHULIE, HE
Oyner orobpan B wmmpuu. Ecnu monmparormeecs H3MEPEHHIO KOJMYECTBO oOpasuma oToOpaHo B
IIMPUL, U OH SIBJISIETCS JOCTATOYHO TEKYYHM, YTOOBI €0 MOXKHO OBIJIO BHITECHUTD uepe3 Uriy (s
WHBEKIIMN), TO 3aT€M BBOAAT COAEPIKUMOE IINPHULIA B MEPHYIO KOJOY MOAXOISIIEro pasmepa
pazbaBnsOT pasdaBUTENEM AT aHANW3a A0 COOTBETCTBYIOIIEH KOHIEHTpanuu. OLEeHHBAIOT

xonndectBo ADU, nocrynHoro ans unbekuuy, nyrem BOXKX.

TTOBTOPSIFOT ONMCAHHYIO BBIIE MPOLEAYPY, MBITasCh OTOOPATh JKUAKOCTb Yepe3 CHrapeTHBIN

¢bunbTp. st KaKA0T0 UCTONIb3yeMOro PHIIbTpa CIEAYET MOJydaTh CBEXKHUI oOpaserl.

[TOBTOPSIIOT ONMHUCAHHBIN BbIIIE SKCIIEPUMEHT C HCIOJIb30BAHHEM OoJiee Y3KHX UTJ ISl JIFOOBIX
00pa3LoB, KOTOPbIE MOTJIH OBITh OTOOPAHBI B MINPHILL Yepe3 uriy 18 kamudpa, ¢ NCroIb30BaHUEM

urn 20, 23 u 26 kanubpa, eciu BeieneHHoe komndectBo ADU npesbimaet 5%.

HOBTOp;II-OT HUCCIICNOBAHUE BO3MOXXHOCTH HMCIIOJIb3OBAHHSA B IOIPHULIE B BOJIE, HaneTOfI a0

90-95°C.

2) Bo03MOXHOCTE HCIIOJIB30BAHUS B mrpuae B BOAE C HUCIIOJBb30BAHUEM HECKOJBbKHX

KarcyJ

Crnoco6: Paszpymarot popMy meCTUKOM B CTYTKE HIIH UHBIM CIIOCOOOM CHIDKAIOT pa3Mep YacTHI]
B 3 JIeKapCTBEHHBIX (popMax, 3aTeM u3MeNnbyaroT B 10 MIJT BOIBI PU TEMIIEPATypPe OKPYIKAOMIeH
cpenbl B TeUeHHE 5 MUHYT WJIM A0 MOJy4eHHs] TOMOreHHOro pactsopa. MccneayroT, CTaHOBUTCS
JIM CMECh TOCTATOYHO TeKy4eH, 4ToObl OHa Moriia ObITh 0TOOpaHa B mmpul Jlyep-JIok uepes uriy
18 xammbOpa. OTBOmAT TUIyHXKEp MINpHIa Ha OTMETKYy 10 My, momaepkuBas MaKCHMAJIbHOE
JlaBJIEHHUE A0 TeX IOp, OKa BECh PaCTBOP, KOTOPbII HOCTYIIEH /JIl HCIIOJIb30BaHUs B IINPULIE, HE
Oyzer otoOpan B mmpuil. Eciu monmaromieecs U3MEPEHUIO0 KOJIHMYECTBO oOpasiia OoToOpaHO B

LIMTPUL, XU OH ABJIACTCA JOCTATOUYHO TCKYUUM, 4TOOBI €0 MOKHO OBLIIO BLITECHHUTD Hepes3 Urily (I[.]'[SI
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UHBEKIIH), TO 3aT€M BBOIST COACPXKUMOE IITPULIA B MEPHYIO KOJIOY MOAXOASIIErO pasMepa u
pa30aBisIFOT paszdaBUTENEM U aHANIM3a O COOTBETCTBYIOIEH KOHHIEHTpauuu. OLEHHBAIOT

xonuuecTBo APU, noctynHoro st UHbeKUUHU, myreM BOXKX.
IToBTOpPSIOT SKCIIEPUMEHT B BOAE, HarpeToi 1o 90-95°C.

3) Bo03MOXHOCTb HCIIOJIb30BAHUS B mmnpuae B BOAC MOCJIC MHTCHCUBHOTO U3MEJIbUCHUA

JIEKapCTBEHHBIX HOpM

Crnioco6: Paszpymiarotr popMy MeCTUKOM B CTYTKE HIIM UHBIM CIIOCOOOM CHIDKAIOT pa3Mep YacTHI]
B 1 nexapcTBeHHOM dopMme, 3aTeM U3MeNbUaroT B 10 MJI BOZBI IIPH TEMIIEPAType OKPY Karomei
cpensl B TedeHne 30 MUHYT, poTOrpadupyroT CMECh Kaxk/ible S MUHYT U3MenbueHus. Mccnenyior,
CTaHOBHTCS JIU CMECh JOCTATOYHO TeKy4el, 4ToObl OHa Morjia ObITh OTOOpaHa B mmpul Jlyep-
Jlok uepe3 urnmy 26 xamuOpa. OTBOAST IUIyHXKep IUNpuua Ha oTMerky 10 mui, mommep:kuBas
MaKCHUMAaJIbHOE JaBJIEeHHE 10 TeX MOp, IOKA BECh PACTBOP, KOTOPBIN JOCTYIEH Il HCIIOIb30BAHUS
B mmpuie, He Oyzxer oroOpan B mmnpul. Ecnu nopnaromeecs H3MepeHHI0 KOJIUYECTBO o0pasna
O0TOOpaHO B IUMPHL, W OH SIBJISETCS AOCTATOYHO TEKYYHM, YTOOBI €r0 MOXKHO ObUIO BBITECHUTb
yepes WMy (A7 MHBEKLHMH), TO 3aT€M BBOIST CONEPXKMMOE IINPHLA B MEpPHYIO KOJOy
NOAXOASALIEr0 pasMepa W paz0aBIAIOT pa3zdaBuUTENeM JUI1 aHalIM3a 10 COOTBETCTBYIOLIEH

koHUeHTpauuu. OuenuBaroT konmmuecto ADPU, noctynHoro ans uabekiuu, myreM BOXKX.
7.3 Hccnenosanue 310ynorpediieHusi, BKIYAKIIEr0 XUMHYECKYI0 IKCTPAKLIHIO
Toabko aJis1 cocTaBa NPOTOTHIA 2 U MPeNapaTa CpaBHEHUS

1) Okcrpakuusi B HeOombmmx obbemax 40% staHona u 95% sTaHONA B YCIOBUSIX

okpy:xatoteit cpenbl (Kasxapiii oOpaser mojay4arT B TPEX MOBTOPHOCTSIX ).

Crnoco6: Paszpymarot popMy MeCTUKOM B CTYTIKE HITH UHBIM CIIOCOOOM CHIDKAIOT pa3Mep YacTHI]
B J103€, 3aTeM u3Menb4aroT B 5 mu 40% 3TaHONa B TeUeHHE 5 MUHYT UJIHM O TOMOI€HHOCTH.
[TepeHOCAT MONYyYEHHYO CYCIIEH3UIO B MOAXOASAIIYIO CHUHTWUIILIHOHHYIO TPOOHPKY, 3aKPbIBAIOT
Parafilm u BCTpSXMBAIOT Ha BOASHOW OaHe MpH TeMIEepaType OKPYIKAIOIel Cpenbl, OTONPAIOT
obpasiel uepe3 60 MunyT. UIBTPYIOT 0Opasen uepe3 0,45 MkM GUIBTP B KOJOY U pa30aBisIFOT
IO COOTBETCTBYIOINEH KOHLEHTPALMHU CTAHIAPTHBIM JJIsI AAHHOTO CHoco0a HCCIeIOBaHHEM

pazbaButenemM. KonmnuecTBeHHO onleHHBarOT KoHLEeHTpamio AP myrem BOXKX.

MO3KHO MPOBOAMTDH MPOMEXKYTOUHYIO CTaaWI0 (pUIbTpOBaHUS yepe3 (PHIIbTPOBAIBbHYIO Oymary
Whatman (manpumep, knacca 4), ecnu 0,45 MM ¢unbTps! 3abuBarotcs. B 3ToM cityuae Bo BpeMms
(UIbTPOBaHMS OTKPBITBIE BOPOHKH U COCYIbI ClienyeT 3akpbiBaTth Parafilm s MuHMMM3anmn

UCIIAPEHUs, CIEeNyeT NOJdy4aTh CTAaHAAPT U1 UCCIEAOBAHNS UCIIAPEHUs, MTOJyHYE€HHBIM COIIACHO
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crioco0y, HO OTQUIBTPOBaHHBIN yepe3 Whatman, B JOTOTHEHHE K UCCIIEAYEMOMY CTaHIAPTY HITH

U3 YaCTH UCCIIEAYEMOTO CTaHaapTa.

IToBTOpSIOT ONMMCAaHHBIH BBILIE SKCIIEPUMEHT C UCIOJb30BaHUEM 95% 3TaHOA.

7.4 HccnegoBanue 3xcTpakuum B ckunuaape u/mau 0,2% ouxapooHaTe HATpHUS
Toabko aJis1 cocTaBa NPOTOTHIA 2 M PeNapaTa CpaBHEHHs

Crnioco6: Paspymaror popMy MECTUKOM B CTYTKE HIIM UHBIM CIIOCOOOM CHIDKAIOT pa3Mep YacTHI]
B J7103€, 3aTeéM u3Menb4yaroT B 10 M pacTBOpe CKuUNuAapa B TEYEHHE S5 MHUHYT WU A0
roMoreHHoCcTH. PuIbTpyrOT oOpazer; uepe3 0,45 MKM HEWUJIOHOBBIH (QUIBTP B KPYIJIOAOHHYIO
kos0y. BelmapuBaroT ckunugap nyTeM rnepeHoca KpyrioJOHHON KOOI, conepskalnell pacTBop, B

n1a00paTOPHBIN CTaKaH, 3aIIOJIHEHHBIN BOAOH, pPa3MeIEeHHBIH Ha TUIUTKE.
HabmonaroT, onuceBaroT 1 GOTOrpadupyrOT MONYYEHHYIO CMECh.

Ecmu IMOoJy4Y€HHass CMECh IO KOHCUCTCHLUM IIOXOXKa Ha MNOPOLIOK, TO IMPOBOAAT OLECHKY

UHCY QL.

TTOBTOPSIFOT SKCIIEPUMEHT, SKCTparupys jekapcrseHHble Gopmel B 0,2% pactBope OukapOoHaTa

HaTpUsL.
MNPUJIOKEHUE D

JlomoJIHeHH e K MPOTOKOJIY AJIsl OL€HKH BO3MOKHOCTH KyPeHHsI COCTABOB
aekcTpoaMm@peramuHa cyab(paTa ¢ HeMeAJIeHHBIM BbICBOOOKAEHHEM, MPENTCTBYHIIHX

3J10ynoTpedIeHUI0
1. BBEJEHHUE

JIaHHBIA TIPOTOKON pa3paboTaH Ui OIEHKH (PU3NYECKHX OapbepoB B MPOTOTUIE 2,
NPETSTCTBYIOIUX 3JIOYIOTPEONIEHUIO, BKIIFOYAKOLIEMy KypeHue. Pe3ynbraThl 3TOW OLEHKH
JOJDKHBI TIO3BOJIMTH BBIOpATh BEAYINMH TPOTOTHII C HAWIYYIIUMH XapaKTEPUCTHKAMU IS

nanbHelel paspadorku koHeunoro ADF-IR n.-amd.
2. 3AJIAUN

O1neHka OTHOCUTENBHON JTOCTYMHOCTH OOpabOTKH/37M0ynoTpedaeHns, BKIIOYAIEMY KypeHHUe,
s HoBbIX mportotunoB 10 mr kamcyn IR m.-am¢. ¢ JKHIKMM HAmOJHUTENEM M CPaBHEHHUE C

POACTBEHHBIM MPOIYKTOM CpaBHEHHUs (TIPH HEOOXOAMMOCTH ).
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Cnenyer ormeruth, uto FDA He u3gaBano crneuuajbHble PEryJUpPYIOLINE MHCTPYKLMM IS
HEOIHMATHBIX JICKAPCTBEHHBIX CPEACTB, M, TAKUM O0pa30M, HCIIBITAHUS, BKJIIOYEHHBIE B TAHHOE
IOTMOJHEHNe K TPOTOKONy, ObutM B3ATBl M3 pykoBonctBa FDA s ommonnmo ¢
COOTBETCTBYIOLIMMH H3MEHEHUsIMU (CM.: pykoBoucTBo FDA: ommomnel, mpensiTCTBYROINE
3J0ynOTpeONeHNI0 — OLleHKa U Kiaccudukanys, anpenb, 2015). Taxke cM. U3gaHHOE B MapTe
2016 roga pykoBoactBo FDA «OO0mue npuHOMITEI OLEHKH MPEMSTCTBUS 3JI0YNOTPEOIeHUIO
TBEPAbIMHU MEPOPAIBLHBIMA HEMATEHTOBAHHBIMU ONMUOUAHBIMU JIEKAPCTBEHHBIMU MPOAYKTaAMU»,

U3 KOTOPOTO OBLIH B3SIThI COOTBETCTBYIOIIUE 3JIEMEHTHI U IIOAXOJIBL.
3. MATEPHAJIBIL

Bce ncnonpzyemble MaTepuaibl JOLKHBI ObITh OTMEUEHB! B JJAOOPATOPHOM JKypHAJlEe U YKa3aHbI
COBMECTHO C pe3yJibTaTaMH B UTOTOBOM OTHeTe. 3anucaHHas HH(OpMALMs JODKHA BKIIOYATh
Ha3BaHUE MaTepuasa, IOCTABLIMKA, WCTOYHHUK, HOMEp NapTUH, CPOK TOJHOCTH U HOMEp

TIOJIy4€HHOTO MCXOJIHOTO MaTepHana, Ipu HeOOXOTMMOCTH.
4. OBOPY/IOBAHHUE

e JlaGoparopHast mocyna kiacca A.

¢ AHAJIUTHYECKHE BEChI C TOYHOCTHIO 10 5/0 3HaKa.
e BrrmspkHOM mikad.

e PaznuuHbie QUIBTPHL.

o [Ilecuanas OaHs.

e Konbonarpesareb.

e KanuOpoBaHHBIN TEpMOMETP.

e Oxnaxnaroiee yCTpOHCTBO.

Ananmurudeckoe 000pyAOBaHHE OJDKHO OBITH NMOATOTOBIIEHO, OTKAINOPOBAHO U CONEPKATHCS
nepes UCMOMb30BAaHUEM COTJIACHO HOPMATHUBHOM TOKYMeHTauuu jtadoparopun. Madopmanus 0o
UCTIONIb3YEMOM ~ O0OpYAOBaHUHM  (BKJOYAst MPOHM3BONUTENS M MOJENb) OTMEYaercs B
Ta0OpaTOPHBIX KypHaJaXx WM Ha pabodmx JmmcTax B ciydae HeoOxomumoctH. Ilpm
HEOOXOAMMOCTH MOXKHO HCHOJB30BaTh JOMOJMHUTENBPHOE OOOPYIOBAaHHE, KOTOPOE HYy>KHO

(HuKCHPOBaTH COOTBETCTBYIOLINM O0pPa3OM.

5. BEJEHHUE JTOKYMEHTAIIAN
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Otuersl 000 BCEX AaHATUTHYECKUX TMPOLEAYPAX CIEAYET 3alUChIBaTh B CIIELUAIBHBIX
1abopaTOPHBIX JKypHAJax MPOeKTa. B oTdere, BKIIFOYANOIIEM MOJTHYK HH(pOpMAIu 000 BCex
pe3yJibTaTax M MOCJEAYIOLIeH OLIeHKE M0 KPUTEPHUSIM MTPUEMIIEMOCTH, TOJUKHBI OBITh TPOBEPEHBI
MPAaBUJIBHOCTh 3AMMCH U BBIMUCIEHUN nepen noxader. Kpome toro, ecnu 3T0 BO3MOXKHO, TO BO
BCEX MCIBITAHUSX, BKJIIOYAKOMIMX OOpaOOTKy JIeKapCTBEHHOH (DOPMBI, CleAyeT MOojiydaTb

BU/ICO3AIMCH M CTATHUYECKHE N300pakeHUs M MPpUOOIIATh UX K OTUETY.
6. CIHOCOBbI AHAJIM3A

Hexkotopslie criocoOb! OIIEHKH OCHOBAHBI HA BU3YaJIbHOM HaOM0 e HUH/(PU3UECKON OLIEHKE; IS
apyrux TpeOyercs aHajiu3 KOJMYECTBAa JIEKAPCTBEHHOIO BellecTBa. MCronbp3yeMble CrOCOOBI
aHaJM3a OCHOBaHBI Ha (papmakomneiHbIX crocofax aHanus3a nekcTtpoamderaMuHa, Al KOTOPbIX
Obl1a yCTAHOBJIEHA CEJIEKTUBHOCTh B €0 OTHOIIEHUH U B aJIbHEHIIEM MOXKET TpeOOBaThCS JIMIIb
YaCTHYHAs BAJIMIALMS HA MO3JHUX CTaausx paspaborku. B Tex ciydasx, korma 3To yKas3aHo,
crnoco0 MPUMEHSIOT (M MOTU(PHUIUPYIOT TIPU HEOOXOAUMOCTH) JUIsl ONPENEIEeHHs COAEPKaHUs B

% nekctpoamdperamuHa cyybdaTa, eCiii 3TO BO3MOXKHO.

VYpoBeHb 3KCTpakuuu nekctpoamperamuna cynbdara omnpenensitoT crnocobom  BDIKX,
omnucaHHbIM B ononHenuu I, nis npororuna IR-ADF u akTyanpHbIM cIocOO0M HCCIEIOBAHUS
tabnerok coriacHo USP nns mpemapara cpaBHenusi, 10 mr tabnetok nexctpoamderamuHa

cyabata Barr.
7. IILTAH OIIEHKHA

CriocoObl  MPENATCTBHS  3JIOYMOTPEONIEHHIO,  BKJIFOYAKOLIEMY  (PH3UUECKYH0/XUMHUYECKYEO

00paboTKy, B JAHHOM MPOTOKOJIE OLIEHUBAIOT ISl CIIEAYIOIIErO COCTaBA-IPOTOTHUIIA!

Mr/KamncyJja
KomnoneHT
IporoTun 2
JlekcTpoampeTamuHa 10
cyibdar
ITonokcamep 124 70
Gelucire 48/16 52,5
Kelcogel GCHA 52,5
O0bomnouka KarcyJyibl 1 pa3Mep YKenatuHoBas,
pasmep 3
O01as HanoHsieMast Macca 185
(mr)*

* Koneunas nanonusemas macca O0N#CHA O6bims NOOMBEPAHCOeHA IKCNEPUMEHMATBHO
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10 mr Tabnerkn nexcrpoamperammna cynbhaTta Barr Takke DOKHBI ObITh H3YYEHBI B KAUECTBE

rpernapara CpaBHEHHUsI B pAMKaX TOU K€ CTPATETUH UCCIIEIOBAHUS.

HccnegoBanne ycToiiuMBOCTH K 3JI0yNoTpedJIeHHI0, BKJIWYaKmeMy (u3HIecKylo

o0padoTky

Bo Bcex ucmbITaHMSAX HUCTHONB3YIOT TpHU (3) HeNbHBbIE JeKapcTBeHHblE (opMbl. McmbiTaHus
MPOBOJAT B ABYX MOBTOPHOCTsX. Eciu pe3ynbraTel MCHBITAHUN IUIOXO BOCHPOU3BOIATCS, TO

CICAYET IPOBOAUTDL TPETHE UCIIBITAHUEC.

7.1 HccnegoBanue 6apbepos, NpensiTCTBYOIIHMX BO3MOKHOCTH KypeHHs (A5l
onpeaeseHusi, BO3MOKHO JIH 3J10ynoTpebaeHue Ta0JeTKAMH H KancyJaMu

AexcTpoaM(eTaMHHA, BKIKYAKOIIEe KypeHHe)

IIpouecc «KypeHHs» JEKapCTBEHHOI'O CPEICTBA BKJIIOYAET HCIIOJNb30BAHHE HCTOYHHUKA TeEIUIa,
JOCTaTOYHOTO JUIsl JIOKAJbHOIO HCIAPEHUs YaCTH JIEKAPCTBEHHOI'O CPEACTBA IOCPENCTBOM
cyOnaMManyy, B pe3ysbTaTe 4ero IMOJy4eHHbIe Mapbl MOKHO BAbIXaTh. OOIIenpuHATHIA criocod
UCCJIEOBAHMS ATOTO MYTH 3JI0YIOTPEOICHUsI OTCYTCTBYET, IIO3TOMY JUIsA JJAOOPATOPHOH OLIEHKH
€ro OCyLIeCTBUMOCTU ObLI pa3paboTaH CIEeAyIOIHH 3KCIIEPUMEHT, B KOTOPOM IOTEHIHAIBHO

neryunii APU ynaBnuBaiu B 3aKpbITOM COCYIE.

Conepxxumoe  COCya-KOJJIGKTOpa M HCXOJHOTO HArpeBaeMoro Cocyia MOXKeT ObITh
MPOAHAJTU3UPOBAHO JJII OLEHKU KoJnuecTBa coaepskamerocs ADU, a taxke st onpeaeaeHus
BO3MOXKHOTO pas3noxkenus (paspymenus) AOU. brua BeiOpana Temneparypa 233°C, Tak Kak OHa

COOTBETCTBYET TEMIIEpaType BO3ropanusi Oymaru.

JUJIl UCTIBITAHUST MCTIOJIb30BATN TPHU LIEJIbHBIC JIEKAPCTBEHHbIE (POPMBI KaK MPOAYKTA CPABHEHHS,
TaK ¥ COCTaBa MPOTOTHMNA 2. 3aMHChIBAIN JFOObIE HAOMIOAEHHUSI BO BPEMsI KaJKIAOTO MCIIBITAHUS.

Ecnu 370 BO3MOXKHO, ClIeAyeT BKJIOYaTh BUIEO3AIMNCH/M300paKeHHUS.
Baprepsl, MpensaTCTBYOLIIE BO3SMOXKHOCTH KypeHus: (OOpa3Lbl MOTy4aroT B IBYX MOBTOPHOCTSIX ):

IIpororun 2:-

BCKpBIBatOT TpU LeNIbHBIE JIEKAPCTBEHHBIE (POPMBI MPOTOTHIIA 2 CKaJbleNeM U JOOaBISIIOT B
50 ma kpyronorHyo kos0y. [TomemaroT konly B necyanyro OaHIO, COEIMHEHHYIO C arnapaToMm,

KaK Mmokas3aHo Ha ¢ur. 1.

IIpenapart cpaBHEHUS : -
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ITomemmaroT Tpu LeTbHBIE JIEKAPCTBEHHBIE (POPMBI Ipenapara CpaBHEHUS B SO MJT KPYTIIOAOHHYIO
konOy. ITomemarot kondy B mecyaHyro OaHIO, COSAMHEHHYIO C almapaToM, Kak MoKa3aHo Ha ¢ur.

1.

O6H.Ia$I IPOIENYPa JUISL IPOTOTHIIA 2 M IIpenapaTa CpaBHEHUS -

HarpeBator necuanyro 6anro no 233°C u BbimepkuBaroT B TeueHne 15 munyt. Habmonmaror
JeKapCTBeHHbIE (POPMBI B T€YEHHE 3THX 15 MHHYT M nojiydaroT GoTtorpaduu wim BUAEO3AINNCH,

€CJIK 5TO BO3MOKHO.

IIpororun 2:-

Hobasmsror 30 mu pa3daBuTens B UCXOAHYIO KOJIOY, COAEPIKALIYIO KAarCyJibl, U UHTEHCHUBHO
nepememnBaoT. [Ipu HeoOxomumocTH 00padaThIBAIOT YIIBTPA3BYKOM JUIs JIYYLIErO PaCTBOPEHUS
oOpasua. PuIbTPYIOT AJMKBOTY MOJY4YEHHOro pacteopa uepe3 0,45 MKM HEHJIOHOBBIN (PUIBTD,
oTOpAachIBAIOT MepBbIE 2 MJI, 3aTeM OTOMPAIOT MUMETKONW 1 MII mosydeHHoro ¢uibrpara B 10 M

MEpHYIO KOOy 1 pa30aBIsitOT 10 HYKHOTO o0beMa pazOaBuTeIeM.

H3zyuaror 25 M1 KpYIJIOAOHHYIO KOJOY-KOJUIEKTOp Ha Hanmuuue cybmimupoBanHoro APH noce
ucrapeHuss W KoHzaeHcauuu. Eciom 3amedaroT kakoW-imbo OCTaToK, TO B KOJOy HOOaBISIOT
COOTBETCTBYIOIlEE KOJHMYECTBO pa3OaBHUTENsl Ul WCCIeNOBaHUS (Hampumep, 2-5 M) u

HHTCHCUBHO IICPEMECIINBAIOT.

TIpenapart cpaBHEHUS : -

HobGassiror 30 My pa3baBuTeNss B UCXOIOHYK KOJIOy, comep:kainyr TaOJieTKH mpernapara
CpaBHEHUsI, U HHTEHCUBHO MepeMerinBaroT. [Ipu HeoOxoauMocTu 00padaThIBAIOT YIIbTPa3BYKOM
IUIsl JIy4IIero pacTBOpeHus oOpasua. DPUIBTPYIOT AJMKBOTY TMOJYYEHHOTO pacTBopa dHepes
0,45 MKM HEHWJIOHOBBIH (QHIIBTP, OTOPACHIBAIOT MEPBbIE 2 MJI, 3aT€M OTOMPAIOT MUIMETKOW 2 M
nojydeHHoro ¢uibtpata B 10 Mi MepHy KomOy u pasz0aBisOT O HYXKHOrO oObema

pazbaBurenem.

HzyyaroT 25 M1 KpYIIIOAOHHYIO KOJIOY-KOJUIEKTOp Ha Hammuue cydmumupoBanHoro A®U mocne
UCTIApeHHs] W KOHAeHcauuu. Eciu 3amMeyaroT KakoW-1uOO OCTAaTOK, TO B KOJOY MOOaBISIOT
COOTBETCTBYIOIEEe KOJIMYECTBO paz0aBUTENs Ui HCCIenoBaHus (Hampumep, 2-5 M) H

HWHTCHCUBHO NNEPEMCIINBAIOT.

AHaIM3UPYIOT KAl pactBop myTeM BOXX nmms KOMMYECTBEHHOW OLIEHKH COIEpIKAHUS

nekcTpoaMdpeTaMuHa.

CIIOCOBb AHAJIM3A ENCAP
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23.
231

232

2.4

Ycaosust pacTBOpeHHst

Amnmnapar A5 paCTBOPEHUs

Amnmnapar A5 paCTBOPEHHUs

Tun ¢punbTpa

Tun cpenbl

Obmwem cpensl

Bpewmst orbopa oOpas3uos
O6bem o0Opa3LoB
Temneparypa cocyna
CxopocTb morpyxeHust
Pasmep cuta

Yenosus BOXX
Kononka

Pacxon

O6beM npoOsI
Temneparypa KOJOHKHU
JlnHa BOJTHBI
JNETeKTUPOBAHUS
IMonewxHas daza

Iuxn

Oxunaemoe Rt

IHonyyeHnue peareHToB

Amnmnapar USP III

40/35 MM QUIBTP B U3MEPUTEITHHOM
30HAE

0,01M HCI

250 mn

5,10, 15, 20, 30 u 45 MunyT

2 M1 (¢pUIbTp HE 3aMEHSIOT)

37°C +0,5°C

30 morpy»keHuil B MUHYTY

840 mukpoH

Gemini C18 5 mxm 110A 150 mm x 4,6 MM
1,5 mn/mun

20 MK

50°C

210 M

100% noxBmkHas (a3a COrJIacHO pasaeny
242

10 mun

4.6 MmuH

3HaueHHst MACChI U 00bEMA MPUBCACHBI UCKITFOUUTEJIbHO OJIA O3HAKOMIIEHUA U MOT'YyT OBITh
MOI[I/I(I)I/ILII/IpOBaHbI Ipu yCJIOBUHU, UYTO KOHEYHAA pa60qasi KOHLOCHTpaUUsd U OTHOLICHUSA
KOMIIOHCHTOB OCTAarOTCsA HEM3MCHHBIMU.

2.4.1 Cpena nns pacteopenusi: 0,01M HCl

0,1M HCI, nonyueHHas myTeM pacTBOPEHHUS 8,5 MJI XJIOPOBOJOPOAHON KUCIOTHI B 800 MII
Bonbl UHQ), TImaTeibHOro nepeMeImnBaHus U MOCISAYIOMEro JOBEIEHHSI IO HYKHOrO o0beMa
B 1000 M1 MepHO¥ KoJOE.

Jns monydenust 1 mutpa 0,01M HCI pactopsitor 100 mut 0,1M HCI 8 900 Myt Boget UHQ u
TLIATEJBHO MEPEMEIINBAIOT.

2.4.2 IHonyyenne noasuKHOM (pa3bl
Jlns monydeHust 1 TuTpa NOABMKHOM (asbl:
e Pactopsiror 1,1 r 1-rentancynbponara Hatpust B 575 mi Boasl UHQ.
e JloGaBnstroT 25 M pa3baBIeHHOM JIEASTHON YKCYCHOM KUCITOTHI (14 Mt
ykcycHol kuciotel B 100 mu Boger UHQ).
e JloGaBmstoT 400 M1 MeTaHOIA.
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e smepsroT pH nonyuennoro pacrsopa. IIpuemnem pH 3,3 = 0,1. Ecian
3TO Tpedyercs, peryupyroT pH cOOTBETCTBYIOMM 00pa3oM, 100aBJIss
IO KaIUTAM JIESTHYIO YKCYCHYIO KHUCIIOTY.

2.5 IMosnyuenune craHAapTHOrO pacTBOpa (MOJYYAIOT B ABYX IOBTOPHOCTSIX)
ITpumeuanue: 3HaueHUsI MacChl U 00bEMa MPUBEAECHBI UCKIFOUUTENBHO Il O3HAKOMIICHHUS U
MOTYT ObITh MOJU(UIIMPOBAHBI IIPU YCIOBUH, YTO KOHEYHAs padoyasi KOHLEHTPALHST OCTAETCSI
HEU3MEHHOM.
TounHo B3BemmBaOT 8 Mr nekcrpoamdperamuna cyibdara B 200 Mt MepHOH KosOe.
HobasnstoT 150 Mt cpeasl 11t pacTBOPEHUs! M 00palaThIBAIOT YIIbTPAa3BYKOM B TedeHue 10
MUHYT 1Uis pacTBopeHus. ITocne oxnakaeHus pa30aBisitoT 10 HYKHOTO oObeMa cpenon s
pactBopenust. [Tonydarot pabounii cTaHIapTHBIN pacTBOp AeKcTpoaMperaMuHa Cybdara.
Hcnonp3yemble A1t CpaBHEHMsI CTAaHIAPTHBIE PACTBOPBI CTAOMIIBHBI B TeUeHHE 4
JHEU B YCIIOBUSIX OKPY KAKOLIEH CPEabl WU IIPU 3aMOPO3KE B IPO3PAaYHON
CTEKJISIHHOM IOCy i€,

2.6 Cnoco0 pacTBopenus

B3BemmBaroT KAKAYIO KaICyJy Mepe aHAJIN30M UCKIFOUUTENbHO U1 HHOPMAaLIUH.
ITepenusarot 250 M1 cpenbl Ajsl pACTBOPEHUS B KAXKABINA COCY U OCTABJISIOT AJIs
ycraHoBJeHus paBHoBecus pu 37°C + 0,5°C.

ITomernaroT OHy KarcyJly BO BHYTPEHHIO MpoOupKy it oOpasia nepen NpuKkperuieHueM ee
K iepsKaTento o0pasla U OMyCKaroT B COCYA.

VY aansaroT no 2 Mi B KaKIblil MOMEHT BpeMeHu: uepes 5, 10, 15, 20, 30 u 45 munyT, yepes
KaHIOJIIO, MPUCOSTUHEHHYIO K H3MEepPUTEIbHOMY 30HIY ¢ 40/35 MKkM QuasTpoM.

[TepenocsaT oT¢UIBTPOBAHHBIN pacTBOp oOpasua B mpodbupky BOIKX nns ananusa.

2.7 Cnoco0 B2KX
IMponyckaroT NOABIKHYIO (ha3y yepe3 CHCTEMY 10 YCTAHOBJIEHUSI PABHOBECHUS U

MOJIYy4YCHUSA YCTOﬁqHBOFO HNCXOOHOT'O YPOBHA.

2.7.1 TOUHOCTb CUCTEMBI

Boruncnsitor otHOCUTENBHOE cTaHnapTHoe oTkiioHeHue (OCO) cpennel muomanu
nvka nexctpoamperamuna cyibdara s mectu npod crargapra 1. OCO nomkeH
COCTaBIIATh He Oonee 2%.

271 Bepudukauus crannapros

ITpoBepsitoT (haKkTOPBI OTKJIMKA CPEAHEH TUIOLIAAN IHKA Ui ABYX Mpod cTaHmapra 2
OTHOCHTENIbHO (PaKTOPOB OTKJIMKA ABYX MOCIenHUX mpod cranmapra 1. s
BepU(UKALUH PE3YIbTAT AJIS CTAaHAAPTA 2 NOJDKEH COCTaBisATh 98 — 102% ot
crannapra 1.

273 Bocnpou3sBoanMocTh BO BpeMsl LIMKJIa

Beruncnsitor oTHOCHTENBHOE cTaHnapTHOe oTkioHeHue (%o OCO) momanayn nuka
JUTSL KQXKAOTO U3 PAMOYHBIX CTaHAapTOB BO BpeMs nukjiaa. OCO goymkeH COCTaBIATh
He Oonee 2%.
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274 CnennduyHOCTh

B nycThix mpodax mepekpriTHE C MUKOM B MOJIOKEHUH, COOTBETCTBYIOLIEM BPEMEHU
yAEPKUBAHUS, TOJDKHO COCTABJATE 1,0% Ui MeHee oT cpeaHel TUIoLaan muka
CTaHAAPTa, UCIIONIB3YEMOTO AJIs1 CPABHEHHSL.

275 TunoBas mocyieoBaTeIbHOCTL BBOAA MPOO
Ilycroii onbIT (x2)  IloaTBep:KOArOT OTCYTCTBHE MEPEKPBITUS
Cranpapr 1 (x6)  BBPMHUCIAIOT TOYHOCTU CUCTEMBI
Cranpapr 2 (x1)  Bepudunupyrot cranmapt
Obpazen la (x1)  Opnun pactBOp oOpasua, oxHa mpoda
Obpaszen 1b (x1)  Opnun pactBop obpasua, ogHa mpoda
Obpaszern Ic (x1)  Opnun pactBOp oOpasua, ogHa mpoda
Obpaszen 1d (x1)  Opnun pactBop 0Opasua, ogHa mpoda
Obpaszer le (x1)  Opnun pactBop obOpa3siia, onHa mpoda
Obpazen 1f (x1)  Opnun pactBop oOpa3siia, onHa mpoda
Cranpapr 2 (x1)  PasgensiroT aHaM3 mecTd 0Opas3LoB

aHAJIM3aMHU CTAHJAPTOB
Oobpazern 2a (x1)  Opun pactBop obpasiia, onHa mpoda
Obpazen 2b (x1)  Opnun pactBop oOpasiia, onHa mpoda
Obpazen 2¢ (x1)  Opnun pactBop obpasiia, onHa mpoda
Obpazen 2d (x1)  Opnun pactBop obOpa3sia, onHa mpoda
Obpazen 2e (x1)  Opun pactBop obpasia, onHa mpoda
Obpazen 2f (x1)  Onun pactBOp 0Opasua, ogHa mpoda
Cranmapr 2 (x1)  Pa3gensoT aHAJIM3 MIECTH OOPA3IOB
aHaJIM3aMH CTaHIapTOB

Obpasen 3a (x1)  OnuH pactBOp 0Opasua, oxHa mpoda
UT.A.

2.8 Bbruucaenust

OnpenessiroT BRICBOOOXKAEHHE B % KaKIOrO MPOAYKTa OTHOCUTEIHHO CTAaHIAPTHOTO
MaTepuaja Mpu MOMOIIH CIEIYIOIEro ypaBHEHNUS.
%% BBICBOOOXKICHUS
Ay W. 06
CcT 06
P« % p

(% BBICBOGOXKIEHUS) = X P.. X 100
A.. Jlozsa 06,

rae:

Aosp [Mnomane nuka nekcrpoamperaMuHa Cyibdara Ha
Xpomarorpamme odopasua

Acr CpenHsisi omaab muka st mpod paMOYHBIX
CTaHIApTOB

W Macca paMO4HOTo cTaHgapta (Mr)

Per UucroTa cranaapTa (necsTudHas 1podb WM MI/Mr)

O0osp OO6mwem cpensl 1Jisl paCTBOPEHHSI B JAHHBIH MOMEHT

BpeMeHH (M)
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Ob6cr KoaddurmenT pazdapieHns1 CpaBHUTEIBHOTO
crarnapTta (M)

Ho3za Teopetuueckoe comeprkaHue nekcrpoamperaMuHa
cyibdara B OOHOI Karcysie (Mr)

BBozst nonpaBky Ha 00BEM Cpeaibl, yIATSIEMON B KAKABIH U3MePsieMbIii MOMEHT YPOBHS
pPacTBOPEHHsI. YKa3bIBAIOT BLICBOOOKIEHHE B % € TOUHOCTBIO 70 1 3HaKa MOCIe 3amaTon At
Ka’KA0ro OTAEIBHOrO COCyaa.

3. UCTOPUS U3SMEHEHUU
3.1 Hosas Bepcust, urons 2016
NPUJIOXKEHUE E
1. 3AJTAUA

JlaHHbI# crocoO OyaeT UCTONb30BaTLCS B UCCIENOBAaHUM PACTBOPEHHUS U aHajmu3e 10 Mr KarcyJ
nekcrpoampeTamuHa cyibdara. OH npeacrasisier codoii criocod BIXKX, B KOTOPOM UCHIONB3YIOT

konoHky C18 ¢ obpawenHoi ¢azoii u Y @-nerekrrpopanue npu 210 HM.

2. YCJI0BHA CITIOCOBA

2.1. PearenTnl
l-rentaHcynbhoOHAT HATPUS - YucTelil 17151 aHAIM3a WIK SKBUBAJICHT
Bona - Jst BOXXX wnm skBUBasieHT
Jlensinas ykcycHasi KUCJIOTa - Jnst BOXX nnu sxBuBanieHT
MeTtanon - Jnst BOXXX wnm sKkBUBasieHT
XJIOpOBOAOPOAHAS KUCIIOTA - Yucrast g aHanu3a Wik SKBUBAJIEHT
Hexctpoamdperamuna cyibdar - CrannaptHbiii obpasen USP

2.2, be3onacHocTh
I-rentancynbdoHaT HATPUS - Cwm. ouenka COSHH R027
Bona - Cwm. ouenka COSHH R143
JlensnHas ykcycHast KUCJIOTa - Cwm. ouenka COSHH R032
Mertanon - Cwm. ouenka COSHH R035
XJIOpOBOAOPOAHAs KUCIIOTA - Cwm. ouenka COSHH RO31
Hexctpoamderamuna cynbdar - Cwm. ouenka COSHH A010

2.3. YcaoBus cnocoda

2.3.1 Annapar AJis1 pacTBOpeHHUs
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Amnmnapar nis pactBopenust - Anmapart USP I

Tun ¢punbTpa - 35 MKM QUIBTP B U3MEPHUTEIHHOM 30HE
Tun cpenbt - 0,0IM HCI

O6mwem cpensl - 500 mn

Bpewms otbopa obpasuos - 5, 10, 15, 20, 30 u 45 munyT.

O6wem obpasua - 1,5 mn (unbTp HE 3aMEHSIOT)
Temneparypa cocyna - 37°C+0,5°C

Cxkopocth - 100 06./mMun

2.3.2 Ycaosus BOKX

Kononka - Zorbax Eclipse XDB-C18 5 mxm 250 MM x 4,6 MM
Pacxon - 1,5 ma/mun

O6nem mpobbl - 100 mxn

TemnepaTtypa KOJOHKH - 40°C

Jnuna BOJHBI - 210 HM

JE€TEeKTHPOBAHUS

IMonewxHast daza - 100% nopBwkHas daza

Huxn - 20 muH

Osxunaemoe Rt - 12 mun

24 IHonyueHnue peareHToB

3HayeHHss Macchl U OObEMa MPUBCACHBI UCKIIKOYUTCIJIBHO IJIsi O3HAKOMIJICHUSA U MOIYT OBITh
MOI[I/I(I)I/ILII/IpOBaHbI npu ycCJIOBHHU, 4YTO KOHECYHasA pa60qas[ KOHLOCHTpaluA W OTHOMICHUA

KOMIIOHEHTOB OCTAIOTCsI HEU3MEHHBIMH.
24.1 Cpena nns pacreopenusi: 0,01M HCl

Jns nonyuenwust 10 nurpos 0,01M HCl noGasmsirot 8,5 Mut XJI0poBOIOpOHOM KUCIOTHI B 9000 Mt

Bonbl UHQ), TIareapHO mepeMemmnBaroT, 3aTeM TOBOIST A0 HY:KHOro oObema Bogoii UHQ.
2.4.2 Ionyyenune noasuKHOM (pa3bl
Jns moydeHusi 1 TuTpa NOABMXKHOM (asbl:

e Pactsopsiror 1,1 r 1-rentancynbponara Hatpust B 575 mi Boasl UHQ.

e JloGaBnstroT 25 M1 pa3baBieHHON JIEASTHON YKCYCHOM KUCTIOTHI (14 M1 yKCyCHOH

kuciotel B 100 Mt Bogst UHQ)

e JloGasmstoT 400 MJ1 MeTaHOIA.
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e Usmepsirot pH monyuennoro pacrsopa. [lpuemnem pH 3,3 + 0,1. Ecniu Tpebyercs,
perymupyroT pH coorBercTByrommM 00pa3oM, H0OABIsIsI MO KAIULIM JIEASHYIO

YKCYCHYIO KHCJIOTY.

2.5 IHonyuenne cranaaptHoro pacrtsopa (IlosryuaroT B ABYX NOBTOPHOCTSIX)

IIpumeuanue: 3HadueHuss Macchl U 00BEMa MPUBENEHBI HCKIIIOYUTENBHO JJISI O3HAKOMIJICHUS H
MOTYT ObITh MOAMDUIIMPOBAHBI NPU YCJIOBUH, YTO KOHEYHAs padoyasi KOHLEHTPALHsI OCTaeTCs

HEM3MEHHOU.

e Touno B3BemmuBarOT 6 Mr nekctpoamperamuna cyibdara B 10 M mepHOI Koj10e

e JloGaBnsroT 7 MII Cpeabl sl paCTBOPEHUS M 00padaThIBAIOT YIIbTPAa3BYKOM B TedeHue 10

MUHYT JJIs1 PACTBOPEHHUS

e Jlocne oxnaxkneHHs paz0aBISIOT OO HYKHOro oOBeMa Cpemod Asl PacTBOPEHUSL.

IMonyuaroT pabounii CTaHAAPTHBIN pacTBOp AekcTpoamperamuHa cyibdara (600 MKr/min)

e IlepeHocsaT 2 My MaTOYHOrO pacTBopa B 20 MJI MEPHYIO KOJIOY M JOBOIST IO HY’KHOTO

obbema cpenoii 1t pactBopenusi. [Tomyyaror 60 MKI/MIT CTaHAAPTHBIN PacTBOP.

CraHgapTHbIE pacTBOPBI CTAOWIBHBI B TeUeHHE 4 NHEH B YCIOBUSX OKPYKArOIIEH Cpenbl HIIH

3aMOpPaKMBAHUS B MPO3PAYHOI CTEKJISTHHOM MOCyie.
2.6 Cnoco0 pacTBopeHust
B3BemmBaroT KaKAYIO KarcyJly mepes aHaJIu30M.

VYo6exnaroTcs, 4To cuctemMa oTOOpa OOpasLOB SBISETCS YUCTOW M CYXOH M HE COIEPIKHT
OCTAaTOYHYIO BJary mnepen UCNOIb30BaHHEM. IIpUKpemnsatoT u3MepuTenbHble 30HABI C 35 MKM

(UIBTPYIOIIMM HAKOHEYHUKOM K KKIOW KaHKOJIE.

ITepenusaroT 500 mi cpensl AJist PACTBOPEHHUS B KAXKIBIN COCY U OCTABJISIOT AJIs1 YCTAHOBJIEHUS

pasHoBecus ripu 37°C £ 0,5°C.

ITomemaroT OfHYy Kalcyly B KOP3MHY U OIIYCKalOT B COCYJd [ Hayala MHCCIeNOBaHUs

pacTBOpeHHsl. Y CTaHABIMBAIOT CKOPOCTD jionacTu Ha 100 00./MuH.

Otbuparor mo 1,5 mi B kaxnabiii MomMeHT Bpemenu: depe3 S5, 10, 15, 20, 30 u 45 munyt. Bee

o0pasubl ciaenyeT BBOAUTD HAMPSIMYIO B OTMeUeHHbIe npodupku BOXKX nns ananmsa.

2.7 Cnoco0 BI2KX
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[IponyckaroT moABMKHYIO a3y Hepe3 CHCTeMy IO YCTAaHOBJICHUS PABHOBECHSI U TMOJyYEHUS

YCTOMYHUBOrO HCXOAHOTO YPOBHSI.

2.7.1 TOUYHOCTb CUCTEMBI

Beruncnsitor  otHOcuTenbHOe cTaHmaptHoe otkioHeHwe (OCO) cpemHed T1uiomanu mHKa
nexkcrpoambeTamuHa cyibdara 1y mectu npod crargapra 1. OCO nomkeH cocTaBisaTh He Oonee

2%.

2.7.2 Bepudukanums crannaptos

IIpoBepstoT (akTOphpl OTKJIMKA CpeAHEH IUIomanu MUKa Ul AByX mpoO craHmapra 2
OTHOCUTENIbHO (PAaKTOPOB OTKJIHMKA ABYX MOCIeAHUX npoO cranmapra 1. Jna Bepuduxaumum

€3VyJIbTAT IUIS CTaHaapTa 2 OOJIKEeH cocTaBiIaATh 98 — 102% ot cranmapra 1.
pesy p p

2.7.3 Bocpon3BoauMoCTh BO BpeMsi [TUKJIa

Boruncrnsiror orHOCUTENBbHOE cTaHAapTHOE oTkiIoHeHHe (Yo OCO) mommany nuka st KakKaoro us3

paMoYHbIX cTaHmapToB Bo Bpems nukia. OCO momxeH coctaBiaTh He Oonee 2%.

2.7.4 CrnerndbuyHOCTDL

B mycrteix mnpobax mepekpeiTHE € THMKOM B IOJOXKEHHH, COOTBETCTBYIOIIEM BpPEMEHHU
>
yAEpKUBAHUS, NOJDKHO CcOCTaBiATh 1,0% win MeHee OT cpenHed IUIoaau MHUKa CTaHIapTa,

HCIOJIB3YEMOT'O JIA CPABHCHUA.

2.7.5 Tunosast mocyieoBaTeIbHOCT BBOA MPOO
Ilycroii onbIT (x2) IlonTBep>AAKOT OTCYTCTBUE MEPEKPBITUS
Crannapr 1 (x6) BBIUUCHSIFOT TOYHOCTH CHCTEMBbI
Cranpapr 2 (x2) BepupuuupyroT cTaHIAPTHI
Obpaszen la (x1)  Onun pactBop obpasua, oxHa mpoda
Obpasen 1b (x1)  Onun pactBOp obpasua, oxHa mpoda
Obpaszern Ic (x1)  Onun pactBOp 0bpasua, oxHa mpoda
Obpazen 1d (x1)  Onun pactBOp 0Opasua, oxHa mpoda
Obpaszern le (x1)  Onun pactBOp 0bpasua, oxHa mpoda
Obpaszern 1f (x1)  Onun pactBOp 0bpasua, oxHa mpoda
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Crannapr 2 (x1) Pa3gensroT aHaIU3 MIECTH OOPA3IOB aHATH3AMU

CTaH/apTOB
T

2.8 Bberuuciaenus

OmnpenensroT BBICBOOOXKAEHHE B % U1 KaXXIOTO MPOAYKTA OTHOCUTEIBHO CTaHAAPTHOIO

MaTepuaa Mpy MOMOIIH CIENYIOLIErO YPaBHEHUS.
% BLICBO0OOXKIACHHUS

Aoﬁp x VVCT % 0606p

(% BBICBOGOXKIEHHUST) = 2., < Tosa < 06, X P., X 100

rae:

Aosp [Tnommane nuka gexcrpoaMmdperamuHa cyibdara Ha
XpoMaTorpamme odpasua

Acr Cpensss muiomans muka i Npod paMOYHBIX CTAHAAPTOB

Wer Macca pamouHOTro craHgapra (mr)

Per Yucrora cranpapra (aecsiTuaHast ApoOb WM MI/MT)

O0osp OObeM cpenbl sl pACTBOPEHHS B JAHHBI MOMEHT BPEMEHH
(i)

O0cr Koadduumenr pazdapneHus: cranmapra (M)

Hoza Teopetuueckoe coneprkanue nekcrpoamperamuna cyibdara B

OIHOM KarmcyJie (Mr)

BBomsT mompaBky Ha 0ObeM Cpenbl, yAalsieMOH B KaKIObld HM3MEPsieMblii MOMEHT YPOBHS
pacTBOpeHHsl. YKa3bIBalOT BBICBOOOXKIEHNE B % C TOYHOCTBIO 70 | 3HaKa mocje 3amsaToil A

KaXXaoro OTACJIbHOro Cocyaa.
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OOPMYVYJIA U30BPETEHHM A

1.  CocraB, NpensTCTBYIOWIHNA 3JIOYNOTPEOICHUIO, CONep KaIUil JIEKapCTBEHHOE CPENCTBO,

NOJIOKCaMep, BOAOPACTBOPUMBIN aHHOHHBIHN IMOJIMCaxapu U CI0XHbIH 3¢up 1101

NH,

I7ie JIEKAPCTBEHHOE CPENICTBO MPEACTABIAET COOOM WM ero (papMareBTHIeCKH

NpUEMIIEMYIO COJIb.

2. CocraB, NPensTCTBYIOIIUN 3J0yNOTpeONeHN 0, MO 1.1, OTIMYAIOIUNC TeM, YTO

yKa3aHHBIHN MMOJIOKCaMep MPeACTaBsieT OO0 mookcamep 124.

3. CocraB, mNpensTCTBYIOIIUN 3JI0yNOTpeOIeHn0, Mo 1.1, OTIMYAIIUNCA TeM, 4YTO
yKa3aHHBIA BOMOPACTBOPHUMBI AHHUOHHBINM MOJNUCAXAPUI TMPEACTABIAET COOON TeJIIAHOBYIO

KaMenab.

4. CocraB, MpPeNsATCTBYIOLIMIA 3J0ynoTpedaeHnto, 1o 1.1, OTIMYAIOUIMICS TeM, YTO

yKa3aHHbIN cioxHbIH 3¢up 131 npencrasisier coboi MOIMOKCHIICTEapaT.

5. CocraB, NpensATCTBYIOIIUN 3J0ynoTpedneHuto, mo 1.1, OTIMYAIOIIMHCS TEM, YTO
OTHOLICHHE TOJIOKCAMeP:BOIOPACTBOPUMBIH AHUOHHBIN MOJHCAXapua:cloXKHbIH d¢up [190

cocrasisieT npuMmepHo 40:30:30.

6.  CocraB, NpenATCTBYIOLINI 310ynoTpednennto, mo 1.1, comepskammii 33-43 wmacc.%
nojiokcamepa; 24-32 macc.% BOAOPAaCTBOPUMOrO aHUOHHOTrO mnosucaxapuaa;, u 24-32 macc.%

cnoxkHoro 3¢upa 19T

7. CocraB, NpensTCTBYIOIIUN 3J0ynoTpedieHnto, mo 1.1, OTIUYAIOIIUIHCS TeM, 4YTO
yKa3aHHBIN MOJIOKCaMep MpeAcTaBisieT coOol monokcamep 124, yka3aHHbIA BOIOPACTBOPHMBII
AHMOHHBIN NOJIMCAXapHU/I MPENCTABISIET COOON reJUTAHOBYIO KaMelb, M YKa3aHHBIH CIIOKHBIN 3P Hp

IIOI" npencrasnsier coOO MONMOKCHIICTEAPAT.

8. CocraB, mpemsITCTBYIOIIUI 3JIOyNOTPeONeHHI0, MO 1.7, OTJIUYAIOIUNCS TeM, 4YTO
OTHOLIEHUE Mojokcamep 124:rennaHoBas kKamenb:NMOJHUOKCUICTEAPAT COCTABJISET NPUMEPHO

40:30:30.

9.  CocraB, mNpensTCTBYIOINUN 3J10ynoTpeOieHnto, mo 1.1, OTIUYAIOIUACS TEeM. YTO
yKa3aHHBIA mojokcamep mpencrasisier codoit Kollisolv P124, ykasaHHbIH BOIOPaCTBOPHMBIIA
aHMOHHBIN noyucaxapun npencrasnser coboit Kelcogel CGHA, u ykasaHHBIN CIOKHBIA 3P

II3I" npencrasnsier coboit Gelucire 48/16.
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10. CocraB, NpensITCTBYIOMINH 3JI0YTOTPEOICHHUIO, TIO 1. 1, OTIIMYArOIIUIICS TEM, YTO YKAa3aHHOE
JIEKapCTBEHHOE CPENCTBO TPEACTaBIsACT CO0OM S-3HaHTHOMEpP WK ero (apMaleBTHUECKU

NPpUEMIIEMYIO COJIb.

11. CocraB, NpensITCTBYIOLINH 3JI0YIOTPEOICHUIO, TIO 1. 1, OTIIMYAIOIIUICS TEM, YTO YKA3aHHOE
JIEKapCTBEHHOE CPEICTBO MPEACTABIsieT COOON AekcTpoaMpeTaMuH WiIn ero (papmManeBTHIeCKH

NpUEMIIEMYIO COJIb.

12.  Cocras, mpensaTCTBYIOIIHH 3JI0YNOTPEOICHHUIO, T10 1. 1, OTIINYAOLINICSA TeM, YTO YKa3aHHOe

JIEKapCTBEHHOE CPEICTBO MPECTABISIET COOO0H CyIb(aTHYIO COJb.

13. CocraB, mpemATCTBYIOIMINI 3J0ynoTpeOaeHno, mo I.1, JOMOJHHUTENBbHO COAep Kaiuil

KaIcyJy.

14.  Cocras, npensaTCTBYIOLINIA 3710yNOTpeOIeHHUIO, 110 11. 1, comepakamiuii ot npumepHo 10 mMr 10

npuMepHO 50 MI yKa3aHHOTO JIEKAPCTBEHHOT'O CPEACTBA.

15. CocraB, mpensTCTBYIOIUN 3J10yNOTPeOISHUIO, COIAEPIKALIMIA JIeKAPCTBEHHOE CPENCTBO,

nosiokcamep 124, reanaHoByrO KaMelb U MOJMOKCUIICTEaparT,

r7ie OTHOLIeHHe nosiokcamep 124:reyaHoBasi KaMelb: TOJIMOKCUIICTEAPAT COCTABIISIET IPUMEPHO

40:30:30;

NH,

JIEKAPCTBEHHOE CPEACTBO MPEACTABISIET COOOM uin ero (apmareBTHIECKH

2

MPUEMJIEMYIO COJIb; U

no MmeHbinel Mepe 80% yKa3aHHOTO JIEKAPCTBEHHOTO CPEACTBA BBICBOOOKIAETCS B PacTBOP B

TeueHue 45 MUHYT.

16. CocraB, NPEnsATCTBYIOIIHMHA 3JIOYMOTPEONIeHHI0, 1O T.15, OTIMYaromuiicss TeMm, dTO
yKa3aHHOE JICKAPCTBEHHOE CPEACTBO NPEACTaBIsieT CoOOH  S-5HAHTHOMEP WM €ro

(bapmaneBTHIECKH IPUEMIIEMYIO COJIb.

17. CocraB, NPENsATCTBYIOIIHMHA 3JIOYMOTPEONIeHHI0, TO 115, OTIMYaromuiics TeMm, dTO
YKa3aHHOE JIEKAPCTBEHHOE CPEIACTBO NPEACTaBIsIeT COOOW AEeKCTpoaM(peTaMUH WA €ro

bapmaneBTHIECKH IPUEMIIEMYIO COJIb.

18. CocraB, NPENsATCTBYIOIIHMHA 3JIOYMOTPEONIeHHI0, TO 115, OTIMYaromuiics Tem, dTO

yKa3aHHOE JIEKAPCTBEHHOE CPEICTBO MPEACTaBIIeT COOOM CyIb(paTHYIO COJIb.
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19. CocraB, mpensaTCTBYOLIUH 3I0ynOTpedIeH o, 1o 1. 15, comepskamuii ot npumepro 10 mr

70 NpUMEpHO 50 MTr yKa3aHHOIO JEKapCTBEHHOIO CPEACTBA.

20. CocraB, NPEMATCTBYIOIIHHA 3JIOyNOTpeOieHnuo, mo 1.15, oTaudaromuiics TeMm, dTO
yKa3aHHbIN nosokcamep 124 npencrassier codoii Kollisolv P124, yka3annas rennanoBast kKamMenb
npexncrasisier coboit Kelcogel CGHA, u yka3aHHBI NOJTMOKCHIICTEApaT MPEACTaBIsIET COOOH

Gelucire 48/16.
21. CocraB, IpemsATCTBYIOMIHH 3JIOYTOTPEOICHUIO, CONEPIKALIHI JIEKAPCTBEHHOE CPEICTBO; U

N0 MeHbIIEH Mepe IBa BCIIOMOTATeNIbHBIX BEINECTBA, BHIOPAHHBIX M3 TPYIIBI, COCTOSINEH U3
cnoxkHoro »dupa IIOI, mnonokcamepa, BOAOPACTBOPUMOIO AHHOHHOIO TNOJHCaXxapuaa u
KapOOKCHMETHIILIEIUTIOJIO3b], TI€ COCTAB, MPETATCTBYIOIIHH 3JI0yNOTPEOICHUIO, XapaKTepU3yeTcst

HaJIM4UEM IO MEHbIIEH MEpPE OAHOTO U3 CBOﬁCTB, BbI6paHHbIX U3 T'PYHIIBI, COCTOSIIEH U3

(a) Hanmume npoduIs PacCTBOPEHHS], B KOTOPOM 1O MeHbliei Mmepe 80% JiekapCTBEHHOTO

CpencTBa BBICBOOOXKIAETCS B PACTBOP B TeueHHe 45 MUHYT;

(b) MakcuMajbHOE yCHJIME JJIs1  BBITECHEHHMsS  COCTaBa, IMPEMSTCTBYIOIIETO
3710y OTpeOIeH IO, Yepe3 urity 26 KamuOpa MpUMEPHO Ha MOPSAOK BbIIIE MAKCUMATbHOTO
YCUITUsSI [IJIsI MHBEKI[MU HE TPEMSTCTBYIOMIETO 3JI0YOTPEOIEHHIO COCTaBa Yepe3 urity 26

Kkaauopa;

(C) miomanb 1non KpHBOﬁ 3aBUCUMOCTU YCHUIIUA OT BPEMECHU IIPU BBITCCHECHUH COCTABaA,
MPEMATCTBYIOIIEro 3J0ynoTpediieHuto, yepe3 urity 26 kanmubpa mpuMepHO B 4 pasa
OoJbliIe TUIOIAAN TOA KPUBOH 3aBUCUMOCTH YCUJIMSI OT BPEMEHM TPH BBITECHEHHU HE
NPETSTCTBYIOIIErO 3JIOyNOTPeOIeHUI0 CoCTaBa dYepe3 WMy 26 kanuOpa, rae He
NPEMSATCTBYIOIUN 3JI0yNOTPEOICHNIO COCTaB MPEACTaBisieT co00i OT(HHIBTPOBAHHBIN

obpazer;

(d) Bsi3KOCTB COCTaBa, MPEMSATCTBYIOIIETO 3JI0YIIOTPEOIEHHIO, MPUMEPHO HA TPHU MOPSIKA
BBILIIE YeM B HE MPEMsATCTBYIOLIEM 3JI0YOTPEOIEHHIO COCTaBE, Iie He MPEesTCTBYOLIHIA

3JIOYTIOTPEOIEHUIO COCTaB MPEACTABIISIET COOOM He()MITPTPOBAHHBIN OOpasel;

(e) cMech cocTaBa, MPEMSTCTBYIOMIETO 3JIOYMOTPEOICHUIO, ¢ BOJIOW HE MOAXOMUT IS

HCIIOJIb30BAHUA B LIMPULIE,

(f) menee 5 macc.% cocraBa, MPEMSTCTBYIOLIETO 3JI0YIIOTPEOICHUIO, MPOXOIUT Yepe3 1 Mm

CUTO MOCJIE U3MEJbYEHHUs] B TEYEHUE NPUMEPHO 5 MUHYT, U
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(g) menee 10% nekapCTBEHHOTO CpeACTBa SKCcTparupyercs: B 10 M1 BOJBI M3 CTAHAAPTHOM

AO03bI COCTaBa, MPEMATCTBYOLICTO 3J'IOy1'IOTpe6JIeHI/IIO.

22.  CocraB, NpensATCTBYOUH 310yNOTPpeOIeHNIO, 1O 1.2 1, IMEIO LTI PO UIIb PACTBOPEHHUS,

B KOTOPOM BBICBOOOKIIEHUE JIKAPCTBEHHOTO CPEICTBA B PACTBOP 3aBEpIIAETCs 3a 45 MUHYT.

23.  CocraB, NpensATCTBYOMUH 310yNOTPeOIeHNIO, 1O .21, IMEIO LTI PO UIb PACTBOPEHHU,
B KOTOPOM IO MeHbIIel Mepe mpuMepHO 93% JeKapCTBEHHOTO CPEACTBAa BBICBOOOXKIAETCS B

pPacTBOp B T€UCHUE 45 MUHYT.

24. Cocras, NpenATCTBYIOUH 310yNOTpeOIeHNUIO, 10 1M.21, IMEIo LI PO UIb PACTBOPEHHUH,
B KOTOPOM IO MeHbIneil Mepe nmpumMepHo 80% JeKapCTBEHHOIO CPENCTBAa BBICBOOOXKIAETCS B

pacTBOp B TeueHue 20 MUHYT.

25. Cocras, MpensTCTBYIOLIHH 3J10ynoTpedaeHn o, mo .21, uMeroIuii mpoduiib pacTBOPEHUS,
B KOTOpPOM IO MeHblueil Mepe npumMepHo 80% JeKapCTBEHHOTO CPENCTBa BBICBOOOXKIAETCS B

pacTtBop B TeueHue 10 MUHYT.

26. CocraB, IpensATCTBYIOLIHIA 3JI0yNOTpeOIeHnto, mo m.21, OTIHYAIOLINICS TEM, YTO CMeCh
YKa3aHHOTO COCTaBa, IPEMATCTBYIOLWIETO 3JIOYNOTPeONIeHNI0, € BOAOH HE MOAXOOUT IS

HCTIOJIb30BaHUs B HITIPUILIE.

27. CocraB, MPENsATCTBYIOIIUN 3J10ynoTpedaeHr0, mo m.21, OTINYAIOIIMICS TeM, YTO TMPHU
OOBEIMHEHUN CTAaHIAPTHOM J03bI COCTAaBa, MPEMSTCTBYIOIIErO 3JIOYNOTPEOJICHUI0, ¢ BOAOH

oOpasyercs renb.

28. CocraB, MPensITCTBYIOUIUH 3JI0yNOTPeOIeHuU0, MO .21, OTIUYAIOIUNACS TEM, YTO MEHEee
20% mo 0ObeMy CMeCH COCTaBa, MPEMATCTBYIOMIETO 3JI0YIOTPEOIEHHUIO, MOKET ObITh OTOOPAHO B

LITPHLL

29. CocraB, NPemsITCTBYIOUIUH 3JI0ynOTpedIeHu0, Mo .21, OTIUYAIOIUNACS TEM, YTO MEHee
10% mo oObeMy cMecu cOCTaBa, MPEMSITCTBYIOLIErO 3JI0yNOTPEOJCHHIO, U BOIBI MOXKET OBITh

OTOOPAHO B IITIPHII.

30. CocraB, NpensaTCTBYIOIINH 3JI0yIOTPEOISHHIO, TI0 JIIOOOMY M3 TL.I. 26-29, OTIHYaroIUiCs

T€M, UTO TeMIIepaTypa BOAbI cocTaBisieT npumepHo 90°C.

31. CocraB, NpensATCTBYIOIIHH 3JI0yIOTPEOISHHIO, TI0 JIIOOOMY M3 TL.I. 26-29, OTiIHYarouuics

TEM, YTO TEMIIEPATyPa BOABI MIPENCTABISECT COOOH TEMITEPATYPy OKPY KArOIIeH Cpebl.
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32. CocraB, IpensATCTBYIOMIHN 3JI0ynoTpeOaeHu0, o M.21, OTIHYaromuiics TeM, 4TO MEHee
10% yka3aHHOTO JIEKapCTBEHHOTO CPEACTBA SKCTparupyercst B 10 M1 BOABI U3 CTAHAAPTHON TO3BI

COCTaBa, MPEISITCTBYIOLIETO 3JI0yIOTPEOISHHIO.

33. CocraB, npensATCTBYIOMIHNN 3JI0ynoTpeOIeHu0, 1o M.21, OTIHYarouiicss TeM, 4TO MEHee
5 macc.% yKa3aHHOTO COCTaBa, MPEMATCTBYIOLIETO 3JI0YNOTPEOICHUIO, TPOXOIUT depe3 1 Mm

CHUTO I10CJIE U3MEJIbYEHUS] B TEYEHNE IPUMEPHO 5 MUHYT.

34. CocraB, npensATCTBYIOIIHNN 3710yNOTPeOIeHHIO, 1O 1M.33, OTIMYAIOIIUICS TeM, YTO areHT,
YBEJIMUUBAIOIIUN  CBITy4eCTh, OOBEAMHSIIOT C YKAa3aHHBIM COCTaBOM, MPEMSTCTBYIOLIUM

3JI0yNOTPEOIEHUIO, BO BPEMS H3MEJIbYESHMUS.

35. CocraB, npensTCTBYIOLIUN 3J10yNOTpeOIeH 0, Mo Jrodomy u3 m.m. 21-34, conmepskarmuii
JIEKapCTBEHHOE CPenCcTBO, cioxHbINA 3¢pup [13I°, momokcamep U BOZOPaCTBOPUMBINA aHUOHHBIN

HOJINCAaxXapu.

36. CocraB, NPeMATCTBYIOLIUI 3J0yNOTpeONeHn0, Mo .35, OTJIMYArOIIUNCS TeM, YTO
yKkaszaHHbIA cnoksbiii d¢up I[IOI mpencraensier coOOH MOJHOKCUIICTEApAT, YKa3aHHbIH
HIOJIOKCaMep MpeACTaBIsieT coOOH nmonokcamep 124; u yka3aHHBIH BOAOPACTBOPUMBIN aHUOHHBIH

HOJIMCaxapu NPeACTaBIsieT COO0 reJUIaHOBYIO KaMelb.

37. CocraB, NPensITCTBYO LU 3JI0YNOTPEONIEHHUIO, 1O IL.11. 35 win 36, OTIIUYAIOIUNCS TEM, YTO

OTHOLIEHHE MOJIOKCaMep:rosucaxapun;cyoxkubii 3¢up [I3I° cocrapnsier mpumepno 40:30:30.

38. CocraB, NpensTCTBYIOLIUN 3J10ynoTpedaeHuo, no odomy u3 m.m. 21-34, comepskaruii

JIEKapCTBEHHOE CPEACTBO, cloXKHbBIN 3¢up [I3I" 1 BOmopacTBOPUMBI aHHOHHBIN MOTHCAXAPHT.

39. CocraB, NPEensSTCTBYIOIIUNA 3J10ynoTpedieHuto, mo 1.36, OTIMYArOIIMICS TEM, YTO
yKazaHHbI choxkHbiid 3¢up TIOI npencrasisier coOOW MOJUOKCHIICTEAPAT, U YKa3aHHBIN

BOJIOPACTBOPHUMBIN AHHOHHBIN MOJIUCAXAPU MPEACTABIISIET COOOM TeJIJTAHOBYHO KaMeIh.

40. CocraB, NPensITCTBYIOIINN 3JI0yNOTPeOIeHH0, 10 T.11. 38 uju 39, OTIIMYAFOIIHIACS TEM, YTO
oTHoUeHne cioxHbI >pup II3I: BomOpacTBOPUMBIN AHHOHHBIA MOJUCAXAPHUA COCTABIISAET

npumepHo 70:30.

41. CocraB, TpensATCTBYIOIMHNA 3J10ynoTpedieHuro, mo modomy u3 m.a. 21-34, comepkainuii

JIEKapCTBEHHOE CPENCTBO, COKHBIHN 3up I13I" 1 kapOOKCHMETHUIIIIEIITFOI03Y .

42. CocraB, NPEMATCTBYIOIINHA 3J0ynoTpednenuto, mo m4l, OTIMYAIOmUiCS TeM, YTO

yKa3aHHbIH cnoxkHbIi 3¢up [13I° npencrasnser codoil moMMoOKCHICTEapaT.

172



43.  CocraB, NPEnsITCTBYIOIINHN 3JI0yNOTpeOIeHuto, 1o 1.11. 41 uin 42, OTINYArOIIHIACS TEM, 4TO

oTHOIIeHUe CiokHOTo 3dupa [13I" k kapObokcUMeTHIIIEIUTI0I03€e cCocTarseT mpumepHo 70:30.
44,  CocraB, MPemsSITCTBYIOLINH 3710yNOTpedIeHu o, 1Mo rodbomMy u3 .. 21-43, oTIu4aromuiics
TEM, YTO YKA3aHHOE JIEKAPCTBEHHOE CPEICTBO UMEET POpMYITy

NH,

WK TIPEACTaBIISIET COOOH (papMalieBTUHIECKH TPUEMIIEMYIO COJIb YKa3aHHOTO COEIMHEHMSI.

45. CocraB, NPEMATCTBYIOIIHA 3JI0YNOTpeOseHno, no 144, OTIMYAIOLIUICS TeM, YTO

YKa3aHHOE JIEKAPCTBEHHOE CPENCTBO MPEACTABIISIET COO0H S-3HaAHTHOMED.

46. CocraB, MPENMsATCTBYIOIIUN 3JI0YNOTPeONeHNIO, 10 JTI000MY U3 .11 21-45, OTIHYAOIIHIACS
T€M, UTO YKa3aHHbBIN COCTaB AOMOJHUTEIHHO CONEPIKUT KaICyJIy.
47. Cocras, MpensTCTBYIOLIUH 3JI0yNOTPEOICHUIO, COAEPIKALIHIA

NH,

W ero (papMaLeBTHYECKH TPUEMIIEMYIO COJIb,

Il YKa3aHHBII COCTaB, MPEMSTCTBYIOIIUH 3JI0YNOTPEOICHUIO, XapaKTepU3yeTCsl HATMYHEM TI0

MEHbLIEH Mepe ABYX CBOMCTB, BBIOPAHHBIX U3 TPYIIIbI, COCTOSIIEH U3

(a) Hamume npoguiIst paCTBOPEHUs], B KOTOPOM N0 MeHbLIel mepe 80%

NH,

WK ero papMaleBTHYECKU MTPUEMIIEMOU COJIA BBICBOOOKIAETCS B TEYSHHE 45 MUHYT;

(b) MakcumambHOE  yCWIME JJIsi  BBITECHEHHS COCTaBa,  MPEMSTCTBYIOIIErO
3J0ynoTpedeH o, yepe3 urity 26 kanuOpa MpUMEpHO Ha MOPSAOK BbILIE MAKCUMAIBLHOTO
YCHJIHSI 111 HHBEKLUHM He MPEMATCTBYIOIIETrO 3JI0yNOTPeOICHUIO COCTaBa uepe3 uriy 26

Kamubpa;

(C) miomanb 1ona KpHBOfI 3aBUCUMOCTU YCUIIUA OT BPEMECHU IPU BBITCCHEHUU COCTABaA,
MPEeMATCTBYIOIIETO 3JI0ynoTpebiieHnio, yepe3 wuriry 26 kanmubpa mpuMepHO B 4 pasa

OoJble TUIOIAAN TIOA KPHUBOH 3aBHCUMOCTH YCUJIHMSI OT BPEMEHM NPHU BBITECHEHHU HE
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NPEISITCTBYIOIIErO  3JI0YyNOTPeOICHUI0 CoCTaBa depe3 Wy 26 kainuOpa, Tae He
NPEISITCTBYIOIUN 3JI0YyNOTPEOICHNIO COCTAB MPEACTABIsIET co00i OT(HHUIBTPOBAHHBIN

oOpazer;

(d) Bs13KOCTB COCTaBa, MPEMSATCTBYIOIIETO 3JI0YIIOTPEOIEHHIO, TPUMEPHO HAa TPHU MOPSIKA
BBILIE YeM B HE MPEMSATCTBYIOLIEM 3JI0YNOTPEOIEHUIO COCTaBe, I/ie HE MPEeMsTCTBYOLIHIA

3JIOYTIOTPEOJICHUIO COCTaB MPEACTABIISIET COOO0M HeUITBTPOBAHHBIN 0Opaselr,

(e) cMech coctaBa, MPEMSATCTBYIOLIETO 3JIOYMOTPEOICHUI0, ¢ BOJOW HE MOAXOAUT JIS

HUCIIOJIb30BAHUS B LIMPUIIE,

(f) menee 5 macc.% cocraBa, MPEMSITCTBYIOLIETO 3JI0YIIOTPEOICHUIO, POXOAUT Yepe3 1 Mm

CUTO I10CJIE U3MEJIbYEHUS] B TEYEHUE IPUMEPHO 5 MUHYT, U

(g) menee 10% nexapCcTBEHHOTO CpeAcTBa SKCcTparupyercs: B 10 Mt BOJbI U3 CTAHAAPTHOM

A03blI COCTaBa, NMPEIATCTBYIOLICTO 3noyn0Tpe6neHm0.

48. Cocras, NpensITCTBYIOIIUH 3JI0YOTPEOICHHUIO, TI0 1M.40, OTIMYAIOIIUNACS TEM, YTO

NH,

WIH ero (papMaLeBTHYeCKH IpremMiIeMast CoJlb IPEACTaBIsieT coO0H S-a3HaHTHOMED.

49. CocraB, NPEensSTCTBYIOLUN 3J10ynoTpednenuto, no m.am. 47 wiu 48, HONMOJTHHUTEIHHO

comepsKalyii ciaoxHbIi 3¢up I13I7, mojsokcamep U BOAOPACTBOPUMBIH AHUOHHBIH MOJTUCAXAPUI.

50. CocraB, NpensITCTBYIOIIUNA 3J0ynoTpediieHuto, mo 1.49, OTIIMYAKOIIMICSI TeM, 4YTO
yKazaHHbIll cioxHbd 3¢up I[I9 npencrabnser coOoOH MONUOKCUIICTEApAT, YKa3aHHBIN
NOJIOKCaMep MpeACTaBIsieT co0oi moyokcamep 124; u yka3aHHBIA BOJOPACTBOPUMBINA aHMOHHBIN

NOJIMCAXapU/ MPEACTABISIET COOON TeJUIAHOBYIO KaMeb.

51.  Cocras, mpensTCTBYIOIIHI 310ynoTpedieHuto, 1o I.11. 49 wiu 50, OTIUYaI0IUNACS TeM, Y4TO

OTHOLIEHHE MOJIOKCaMep: rmonucaxapun; cyoxkHbii 3¢up [I3I° cocrasnsier mpumepro 40:30:30.

52.  CocraB, NpensTCTBYIOIHNA 3JI0yOTPEOIeHHI0, IO TIOOOMY U3 .1 47-51, OTIMYArOIIHIACS
TEM, YTO YKa3aHHBIM COCTaB, MPEMATCTBYIOLIHH 3JI0yOTPEOICHHUIO, XapaKTEPU3YeTCsl HaTHIUeM

MO MEHBIIIeH Mepe TpexX CBOKHCTB (a)-(g) wiu Oonee.

53. CocraB, NpensTCTBYIOIUIA 3JI0yIOTPEOIeHHIO, IO TFOOOMY U3 LI 47-51, OTIMYArOIIHICS
TEM, YTO YKa3aHHBII COCTaB, MPEMATCTBYIOLIHN 3JI0yOTPEOICHHUIO, XapaKTEPU3YeTCsl HaTHIUeM

MO MEHBIIIeH Mepe YeThIpeX CBOHCTB (a)-(g) mu 6oree.
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54. Cocras, NpensTCTBYIOIMUNA 3JI0yIOTPEOIeHHIO, TIO TFOOOMY U3 LI 47-51, OTIMYArOIIHIACS
TEM, YTO YKa3aHHBIN COCTaB, MPEMATCTBYIOLINH 3JI0yIOTPEOICHHUIO, XapaKTePH3YeTCsl HaTHIueM

IO MEHbIIIEeH Mepe MATH CBOICTB (a)-(g) miu Oornee.

55.  Cocras, IpensTCTBYIOIMUNA 3JI0yIOTPEOIeHHIO, IO TIOOOMY U3 TL.IL. 47-51, OTIMYArOIIHIACS
TEM, YTO YKa3aHHBII COCTaB, MPEMATCTBYIOLINH 3JI0yIOTPEOJICHHUIO, XapaKTePU3yeTCsl HaJTHIueM

1O MEHbIIIeH Mepe meCTH CBOUCTB (a)-(g) miu 6oree.
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