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(57) MU3zobperenne oOecrieyrBaeT  HOBBIC  (DapMaleBTHYCCKHE  KOMIIO3WIIMM  JUMETHI(yMapara.

dapmaneBTHYeCKHe KOMIIO3HIMU 110 HACTOSMIEMY H300pPETCHUIO HAXOAATcs B (opMe TIpaHylbl H
cogepkar (i) mHepTHOE sAmpo; (ii) MepBBIH CIIOH, OKPY)KAIOUIMA HHEPTHOE SIPO, HPHU STOM IEPBBINA
CIIOW COAEPKUT JTuMeTHiapymapar; u (iil) KHIIEYHOPACTBOPHMYIO OOOJIOUKY, OKpPYXKAIONIyIO TEpBBIH
cioii. Takke obecnieunBaroTcsl apManeBTHUECKUE KOMITO3UIUN B (popMe TpaHyIbl, ComeprKalien sSapo
U KHIIEYHOPACTBOPHMYIO 00O0JIOUKY, OKPY>KAFOLIYIO SIIPO, PU 3TOM SAPO COACPIKHUT JUMETHII(PyMapar.
Takoke BKITFOUEHBI CIOCOOBI TPUMEHEHHUS (hapMarieBTHYECKHX KOMIO3UIIMH 10 HACTOSIIIIEMY H300PETEHHIO
JUISL JIGYCHUSI PACCESHHOTO CKIIepo3a.
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IlepexpecTHasi cCHIIIKA HA POACTBEHHBIE 3aIBKI

3asBKa Ha JaHHOE M300peTeHHto, cornacHo Koxekcy 3akonoB CLIA, paszmen 35, § 119 (e), 3asBuser npu-
OPHUTET TI0 JaTe MoIa4yM npeaBapuTeabHon 3asBku Ha mateHT CIIIA Ne 62/081889, momanHoii 19 Hos16ps 2014 1.,
TIOJTHOE COJepIKaHNe KOTOPOH, BKITIOYask BCe YePTEKH, (POPMYIIBI, OMUCaHne U (HopMyTTy H300peTeHNs, BKITIOUEe-
HO B HACTOSIINH JOKYMEHT IOCPEICTBOM CCHUIKH.

YpoBeHb TeXHUKH

Texmudepa® (mumernindymapar) 6su1 ogodpen FDA B mapre 2013 1. 1151 IpUMEHEHUS B JICYEHHH B3pOC-
JIBIX C PEIMANBHBIMU (hOpMaMH paccessHHOro ckiepo3a (MS). Hauanpaas mo3a st 010OpEeHHOT0 Ha HACTOSIIIEe
BpeMs cocTtaBa Texnudepsi® cocrapmsier 120 Mr 1Ba pasa B eHb NepopaiibHo. Uepes 7 aHei 103y yBeanduBa-
FOT JI0 TTO/IepKUBaroIe 10361 240 Mr 1Ba pa3a B ICHD MTEPOPATBHO.

Jumermndymapar (JIMD) ObIcTpo BIUTHIBAETCS in vivo U mpeodpasyercss B MoHOMeTwigymapat (MMF).
Bruto mokazaHo, uto neproa nonyssiBeaeHss MMF cocrasmsier okoio 1 41 (0,9 4 B kpeicax npu o3e 100 Mr/kr
nepopaibHo). Kak IM®, tak 1 MMF nozaseprarotcst MeTabonm3My 3cTepa3aMu, KOTOpBIE SIBISIOTCS odmiepac-
MPOCTPAaHEHHBIMH B JKEJTYJJOYHO-KUILIEYHOM TPAKTE, KPOBH U TKAHSIX.

JAM® nposiBuI npueMIeMble MOoKa3aTean 0e30MacHOCTH B KIIMHMYECKHUX HccllefoBaHusIX (a3sl 3. OqHako
HaOJII0aINCh MTPOOIEMBI IEPEHOCHMOCTH, TaKue KaK TUIEPEMUS U JKEIYIO0YHO-KHIICYHBIE OCIOKHEHUS. XOTS
9TH OCJIOKHEHHSI OOBIYHO MMEIOT OT JIETKOH 0 YMEPEHHOW CTENCHHU TSDKECTH, JKENAaTeNbHO YMEHBIIUTh 3TH MO-
6ounbIie AefcTBIL. Takke )KeIaTelabHO pa3paboTaTh COCTaB I JO3UPOBKU OAWH pa3 B JICHb, B OTIHYHE OT Te-
KYILIETO COCTaBa JJIs IPHeMa JBa pas3a B JICHb C LEJIbI0 YIIyYIICHUS KOMIUIAGHTHOCTH NAIIHeHTOB U YA0OCTBa.

TakuM oOpa3oM, CyIIeCTBYET MOTPEOHOCTh B HOBBIX (DapMaIleBTHUECKHX COCTaBaxX AMMETHIIpyMapaTa C
YIIy4IIEeHHBIMH TTOKa3aTeNsIMHU (hapMaKOKWHETHICCKUX NMPOGMIeH W/WIH PEeXUMOM JO3UPOBAHUS U TOHIKEH-
HBIMHU IOOOYHBIMHU TEHCTBHUSAMH.

CyurHocTh u300peTeHust

Hacrosimee n3o0pereHne oOecrieunBacT HOBBIC (papMalieBTHUECKHE KOMIIO3WIMM JIUMETHI(pyMapara,
uMerommue GpapMakoKHHETHIeCKre TPO(UITH, TOIXO SIINE Ul PeXXUMa JT03UPOBaHUs OJMH pa3 B eHb. dDapma-
[IEBTUYECKHE KOMITO3ULIMH 110 HacTosmeMy n3ooperennto uMetoT AUC n/wmn Cyyy., CPaBHUMBIE C OZOOPESHHBIM
Ha HacTosIIIee BPeMsi COCTaBOM JUIsl IpHUEeMa JBa pas3a B JeHb. Kpome Toro, GapmareBTHUeCKre KOMITO3HILIUH T10
HaCTOSIIIEMY HM300pETCHUIO MMEIOT XKEJIaTeNIbHBI NMPO(MIb 3aMEUIEHHOTO BBICBOOOXKICHUS, KOTOPBIA MOXET
YMEHBIIATh MMOOOYHBIE JKETyT0THO-KHUIIICYHBIE JeHCTBHUS, HabIromaeMble U HMeIoIerocs: cocrara. Kpome to-
ro, apMaKOKHHETHYECKHE NMPO(MINA TIOKA3hIBAIOT, YTO (hapMareBTHUECKHEe KOMIO3HUIIMH 110 HACTOSIIEMY H30-
OpeTeHnIo0 UMEIOT MaKCUMaJIbHO YBEJIMICHHOE TIOTIIONICHHE TUMETIIIyMapara in vivo.

OnuH acTeKT HACTOSAIIETO N300pEeTEHUsT HAaNpaBJIeH Ha (papMalieBTHIECKYI0 KOMIIO3HUIHMIO B (popme TpaHy-
JIBI, COZIEPIKAIIYIO

HWHEPTHOE SIPO;

MIEpPBBIH CJI0H, OKPY)KAIOIINIT HHEPTHOE SIIPO, IPH STOM TIEPBBIH CII0H COAEPKUT AUMETIIIPyMapart; u

KHIIEYHOPACTBOPUMYIO 000JIOUKY, OKPY’KAIOIIYIO TIEPBBII CIIOM.

B omHOM BapumaHTe peanuzanuu (QapMmaneBTHYECKas KOMIIOZULNS MOXKET JONOJHUTEIBHO COJEpIKATh
(YHKIIMOHAJIBHYIO 000JI0UKY, OKPY)KAIOIIYIO0 KHIIEYHOPACTBOPUMYIO 000JIOUKY.

B npyrom acnekre HacTosiee M300peTeHHE HANpaBlIeHO Ha (hapMaleBTUYECKYI0 KOMIIO3HIHMIO B (hopme
TPaHyJIBI, COJIEPIKALIYIO

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOIMINH HHEPTHOE PO, TIPH ITOM NIEPBBIN CIIOH CONEPKUT TUMETHIPyMapar;

(D YHKITMOHATTLHYIO 000JI0YKY, OKPYKAIOIIYO TIEPBEIH CIIOMH; U

KHUIIETHOPACTBOPUMYIO 000JI0UYKY, OKPYKAIONTYI0 (PYHKIIMOHAITBHYIO 000JI0UKY.

B npyrom acmekTe HacTosIiee n300peTeHNE HAIMPaBJIeHO Ha (apMarleBTHUECKYI0 KOMITO3UITUIO B Gopme
TPaHyJIBl, COJIEPIKAIIYIO

SO, cozieprKaliee TMMETHI(QyMapar; 1

KHIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYIO SIAPO.

B omHOM BapmaHTe peanu3anuu (QapMmaneBTHYECKas KOMIIOZULHS MOXKET JONOJHUTEIBHO COJEpIKATh
(YHKIIMOHATIBHYIO 000JIOUKY, OKPY)KAIOIIYIO KHIIEYHOPACTBOPUMYIO 000JIOUKY.

B emie onHOM acnekte HacTosIIee H300peTeHNE HAMIPABIECHO Ha (apMarieBTHUECKYI0 KOMITO3HIHIO B (op-
M€ TpaHyJIbl, COACPKAIIYIO

SIIPO, cozieprkalee tuMeTmwiI(gymapar;

(YHKITMOHATTLHYIO 000JI0UKY, OKPYKAIOIIYIO SAPO; H

KHUIIETHOPACTBOPUMYIO 000JI0UYKY, OKPYKAIONTYI0 (PYHKIIMOHAIBHYIO 000JI0UKY.

B eme omHOM acmekTe Hactosiee M300peTeHHe 0OecleynBacT Croco0 JieueHHus CyObeKTa, NMEIOIIETO
paccessHHBIN ckiiepo3. Croco0 BKITIOYAECT BBEIACHHE MAIMEHTY d(P(GEKTHBHOTO KOJIMUYECTBa (papMarieBTHIeCKOM
KOMITO3HIMH TI0 HACTOSIIIIEMY N300PETEHHIO, ONTMCAaHHOM B HACTOSILEM JOKYMEHTE.

Hacrosimee n3o0petenue Taxke obecrieunBaeT GpapManeBTHUECKYI0 KOMITO3HIMIO, ONTMCAHHYIO B HACTOS-
IIeM JIOKYMEHTE, JUIsl IPUMEHEHUS B JICUEHHH CYOBEKTa, IMEIOIETO PACCESHHBIA CKIIEPO3.

B nacrosimiee n3o0pereHne Takke BKIIOYCHO NPUMEHEHHE (apMalieBTHUECKONH KOMITO3UIINH, OTIMCAHHOH B
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HACTOSIIEM JOKYMEHTE, [UIsl IIPOU3BO/ICTBA JICKAPCTBEHHOTO CPE/ICTBA IS JICUEHHSI PACCESTHHOTO CKIIepo3a.
Kpartkoe onucanne yepre:xei

Ha ¢wur. 1 npeacrasiensr npoduinu pacTBOpUMOCTH in vitro st coctaBoB D, E u F mo macrosmemy u3o-
OpeTeHNIO C HCTIOIB30BAHNEM HCITBITAHHS HA PACTBOPUMOCTS 1.

Ha ¢wur. 2 npeacrasiensr mpoduiu pacTBOPUMOCTH in vitro mutst coctaBoB D, E u F mo macrosmemy u3o-
OpeTeHNIO C HCTIOTIB30BAHNEM HCIIBITAHHS HA PACTBOPUMOCTD 2.

Ha ¢wur. 3 npeacrasiens mpoduiau pacTBOpUMOCTH in vitro st coctaBoB D, E u F mo macrosmemy u3o-
OpeTEeHNIO C HCTIOTIB30BAHNEM HCIIBITAHHS HA PACTBOPUMOCTD 3.

Ha ¢wur. 4 npexacrarieHsl npo(uiin pacTBOPUMOCTH in Vitro Ui COCTAaBOB TPAHYII C Pa3IMYHBIMH KOJIHYC-
ctBamMu (hyHKIHMOHaIBHBEIX 00onouek (EC/HPC 65:35) ¢ ucnosnp30BaHNeM HCIIBITAHUS Ha paCTBOPUMOCTD 3.

Ha ¢wur. 5 npexacrarieHs mpo(uiin pacTBOPUMOCTH in Vitro Ui COCTAaBOB TPAHYII C Pa3IMYHBIMH KOJIHYC-
ctBamMu (pyHKIMOHaIBHBEIX o0onouek (EC/HPC 70:30) ¢ nucrnosnp30BaHNEM HCIIBITAHUS HA PACTBOPHMOCTD 3.

Ha ¢ur. 6 mpencraBieHsl mpo(uiIM pPaCTBOPUMOCTH in Vitro Ui COCTaBOB TpaHYJ C pa3IMYHBIMU
KoJmyecTBaMy (yHKIIMOHANBHBEIX obosodek (Eudragit RS/RL 75:25) ¢ ncronp3oBaHHEM HCIIBITAHUS HA PacTBO-
pUMOCTS 3.

Ha ¢wur. 7 npencraBieHbl mMpoQuiId PacTBOPUMOCTH in Vitro JJIT COCTAaBOB TpaHyd C pPa3InIHBIMU
KonmuecTBaMu (GyHKIIMOHAIBHBIX 000m04ek (Eudragit RS/RL 80:20) ¢ ucnonp3oBaHNEM HUCIIBITAHUS Ha PacTBO-
pUMOCTS 3.

Ha ¢wur. 8 npencraBnen ¢papmakokunHeTndeckuii mpoduis in vivo coctaBoB D, E u F B uccnenoBannsax PK
Ha cobakax.

Ha ¢ur. 9 npencrasieH npuMep cXeMbl IOJIYYEHHS COCTAaBOB I'PaHyJsl N0 HACTOSIIEMY N300PETEHUIO C HC-
TMOJIE30BaHUEM CII0C00a HAHECEHHST 000JIOUKH B MICEBOOXKIKEHHOM CJIO€.

Ha ¢ur. 10 npexacraBieH mpuMep CXeMbI IOJyYSHHUS] COCTABOB I'paHyJ MO HACTOAIIEMY H300PETEHUIO C
UCIIOIb30BAaHHUEM CIIOCO0a IKCTPY3HUH C MOCIIEAYIOIIEH chepoHr3anei.

Ha ¢ur. 11 npencraBiaens COM-n300paxkeHus cocTaBa MHOTOCIONHHBIX Tpanyl ¢ JIM® nis 3amenseHHo-
TO BBICBOOOXKICHUS TI0 HACTOSIIIIEMY H300PETSHHUIO.

Ha ¢wur. 12 npeacraBneHsl MpouiIn pacTBOPUMOCTH in Vitro AJisi COCTABOB IPaHyJ C Pa3IMIHBIMU KOJIU-
gecTBaMH QyHKIHOHATBHBIX 000m04uek (EC/HPC 60:40) ¢ ucnonap30BaHUEM HCTIBITAHNS HA PACTBOPUMOCTS 2.

Ha ¢wur. 13 npeacraBneHsl MpouiaIu pacTBOPUMOCTH in Vitro AJisi COCTABOB TPaHyJ C Pa3IMIHBIMU KOJIU-
gecTBaMH QyHKIHOHANBHBIX 000mo4uek (EC/HPC 60:40) ¢ ucnonp30BaHUEM HCTIBITAHYS HA PACTBOPUMOCTS 1.

IMoapo6Hoe onucanne N300peTeHnst

B mepBom BapuaHTe peanu3anuy HacToslIee N300peTeHNEe HaNpaBlIeHO Ha (apMaleBTHYECKYI0O KOMIIO3H-
M0 B ()OpPME IpaHyJIbl, COJEPIKAIIYIO

HMHEPTHOE SIIPO;

TIEPBBIH CJI0H, OKPY)KAIOIINI HHEPTHOE SIIPO, IPH STOM IIEPBBIH CII0H COAEPKUT AUMETIIIhyMapart; u

KHIIEYHOPACTBOPUMYIO 000JIOUKY, OKPY’KAIOIIYIO IEPBBII CIIOMH.

Bo BTOpOM BapmaHTe peanm3anuu (papManeBTHUCCKas KOMITO3HIIMSA, OMUCAHHAS B IIEPBOM BapUaHTE pea-
JIM3aIMY, MOXET JOTOJHHUTEIBHO CONEpKaTh (PYHKIIMOHATBHYIO 000JI0YKY, OKPY)KAIOIIYI0 KHIIEIHOPACTBOPH-
MYI0 000JIOUKY.

B TpeTbeM BapmaHTe peann3alniil HACTOSIIEe H300peTeHNE HAPABJICHO Ha (papMarneBTHIECKYI0 KOMITO3H-
U0 B (popMe TPpaHyIIbl, COACPIKAIIYIO

HWHEPTHOE SIPO;

TIEPBBIH CJI0H, OKPYKAIOIINI HHEPTHOE SIIPO, TIPH 3TOM NEPBBIH CII0H CONEPKUT AUMeTIIIhyMaparT;

(YHKIIMOHAIBEHYIO 000JI0UKY, OKPY’KAIOILyIO IEPBBII CIIOM; 1

KHIIEYHOPACTBOPUMYIO 000JI0UKY, OKPY’KAIOIIYIO EPBYIO PYHKINOHAIBHYIO 000JIOUKY.

B naHHOM KOHTEKCTE TEpMHH "HMHEPTHOE SAPO" OTHOCHUTCS K SIZIpY, coleprKalieMy MaTepuan(bl), He peak-
IIHOHHOCIIOCOOHBIH(BIE) 10 OTHOIICHHIO K aKTHBHOMY BEIIECTBY M BCEM KOMITOHEHTaM TpaHyJIbl W/WIM HE OKa-
3bIBAIONINH(KE) BAMSHUS Ha OMOJIOTHYECKYIO aKTUBHOCTh aKTHBHOTO BELIECTBA, T.. IMMeTHI(pymapara. Kpome
TOTO, MHEPTHOE AP0 HE COMACPKHUT HUKAKOE AaKTUBHOE BEIIECTBO. B OIpeneNeHHBIX BapHaHTaxX pead3aIliu
WHEPTHOE PO COACPKUT (hapMarleBTHUECKN MPUEMIIeMbIH(bIe) HHEPTHBIN(-¢) MaTepuan(pl). MmumocTpaTuBHbIE
MaTepHabl HHEPTHOTO SiIpa BKIFOYAIOT, HO HE OTPAaHHYMBAsCh MU, KpaxMal, JEKCTPO3y, caxaposy, JIAKTO3Y,
MalIbTO3y W MHUKPOKPHUCTAJUIMYIECKYIO LEJIII0NI03y. B oHOM BapmaHTe peaju3aliiid WHEPTHOE SAPO COICPKHUT
JaKTO3y. B ampTepHaTHBHOM BapHWaHTE pealn3aldy WHEPTHOE SIIPO COAEPIKUT KpaxMail. B emie oxHOU ambTep-
HATHBE MHEPTHOE AP0 COACPKUT Caxapo3y.

B ompenerneHHBIX BapuaHTaX peanu3anuu JUis (GapMareBTHYCCKIX KOMIIO3HIUH, OMUCAHHBIX B MEPBOM,
BTOPOM WJIM TPEThEM BapHaHTaX pean3allii, MacCOBOE NPOLEHTHOE COAEpKaHUe Il HHEPTHOTO Spa COCTaB-
nset 10-60% wmu 20-40% ot o01eli Macchl HHEPTHOTO sSpa U IIEPBOTO ¢i10sl. bojee KOHKpEeTHO, MaccoBoOe Mpo-
[ECHTHOE COJAepIKaHue Il HHepTHOTO siapa cocrasisierT 30-40% wmm 20-30% oT 00Imeii Macchl MHEPTHOTO sapa
u niepBoro ciosi. Eme 0ojxee KOHKpPETHO, MacCOBOE MPOLIEHTHOE COJlep KaHKe sl MHEPTHOTO SIpa COCTaBIISET
20-24% oT 001I1e# MacChl HHEPTHOTO Spa U IEPBOTO CIIOSI.

B ompeneneHHBIX BapHaHTaxX peam3alyy IS (apMareBTHIECKIX KOMIO3HWINH, ONMMCAHHBIX B MEPBOM,
BTOPOM WJIM TPETHEM BapHaHTaX pearu3aliii, HHEPTHOE AP0 MpeAcTaBisieT cooii chepy, NMEIOIIyIo AHaMeTp
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200-850 MKM.

Bonee xonkpeTHO, cepa umeer auamerp 250-350 mrm, 300-400 mxm, 500-600 MM war 700-850 MKM.
Eme 6omree koHKpeTHO, chepa umeet quameTp 350, 550 wm 750 MxMm.

B ompenenerHoM BapmaHTe peanu3aluy A (papManeBTHYECKUX KOMITO3HIWH, OIMCAHHBIX B IIEPBOM,
BTOPOM WJIM TPEThEM BapHaHTaX peanu3aliuu, rpanyibl uMmeroT auamerp 0,5-2 mm, 0,5-1,5 MM, 0,8-2 MM,
0,8-1,5 MM, 1-2 mm wm 1-1,5 mm. bonee xoHkpeTtHO, rpanynbl uMmeroT auamerp 0,9-1,5 mwm, 0,9-1,4 MM,
0,9-1,3 mm, 0,9-1,2 mm, 1-1,4 My, 1-1,3 MM mwim 1-1,2 mM.

B ompeneneHHBIX BapuaHTax peam3alyy IS (apMareBTHISCKIX KOMIO3HWINH, ONMMCAHHBIX B MEPBOM,
BTOPOM HJIM TPEThEM BapHaHTaX pealli3allii, aKTUBHOE BEIICCTBO AUMCTHI(pYMapaT HAHECEH CIOEM Ha MHEPT-
Hoe siapo. boree KOHKpETHO, AUMETIII(hyMapaT HAHECEH CIIOEM Ha HHEPTHOE SIPO MyTEM HAIBUICHUS PAacTBOPA,
CoJiepKaIIero qTUMeTmwIhyMapaT, Ha HHEPTHOE SAPO B CHCTEME C TICEBIOOKUKCHHBIM CIIOEM, TAKOU KaK armmapar
JUIS HATIBUICHUS B TICEBIIOOXKIDKCHHOM ciioe. CHcTeMa C MCEBI00KIKEHHBIM CIIOEM MOXKET TaKKE Ha3bIBAThCS
TICEBIOOKIKCHHBIM CIIOCM.

B ompeneneHHBIX BapuaHTax peanu3anuy Uit (GapManeBTHYCCKIX KOMIIO3HIUM, OMUCAHHBIX B MCPBOM,
BTOPOM WIIH TPETHEM BapHaHTaX peau3alli, MacCOBOE MPOLIEHTHOE CO/epKaHNe TUMETII(hyMapara COCTaBIIsA-
et 40-80%, 50-75%, 60-70%, 65-75% wnmm 70-80% ot oOrmielt Macchl HHEPTHOTO siApa U mepBoro ciosi. bonee
KOHKPETHO, MAaccoBO€ IPOIEHTHOE coJepkaHWe IuMeTmindymapara cocraBisier 68-72% ot oOmelr mMacchl
WHEPTHOTO sIIpa U MEPBOTO CJOA. B KOHKPETHOM BapHWaHTE peajM3allid MacCOBOE INPOIEHTHOE COMACpKAHUE
muMetmidymapata coctaBisieT 70% ot o0Imieit MacChl HHEPTHOTO SiApa W TIEPBOTO CJIOSL. AJIBTEpHATHBHO, Mac-
COBOE TIPOIICHTHOE conepkaHue nuMmermwidpymaparta coctaBmsieT 60-63% ot obmieit Macchl HHEPTHOTO sApa U
MepBOTO cllos. B Ipyrom BapuaHTe peanu3alii MacCOBOE MPOICHTHOE COJCpKaHUe TUMETII(hymMapaTa cocTas-
nset 72-76% oT o01eii Macchl HHEPTHOTO Spa U IIEPBOTO CJI0s. B elle 0THOM BapHaHTe peaTu3allliid MacCOBOE
MPOIICHTHOE COAepiKaHue muMeTwidhymapara coctaBisieT 74% oT oOmiell Macchl MHEPTHOTO sSpa M MEPBOTO
CIIos1.

B ompeneneHHBIX BapuaHTax peanu3aiuy Uit (GapMareBTHYCCKIX KOMIIO3HIUH, OMUCAHHBIX B MEPBOM,
BTOPOM WJIM TPEThEM BapHAHTAX Peajli3allii, TIEPBBIN CIIOH TOMOIHUTEIHFHO COACPIKUT CBA3yIomee. MimocTpa-
TUBHBIE CBSI3YIOIIME BKJIIOYAIOT, HO HE OTPAaHMYMBASICh UMM, KaMe/b, arap, aJbrHHOBYIO KHCIIOTY, COTIOIHMED
aMHUHOMETaKpHIaTa, aMMOHUHHO-METaKPIIATHBII COMOJIMMEp, AUCIEPCHUI0 aMMOHHUITHO-METaKpHUIATHOTO COIO-
rMepa, KapOOHAT KaNlbIlus, JAKTaT KaJdblKs, CONOINMEp Kapbomepa, roMononnMep kapbomepa, HHTEPIIOIUMED
KapOomepa, HATPHi-KapOOKCHMETIIILEIIIION03Y, MHKPOKPHCTAIUIMIECKYIO IIEJUTION03Y, CHIMKATHPOBAHHYIO
MHUKPOKPHCTAIIMYECKYIO IEIUTION03Y, THAPOTCHU3NPOBAHHOE KOKOCOBOE MAacjo, KOMOBHAOH, KYKypY3HYIO TIa-
TOKY, CYXYIO0 KyKYPY3HYIO ITaTOKY, JIEKCTPATHI, ICKCTPHUH, TUCIICPCHIO COTIOIMMEpPA ITHIAKPUIIaTA U METHIIME-
TaKpHUaTa, TUILEIUTION03Y, MPUBUTHIA COMOIUMEP 3THJICHIIUKOIS ¥ BHHWIOBOTO CITUPTA, XKEIATHH, TIFOKO3-
HBIA CcHpOI, OereHaT TIIMICpUHA, TYapOBYIO KaMelb, THAPOKCHATIIIICIUTION03Y, THAPOKCUIPOIHIICIUTION03Y,
THUIPOKCUIPOIIJIIEIUTION03Y C HU3KOH CTENEHBIO 3aMCEIICHHS, THAPOKCHIIPOIMIMETIIIICIUTION03Y, aleTaT-
CYKIIMHAT THIPOKCHUIIPOMIMETHIIICIUTIONO3bI, UHYJIHMH, alb(a-TaKTalb0yMUH, MOHOTUAPAT JIAKTO3BI, MAJIBTO-
JCKCTPUH, MaJIbTO3y, COMOIMMED METAKPUIOBOH KHCJIOTHI, JUCIICPCUIO COTIOIMMEPa METAKPHUIOBOW KUCIIOTHI,
JUCTIEPCHIO COTIOJIMMEpa METaKPWIOBOW KUCIIOTHI M 3TWJIAKPHIATa, METHILEIUTION03Y, THAPOTEHI3HPOBAHHOE
MaJIEMOBOE MAcIo, MOJMKapOOQwII, THAPOTSHU3UPOBAHHYIO MOIHIACKCTPO3Y, MOJIMITHICHOKCH], TIOJIHBHHUII-
areTaT, IOBHUAOH, MyJUTyJIaH, allbTUHAT HATPHA, IPESKENATHHU3NPOBAHHBIN KpaxMall, MPpeKeTaTHHI3HPOBAHHBIN
MOIUGHUIMPOBAHHBIN Kpaxmal, KyKypy3HBIH KpaxMal, THIPOKCHIIPONMI3aMEIICHHBIH KyKypy3HBIH Kpaxmal,
MpeXKEeNTaTUHU3UPOBAHHBIN THAPOKCUIIPONUI3aMEIICHHBIA KYKYPY3HBIM Kpaxmai, TOPOXOBBIM Kpaxmal, THIPO-
KCHIIPOTIHI3aMEIICHHBI TOPOXOBBIN KpaxMaJ, IpeKeIaTHHU3UPOBAHHBIN THPOKCHIIPOITMI3aAMEIICHHBIA TOPO-
XOBBIA Kpaxmall, KapToQeIbHBIH KpaxMmal, FHIPOKCHIPONII3aMCIICHHBIH KapTo(eabHBIN Kpaxmall, mpexena-
TUHU3UPOBAHHBIA THAPOKCHUITPOMTII3aAMEIICHHBIN KapTO(QENbHBIA KpaxMall, TAITMOKOBEIN KpaxMall, MIICHAYHBIH
Kpaxmall, THAPOJIN3aT THAPOTCHI3UPOBAHHOTO KpaxMmala, caxaposy, MOJICOTHEYHOE MACio, MAaTOKy, TPEeranosy,
THIIPOTCHU3UPOBAHHOEC PACTUTEIHHOE MACIO, BUTAMUH E, MOJMAITHICHIIIMKOIBCYKIIMHAT, 3¢UH, THAPOKCUIIPO-
muMetwesntonosy (HPMC), nomusuammmupponuaon (PVP), mernniennionosy, 3THILEIUION03Yy, HaTpHUi-
KapOOKCHMETHIIIEILTIONO03Y, MOMMITIICHTNKONs (PEG), MOMMBHHHUIOBEIE CIHPTHL, MOJUMETAaKPHIAT, Kpax-
MaJbHBIA KIIEHCTEp, KPaxXMaTINKOIAT HATPHA, TParakaHT, JKeIaTHH, albTUHAT, albTUHAT HATPHS, aJIbTHHOBYIO
KHCJIOTY, LEIUTI0NI03Y, KaHISIWIBCKUNA BOCK, KApHAYOCKHI BOCK, KOTTOJIMBUAOH U BOJHYIO JaKTo3y. bonee koH-
KpEeTHO, CBs3ylolee npeacTasisier coooit HPMC.

B ompeneneHHBIX BapHaHTaxX peam3alyy IS (apMareBTHISCKIX KOMIO3HWINH, ONMMCAHHBIX B MEPBOM,
BTOPOM WJIM TPEThEM BapHaHTaX Pean3allii, MaCCOBOE MPOIICHTHOE COMEPKAHNE IS CBA3YIOIIETO COCTABIISIET
1-25%, 1-20%, wmm 5-15% ot oOmiel Macchl HHEPTHOTO s/ipa M MEPBOTO Cllosl. bojee KOHKPETHO, MaccoBOE
MPOIICHTHOE COJICPIKAHKE VIS CBs3yromiero coctapiseT 5-10% (wampumep, 5, 6, 7, 8, 9 wiu 10%) ot oOmieit
MacChl HHEPTHOTO s/ipa W TIEPBOTO CJIOS. B ApyroM KOHKPETHOM BapHaHTE pealU3allii MAacCOBOE MPOIICHTHOE
CoJIepXKaHue ISl CBSA3YIOIIETro cocTaBisieT 1-5% (wampumep, 1, 2, 3, 4 wim 5%) oT 00MmIeH MacChl HHEPTHOTO
SIpa ¥ TIepBOro cjosl. B emie 6oee KOHKPETHOM BapHaHTE peallu3alliii MaCCOBOE IPOLICHTHOE COICPIKAHUE IS
CBA3YIOIIEro cocTapisieT 7%.

B ompeneneHHOM BapuaHTe peayu3alliy TPaHyIIbl IO HACTOSIIEMY H300pETEHHIO UMEIOT KUIIIEYHOPACTBO-
pUMYI0 000JI0YKY, OKPYKAIOIIYIO TEPBBIN CIIOW, comepkamuii nuMetnidgymapar. B maHHOM KOHTEKcTe "KH-

-3



039157

IIEYHOPacTBOpHUMas 0000YKa" OTHOCHUTCS K 000JI0UKE, KOTOpas yCTOHYMBA MPU CHILHOKHUCIOTHOM 3HaYE€HUH
pH (manpumep, pH ~3), nmpucyTcTByiomeM B XelyaKe, HO OBICTPO pacnajgaercst Ipu MEHee KHCIOTHOM 3Hade-
auu pH (manpumep, pH 7-9). B HacrosimeM n300peTeHHH OOBIYHO MOKHO MPHUMEHSATh M3BECTHBIC B TEXHHKE
MaTepHajbl Uil KHUIIEYHOPAcTBOpUMOW 00oiouky. B omHOM BapmaHTe peanm3anuu Jis (apMareBTHYECKIX
KOMITO3HITN, OMMUCAHHBIX B IIEPBOM HJIM BTOPOM BapHaHTE peaN3allii, KHIIETHOPACTBOPUMYIO 000I0UKY Ha-
HOCSIT Ha TIEPBBIA CJIOU, cofepkamuii numetmwipymapar. bonee KOHKpETHO, KHUIIEIHOPACTBOPUMYIO 00OJIOUKY
HAHOCST Ha TMEPBBIN CIION OCPEICTBOM HAITBIICHHUS PACTBOPA, CONEPIKAIIETO MaTepHaIbl KHIIIETHOPACTBOPUMON
000JI09KH, Ha TIEPBBIN CJIOH B TICEBIOOKMKECHHOM CJIOE.

B onpeneneHHBIX BapuaHTax peann3anyy Ui (apManeBTHYECKUX KOMIO3UIMH, ONMUCAHHBIX B TPETHEM
BapuaHTe peajn3aliy, KHIICYHOPACTBOPUMYIO 000JI0UKY HAaHOCST Ha (GYHKIIMOHAIBbHYIO 000104Ky. bonee koH-
KPETHO, KHIIEYHOPACTBOPUMYIO 000J0UKY HAaHOCSAT Ha (DYHKIHOHAJIBHYIO 000JOUYKY ITOCPEICTBOM HAITBIICHUS
pacTBopa, CoJepiKallero MaTepHaibl KHIICYHOPACTBOPHUMOHM 000JI0YKHM, Ha (YHKIMOHAIBHYIO O0OJOUYKY B
TMICEBIO0KIKEHHOM CJO€.

B onpeneneHHBIX BapuaHTax peanu3anu Uil (GapMalieBTHUeCKUX KOMIO3UIMH, ONMMCAHHBIX B IEPBOM,
BTOPOM WJIM TPEThEM BapHaHTAaX pPealn3alliy, KUIICIHOPACTBOpHUMas 000JI0YKa CONEPKUT BCIIOMOTATEIHHOE
BEIIIECTBO, BRIOpaHHOE M3 TPYIIIBI, COCTOSIIECH U3 COMOIIMMEpPa METaKPIJIOBOI KUCIOTHI M METHJIMETaKpHIIaTa,
COTIOJIMMEPa METAKPUIIOBOM KHCIIOTHI M dTWJIAKpIiaTa, (rajgara TuapokcunponmimMeTmennono3s (HPMCP),
arierodTanara MeJUIoNIo3bl. bolee KOHKPETHO, KUIMIEYHOPACTBOPUMAsT 000JI0UKA COAEPIKUT COIMOIMMEP METaK-
PHUIIOBOH KHCIOTH M METHIMeTaKkpmiaTa. Eie 6ojee KOHKPETHO, COOTHOIICHHE METaKPHUIOBOW KHCIIOTHI K Me-
THJIMETaKpHUIaTy B conoimmepe cocrasisier ot 0,8:1 mo 1,2:1 (manpumep, 1:1). B emre 6onee KOHKpEeTHOM BapH-
aHTe pealn3aluy KulegyHopacTBopuMas obonouka conepkut EUDRAGIT® L 100 (monmu(MmerakpuioBast Ka-
cloTa-co-MeTmwiMerakpunar) 1:1).

B onpeneneHHBIX BapuaHTax peanu3any Uil (GapMalieBTHUeCKUX KOMIO3UIMH, ONMUCAHHBIX B IEPBOM,
BTOPOM WJIM TPEThEM BapHaHTAX pealn3alii, KHIIEYHOpacTBOpUMas 000J0YKa 110 HACTOSIIEMY H300pETEHHIO
JIOTIOJTHUTENBHO COAEPKHUT OJMH WM OoJiee racTuukaTopoB. VimmrocTpaTuBHBIC MIaCTH(QUKATOPHI BKIIIOYAIOT,
HO HE OTPaHMYMBASACH VMU, alleTHIITPUITWILHUTPAT, OeH3MI0eH30aT, KACTOPOBOE Macyo, XJIopOyTaHOII, auare-
THJINPOBAaHHbIE MOHOTJIMIIEPHUIBI, THOyTHIICE0alHAT, AUITIWI(TANIAT, TIMLEPUH, MAHHUT, TOJIMITHICHTJIMKOJIb,
MOHOMETHJIOBBIH QU MMOJHUI TUICHTJIUKOJIS, TPOIMICHTJINKOb, ITYJUTyJIaH, COPOUT, pacTBOp COpOUT copOnTaH,
TPHAIETHH, TPUOYTUIUTPAT, TPUATHIIUTPAT U BUTaMuH E. B Gonee KOHKpeTHOM BapuaHTE pealn3aldy Iia-
CTUPUKATOP MPENCTABIIET COOOH TPUATHIIIIATPAT.

B oxgHOM BapmanTe peannzanuu A GapManeBTHIECKUX KOMITO3UINN, ONTMCAHHBIX B IEPBOM, BTOPOM HJIH
TpPEeThEM BapHaHTaX pealu3alliy, KAIIEYHOPACTBOPUMAs OOOJI0YKA MO HACTOSIMIEMY H300pPETCHUIO COICPKHUT
EUDRAGIT® L 100 u tpustunmurpar. bomee KOHKpETHO, MacCOBO€ COOTHOIIEHHE TPHUITHILHUTpaTa K
EUDRAGIT® L 100 cocrasaster ot 1:1 mo 1:20. Emme 6onee KOHKpETHO, MacCOBOE COOTHOIICHHE TPUITHIILIT-
pata k EUDRAGIT® L 100 cocraBmuser 1:5.

B ompeneneHHBIX BapHaHTax peaym3alyy UIA (apMareBTHISCKIX KOMIO3HWINH, ONMCAaHHBIX B MEPBOM,
BTOPOM WIJIM TPETHEM BapHaHTaX peaM3alliii, MaCCOBOE MPOIICHTHOE COAEpKaHWEe Ul KUIIEYHOPACTBOPUMOMN
o6omoukn cocraiser 1-20% nmm 5-15% ot oO1meit Macchl HHEPTHOTO s/ipa U NepBoro ciosl. bojee KOHKpeTHO,
MaccOBO€ MPOLEHTHOE COJCPIKaHME JUIs KHIIEYHOPACTBOPHMOM 00osiouku coctasisier 10-15% (manpumep, 10,
11, 12, 13 wmu 15%) ot o01ieii Macchl MHEPTHOTO Spa U MEPBOTO 0. B ApyroM Gosiee KOHKPETHOM BapUaHTE
peanu3any MaccoBOE MPOLEHTHOE COZEpKaHUE ISl KHIIEYHOpacTBOPUMON 00osiouku cocrasisier 11-13% or
o0Ieil Macchl MHEPTHOTO siipa U mepBoro ciosi. Eme 6ojiee KOHKPETHO, MaccoBOE MPOLEHTHOE COAEpIKaHUE
KUILIEYHOPACTBOPUMOI 000J104KH cocTaBiseT 12% oT o01eit Macchl HHEPTHOTO spa U IIEPBOTO CIIOS.

B oxgHOM BapmanTe peanuzanuu A GapManeBTHICCKUX KOMITO3UINN, OTTMCAHHBIX B IEPBOM, BTOPOM HJIH
TpPEeThEM BapHaHTaX peau3allii, MacCOBOE MPOICHTHOE COAEp)KaHUe IS HHEpTHOrO sipa coctasisieT 10-60%
0T 001Iei MacChl HHEPTHOTO SApa M MEPBOTO CIIOST; MACCOBOE MPOLEHTHOE COAEpIKaHUe I JUMeTIIhyMapara
cocraBisieT 40-80% oT 0011eit MacChl HHEPTHOTO SIZIpa U MEPBOTO CIIOS; MAaCCOBOE IPOIICHTHOE CONEPKaHHE IS
CBA3YIOIIEro cocTaBisieT 1-25% ot oOmel Maccsl HHEPTHOTO SApa M IIEPBOTO CIIOS; M MacCOBOE MPOIICHTHOE
CoJIepXKaHNe JJIS KUIIEYHOPACTBOPHMOI 00010uKH cocTaBisieT 1-20% oT 00mieit Maccsl HHEPTHOTO S/Apa | Iep-
BOTO cios. bojiee KOHKPETHO, MHEPTHOE SAPO COJCPXKUT caxapo3y HIIM Kpaxmall, a CBS3YIOIIee MpeCTaBIIsieT
coboit HPMC. Eme Ooyee KOHKPETHO, HHEPTHOE SIPO COMCPKHUT Caxapo3y HIM KpaxMall; CBS3YIOIIee Ipej-
craBisier cooboit HPMC, a kumeunopactBopuMast 000J109Ka CONEPKUT COMOJIIMMEP METaKpUIIOBOI KHCIOTHI U
MeTWIMeTaKkpwiaTa. B nononHutensHoOM Gojiee KOHKPETHOM BapHaHTE peaii3alliil HHEPTHOE SAPO COIEPIKUT
caxapo3y WM Kpaxmal; cBssylomlee npeacrasisietr coboit HPMC, a kumeunopacTBopuMas 0007109Ka COIEPIKUT
EUDRAGIT®L 100 (monmu(merakpuioBas KHCIOTa-co-MeTHiIMeTakpuiar) 1:1) n tpuatuwnmmrpar. Eme Gonee
KOHKPETHO, MacCOBOE COOTHOILIeHHE TpuaTiwiauTpaTa k Eudragit L100 cocraBmnser 1:5.

B npyrom BapmaHTe peannzanuul Uil (papMaIieBTHIECKUX KOMIIO3HINH, ONHMCAHHBIX B IIEPBOM, BTOPOM
WIIA TPEThEM BapHaHTaX pealn3alliii, MacCOBOE MPOICHTHOE COAepKaHHe UIsI MHEPTHOTO siapa cocTaBiieT 20-
40% ot obmieii MacChl HHEPTHOTO Spa M MEPBOTO CJIOS; MacCOBOE IPOLIEHTHOE COJNEpKAHWE IS TUMETHIdy-
Mapata coctaBisieT 50-75% ot o0mieit MacCsl HHEPTHOTO SApa M MEPBOTO CJI0S; MAaCCOBOE MPOLIEHTHOE CONep-
JKaHWEe U CBS3yIomero cocramBisieT 1-20% oT obmieil Macchl MHEPTHOTO SApa W IEPBOTO CIIOS, M MacCOBOE
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MPOLIEHTHOE COZIepXKaHMUe IJIsl KHUIIIEYHOPACTBOPUMON 000JI0OUKH cocTaBisieT 5-15% ot o01iei Macchl HHEPTHOTO
spa M NepBOro ciiosl. boee KOHKPETHO, MHEPTHOE SIAPO CONEPKUT Caxapo3y WIIM KpaxMall, a CBA3yIolIee npe-
craisier co6oit HPMC. Emie 6oee KOHKpETHO, MHEPTHOE SAPO CONEPIKUT caxapo3y WIH KpaxMmal, CBA3YIOIIee
npencraisieT coooir HPMC, a kummeqHopacTBopuMasi 000JI09Ka COASPIKUT COMOJIUMEP METAKPHUIIOBON KHCIOTHI
¥ METHJIMETaKpmiaTa. B nomomHuTeIsHOM O0JIee KOHKPETHOM BapHaHTE pealn3alliil HHEPTHOE SIIPO COMSPKHUT
caxapo3y WIN Kpaxmall; cBs3yroliee npeacrapiseT coboit HPMC, a kumedHopacTBopuMas 000JI09Ka COEPIKUT
EUDRAGIT® L 100 (monu(mMerakpmiioBasi KUCIOTa-co-MeTHiAMeTakpuiar) 1:1) u tpustiinnurpar. Eme Gosnee
KOHKPETHO, MacCOBOE COOTHOIeHue TpraTuinuTpaTa k Eudragit L100 cocraBnser 1:5.

B npyrom BapmaHTe peannzanuu Uil (apMaIieBTHIECKUX KOMIIO3HINH, ONMHCAHHBIX B IIEPBOM, BTOPOM
WM TPEThEM BapHaHTaX peaau3alliii, MacCOBOE MPOIEHTHOE COAepKaHHe UIsl MHEPTHOTO sifpa coctaBiieT 20-
30% ot obuiel Macchl MHEPTHOT'O SIpa U IIEPBOTO CJIOS; MacCOBOE MPOIEHTHOE COIEpKaHue Ui TUMETHI]Y-
Mapata cocTaBiseT 65-75% ot o0Ieil MacChl HHEPTHOTO spa M MEPBOTO CJI0S; MAacCOBOE MPOLICHTHOE COJEp-
JKaHUE JUIS CBS3YIOILETo cocTaBisieT 5-15% oT o0mieil Macchl MHEPTHOTO SiApa M IIEPBOTO CIIOS; U MaccoBOE
MPOIICHTHOE COACPIKaHUE IS KHIICYHOPACTBOpUMOiA 00010uku cocTaBisieT 10-15% ot oOmieit Macchl HHEPTHO-
TO si7ipa U MepBOro ciosi. bonee KOHKPETHO, HHEPTHOE SAPO COAEPKHUT caxapo3y WM Kpaxmal, a CBS3YIOoIlee
npencraisier coboit HPMC. Eme Gosiee KOHKpETHO, HHEPTHOE PO COAEPIKHUT caxapoly WM Kpaxmal; CBS-
3ymomiee npeacrasisieT coboit HPMC, a kumednopacTBopuMas 000JI109Ka CONEPKUT COMOJIMMEP METAKPHIIOBOM
KHCJIOTHI U METHIMETaKpuiaTa. B momomHuTeTsHOM OoJiee KOHKPETHOM BapHaHTE PeasM3alliil WHEPTHOE SIpO
COJIEPKHT caxapo3y WIH KpaxMal, cBsizyloliee npeactasiser coboit HPMC, a kumeaHopacTBopuMas 0007109Ka
conepxxur EUDRAGIT®L 100 (monm(merakpuiioBasi KHUCIIOTa-co-MeTHIMeTakpuwiat) 1:1) u TpuaTHiIuTpar.
Emie 6osree KOHKPETHO, MacCOBOE COOTHOIICHHE TpraTHimuTpaTa k Eudragit L100 cocraBnser 1:5.

B npyrom BapmaHTe peannzanuu Uil (apMaIeBTHIECKUX KOMIIO3HINH, ONHMCAaHHBIX B IIEPBOM, BTOPOM
WM TPEThEM BapHaHTaX pealn3alliii, MacCOBOE MPOIIEHTHOE COAepKaHHe Ul MHEPTHOTO siapa coctaBiieT 20-
24% ot o0mIel Macchl MHEPTHOTO SIpa M MEPBOTO CJIOS; MAacCOBOE MPOLIEHTHOE COJep)KaHHUe JUI AUMETHIDY-
Mapata coctaBiseT 68-72% ot 00Ieil MacChl HHEPTHOTO spa M MEPBOTO CJI0S; MAaCCOBOE MPOLICHTHOE COJEp-
JKaHUe JUISL CBs3yIomero cocramisieT 5-10% oT oOmiell Macchl HHEPTHOTO SiApa M IIEPBOTO CIIOS; U MaccoBOE
MPOIICHTHOE COACPIKaHUE JIJIsI KHIICUHOPACTBOpUMOi 0001109k cocTaBisieT 11-13% ot obmieit Macchl HHEPTHO-
TO siipa U MepBoro ciosi. bonee KOHKPETHO, HHEPTHOE SAPO COAEPKUT caxapo3ly WM Kpaxmal, a CBs3YIoIlee
npencraisier coboit HPMC. Emre Gosiee KOHKpETHO, HHEPTHOE PO COAEPIKHUT caxapoly WM Kpaxmal; CBS-
3ymomiee npeacrasisieT coboit HPMC, a kumednopacTBopuMas 000JI09Ka CONEPKUT COMOJIMMEP METAKPIIIOBOH
KHCJIOTHI U METHIMETaKpuiaTa. B momomHuTeTsHOM OoJjiee KOHKPETHOM BapHaHTE PeaM3alliil WHEPTHOE SIpO
COJIEPKHT caxapo3y WIH KpaxMal, cBsizyroliee npeactasiser coboit HPMC, a kumegHopacTBopuMast 0007109Ka
conepxxutr EUDRAGIT® L 100 (momm(MeTakpuiaoBasi KUCIOTa-CO-METHIAMETakpwiar) 1:1) W TpUATHILUTpAT.
Emie 6oiree KOHKPETHO, MacCOBOE COOTHOIIEHHE TpraTHimuTpaTa k Eudragit L100 cocraBnser 1:5.

B ompeneneHHBIX BapHaHTaX peayu3aliy UII GapMaeBTUICCKUX KOMITO3UIINHA, OIMMCAHHBIX BO BTOPOM
BapHaHTE pealn3anny, (QYHKIHOHAJIHHYI0 O0ONOYKY HAHOCAT Ha KHIICYHOPACTBOPHUMYIO OOOJOYKY TpaHyIL.
Bonee KOHKpeTHO, (PYHKIMOHAIBHYIO O0OJIOYKY HAHOCST Ha KHIIEYHOPACTBOPHMYIO OOOJIOYKY IHOCPEICTBOM
HAIBUICHUS PacTBOPA, CONEPIKAIIETO MaTepHalbl (PYHKIIMOHATIBHON 000JI0YKH, HA KHIICYHOPACTBOPUMYO 000-
JIOYKY B TICEBJJOOXKHMIKEHHOM CJIO€.

B ompeneneHHBIX BapuaHTax peaauw3alud IS (papMaleBTHICCKUX KOMIO3HIUI, OMUCAHHBIX B TPEThEM
BapHaHTC peanm3alud, (QYHKIHOHAIFHYIO O0OJI0OYKY HAHOCAT Ha TEPBBIA CIIOW TpaHyl. boiee KOHKpETHO,
(hYHKIMOHATIBHYIO 000JI0UKY HAaHOCAT Ha HEPBBIA CIIOW MOCPEICTBOM HAIBUICHHS PacTBOPA, COAEPIKAIIEro Ma-
Tepualbl QyHKIIMOHATEHON 000JI0YKH, Ha PYHKIIMOHATBHYIO 000JI0YKY B IICEBIOOKUKEHHOM CIIOE.

B nanHoM koHTeKkcTe "(yHKITMOHATBHAS 000109Ka" OTHOCUTCS K 000JI049Ke, 00eCIIenBaIONIeH 3aMe IeH-
HOE BBICBOOOYKICHHE aKTHBHOTO BemlecTBa (T.e. AuMmeTmwiadymapara). B 7aHHOM KOHTEKCTe "3aMemyieHHOE BBI-
CBOOOXIeHNE" 03HAYaeT, UTO aKTUBHOE BEIIECTBO TUMETHI(GyMapar BBICBOOOXKAAEeTCA U3 (hapMalleBTHICCKON
KOMITO3UITIH 10 HACTOAIIEMY H300pETCHHUIO 3aMeITICHHBIM 00pa3oM 110 CPaBHEHHUIO C COCTaBaMHU HEMEIJICHHOTO
BBICBOOOXIeHNUS. TepMuH "3aMeyIeHHBII" 03HAYaAET, YTO AKTUBHOE BEIIECTBO BHICBOOOXKIACTCS Ha MPOTSHKEHUH
OoJee MPOAOIKUTEIHHOTO IEPHOa BPEMEHH, €M NMEIOIINICS KOMMEPUYECKH TOCTYIHBIH cocTaB Texaudepa®
(mumeTundymapar), HanpuMep, 0 MEHbBINEH Mepe Ha MPOTSHKCHUM MEePHOJa BPEMEHHU, KOTOPBIA MO MEHBIICH
Mepe B 1,2 pa3a, mo MeHslel Mepe B 1,5 pasa, o MeHslIel Mepe B 2 pa3a, 10 MEHbIIEH Mepe B 3 pasa, Ho
MeHbIIIei Mepe B 4 pa3a WM 10 MEHbIIeH Mepe B 5 pa3 Ooibllle, YeM y UMEIOIIErocss KOMMEPUYECKH JOCTYITHOTO
coctaBa Teknupepa®.

B ompenencHHBIX BapHaHTaX pealu3aliu Ui (papMaIlleBTUICCKUX KOMITO3UIIHA, OMTMCAHHBEIX BO BTOPOM
W TPEThEM BapHaHTE peain3anuy, QyHKIHNOHaIbHAs 000J0YKa COJEPKUT CMECh OJHOTO WM Ooiee BoJopac-
TBOPUMBIX MOJUMEPOB U OJHOTO WM 0OJee HEpaCTBOPUMBIX B BOJE TOJIMMEPOB. B ompeaencHHBIX BapUaHTaX
peanmm3anyuy (QyHKIIMOHATBHAS 000JI0YKa COACPKUT OAHO MM OoJiee BCIIOMOTATEIbHBIX BEUIECTB, BRIOPAHHBIX
W3 TPYIIIIBI, COCTOSMEH 13 momuBUHIWIMHpposmaona (PVP), mommtunenokcuaa (PEO), MoHOcTeapara rimiie-
puHa, TuapokcunpormmMeTineuiono3sl (HPMC), SoluPlus, moxusuamioBoro criupra (PVA), anerocykiuna-
Ta ruapokcunponuiaMeTinesono3sl (HPMCAS), stunenBunmnanerata (EVA), merakpunaros (Eudragit™),
aretToOyTupata nemtono3sl (CAB), anetodranara nemnono3sl (CAP), MOMMATHIICHTIIUKOIS, TTOJWBUHUIIAIIETA-
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ta (PVAc), nomunakruga (PLA), nomurmukonuna (PGA), conomimepos PLA/PGA u nonukanponakrona (PCL),
NOJMUBHHIIIAPpoUIoH-co-BuHmIanerata (Kollidon VA-64), nonnypeTaHoB, TOTHMMOIIOYHOW KHCIOTHI, TIOJIH-
TJINKOJIEBOW KHCJIOTHI, MOJMAHTHAPUINMUIOB, TOIH(aHTHIPHIOB-CIOKHBIX 3(UPOB), TOIHUMIHOKApOOHATOB,
nonmgocdaszeHoB, cIokKHBIX monudochorpupos, stmwemtronossl (EC), ruapokcunpommmentono3sl (HPC),
ANBIHHOBON KHCIJIOTHI, COTOMMepa KapOomepa, roMonoianMepa kapbomepa, MHTepronmMepa kapooMepa, Ha-
TpHUH-KapOOKCHMETIIIIICIUTIONO03H, KapparnHaHa, emiadypaTa, BOIHONW AUCTIEPCUH STHIIEIUTIONO3H, TUCTIEPCHH
STHIIIEIUTIONO3E! THIIA B, MOHOOJIeaTa TIHIeprHa, TyapoBO KaMeIH, THAPOKCHUIIPONIII OeTaieKkca, TUCTICPCHH
TIOJIMBUHMIIALIETATa, IIEJIaKa, allbIMHATa HATPHS, MPEeXeTaTHHU3UPOBAHHOTO KpaxMmala, MPeKeNIaTHHU3HPO-
BaHHOTO MOJH(DHUIIUPOBAHHOTO KpaXMayia U KCAHTAaHOBOW KaME]IH.

B ogHOM BapmanTe peanm3anuu s GapMaleBTHICCKUX KOMIIO3UIHHA, ONMCAHHBIX BO BTOPOM WIIH TPETh-
€M BapHaHTe peanu3alny, (pyHKIHOHAJIbHAs 000JI0YKa MO HACTOSAIIEMY H300PETCHHUIO COAEPKHUT CMECh ITHII-
nemtrono3sl (EC) u ruppokcunpommwiemtonodsl (HPC). Bonee xoHKpeTHO, QyHKIMOHATBHAS 000JIOYKa CO-
nepxut cmech ETHOCEL™ 10 (3THIIENUII0N03HBIN ToTUMep C BA3KOCThIo B amanazone 9-11 cIl mus 5% mo
Mmacce pactBopa B 80% Ttomyona u 20% sranona) u JF Klucel (ruapokcunponuIesTioNo3HbIi MoJuMep C Bs3-
KocTbio B auana3zone 150-400 cIl mist 5% mo macce pacTBopa B BoJie). B oJTHOM BapuaHTe peanu3anuy MaccoBOe
cootHomrenne stunuesnmono3sl (EC) k rugpoxcunpomunneutonose (HPC) (manmpumep, ETHOCEL™ 10 k JF
Klucel®) naxomgurest B quanazone mexay 90:10 u 10:90, mexmy 80:20 u 20:80, mexay 80:20 n 50:50, mexay
75:25 un 60:40 v mexay 70:30 u 55:45. bonee KOHKPETHO, MaccoBoe COOTHoOIIeHHE HTuiueono3sl (EC) k
rugpokcunponunennonose (HPC) (manmpumep, ETHOCEL™ 10 x JF Klucel®) cocrasmsier 70:30. AnpTepHa-
TUBHO, MaccoBoe cooTHoleHue sTemnnono3sl (EC) x ruapokcunpommmertonode (HPC) (mampumep,
ETHOCEL™ 10 k JF Klucel®) cocrapnsieT 65:35. B 1pyromM KOHKPETHOM BapUaHTE PEalU3aI[i MacCOBOE CO-
otHomenne stuiemnnonodsl (EC) k ruapokcunponmiuenonose (HPC) (mampumep, ETHOCEL™ 10
JF Klucel®) cocrasmsiet 60:40.

B npyrom BapuaHTe peanusanuu it HapManeBTHYSCKUX KOMIIO3UIUHA, OMMUCAHHBIX BO BTOPOM HJIH TPETh-
€M BapHaHTE pealu3aluy, (YHKIMOHANbHass 00O0JI0YKa II0 HACTOSIIEMY H300pPETEHHIO COJCPKUT CMECh
Eudragit® RS  (moim(sTmimakpuiiaT-co-MeTHIMETaKpHIAT-CO-TPUMETHIAMMOHUHA THIIMETAaKPHIIATXIIOPHT)
1:2:0,1) m Eudragit RL (momu(3THiakpuiaT-co-MeTHIMETaKpHIAT-CO-TPUMETHIAMMOHHHI TUIIMETAKpUIIaT-
xnopun) 1:2:0,2). MaccoBoe cootnomrenre Eudragit® RS k Eudragit® RL maxoanTcs B quanasoHe Mexmy 95:5
n 5:95, mexay 90:10 u 50:50, mexmy 90:10 u 60:40 i mexay 85:15 u 70:30. Boyiee KOHKPETHO, MacCOBOE
cootHomeHre Eudragit® RS k Eudragit® RL cocraBnser 75:25. AJNbTepHATUBHO, MAaCCOBOE COOTHOIICHUE
Eudragit® RS x Eudragit® RL cocrasnser 80:20.

B ompeneneHHBIX BapHaHTaX peanu3aiy UII (apManeBTUICCKUX KOMITO3UIINHA, OIMMCAHHBIX BO BTOPOM
WA TPEThEM BapHaHTE pealn3allii, MaCCOBOE MPOIEHTHOE CONepKaHue M (YyHKINOHAIHHON 000IOYKH CO-
craisiet 1-30%, 1-20%, 4-12%, 1-10%, 1-7% wm 10-15% oT o01e#t Macchl HHEPTHOTO S/Ipa W MEPBOTO CIIOS.
Bonee KOHKpETHO, MaccoBOE MPOIEHTHOE COIepyKaHue A (YHKIMOHATBHON obomoukn coctasister 2,0-3,0%
0T 001IIel MacChl HHEPTHOTO sApa U MepBOro ciiod. B mpyrom Goiee KOHKPETHOM BapHaHTE pean3alliil Macco-
BOC IPOIICHTHOE COJCpKaHue IS QYHKIIMOHAIBHON 000109kH coctaBisieT 4,0-5,0% oT o0mieit Macchl HHEpT-
HOTO sipa | IIepBOTro cjiosl. B npyrom GoJiee KOHKPETHOM BapHaHTE peajii3allii MacCOBOE ITPOIIEHTHOE COJep-
KaHue I (PYHKIHMOHAIBEHOW 000M0uku coctaBisieT 4,5-5,5% oT oOmieil Macchl HHEPTHOTO sipa W MEPBOTO
ciosd. B npyrom Oojee KOHKpETHOM BapHaHTE peajn3allid MacCcOBOE MPOLEHTHOE CoJep)kKaHue (yHKIMOHAb-
HOU 000JI04YKH cocTaBiseT 5,0-6,0% oT o0mmiei MacChl MHEPTHOTO sIpa U MEpBOro cjiosi. B emie ogHOM Ooee
KOHKPETHOM BapHaHTe peasli3alui MacCOBOE MPOLEHTHOE coJiep kaHne (DyHKIMOHAIBHOW 000JI0YKH COCTaBIIs-
et 11,5-12,5% ot obmel Maccel HHEPTHOTO siApa U mepBoro cios. Eme 6omee KOHKPETHO, MAacCOBOE MPOLICHT-
HOE cofiepKaHne sl QYHKIIMOHAIEHOM 000JI09KH cocTaBisieT 2,5% 0T 00miel Macchl HHEPTHOTO Spa U IEePBO-
TO CIIOSL.

AJBTEpHATHBHO, MacCOBOE IPOILEHTHOE co/epkaHue (yHKIHOHAJIBHON 0000ukm coctaBiseT 4,5% ot
o0rrelt Maccel MHEPTHOTO A1pa M MIEPBOTO cJos. B emne onHON ambTepHaTHBE MAacCOBOE MPOICHTHOE COAepkKa-
HUE (QYHKIIMOHATBEHONH 000709k cocTaBisieT 5,0% oT obmiel MacChl HHEPTHOTO siApa M MEepBOro ciios. B emre
OJTHOI aJlbTepHATHBE MacCOBOE MPOIIEHTHOE cojiep)kaHKe (QyHKIMOHAIBHOW 000104KH cocTaBisieT 5,5% ot 00-
el Maccel HHEPTHOTO spa U MEpBOro ciosd. B emie oqHOM anbTepHAaTHBE MAacCOBOE MPOLIEHTHOE COJEpKaHHE
(yHKIIMOHATIBHOW 0001109KH cocTaBisieT 12% ot o0miel Macchl HHEPTHOTO SIpa M IEPBOTO CIIOS.

B KOHKpEeTHOM BapHaHTe peanu3anuu 2 GpapMareBTHICCKass KOMIIO3HIKS B BUAC IPaHYJIBI IO HACTOSIIEMY
N300pETEHHIO COAEPIKUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUNA WHEPTHOE SIIPO, TIPH STOM TIEPBBIN CIIOW COAEPKUT TUMETHII(GyMapaT U CBsI-
3yloliee, ¥ NP 3TOM MaccOBOE MPOIICHTHOE coaepikaHue auMermidymapara coctaBiseT 40-80% ot obmieit
Macchl HHEPTHOTO SApa U IIEPBOTO CIIOS, & MACCOBOE MIPOIIEHTHOE COACPIKAaHME CBIA3YIOMIETo cocTaBisieT 1-25%
oT o01mIeit Macchl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKPYKAIOITYIO MEPBBIH CIIO, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHUE KHUIIEYHOPACTBOPUMOH 000104KH cocTaiseT 1-20% oT ob1ei Macchl HHEPTHOTO siApa U IIEPBOTO CIIOS;

(YHKIIMOHAIBbHYIO0 000JI0YKY, OKPYXKAIOIIYI0O KHIIEYHOPACTBOPUMYIO 000JIOUKY, ITPH 3TOM MacCoBOE Ipo-
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LIEHTHOE coJiepKaHme (QyHKIMOHAIBHOW 000109kH cocTaBisieT 1-30% ot o01eit Macchl HHEPTHOTO spa | Iep-
BOTO CJIOS,

IIPH 3TOM MAacCOBOE TPOIEHTHOE COep)KaHHe MHEPTHOro siapa coctasisger 10-60% ot obmeit macchl
WHEPTHOTO SIIpa U IIEPBOTO CIIOSL.

B KOHKpEeTHOM BapHaHTe peann3anun 2 ¢papMareBTHIecKass KOMIIO3HIINS B BUAE IPaHyJIbl IO HACTOSIIEMY
M300pETECHUIO COIEPIKUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUNA WHEPTHOE SIIPO, TIPH ITOM TIEPBBIN CIIOW CONEPKUT TUMETHIIQyMapaT U CBSI-
3yIollee, U MPU 3TOM MAacCOBOE MPOIICHTHOE coaepikaHue muMerwidymapara coctaBiseT 50-75% ot oOuiei
MacChl HHEPTHOTO Spa U MEPBOTO CJIOS, @ MACCOBOE MPOIICHTHOE COJCPIKAHKE CBA3YoMmero coctaBisieT 1-20%
oT o01Iell MacChl HHEPTHOTO sIIpa U IIEPBOTO CIIOS;

KHIIIEYHOPACTBOPUMYIO 000JOYKY, OKPYKAFOIIYIO MEPBBII CIIOW, IPH TOM MacCOBOE MPOIEHTHOE COJIep-
JKaHHUE KUIICYHOPACTBOPHMOM 000JI0OUKH COCTABIAET 5-15% OT 00IIeii Macchl HHEPTHOTO SIIPa U MIEPBOTO CIIOS,

(YHKIIMOHATBHYIO 000JI0UKY, OKPYKAIOIIYIO KAIICYHOPACTBOPUMYIO 000JIOUKY, IIPHU STOM MacCOBOE MpO-
[IEHTHOE coJeprkaHue (QYHKIIMOHATFHONH 0007109k cocTaBisieT 1-20% oT obImiei Macchl HHEPTHOTO SIIpa U Tep-
BOTO CJIOS,

IIPH 3TOM MacCOBOE TPOIEHTHOE COfep)kKaHHe HMHEePTHOro siapa coctasiser 20-40% ot oOmeidl macchl
WHEPTHOTO SIIpa U IIEPBOTO CIIOSL.

B KOHKpEeTHOM BapHaHTe peann3anun 3 ¢apMareBTHIecKass KOMIIO3HIINS B BUAE IPaHyJIbl IO HACTOSIIEMY
M300pETECHUIO CONEPIKUT

HWHEPTHOE SIMIPO;

MIEPBEIH CIIOW, OKPYKAIOIINA HHEPTHOE SIIPO, IPH STOM MEPBBIN CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yIollee, U MPU 3TOM MAacCOBOE MPOIICHTHOE COACpiKaHWe TuMeTwmidymapara cocTaBiseT 65-75% oT oOuiei
MacChl HHEPTHOTO Spa U MEPBOTO CJIOS, & MACCOBOE MPOIICHTHOE COJACPIKAHKE CBI3YIOMIETO COCTaBIsAET 5-15%
oT o01Iell MacChl HHEPTHOTO sIIpa U IIEPBOTO CIIOS;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKPYKAIOIITYO MEPBBIH CIOi, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHWE KHIIeYHOPAacTBOpUMON obomouku coctaBisieT 10-15% oT oOmieil Maccel MHEPTHOTO siApa M IEPBOTO
CclIosi; U

(YHKIMOHAJIBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIIEYHOPACTBOPUMYIO 000JI0UKY, IPHU STOM MacCOBOE TpO-
[IEHTHOE coJiepaHne (PyHKINOHAIbHOI 060mouku coctaBigeT 1-10% wmmu 10-15% ot o61mieit Mmaccel HHEPTHOTO
Sapa 1 IEPBOTO CIIOA,

IPU 3TOM MAacCOBOE MPOIICHTHOE COJEp)KaHUEe HMHEPTHOro sjpa coctapisier 20-30% ot oOmieil macch
WHEPTHOTO SIIPA U TIEPBOTO CIIOSL.

B KOHKpeTHOM BapHaHTe peanu3anuu 4 GpapMareBTHICCKass KOMIIO3HIIKS B BUAC IPAHYJIBI IO HACTOSIIEMY
N300pETEHHIO COAEPIKUT

HWHEPTHOE SIIPO;

MIEPBEII CIIOW, OKPYKAIOIINA HHEPTHOE SIIPO, IPU STOM IMEPBBIN CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yloliee, ¥ MPHU 3TOM MAacCcOBOE MPOIICHTHOE COoAeplkaHhe TuMeTmidymapara cocTaBisieT 68-72% ot obmiei
Macchl HHEPTHOTO SApa U MIEPBOTO CIIOS, @ MACCOBOE MIPOIICHTHOE COAEPIKAaHME CBIA3YIOMIETo cocTaBisieT 5-10%
0T o01Iei MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS,;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKPYKAIOITYIO MEPBBIH CIO, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHWE KHIIeYHOPAacTBOpUMON o0omouku coctaBisieT 11-13% oT oOmieil Maccel MHEPTHOTO siApa M IEPBOTO
CJIOS; U

(YHKIIMOHATIBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIICYHOPACTBOPUMYIO 000JIOUKY, IIPHU STOM MacCOBOE MPO-
[EHTHOE CoJiepKaHue (pyHKIMOHANIEHOW 0001oukn coctaniseT 2,0-3,0% ot oOmieil Macchl HHEPTHOTO Sapa U
TIEPBOTO CJIOS,

IPH 3TOM MAacCOBOE MPOIICHTHOE COJCpIKaHUE HMHEPTHOro sjpa coctabisier 20-24% oT oOmeil mMacch
WHEPTHOTO SIIPa U TIEPBOTO CIIOSL.

B KOHKpEeTHOM BapHaHTe peann3anun 5 ¢papMareBTHIecKass KOMIIO3HINS B BUAE IPaHyJIbl IO HACTOSIIEMY
M300pETECHUIO CONEPIKUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPY)KAIOIIUNA WHEPTHOE SIIPO, TIPH ITOM TIEPBBIN CIIOW COAEPKUT TUMETHIIQyMapaT U CBSI-
3yIoliee, U NP 3TOM MacCcOBOE MPOIICHTHOE COoAep)kaHhe HuMeTmidymapara cocTaBisieT 68-72% ot obmieit
Macchl HHEPTHOTO SApa U IIEPBOTO CIIOS, & MACCOBOE MIPOIICHTHOE COACPIKaHME CBA3YIOMETro cocTaBisieT 5-10%
oT o01Iell MacChl HHEPTHOTO SIIpa U IIEPBOTO CIIOS;

KHIIIEYHOPACTBOPUMYIO 000JOYKY, OKPYKAFOIIYIO MEPBEIH CIIOW, IPHU TOM MacCOBOE MPOIECHTHOE COJIep-
JKaHHWE KHIICYHOPACTBOPUMON 00o0mouku coctaBisieT 11-13% oT oOmieit Macchl MHEPTHOTO sApa U IEPBOTO
CIOS; U

(YHKIIMOHATBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIICYHOPACTBOPUMYIO 000JIOUKY, IIPHU STOM MacCOBOE MPO-
[EHTHOE COJICpKaHMe (PYHKIIMOHAIEHOW 000JI0YKH cocTaBiseT 4,5-5,5% ot o0mieil Macchl HHEPTHOTO Sapa U
TIEpBOTO IO,

IIPH 3TOM MAacCOBOE MPOIEHTHOE COep)KaHHe MHEPTHOro siapa coctaBiser 20-24% ot oOmeidl macchl

-7 -



039157

WHEPTHOTO $/ipa U MEPBOTO CIIOSL.

B KOHKpeTHOM BapHaHTe peanu3anuu 7 ¢apMareBTHICCKass KOMIIO3HIIKS B BUAC IPAHYIIBI IO HACTOSIIEMY
M300pETEHUIO CONEPIKUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPY>KAIOIIUNA WHEPTHOE SIIPO, TIPH STOM TIEPBBIN CIIOW CONEPKUT TUMETHIIQyMapaT U CBsI-
3yloliee, U TP 3TOM MAaccOBOE MPOIICHTHOE COoAep)kaHhe auMeTmidymapara coctaBisieT 68-72% ot obmieit
Macchl HHEPTHOTO SApa U MEPBOTO CIIOS, & MACCOBOE MIPOIIEHTHOE COACPIKAaHME CBIA3YIOMIETro cocTaBisieT 5-10%
oT o0mIei MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

KHIIIEYHOPACTBOPUMYIO 000JOYKY, OKPYKAFOIIYIO MEPBEII CIIOM, IPH TOM MacCOBOE MPOIEHTHOE COJIep-
JKaHHWE KHIICYHOPACTBOPUMON 00oyouku coctaBisieT 11-13% oT oOmieit Macchl MHEPTHOTO sApa U IEPBOTO
clos; U

(YHKIIMOHATBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIICYHOPACTBOPUMYIO 000JIOUKY, IIPHU 3TOM MacCOBOE MPO-
[EHTHOE COJIepKaHKe (PYHKIIMOHANEHOW 0005I09kK coctaBiseT 5,0-6,0% ot o0mieil Macchl HHEPTHOTO Sapa U
MIEPBOTO CJIO4,

IIPH 3TOM MacCOBOE MPOIEHTHOE COEp)KaHHe MHEPTHOro siapa coctapiser 20-24% ot oOmeil macchl
WHEPTHOTO SIIpa U TIEPBOTO CIIOSL.

B KOHKpeTHOM BapHaHTe peann3anun 7 ¢papMareBTHIecKass KOMIIO3HINS B BUAE IPaHyJIbl IO HACTOSIIEMY
M300pETECHUIO COEPIKUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUN WHEPTHOE SIIPO, TIPH ITOM TIEPBBIN CIIOW CONEPKUT TUMETHII(QyMapaT U CBSI-
3yIollee, U MPU 3TOM MAacCOBOE MPOIICHTHOE COAepikaHue muMeTwmidymapara coctaBiseT 68-72% oT oOuiei
Macchl HHEPTHOTO SiAjpa U MEPBOTO CJIOsI, @ MACCOBOE MPOILIEHTHOE COMEP KaHUe CBS3YIOIIero cocrasisieT 5-10%
oT o01Iel MacChl HHEPTHOTO SIIpa U IIEPBOTO CIIOS,;

KHIIIEYHOPACTBOPUMYIO 000JOYKY, OKPYKAFOIIYIO MEPBEII CIIOW, IPH TOM MacCOBOE MPOIEHTHOE COJIep-
JKaHHWE KHIICYHOPACTBOPUMON 00omouku coctaBisieT 11-13% oT oOmieit Macchl MHEPTHOTO sApa U IEPBOTO
CclIosi; U

(YHKIHOHATIBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIIEYHOPACTBOPUMYIO 000JI0UKY, IPH STOM MacCOBOE TMpO-
[IEHTHOE co/iepkaHue (pyHKIIMOHAIEHONW 0005109ky cocTaBisieT 11,5-12,5% ot obmieit Maccel HHEPTHOTO AApa U
TIEPBOTO CJIOS,

IIPU 3TOM MAacCOBOE TPOIEHTHOE COZep)KaHHe MHEPTHOro siapa coctabiser 20-24% ot oOmeidl macchl
WHEPTHOTO SIIpa U TIEPBOTO CIIOSL.

B KOHKpEeTHOM BapHaHTe peanu3anuu § dhapMareBTHICCKass KOMIIO3HIIKS B BUAC IPAHYIIBI IO HACTOSIIEMY
M300pETEHHIO COAEPIKUT

HHEPTHOE SPO;

TIEPBEII CIIOW, OKPYKAIOIIMA HHEPTHOE SIIPO, IPH STOM IMEPBBIN CIIOH COACPKUT TUMETHI(QyMapaT U CBs-
3yIollee, U MPU 3TOM MAacCOBOE MPOIICHTHOE COACpiKaHUe TuMeTwidymapara cocTaBiseT 72-76% oT oOuiei
Macchl HHEPTHOTO SiAjpa U MEPBOTO CJIOsl, @ MACCOBOE MPOLIEHTHOE COJEP KaHUE CBS3YyIOIIero cocrasisieT 5-10%
oT o0mIeit MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKPYKAIOITYO MEPBBIH CIO, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHWE KHIIeYHOPAacTBOPUMON o0omouku coctaBisieT 11-13% oT oOmieil Maccel MHEPTHOTO siApa M IEPBOTO
ClIosi; U

(YHKIHOHAJIBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIIEYHOPACTBOPUMYIO 000JI0UKY, IPH STOM MacCOBOE Mpo-
[EHTHOE CoJiepKaHue (pyHKIMOHANIEHOW 000moukn coctasiseT 2,0-3,0% ot oOmieil Macchl HHEPTHOTO Sapa U
MIEPBOTO CJIOA,

IPH 3TOM MAacCOBOE MPOIICHTHOE COJCpIKaHUE MHEPTHOro sjpa coctabisier 20-24% oT oOmieil mMacchl
WHEPTHOTO $/ipa U MEPBOTO CIIOSL.

B KOHKpeTHOM BapuaHTe peanu3anuu 9 dapMareBTHIecKass KOMIIO3HIIKS B BUAC IPaHYJIBI IO HACTOSIIEMY
M300PETEHHIO COAEPIKUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUN WHEPTHOE SIIPO, TIPH ITOM TIEPBBIN CIIOW COAEPKUT TUMETHIIQyMapaT U CBSI-
3yloliee, U P 3TOM MAaccOBOE MPOIICHTHOE COAep)kaHhe TuMeTmidymapara cocTaBisieT 72-76% oT obmiei
Macchl HHEPTHOTO S7jpa U IIEPBOTO CIIOS, & MACCOBOE MIPOIIEHTHOE COACPIKAaHME CBIA3YIOMIETro cocTaBisieT 5-10%
oT o01mIeif MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

KHIIEYHOPACTBOPUMYIO O0O0JIOUKY, OKPYKAIOITYIO MEPBBIH CIOi, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHWE KHIICYHOPACTBOPUMON 00omouku coctaBisieT 11-13% oT oOmieit Macchl MHEPTHOTO sApa U IEPBOTO
clos; U

(YHKIIMOHATIBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIICYHOPACTBOPUMYIO 000IOUKY, IIPHU STOM MacCOBOE MpPO-
[EHTHOE COJIepKaHKe (PYHKIIMOHANEHOW 000JI0YKH cocTaBiseT 4,5-5,5% ot o0mieit Macchl HHEPTHOTO Sapa U
MIEPBOTO CJIOA,

IPU 3TOM MAacCOBOE MPOIICHTHOE COJCpIKaHUE MHEPTHOro sjpa coctabisier 20-24% oT oOmieil mMacchl
WHEPTHOTO SIIpa U TIEPBOTO CIIOSL.

B xonkpeTHOM BapuanTe peanm3anun 10 ¢papMareBTHdecKast KOMIIO3UIMS B BUAE TPAHYJIBI IO HACTOSIIIE-
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My U300pPETCHUIO COICPIKUT

HWHEPTHOE SIIIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUNA WHEPTHOE SIIPO, TIPH dTOM TIEPBBIN CIIOW CONEPKUT TUMETHII(QyMapaT U CBSI-
3yIoliee, U TP 3TOM MacCcOBOE MPOIICHTHOE COoAeplkaHhe MuMeTmiIdymapara cocTaBisieT 72-76% oT obmiei
Macchl HHEPTHOTO S7pa U MIEPBOTO CIIOS, & MACCOBOE MIPOIICHTHOE COACPIKAaHME CBIA3YIOMIETro cocTaBisieT 5-10%
0T o0mIeil Macchl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKPYKAIOITYIO MEPBBIM CIIO, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHWE KHIIeYHOPAacTBOpUMON obomouku coctaBisieT 11-13% oT oOmieil Maccel MHEPTHOTO sifpa M IEPBOTO
CIOS; U

(YHKIIMOHATBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIICYHOPACTBOPUMYIO 000JIOUKY, IIPHU 3TOM MacCOBOE MPO-
[EHTHOE COJIepKaHue (PYHKIIMOHANEHOW 0005I09kH cocTaBiseT 5,0-6,0% oT oOmieit Macchl HHEPTHOTO Sapa U
TIEPBOTO CJIOS,

IPU 3TOM MAacCCOBOE MPOIICHTHOE COJCpIKaHUE HMHEPTHOro sjapa coctabisier 20-24% ot oOmieil mMacch
WHEPTHOTO SIIPa U TIEPBOTO CIIOSL.

B xoHKpeTHOM BapuaHTe peanm3anun 11 dapMarneBTHdecKkast KOMIIO3UIMSA B BUAE TPAHYJIBI IO HACTOSIIIE-
MYy H300PETCHHUIO CONEPKHUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUNA WHEPTHOE SIIPO, TIPH ITOM TIEPBBIN CIIOW CONEPKUT TUMETHIIQyMapaT U CBSI-
3yloliee, U P 3TOM MacCcOBOE MPOIICHTHOE COoAep)kaHhe TuMeTmiIdymapara cocTaBisieT 72-76% oT obmiei
MacChl HHEPTHOTO SiApa U IEPBOTO CJIOS, a

MacCcOBOE MPOIICHTHOE COJICPIKAHKE CBA3YIOIIETO cocTaBisieT 5-10% oT oOmield Maccsl MHEPTHOTO spa U
TIEPBOTO CJIOS;

KHIIIEYHOPACTBOPUMYIO 000JOYKY, OKPYKAFOIIYIO MEPBEII CIIOW, PH TOM MacCOBOE MPOIEHTHOE COJIep-
JKaHHWE KHIICYHOPACTBOPUMON 00oyouku coctaBisieT 11-13% oT oOmieit Macchl MHEPTHOTO sApa U IEPBOTO
CJIOS; U

(YHKIMOHAJIBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIIEYHOPACTBOPUMYIO 000JI0UKY, IPH STOM MacCOBOE Mpo-
[IEHTHOE coziepkaHue (pyHKIIMOHAIEHONW 0005109ky cocTaBisieT 11,5-12,5% ot obmieit Maccel HHEPTHOTO AApa U
TIEPBOTO CJIOS,

IIPU 3TOM MacCOBOE TPOIEHTHOE COep)KaHHEe MHEPTHOro siapa coctaBiser 20-24% ot oOmeidl macchl
WHEPTHOTO SIIpa U TIEPBOTO CIIOSL.

B xoHKpeTHOM BapuaHTe peaym3anuu 12 dapMarneBTHdecKast KOMIIO3UIMS B BUAE TPAHYJIBI II0 HACTOSIIIE-
My U300pPETCHUIO COACPIKUT

HWHEPTHOE SIMIPO;

TIEPBEIH CIIOW, OKPY)KAIOIINA HHEPTHOE SIIPO, IPH STOM IMEPBBIH CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yIollee, U MPU 3TOM MAacCOBOE MPOICHTHOE COAEpiKaHWe TuMeTwidymapara cocTaBiseT 72-76% oT oOuiei
MacChl HHEPTHOTO spa U MEPBOTO CJIOS, & MACCOBOE MPOIICHTHOE COJCPIKAHKE CBI3YIOMIEro cocTaBisieT 5-10%
oT o01Iel MacChl HHEPTHOTO SIIpa U IIEPBOTO CIIOS,;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKPYKAIOITYO MEPBBIH CIO, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHWE KHIIeYHOPAacTBOPUMON o0omouku coctaBisieT 11-13% oT oOmieil Maccel MHEPTHOTO siApa M IEPBOTO
ClIosi; U

(YHKIMOHAJIBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIIEYHOPACTBOPUMYIO 000JI0UKY, IIPHU STOM MacCOBOE Mpo-
IIEHTHOE cojepkanue (yHKITMOHATBHONW 0001049kn cocTaBiseT 4,0-5,0% ot obmieit Macchl HHEPTHOTO sApa U
TIEPBOTO CJIOS,

IPH 3TOM MAacCOBOE MPOIICHTHOE COJCpIKaHUE HMHEPTHOro sjpa coctabisier 20-24% ot oOmeil macch
WHEPTHOTO SIIPa U TIEPBOTO CIIOSL.

B xoHKpeTHOM BapuaHTe peaym3anuu 13 dapMarneBTHIeCKass KOMIIO3UIMS B BUAC TPAHYIIBI IO HACTOSIIIE-
My U300pPETCHUIO COACPIKUT

HWHEPTHOE SIMIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUN WHEPTHOE SIIPO, TIPH ITOM TIEPBBIN CIIOW COAEPKUT TUMETHIIQyMapaT U CBSI-
3yloliee, ¥ P 3TOM MAaccOBO€ MPOIICHTHOE coaepikaHue auMeTrmidymapara coctaBisieT 40-80% ot obmieit
Macchl HHEPTHOTO SApa U MEPBOTO CIIOS, & MACCOBOE MIPOIICHTHOE COACPIKAaHME CBIA3YIOMIETo cocTaBisieT 1-25%
0T o01Ieif MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

(YHKIMOHATIBHYIO 000JI0YKY, OKPYKAIOITYIO TIEPBBIN CIOH, TP ATOM MacCOBOE NPOIEHTHOE CO/ACpKaHHe
(hyHKIMOHATBHOH 000109KH cocTaBisieT 1-30% oT 001melt Macchl HHEPTHOTO S/Ipa U IEPBOTO CIIOS; U

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JIOUKY, IPHU 3TOM MacCOBOE MpO-
[ECHTHOE COJICpKaHKE KHUIICYHOPACTBOPUMOM 000110uku cocTaBisieT 1-20% ot o0mieit MacChl HHEPTHOTO Sapa U
TIEPBOTO CJIOS;

IPU 3TOM MAacCOBOE MPOIICHTHOE COJICPIKaHUE HMHEPTHOro sjpa coctabiser 10-60% ot oOmeil macch
WHEPTHOTO SIIPa U TIEPBOTO CIIOSL.

B xOHKpeTHOM BapuaHTe peanm3anuu 14 dapMareBTHIecKasi KOMIIO3UIMS B BUIC TPAHYIIBI IO HACTOSIIIE-
My H300PETCHHUIO CONECPKHUT

HWHEPTHOE SIPO;
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TIEPBEII CIIOH, OKPYKAIOIIMIA HHEPTHOE PO, IPU STOM IMEPBBIH CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yIoliee, U MPU 3TOM MAacCOBOE MPOIICHTHOE coaepikaHue muMermidymapara coctaBiseT 50-75% ot oOmiei
Macchl HHEPTHOTO S7pa U IIEPBOTO CIIOS, & MACCOBOE MIPOIIEHTHOE COAEPIKaHME CBA3yomero coctaBisieT 1-20%
0T o0mIeit Macchl MHEPTHOTO SIIpa U IIEPBOTO CIIOS,;

(YHKINOHAJIBHYIO 000JI0YKY, OKPYKAIONTYIO TIEPBBIN CIOH, P ATOM MacCOBOE NPOICHTHOE CO/ACpKaHHe
(hyHKIHOHATBHOH 000109KH cocTaBisieT 1-20% oT 001elt Macchl HHEPTHOTO S/Ipa U IEPBOTO CIIOS; U

KHIIEYHOPACTBOPUMYIO 000JI0UKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Mpo-
[IEHTHOE COZIepKaHMe KHUIIIEYHOPACTBOPUMON 000JI09KH cocTaBisteT 5-15% ot obmieit Maccel HHEPTHOTO Aapa U
TIEPBOTO CJIOS;

IPU 3TOM MAacCOBOE MPOIICHTHOE COJCpIKaHUE MHEPTHOro sjpa coctabisier 20-40% ot oOmeil macch
WHEPTHOTO SIIPA U IIEPBOTO CIIOSL.

B KOHKpETHOM BapHaHTE peayn3anuu 15 dapMareBTHIecKasi KOMIIO3UIMS B BUAC TPAHYIIBI IO HACTOSIIIE-
My U300pPETCHUIO COICPIKUT

HWHEPTHOE SIIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUN WHEPTHOE SIIPO, TIPH ITOM TIEPBBIN CIIOW CONEPKUT TUMETHIIQyMapaT U CBSI-
3yloliee, U MPHU 3TOM MacCcOBOE MPOIICHTHOE COoAeplkaHhe TuMeTmiIdymapara cocTaBisieT 65-75% ot obmiei
Macchl HHEPTHOTO SApa U MEPBOTO CIIOS, & MACCOBOE MIPOIICHTHOE COACPIKAaHME CBIA3YIOMIETO COCTaBIsAeT 5-15%
0T o0mIeit MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

(YHKIMOHAJIBHYIO 000JI0YKY, OKPYKAIOITYIO TIEPBBIN CIOH, IPH ATOM MacCOBOE NPOICHTHOE CO/ACpKaHHe
¢yaxnroHambHON 00050ukK cocTtaBiseT 1-10%, 4-12% wumm 10-15% ot o0meit Macchl HHEPTHOTO SIpa U Tep-
BOTO CJIOST; ¥

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JIOUKY, IPHU 3TOM MacCOBOE MpO-
IECHTHOE COJCPIKaHUE KUIICYHOPACTBOPUMOUN 000s10ukH cocTaBiseT 10-15% oT o0mieit Macchl MHEPTHOTO sSapa
Y TIEPBOTO CIIOST;, U

IPU 3TOM MAacCOBOE MPOIICHTHOE COJCpKaHUEe WHEPTHOro sjpa coctapisier 20-30% ot oOmieit macch
WHEPTHOTO SIIpa U IIEPBOTO CIIOSL.

B xoHKpeTHOM BapuaHTe peaym3aniu 16 dapManeBTHdecKast KOMIIO3UIMSA B BUAE TPAHYJIBI IO HACTOSIIIE-
MYy H300PETCHHUIO CONECPKHUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUNA WHEPTHOE SIIPO, TIPH ITOM TIEPBBIN CIIOW COAEPKUT TUMETHIIQyMapaT U CBsI-
3yloliee, U P 3TOM MacCcOBOE MPOIICHTHOE COoAeplkaHhe HuMeTmidymapara coctaBisieT 68-72% ot obmieit
MacChl HHEPTHOTO spa U MEPBOTO CJIOS, @ MACCOBOE MPOIICHTHOE COACPIKAHKE CBA3YIOMIETro cocTaBisieT 5-10%
oT o01Iel MacChl MHEPTHOTO sIIpa U IIEPBOTO CIIOS;

(YHKIIMOHATBHYIO 000JI0YKY, OKPYKAFOIIYIO TIEPBBIX CIIOH, P 3TOM MacCOBOE MPOICHTHOE COJICPKAHHE
(yHKIIMOHATBHON 000J104KH cocTaBisieT 2,0-3,0% ot o0mei Macchl HHEPTHOTO SiApa U NEPBOTO CIIOST; U

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (PYHKIIMOHAIBHYIO 000JI0YKY, IPHU 3TOM MacCOBOE MpPO-
IECHTHOE COJICPIKaHUE KUIICYHOPACTBOPUMON 000s10ukH cocTaBiseT 11-13% ot o0mieit Macchl MHEPTHOTO Sapa
1 TIEPBOTO CIIOS;

IIPH 3TOM MAacCOBOE TPOIEHTHOE COEp)KaHHe MHEPTHOro sapa coctabiser 20-24% ot oOmeidl macchl
WHEPTHOTO SI/Ipa U IIEPBOTO CIIOSL.

B xoHKpeTHOM BapuaHTe peaynm3anun 17 dapMarneBTHudecKast KOMIIO3UIMS B BUAE TPAHYJIBI IO HACTOSIIIE-
My H300PETEHHUIO CONECPKHUT

HWHEPTHOE SIMIPO;

TIEPBEII CIIOH, OKPYKAIOIIMIA HHEPTHOE PO, IPU STOM IMEPBBIN CIIOH COACPKUT TUMETWI(QymMapaT U CBs-
3yIollee, U MPU 3TOM MAaccOBOE MPOIICHTHOE COAepikaHue muMeTmidymapara coctaBiseT 68-72% oT oOuieit
MacChl HHEPTHOTO spa U MEPBOTO CJIOS, @ MACCOBOE MPOIICHTHOE COJACPIKAHKE CBIA3YIOMIETro cocTaBisieT 5-10%
oT o01Iel MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS,;

(YHKIIMOHATBHYIO 000JI0UKY, OKPYKAFOIIYIO TIEPBBIX CIOH, IPH 3TOM MacCOBOE MPOICHTHOE COJACPKAHKE
(yHKIMOHATBHOM 000109KH cocTaBisieT 4,5-5,5% o1 o0mieil Macchl HHEPTHOTO SIIpa U IIEPBOTO CIIOS; U

KHIIIEYHOPACTBOPUMYIO 000JI0UKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Mpo-
LIEHTHOE COJEpKaHNE KHUIIEYHOPACTBOPUMOM 000709KH cocTaBisieT 11-13% ot obmieit Maccsl HHEPTHOTO sipa
¥ TIEPBOTO CJIOS;

IIPH 3TOM MAacCOBOE TPOIEHTHOE COEp)KaHHEe MHEPTHOro sapa coctabiser 20-24% ot obmeidl macchl
HWHEPTHOTO S/Ipa U IEPBOTO CIIOSI.

B xoHKpeTHOM BapuaHTe peaym3anuu 18 dapMarneBTHYecKasi KOMIIO3UIMS B BUE TPAHYIIBI IO HACTOSIIIE-
My U300pPETCHUIO COICPIKUT

HWHEPTHOE SIMIPO;

MIEPBEII CIIOH, OKPYKAIOIINA HHEPTHOE SIIPO, IPU STOM IMEPBBIN CIIOH COACPKUT TUMETWI(QyMapaT U CBs-
3yIollee, W MPU 3TOM MAacCOBOE MPOICHTHOE COAepikaHue auMeTwidymapara coctaBiseT 68-72% ot oOuiei
MacChl HHEPTHOTO spa U MEPBOTO CJIOS, & MACCOBOE MPOIICHTHOE COJACPIKAHKE CBIA3YIOMIEro cocTaBisieT 5-10%
oT o01mIeil MacChl MHEPTHOTO SIIpa U TIEPBOTO CIIOS; U

(yHKIMOHAJIBHYIO 000JI0YKY, OKPYKAIOITYIO TIEPBBIN CIOH, IPH 3TOM MacCOBOE MPOICHTHOE CO/ACpKaHHe
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(hyHKIIMOHATBLHOM 000JI04KH cocTaBisieT 5,0-6,0% oT o0rieli MacCchl HHEPTHOTO SIIpa U IIEPBOTO CJIOS,

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JIOUKY, IIPHU 3TOM MacCOBOE MpO-
IIEHTHOE COZep KaHUe KUIIEYHOPAcCTBOPUMON 060moukn coctaBisieT 11-13% ot obmieit macchl HHEPTHOTO Aapa
1 TIEPBOTO CIIOS;

IIPH 3TOM MAacCOBOE MPOIEHTHOE COep)KaHHe MHEPTHOro siapa coctasiser 20-24% ot oOmieidl macchl
WHEPTHOTO SIIpa U TIEPBOTO CIIOSL.

B xoHKpeTHOM BapuaHTe peanm3anun 19 dapMarneBTHdecKast KOMIIO3UIMS B BUAE TPAHYJIBI IO HACTOSIIIE-
MYy H300PETEHUIO CONECPKHUT

HWHEPTHOE SIMIPO;

TIEPBEII CIIOW, OKPY KAIOLINIA HHEPTHOE SIIPO, IPH STOM IMEPBBIH CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yIollee, U MPU 3TOM MAacCOBOE MPOIICHTHOE COAepikaHue auMeTwidymapara coctaBiseT 68-72% oT oOumiei
MacChl HHEPTHOTO spa U MEPBOTO CJIOS, @ MACCOBOE MPOIICHTHOE COJACPIKAHKE CBA3YIOMIET0 cocTaBisieT 5-10%
oT o01Iell MacChl MHEPTHOTO sIIpa U IIEPBOTO CIIOS;

(YHKIIMOHATBHYIO 000JI0YKY, OKPYKAFOIIYIO TIEPBBIX CJIOH, P 3TOM MacCOBOE MPOICHTHOE COJICPIKAHHE
(yHKIMOHATBHOM 0060m0uKH cocTaBisieT 11,5-12,5% ot o0rmieit Maccsl HHEPTHOTO SIZIpa U IIEPBOTO CIIOS, U

KHIIEYHOPACTBOPUMYIO 000JI0UKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Mpo-
[IEHTHOE COZep KaHUe KUIIEYHOPACcCTBOPUMON 06omoukn coctaBiseT 11-13% ot obmieit maccsl HHEPTHOTO Aapa
1 TIEPBOTO CIIOS;

IIPU 3TOM MacCOBOE TPOIEHTHOE COEp)KaHHe MHEPTHOro siapa coctasiser 20-24% ot oOmieidl macchl
WHEPTHOTO SIIPa U IIEPBOTO CIIOSL.

B xoHKpeTHOM BapuaHTe peanusanun 20 ¢papManeBTHICCKasi KOMIIO3UIMS B BUIC TPAHYIIBI IO HACTOSIIIE-
My U300pPETCHUIO COICPIKUT

HWHEPTHOE SIIPO;

TIEPBEII CIIOW, OKPYKAIOIIMA HHEPTHOE SIIPO, IPH STOM IMEPBBIN CIIOH COACPKUT TUMETWI(QyMapaT U CBs-
3yIollee, U MPU 3TOM MAacCOBOE MPOIICHTHOE COACpiKaHWe TuMeTwidhymapara cocTaBiseT 72-76% oT oOuiei
Macchl HHEPTHOTO S7pa U MEPBOTO CJIOS, & MACCOBOE IIPOIIEHTHOE COACPIKaHME CBA3YIOMIEro cocTaBisieT 5-10%
oT o01Ielt Macchl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

(YHKIMOHATIBHYIO 000JI0UKY, OKPYKAIONTYIO TIEPBBIN CIOH, P ATOM MacCOBOE MPOICHTHOE CO/ACpKaHHe
(yHKIHOHATBHOM 0060m0ukH cocTaBisieT 2,0-3,0% ot obmmieii Macchl HHEPTHOTO SIIpa U IIEPBOTO CIIOS; U

KHIIEYHOPACTBOPUMYIO 000JI0UKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Mpo-
[IEHTHOE COZep KaHUe KUIIEYHOPAcTBOPUMON 06omouku cocTtaBiseT 11-13% ot obmieit macchl HHEPTHOTO Aapa
Y TIEPBOTO CIIOS;

IPU 3TOM MAacCCOBOE MPOIICHTHOE COJCPIKaHUEC HMHEPTHOro sjpa coctabisier 20-24% ot oOmieil mMacchl
WHEPTHOTO SIIPA U TIEPBOTO CIIOSL.

B xoHKpeTHOM BapuaHTe peanm3anuu 21 dapMarneBTHdecKas KOMIIO3UIMS B BUC TPAHYIIBI IO HACTOSIIE-
My U300pPETCHUIO COICPIKUT

HWHEPTHOE SIMIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUN WHEPTHOE SIIPO, TIPH STOM TIEPBBIN CIIOW COAEPKUT TUMETHII(GyMapaT U CBSI-
3yIoliee, U MpHU 3TOM MAacCcOBOE MPOIICHTHOE COAep)kaHhe HuMeTmidymapara cocTaBisieT 72-76% oT obmiei
Macchl HHEPTHOTO SApa U MIEPBOTO CIIOS, & MAaCCOBOE MIPOIICHTHOE COACPIKaHME CBA3YIOMIEro cocTaBisieT 5-10%
0T o0mIei MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

(YHKIMOHATIBHYIO 000JI0YKY, OKPYKAIONTYIO TIEPBBIN CIOH, TP ATOM MacCOBOE MPOICHTHOE CO/ACpKaHHe
(yHKIIMOHAIBHOW 000JI0YKH cocTaBisieT 4,5-5,5% o1 o0miei Macchl HHEPTHOTO SiApa U NIEPBOTO CIIOST; U

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (DYHKIIMOHAIBHYIO 000JIOUKY, IPU 3TOM MacCOBOE MpPO-
IEHTHOE COJCPIKaHUE KUIICYHOPACTBOPUMOUN 000s10uKH cocTaBiseT 11-13% ot o0meit Macchl MHEPTHOTO sSapa
Y TIEPBOTO CIIOS;

IPU 3TOM MAacCOBOE MPOIICHTHOE COJCPIKaHUE HMHEPTHOro sijpa coctabisier 20-24% oT oOmieil mMacchl
WHEPTHOTO SIIPa U TIEPBOTO CIIOSL.

B xoHKpEeTHOM BapuaHTe peayin3aiin 22 dapMareBTHIecKast KOMIIO3UIMS B BUAE TPAHYJIBI IO HACTOSIIE-
My H300PETCHUIO CONECPKHUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUNA WHEPTHOE SIIPO, TIPH ITOM TIEPBBIN CIIOW COAEPKUT TUMETHII(GyMapaT U CBsI-
3yloliee, U P 3TOM MacCcOBOE MPOIICHTHOE COAep)kaHhe HuMeTmiIdymapara cocTaBisieT 72-76% ot obmiei
Macchl HHEPTHOTO SApa U MIEPBOTO CIIOS, & MACCOBOE IIPOIICHTHOE COACPIKaHME CBA3YIOMIETro cocTaBisieT 5-10%
oT 00IIel MacChl MHEPTHOTO SIIPa U IIEPBOTO CIIOST;, U

(YHKIIMOHATBHYIO 000JI0UKY, OKPYKAFOIIYIO TIEPBBIX CJIOH, P 3TOM MAacCOBOE MPOICHTHOE COJICPIKAHHE
(hyHKIIMOHATBHOHN 000I09KH cocTaBisieT 5,0-6,0% oT o0rieli MacCchl HHEPTHOTO SIPpa U IIEPBOTO CJIOS,

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JIOUKY, IPHU 3TOM MacCOBOE MpO-
LICHTHOE COJICPXKAHUE KHUIIICYHOPACTBOPUMOM 000709KH cocTaBisieT 11-13% ot oObIieii Macchl HHEPTHOTO spa
U TIEPBOTO CJIOS;

IIPU 3TOM MAacCOBOE TPOIEHTHOE COEp)KaHHe MHEPTHOro sapa coctasisger 20-24% ot obmiedl macchl
WHEPTHOTO S/Ipa U TIEPBOTO CIIOSI.
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B KOHKpETHOM BapuaHTe peayn3anuu 23 dapMareBTHICCKass KOMIIO3UIMS B BUE TPAHYJIIBI IO HACTOSIIIE-
My U300pPETCHUIO COICPIKUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOIIUNA WHEPTHOE SIIPO, TIPH STOM TIEPBBIN CIIOW CONEPKUT TUMETHIIQyMapaT U CBSI-
3yloliee, U TP 3TOM MacCOBOE MPOIICHTHOE COAep)kaHhe MuMeTmidymapara cocTaBisieT 72-76% oT obmiei
Macchl HHEPTHOTO SAjpa U MEPBOTO CIIOS, & MACCOBOE MIPOIIEHTHOE COACPIKAaHME CBIA3YIOMIETo cocTaBisieT 5-10%
0T o01Ieii MacChl MHEPTHOTO SIIpa 1 IIEPBOTO CIIOS;

(YHKIMOHAJIBHYIO 000JI0YKY, OKPYKAIOITYIO TIEPBBIN CIOH, IPH ATOM MacCOBOE NPOIICHTHOE CO/ACpKaHHe
¢$yHKIIMOHATBHON 000s10uKH cocTaBisieT 11,5-12,5% ot obmielt Macchl HHEPTHOTO SIIpa ¥ IIEPBOTO CJIOS, U

KUIIEYHOPACTBOPUMYIO 000JI0UKY, OKPY’KaIOIylo (pyHKINOHAIBHYIO 000JI0UKY, IPH 3TOM MacCoBOE Mpo-
IEHTHOE COJCPIKaHUE KUIICYHOPACTBOPUMOUN 000s10uKH cocTaBiseT 11-13% ot o0mieit Macchl MHEPTHOTO sapa
Y TIEPBOTO CJIOS;

IPU 3TOM MAacCOBOE MPOIICHTHOE COJCpIKaHUE HMHEPTHOro sjpa coctabisier 20-24% oT oOmieil mMacchl
MHEPTHOTO spa U TIEPBOTO CIIOSL.

B xoHKpeTHOM BapuaHTe peanm3aniu 24 dapMareBTHdecKast KOMIIO3UIMS B BUAE TPAHYJIBI II0 HACTOSIIIE-
My H300PETCHHUIO CONECPKHUT

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPY>KAIOIIUNA WHEPTHOE SIIPO, TIPH STOM TIEPBBIN CIIOW CONEPKUT TUMETHIIQyMapaT U CBSI-
3yloliee, U P 3TOM MacCcOBOE MPOIICHTHOE COAep)kaHhe TuMeTmidymapara cocTaBisieT 72-76% oT obmiei
MacChl HHEPTHOTO SiApa U IEPBOTO €O, a

MacCcOBOE MPOIICHTHOE COJICPIKAHKE CBA3YIOIIETO cocTaBisieT 5-10% oT oOmield Macchl MHEPTHOTO sapa U
HIEpBOTO CJIOS;

(YHKIMOHAIBbHYIO0 000JI0UKY, OKPYKAIOIIYIO MEPBBIN CIIOH, MPU 3TOM MaccoBOE MPOLEHTHOE CO/EpKAHHE
(yHKIIMOHAIBHOW 000JI0YKH cocTaBisieT 4,5-5,5% o1 o0mei Macchl HHEPTHOTO SiApa U IIEPBOTO CIIOST; U

KUIIEYHOPACTBOPUMYIO 000JI0UKY, OKPY’KaIoIylo (pyHKINOHAIBHYIO 000JIOUKY, IPH 3TOM MaccoBOE Ipo-
IIEHTHOE COZep KaHUe KUIIEYHOPAcTBOPUMON 06omouku coctaBiseT 11-13% ot obmieit maccsl HHEPTHOTO Aapa
1 TIEPBOTO CIIOS;

IIPU 3TOM MacCOBOE MPOIEHTHOE COEp)KaHHe MHEPTHOro sapa coctasiser 20-24% ot oOmeil macchl
WHEPTHOTO SIIpa U IIEPBOTO CIIOSL.

Bonee xoHkpeTHO, 75 hapMarieBTHUECKONH KOMITO3UITUH JJis Tpanyiel B 1,2, 3,4,5,6,7,8,9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23 unu 24 KOHKPETHOM BapHaHTE peali3allid HHEPTHOE SIAPO CONEPIKUT
caxapo3y WM KpaxMai, cBs3yroliee mpenacrasiser coboit HPMC; kumiedHopacTBopuMast 000JI09Ka COICPKHUT
COIIOJTUMEP METAKPHIOBON KUCIOTHI U METHIMETAKPIIIATa U COOTHOIIICHHE METAKPUIIOBOW KUCIOTHI K METHIIME-
Takpmiary cocrasisier 1:1; a pyHKIHOHANTEHAS 000JI09Ka COACPKUT cMech ATreuono3bl (EC) u rumpokcu-
npormweutiono3sl (HPC) u maccoBoe cootHomenune stwiemnnoio3sl (EC) kK ruapoKcHIponuIIesuionose
(HPC) cocrasnsier 65:35. Bosiee KOHKPETHO, KHIIIEYHOPACTBOPHMAs 000JI0UKa JIOTIOTHUTEIHHO COJIEPIKUT TPHU-
STHIIUTPAT U MAaCCOBOEC COOTHOIICHUE COMOIIMMEPa METAKPHIOBOH KHCIOTHI M METHIMETAKPHIIATa K TPUITHII-
UTpaTy cocraBisier 5:1; a ¢pyHKuMOHaANBHAs 000x0uKa conepxutr cMmecb ETHOCEL™ 10 (3THIIeIUTroI03HbIH
TOJIMMeEp C BA3KOCThIO B amuamnazone 9-11 cll g 5% mo macce pactBopa B 80% Tomyona u 20% stanona) u JF
Klucel (ruapokcHIponmIIeuTioNo3HEIN MOIMMEp C BA3KOCThIO B auana3one 150-400 cIl mra 5% mo macce pac-
TBOpa B Boze), npu 3ToM MaccoBoe cooTHomenne ETHOCEL™ 10 k JF Klucel® cocrasnser 65:35.

B npyrom Oonee KOHKpETHOM BapHaHTE pean3anuy s (hapMareBTHUSCKON KOMIIO3UITUH ISl TPAHYIIBI B
1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23 wnu 24 KOHKPETHOM BapHaHTE peallv-
3al¥ HHEPTHOE PO COJIEPIKUT caxapo3y WU KpaxMmal, cBs3ylolee npeactasiser coboit HPMC; kumednopa-
CTBOpHMasi 000JI0YKa COMCPKHUT COIOIMMEP METaKPHUIOBOH KHCIOTHI M METHJIMETAKpWIIaTa M COOTHOIICHHE
METAaKPHIIOBOW KUCIOTHI K METHIMETAKPIIATY cocTaBiseT 1:1; a (pyHKIMOHANBHAS 000I0YKa COMCPKUT CMECh
stienronossl (EC) u runpokcunponmiienttonossl (HPC) u MmaccoBoe cooTHomenue stmmenirono3sl (EC) k
rugpokcunponuieunonose (HPC) cocraBmser 60:40. Bonee KOHKpETHO, KUIIIEYHOpAaCTBOpHMasi 000JI09Ka J0-
MOJTHHUTEBHO COICPIKUT TPUATHIIMTPAT U MACCOBOE COOTHOIICHHE COTIOIMMEPa METAKPHIIOBOW KHCIIOTHI H ME-
TWIMETAKpWIaTa K TPUITWINUTPATY COCTaBIseT 5:1; a (QyHKIUOHANBHAs O0OJOYKA CONEPKHUT CMECh
ETHOCEL™ 10 (3THIEIUTION03HBIN MOIMMEp C BA3KOCTHIO B nuamazone 9-11 cIl gmsa 5% mo macce pactBopa B
80% Ttomyona u 20% stanona) u JF Klucel® (ruapokcHIponmIeuIroNo3HbIH MomMep ¢ BI3KOCTBIO B JHaria-
3oHe 150-400 cIT g 5% mo macce pacTtBopa B Boze), mpu 3ToM MaccoBoe cootHomenne ETHOCEL™ 10 k
JF Klucel® coctasnser 60:40.

B geTBepTOM BapHaHTE pealu3alliy HACTOsIIeE H300pETEHUE HAMIPABICHO Ha (papMaIleBTUICCKYIO KOMIIO-
3ULUIO B ()OpPME TPaHyIIbl, COAEPKALIYIO

SITPO, CoZlepIKalee muMeTmwihymapar; u

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYIO SIIPO.

B msrom BapuanTe peannzannu (hapMmarieBTHUECKash KOMIIO3HINS, ONMCAaHHAs B YETBEPTOM BapHaHTE pea-
JM3aIAY, MOXET JOIOJHHUTEIBHO CONEpKaTh (DYHKIIMOHAIBHYIO 000JI0YKY, OKPYKAIOIIYI0 KHIIEIHOPACTBOPH-
MYI0 000JIOUKY.
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B mecrom BapuaHTe peanu3anny HacTosIIee H300peTeHNe HANpaBiIeHO Ha (apManeBTHYECKYI0 KOMIIO3HU-
IMI0 B ()OpME IpaHyJIbl, COEpIKAIIECH:

SIIPO, cozieprkalee tuMeTmwiI(gymapar;

(YHKITMOHATTLHYIO 000JI0UKY, OKPYKAIOIIYIO SAPO; H

KHIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYIO (PYHKITHOHANBHYIO SAPO.

B ompeneneHHBIX BapHaHTaX peaim3anud A (GpapManeBTHIeCKUX KOMIO3HIUN YETBEPTOTO, MATOTO WM
IIeCTOTO BapuaHTa peanusanuu saapo ¢ JIM® npexacrasuseT coboit chepy, nmetonryro guametp 0,5-2,0 mm. bo-
niee KOHKpeTHO, cdepa umeet auametp 0,5-1,5 MM. B mpyroMm KOHKpETHOM BapuaHTe peanu3anud cepa uMeeT
nuametp 0,6-2,0 MM.

B ompezneneHHbIX BapraHTax peajn3anuy 1 (papManeBTHYECKUX KOMIO3HIMHA YE€TBEPTOrO, MATOTO HIIH
IIECTOTO BapHaHTa peasM3aliy MaccoBOe MPOLEHTHOE cojepikanne nquMeTmwidymapara coctasister 40-80% ot
o01eil Macchl sapa. Macca siipa mpeAcTaBisieT co00i cyMMapHYIO MacCy KaXJoro MHIpEIUeHTa B spe, HC-
KJIf04asi BHEIIHIOI 000JIOUKY, TaKyl0 KaK KHIIEYHOpAacTBOpHMasi 00osouka. bosiee KOHKpETHO, MaccoBOe Ipo-
LIEHTHOE CoJIeprkaHne TuMeTHidgymapara cocrasisiet 60-80%, 60-70% nim 70-80% ot obuielt Maccel siapa. Emne
0oiee KOHKPETHO, MAacCOBOE IIPOIICHTHOE CO/AepKaHHe AuMeTHiIdymapara coctaBiseT 65% ot olmeit Maccsl
aapa. AIbTepHATHBHO, MaCCOBOE MPOIICHTHOE COJIEpKaHNue JuMeTIIdymapara coctaBisier 75% oT obrmeit mac-
CHI si7Ipa.

B ompeneneHHBIX BapHaHTaX peam3anud Al (papManeBTHIeCKUX KOMIO3HIUN YETBEPTOTrO, MATOTO WM
[IECTOTO BapHaHTa PEaH3alliy SAPO JOMOIHUTEIHHO COAEPXKUT CBs3yromiee. VIMOCTpaTUBHBIE CBS3YIOIINE
BKIIIOYAIOT, HO HE OTPaHUYMBAsCh MMM, KaMelb, arap, aJbIHHOBYIO KHCIOTY, CONOJMMEDP aMHHOMETaKpHIaTa,
AMMOHHITHO-METAKPHIATHBIA COIOJUMEp, IUCIEPCHI0 aMMOHHMHHO-METaKpHIATHOTO CONoInMMepa, KapOoHat
KaJIbIHsL, JIAKTaT KaJbLUs, COIOJMMEp KapOoMepa, roMoroiauMep Kapbomepa, HHTEpIoauMep kapOomepa, Ha-
TpUi-KapOOKCUMETHIIIIEIUIIONO03Y, MUKPOKPUCTAIUIMIECKYIO LEJUTION03y, CHIMKATHPOBAHHYIO MHUKpPOKpHCTAJI-
JMYECKYIO IEIUTI0N03Y, THAPOTCeHU3UPOBAHHOE KOKOCOBOE Macylo, KOTIOBHIIOH, KYKYPY3HYIO TIaTOKY, CYXYIO Ky-
KypY3HYIO TIaTOKY, AE€KCTPAThl, IEKCTPHH, JUCIEPCHIO COIIOJIMMEpA STHJIAKpUIIaTa ¥ METHIMETaKpHiaTa, STHII-
LEJUTIONIO3Y, IPUBUTHIA COMOJIMMEP STHJICHIIMKOIA ¥ BUHIJIOBOTO CIIMPTA, JKEJIATHH, TIIFOKO3HEIN cupor, Oere-
HAT TIHUIEPHHA, TYapoBYIO KaMel, THAPOKCHATIIIEIUTION03Y, THAPOKCUIIPOIHIIEIUTIONO3Y, THIPOKCHIIPOTINI-
[EJUTI0JIO3y ¢ HU3KOH CTETEHBIO 3aMEIIeHUs, THAPOKCHIIPONIIMETHIIEIUTION03Y, aleTaT-CyKIIMHAT THAPOKCH-
TPOTIMIMETHIIIIEIUTIONO3bI, HHYIUH, alb(a-TakTaas0yMUH, MOHOTHAPAT JIAKTO3BI, MATbTOICKCTPHH, MaIbTO3y,
COTIOJTUMEP METAKPHIIOBON KHUCIOTHI, AUCTIEPCUIO COITOIUMEpPA METaKPHIIOBOM KHCIOTHI, TUCTIEPCHIO COTIOTIIME-
pa METaKpHWIOBOW KHUCIOTHl M STHIAKpHUIAaTa, METHIILEIUIION03Y, THAPOTEHI3UPOBAHHOE MMAIIEMOBOE MAacJo, I10-
mMKapOo(dMII, THAPOTEHU3UPOBAHHYIO TIOJINAECKCTPO3Y, MOJUITHICHOKCH], TOJIMBUHIIIANETAT, TOBUIOH, MYJLTY-
JaH, aJbTUHAT HATPUS, MPEXKeTaTHHU3NPOBAHHBIA KpaxMall, NpeKeJaTHHU3UPOBAaHHBIH MOIM(UINPOBAHHBIN
KpaxMaJl, KyKypy3HbId KpaxMaJl, THIPOKCHIIPONMI3aMEIICHHBIH KYKypY3HBIH Kpaxmall, IpexeIaTHHU3NPOBaH-
HBII THIPOKCHIIPOITIII3aMEIIEHHBII KYKYpY3HBII KpaxmaJl, TOPOXOBBIH Kpaxmall, THAPOKCHIIPOITHI3aMeIeHHbIH
TOPOXOBBIM Kpaxmall, NpPEeKeJaTHHU3UPOBAHHBIA T'MAPOKCUIIPONHII3aMEIIEHHBIH TOPOXOBBIH KpaxMal, KapTo-
(enpHBIA KpaxMall, THAPOKCUIIPOITMII3aMEIEHHBIH KapTO(QeIbHBIH KpaxMall, ITpeKeTaTHHU3UPOBAHHbIH THAPO-
KCHUTIPOTMII3aMEIICHHBIN KapTo(eNnbHBIH KpaxMmall, TAIHOKOBBIH KpaxMall, MIICHHYHBIA Kpaxmall, THIPOIH3aT
THIPOTEHU3NPOBAHHOTO KpaxMalia, caxapo3y, HOACOIHEYHOE MacyIo, AaTOKY, TPEraao3y, THAPOTEHIH3HPOBAHHOE
pacTUTEN HOE Macjo, BUTaMUH E, MOMMATHICHIIMKONBCYKIIMHAT, 3€HMH, TTHIPOKCHIPOIMIMETIIIICIIIION03Y
(HPMC), TTOJIUBUHUIITHP POIHIOH (PVP), METHIIIEILTIONO3Y, ATUIIIEILTIONO3Y, HATPHIA-
KapOOKCHMETHIIIEILTION03Y, MOMMITIIEHTNKONs (PEG), MOMTMBHHHUIOBBIE CIHPTHL, MOJMMETAaKPHIAT, Kpax-
MaJIbHBIH KIIeHCTep, KpaXMalTJIMKOJISIT HATPHUS, TParakaHt, )KeJIaTHH, aJIbTMHAT, aJIbTUHAT HATPHsl, AIbITHOBYIO
KUCIIOTY, LEJUTI0I03y, KaH/ACIUIBCKUA BOCK, KapHAyOCKHI BOCK, KOTIOJMBHMIOH M BOJHYIO JIAKTO3y. B omHOM
BapUaHTe Pean3aliy CB3YIOIIEee MPEACTaBISIET OO0 MUKPOKPHCTAIUTMYECKYIO LIEIUTIONI03Y WIH KpaxMall.

Cas3yroliee MOXKeT NPUCYTCTBOBAaTh B konudecTBe 1-50% oT Macchl sapa. bonee kKOHKpeTHO, CBs3yrolIEe
MOJKET MIPUCYTCTBOBATH B KonuuecTBe 15-35%.

B ompeneneHHbIX BapHaHTax peann3aliy s (apMareBTHYECKUX KOMIO3UIMHA YETBEPTOrO WM ISITOTO
BapHaHTa peaan3aliy KAIIEYHOPACTBOPUMYIO O0OJOYKY HAHOCAT Ha SAPO ¢ AuMeTHiIdymaparoM. bomree koH-
KPETHO, KUIICYHOPACTBOPUMYIO 000JIOUKY HAHOCAT Ha PO MOCPEICTBOM HAIBUICHHS PacTBOPA, COACPIKAIIETO
MaTepHaJIbl KHIIETHOPACTBOPHMOIT 000JI0UKH, Ha SAPO C TUMETIWI(PYyMapaToOM B IICEBIOOKIKEHHOM CIIOE.

B onpeznenceHHBIX BapuaHTax peanu3aiiy 1l GapMareBTHICCKON KOMITO3UINH IIECTOTO BapHaHTa peal-
3aN KUIIEYHOPACTBOPUMYIO 000JI0UKY HAHOCIT Ha (YHKIHOHAJIBHYIO 000104Ky. Bonee KOHKpeTHO, KuIIed-
HOPacTBOPUMYIO 000JIOUKY HAHOCAT Ha (YHKIIMOHAIBGHYIO O0OJOYKY ITOCPEACTBOM HAIBIICHHS PacTBOpa, CO-
JIeprKaIlero MaTepHasibl KHIIEYHOPACTBOPUMON 000JIOUKH, Ha (PYHKIMOHAIBHYIO 000JIOUKY B TICEBIOOXKIKCH-
HOM cJIoe.

B ompezneneHHbIX BapraHTax pean3anuy 11 (papManeBTHUECKUX KOMIIO3HIMHA YE€TBEPTOrO, MATOTO HIIH
IIECTOTO BapHaHTa PEaM3alMU KUIIEYHOPACTBOpUMasi 000JI0YKa COJEPXKUT BCIOMOTATEeNIbHOE BEIIECTBO, BBI-
OpaHHOE W3 TPYNIIBIL, COCTOSINEH M3 COMOJMMEpa METAaKpPHIOBOM KHCIIOTHI M METHIMETaKpuiaTa, CONoiIuMepa
METaKpUIOBOM KUCIIOTHI M ATWIAKpHiaTa, Granata runpoxcunponmwimeruiiennoiossl (HPMCP), anerodrana-
Ta IEeIJUTIONO3EI. bojee KOHKpETHO, KUIIEYHOPACTBOPHMasi 000JI0YKa COICPIKUT COMOJIMMEpP METaKpPHIOBOH KH-
CIIOTHI U MeTHmIMeTakpuiara. Eme 0oiiee KOHKPETHO, COOTHOIIEHHE METAKPUIOBOW KUCIOTHI K METHIMETaKpH-
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narty B cononaumepe coctasisieT ot 0,8:1 mo 1,2:1, (manpumep, 1:1). B eme Oonee KOHKpEeTHOM BapHaHTE pean-
3amu  KumedHopactopumas obosouka coaepxkur EUDRAGIT® L 100 (momu(MmerakpuioBas KHCIOTa-CoO-
MeTtuiMerakpuiar) 1:1).

B ompezneneHHbIX BapraHTax peajn3anuu 11 papManeBTHUECKUX KOMIO3HIMHA YE€TBEPTOrO, MATOTO HIIH
IIECTOTO BAPHAHTA PEATH3aLUH KHIIEYHOPACTBOPHMAs 000JI0YKa 110 HACTOSIIEMY N300PETCHUIO JOTIOIHUTEIb-
HO COJEP)KUT OAMH MK Oojee miactudukaropos. MimocTpaTuBHbIE MIaCTH(GHUKATOPHI BKIIOYAIOT, HO HE Orpa-
HUYHUBAsACh MMH, allETHIATPUITHILUTPAT, OCH3MIOEH30aT, KACTOPOBOE MAcio, XJIOpOYyTaHOJ, JHAlCTUINPOBAH-
HBIC MOHOTJIMIEPHIBI, ANOyTMICEOaMHAT, ANATWI(TANAT, TTIULEPUH, MAaHHUT, HONU3TUICHIJINKOIb, MOHOME-
THJIOBBIN d(HP MONMATUIICHTIMKONS, POIMIICHTIINKOIb, MYJUTyJIaH, cCOPOUT, pacTBOp COpPOUT copOuTaH, TpH-
aleTHH, TPUOYTHILUTPAT, TPUITUINUTPAT U BuTaMuH E. B Oonee KOHKpeTHOM BapHaHTE pealn3aliy ILUIACTH-
(ukarop npeacraBisieT OO0 TPUITHIILUTPAT.

B omHOM BapmanTe peanuzanuu it papMareBTHYECKUX KOMIO3UIMH YETBEPTOTrO, MATOIO MM IIECTOTO
BapuaHTa pealu3allid KHUIIEYHOPACTBOpUMAas O0OJIOYKAa 10 HACTOSIIEMY HW300PETEHHIO  COJCPIKUT
EUDRAGIT® L 100 u TpwdTwimurpar. bojiee KOHKPETHO, MacCOBO€ COOTHOIICHHWE TPHUITHUIIIUTpATa K
EUDRAGIT® L 100 coctasmser ot 1:1 go 1:20. Eme 6osee KOHKpETHO, MaCCOBOE COOTHOIIIEHUE TPUITUIIIIUT-
pata Kk EUDRAGIT® L 100 cocraBmuser 1:5.

B ompezneneHHbIX BapraHTax peain3anuy 11 papManeBTHUECKUX KOMIIO3HIMHA YETBEPTOTO, MATOTO HIIH
IIECTOTO BapuaHTa peaju3allil MacCOBOE MPOLEHTHOE COAEpKaHue Ul KUIIEYHOPACTBOPUMOI 000JI0UKH CO-
craBiseT 1-20% nmm 5-15% ot obmie Macch sapa. bosee KOHKpeTHO, MacCOBOE MPOLEHTHOE COAEPKaHUE IS
KUIIEYHOPACTBOPUMOI o6onouku coctaBisier 10-15% (Hampumep, 10, 11, 12, 13 wmm 15%) ot oOmeit mMacch
anpa. B apyrom Gosee KOHKPETHOM BapHaHTE pealM3alil MaCCOBOE MPOIIEHTHOE COAEPKAHUE ISl KUILICYHOPA-
cTBOpHMOi1 00omouku cocraBisier 11-13% ot obmreit maccs! sapa. Eme 6oee KOHKpETHO, MacCOBOE MPOIEHT-
HOE CoJiepKaHNe KUIIIEYHOPACTBOPUMOM 000JI09YKH cocTaBisieT 12% oT o01ieit MaccHl sapa.

B ompezneneHHBIX BapHaHTax peanu3anuy A (HapManeBTHUECKUX KOMIO3UIMH MATOrO WIN LIECTOTO Ba-
puaHTa peanuzanyuy (GpyHKIHOHaIbHAS 000JI0YKa CONEPKUT CMECh OJHOTO MU 00Jice BOAOPACTBOPHMBIX HOJIHU-
MEpPOB M OJHOTO WM 0ojee HEepacTBOPUMBIX B BOJE MOJIMMEPOB. B OIpeneneHHbIX BapHaHTAaX pealn3alliy
(yHKIIMOHATIBHAS 000JI0YKa COAEPXKUT OJHO MIIM Oo0Jiee BCIIOMOTATENbHBIX BEIECTB, BBIOPAHHBIX M3 TPYIIIIH,
cocrosiiei n3 nonuBuHWINupponmaona (PVP), nommstunenokcuna (PEO), moHOCTeapara riaunepuna, Tuapo-
keunponuaMetinentonossl (HPMC), SoluPlus, monmusununosoro crimpra (PVA), anerocykiuHaTa ruJpoKcH-
npormmetuesono3sl (HPMCAS), stunenBuannanerara (EVA), merakpunatoB (Eudragit™), ameroOyTn-
para nemtonossl (CAB), anerodranara nemnonosst (CAP), monusTuneHrukoss, noausuHuiIanerata (PVAc),
nomunaktuna (PLA), nomurnukonuna (PGA), comomumepos PLA/PGA u monukanponaktona (PCL), noxuBu-
HUIMHpposnaoH-co-suHmanerara (Kollidon VA-64), monnypeTaHoB, ITOJTUMOJIOYHOH KUCIOTHI, HOJIHATIIHKOIIE-
BOW KHCJIOTHI, NMOJUAHTUAPHINMULOB, MONU(aHTUAPHUIOB-CIOXKHBIX 3()UPOB), MOIMUMHHOKapOOHATOB, MOJH-
(dhocdazenon, ciaoxHbXx momdochordupos, stwmemntnono3sl (EC), ruapokcunponunieitonodsl (HPC), amb-
THMHOBOM KHCIIOTHI, COTIOJIMMEpa KapOoMmepa, TOMOIoJIMMepa kapbomepa, HHTepHonnMepa kapOoMepa, HaTpHid-
KapOOKCHMETHIILEIIIIONO03bI, KapparnHaHa, meadypara, BOJHOM OUCIEPCHM 3THIIEIUIIONO3BI, IUCIEPCHH
STHILEIUTION03b! THNA B, MOHOONEaTa riuuepuHa, TyapoBoil KaMenu, THAPOKCUIIPONII OeTafekca, JUCIIEPCUU
MONMBUHMIIALIETATA, IIeJUIaKa, albTMHATa HATPUs, MPEXEJATHHU3MPOBAHHOIO KpaxMmala, HpeKelaTHHH3HPO-
BAaHHOTO MOAN(HUINPOBAHHOTO KpaxMalla U KCaHTaHOBOW KaMe .

B onmHOM BapuaHTe peanuzanuy Uil papManeBTHIECKUX KOMITO3HUIMHA MSITOTO WM ILIECTOTO BapHaHTa pea-
IM3anuy (QYHKIMOHANBHAsE 000JI0YKa COIEPXKUT cMech ATmineunoio3sl (EC) ¥ ruapoKCHIIpONHIIIEIIFOI036]
(HPC). bonee koHkpeTHO, QyHKIMOHANIBHAs 0000uka coaepxkutr cMech ETHOCEL™ 10 (3THIIEIITIONO03HBIH
noimMep ¢ BsIBKOCThIO B nuanasone 9-11 cIl mins 5% mo macce pactBopa B 80% Tomyona u 20% 3TaHoNa) U
JF Klucel® (ruapoKCHIpOonmIeuII0N03HBIN MOIMMEp C BA3KOCTRIO B anana3one 150-400 cIl mis 5% mo macce
pactBopa B Boje). B onHOM BapumaHTe peanu3anuy MaccoBoe cooTHomeHnue stumiennonossl (EC) k ruapokcu-
npormeuionoze (HPC) (manmpumep, ETHOCEL™ 10 k JF Klucel®) naxoautes B nuanazone mMexay 90:10 u
10:90, mexay 80:20 u 20:80, mexay 80:20 u 50:50, mexay 75:25 u 60:40 wim mexay 70:30 u 55:45. bonee
KOHKPETHO, MaccoBoe cooTHomieHue stuinentonossl (EC) k ruapokcunponmnmestonose (HPC) (nampumep,
ETHOCEL™ 10 x JF Klucel®) cocrasnsier 70:30. AnbTepHaTHBHO, MACCOBOE COOTHOIICHUE STHIILIEILIIONO3EI
(EC) x ruppokcunponunnesmtonoze (HPC) (manpumep, ETHOCEL™ 10 k JF Klucel®) cocrasnser 65:35. B
JIpyroil anpTEpHATHBE MaccoBoe cooTHolieHue stuinestronossl (EC) k ruapoxcunponmiuemmonose (HPC)
(manpumep, ETHOCEL™ 10 x JF Klucel®) cocrasister 60:40.

B npyrom BapuaHTe peanuzanuu 11 (papManeBTHUECKUX KOMITO3ULUI MATOTO WM MIECTOTO BapHaHTa pe-
amm3anuy  (QyHKOMOHAJNbHAsE o0ojouka conxepxuT cMmech Eudragit® RS (momm(satunaxpunar-co-
METHWIMETAKPHIIAT-CO-TPUMETHIaMMOHUMATHAMeTakprnarxiaopua)  1:2:0,1) wu  Eudragit® RL  (mo-
(3 TUIIAKPUIIAT-CO-METHIIMETaKpHIIaT-CO-TPUMETHIIaMMOHHHA THIIMe TakpritaTxiopua) 1:2:0,2). MaccoBoe co-
otHomrenne Eudragit® RS x Eudragit® RL nHaxoautest B ainamazone mexay 95:5 u 5:95, mexay 90:10 u 50:50,
Mexay 90:10 u 60:40 wmu mexay 85:15 u 70:30. Boyee koHKpeTHO, MaccoBoe cooTHomeHne Eudragit® RS x
Eudragit® RL cocraBnsier 75:25. AnpTepHaTBHO, MaccoBoe cooTHommenne Eudragit® RS k Eudragit® RL co-
crasiuseT 80:20.
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B ompeneneHHBIX BapHaHTaX pead3aliu A papMaleBTHICCKUX KOMIO3HIUH MATOTO IU MIECTOrO Ba-
pHaHTa peajM3allii MaccoBOE MPOIEHTHOE cojlepkaHKe Uil (GYHKIMOHAIbHOW 00010ukn cocTaBiser 1-30%,
1-20%, 4-12%, 1-10%, 1-7% wmm 10-15% ot oOrielt Macchl HHEPTHOTO S/Ipa U MepBOTO ciosl. bonee KoHKpeTHO,
MacCcOBO€ TIPOIIEHTHOE COJepKaHWe UL (YyHKIHOHAIBHON obosoukn coctaBisieTr 2,0-3,0% oT oOmieii mMaccs
WHEPTHOTO S/Ipa W MEpBOTO cosA. B apyrom 0oree KOHKpPETHOM BapHaHTE PEaH3alliid MaccoBOE MPOIICHTHOE
conepxanne A GyHKIHOHAIBHON 0007109KH cocTaBiseT 4,5-5,5% oT o0mieil Macchl HHEPTHOTO sApa U IepBO-
ro cnos. B mpyrom Oonee KOHKpETHOM BapHaHTE pealM3alliii MacCOBOE IPOIEHTHOE COAepKaHue s (yHK-
UOHABHON 0600uKH cocTaBiseT 4,0-5,0% ot obmieit Macchl HHEPTHOTO siIpa M IepBOTro ciost. B apyrom 6o-
Jiee KOHKPETHOM BapHaHTE peas3aliil MacCOBOE IPOIEHTHOE cojepkaHne (yHKIMOHAILHOW O0OJIOYKH CO-
craBiseT 5,0-6,0% oT obmieli Macchl HHEPTHOTO siIpa U NMEepBOro ciiosl. B eme ogHoM Oojiee KOHKPETHOM BapH-
aHTe peayr3alii MaccoBOE MPOIEHTHOE cojepkaHne (GpyHKIMOHAIBLHOH o6onouku cocrasnser 11,5-12,5% ot
0011ei Macchl HHEPTHOTO S/pa U 1epBoro ciosl. Eime 6oee KOHKpETHO, MacCcOBOE MPOLIEHTHOE COJIEPIKaHHE /IS
(yHKIIMOHATIBHOW 000I09KM cocTaBisieT 2,5% 0T o0Ieil Macchl MHEPTHOTO sIpa M MEPBOTo Ciost. AIbTepHa-
THUBHO, MacCOBOE MPOLEHTHOE cojepaHue (YHKIMOHAIBHOW 00onouku cocraBisieT 4,5% or obuield mMacchl
WHEPTHOTO Si7Ipa M IEPBOTO CiIos. B eme oxHON anbTepHATHBE MAacCOBOE MPOIEHTHOE COAEpIKaHUE (YHKIIHO-
HaJBHOU 000J109kH cocTaBisieT 5,0% oT obImmieit Macchl HHEPTHOTO si/ipa M IepBoro cios. B eme oxHOMN anpTep-
HATHBE MacCOBOE TPOILEHTHOE cojepkaHue (YHKIMOHAIBHON 0005I09KkM cocTaBisieT 5,5% oT obmieil Macchl
MHEPTHOTO S7Ipa M IEPBOTO CJI0s. B eme oxHON anbTepHATHBE MAacCOBOE MPOIEHTHOE COAEpIKaHUE (YHKIIHO-
HaAJIBHOW 000J09KH cocTaBisieT 12% oT 00mIeil MacChl HHEPTHOTO SApa U MEPBOTO CIIOS.

B xoHKpEeTHOM BapuaHTe peayn3aiiiu 25 dapMareBTHIecKast KOMIIO3UIUSA B BUAE TPAHYJIBI II0 HACTOSIIIE-
My U300pPETCHUIO COICPIKUT

SO, cozieprKaliee TMMETHIpyMapar;

KUIIEYHOPACTBOPUMYIO 00O0JI0UKY, OKpPY’XKAaloLIyI0 SAPO, TPH 3TOM MaccoBOE NPOLEHTHOE COJEpKaHUE
KUILIEYHOPACTBOPUMOH 000J104KH cocTaBiseT 11-13% ot obmueit Macchl siapa; u

(YHKIIMOHAIBbHYIO0 000JI0YKY, OKPYXKAIOIIYI0O KHIIEYHOPACTBOPUMYIO 000JI0UKY, ITPH 3TOM MaccoBOE Mpo-
[EHTHOE coAepKanne QyHKIMOHANbHOW 0001049k cocTapiseT 2,0-3,0% ot obmeit Maccsl sapa,

IIPU 3TOM MAaccOBOE MPOIIEHTHOE cojepxaHne auMeTmidymapara coctaBisier 60-80% ot obmieit Macchr
aapa.

B xoHKpeTHOM BapuaHTe peaym3aiiu 26 dapMareBTHIecKasi KOMIIO3UIMS B BUAE TPAHYJIBI II0 HACTOSIIIE-
MYy H300PETEHUIO CONECPKHUT

SIIPO, cozieprKalee TuMeTmwiI(gymapar;

KUIIEYHOPACTBOPUMYIO 00OJIOUKY, OKpPY’KAaloLIyI0 SAPO, TMPH 3TOM MaccoBOE HPOLEHTHOE COJEpKaHUE
KUILIIEYHOPACTBOPUMOM 000J104KH cocTaBiseT 11-13% ot oOmueit Macchl siapa; u

(YHKIMOHAIBbHYIO0 000JI0YKY, OKPYXKAIOIIYI0O KHIIEYHOPACTBOPUMYIO 000JIOUKY, ITPH 3TOM MacCoBOE Ipo-
[ECHTHOE COJIepKaHne PYHKIIMOHANBHOW 000JI0YKH cOCTaBIseT 4,5-5,5% ot o01eit Macchl spa,

IIPH 3TOM MAacCOBOE MPOIICHTHOE cojiepxanue auMermidymapara cocraisier 60-80% ot oOmieit Macchr
aapa.

B xoHKpeTHOM BapuaHTe peaym3aiin 27 dpapManeBTHIecKast KOMIIO3UIMS B BUAE TPAHYJIBI IO HACTOSIIIE-
My H300PETCHUIO COICPKHUT

SIIPO, cozieprkalee TuMeTwiI(gymapar;

KHIIEYHOPACTBOPUMYIO 00O0JI0UKY, OKPYKAIOIIYIO SAPO, MPH STOM MAacCOBOE IPOLEHTHOE COJACp)KaHUe
KHIIEYHOPACTBOPUMOI 060m0ukn coctaBiieT 11-13% ot obmieit maccsl siapa; u

(YHKIIMOHAIBbHYIO0 000JI0YKY, OKPYXKAIOIIYIO KHIIEYHOPACTBOPUMYIO 000JIOUKY, ITPH 3TOM MaccoBOE Ipo-
[EHTHOE COJIepKaHue PYHKIIMOHANBHOW 0007I09KH cocTaBisieT 5,0-6,0% ot o01eit Macchl spa,

IIPU 3TOM MAacCOBOE MPOIICHTHOE cojepxanue auMermidymapara cocraisier 60-80% ot oOmieit Macch
aapa.

B xOoHKpEeTHOM BapuaHTe peaym3aiuu 28 dapMareBTHICCKasi KOMIIO3UIMS B BUC TPAHYIIBI IO HACTOSIIIE-
My U300pPETCHUIO COICPIKUT

SIIPO, cozieprkalee TuMeTwiI(gymapar;

KHIIEYHOPACTBOPUMYIO 00O0JI0UKY, OKPYXKAIOIIYIO SAPO, MPH STOM MAacCOBOE IPOLEHTHOE COACp)KaHUEe
KHIIEYHOPACTBOPUMOI 000m0ukn coctaBiieT 11-13% ot obmieit maccsl siapa; u

(YHKIMOHAJBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIIEYHOPACTBOPUMYIO 000JI0UKY, IPH STOM MacCOBOE TpO-
IIEHTHOE coJiepkaHne GyHKITMOHATBLHOW 000109k cocTaiseT 11,5-12,50% ot obrieit Macch spa,

IIPU 3TOM MAaccOBOE MPOIIEHTHOE cojepxaHne auMeTmidymapara coctaBisier 60-80% ot obmieit Macchr
apa.

B xOoHKpeTHOM BapuaHTe peaym3anuu 29 dapMareBTHIecKas KOMIIO3UIMS B BUAC TPAHYIIBI IO HACTOSIIIE-
My U300pPETCHUIO COICPIKUT

SO, CozieprKaliee TMMETHI(pyMapar;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKpPY’KAaloLIyI0 SAPO, TPH 3TOM MaccoBOE NPOLEHTHOE COJEpKAaHUE
KUILIEYHOPACTBOPUMOH 000J104KH cocTaBiseT 11-13% ot obmueit Macchl siapa; u

(YHKIMOHATBHYIO 000JI0YKY, OKPYKAIOIIYIO KAIIEYHOPACTBOPUMYIO 000JI0UKY, IIPH STOM MacCOBOE TpO-
[EHTHOE coJepKanne QyHKIIMOHANBbHOW 0001049k cocTapiseT 4,0-5,0% ot obmeit Mmaccsl sapa,
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IIPH 3TOM MAacCOBOE MPOIICHTHOE cojepxanue auMermidymapara cocraisier 60-80% ot oOmieit Macchr
aapa.

B xonkpeTHOM BapuanTe peanm3anun 30 ¢papMareBTHIecKast KOMIIO3UIMS B BUAE TPAHYJIBI IO HACTOSIIIE-
My H300PETEHUIO CONEPKHUT

SIIPO, cozieprKalee TuMeTwiI(gymapar;

(YHKIMOHAJIBHYIO 000JIOUKY, OKPYKAIOIIYIO SIAPO, IMPH STOM MAacCcoBOE€ NPOIEHTHOE colepKaHue (yHK-
IIMOHAITLHOM 000109KH cocTaBiseT 2,0-3,0% oT obmeit Macchl sapa;

KHIIEYHOPACTBOPUMYIO 000JI0UKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Mpo-
[CHTHOE COJICPKAHUE KUIIICYHOPACTBOPUMO# 0001mouku cocTaBisiet 11-13% ot oOmield Macchl sapa;

IIPU 3TOM MAacCOBOE MPOIICHTHOE cojepxanue auMermidymapara coctaisier 60-80% ot oOmieit Macchr
aapa.

B xoHKpeTHOM BapuaHTe peanm3anuu 31 dapMareBTHIecKasi KOMIIO3UIMS B BUC TPAHYIIBI IO HACTOSIIIE-
MY U300pPETCHUIO COACPIKUT

SIPO, COZIEpIKaIee TuMeTIwI(gymapar;

(YHKIMOHATIBHYIO 000JIOUKY, OKPYKAIOIIYIO SApPO, IMIPH STOM MAacCOBOE NPOIEHTHOE colepKaHne (yHK-
[TMOHAITLHOM 000109k cocTaBisieT 4,5-5,5% oT o0meit Macchl sapa; u

KHUIIETHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOMIYIO (PYHKIIMOHAIBHYIO 000JI0UKY, TPH 3TOM MacCOBOE IPO-
[IEHTHOE COJepKaHNe KUIICTHOPACTBOPHMOM 0bomouku coctasmser 11-13% ot oOmielt Macchl saapa;

IIPU 3TOM MAacCOBOE MPOIIEHTHOE cojepxanne auMeTmidymapara coctaBisier 60-80% ot obmieit Macchr
aapa.

B KOHKpEeTHOM BapuaHTe peayn3anuu 32 dapManeBTHICCKass KOMIIO3UIMS B BUIC TPAHYIIBI IO HACTOSIIIE-
My U300pPETCHUIO COICPIKUT

SITPO, COZIepIKaIee TMMETIwI(Gymapar;

(YHKIIMOHATBHYIO 000JIOUKY, OKPYKAIOIIYIO PO, IMPH STOM MAacCOBOE MPOICHTHOE colepaHue (yHK-
UOHATEHOW 0007109KH cocTaBiseT 5,0-6,0% ot obmieit Macchl spa; u

KHIIEYHOPACTBOPUMYIO 000JI0UKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Mpo-
[IEHTHOE COJepKaHNe KUIIETHOPACTBOPHMOH obomouku coctasmset 11-13% ot oOmelt Macchl gaapa;

IIPU 3TOM MAacCOBOE MPOIIEHTHOE cojepxanne auMeTmidymapara coctaBisier 60-80% ot obmieit Macchr
aapa.

B xoHKpeTHOM BapuaHTe peanm3anun 33 dapMareBTHIecKast KOMIIO3UIMS B BUAE TPAHYJIBI IO HACTOSIIIE-
My H300PETEHUIO CONEPKHUT

SIPO, COZIepIKaIee TuMeTmwI(Gymapar;

(YHKIIMOHATBHYIO 000JIOUKY, OKPYKAIOIIYIO PO, MPH STOM MAacCOBOE MPOICHTHOE colepaHue (yHK-
UOHAEHOW 000709KH cocTaBiset 11,5-12,5% ot obmiei macchl sipa; u

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (DYHKIIMOHAIBHYIO 000JIOUKY, IPHU 3TOM MacCOBOE MpO-
[CHTHOE COJICPKAHUE KUIICYHOPACTBOPUMO# 0001m0ouku cocTapisiet 11-13% ot oOmield Macchl sapa;

IIPHU 3TOM MAacCOBOE MPOIICHTHOE cojiepxanue auMermidymapara cocraiusier 60-80% ot oOmieit Macchr
aapa.

B xoHKpeTHOM BapuaHTe peanm3aniu 34 dapMareBTHdecKasi KOMIIO3UIMS B BUAE TPAHYJIBI II0 HACTOSIIIE-
MYy H300PETEHUIO CONECPKHUT

SIIPO, cozieprkalee TuMeTmwiI(gymapar;

(YHKIMOHATIBHYIO 000JIOUKY, OKPY)KAIOIIYIO SIApPO, IMPH STOM MAacCoBOE NPOIEHTHOE colepKaHne (yHK-
UOHABEHOW 000709KH cocTaBiseT 4,0-5,0%% ot o0mieit Macchl sipa; u

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (DYHKIIMOHAIBHYIO 000JIOUKY, IIPHU 3TOM MacCOBOE MpO-
[CHTHOE COJICPKAHUE KUIIICYHOPACTBOPUMOH 0001mouku cocTapmsiet 11-13% ot oOrmield Macchl sapa;

IPHU 3TOM MAacCOBOE MPOIICHTHOE cojepxanue auMermidymapara cocraisier 60-80% ot oOmieit Macch
saapa.

Bonee koHkpeTHO, Tt hapMaleBTHYSCKUX KoMIo3unuii B 25, 26, 27, 28, 29, 30, 31, 32, 33 win 34 koH-
KPETHBIX BapHaHTaX peajii3alliy KUIIEYHOPACTBOPHMas 000JI0YKA COAEPIKUT COMOIMMEp METaKpHWIOBOW KH-
CIIOTHI M METHJIMETaKpHaTa U COOTHOIIEHNE METaKPHIOBOM KHCIOTH K METHJIMETaKpHiaTy cocTaBisier 1:1; a
(dbyHKIIMOHABEHAS 000JI0YKa CONEPKUT cMech ATmesuTono3sl (EC) n ruapokcunponminemnitonodsl (HPC) u
MaccoBoe cooTHomeHue dTmennosio3sl (EC) k ruapokcunponuientronosde (HPC) cocrasmsier 65:35. bonee
KOHKPETHO, KHIIIEYHOPACTBOPUMAst 000JI0YKa JOTOIHUTEIBFHO COACPKUT TPUITIWILUTPAT U MAacCOBOE COOTHO-
IIEHHE COIOJMMEpPa METAKPIIIOBON KHUCIIOTH U METHJIMETAKpUIIaTa K TPHITHILUTPATY COCTaBISIeT 5:1; a pyHK-
uoHanpHas obosouka coaepxut cMmech ETHOCEL™ 10 (3THIIIEIUTIOIO3HBIN MMOJIMMEpP C BSA3KOCTBHIO B JMara-
3o0He 9-11 cIl mra 5% 1o macce pactBopa B 80% Tomyona u 20% stanoxna) u JF Klucel® (runpoxkcunponmiien-
JIFOJIO3HBIN TOJIMMEP C BS3KOCTHIO B muana3one 150-400 clIl ans 5% mo macce pacTtBopa B BoJE), IIPH 3TOM Mac-
cooe cootHomenne ETHOCEL™ 10 k JF Klucel® cocrasiser 65:35.

B apyrom Gojiee KOHKpPETHOM BapHaHTE pealu3anuy Juisl (papManeBTHIeCKUX KOMITO3MLUH B 25, 26, 27,
28, 29, 30, 31, 32, 33 wim 34 KOHKPETHOM BapHaHTE pealn3aliy KUIIEYHOPACTBOPUMAsl 000I0UKA CONEPKUT
COIIOJIUMEP METAKPHIOBON KUCIOTHI U METHIMETAKPIIIATa U COOTHOIICHHE METAKPUIIOBOW KHCIOTHI K METHIIME-
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Takpuiaty coctaBisier 1:1; a ¢pyHkunonansHas 0060y049Ka COAepKUT cMech aTennonossl (EC) u runpokcn-
npormwieutiono3sl (HPC) u maccoBoe cootHomenue stuiemnnono3sl (EC) kK ruapoKcHIponuiIesuionose
(HPC) cocraBnseT 60:40. Bonee KOHKpETHO, KHUIIEIHOPACTBOPUMAsT 000JI0YKA JOTIOTHUTEIHHO CONEPIKHUT TPH-
STHIUTPAT, © MaCCOBOE COOTHOIICHHE COIMOJMMEPa METaKPHIIOBON KHCIIOTHI M METHJIMETaKpHiaTa K TPUITHII-
UTpaTy cocraBisier 5:1; a ¢dyHKuMOHaNBHAs 000d0uKa conepxut cMmecb ETHOCEL™ 10 (3THIeIUTr0I03HBIH
TOJIMMeEp C BA3KOCThIO B auama3one 9-11 cll g 5% mo macce pactBopa B 80% Tomyona u 20% stanona) u JF
Klucel® (rumpoKcHITponmiIneuIioN03HbIH HONMMMeEp ¢ Bs3KOCThIo B nuanasone 150-400 cIl s 5% mno macce
pactBopa B Boze), npu 31oM MaccoBoe cooTHonienne ETHOCEL™ 10 k JF Klucel® cocrasmsier 60:40.

B ompeneneHHpIX BapuaHTax peaxn3anui hapManeBTHUSCKHE KOMIIO3UINH, OIIICaHHBIE BO BTOPOM BapH-
aHTe pealu3alny, IIATOM BapuaHTe peanusanuu uin B 1, 2, 3, 4,5, 6,7, 8,9, 10, 11, 12, 25, 26, 27, 28 nmm 29
KOHKPETHOM BapHaHTE PeaTn3alyd, MOTYT AOMOJHHUTENBHO COAEPKaTh BTOPYIO KHIIECYHOPACTBOPUMYIO 000-
JIOYKY, OKPYKAIOMIyl0 (YHKIMOHATBHYI0 000709Ky. B KadecTBe BTOPOI KHIIEYHOPACTBOPHMOM 000I0YKH
MOJKHO IPUMEHSTB JII00YI0 KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OTIMCAHHYIO BBIIIIE.

B onpeneneHHOM BapuaHTe peayM3aliyl BTOPYIO KUIIEYHOPACTBOPUMYIO 000JI0UKY HAaHOCAT Ha (DYHKIHO-
HaJIbHYI0O 000J104Ky. boslee KOHKpETHO, BTOPYIO KHIIEYHOPACTBOPHUMYIO 000JIOUKY HAHOCAT Ha ()YHKIIMOHAIIb-
HYIO0 000JIOUKY ITOCPEJCTBOM HalBUICHHSI PacTBOPA, COAEPIKAIIEro MaTepHabl KUILIEYHOPACTBOPUMOI 0001104~
KM, Ha (PYHKIMOHAJILHYIO 000JI0UKY B IICEBOOXKIKEHHOM CJIO€.

B ompeznenenHoM BapuaHTe peann3alMy BTOpas KHIIEYHOPACTBOpHUMas 000JIOYKA COJEPIKUT BCIOMOTa-
TEJNBHOE BEIIECTBO, BEIOPAHHOE M3 TPYIIIIEL, COCTOSAIIEH U3 COMOIMMEPa METaKPMIIOBON KUCIOTH M METHIIMETAK-
puiaTa, COmoJIMMEpa METaKpHIOBOM KHCIOTHI M ATHJIAKpHiaTa, (pramata THIPOKCHUIIPOIMIMETIIIIEIIIIONO3BI
(HPMCP), amerodTanata nemunoio3sl. bojiee KOHKpPETHO, BTOpas KUIIEYHOPACTBOpUMAst 000JI0YKA COJEPIKUT
COTIOJTUMEP METaKPHJIOBOH KHCIOTHI M MeTHIMeTakpmiaTa. Eme 6omee KOHKPETHO, COOTHOIIEHNE METaKPHIO-
BOHM KHCJIOTHI K METHJIMETAKpHUIIATy B comosimmepe coctasisieT ot 0,8:1 mo 1,2:1, (manpumep, 1:1). B eme 6osee
KOHKPETHOM BapHaHTe peaM3alliy KuilleuHopacTBopuMas obosouka coxepxur EUDRAGIT®L 100 (mo-
TU(MeTaKpuiIoBasi KUCIOTa-Co-MeTHiMeTakpunar) 1:1).

B ompeneneHHBIX BapHaHTaX pealM3aldd BTOpPas KUIICYHOPACTBOPUMAs O00OJOYKA IIOTIONHUTEIHHO CO-
JEPKUT OAMH Win Oosee macTudukaropoB. MimocTpaTuBHble TIIaCTUPHUKATOPEI BKIIOYAIOT, HO HE OTPaHUYH-
BasICb MMH, alCTHITPHITWINUTPAT, OCH3WIOCH30aT, KaCTOPOBOE MAacCio, XJIOpOyTaHOJ, JHAllCTHIIMPOBAaHHbIC
MOHOTJIMIICPUIBI, AUOYTHUICEOANMHAT, TUATII(TANAT, TTUICPHH, MAHHHUT, MOJUITHICHTIINKOIb, MOHOMETHIIO-
BBIH 3(HP HOJNAITUIICHIIINKOIS, TIPONMIICHIIIMKOIb, MYJUTyJIaH, COPOHUT, pacTBOp COPOUT COpOMTaH, TPUALIETHH,
TPUOYTHIIUTPAT, TPUATUIIUTPAT U BUTaMUH E. B Oosice KOHKPETHOM BapuaHTE pealUu3allii IDIaCTU(PUKATOP
MPEICTaBISIET COOOH TPHITHIILIUTPAT.

B omgHOM BapmaHTe peanm3anuy BTOpas KUIICYHOPACTBOPHMAs 00O0JI0YKA IO HACTOAIIEMY H300pETCHHIO
cogepxutr EUDRAGIT® L 100 u tpuatunuutpat. bonee KOHKpeTHO, MacCOBOE COOTHOILIEHNE TPUATHILUTPATA
k EUDRAGIT® L 100 cocrasnster ot 1:1 mo 1:20. Eme Oonee KOHKpeTHO, MacCOBOE COOTHOLIEHHE TPUITHII-
uutpata K EUDRAGIT® L 100 cocrasnser 1:5.

B omperneneHHBIX BapHaHTax pealn3alldd MacCOBOE MPOIICHTHOE COAECpXKaHWE ISl BTOPOH KHIIEYHOpAc-
TBOpUMOH 060moukn coctaBisieT 1-20% wmmu 5-15% ot obmieit Macchl HHEpTHOTO sIpa U mepBoro cios. boiee
KOHKpPETHO, MaCCOBOE MPOIEHTHOE CO/ACPKaHME IS KUIIIEYHOPACTBOPUMOH 060moukn coctasiuser 10-15% (mHa-
npumep, 10, 11, 12, 13 wmm 15%) ot 00m1ei Maccsl HHEPTHOTO S/Ipa U MEpBOTO clios. B nmpyrom Oonee KOHKpeET-
HOM BapHaHTE pealu3alliiii MacCOBOE IPOLEHTHOE COAEpKaHHUE Ui KUIIEYHOPACTBOPUMON OOOJIOYKH COCTaB-
msiet 11-13% ot obmel Macchl HHEPTHOTO siipa | mepBoro cios. Eme 6oiee KOHKPETHO, MacCOBOE MPOIICHTHOE
CoJIepKaHHe KHIIEYHOPACTBOPUMOI 000J104kM cocTaBisieT 12% ot oOmiei Macchl MHEPTHOTO siipa U TIEPBOTO
CcIlosl.

dapmareBTHYECKHE KOMIIO3UIIMH VISl TPAHYJIbl [0 HACTOSIIEMY M300pETEHUIO 00ECTICUHBAIOT 3aMe ICH-
HOE BBICBOOOJKIEHHE aKTHBHOI'O BEIIECTBa AMMETWI(yMapaTa NMpH MOABEPTaHWH HCIBITAHUIO HAa PacTBOPU-
MOCTh. VcnbITaHHe Ha PacTBOPUMOCTH MOXKHO IIPOBOJHUTH B COOTBETCTBHMHM CO CTaHIAPTHBIMH CIOCOOaMH,
onyosmkoBaHHEIMU USP-NF (®apmakomnest CIIIA - HanmonansHeiit popmyssp).

B oxHOM BapmaHTe peannzanuu NpohuiIb PaCTBOPUMOCTH TaOJIETOK MO HACTOAIIEMY H300pETECHHIO OTpe-
JISJISIOT ITYyTEM TIOJBEPTaHusl TabJETOK MCIBITAHUIO Ha PACTBOPUMOCTSH in Vvitro ¢ ucmoib3oBanueM 0,1H. cosi-
HOW KHCIIOTHI B KaQUeCTBE CPEIbl PACTBOPEHIS BO BPEMs MEPBBIX 2 U UCHBITAHUS, a 3aT€M HCKYCCTBCHHOW KH-
meuno xkuakoctu USP (SIF) 6e3 mankpearnHa B kadecTBe cpeabl pactBopenus B mpuoope I USP (mpubop ¢
nomacteio) (Mcnbitanue 1). AnbTepHaTHBHO, MPO(HIL PACTBOPUMOCTH OMPEACISIOT IyTeM TIOJBEpraHus Tao-
JIETOK I10 HACTOSIIEMY H300pPETEHHIO HCTIBITAHNIO Ha PACTBOPUMOCTS in Vitro ¢ NCIOIb30BaHUEM HCKYCCTBEHHO-
ro xexynouHoro coka USP (SGF) Ge3 nercuna B KadecTBe cpelibl paCTBOPEHHS BO BpPEMs IEPBHIX 2 4 UCHIBITA-
HHS, a 3aTeM UCKyCCTBEeHHOW kumeuHoH skunkoctd USP (SIF) 6e3 naHkpeaTHHa B Ka4eCTBE CPEAbl paCTBOPEHHS
B ipubope IV USP (mpoTounas siueiika) (Mcneitanue 2). B eme onHON anbTepHATHBE TPO(HIH PACTBOPHUMOCTH
OTIPEIEIIAIOT MyTEM ITOJBEPTaHHs TAOJIETOK 10 HACTOSIIEMY M300pPETEHHIO MCTBITAaHWIO Ha PACTBOPUMOCTH in
Vitro ¢ UCTIONB30BaHUEM HCKycCTBeHHOU kumeuHoi xuakoctu USP (SIF) 6e3 mankpeatuna B mpudope IV USP
(npotounas saeiika) (Mcrbrranne 3). PactBoper USP SIF n SGF M0XHO MoNyduTh corjlacHO crioco0am, OTH-
cauaabiM B USP35-NF30.
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B ompeneneHHBIX BapHaHTaX peain3alluyl IpHU MOBEPTaHUH HCIBITAHUIO Ha paCTBOPUMOCTE 1 hapmaries-
TUYECKasl KOMITO3UIIHS B BHJIC TPAHYII IO HACTOSIIEMY N300PETEHUIO HMEET CICAYIOMUN TPOQHIh PACTBOPHMO-
CTH:

B TE€UYCHHE MEPBBIX 2 U MCIBITaHUS BBICBOOOXKIaeTcs MeHee ueM 10% mo macce akKTHBHOTO BEIECTBA B
TabJIeTKE;

B TeUEHHE MEePBHIX 4 4 NCTIBITaHUs BeIcBOOOXKTaeTcs 10-70% mo Macce akTHBHOTO BEIIECTBA B TAONETKE;

B T€UCHHE TIEPBBIX 7 4 UCIBITAHUS BEICBOOOXKmaeTcst 50-100% mo Macce akTHBHOTO BEIIECTBA B TaOJIETKE.

B onpeznencHHBIX BapHaHTaX peai3ally MpU HOIABEPraHWN HCIBITAHUIO Ha PACTBOPUMOCTH 1 KOMITO3H-
U TAOJICTOK MO HACTOSIIEMY U300PETCHHIO UMEET CIICAYIONIHI TPOQHIb PACTBOPUMOCTH:

B TEUCHHUE TEPBBIX 2 U WCIBITAaHUS BBICBOOOXKIaeTcs MeHee yeM 10% mo macce akKTUBHOTO BEIECTBA B
TabJeTKe;

B TCUCHHE MEPBHIX 4 4 UCTIBITaHUs BBICBOOOKTaeTcs 90-100% mo Macce akTHBHOTO BEIIECTBA B TaOJIETKE.

B onpenencHHBIX BapHaHTaX pealii3alliy MPU TOJIBCPraHUU HCIBITAHUIO Ha PACTBOPUMOCTH 2 KOMIIO3H-
WS B BHJIC TPaHYJI IO HACTOSIIEMY U300PETCHUIO HMEET CICAYIOIIUI MPO(UIb PACTBOPUMOCTH:

B TEUCHHE MEPBBIX 2 U MCIBITaHUS BBICBOOOXKIaeTcs MeHee yeM 10% o macce akTHBHOTO BEIECTBA B
TabJIeTKE;

B TeUEHHE MEePBHIX 4 4 NCTBITaHUs BeICBOOOXKHaeTcs 10-70% mo Macce akTHBHOTO BEIIECTBA B TAONETKE;

B T€UCHHE TIEPBBIX 9 4 HCIbITaHUs BEICBOOOXKmaeTcst 50-100% 1mo Macce akTHBHOTO BEIIECTBA B TaOJIETKE.

B onpeznencHHBIX BapHaHTaX peai3allly MpU MOIABEPraHWN HCIBITAHUIO Ha PACTBOPUMOCTH 2 KOMIIO3H-
U B BUJE TPaHyJ 110 HACTOSIIEMY N300PETEHUIO HIMEET CIIeYIOIINi MPO(UIb paCTBOPUMOCTH:

B TEUCHHUE TMEPBBIX 2 U WCIBITAaHUS BBICBOOOXKIaeTcs MeHee yeM 10% mo macce akKTUBHOTO BEIECTBA B
TabJeTKe;

B TCUCHHE MEPBHIX 4 U UCTBITaHUS BBICBOOOKIaeTcs 70-90% mo Macce akTHBHOTO BEIIECTBA B TAONETKE;

B TCUCHHE MEPBHIX 9 U ucmbITanus BeIcBoOOKAaeTcs 90-100% mo Macce akTHBHOTO BEIIECTBA B TaOJIETKE.

B ompenencHHBIX BapraHTaX peanu3aiyu (GpapMamneBTHIecKas KOMIO3HIUS O HACTOSIIEMY H300pETCHHIO
BbICBOOOXKTaeT 80% auMeTmindymapara U3 KOMIIO3UINA B TeueHue 3-10 4, mpeanoYTuTeNnbHO B TeueHue 4-8 d,
Oomee MPEANOYTUTENHHO B TeueHHe 4-6 4 B (papMaKOKMHETHYECKOM HCCIIEZOBAHUH in Vivo, ONMMMCAaHHOM B Ha-
CTOAIIEM NOKyMeHTe. B wacTHOCTH, (hapMaleBTHYECKYI0O KOMITO3HIMIO [0 HACTOAIIEMY M300pETEHHIO, CONep-
skarryto 240 mr IM®, BBoamiu cobakam.

B ompeneneHHBIX BapHaHTaX pealn3alii KOJIMIECTBO TUMeTWwI(pymapaTa B hapMarieBTUIECKIX KOMITO3H-
IIUSX, OMMCAHHBIX B HACTOSIIEM TOKyMeHTe, cocTaBisgeT oT 90 mo 960 mr, 6onee kKoHKpeTHO, oT 120 mo 480 wmr.
B onmHOM BapmaHTe peanu3alii KOJUYECTBO AUMETHI(PyMapara B OJHOHN KaIlCyJie, OMMMCAHHOW B HACTOSIIEM
JIOKYMEHTE, cocTaBIsieT 240 Mr. AJNBTEpHATHBHO, KOJTUYSCTBO TUMETII(hyMapaTa B OJHOM Karcylie, OMUCAaHHOM
B HACTOALIEM JTOKyMeHTe, cocTaBisieT 480 mr.

Hacrosiee n300peTeHne Takke 00eCIeYnBacT CIoco0 JIeueHUs! CyObheKTa, HMEIOIIEr0 PACCESIHHBIA CKITe-
po3 (HampuMep, BO3BPATHO-PEMHUTTHPYIOIIUI PACCESTHHBIN CKIICPO3, BTOPUYHO-IIPOTPECCUPYIOMINN PacCesTHHBIN
CKJIEpPO3, IMEPBHYHO-TPOTPECCUPYIONIUI pPACCESHHBIA CKJIEPO3, MPOrPECCHBHO-PEMUTTHPYIONINA pPacCesHHBIN
CKJIEpO3), BKIIOYAIONINI BBeJeHHE CYOBEKTY 3((EeKTHBHOrO KoJudecTBa (hapMareBTUIECKOW KOMITO3UIINH,
OTMCaHHOH B HACTOSIIEM JAOKYMEHTEe. B oIHOM BapmaHTe peann3aliil CIioco0 10 HACTOSIIEMY H300pETEHUIO
TpeIHa3Ha4YCH IS JICYCHUS BO3BPATHO-PEMHUTTHPYIONIETO PACCETHHOTO CKIIePO3a.

B nmanHOM KOHTEKCTEe TepMHH '"JedeHHe" OTHOCHUTCA K TOIYYCHHIO JKeIaeMoro (hapMakoJIOTHYECKOTO
W/ QU3NOIOTHIECKOTO eiCcTBHA. JleficTBHe MOXeT OBITh TEpaneBTHYECKUM, YTO BKIIIOYACT JAOCTHKCHHE,
YaCTUYHOC WM B 3HAUYUTCIHHOU CTEIICHH, OJHOTO MM OO0Jice M3 CICAYIOMIUX PE3yIbTaTOB: YACTHYHOEC WU MOJI-
HOE CHIDKCHHE CTCTICHH 3a00JICBAHUS, PACCTPOWCTBA WM CHHIPOMA; YMCHBIICHHE WHTCHCUBHOCTH WU YIIy4-
NICHUE KIMHUYCCKOTO CHUMIITOMA MM TIOKA3aTelis, CBI3aHHOTO C PACCTPOWCTBOM; HJIHM OTCPOYKA, 3aMEIJICHHE
W CHIDKCHHE BEPOSITHOCTH Pa3BUTHUS 3a00JICBaHUS, PACCTPOMCTBA HIIH CHHIPOMA.

B nanHOM KOHTEKCTE TepMUH "CyOBEKT" M TEPMUH "MAIEHT" MOTYT MCHOJIb30BaTHCS B3aUMO3aMEHSIEMO U
OHH OTHOCATCS K MJICKOIUTAIOIIEMY, TPEOYIOIIEMY JICYCHUs, HAPUMEpP TOMAIIHUM >XHBOTHBIM (HampuMmep,
cobakaM, KOIIKaM U TIOJOOHBIM), CEbCKOXO3SIMICTBEHHBIM JKUBOTHBIM (HAIpUMeEp, KOPOBaM, CBUHBSM, JIOIIIA-
JIsSIM, OBIIaM, KO3aM W TOJOOHBIM) W JTaOOPAaTOPHBIM JKHBOTHBIM (HAIPHUMEp, KpbICaM, MBIIIIaM, MOPCKHUM CBHH-
KaM 1 1oJ1o0HBIM). Kak mpaBuiio, CyObeKTOM SBIISIETCS YETIOBEK, TPEOYIONTUH JICUCHYSI.

O} dexTuBHOEC KOIMYECTBO HIIM TepaleBTUYECKas J103a (apMameBTUISCKUX KOMITO3UIIUH, OMUCAHHBIX B
HACTOSIIEM TOKYMEHTE, KOTOPYIO BBOIST ISl JICUSHHUS ALMEHTa, 3aBUCHT OT psAfa (pakTOpoB, BKIIOYAIONTNX, HO
HE OTPaHWYMBASCH UMH, MAacCy M BO3PACT MAIMEHTa, CIIOCO0 BBEACHHUS, IIEPBONPHINHEI 3a00JIeBaHUsA, TPeOyTO-
IIETO JICYCHUS, U TSDKECTh 3a00JIeBaHuUs, TPEOYOIIero JeucHus. B oJHOM BapuaHTe peanu3aimu 3QQeKTHBHAS
JIO3UPOBKa MOXKET BapbHpoBaThest oT 1 1o 50 mr/kr (Hanpumep, ot 2,5 no 20 mr/kr wiu ot 2,5 no 15 mr/kr). B
OITHOM BapuaHTe peanm3anuu 3ddexTuBHOE KomudecTBo MO, momiexaiiee BBEICHUIO CyOBEKTY, HAIIPUMED,
nepopajibHO, MOXKET cocTaBATh oT 0,1 1o 1 r B cyTku, Hanpumep, ot 200 o 800 Mr B cyTku (Hanpumep, ot 240
J0 720 mr B cyTtku; iy oT 480 1o 720 mr B cytku; wiu 480; unu 720 Mr B CyTKH).

CyTo4Has 1032 MOXKET HAXOJUTHCS B JHAMA30HE, HO 03 OTPaHUYCHHUS MM, 00IIero koirdectsa oT 60 10
800 mr, ot 60 10 720 mr, ot 60 10 500 mr, ot 60 10 480 Mr, ot 60 10 420 Mr, ot 60 10 360 Mr, oT 60 10 240 MT,
ot 60 mo 220 mr, ot 60 1o 200 mr, ot 60 mo 180 mr, ot 60 10 160 mr, ot 60 g0 140 mr, oT 60 mo 120 mr, oT 60
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10 100 mr, ot 60 mo 80 mr, ot 80 10 480 mr, ot 100 mo 480 mr, ot 120 1o 480 mr, ot 140 mo 480 mr, ot 160 m0
480 mr, ot 180 mo 480 mr, ot 200 mo 480 mr, ot 220 go 480 mr, ot 240 mo 480 mr, ot 300 1o 480 mr, ot 360 mo
480 mr, ot 400 o 480 mr, ot 450 1o 500 mr, ot 480 mo 500 mr, ot 80 mo 400 mr, ot 100 mo 300 mr, ot 120 10
180 mr nm ot 140 mo 160 mr.

B omHOM BapmaHTe peanu3alui CyTodHas 1no3a cocraBiseT 240 mr. AJIbTepHATHBHO, CyTOYHAS J[03a CO-
crasinseT 480 mr.

Cyrounyio 103y (10361) JIM® M0>XHO BBOAWTH B OJTHOM BBEJICHUH WJIM B OTACIBHBIX BBEJACHUSAX U3 2, 3, 4
WH 6 paBHBIX 103. B o1HOM BapuanTe peanm3anui 3G(GeKTHBHAS CyTOUHas 103a cocTaBisieT 480 MT B CyTKH U
BBOJIUTCS B OJTHOHM JI03€ HYXIAIOMIEMYyCsS B 3TOM CYOBEKTy. B mpyrom BapmanTe peanmuzanuu >hGheKTUBHAS Cy-
TOYHas 1032 cocTaBisieT 240 Mr B CyTKH M BBOJHTCS B OJJHOH J03€ HYXX/IAIOIEMYCS B 3TOM CYOBEKTY.

B omHOM BapmaHTe peanm3anuy (papManeBTHICCKYH KOMITO3UIHIO MO HACTOSIIEMY U300PETCHUIO BBOIST
110 MEHBILEH Mepe 3a 1 4 10 WK 1mocje nprueMa MUK HyXKJaroIMcsl B 3TOM cyObekToM. B ciryuae, ecinu cy0b-
CKT HUCTBITHIBACT MOOOYHBIC NCHCTBUA (HANPHUMEpP, THUICPEMHIO WM JKEIYIOYHO-KHIICUHBIH IUCKOMQOPT),
CyOBEKT MOKET MPUHUMATH MUY He3aaouro (Hampumep, ot 30 MuH 10 1 1) mepes BBeACHUEM (QapMarieBTHIC-
CKOM KOMIIO3UILIMH.

B onmHOM BapmanTe peanm3anuu CyObeKT, KOTOPOMY BBOAAT (hapMarieBTHIECKHe KOMITO3UIINU 110 HACTOS-
meMy HU300peTeHHI0, MOXKET NMPHHUMATh OJHO WM 0oJiee HECTEPOUAHBIX NMPOTHBOBOCIAJIUTEIBHBIX JICKAPCTB
(manpumep, actimpuH) A0 (Hampumep, oT 10 muH 1o 1 4, Hanpumep, 3a 30 MUH 10) Mpuema (hapMareBTHICCKON
KOMIIO3UIINHA. B OHOM BapmaHTe pealm3anué CyOBEeKT, KOTOPOMY BBOIAT (hapMalleBTHYECKYI0 KOMITO3HIIHUIO,
NPUHUMAeT OJHO WK Oojiee HECTEPOMIHBIX MPOTHBOBOCIAIHUTENFHBIX JEKApCTB (HAIpUMeEp, ACIUPWH) IS
00pBOBI ¢ TOOOYHBIMHE ACUCTBUSAMH (HAapUMep, THIIepeMucii). B 1pyroM BapuaHTe peanu3anuy o HO WK OoJiee
HECTEPOUIHBIX MPOTHBOBOCIIAUTEIBHEIX JICKAPCTB BBIOPAHO U3 TPYIIIBI, COCTOAIICH U3 acupuHa, Hoympode-
Ha, HaNpoOKCeHa, KeTonmpodena, nenekokcnoa, MK-0524 u ux xomOuHarmit. OqHO WM 0oJiee HECTEPOUIHBIX
MPOTHBOBOCTIANIUTEIILHBIX JICKAPCTB MOXKHO BBOJUTH B KomudecTBe OT 50 10 500 Mr 10 mprieMa OmnucaHHOM BBI-
1Ie JiekapcTBeHHOH (GopMbl. B oHOM BapuaHTe peanu3anuu CyObeKT MpUHUMAET 325 MTr aclupuHa 10 MpueMa
KKIOW OTMMMCAHHOM BBIIIE JIEKAPCTBEHHON (HOPMEI.

B oxgrOoM BapmaHTe peanu3aliiii HyKJAroIEeMycs B JICUSHUH CYOBEKTY BBOIAT IEPBYIO 103y (papMareBTH-
YECKMX KOMITO3UINN, ONMCAHHBIX B HACTOSIIIEM JIOKyMEHTE, B TEUCHHE TIEPBOTO NEpHOIa TO3UPOBAHUS H BBOASAT
BTOPYIO J03y (papMarneBTHIeCKUX KOMIO3HWINHM, ONMMCAHHBIX B HACTOSIIEM JTOKYMEHTE, B TEUCHHE BTOPOTO TIe-
puona mo3upoBaHUA. B ogHOM BapmaHTe peanm3anyy IepBas A03a MEHBINE, YeM BTopas 103a (HampuMmep, mep-
Bas /1032 COCTABIISIET MOJIOBUHY OT BTOPOM 11036I). B 0/THOM BapuaHTe peaxn3anny NepBEIA IepHO] T03UPOBAHUS
COCTaBIISICT IO MEHBIICH Mepe OAHy Hepenro (Hampumep, 1-4 Henenu). B omHOM BapuaHTe peanu3aiyu nepBas
no3a QapMarneBTHUecKux Kommosunuii coaepsxut 240 mr IM® u dapmaneBTHYECKYI0 KOMITO3HLIMIO BBOJST
CyOBEKTY OJIUH pa3 B CYTKH B TEUCHHE NIEPBOTO TMEPHOA TO3UPOBaHUA. B 0HOM BapuaHTe peanu3aliu BTopas
no3a QapmareBTuueckoil kommosunuu conaepkut 480 mr IM® u dapmaneBTHYECKYI0 KOMITO3HLIUIO BBOJST
CyOBEKTY OJMH pa3 B CyTKU B TEUCHUEC BTOPOTO MEPHOAA IO3UPOBaHMs. B OHOM BapuaHTe peaiu3aluu, eCiIH
CyOBEKT, IMOCIe BBEJACHUS T03BI BO BTOPOM TEPHOJEC TO3UPOBAHUS, UCTIHITHIBACT YPOBEHB MOOOYHBIX JCHCTBHIA,
TIPEBBIMIAIOIINI OKUIAeMBIH (HapuMep, THIIEPEMHIO MITH JKEITYI0YHO-KHUIIeUYHBIE HAPYIIICHHS), CYOBEKT MOXKET
MPUMEHITHh MEHBIIYIO A03Yy (HalpuMep, 03y B IEPBOM IEpHOJIe JO3UPOBaHMS) B TEUCHHE NIeproaa (Hampumep,
1-4 menenu unu OoJree), TOCTATOYHOTO, YTOOBI MMO3BOJIMTH MOOOYHBIM JEHCTBHUSIM CHU3HMTHCS TEpEN BO3BpaIllle-
HHEM K JI03¢ BO BTOPOM IEpHOJE TO03MPOBaHKA. B 0qHOM BapuaHTe peajm3anuy IepBas go3a apMareBTHIe-
ckoit komnosunuu coaepxut 240 mr JIM® u dapmaneBTHIESCKYI0 KOMITO3UITUIO BBOJSAT CYOBEKTY OJUH pa3 B
CYTKH B TCUCHHUE N0 MCHBIIICH Mepe OJHON HEIeNH, a BTopas 103a (papMaleBTUIeCKON KOMITIO3UITHH COICPIKHUT
480 mr IM® u dapmarieBTHUECKYI0 KOMITO3HUIMIO BBOAAT CyOBEKTY OAMH Pa3 B CyTKH B TEUCHHUE IO MEHBIICH
Mepe ABYX HeJllelnb.

B onHOM BapumanTe peanuzanuy cyObeKTy BBOASAT MEPBYIO O3y B TEUCHUE OJHOW HEJENH, a BTOPYIO 103y
B TE€UEHHE BTOPOTO IEPHOJia JO3UPOBAHMS, COCTABIIIONIETO 110 MEHbIeH Mepe 48 Henens. B npyrom Bapuante
peanuzanuy CyOBEKTY BBOJSAT NEPBYIO 103y B T€UEHHE OJHOW HEIENH, a BTOPYIO 703y B TEYEHHE BTOPOTO Ie-
pHoaa JO3MPOBAHMS, COCTABIIAIONIETO IO MEHBIICH Mepe /Ba roja. B npyrom BapuaHTe peaan3alii CyOBEKTY
BBOJIAT MEPBYIO 103y B TEUCHHUE OJHOW HENENH, a BTOPYIO 03y JI0 TE€X MOp, ITOKa CyOBEKT HE MepecTaHeT HyX-
JaTbCs B JICUCHUH. B ompenereHHBIX BapHaHTaxX pealn3alliyl ONHCAHHBIE B HACTOAIIEM JOKYMEHTE CHOCOOBI
JiedeHust CyOheKTa, HMEIOIIETO PACCESHHBIN CKIepOo3, JOMOJHUTEIRHO BKIIIOYAIOT BBEJCHNE CYOBEKTy BTOPOTO
JIEKApCTBEHHOTO CPEJICTBA.

B oxHOM BapmaHTe peanu3aii BTOPOE JIEKapCTBEHHOE CPEACTBO MPEICTABIAET cO00M MOoaMupHUIIPYIOIIee
3a0oJieBaHKE CPEJCTBO. B 0THOM BapuaHTe pearu3aliii BTOPHIC JICKAPCTBCHHBIC CPECTBA CMATYAIOT IIOOOYHEIC
nerictBus quMmetwidymapaTa. Hampumep, BTopoe JiekapcTBEHHOE CPEIICTBO MOXKET MPEACTABIATE CO00#t JieKap-
CTBCHHOC CPEJICTBO, CIIOCOOHOE CHIKATh TUTICPEMHUIO (HAPUMEp, aCIIHPUH) WU JKEITYAOYHO-KHUIICYHOE HApy-
nIeHue (Harpumep, JONepaMuI).

B npyrom BapmanTe peanuzanyn BTOpOE JIEKApCTBEHHOE CPEACTBO MPEACTaBIsieT co0oit Moaymsarop Nrf-2.

B eme ogHOM BapuaHTe peaiu3allii BTOpPHIC JICKAPCTBECHHBIC CPEACTBA MOTYT MPEICTaBISATH COOOM, Ha-
npumep, narepdepon dera-la (Avonex®, Rebif®), rmarupamep (Copaxone®), mogadanui, a3aTHONPHH, Ipe-
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HU30JIOH, MUKO(eHoNaT, ModeTrnn, MHUTOKCaHTpoH, HaTanmm3ymad (Tysabri®), momymstop COUHTO3UH-1-
(dbocdara, Hampumep ¢unromumon (Gilenya®), u nmpyrue nekapcTBa, MPUMEHSIEMBbIC IS JICUCHUS PACCETHHOTO
CKJIepo3a, Takue Kak TepudryHoMun (Aubagio®), mupoKCUKaM U GEeHUIOH.

dapmanesriyeckne komnosuimu JJM® o HacroseMy H300pETEHHUIO U BTOPOE JISKApCTBEHHOE CPEICTBO
MOXXHO BBOJMTH OJTHOBPEMEHHO (B BHUJIE OTAEIBLHBIX KOMIO3UIMH MIIM BMECTE B OJTHOH JIEKapCTBEHHOH opme)
WY TIOCIIe/IOBATEIbHO Yepe3 MePeKPhIBAIOIINECS WM HE TEePEKPHIBAIONINECS] MHTEPBaJIbl. B mocnenoBaTeIbHOM
BBesieHHH Komno3unuu JIM® u BTOpoe JIekapCTBEHHOE CPEACTBO MOKHO BBOAWTH B JIIOOOM Topsiake. B Heko-
TOPBIX BapHaHTaX pealn3alliyl MIPOAODKUTEIHHOCTh MEPEKPHIBAIOIINXCS HHTEPBAJIOB COCTABISIET OoJiee deM 2,
4,6,12,24, 48 Henenb WIH JOJIBIIE.

UT0o0BI ONMCaHHOE B HACTOSIIEM JOKYMEHTE M300peTeHHe MOTJIO OBITh TIOHSATHBIM B O0Jiee TIOJTHOW Mepe,
MPUBEICHHI cienyonue npuMepsl. ClieayeT MoHIMaTh, YTO 3TH IIPUMEPHI IpeIHa3HAuYEHB! TOIBKO JUIS MILTIOCT-
PATHUBHBIX IIeJIeH ¥ HE JOJDKHBI OBITh MCTOJIKOBAHBI KaK OTPaHNYMBAIOIINE HACTOSIIEEe H300peTeHHEe KaKIM-THO0
obpazom.

Ipumepsr

IMpumep 1. CriocoOb! noydeHus papManeBTHIECKUX KOMIO3UIMN TI0 HACTOSIIIIEMY N300pETEHUIO

Crenyromue npouecchl IOKPHITHSI OCYIIECTBIISUIN C MCIIOJIB30BaHUEM TPaHYIJISATOPA C TICEBI00KUKEHHBIM
CJIOEM, OCHAIIIEHHOTO BcTaBKol Bypctepa. Buauane ADU (akTuBHBIN (apManeBTHYECKUI HHTPEAUEHT) TUMe-
THII(yMapaT HAaHOCWIIM Ha MOBEPXHOCTH chep U3 caxapa IMOCPeCTBOM HambuieHHs coaepskatero IM® pactso-
pa (tabi. 1) Ha cdephl U3 caxapa B MCEBIO0KIKEHHOM CJIOC.

Tab6muma 1
CocraB pactBopa IM®

HHrpeaneHTHl MaccoBbiii %
M® 21%

HPMC (HPMC E5) 2%

DraHon (96% 06/00) 62%
JlenoHusupoBaHHas Boaa 15%
BCEL'O 100%

3arem cdepsr co cnoem ADU moKphIBaIH KHIIEYHOPACTBOPUMON 000TOUKOH JIJIsI 3alTUTHI OT KHCIOTHI.
Tabiuma 2
CocTaB KHIIEYHOPACTBOPUMOM
000JIOUKHU

HHrpeanentst MaccoBbrii %
Eudragit L100 6,5%
(Conosnumep

Me’TaKp}UIOBOﬁ KHCJIOTHI 1
METHJIMETAKPHUIIATA)

IPA 90,7%
Bona 1,5%
Tpustunuurpat 1,3%
BCEL'O 100%

3atem Ha cephl, MOKPBITHIE KAIIEYHOPACTBOPUMOM 000JI0YKON, HAHOCHIIM (BYHKITHOHATHHYIO 000JI0UKY
JUTSI 3aMeIJICHHOTO BRICBOOOK IeHUs (Tab. 3-6).

Tabnuna 3

CocraB pacTBopa Ui MOKPBITUS

g EC/ HPC 65/ 35
HUHrpeaueHTEl Maccognlii %
EC (Ethocel 10) 3,9
HPC (Klucel JF) 2,1
Bona 11,3
IPA 82,7
BCEI'O 100%
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Tabiuma 4
CocraB pacTBopa Ui MOKPBITUS
mist EC/ HPC 70/30
HHrpenenTbl MaccoBbiit %
EC (Ethocel 10) 42
HPC (Klucel JF) 1,8
Bona 11,3
IPA 82,7
BCETO 100%
Tabnuna 5
CocraB pacTBopa Ui MOKPBITUS
i RS/RL 75/25
HHrpennenTtsl Maccosbiii %
Eudragit RS 4,5
Eudragit RL 1,5
Bona 11,3
IPA 82,7
BCEI'O 100%
Tab6muma 6
CocraB pacTBopa I MOKPHITUS
mrst RS/RL 80/20
HHrpeaneHTsr Maccosblii %
Eudragit RS 4.8
Eudragit RL 1,2
Bona 11,3
PA 827
BCET'O 100%

B gactrnocty, CoctaB D TOTOBMIM COTIIAaCHO ONMMCAaHHOMY BHIIIE OOIIEMY CIIOCO0Y C HCIIOIB30BaHUEM pac-
tBopa IM®, onmcanHoro B Tabmd. 1, ¥ pacTBOpa ISl KUIIEYHOPACTBOPUMOI 00O0IOUKH, OMUCAHHOTO B Ta0. 2.
CocraB D He umeer pyHKImoHambHON 000109ku. CocTaBsl E u F monydanu cornacHo cnocob6am st CoctaBa D
U JIOTIOJIHATEIIFHO TMOKPBIBATH PACTBOPOM IS (PYHKIIMOHAIEHOW 00O0JIOYKH, ONMMCcaHHBIM B Tabm. 3. MaccoBoe
MPOIICHTHOE co/iepkaHue (yHKIMOHAIbHOI 00omouku B CoctaBe E cocraBmsieT 2,5% oT oOrmiell Macchl cdepsl
u3 caxapa u cios IM®. MaccoBoe npoueHTHOE cozepkanne GpyHKIHOHAIEHOH 06osouku B Cocrase F cocras-
mstet 5,0% ot obeit Macehl cepsl n3 caxapa u ciost JJM®. Cocrassl D, E u F npencrasisitor coboii rpanyisl,
umeroie nuametp 1-1,2 M.

CocraB A ToJydanau COTJIaCHO ONMMCAaHHOMY BBIIIE 00IIEMY CITOCO0y, UCTIONB3ys pacTBop JIM®, onmcaH-
HBIA B TaOJI. 1, pacTBOP Ui KUIIEYHOPACTBOPHUMOM 00O0JIOUKH, OTIMCAHHBIA B TA0JI. 2, U pacTBOP I (yHKITHO-
HaJIbHOHM 000JI0YKH, ONMKMCAHHBIA B Ta0. 3a.

Tab6muma 3a
CocraB pacTBopa Jist
nokpeiTus 1t EC/HPC 60/40

HHrpegueHTHI Maccogsiii %
EC (Ethocel 10) 3,6

HPC (Klucel JF) 2,4

Bona 11,3

PA 82,7

BCEI'O 100%

MaccoBoe nporenTHoe coxepxanue JJM® B CocraBe A coctasisier 74% ot oOmeit Maccsl cdepsl U3 ca-
xapa u cnost IM®. MaccoBoe IpoIeHTHOE coJiep KaHue KUIIEYHOPACTBOPUMOIt 060ouku B CoctaBe A COCTaB-
mstet 12% ot obuieid Maccsl cdepsl u3 caxapa u cios IM®. MaccoBoe nporeHTHOe colepkaHne (yHKIMOHAIb-
HOH ob6osnouku B CoctaBe A coctaiseT 4,5% ot obmieii Maccsl cepsl u3 caxapa u ciost AM®.

[Mpumep 2. IIpodumm pacTBopuMOCTH in Vitro.

[Mpodunm pacTBopuMoOCTH in Vitro HacTosmed (apManeBTHYECKOH KOMITO3MIUK OINPEEISUIH COTJIACHO
OTIMCAaHHBIM HIDKE CIO0CO0aM, KOTOpPBIE SBJSIOTCS CTaHIAPTHBIMH criocobamu, omyOsmkoBaHHBIMH USP-NF
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(Papmaxones CHIA - HaunonansHsli popMyisip), ¢ ucnosbzoBanueM npubopos USP 1T u IV.

Hcnpitanne 1. @apmaneBTHYecKHe KOMIO3UIMU MO HACTOSIIEMY M300pPETEHUIO MOJBEPIIN HCIBITAHHIO
Ha pacTBOPHMOCTS in Vitro ¢ ucronas3oBaareM 0,1 N coIsTHOI KUCITOTH B Ka4eCTBE CPEAbl PACTBOPEHHS BO Bpe-
MsI TIEPBBIX 2 9 WCTBITAHMS U 3aTeM UCKYCCTBEeHHOH kuimedHo skuakocT USP (SIF) 6e3 mankpearnHa B Kade-
cTBe cpensl pactBoperus B mpuoope I USP (mpubop ¢ momacTeio).

Ucnrpitanne 2. @apmaneBTHYECKHE KOMIIOZUITNH 0 HACTOAMIEMY H300pETEHHIO MOABEPTIIM HCIBITAHHIO
Ha pacTBOPUMOCTH in Vitro ¢ MCIOIB30BaHUEM HUCKYCCTBEHHOTO )emynouHoro coka USP (SGF) 6e3 mercuna B
KadecTBE CPeIbl PACTBOPEHHUS BO BPEMsI IEPBBIX 2 U MCIBITAHHS U 3aTEM UCKYCCTBEHHOM KHIIEYHOH KHUIKOCTH
USP (SIF) 6e3 mankpeaTtnHa B KauecTBe cpebl pactBopenus B npubdope IV USP (mporounas suetika).

Hcnpitanne 3. @apmaneBTHYeCKHE KOMIO3UIMU MO HACTOSIIEMY M300pPETCHUIO MOJBEPIIN HCIBITAHHIO
Ha pacTBOPUMOCTS in Vitro ¢ UCTIOIb30BaHHEM HCKyccTBeHHON KumeuHo skunkocti USP (SIF) Ge3 mankpearu-
Ha B KauecTBe cpe/pl pactBopenus B mprbope IV USP (nmpoTtounast sueiika).

PactBop USP SIF M0XHO MOMy4YHTh cOTiacHO croco6aM, omucanHbiM B USP35-NF30. s macmrada 1 i
pactBop SIF MOKHO NONYYUTH ITyTEeM pacTBOpPeHUs 6,8 T 0THOOCHOBHOTO (ocdara Kanus B 250 M1 BOAHI ¢ 110-
cienyromuM nepememuBanueM. [locienoarensHo go6aswmm 77 M 0,2H. ruapokcuaa Hatpus u S00 M1 BOJBI.
pH mosydeHHOTO pacTBOpa JOBOIMIN ¢ TIOMOIIBIO 1100 0,2H. THApOKCcH A HATpHs, MO0 0,2H. COISTHON KHCIIO-
ThI 10 3Hadenust pH 6,81+0,1 ¢ nocnexyromm pazbasnennem Boxoit 1o 1000 mi. PactBop USP SGF moxHoO mo-
JYy4UTh COTJIacHO criocobam, ommcanHbiM B USP35-NF30. [{ns macmrada 1 i pactBop SGF MoxHO mosryduth
myteM pactBopenus 2,0 T xmopuaa Hatpus (NaCl) B 7,0 mur consHoit kucnotel (HCI) n TpebyemMom konmdecTBe
BoAbI Wit o0bema 1000 mo.

Onpenenmm Mpo(uiIu pacTBOPUMOCTH IS PA3IMYHBIX COCTABOB I'PaHYJ ¢ (QYHKIMOHAIBHBIMH 000JI0Y-
kamu u 6e3 Hux. [Ipodnmm pactBopumoctn st CocraBos D, E u F npencrasnenst Ha ¢ur. 1 (c ucnoip3oBaHu-
em Hcneitanns 1), ¢ur. 2 (c ucnons3oBanuem Vcmeitanus 2) u ¢ur. 3 (c ucnons3oBanueM Mcmbitanus 3).
Ipodwmmu pactBopumoctr s CocraBa A mpexacrtaBieHbsl Ha ¢ur. 12 (¢ ucmomb3oBanueM McmbiTanus 2) u
¢wr. 13 (c ucnonszoBanuem Mcneitanns 1).

[Mpodunm pacTBOPUMOCTH VISl TOTOIHUTEIBHBIX COCTABOB I'PaHYJI, UMEIOMMX (YHKIIMOHAIBHBIE 000104~
ku n3 EC/HPC, npencrasnens! Ha ¢wur. 4 (c ucrnonb3zoBanueM Vcneitanus 2) u ¢ur. 5 (c ucnonszoBanuem Hc-
neiTands 3). Bee coctaBel, uMmeroniiue (QyHKIIMOHATIBHYIO 000JO0YKY, MPOSBIAIOT MPOPMIA PACTBOPUMOCTU C
3aMeIJICHHBIM BBICBOOOKICHHEM 1n Vitro; TOT/Ia Kak COCTaBbl 0€3 KakoW-mr00 (HyHKIIHOHATLHOW 000JIOYKH BbI-
cBoOoxmaoT [IM® cymecTBeHHO ObICTpee, YeM ¢ GYHKIIMOHATBHBIMU 000JIOUYKAMH.

CocraBsl ISl TPaHyJI ¢ pa3audHbIM KoudecTBoM Eudragit RS/RL B kauecTBe (QyHKIIMOHAIBHBIX 000I0YEK
TaKkKe TPOSBILIIOT MPOPIIA PACTBOPHUMOCTH C 3aMEUICHHBIM BBICBOOOXKIEHHEM, KaK ToKa3aHo Ha ¢ur. 6 (c
rcnonb3oBanreM Mcnbitanus 2) u ¢ur. 7 (¢ ucmonbp3oBanueM VcnbiTanus 2).

[Mpumep 3. dapmakokuHeTHIECKHE TPODUIIH in Vivo.

Cocrassl D, E u F ¢ paznuanabiM npoduiiem BeICBOOOXK IeHNS BEIOpanu i uccienoBanns PK Ha cobakax.

Cam1I0B co0ak pa3enin Ha eCTh UCIBITATENBHBIX TPYII U OAHY KOHTPOJIBHYIO rpymiy ¢ 4 codakaMu B
Kaxno# rpymmne. Co6akaM B KOHTPOJILHOM TPYIIIe BBOAWIM OZOOPEHHBIN Ha HacTosIiee BpeMs cocTaB Texau-
dhepa®. CobakaM B HCTIBITATENHHBIX Tpynmax BBoawm CoctaBbl D, E wimu F umu npyrue coctaBel JIM®. Cobak
He KOPMIJIM B TeUeHHE HOUM ¥ 1 1 mocie nozuposanust. Cobakam BBoawiIM nepopaibao 240 mr IM® B kamncy-
nax pasmepa 0, a 3atem okono 10 mi Boxsl. B cimydae HeoOXoanMocTH, 4TOObI OBITH YBEPEHHBIM B JOCTaBKE
KaIlCyJIbl, MO’KHO BBOAWUTE BTOPYIO IIPOMBIBKY OKOJIO 10 MIT BOZBI.

YV KaXXJI0TO KUBOTHOT'O cOOMpaiii 0koo 1 mit kpoBu B 10 BpeMEHHBIX TOUKax cOOpa KPOBH: MEpe T03H-
poBanuem u uepes 0,25, 0,5, 1, 2, 4, 8, 12, 16 u 24 4 nocine mo3upoBanus. KpoBb codupanm yepes sipeMHYIO BEHY
B NPOOHPKH, COIEpIKaIle aHTHKOATYJISIHT remapuH Hatpud. [lepen cOOpoM KpOBH B KaXAYIO NMPOOHPKY IS
coopa mobaswi 40 MK BOIHOTO pacTBopa (Gropuaa Hatpust KoHeHTparuu 250 mr/min. PactBop NaF MoxxHO
NPUTOTOBUTH B JICHb NEpe] HCCIICTOBAHNEM M XPAHUTH OXJIAXKJACHHBIM MEXIy IPUMEHEHUSIMH M ypaBHOBEIIIH-
BaTh JI0 TEMIEPATYPHI OKPYKAIOIIECH Cpeabl M MepeMeIInBaTh BUXPEBBIM CIIOCOOOM Tepe]] KaskAbIM IPUMEHEHH-
eM. B xauecTBe anbTepHaTUBHOTO MecTa cOOpa KPOBH MOXKHO HCIIOJIb30BaTh TOJIOBHYIO BEHY.

B kakoii 3a71aHHOM IPOTOKOJIOM TOYKE BPEMEHH 1 MIJI KpOBU COOMpPAiH B OXJIAXICHHYIO IIPOOUPKY C Te-
MapHUHOM HaTpHs/(HTOPUAOM HATPUSI M Cpa3y MEPEMEIINBAIIM ITyTEM OCTOPOXKHOTO BPAILICHHUS IPOOHUPKH OT 5 10
7 pa3 i obecniedeHust OJJHOPOIHOTO cMemrBanus. CienyeT n30eraTb MHTEHCUBHOTO BCTPSIXUBAHUS IJIS TIpe-
JIOTBpAICHHUs TeMoin3a MpoOs! KpoBU. [IpoOy KpoBM HMOMeEIanyd BO BIAXHBIHN JIed I KPUOTEHHBIN INTAaTHB.
[IpoOsr nenTpudyruposanu B teuenne 30 Mun co cobopa npu 4°C B teuenue 15 muH npu 1500xg. OtOupanu
paBHBIE aJMKBOTHI TUIa3MBI B KpHOMIPOOHUPKH 1,8 wii 2 MII ¥ BBIACP)KHMBAIH HA CYXOM JIBAY MEpe] XpaHCHHEM
mpu Temmeparype oxoio -70°C.

3aTtem iazmy a"anuzupoBan. Onpenensuin komdecTBo MMF B turazme ¢ momompeio LC-MS/MS ¢ nna-
nasoHoM KamuGpoku 10-5000 Hr/mit ¢ ucmonszoBanneM C-MMF B kauecTBe BHYTpeHHEro craHmapra. [Ipu
HE0OX0IUMOCTH TUTa3My MOYKHO pa30aBIsTh ¢ pa3BeneHuem 1:10.

Kak npowmsmmtoctprupoBano Ha ¢ur. 8 u B Tabn. 7 HIKe, BCe TPH cocTaBa UMeEIOT odeHb noxoxkue AUC.
Ipodune mrasmer as coctaBa F npogomkaercs 6onbiiee koamdecTBo yacoB, yem it CoctaBa E u Cocrasa D.
3Oro cornacyercs ¢ TeM (hakTom, 4To Bpems BeicBoOoxkmeHus uist CocraBa F > CocraBa E > Coctasa D.
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Tabmnuma 7
TITIK (AUC), Caxs tmax ¥ t1/2 U3 HCCIIEAOBAHMS Ha cobaKax
MIK c s
" t o t
COCTAB (AUC)DO/D MAaRC MAKC 172
[kr*ur/Mo/mr) [u] [4]
[Hr*ua*Kkr/mn/mr]

cpeaHee| CT.OTKI. |CpEeAHEE |CT.OTKIL | CpeaHee |CT.OTKI.| CPpEaHEE | CT.OTKIL

Cocras D | 0644 78 186 63 1,5 0,7 1,2 0,1
Cocras E 722 211 121 33 2,5 1,0 2,2 1,2
CocraB F | 784 85 4,0 3,0

[Ipumep 4. CriocoObI MOMTyYeHHS COCTaBa IS TPaHyJ ITyTeM 3KCTPY3UH ¢ Mocienyromei chepormanmeii/
ATNBTEpHATUBHO, COCTAB IS TPAaHYJ MOXHO IOJy4aTh IMMOCPEACTBOM SKCTPY3UH C MOCIEIyomei chepo-
Hu3armed. CHavana JIM® cMemmuBarOT CO BCIOMOTAaTeIbHBIMEA BEIICCTBAMHU M PACTBOPUTEIEM BO BIIAXKHYIO
Maccy. 3aTeM BIAXXHYH MacCy MPOJABIMBAIOT Yepe3 IKCTPyAep ¢ 00pa3oBaHHEM IWIMHAPHUYCCKUX IEILICT.
JuameTp meteT HaxoauTcs B nuamna3zoHe oT 0,6 70 2 MM B 3aBUCHMOCTH OT HACTPOWKH 00OpyIOBaHUS. DKC-
TPYIUPOBaHHbIC MEJUIETHI 3aTEM OKaTHIBAIOT B ChepoHH3aTOpe ¢ BpaIlaouMes AuckoM. Juamerp cdhep Moxker
HaxXOAWThCs B Auana3oHe ot 0,6 10 2 MM B 3aBHCHMOCTH OT pa3Mepa MCXOIHBIX IIIHHIPHYECKHUX reier. B
TabJ1. 8 1 9 mepedncIeHbl IPUMEPBI COCTABOB.
Tabnmma 8
IIpuMepsl COCTaBOB IS SKCTPY3UU
¢ mociuenymomei ceponnsanuen
MO 65% | 65%

MuxkpokpucTammnueckas 11% /

nemmoosa (Avicel PH101)

MUuKpoKpUCTaIIIIeCKast / 15%

uemtonosa (Avicel PH102)

JlakTo3sr MmoHoruapar Fast Flo / 10%
Kpaxman 1500 4% /
Ac-Di-Sol 10% | 10%
PEO (IID0) 10% |/
PEO 4000 / /
Tab6muma 9

[IprMeps! COCTaBOB IS SKCTPY3UHN
¢ mocneayionieit cepormnzanueit
JIM® 75% | 75%

MukpokpucTaInIecKas 14% 14%

nesunojosa (Avicel PH101)

Kpaxman 1500 4% 4%
Ac-Di-Sol 5%

Explotab 5%

TEC (TpusTunuurpar) 2% 2%

3atem cdepbl ¢ [IMD MOKPBHIBAIOT KUIISYHOPACTBOPUMOMN 000JOUKON W (PYHKIIMOHAIBHON 00O0JOYKOH,
OTIMICAaHHBIMH BEIIIIE.

ITpumep 5. CiocoObI MOTY9IEHHS COCTABOB ISl TPAHYJ IMyTeM CQEepOHHU3AINH B TICEBIO0KMKEHHOM Clioe/

CocTaBbl TpaHyNl MO0 HACTOAMIEMY H300PETCHHIO MOJKHO TaKXKe ITOJIy4aTh C HCIIOJNB30BAaHHEM arperaTa
Glatt's CPS nmns cdeponuzanuu mumetwidhymapara u BcrioMorarenbHbIX BemecTB (MCC U pa3phIXJIUTENS) C
pactBopurensmu (Boaa, stanod uinn AD®N) B chepsl pazmepom B quanazone ot 500 MM 110 1,5 M.

OOPMVIIA U30BPETEHUA

1. ®apmareBTHUecKas KOMIIO3UIHA B (hopMe TpaHyJIbl, CoAeprKaIeit

HHEPTHOE SIPO;

TIEPBBIN CJIOH, OKPYKAIOIMINH HHEPTHOE PO, TIPH ITOM TIEPBBIN CIION CONCPKUT TUMETHIPyMapar;
KHIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYIO IEPBBINA CIIOH, Tie KUIIEYHOPACTBOPHMAs 000I09Ka CO-
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JICPKHUT BCIIOMOTATEIEHOE BEIECTBO, BEIOPAHHOE W3 TPYIIIBI, COCTOSIICH M3 COMONMMEPa METaKpPHIOBOH KH-
CJIOTBI M METHJIMETAaKpHUIIaTa, COMOJNUMEpPAa METAKPHIOBOH KHCIOTHI M 3TWJIAKpHIATa, (TajaTa THIPOKCHIIPO-
muMeTrennono3sl (HPMCP), anerodranarta 1eirono3sl; 1

(YHKIMOHATBHYIO 000JI0UKY U 3aMEIJICHHOTO BBICBOOOIKICHHS, OKPYKAIOIIYIO KHIIEYHOPACTBOPUMYIO
000109Ky, T/Ie (QyHKIIMOHAIBEHAS 000JI0YKa JJIs 3aMEIJICHHOTO BBICBOOOXKIIEHUST CONEPIKUT CMECh DTHIIIIEIUTIO-
no3el (EC) u ruapoxcumnponuimemtonosbl (HPC), rie MaccoBoe COOTHOIMIEHUE ITHIIIEILTIONO03bI K THIPOKCH-
MIPOITMIIIIEIUTION03€ HaXoAUTCs B quana3zone Mexay 80:20 u 50:50; nnn

(yHKIIMOHATEHAST 000JI0YKa JJIsT 3aMEJIEHHOTO BBICBOOOKICHHUST COJIEPIKUT CMECh TOMU(ITHIIAKPHIIAT-CO-
METHIMETAKPHIAT-CO-TPUMETHIAMMOHUHA THIIMETAKPUIIATXIIOPHIA ) 1:2:0,1 U ToNu(3THIAKPUIAT-CO-
METHIMETaKPHIAT-CO-TPUMETHIAMMOHUAITHIIMEeTakpraTxiopuaa) 1:2:0,2, rae MaccoBO€ COOTHOIICHHE IMO-
(3 TUIIaKPUIIAT-CO-METHIIMETaKPHIIAT-CO-TPHUMETHIIAMMOHUHA THIIME TAaKPHUIIATXIIOPU/IA) 1:2:0,1 u  1o-
(3 THIAKPUIAT-CO-METHIIMETAaKPHUIIAT-CO-TPUMETHIIaMMOHU THIIMEeTakpraTxiiopuaa) 1:2:0,2 cocraBisier ot
90:10 mo 60:40.

2. @apmaleBTHUECKass KOMITO3UIMs 1o 1.1, re:

1) HHEPTHOE AIPO COACPKUT OJTHO WIIH O0JIee HHEPTHOE BEIIECTBO, BEIOPAHHOE M3 TPYIIIBI, COCTOSIIEH U3
Kpaxmaiia, IeKCTPO3bl, CaXapo3bl, JJAKTO3bI, MaJbTO3bl 1 MUKPOKPHCTAILNIMYECKON LEJUTION03bI; MacCOBOE TIPO-
[IEHTHOE COJepKaHNe HHEPTHOTO sAnpa cocTtasisier 10-60% oT oOmiel Macchl HHEPTHOTO SApa U IEPBOTO CIIOS;

il) MaccoBOe TPOLIEHTHOE cofiep kaHue nuMmeTnipymapaTa coctasiset 40-80% ot obrmmielt Macchl HHEPTHO-
TO SiApa W IEPBOTO CIIOS;

iil) TIEPBBI CIOW JOTOJHUTEIBHO COACPKHUT CBS3YIOIIEe, BBIOPAHHOE M3 TPYIIIIBI, COCTOSIICH U3 KaMeH,
arapa, aJbI'MHOBON KHCIIOTBI, COMOJMMEpPa aMHHOMETaKpHIaTa, aMMOHHAHO-METAKPHIIATHOTO COMOJIMMEpa,
JUCTIEPCHH aMMOHHITHO-METAKPUIATHOTO COIOJIUMEpa, KapOoHaTa KalblUs, JIAKTaTa KajbllWs, COMOJIMMEpa
kapOomepa, roMoTouMepa kapooMepa, HHTepIIoTuMepa kapbomepa, HaTpuii-KapOOKCUMETHIIIICIUTIONO3bI, MUAK-
POKPUCTAJUTMICCKOHN TEIUTFOJIO3bI, CHIMKATHUPOBAHHON MHUKPOKPHCTAIUTMYCCKON IIEJUTIOIO3bI, THAPOTCHU3UPO-
BaHHOTO KOKOCOBOTO MacJia, KOTIOBUIOHA, KYKYpY3HOH MaTOKH, CyX0# KyKypY3HOH IMaTOKH, TEKCTPATOB, ICKCT-
pHUHA, IUCIEPCUH COTIONHMMEpPa STHIAKPUIAaTa M METHIMETaKpUIIaTa, STHIIEIUTIONO03H], IIPUBUTOTO COMOJIMMEpa
STHJICHIJIMKONIS U BUHHJIOBOTO CITUPTA, XKEJATHHA, TIIIOKO3HOTO CHpoma, OereHara IIIHIEprHa, TyapoBOH Kame-
ITM, TUAPOKCHATIIIICIUTIONO3H, THIPOKCHIPOIIMIIIEIUTION036], THAPOKCHITPOIIUIIEIUTIONO3B! ¢ HU3KOH CTEIICHBIO
3aMeMICHUS, THAPOKCHIIPOIIIMETHIIIICIUTIONO3E], alleTaT-CyKIIMHATa THAPOKCHIIPOIIIMETHIIICIUTION036I, HHY-
nuHA, anb(da-rakTanbO0yMrHa, MOHOTHApATA JAKTO3BI, MaJbTOACKCTPHHA, MABTO3HI, COMOJIMMEPa METaKpHIIO-
BOM KHCJIOTHI, IUCTICPCUH COTIOIMMEPA METAKPHUIIOBON KHCIIOTHI, TUCTIEPCHH COTIOIMMEpPa METAKPIIIOBOM KHUCIIO-
THI M STHJIAKPHIJIATA, METHIIIICIUTIONO36], THAPOTCHU3UPOBAHHOTO MAEMOBOTO MAclia, TOJHKapOoQuiIa, THAPOTe-
HU3UPOBAHHOM MONUACKCTPO3bI, MOJHITHIICHOKCH/A, MOJUBUHMIIAICTATa, MOBHUIOHA, MyJUTyJIaHa, ajlbrUHATa
HATPHS, MPEKCIATHHU3UPOBAHHOTO Kpaxmaia, MpeXKeIaTHHU3UPOBAHHOTO MOAUGMUIIMPOBAHHOTO KpaxMmaa,
KYKypy3HOTO Kpaxmala, THAPOKCHUIPONII3aMCIICHHOTO KYKYPY3HOTO KpaxMania, MpekelaTHHU3UPOBAHHOTO
THIPOKCUIPOIIII3aMEIICHHOTO KYKYPY3HOTO KpaxMala, TOPOXOBOro Kpaxmala, THAPOKCHUIIPOMUI3aMEIIICHHOTO
TOPOXOBOTO KpaxMalia, MPEKEIaTHHH3HPOBAHHOTO THAPOKCHUIIPOITMI3AMEIIICHHOT'0 TOPOXOBOTO Kpaxmaa, Kap-
TO(QETHHOTO Kpaxmaia, THAPOKCHIIPONMI3aMEeIIeHHOTO KapTOPeTpHOTO KpaxMaia, MpekKeTaTHHIH3HPOBAHHOTO
THIPOKCHUIIPONMI3AMEIIIEHHOTO KapTo(eTbHOro KpaxMaia, TallMOKOBOTO KpaxMaia, MIICHHIHOTO Kpaxmala,
THIPONIH3aTa THIPOTCHU3NPOBAHHOTO KpaxMmalla, caxapo3bl, TOJICOTHEYHOTO Macia, MaTOKU, TPErajlo3bl, THAPO-
TeHU3UPOBAHHOTO PACTHTEIBHOTO Macia, BUTaMHHA E, NOIMATHICHTIMKOIbCYKIIMHATA, 3€HHA, THIPOKCHIIPO-
muMeTrennono3sl (HPMC), momuunmmupponuaona (PVP), MeTHIeuTiono3sl, THIIEIUTIOI036], HAaTpUi-
KapOOKCHMETHIIIEILTIONO3BI, monu3TwieHrmukols (PEG), NOJMBHHMIIOBBIX CHHPTOB, MOJUMETAKPIIIATa, KpaxX-
MaJILHOTO KIIeiicTepa, KpaxXMalTTUKOJIATa HATPUS, TparakaHTa, JKeJIaTHHA, aJlbTHHATA, ajbrUHATa HATPHS, alb-
THHOBOW KHUCIIOTHI, LIEJUTFOJIO3bI, KAHJICIMIECKOTO BOCKA, KAPHAYOCKOTO BOCKA, KOITOJUBUIOHA M BOJHOM JIAKTO-
3BI; U TJIC MAaCCOBOE MPOLICHTHOE COACPIKAHUE CBI3YIOMIETO COCTaBIACT 1-25% OT 00IIel Macchl MHEPTHOTO siI-
pa ¥ mepBOTO CJIOS;

V) MaccoBO€ IPOIIEHTHOE COJEpXKaHUE KUIIEYHOPACTBOPUMOIT 00ooukn cocraBisieT 1-20% ot oOmei
MacChl HHEPTHOTO SApa U IEPBOTO CIIOS;

V) KUIIEYHOPACTBOpUMAsi 000JI0YKa TOTIOTHUTEIHLHO COACPIKHUT TIACTU()HUKATOP, BRIOPAHHBIA U3 TPYIIIHI,
COCTOSIIEH M3 aleTHATPUOYTHINNTPATa, aleTHITPHUAITIINNTPaTa, OCH3MIOCH30aTa, KACTOPOBOTO Macia, XJIop-
OyTaHoIa, IUATIETHINPOBAHHBIX MOHOTTIUIICPUIOB, TNOyTIIICeOaIIHATa, TUATWI(TaNaTa, TIANIEPUHA, MAHHUTA,
TOJIFA TIJICHTITMKOJIS,, MOHOMETHIIOBOTO 3(Upa MONUATHIICHIIIMKOIIS, TPONMMICHTINKONS, MyJUTyJIaHa, copOuTa,
pacTBopa copOuT copbuTaHa, TpHUAeTHHA, TPUOYTHIIIIUTPATa, TPUAITHINNUTpaTa U BUTaMuHa E.

3. dapmaneBTHYCCKAas KOMIIO3HIUS IO 1.2, TJIe MacCOBOE MPOLCHTHOE COJCpPKAaHUEC TUMETHI(ymapara
cocTaBisgeT 65-75% ot oO1elt Macchbl HHEPTHOTO Spa U TIEPBOTO CIIOSL.

4. ®apManeBTHYCCKass KOMIO3HIUSA O JTF000oMy U3 Til.1-3, rie cBs3yomiee mpeacTaBisieT co00 THIPO-
kceunponunmetuinuentoiody (HPMC) u maccoBoe mpolieHTHOE coiepkaHne CB3yrolero coctasmusier 5-10% ot
o01Ielt MacChl HHEPTHOTO SIIpa U TIEPBOTO CJIOSL.

5. ®dapMmarneBTHUecKass KOMIO3HIUS MO JFOO0MY W3 mil.1-4, Tie KHIIEYHOPACTBOPUMAs 000JI0UKa COMep-
JKUT COTIOJIMMEpP METaKpHUJIOBOM KMCIOTHI M METHIMETAKpHIaTa; COOTHOIIEHNE METaKpPHIOBOM KHCIIOTHI K Me-
THJIMETAKpHUIIATy B comoimmMepe cocrasiset ot 0,8:1 mo 1,2:1.
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6. ®apMarneBTHYeCKass KOMITO3HIUSA IO JIFOOOMY 13 M. 1-5, Tae mmacTudukaTop npeacTaBisieT co0oi Tpu-
STHIIHUTPAT.

7. ®apMmarieBTHIECKasi KOMITO3UITUS M0 JI0OOMY W3 TII.1-6, TIe MaccoBOe MPOICHTHOE COJACp)KaHUE KH-
MIEYHOPACTBOPUMOIT 060moukn coctaBiseT 10-15% ot obmreit Maccsl HHEPTHOTO Apa M MEPBOTO CIIOA.

8. @apmareBTrdecKkas KOMIO3HUIXSA IO JIIOOOMY 13 Tl 1-7, T1e MaccoBOe MPOIEHTHOE cofepxKanne QyHK-
[IMOHAITLHOM 000109KH cocTaBisieT 1-30% o1 0011eit Macchl HHEPTHOTO pa U TIEPBOTO CIOS.

9. ®apmaneBTHUECKas KOMITO3UIHNSA 1O 11.1, T/1e apMarieBTHIecKass KOMIIO3UIIH COJCPKHT:

(i) uaEpTHOE AAPO;

TIEPBEIH CIIOH, OKPYKAIOIINA HHEPTHOE SIIPO, IPH STOM IMEPBBIH CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yIollee, W MPU 3TOM MAacCOBOE MPOICHTHOE COACpiKaHWe TuMeTwidhymapara cocTaBiseT 72-76% oT oOuiei
MacChl HHEPTHOTO spa U MEPBOTO CJIOS, @ MACCOBOE MPOIICHTHOE COJACPIKAHKE CBA3YIOMIETro cocTaBiseT 5-10%
oT o01Iell MacChl HHEPTHOTO sIIpa U IIEPBOTO CIIOS,;

KHIIIEYHOPACTBOPUMYIO 000JOYKY, OKPYKAFOIIYIO MEPBEII CIIOM, PHU TOM MacCOBOE MPOIEHTHOE COIep-
JKaHHWE KHIICYHOPACTBOPUMON 00oyouku coctaBisieT 11-13% oT oOmieit Macchl MHEPTHOTO sApa W IEPBOTO
Cclosi; U

(YHKIMOHATIBHYIO 000JI0UKY U 3aMEIJICHHOTO BBICBOOOXKICHHS, OKPYKAIOIIYIO KHIIEYHOPACTBOPUMYIO
000J104YKy, TIPH 3TOM MacCOBOE MPOIICHTHOE cojaepkaHne (yHKINOHAIBHON 000704uKkH coctaBiseT 4,0-5,0% ot
o0rIeit Macchl HHEPTHOTO SI/Ipa U TIEPBOTO CIIOS,

IIPH 3TOM MAaccOBOE MPOIEHTHOE COEp)KaHHe MHEPTHOro siapa coctabiser 20-24% ot obmedl macchl
WHEPTHOTO SIIpa U IIEPBOTO CIIOS;

(1) mHEpPTHOE A7PO;

MIEPBEIH CIIOW, OKPYKAIOIINA HHEPTHOE SIIPO, IPH STOM MEPBBIN CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yIollee, U MPU 3TOM MAacCOBOE MPOICHTHOE COAepikaHue muMeTwidymapara coctaBiseT 68-72% oT oOuiei
MacChl HHEPTHOTO Spa U MEPBOTO CJIOS, & MACCOBOE MPOIICHTHOE COJACPIKAHKE CBA3YIOMIETro cocTaBisieT 5-10%
oT o01Iell MacChl HHEPTHOTO sIIpa U IIEPBOTO CIIOS;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKPYKAIOIITYO MEPBBIH CIOi, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHWE KHIIeYHOPAacTBOPUMON o0omouku coctaBisieT 11-13% oT oOmieit Maccel MHEPTHOTO siApa M IEPBOTO
CclIosi; U

(YHKIMOHAJIBHYIO 000JI0UKY U 3aMEIJICHHOTO BBICBOOOXKICHHS, OKPYKAIOIIYIO KHIIEYHOPACTBOPUMYIO
000JI04YKy, TIPH 3TOM MacCOBOE MPOIICHTHOE cojaepkaHne (yHKINOHAIBHON 000JI0YKH cocTaBiseT 4,5-5,5% ot
o0r1eit Macchl HHEPTHOTO SIIpa U TIEPBOTO CIIOS,

IPU 3TOM MAacCOBOE MPOICHTHOE COJICpIKaHUE MHEPTHOro sjpa coctabisier 20-24% ot oOmieil mMacch
WHEPTHOTO SIIpa U TIEPBOTO CIIOS,;

(iii) mHEPTHOE SA7IPO;

TIEPBEII CIIOH, OKPY)KAIOIINIA HHEPTHOE SIIPO, IPH STOM IMEPBBIN CIIOH COACPKUT TUMETII(QyMapaT U CBsi-
3yIollee, U MPU 3TOM MAacCOBOE MPOIICHTHOE COACpiKaHWe TuMeTwmidhymapara cocTaBisseT 68-72% oT oOuiei
MacChl HHEPTHOTO Spa U MEPBOTO CJIOS, @ MACCOBOE MPOIICHTHOE COJACPIKAHKE CBIA3YIOMIETro cocTaBisieT 5-10%
0T o0mIeit MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS,;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKPYKAIOIITYO MEPBBIH CIO, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHWE KHIIeYHOPAacTBOpUMON o0omouku coctaBisieT 11-13% oT oOmieit Maccel MHEPTHOTO sifjpa M IEPBOTO
ClIosi; U

(YHKIMOHAJIBHYIO 000JI0UKY U 3aMEIJICHHOTO BBICBOOOXKICHHS, OKPYKAIOIIYIO KHIIEYHOPACTBOPUMYIO
000JI0YKY, TIPH 3TOM MAaCCOBOE MPOIICHTHOE COJCpKaHue (PYHKIMOHATBHON 0007049KU coctamiser 5,0-6,0% ot
o01Iell MacChl HHEPTHOTO SI/Ipa U TIEPBOTO CJIOS,

IPH 3TOM MAacCOBOE MPOIICHTHOE COJCpIKaHUE MHEPTHOro sjpa coctabisier 20-24% oT oOmieil mMacchl
WHEPTHOTO SIIpa U TIEPBOTO CIIOS;

(iv) mHEpTHOE A1PO;

MIEPBEII CIIOW, OKPYKAIOIIMIA HHEPTHOE SIIPO, IPH STOM IMEPBBIN CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yloliee, U TP 3TOM MaccOBOE MPOIICHTHOE COoAep)kaHhe auMeTmidymapara cocTaBisieT 68-72% ot obmieit
Macchl HHEPTHOTO SApa U IIEPBOTO CIIOS, & MACCOBOE MIPOIICHTHOE COACPIKAaHME CBIA3YIOMIETo cocTaBisieT 5-10%
0T o0mIelt MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS,;

KHIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOITYIO MEPBEIH CIO, IPH 3TOM MacCOBOE MPOIEHTHOE COIep-
JKaHWE KHIIeYHOPAacTBOpUMON obomouku coctaBisieT 11-13% oT oOmieil Maccel MHEPTHOTO siApa M IEPBOTO
CclIos; U

(YHKIIMOHATBHYIO 000JIOUKY JUTS 3aMEIJICHHOTO BHICBOOOXKICHHSI, OKPYKAIOIIYI0 KHIICYHOPACTBOPUMYIO
000JI09Ky, TIPH 3TOM MaccoBO€ IIPOLEHTHOE cojepkaHue (QyHKIHMOHAIbHOW 00osoukyu cocrasiser 11,5-12,5%
oT o01Iel MacChl HHEPTHOTO SIIpa U IIEPBOTO CIIOS,

IPU 3TOM MAacCOBOE MPOIICHTHOE COJCpIKaHUE HMHEPTHOro sjpa coctabisier 20-24% oT oOmieil mMacchl
WHEPTHOTO SIIPa U TIEPBOTO CIIOSL.

10. dapmareBTHYCCKAsT KOMIIO3HIUS IO 1.9, Tie HHEPTHOE SIIPO COACPIKUT CaXapo3y MM KpaxMalr, CBs-
3ymomiee npeacrapisieT coboit HPMC; kumednopacTBopuMas 000JI09Ka COAEPIKUT COMOJUMEP METAKPIIIOBOM
KHCJIOTH M METWIMETaKpHiIaTa W COOTHOIIEHHE METaKPHIOBOM KHCIOTHI K METHIMETAKPIJIATY B COTIOJIIMEPE
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coctasiser 1:1; a pyHkumoHanbHas 00004Ka copepKUT cMech atuiesutono3s! (EC) n ruxpoxcunponmen-
mono3sl (HPC) u maccoBoe cootHommenne stmennonossl (EC) k runpokcurnpormnuennmonose (HPC) cocras-
nstet 65:35.

11. ®apmarneBTHYECKass KOMITO3UIHS 110 11.10, B KOTOPO# KHIIEIHOPACTBOPUMAs 000JI0YKa JTOTIOTHUTEIb-
HO COJICPXHUT TPUAITHILHTPAT M MAaCCOBOE COOTHOIICHHE COMOIMMEPa METAKPHIIOBONH KHCIOTHI M METHIIMETAK-
punara K TPUITWILHUTPATy coctaBisieT 5:1; a gyHKumoHambHas obonouka coxepxkur cmecb ETHOCEL™ 10
(3THNLIEIUTIONO3HBIN TOTUMEp € BA3KOCThIO B nuamazone 9-11 cIl mis 5% mo macce pactBopa B 80% Ttomyona u
20% atanona) u JF Klucel® (ruapoKCHIIPOMMIIECILIFOIO3HBIN MOJUMED ¢ BA3KOCThIO B auamazone 150-400 cIl
st 5% 1o mMacce pactBopa B Boje), ipu 3toM MaccoBoe cootHomenne ETHOCEL™ 10 k JF Klucel® cocras-
nstet 65:35.

12. dapmareBTHICCKasT KOMIIO3HIUS 110 1.9, TIe MHEPTHOE SIIPO COAEPIKUT Caxapo3y MM KpaxMmal, CBS-
3ymomiee npeacrapiseT coboit HPMC; kumedynopacTBopuMas 000JI09Ka COAEPIKUT COMOJIUMEP METAKPIIIOBOM
KHCJIOTH M METWIMETaKpHiIaTa W COOTHOIIEHHE METaKPHIOBOM KHCIOTHI K METHIMETAaKPHJIATY B COTIOJIIMEpE
coctasiseT 1:1; a pyHkumoHanbHas 000704Ka copepKUT cMech atuesutono3s! (EC) n ruxpoxcumnponmen-
mronosbl (HPC) u MaccoBoe cootHomenne stmennonossl (EC) k runpokcurnpormennmonose (HPC) cocras-
nsiet 60:40.

13. ®dapmareBTHYECKass KOMITO3UIIMSA 110 11.12, B KOTOPOW KHUIIIEYHOPACTBOpUMAs 000JI0YKa JTOTOIHUTEITh-
HO COJEPXUT TPUATHUILMUTPAT U MACCOBOE COOTHOIIEHUE COMOIMMEPA METAKPUIIOBON KUCIOTHI U METHIMETAK-
punara K TpUITWILHUTPATy coctaBisieT 5:1; a gyHKumoHambHas obonouka coxepxkur cmecb ETHOCEL™ 10
(3TUNLIENTIONO3HBIN OJUMED € BA3KOCThIO B nuanaszone 9-11 cIl ms 5% mo macce pactBopa B 80% Tonyona u
20% atanona) u JF Klucel® (ruapoKCHIIPOMMIIECILIFOIO3HBIN MOJUMED ¢ BA3KOCThIO B auama3zone 150-400 cIl
st 5% 1o mMacce pactBopa B Boje), ipu 3toM MaccoBoe cootHomeane ETHOCEL™ 10 k JF Klucel® cocras-
nsiet 60:40.

14. ®apmarnieBTHIECKas KOMITIO3UINS B (DOpMeE TPpaHyIIbI, coaepxKarei

SIIPO, cozieprkalee TuMeTmwiI(gymapar;

KHIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYXKAIOMIYIO SIAPO, TA€ KHUIIEYHOpPACTBOpHUMAs 000JI0YKa CONEPIKHUT
BCIIOMOTATEIFHOE BEIECTBO, BEIOPAHHOE W3 TPYIIIBI, COCTOSIIEH M3 COIOIIMMEpa METaKPMIOBOH KUCIOTHI U
METHIIMETAaKPHJIaTa, COMOIMMEpPa METAKPIIIOBON KHCIOTHI M STHJIAKpHiaTa, (ramata THAPOKCHIPOIHIMETHII-
nemtono3sl (HPMCP), aneTodtanara 1emmono3sr; 1

(YHKIMOHAIBbHYIO 000JIOUKY JUIS 3aMEJICHHOTO BBHICBOOOKACHHS, OKPY’KAIONIYI0 KHIIEYHOPACTBOPHMYIO
0001104Ky, T (DyHKIMOHAJIbHAS 000JI0YKa JUISl 3aMEJICHHOTO BBICBOOOXKACHHS COJCPIKUT CMECH ITHIILIEIUTIO-
no3bl (EC) u ruapoxcunponuinemnitonossl (HPC), rae maccoBoe COOTHOILIEHHE ITUILEILTION03bI K THIPOKCH-
IPONUIILEIUIION03€e HaxoAuTcs B Auana3zone Mexay 80:20 u 50:50; unu

(yHKIMOHaNbHAsT 000JI0UKa ISl 3aME/IEHHOTO BBICBOOOXKICHUS COJCPIKUT CMECh HONIN(STHIIaKpHIIAT-CO-
METHIMETaKpHIIAT-CO-TPUMETHIIAMMOHUHA THIIMETAKPUIIATXIOPHUIA) 1:2:0,1 u MOJT (3 THIIAKPHITAT-CO-
METHJIMETaKpHIIAT-CO-TPUMETHIAMMOHUUA THIIMETakpriaTxiopuna) 1:2:0,2, rae MaccoBoe€ COOTHOIIEHHE TI0-
TU(3THIAKPHIAT-CO-METHIMETAaKPHIIAT-CO-TPUMETHIIAMMOHU A THIIMETAKPHIIATXJIOPHIA ) 1:2:0,1 u  To-
TU(3THIAKPHIIAT-CO-METHIIMETAaKPHIIAT-CO-TPUMETHIIAMMOHU A THIIME TaKprutaTxyiopuaa) 1:2:0,2 cocraBiseT oT
90:10 mo 60:40.

15. ®apMmanieBTHUECKas KOMITO3HINSA 110 1. 14, T1ie hapmaneBTHIecKas KOMIIO3HUIIHS COACPIKHUT:

(1) smpo, comeprkaliee akTHBHOE BEIECTBO, ITPU ATOM aKTUBHOE BEIIECTBO IPEICTABIAET COO0H TUMETHII-
dymapar;

KUIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKpPY’XKAaloILIYI0 SAPO, TPH 3TOM MaccoBOE NPOLEHTHOE COJAEpKAaHUE
KUILIIEYHOPACTBOPUMOM 000J104KH cocTaBiseT 11-13% ot oOmueit Macchl siapa; u

(YHKIMOHAIBbHYIO 000JIOUKY JUIS 3aMEJICHHOTO BBICBOOOKACHHS, OKPY’KAIONIYI0 KHIIEYHOPACTBOPHMYIO
000JI0YKY, TIPH 3TOM MAaCCOBOE MPOIICHTHOE COJACpKaHue (PYHKIHOHATBHOM 000M0ukHu cocramiser 2,0-3,0% ot
obmeit Macchl sipa,

IIPU 3TOM MAaccOBOE MPOIIEHTHOE cojepxaHne AuMeTmidymapara coctaBisier 60-80% ot obmieit Macchr
SAApa;

(i) sapo, comeprkaliee aKTHBHOE BEIIESCTBO, IPHU 3TOM aKTHBHOE BEIIECTBO IMPEACTABISET COOOH IuMe-
TUIpyMapar;

KHIIEYHOPACTBOPUMYIO 00O0JIOUKY, OKPYKAIOIIYIO SAPO, MPH 3TOM MacCOBOE IIPOLEHTHOE COJACp)KaHUEe
KUILIIEYHOPACTBOPUMOH 000J104KH cocTaBiseT 11-13% ot obmueit Macchl siapa; u

(YHKIMOHAIBbHYIO 000JIOUKY JUIS 3aMEJICHHOTO BBICBOOOKACHHS, OKPYKAIOUIYI0 KHIIEYHOPACTBOPHMYIO
000II0YKY, TIPH 3TOM MAaCCOBOE MPOIICHTHOE COJACpKaHue (PYHKIMOHATBHON 000JI0YKH cocTaBiseT 4,5-5,5% ot
o01wei Macchl sipa,

IIPU 3TOM MAacCOBOE MPOIICHTHOE cojepxanue auMermidymapara cocraisier 60-80% ot oOmieit Macchr
Anpa;

(iii) sapo, comeprkaliee aKTHBHOE BEIIECTBO, NMPH ATOM aKTHBHOE BEIIECTBO MPEICTABISIET COOOW TUMe-
TUIpyMapar;

KHIIEYHOPACTBOPUMYIO 00O0JI0UKY, OKPYKAIOIIYIO SAPO, MPH 3TOM MAacCOBOE IPOLEHTHOE COACp)KaHUEe
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KUILIIEYHOPACTBOPUMOM 000J104KH cocTaBiseT 11-13% ot oOmueit Macchl siapa; u

(YHKIIMOHATBHYIO 000JIOUKY JUTS 3aMEJICHHOTO BBHICBOOOXKICHHSI, OKPYKAIOIIYI0 KHIICYHOPACTBOPUMYIO
000JI04YKy, TIPH 3TOM MacCOBOE MPOIICHTHOE cojaepkaHue (yHKINOHAIBHON 0007049k coctaBiseT 5,0-6,0% ot
ob1meit Macchl sipa,

IIPU 3TOM MAacCOBOE MPOIIEHTHOE cojepxaHne auMeTmidymapara coctaBisier 60-80% ot obmieit Macchr
Aapa; WIH

(iv) ampo, comeprkaiee akKTHBHOE BEIIECTBO, NMPH 3TOM aKTHBHOE BEIIECTBO MPEICTABIIET COOON TUMe-
TUIApyMapar;

KHIIIEYHOPACTBOPUMYIO OOOJIOUKY, OKPYXKAIOIIYIO SAPO, MPH STOM MAaCCOBOE IPOLEHTHOE COJACpIKaHUC
KUILIIEYHOPACTBOPUMOH 000J104KH cocTaBiseT 11-13% ot obmueit Macchl siapa; u

(YHKIIMOHATBHYIO 000JIOUKY JUTS 3aMEJICHHOTO BBHICBOOOXKICHHSI, OKPYIKAIOIIYIO KHIICYHOPACTBOPUMYIO
000JI09Ky, TIPH 3TOM MaccoBO€ IIPOLEHTHOE CcojepKaHue (QyHKIHMOHAIbHOW 00osouku cocrasiser 11,5-12,5%
OT 00mIel Macchl spa,

IIPH 3TOM MAacCOBOE MPOIICHTHOE cojepxanue auMermidymapara coctaisier 60-80% ot oOmieit Macch
aapa.

16. ®apMmarnieBTHIECKas KOMITIO3UINS B (DOpMeE TPpaHyIIbI, coaepxKarei

HWHEPTHOE SIPO;

TIEPBBIN CIIOH, OKPYKAIOMINH HHEPTHOE PO, TIPU ITOM NIEPBBIN CIION CONEPIKUT TUMETHIPyMapar;

(YHKIMOHATBHYIO 000JIOUKY U 3aMEIIEHHOTO BBICBOOOXKICHUS, OKPYXKAIOIIYIO IIEPBEBIN CIIOH, e
(byHKIIMOHATBEHAS 000JI0YKA IS 3aMEIJICHHOTO BBICBOOOKICHUS COACPKUT cMeCh TUiIeuToo3sl (EC) u rum-
poxkcumnponueinrono3sl (HPC), roe MaccoBoe COOTHOIICHHUE ITHIIIEIUIIONO03EI K THAPOKCHITPOIILIICIUTION03E
HaxoauTcst B tuanasone Mexay 80:20 u 50:50; wm GpyHKIHOHANBHAs 000J109Ka JUIsl 3aMeUIEHHOTO BBICBOOOXK-
JICHHS COIICPIKUT CMeECh MOJTU (A THIIAKPHUIAT-CO-METHIMETaKPHIAT-CO-TPUMETHITAMMOHU U THJI-
METaKpUIATXIOPHUIA) 1:2:0,1 U NoNH(3TUIIAKPUIAT-CO-METHIIMETaKPUIIAT-CO-TPUMETHIAMMOHHHATHII-
MeTtakpunatxiopuaa) 1:2:0,2, rae MaccoBO€ COOTHOIICHHE MOMU(ITUIAKPHUIAT-CO-METHIMETAaKPUIIaT-CO-
TPUMETHIAMMOHUUA THIIMETAKPUIATXIOPHIA) 1:2:0,1 u oJIA (3 THIIAKPUIIAT-CO-METHIIMETaKPHIIAT-CO-
TpUMETHJIaMMOHHMA THIIMeTakpuiarxiopuaa) 1:2:0,2 cocrasmsiet ot 90:10 g0 60:40; u

KHIIEYHOPACTBOPUMYIO O0OJOUKY, OKPYKAIOMIyI0 (YHKINOHAIHHYIO 000JI0UKY, T1e KHIIEYHOPACTBOPHU-
Masi 000JI09Ka COEP>KUT BCIIOMOTATENFHOE BEIIECTBO, BRIOPAHHOE W3 TPYIIIBI, COCTOSIICH U3 COTONINMEpa Me-
TAKPUJIOBOIM KHCJIOTHI M METHIMETAKpHIIaTa, COMOJIMMEpPa METaKpUIOBOW KHCIOTHI M dTHJIAKpHIATa, (raynaTta
ruapokcunponmwmMeruientono3sl (HPMCP), anerodTanarta meiroio36l.

17. dapmanieBTHYCCKAs] KOMIIO3HIUA 110 11. 1 6, T1e (hapMareBTHIecKast KOMIIO3HITUS COICPIKHUT:

(1) mHEpTHOE AAPO;

TIEPBEII CIIOH, OKPYKAIOIINIA HHEPTHOE SIIPO, IPU STOM IMEPBBIH CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yIollee, U MPU 3TOM MAacCOBOE MPOICHTHOE COAepikaHue auMeTwidymapara coctaBiseT 68-72% oT oOuiei
Macchl HHEPTHOTO SiAjpa U MEPBOTO CJIOsl, @ MACCOBOE MPOILIEHTHOE COMEP KaHUE CBS3YIOIIero cocrasisieT 5-10%
oT o01Iell MacChl HHEPTHOTO sIIpa U IIEPBOTO CIIOS,;

(YHKIMOHATIBHYIO 000JIOUKY JUIS 3aMEJIEHHOTO BBICBOOOKICHHS, OKPYKAIOIIYIO TIEPBBIH CIOH, IIPH 3TOM
MaccoBO€ TIPOIICHTHOE conepkanne GpyHKIMoHaIbHON 00omouku coctaBisieT 2,0-3,0% ot olrmielt Macchl HHEPT-
HOTO Siipa ¥ IEPBOTO CJOS; 1

KHUIIETHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOMIYIO (PYHKIIMOHAIBHYIO 000JI0UKY, ITPH 3TOM MacCOBOE MPO-
[IEHTHOE COZep)KaHUe KHIIEYHOPACTBOPUMON 060moukn cocTtaBisieT 11-13% ot obmieit maccsl HHEPTHOTO Aapa
U TIEPBOTO CIIOS;

IPU 3TOM MAacCOBOE MPOIICHTHOE COJCpIKaHUE MHEPTHOro sjpa coctabisier 20-24% oT oOmieil mMacchl
WHEPTHOTO SIIpa U TIEPBOTO CIIOS;

(1) mHEpPTHOE A7PO;

MIEPBEIH CIIOH, OKPY KAIOILINIA HHEPTHOE SIIPO, IPH STOM IMEPBBIN CIIOH COACPKUT TUMETHI(QyMapaT U CBs-
3yIollee, U MPU 3TOM MAacCOBOE MPOIICHTHOE COAepikaHue auMeTmidymapara coctaBiseT 68-72% oT oOuiei
Macchl HHEPTHOTO SApa U MIEPBOTO CIIOS, & MACCOBOE MIPOIIEHTHOE COACPIKAaHME CBIA3YIOMIETro cocTaBisieT 5-10%
0T o0rmIeit MacChl MHEPTHOTO SIIpa U IIEPBOTO CIIOS;

(YHKIMOHATBHYIO 000JIOUKY IS 3aMEJIEHHOTO BRICBOOOXKICHHS, OKPYIKAIOIIYI0 NIEPBBIH CIOH, IIPH 3TOM
MaccoBO€ TIPOIICHTHOE cofepkanne (PyHKIMOHAIBHON 00070uKH cocTaBisieT 4,5-5,5% ot olrmmiel Macchl MHEPT-
HOTO Siipa ¥ IEPBOTO CJIOS; 1

KHUIIETHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOMIYIO (PYHKIIMOHAIBHYIO 000JI0UKY, ITPH 3TOM MacCOBOE IPO-
IECHTHOE COJICPIKaHUE KUIICYHOPACTBOPUMOUN 000s10ukH cocTaBiseT 11-13% ot o0mieit Macchl MHEPTHOTO Sapa
U TIEPBOTO CIIOS;

IPU 3TOM MAacCCOBOE MPOIICHTHOE COJCpIKaHUE HMHEPTHOro sjpa coctabisier 20-24% oT oOmeil mMacch
WHEPTHOTO sIIpa U TIEPBOTO CIIOS;

(iii) mHEPTHOE SA7IPO;

TIEPBEII CIIOH, OKPYKAIOIINIA HHEPTHOE SIIPO, IPH STOM IMEPBBIH CIIOH COACPKUT TUMETHI(QyMapaT U CBs-
3yIoliee, U MpHU 3TOM MAacCOBOE MPOIICHTHOE COoAep)kaHhe HuMeTmidymapara cocTaBisieT 68-72% ot obmieit
Macchl HHEPTHOTO SApa U MEPBOTO CIIOS, & MACCOBOE MIPOIIEHTHOE COACPIKAaHME CBA3YIOMIETo cocTaBisieT 5-10%
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oT o01Iel MacChl HHEPTHOTO sIIpa U IIEPBOTO CIIOS,;

(YHKIIMOHATBHYIO 000JIOUKY JUIS 3aMEJICHHOTO BBICBOOOK/ICHHS, OKPYKAIOIIYIO TIEPBBIH CIOH, IPH 3TOM
MaccoBO€ TIPOIICHTHOE cofepkanne (GyHKIMOHATBHON 0000uKkH cocTaBisieT 5,0-6,0% ot olmiel Macchl MHEPT-
HOTO Siipa W TIEPBOTO CJIOS; 1

KHIIEYHOPACTBOPUMYIO 000JI0UKY, OKPYKAIOIMIYyI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Mpo-
[IEHTHOE COZep KaHUe KHIIEYHOPACTBOPUMON 060mouku cocTtaBiseT 11-13% ot obmieit maccsl HHEPTHOTO Aapa
1 TIEPBOTO CIIOST; U

IIPH 3TOM MAacCOBOE TPOIEHTHOE COep)KaHHe MHEPTHOro siapa coctaBiser 20-24% ot oOmeidl macchl
WHEPTHOTO SIIPa U TIEPBOTO CIIOST; WK

(iv) mHEpTHOE A1PO;

TIEPBEIH CITOW, OKPYKAIOIINIA HHEPTHOE SIIPO, IPU STOM IMEPBBIN CIIOH COACPKUT TUMETII(QyMapaT U CBs-
3yIollee, U MPU 3TOM MAacCOBOE MPOIICHTHOE COAepikaHue muMeTwidymapara coctaBisseT 68-72% oT oOuiei
MacChl HHEPTHOTO Spa U MEPBOTO CJIOS, & MACCOBOE MPOIICHTHOE COJACPIKAHKE CBI3YIOMIETro cocTaBisieT 5-10%
oT o01Iell MacChl HHEPTHOTO sIIpa U IIEPBOTO CIIOS,;

(YHKIMOHATIBHYIO 000JIOUKY JUIS 3aMEJIEHHOTO BRICBOOOKICHHS, OKPYKAIOIIYI0 IEPBBIH CIOH, IIPH 3TOM
MaccoBO€ MPOIEHTHOE conepkaHue (YHKIMOHANBHOW oOomouku coctaBiser 11,5-12,5% ot oOmeit macchl
WHEPTHOTO SIIpa U IIEPBOTO CIIOS;, U

KHIIEYHOPACTBOPUMYIO 000I0UKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Mpo-
[IEHTHOE COZep KaHUe KUIIEYHOPAcTBOPUMON 06omoukn coctaBiseT 11-13% ot obmieit maccsl HHEPTHOTO Aapa
1 TIEPBOTO CIIOS;

IPU 3TOM MAacCCOBOE MPOIICHTHOE COJCpIKaHUE HMHEPTHOro sijapa coctabisier 20-24% oT oOmieil mMacchl
WHEPTHOTO SIIPA U TIEPBOTO CIIOSL.

18. ®apmarieBTHUECKass KOMITO3HIHS B (JOpPME TPaHyJIbI, COIepKaIIeH

SITPO, COZIepIKaIee TuMeTmwI(gymapar;

(YHKIMOHATBHYIO 00OJIOUKY JJIs 3aMEIJICHHOTO BBICBOOOXKICHUS, OKPYKAIOIIYIO SAPO, re (HYHKIIHO-
HaJbHAsE 000JI0UKa ISl 3aMEIJICHHOTO BBICBOOOKICHHS COAEPKHT cMech dTmiemnnono3bl (EC) n ruapokcn-
nponmiesuonossl (HPC), rie MaccoBoe COOTHOIIEHUE ATHIIIEIUTIONO3EI K THAPOKCUIIPOIIIIIEIUTION03E HaX0-
nmutcs B quana3one Mexay 80:20 u 50:50; winu ¢pyHKIIMOHAIBHAS 000JI09Ka IS 3aMEIJICHHOTO BHICBOOOK ICHUS
COIEPXHUT CMECh MONU(ITIIAKPHUIIAT-CO-METHIMETaKPHIIAT-CO-TPUMETHIAMMOHUHA THIIMETaKPHUIIATXIOPHIA)
1:2:0,1 w mnomu(3TUIAKPIIAT-CO-METHIMETAKPHIIAT-CO-TPUMETHIIAMMOHUHITHIIMETaKpItaTxiopuaa) 1:2:0,2,
rie MaccoBOE COOTHOIIICHUE MONU (3 THIIAKPHUIIAT-CO-METHIMETaKPHIAT-CO-TPUMETHIIAMMOHU A THII-
METaKpUIATXIOPHIA) 1:2:0,1 U monH(3TUIIAKPUIIAT-CO-METHIIMETaKPUIIAT-CO-TPUMETHIAMMOHHHATHII-
Metakpunatxiopuaa) 1:2:0,2 cocrasiser ot 90:10 go 60:40; u

KHIIIEYHOPACTBOPUMYIO O0OJOYKY, OKPYXKAIOMYI0 (PYHKIMOHATIBHYIO O0O0JIOUKY, TJI¢ KHIICYHOPACTBOPHU-
Masi 000JI0YKa COICPKUT BCIIOMOTATEIFHOE BEIIECTBO, BRIOPAHHOE W3 TPYIIIBI, COCTOSIICH U3 COMONIMMEpPa Me-
TAKPWJIOBOM KHCJIOTHl M METHIMETAKpUIIaTa, COMOJMMEpPa METAKPUJIOBOW KHCIIOTHI M 3TWJIAKpHIiIaTa, (ranara
rugpokcunponunmeruieuonossl (HPMCP), anerodranara nenronossl.

19. ®apMmarnieBTHUECKas KOMITO3UIINSA 110 1.1 8, T1ie hapmareBTHIecKass KOMIO3UITUS COIACPIKUT

(i) smpo, coneprkaliee akKTHBHOE BEIIECTBO, TIPH dTOM aKTUBHOE BEIIECTBO MPEACTaBISAET OO0 AMMETHII-
ymapar;

(YHKIMOHAJIBHYIO 000JI0OUKY [UIS 3aMEIUIEHHOTO BBICBOOOKICHUS, OKPYKAIOIIYIO SIPO, P 3TOM Macco-
BOE IIPOIICHTHOE COJep KaHne PYHKIIMOHAIBHOW 00071049KH cocTaBisieT 2,0-3,0% ot obmieit Maccsl sipa; u

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JIOUKY, IIPHU 3TOM MacCOBOE IMpO-
[CHTHOE COJICPKAHUE KUIICYHOPACTBOPHMO# 0001mouku cocTapisiet 11-13% ot oOmield Macchl sapa;

IIPH 3TOM MAacCOBOE MPOIICHTHOE cojepxanue auMermidymapara cocraisier 60-80% ot oOmieit Macchr
aapa;

(i1) smpo, coneprkaliee aKTHBHOE BEIISCTBO, NMPH 3TOM aKTUBHOE BEIIECTBO TPEACTABISICT coOO0i auMe-
tuindymapar;

(YHKIMOHAJBHYIO 000JI0OUKY JUIS 3aMEIUIEHHOTO BBICBOOOXKICHUS, OKPYKAIOMIYIO SIPO, IIPXU 3TOM Macco-
BOE IIPOIICHTHOE COJep KaHne PYHKITMOHAIBHOW 000J109KH cocTaBisieT 4,5-5,5% ot obmieit Maccsl sipa; u

KHIIEYHOPACTBOPUMYIO 000JI0UKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Tpo-
[IEHTHOE COJepKaHNe KUIICTHOPACTBOPHMOH 0bomouku coctasiset 11-13% ot oOmielt Macchr aapa;

IIPU 3TOM MAacCOBOE MPOIIEHTHOE cojepxaHne auMeTmidymapara coctaBiser 60-80% ot obmieit Macchl
saapa;

(iil) sopo, comepikaliee aKTHBHOC BEIIECCTBO, MPU 3TOM aKTHBHOC BEIECTBO MPEICTABISCT COOOM muMe-
tuidymapar;

(YHKIIMOHATBHYIO 000JIOUKY JUTS 3aMEIUICHHOTO BBICBOOOXKICHUS, OKPYKAIOIIYIO SIPO, IPUA 3TOM MAacco-
BOC MPOIICHTHOE COJCPKaHUE (PYHKITMOHAIEHOW 000J1049KH cocTaBisieT 5,0-6,0% oT o0mieit Macchl sipa; u

KHIIIEYHOPACTBOPUMYIO 000JIOUKY, OKPYKAIOIIYI0 (DYHKIIMOHAIBHYIO 000JIOUKY, IIPHU 3TOM MacCOBOE MpO-
[ECHTHOE COJICPKAHUE KUIICYHOPACTBOPUMO# 000mouku cocTapisiet 11-13% ot oOrmeld Macchl sapa;

IIPU 3TOM MAacCOBOE MPOIIEHTHOE cojepxaHne auMermidymapara coctaBiser 60-80% ot obmieit Macchr
Aapa; I
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(iv) sapo, coieprkaliee akTHBHOE BEIIECTBO, IPU ATOM aKTUBHOE BEIIECTBO IPENCTaBIIET COOOW nuMe-
tundymapar;

(YHKIMOHAJIBHYIO 000JI0OUKY JUIS 3aMEIUIEHHOTO BBICBOOOXKICHUS, OKPYKAIOIIYIO SIPO, P 3TOM Macco-
BOE IIPOIICHTHOE COoJiep KaHne PYHKIIMOHAIBHOW 00071049KH cocTaBisieT 11,5-12,5% ot obmieii macchl sapa; u

KHIIEYHOPACTBOPUMYIO 000JI0UKY, OKPYKAIOIIYI0 (DYHKIIHOHAIBHYIO 000JI0UKY, IPH 3TOM MacCOBOE Mpo-
[IEHTHOE COJepKaHNe KUIICTHOPACTBOPUMOH 0bomouku coctasiser 11-13% ot oOmielt Mmacchr gapa;

IIPU 3TOM MAaccOBOE MPOIIEHTHOE cojepxaHne auMeTmidymapara coctaBisier 60-80% ot obmieit Macch
aapa.

20. ®apmanieBTHUecKast KoMno3uuus mo m.14, 16 wnum 18, rue:

1) MaccoBoe IpOLEHTHOE COJEp)KaHHWEe KUIIEYHOPACTBOPUMOM 00osiouku cocraBisier 1-20% ot oOmei
MacChl HHEPTHOTO SiApa U MEPBOTO CIIOS;

(1) kumevHopacTBOpUMast 000JI04Ka JONOJIHUTEIBHO COJAEPIKUT MIacTU(GUKATOp, BBIOPAHHBIN U3 TPYIIIIBL,
COCTOSIILCH U3 aleTHITPUOYTHILNTPATa, aleTHITPUITIIILUTPaTa, OEH3MIO0eH30aTa, KACTOPOBOTO Macia, XJIop-
OyTaHOJIa, TUATICTIINPOBAHHBIX MOHOTIIUIICPUIOB, TUOYTIIICEOAIHATA, TUATWI(TANaTa, TIUICPUHA, MAHHUTA,
TOJIFA THJICHTIIMKOIIS,, MOHOMETHIIOBOTO 3(Upa MONMATHIICHIIIMKOIIS, TTPONMMICHTINKONS, MyJUTyJaHa, copOuTa,
pacTBopa COpOHT copOUTaHa, TpUalleTHHA, TPHOYTHIIMTPATa, TPUATHIIIINTpATa U BuTamuHa E.

21. ®apmaneBrudeckas KoMmosuius 1o m.15, 17 uimu 19, e nHepTHOE SApO, KOTaa MPUCYTCTBYET, CO-
JIEPKUT caxapo3y WK KpaxMall; CBs3YIOIee B MIEPBOM CJIO€, KOT/Ia MPUCYTCTBYET, peacTaBiseT coboit HPMC;
KHIIEYHOPACTBOPUMAsL 000JI0YKA CONEPIKUT COMOIMUMEP METaKPHUIOBOW KUCIOTH U METHJIMETaKpUIaTa U COOT-
HOIIICHWE METAaKPHIOBOH KHCIOTHI K METHJIMETAKPHIIATy B COMOJMMeEpe cocTaBiseT 1:1; a ¢yHKIHMOHANbHAS
oborouka copeput cMmech atmiesutonossl (EC) n ruapokcunponminemtronossl (HPC) n maccoBoe cootHo-
mrenue stuentronossl (EC) k ruapokcunponmmemtono3e (HPC) cocraBnser 65:35.

22. dapmaneBTHYECKass KOMIO3UIMSA 1O 1M.21, T KUIIEYHOPACTBOPHMAsi 000JI0UKa JOMOIHUTEIBHO CO-
JEPXKUT TPUSTHILUTPAT ¥ MacCOBOE COOTHOIICHHE COTIOJIMMEPa METaKPHIOBOH KHCIOTHl M METHJIMETaKpHiaTa
K TPHATWIIIIMTPATY cocTaBisieT 5:1; a pyHkunuoHabHas obosouka cogepxut cMmech ETHOCEL™ 10 (atmmmen-
JIFOJIO3HBIN MOJIMMED C BSI3KOCTBIO B quana3zoHe 9-11 cIl msa 5% mo macce pactBopa B 80% Tonyona u 20% sta-
Hona) 1 JF Klucel® (TuapOoKCHITpOMHIIEIIIIONIO3HBIN MOIUMep C BA3KOCThIO B Auana3zoHe 150-400 cIl g 5%
10 Macce pacTBopa B Boje), mpu 3ToM MaccoBoe cootHomenne ETHOCEL™ 10 k JF Klucel® cocrapisier
65:35.

23. ®apmaneBTuyeckas KoMmnosuuus mo m.15, 17 unu 19, rne uHepTHOE SAPO, KOTAa NPUCYTCTBYET, CO-
JIEPKUT caxapo3y WM KpaxMall; CBA3YIOIee B MIEPBOM CJIO€, KOT/Ia MPUCYTCTBYET, MpeacTaBiseT coboit HPMC;
KHIIEYHOPACTBOPUMAsL 000JI0YKA CONEPKUT COMOJIMUMEP METaKPHUIOBOW KUCIOTH U METHIMETaKpUiIaTa U COOT-
HOIIICHWE METAaKPHIOBOH KHCIOTHI K METHJIMETAKpHIIATy B COMONMMeEpe cocTaBiseT 1:1; a yHKIMOHANbHAS
obosouka conmepxut cMech dTrimentono3sl (EC) n ruapoxcunponmimeuiono3sl (HPC) m MaccoBoe cooTHO-
menne Tresuono3sl (EC) x ruapokcunporumnmemntonode (HPC) cocrapmser 60:40.

24, dapmareBTHUECKass KOMIIO3UINS 10 1.23, T/Ie KUIIEYHOPAaCTBOpUMAas 000JI0YKa JTOTOJHUTEIHLHO CO-
JEPKUT TPUSTHILMTPAT ¥ MacCOBOE COOTHOIICHHE COTIOJIMMEPa METaKPHIOBOH KHCIOTHI M METHJIMETaKpHiIaTa
K TPHATWIIIIMTPATY cocTaBisieT 5:1; a pyHkuuoHabHas obosouka cogepxut cMmech ETHOCEL™ 10 (atmmmen-
JIFOJIO3HBIN MOJIMMED C BSI3KOCTBIO B quana3zoHe 9-11 cIl msa 5% mo macce pactBopa B 80% Tomnyona u 20% sta-
Hona) 1 JF Klucel® (TuapOoKCHITpOMUIIEIIIIONIO3HBIN MOINMep C BA3KOCThIO B Auana3zoHe 150-400 cIl g 5%
10 Macce pacTBopa B Boje), npu 3ToM MaccoBoe cootHomenne ETHOCEL™ 10 k JF Klucel® cocraBisier
60:40.

25. Cnocob nedeHus cyObeKTa, MMEIOIIEr0 PacCesHHBIN CKIIEPO03, BKIIOYAIOMINN BBEACHUE TAlEHTY d(¢-
(heKTHBHOTO KOJIMYECTBA (hapMaLEBTUIECKONH KOMIIO3UIIMH 110 JI000MYy 3 . 1-24.

26. Cnoco6 mo m.25, rae cyobekty BBOAAT 480 MI akKTHBHOTO BEIIECTBA B CYTKH.

27. Cnocob 1o 1m.25 wiu 26, rue cyObeKkTy BBOIST 3¢ (HEeKTHBHOE KOJIMYECTBO (papMarieBTHUeCKOi KOMIOo-
3HINHU IEPOPATHHO OJMH Pa3 B CYTKH.

28. Crioco0 1o ro6oMy u3 min.25-27, Tie CyObEeKTY BBOIAT BTOPOE JIEKAPCTBEHHOE CPEACTBO.

29. Crioco6 1o 1m.28, rae BTopoe JIEKapCTBEHHOE CPEICTBO MpecTaBiIseT co0oit MoaynsaTop Nrf-2.

30. Cnoco6 mo mobomy m3 mm.25-29, rae cyOBEKT MMeEeT PEeHUIUBUPYIONIYI0 (HOpPMY paccessHHOTO
CKJIepO3a.

31. Croco6 mo 11.30, rae cyOBekT UMeeT BO3BPATHO-PEMUTTHPYIOIINI PACCESTHHBIN CKIEpPO3.
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