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Cocras amop¢Hoii TBepaoil fucnepcun

OO6nacTb TEXHUKH
Hacrosimmee wu3oOpereHne oTHOcUTCS K amopgHoii TBepaoi maucnepcuu (AT/),
cofieprKalleil MPOTUBOTPUITIIO3HBIE COCOMHEHHUs, U K crocobaMm ee mojydeHusi. Kpome Toro,
HacTosilllee U300peTeHHe OTHOCUTCS K (papMaleBTUYECKOW KOMITO3ULIMH, COOEpIKallei
yKa3aHHYH Bbilie amopdHyro TBepayro aucrnepcuto (ATJl), U ee MPUMEHEHUIO ISl JICYSHHUSI

uH(EKIMY, BPI3BAHHOW BUPYCOM T'PHIIIIA.

YpoBeHb TEXHUKHU

Ksn-3aBucumast sSHIOHYKJI€as3a sBJsieTCsl BAKHBIM (epmeHToM B crHTe3e MPHK BHpycoB
rpunma. OOHapyKeHO, YTO HHIMOUTOPbI BUPYCHOM K3T-3aBUCUMON HIOHYKJI€a3bl 3P PEeKTHBHBI
Kak MPOTUB Bupyca rpummna A, Tak ¥ npotuB Bupyca B. Heckonbko coenuHeHuil NposiBIsOT
MOIIIHYI0 TPOTHBOBUPYCHYIO AaKTUBHOCTh TNPOTHUB BHUpPYCa TPHUMNA NyTEM WHTHOHUPOBAHUS
AKTUBHOCTH K3TI-3aBHCUMON SHAOHYKJeas3bl. B onyOnnkoBanHoii 3asBke PCT WO 2019/144089
BIEPBble OBUIM ONMUCAHBbl HOBBIE TE€TEPOLMKINYECKUE COCIUHEHHS B KAdyeCTBE MOLIHBIX
MHTHOUTOPOB K3M-3aBUCUMOH 3HAOHYKJea3bl. OOHAKO OJHHUM W3 OCHOBHBIX OrPaHUYEHUM,
CBSI3aHHBIX C 3TUMHU I€TEPOLUKINYECKUMH COCAUHEHMSIMH, SIBJIAETCA UX HU3Kas paCTBOPUMOCTD
B Boge. Ms3-3a moOXol pacTBOPUMOCTU 3aAadeil B OTHOLIEHUWH TIe€TEPOLUKINYECKOTO
COEMHEHUs! SIBISIETCS] pa3padOTKa €ro Kak JIEKapCTBa, KOTOPOE MOXKHO BBOIUTH IEPOPAIBHO.
IlepopanpHOE BBEEHHE OCTAeTCsl HAanOoJIee JKeaTeIbHON JIeKapCTBEHHOH (opMoit n3-3a Ooee
HU3KOH CTOMMOCTHM TMPOU3BOJACTBA B  LEJOM, [MPEANOYTeHUH MalUeHTOB U JIHI,
OCYLIECTBISIFOIIMX YXOZ, W B LEJOM Oojiee BBICOKMX TOKa3aTejed COOMIONEHUS peKuMa
neueHusi. IlosToMy I8 HOBOrO JIEKAPCTBEHHOTO BEIIECTBA BAXXHO HAWTH TMOAXOIALIYIO
nepopaibHyro Gopmy Ha sTanax pazpadorku. Hacrosinee n3oOpereHre OTHOCUTCS K pa3padoTke
NEepOpabHOTO TBEPAOr0 COCTaBa U3 TeTePOLUKINYECKUX COEJUHEHHH, PpacKpbITbIX B

WO 2019/144089.

Kpatkoe onmcanmne n3odpereHus
Hacrosimmee nzobperenue odecreunBaer aMOphHYIO TBEPAYIO TUCTIEPCHIO, COAEPIKAIIYIO
WHTHOUTOP K3T-3aBUCUMON SHIOHYKJIEA3bl HIH ero (hapMaleBTHUECKH MPUEMIIEMYIO COJb, WU
€ro MpoJIEKapCTBO ISl IEPOPATILHOTO BBEACHHUS. B OJTHOM acrmekTe Takke MpeioskeH crnocod ee

MOJIy4EHUS].
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B nmpyrom acmekre HacTtosmiee ~M300peTEHHE  OTHOCHUTCS K INE€POPATBHOM
(apManeBTUYECKON KOMITO3ULINHU, COoAepkKameld aMopQHYI TBEPAYIO AHCIEPCHIO HHTHOWTOpPA
K3M-3aBUCUMON 3HJIOHYKJIEa3bl WM ero (papMaLeBTHYECKH NPUEMIIEMYIO COJb, WJIH €ro
IPOJIEKAPCTBO.

B eme ogHOM acnekTe HacTosiiee H300peTeHne NOTOIHUTENBHO 00eCeYHBaeT Cocod
JeYeHUs] WIM TPEeNOTBPALIeHUs] BHUPYCHOH uH(pexkunn/3adoneBanust (Hampumep, TPUIIA),
BKJIFOUAIOLIMI BBEICHUE TepaneBTuuecku 3(dexkTruBHOro kKojmdectBa amopdHO# TBepaoi
AWCTIEPCHU HJTH TEPOpaNbHON  (papMaleBTUYEeCKOH KOMITO3MLIUK HYKAAIOIIEMYCS B 3TOM

CYyOBEKTY.

ITonpobHoe onucanue n3obpeTeHus

Jns oOnerdeHus MOHUMAHUS W300PETEeHUs, HM3JIOKEHHOTO B HACTOSIIEM JIOKYMEHTE,
HIDKE ONpesieNieH psiJi TEPMUHOB.

Kak npaBuiio, TepMUHOIOTHS, HCIIONB3yeMasl B HACTOSIIIEM JOKYMEHTE, 1 JabOopaTOpHbIe
NPOLEAYPsl B OPTaHUYECKOH XMMHUH, MEAMLMHCKOW XUMHUHM U (PapMaKOJOrWH, ONHCAHHBIE B
HACTOSIIEM JOKYMEHTE, XOPOIIO U3BECTHBI U MIMPOKO HMCIONB3YIOTCS B NaHHOW obmactu. Ecim
HE YKa3aHO WHOE, BCE TEXHHUUECKHE M HAyYHbIE TEPMUHBI, HCIIOJIb3yEeMbIe 371€Ch, OOBIYHO UMEIOT
TO JK€ 3Ha4eHHEe, KOTOPOe OOBIMHO MOHMMAETCS CIELUAINCTOM B O0OJIACTH TEXHHUKH, K KOTOPOH
OTHOCHUTCSI HAaCTOsIIee N300peTeHHE.

TepmuH «pUOIU3UTENPHO» O3HAYAET, YTO KOHKPETHOE 3HAUSHNE HAXOIUTCS B TIperenax
IPUEMJIEMOrO JHana3oHa MOTPEIIHOCTH, ONpPEAeSeHHOrO CHEeLMalNCTaMHi B JaHHOH obiactu
TE€XHHUKH, KOTOPBII YaCTHYHO 3aBUCUT OT TOTO, KAK 3HAYEHUE U3MEPSIOT WU ONpPENesstoT, T.€.
OT OTrPaHMYEHUN H3MEpPUTENIbHON cuctemsl. Mcnonb3yemblli B TaHHOM JOKYMEHTE TEPMUH
«U3MepsieMOe WM  BBMUCIISIEMOE 3HAaueHue, Takoe Kak KOJIMYEeCTBO, BpEMEHHas
MPOAOCKUTENBHOCTD, KOHLIGHTPALMsl, COOTHOLIEHHE W T.IL» MOXET BKIIOUYaThb OTKJIOHEHUS
+20%, £10%, +5%, +1%, unu +0,1% OT yka3aHHOTO 3HAYEHUs, MOCKOJbKY TaKUE OTKIOHEHUs
TIOZIXOJIAT JJIsI BBITIOJTHEHUS] PACKPBITBIX CITOCOOOB.

TepMUHBI «JIEUUTHY, «IEUEHUE» U «U3JIeUeHHE», UCIOJIb3yeMble B IaHHOM JOKYMEHTE,
BKJIFOUAIOT OOJIErYeHHe WM YCTPAaHEHHE PacCTPOMCTBA, 3a00NI€BaHMS WM COCTOSHUS HIIH
OJTHOTO M OOJiee CUMITOMOB, CBSI3aHHBIX C PACCTPOHCTBOM, 3a00JIEBAHHEM WJIM COCTOSTHHEM,
WM oOJlerdyeHne WM yCTPaHEeHHe MPUYUHBI (IPUYHH) CAMOTO PacCTPOMCTBa, 3a00IeBaHMs WA
COCTOSIHUSL.

TepMuHBI «IPENOTBpAINATEY, KIPEAOTBPALICHUE) U «IPOPIIAKTHKA», HCIIONb3yEeMbIE B
HACTOSAIIEM JIOKYMEHTE, PEAHA3HAYEeHbI U1 BKIIIOYEHUs C110c00a OTCPOUYKU W/UJIH YCTPAHEHUS

Hauyaja paccTPONCTBA, 3a00JE€BaHUS WJIU COCTOSIHMS W/HIIM COMYTCTBYIOIIMX €My CHMIITOMOB,;
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NPEAOTBPALIEHNST BO3HUKHOBEHHUS y CYOBEKTa pacCTpOiicTBa, 3a00eBaHNS HIIM COCTOSIHUS, UITH
CHIDKEHHSI PHCKa BOSHUKHOBEHUS Y CyOBEKTa pacCTpONCTBA, 3a00I€BaHNS WIIN COCTOSTHUSL.

Hcnonp3dyeMble B HACTOALIEM JOKYMEHTE€ TEPMUHBI (IALUEHT», «HHIUBUAYYM» WIIH
«CyOBEKT» OTHOCATCS K YEJOBEKY MJIM MJIEKOIUTAIOIEMY, OTJIMYHOMY OT 4esloBeKa. TepMHUHbI
«TALMEHTY», «UHIUBHAYYM» MU «CYOBEKT» MOTYT HCIIOIb30BAThCS B3aMMO3aMEHSIEMO B 3TOM
ONMCAaHUM. B ONHOM BOIJIOINEHMM NALMEHT, UHAUBUAYYM WIH CyOBEKT NMpeAcTaBysieT coOOH
YeJIOBeKa.

Hcnonp3yeMblii B HACTOSIIEM JOKYMEHTE TEPMHH «TEepameBTUYECKH 3(PPEKTUBHOE
KOJINYECTBO» OTHOCUTCSI K KOJHMYECTBY AaKTHBHOTO COCOMHEHHUS, JOCTATOYHOMY JUIS
NPEAOTBPALICHUST MPOTPECCUPOBAHMS MM OOJIErdeHHUsT IO HEKOTOPOH CTENeHH OJHOTO WJIH
OoJiee CHMITTOMOB pacCTPONCTBA, 3a00JIEBAHNUS HITH COCTOSTHUS, TIOJIBEPTaeMOr0 JICUEHHIO.

Hcnonp3yeMblii B HACTOALIEM IOKYMEHTE TEPMHUH «(papMaleBTUYECKH NPUEMIIEMBIH
HOCHUTEIIbY» OTHOCUTCSI K MaTepUally WM HOCHTENIO, YYaCTBYIOIIEMY B MEPEHOCE MIIN TOCTABKE
COEAMHEHUs], TIOJIE3HOTO MPH BBEACHUU BHYTPb HJIM HAPY)KHO MAIMEHTY, TAaK YTO OHO MOXKET
BBITIOJIHSITH CBOKO TPEANOJIaraeMyr0 (PyHKIHIO U HE YCTpaHseT OMOJIOTHYECKYI) aKTHBHOCTH
BBOIIUMOTO coefnHeHus. B omHOM BomomeHny ¢apMaleBTHUECKH NPUEMIIEMbIi HOCHTENb
npeAcTaBisieT OO0 monumep.

Hcnonp3yeMblii B HACTOALIEM AOKYMEHTE TEPMUH «OIUH WUIHM 0OJee» WM «OIUH HIIH
MHOKECTBO» OTHOCHUTCS JTHOO K OAHOMY, JIUOO K KOJIMUECTBY OOJblile eAMHULIBI (Hanpumep, 2, 3,
4,5, 6, 7 unu Oonbine). TepmMuH «omuH WU Oojiee» WM KOAWH WM MHOXECTBO» MOTYT
HCTIOJIb30BAThCsl B3aMMO3aMEHEMO B 3TOM OIHUCAHUU.

Hcrionb3yeMblii B HACTOSIIEM JOKYMEHTE TEPMHH «TaJIOT€H» OTHOCUTCA K PTOPY, XJIIOpY,
Opomy wiu Hony.

Ucnone3yemblii B HacTosimieM aokyMmMeHTe TepMuH «Ci4 amkmmy wim «Ci.g amkum
OTHOCHUTCsI K HACBILIEHHOW YIJIEBOAOPOAHON IPyIIE ¢ NPsIMOM WM PA3BETBJICHHOW LEMBIO,
coxepskamieit ot 1 1o 4 (Hanpumep, ot 1 10 2 u ot 1 1o 3) wm ot 1 no 8 ( Hampumep, ot 1 10 3,
or 1l no4,0or1 005, orl no6wuorl go7)aromoB yriepona. [Ipumepsl ankuia BKIFOYAIOT
METWJI, 3THJI, H-TIPOMWJ, H3OMPOIWI, H-OYTWJ, H300YyTHII, BTOP-OyTHJI, TPEeT-OyTHJI, TEHTUII,
TeKCHJI, TeTITHII, OKTUJ U T.II.

Hcnonp3yeMblil B HACTOSIIEM JOKYMEHTe TepMUH «C1.4 aIKOKCUI» OTHOCHTCS K TPYIIIe
-OR? rne R? mpencrasnsier coboii Ci.4 ankm. [Ipumepsr Ci4 aqKOKCHIIA BKITFOYAIOT METOKCHII,
STOKCWJI, H-TIPOTIOKCHJI, H3OINPOMOKCHJ, H-OYTOKCHJ, H300yTOKCHJI, BTOP-OYTOKCHII, TpET-

OYTOKCHII U T.II.
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Hcnonb3yeMblil B HacTOsIIEM AOKyMeHTe TepMUH «C1.4 alKUJIAMUHOTPYINA» OTHOCUTCS
x rpyrmne -NHR®, rne R® npencrasnsier coboit Ci ankun. ITpumeps! Ci alKuIaMUHOTPYTIIEL
BKJIFOYAIOT METHUJIAMUHOTPYIIIY, STUJIAMUHOIPYIITY, U30NPONUIAMUHOTPYINY U T.II.

Hcnonp3yeMblii B HACTOSIILIEM AOKYMEHTE TEPMHUH «KapOOLMKI» OTHOCUTCS K 3-16-
YJIEHHOW LMKIMYECKOH YIJIEBOZOPOAHOI IpyIIe M BKIKOYAET apOMaTHYECKUH KapOOLMKI M
HeapoOMaTHYECKUH KapOOLMKII.

Ucnonbp3yeMblii B HACTOSILIEM JOKYMEHTE TEPMHH «apOMAaTUYECKH KapOOIMKID»
OTHOCUTCS K LUKJIMYECKONH apOMaTUYeCKON YIJI€BOAOPOAHON Tpymme, KOTopas MPeACTaBlseT
co0OH MOHOIMKJI MJIM TOJIMLUKJ, MMEIMWNA 1Ba Wik Oosee konel. [Ipumepsl BKIIIOYAOT
OeH3ou1, HaTaTMH U aHTpaLEH.

Hcnonp3yeMblii B HACTOSIIEM JOKYMEHTE TEPMHH «HEAPOMATHYECKUN KapOOIIMKID»
OTHOCHUTCSI K HACHIIIEHHOMY KapOOLMKIY WJIM HEHACHIIEHHOMY HEapOMAaTUYECKOMY
KapOOLMKITY, KOTOPBIN SIBJISETCSI MOHOLMKJIMYECKHM FJIH COCTOMT W3 JBYX WIIM Oojiee KOJeL.
«Heapomarndecknii kapOOLUKI», COCTOSIMUHA W3 OBYX Wi Ooyee KOJel, BKJIIOYAeT
KOHJICHCUPOBAHHYI0 LUKJIWYECKYK) TPYMNIy, B KOTOPOH HEapOMATUYECKUNH MOHOLUKINYECKHU
KapOOLMKI WM HEAPOMATHUYECKHH KapOOLMKI, COCTOALIMA M3 IBYX Wi Oojee Kouel,
KOHJIEHCHPOBAH C KOJIBLIOM BBIIIEYKA3aHHOTO «apoMaTtndeckoro kapborukia». Kpome Toro,
«HEApPOMAaTUYECKUH KapOOLMKI», COCTOSIIMN W3 IBYX WINM 0ojiee KOJel, TakkKe BKII0YaeT
MOCTHKOBYH) KOJIBLEBYK) CUCTEMY U CIIUPOKOJIBLIEBYIO CUCTEMY.

Hcnonb3yeMblii B HACTOsIEM JOKYMEHTE€ TEPMHUH «TETEPOLUKI»  BKJIIOYAET
apOMaTHYECKUH FeTePOLIUKI U HEapOMAaTHUYECKUIN TeTePOLIUKIL.

Hcnonp3yeMblli B HACTOSLIEM JAOKYMEHTE TEPMHH «apOMATHYECKUN TIe€TEePOLIUKII»
OTHOCUTCsI K apOMAaTHYE€CKOMY KOJIbIly, KOTOPOE SIBJISI€TCS MOHOLMKINYECKUM WM COCTOUT U3
IBYX WK OoJjiee KOJIeL, COAEpIKALIMX OAWH MM HECKOJBbKO TIeTepOaTOMOB, HE3aBHUCHMO
BeIOpaHHBIX U3 O, S 1 N. KApOMaTHUECKUH reTepOLMKIIIITY U3 ABYX WIH 0OJiee KOJeL BKIIFOUAeT
KOHJICHCUPOBAHHYI0 LUKINYECKYK) TpPYIIy, B KOTOPOM apOMaTU4YECKUH MOHOLUKINYECKHUU
TeTEPOLMKIII WA apPOMATHYECKHH TeTEPOLMKIIMI, COCTOSIIUN M3 JBYX WM Oojee Kouer,
KOHJIEHCHPOBAH C KOJIBLIOM BBIIIEYKA3aHHOTO «apOMATHIECKOTO KapOOIIUKITHIIAY.

Hcnone3yeMblli B HACTOALIEM TOKYMEHTE TEPMUH «HEAPOMATHYECKUH TeTepOLUKID»
OTHOCHTCSI K HEAPOMAaTUYECKOMY KOJbLY, KOTOPOE SIBJISIETCS] MOHOLMKINYECKUM UJIU COCTOUT U3
IBYyX min OoJiee KOJel, COIepsKaluxX OOUH WK Oosiee reTepoaToOMOB, HE3ABUCHMO BBHIOPAHHBIX
u3 O, S u N. «<HeapomaTHuecKkuii reTepoLUKI» COCTOSALINNA U3 BYX HIIH OOJiee KOJIeLl, BKIIFOUAeT
KOHJICHCUPOBAHHYI0 LUKJIWYECKYK IPYINIy, B KOTOPOH HEapOMAaTUYECKUN MOHOLUKINYECKUI
reTEepOLMKII WM HEAPOMATUYECKMH TIeTepOLMKI, COCTOSINMH W3 JBYX WIM Ooyee KoJel,

KOHACHCHUPOBAH C KOJIbIIOM BBIIICYKA3aHHOTO «KapOMaATUICCKOrO Kap6ou1/11<na»,
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«HEAPOMATHYECKOro KapOOLMKIay HWWIM «apOMaTHYeCKOro rereporukia»y. Kpome Toro,
«HEAPOMATHYECKUIH TeTEePOLMKIIY, COCTOSALIMHA M3 JBYX WM OoJiee KOJell, TAKKe BKIOYAeT
MOCTHKOBYIO KOJIBLIEBYIO CHCTEMY U CIIUPOKOJIBLIEBYIO CHCTEMY.

Hcnonb3yeMblii B HACTOSINEM JOKYMEHTE TepMHUH «(apManeBTH4YeCKd mpuemiIeMast
COJIbY» OTHOCHTCSI K COJISIM COEIMHEHNs 10 HACTOSILIEMY M300pETeHUI0, KOTOPBIE MOAXOIAT JUIs
NPUMEHEHHsT B KOHTaKTe C TKAHSIMU 4YeJIOBeKa M HU3LIMX JKUBOTHBIX O€3 KakoH-mnbo
HEeHa/JIeXKalel TOKCHMYHOCTH, pasfpakeHHs, aJepruueckodl peakuud ¢ T.II. B paMKax
HAaIeKHOW  MENUIMHCKOW OLEHKM JHamna3oHa peakuud. OTOT TEPMHH  BKJIIOYAET
(papMaLieBTHYECKU MPUEMIIEMbIE KUCIOTHBIE QJTUTUBHBIE COJM U OCHOBHBIE a/ITUTUBHBIE COJIH,
KOTOpbIE MOKHO 3(PQPEKTHBHO HCIONB30BATh MO HA3HAYEHHIO U KOTOPbIE COBMECTHMBI C
OINMUCAHHBIMH B HACTOSIIIEM JTOKYMeHTe coenuHeHusMu. O630p GpapMaLeBTUIeCKU MPUEMIIEMbIX
coneit mpencraeneH B S. M. Birge et al., J. Pharm. Sci., 1977, 66, 1-19.

Hcnonb3yeMblii B HACTOSIIIEM JOKYMEHTE TEPMHH «IPOJEKAPCTBO» OTHOCUTCS K
Oroo0paTMMOMy MPOU3BOIHOMY MOJIEKYJIbI JIEKAPCTBEHHOTO CPEICTBA, KOTOPOE MOIABEPraeTcs
(pepMEHTATUBHOMY W/WJIM XHMHYECKOMY TMPEBPALIEHUIO C BBICBOOOKICHUEM aKTHBHOIO
UCXOIHOTO JICKAPCTBEHHOTO CPEICTBA, KOTOPOE 3aTeéM MOXKET OKasbiBaTh TpeOyeMblil
(papmakonoruueckuii 3¢pdext. Hampumep, ucnosb3yemblie B HACTOSILIEM JOKYMEHTE COSAMHEHHS
MOTyT OOpa3oBBIBATH MPOJEKAPCTBA MO THUAPOKCHIIbHBIM (DYHKIIMOHAJIBHBIM TpPYyNIaM ¢
UCTIOJIb30BAHUEM CIIO’KHOA(UPHBIX, AMHUIHBIX, KapOOHATHBIX, KApOOHMIIBHBIX, KapOaMaTHBIX U
T.JI. TPYII B Ka4eCTBEe 00Pa3yIOIUX MPOJEKaPCTBO IPYIIIL.

Hcnonb3yeMblii B HACTOSALIEM JOKYMEHTE TEPMUH «aMOPQHBII» OTHOCUTCS K TBEPHOM
¢dopme MoJeKynbl W/WIM WOHA, KOTOpas He sBisieTcs Kpucramamdeckoil. [loza amopgHOro
TBEPAOrO BEIIECTBA HE UMEET YETKOI PEHTTEHOIPAMMBI C PE3KUMH MaKCUMyMaMH.

Hcnonb3yeMblii B HACTOSIIEM IOKYMEHTE TEPMHH «TBEpHAasi IUCIEPCHS» OTHOCHTCS K
MOJIEKYJISIPHOW ~ JUCTIEPCUM  COEIUWHEHHUs, B YaCTHOCTU JIEKAPCTBEHHOTO BEINECTBA, B
(papMaLieBTHYECKH TMPHEMJIEMOM HOcUTeJde (TakoM Kak mnojumep). TepMuH «TBepaas
AMCTIEPCHsT» B LIEJIOM O3HAYAET CHCTEMY B TBEPAOM COCTOSIHUH, COAEPIKAILYIO M0 MEHbIIEH Mepe
ZIB& KOMIIOHEHTa, B KOTOpPOW OJWH KOMIIOHEHT AMCIIEPTUPOBaH MO CYIIECTBY PAaBHOMEPHO B
APYroM KOMIOHeHTe (KOoMIoHeHTax). Hampumep, TBepable AMUCIEPCUH MOTYT MPEACTABISThH
co0oil AuCTepCcHI0 OTHOrO WM Oojiee aKTHBHBIX HWHIPEAMEHTOB B MHEPTHOM HOCHTENE WIIH
MaTpULie B TBEPIOM COCTOSIHUH, MPUTOTOBJIEHHYIO C IMOMOLIBIO CHOCOOOB pacHbUIHUTEIbHON
CYIUKH, SKCTPY3HU TOPSYEro paciijiaBa, MCEBIOOKMKEHHOTO CJIOS WIH JHOPHIN3ALMN U T.II.
OOpazoBaHue TBEPAOH TUCIIEPCHH MOXET 00ECMeYNTh CPENCTBO YMEHbBLICHUs] pa3Mepa YacTHI]

MOYTH A0 MOJIEKYJIIPHOTO YPOBHSI.
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Kak ucronp3yroT B 3TOM AOKYMEHTE, MOJIUBUHIIITUPPOIINIOH (TaKke Ha3biBaeMblli PVP)
OTHOCHTCsI K BBICOKOMOJIEKYJIAPHBIM CO€AUHEHUSIM, MOJTYYEHHBIM nonumepusanued N-BuHumi-2-
nupposnnoHa. [Ipumepsr nonmusuHunnupponuaona sxiovaror PVP-K17, PVP-K25, PVP-K30,
PVP-K40, PVP-K50, PVP-K60, PVP-K70, PVP-K80, PVP-K85, PVP-K90, PVP-K120, u T.11.

Kax UCIIOJIb3YIOT B 5TOM JIOKYMEHTE, COMOJIUMEP
NOJIMBUHWJIMUPPONIUIOHA/BUHIIaeTaTa  (Takxke HasbiBaemblii [IBII-BA) oTHOCcHTCS K
comosuMepy MoOHOMepoB BuHWiInupponunoHa (BII) u Bunmnaunerata (BA). Ilpumepsr
COMOJIMMEpPA TMOJMBUHIIITUPPONIUAOHA/BUHUIAIeTaTa BKIIHOUaroT PVP-VA64 u 1.1

Kak ucrnonb3yroT B 3TOM [OKYMEHTE, COMNOJUMEP METAKPWIOBONW KHUCIOTBI H
METUJIMETAKPHJIaTa OTHOCUTCS K COMNOJIMMEPY, TOJYYEHHOMY M3 CJIOXKHBIX 3(HPOB aKPUIIOBOH
KHCIOTHI U METakpunoBoii kucnotsl. Eudragit® mpemcrapnser coboii TOPropoe HauMEHOBAHHE
LIMPOKOrO0 aCCOPTHUMEHTA COMOJMMEPOB METAKPWJIOBOM KHUCJIOTBI U METUIMETAKPUIATA.
IIpumepsl cONOIMMEPOB METAKPHUIIOBON KUCJIOTHI U COMOJIUMEPA METUIIMETAKPUIIATA BKIFOYAKOT
Eudragit® EPO, Eudragit® E100, Eudragit® RS100, Eudragit® RL100, Eudragit® L1100,
Eudragit® NE, Eudragit® NM, Eudragit® FS u T.11.

Kak HuCrone3yroT B 3TOM JTOKYMEHTE, MOJUITUJICHININKONb (Takke HasbiBaeMblii PEG)
OTHOCUTCSI K TIOJMMEpY, COAep KalieMy MOHOMEPHBIE 3BEHbs! STHIIEHTIIMKOIS Gopmyisl —O-
CHz-CHz-. Tlpumepsr nonustunenrinukons Bxmodaror PEGI000, PEGI1500, PEG2000,
PEG2500, PEG3000, PEG3350, PEG3500, PEG4000, PEG5000, PEG6000, PEG8000 u T.11.

Kak wucnonp3yloT B 3TOM  JOKYMEHTE, CONOJMUMEp  MOJMUITHIEHOKCHUAA U
MOJMIPONMIEHOKCUAA OTHOCUTCSI K CONOJUMEPY, KOTOPBII MMEET KaK MOHOMEDHBIE 3BEHbS
STUJIEHOKCUA, TaK W MOHOMEpHBbIE 3BE€Hbsl MpomuieHokcuna. lloaxoasmue cononumepsl
NOJIMATHJIEHOKCUAA W TOJUIPONMICHOKCUIA MOTYT HMETh JIIOOYI JUIMHY LEeNH WM
MOJIEKYJISIPHYIO MAaCCy U MOTYT BKJIFOYATh pa3BeTBIeHHs . KOHIIBI [IenMU MOTYT UMETb CBOOOIHBIE
TUAPOKCHIIbHBIE TPYIIBl WJIM MOTYT HMETh OJHY WU OoJiee THAPOKCHIBHBIX TPYIIIL,
STepU(PUIMPOBAHHBIX HM3IIUM AJKWIOM WM KapOokcwibHOW rpymmoi.  Comnoimmepsl
MOJIUSTUIEHOKCUAA W TOJUIPONWIEHOKCHIA MOIYT TakkKe BKJIKYaTb APYTHME€ MOHOMEDH,
KOTOpBIE COTIOJIMMEPU3YIOTCS U O0Pa3yIOT YacTh OCHOBHOW LieNH. B HEKOTOPBIX BOILIOIIEHUSIX
COTIOJIIMEP TMOJHUSTWIICHOKCHIA W TOJHIpOIniIeHokcnna Bbimyckaercsi BASF Performance
Chemicals mox ToproBeiM HamMeHoBaHHeM Pluronic® u comep:kHT TpymIy MOBEPXHOCTHO-
aKTHBHBIX BELIECTB, 0003HAUEHHBIX HA3BAHHEM, TPUCBOSHHBIM Acconnarnuei no nap@romepHo-
KocMeTnueckuM ToBapaM u aymucteiM BemmectsaMm (CTFA), Poloxamer 108, 124, 188, 217, 237,
238, 288. , 338, 407, 101, 105, 122, 123, 124, 181, 182, 183, 184, 212, 231, 282, 331, 401, 402,
185, 215, 234, 235, 284, 333, 334, 335 u 403.
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Hcnonp3yeMyro B 3TOM AOKYMEHTE I'HIPOKCHUITPONIIILEIUTION03Y Takke HasbiBatoT HPC.
ITpumeps! rugpokcunponuanenatonaossl skmoyvaror HPC-SSL, HPC-SL, HPC-L, HPC-M, HPC-
H u T.0. B COOTBETCTBUU C UX CPEIHEN MOJIEKYISIPHON MAaCCOU.

Hcnonp3yeMyro B 3TOM TOKYMEHTE THAPOKCUIIPONUIMETHILEIUTION03Y TakKe HAa3bIBAIOT
HPMC. Ilpumepsr rumgpokcunpornuiamermiieuioiossl Bkiaodaror HPMC E3, HPMC ES,
HPMC E6, HPMC E16, HPMC E30, HPMC E50, HPMC ES5S0Lv u T.11. B 3aBUCUMOCTH OT HX
BSI3KOCTH.

Kax UCTIONIB3YIOT B 5TOM JIOKYMEHTE, areTaT-CyKIHHAT
TUAPOKCUIIPONTMIMETIIILEIUTIONO3bl  (Takke HasbiBaeMbli HPMCAS) oTHocuTcst K cMmecH
CJIOJKHBIX 3¢pupoB YKCYCHOM KUCJIOTBI u MOHOSTHTapHOH KUCJIOTBI c
TUIPOKCUIIpONTUIMeTHIILeTI0N030i. B ogHoM Bomnomennn HPMCAS Bkirodaer pasiuuHble
tunbl, Takue kak HPMCAS-LF, HPMCAS-LG, HPMCAS-MF, HPMCAS-MG, HPMCAS-HF,
HPMCAS-HG u ..

Hcnonp3yemMblii B 3TOM JOKYMeHTE (pTanaT ruApOKCHIIPONMMIMETHIILEIUTIONO03bl TAaKKe
HaspiBatoT HPMCP. IIpumepst HPMCP Britouatror HPMCP HP-50, HPMCP HP-55, HPMCP
HP-55S ut.o.

B onmHoM acmekte HacTosmee u3oOpereHue oOecrednBaeT aMOpPHYIO TBEPIYIO
IVCTIEPCUI0, COMEPIKALIYI0 HMHIHOUTOP KAM-3aBHCUMOM SHAOHYKJIEAa3bl Ui IEPOPaIbHOTO
BBEJICHHUS, TIe HHTHUOUTOP K3T-3aBUCUMOM SHIOHYKJIea3bl npeacrasiieH ¢opmysioit (1) wim ero

(apmaLeBTHYECKH TPUEMIIEMON COJIBIO!

rne
G npencrasnsier coOO0M BOXOPOX MIIH TPYIINY MPOJIEKAPCTBA,

R1 mpencrasnsier cobotii rajoren, aeiirepuii win Ci.4 aaKu,

m mpeacTaBisieT coOoi nenoe uuciao ot 1 1o 9, u

3Be3104Ka (*) mokaspiBaeT XUpANbHbBIN [EHTP.

B omaom Bommomenun Ri mpexncraBmsier coOoil ramoreH, aedTtepuil miam Metwl B
apyroMm BoruomeHun Ri mpexacraBisier coOoil ramoreH wid Aeirepuil. B eme omHOM
BoriomeHnu Ry npencrasnser codoii pTop uinm nerrepuil.

B oxpHOM Bomutomenuu ukindeckas rpynmna B gpopmyie (1), npencrapneHHast GopMyJIoi:



MPENCTaBisieT COOON LUKIMYECKYIO TPYIINY, MPEACTaBICHHYIO

v

Y

F
e S D

000N U3 CIENYIOIIUX CTPYKTYP:

2

; G mpencrasysier coboii Bogopon muin -C(R2R»7)-O-C(=0)-0-R3; kakmwiii
u3 R, u Ry’ HesaBucumo mpexacrasisier codoit Bogopon wim Ci4 amkuni, u R3 mpencrasisier
coboit Ci.4 anmku.

B oxsoM Borutomennu m cocraBisier 1,2, 3,4, 5,6, 7, 8 unu 9.

B onnom Bomomennn G BbIOpaH U3 rpymmsbl, cocrosiiei n3 Bopopoaa, -C(R2R»7)-O-

C(=0)-R;, -C(R2R27)-0-C(=0)-0-R3, -C(R2R27)-0-C(=0)-C(R2R2’)-NR4-C(=0)-O-C(R2R>’)-
O}o
Oz

R3’, -C(R2R27)-C(R2R2)-0-C(=0)-R3,-C(R2R2°)-R3’, -C(=0)-R3, -C(=0)-NR3R4 u ¥ , TIe
kaxneiid u3 Ra, Ry’ 1 R4 He3aBucumo npencrasiisier codoit Bomopon win Ci.g aaKuT;, KOKAbIH 13
Rs; u R3’ HesaBucumo mnpexacrabnsier coboit Cig ankumn, Cs.o kapOoumknun win Cs.io
rerepouukiwi. B gpyrom Bomnomenun G BbiOpan u3 Bojopona, -C(R2R»’)-O-C(=0)-Rs,
-C(R2R»7)-0-C(=0)-0-R3,-C(R2R»’)-R3’, -C(=0)-R3 u -C(=0)-NR3Rs. B eme oxgHOM
Bomutomennu G npeacrasisier codboii Bopopona -C(R2R»7)-0O-C(=0)-0O-Rs.

B onnom Bomomennn kaxknaeii m3 Rz, R’ u R4 HesaBucumo mpexacrabnsieT coOOi
Bonopoa wiu Ci4 ankuwn B gpyrom Bomnomenun kaxaeii u3 Rz, R2” u Ry HesaBucumo
NpeAcTaBysieT COOOH BOAOPOA, METHJI, STHJI, IPOITHIT WIIA U3OTIPOITHIL

B onnom Bormuomennu R3 mpencrasisier codoii Ci.4 ankun. B ngpyrom orutomennn Rs3
NpeACTaBysieT COOONH METHII, 3TUJI, TPOIFJI HJTU TeITHIL.

B omgnom Bomnomennn R3;’ mpencraensier coboit Cs.io kapOommkmmin. B apyrom
Borutomennu Rz’ mpencrasisier coboii apui. B eme ogHom BomuomeHnun R3’ mpencrasisier

co0oii peHus.
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B omnom Bomnomenun coepmnenue Qopmynsl (I) mpencrasisier codoit 17-((11S)-7,8-
mudrop-6H,11H-nubenso[b,e]tnenun-11-mn)-1",2’-quruapo-5’ -ruApOKCH-CIUPO[ LUKIIOMPOTIaH-
1,3’-(3H)mupuno[ 1,2-bnupunasus-4’,6’-110H UM ero papManeBTHIeCKH IPUEMIIEMYIO COJTb.

B omnom Bomnomenun coepunenue Qgopmynsl (I) npencrasisier coboit [1-((11S5)-7,8-
madrop-(6H,11H-mubenso[c,fltuenun-11-nn))-4,6-nuoxcosnupol 1,2,3,9-
teTaprugponupuanHo| 1,2-e]mupunasun-3, 1'-nukionponat |-5-uaokcu |MeTuiMeTokcuopmar
WM ero (papMaLeBTHUECKU PUEMIIEMYIO COJIb.

B HEKOTOPBIX BOIUIOIIEHUSX COEAMHEHHUS IO HACTOSIIEMY M300pPETEeHHI0 MOTYT OBITh
NOJIy4€Hbl B COOTBETCTBMU CO CIOCOOAMU/TPOLEAYPAMH, PACKPBITBIMU B OMyOJHMKOBAHHON
3asBke PCT Ne WO 2019/144089 nnu Ne WO 2021/239126, KOTOpBIE MOJHOCTHIO BKIIFOYEHBI B
HACTOsLIEe OMMCAHUE ITOCPEICTBOM CCBUIKH.

B oxHOM BOImUIOIIEHMM HacToslee H300peTeHHe odecredyrBaeT amMOp(HYK TBEPAYIO
mucriepcuto  coenuHeHust gopmynbl () wnm ero ¢apmareBTUYeCKH MPHEMJIEMOH COJH,
JOTOJTHUTEBHO CONEpIKaIlyo (papMaieBTUYEeCKH MPUEMIIEMBbIH TOJIME.

B npyrom BOMmIOImIEHMHM B HACTOSINEM JIOKYMEHTE packpbeita amopdHas TBepnas
aucrepcusi, conepxkamasi coenuHerrne Gopmynbl (I) uam ero ¢papmaneBTHYECKH TPUEMIIEMYIO
coib W (papMaleBTUUECKH TMPHEMJIEMbIH monumep, rae coexauHeHue (opmyner (I) umm ero
(dapmMarieBTHIECKH TIpUEMIIEMast COJIb AUCIIEPTHPOBAHBI B MMOJUMEPHON MaTpuIle, 00pa3oBaHHON
(apMareBTHIECKH MPHUEMIIEMBIM MTOJUMEPOM B €TI0 TBEPIOM COCTOSIHHH.

dapManeBTUUECKH TPUEMJIEMBII TTOJNIUMEP, HCIOJb3yeMbli B aMOp(HOW TBEpAOi
IVCTIEPCUH 10 HACTOSIEMY HM300pPETEHHUIO, MPENCTaBIsAeT COOOH BOAOPACTBOPUMBIN IMOJIUMED.
Ilonxopsamuii BOAOPAaCTBOPUMBINM MOJHUMEP AOKEH JEUCTBOBATh KaK BOJOPACTBOPUMBIN
HOCHUTEJIb, YTOOBI MPUAATE THAPOPUIBHOCTD AKTUBHOMY MHIPEAHEHTY, TEM CaMbIM YJIy4IIasi €ro

pPacTBOPUMOCTh, a TaKXe OH IIOMOTaeT NOAJEPKUBaTh TBEpAble AHCIEPCUU B amMOppHOM
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cocTosHUU. HekoTopele pacmpocTpaHeHHbIE NPUMEPbl  BOAOPACTBOPUMOIO  MOJUMEpa
BKJIFOYAIOT, HO HE OIPAaHHYMBAIOTCS MEPEYMCICHHBIM, BUHIIOBBIE TOJIUMEPHI U COMOJIUMEPHI,
noymuBuHUIIUpponuaoH (PVP), cononumep nomusuHMmupponuaoHa/suaunanerara (PVP-VA),
NOJMBHHUIIOBBIE ciupThl (PVA), comonumMepbl MOJUBUHIIOBOTO CIIUPTA U MOJMBUHHUIIALIETATA,
COIOJMMEPBl  NOJHMATWIEHA U  NOJUBHUHUJIOBOTO  CHUPTA, IOJUBUHWIKAIPOJNAKTAM U
NOJMBUHUJIALIETAT, TPUBUTON  COMOJUMEP  IOJMBUHUJIKANPOJIAKTaMa-TNOJIMBHHUJIALIETATa-
NOJIMA THJIEHTJIMKOJIST (Takyke HasbiBaeMbili Soluplus), comomumepsl akpuiaTa U MeTaKpUIIaTa,
COTIONMMEP METAKPUJIOBOM KHCIOTHI M MeTHIMeTakpumaTa (Takoii kak FEudragit®),
nomTiiieHrkonb (PEG), conmonuMeps! MOMMATUIEHOKCHIA U TIOJIHITPOMIIEHOKCHA (TaKKe
Ha3bIBAEMBbIE MOJIOKCAMEPBI), MIPOU3BOIHBIC LEJUTFOJIO3BI, arerar
rugpokcunpormumerineuioao3sl (HPMCA), ruppokcunponmnmverwineionody (HPMC),
ruapokcunpormwineuionody  (HPC), Mermnuemmonosy, TUAPOKCHAITHIMETHIILIEIUTIONO3Y,
TUAPOKCUSTHIILIEIUIIONIO3Y, aleTaT THUAPOKCHATHIILEIUIIONO3b], THAPOKCHI THII3THIILEIUTIONO3Y,
arerTaT-CyKIHMHAT THIPOKCUIIPOTTHIIMETUIILEIUTFO JIO3bI (HPMCAS), ¢ranar
ruapokcunponMermienonossl  (HPMCP), Kollidon SR (momuBunmnanerar 80% wu
noymBHHWIIUppouaoH 20%), kapOoxcumerwmTuianewtonody (CMEC), ¢ranar anerarta
LEJUTEFOJIO3bI (CAP), aleTaT-CyKIuHAT LEJUTIOJIO3BI (CAS), anerar-graiar
rugpokcurnporumermineuitoio3sl  (HPMCAP), anerar-rpumenurar  nemwtoso3sl  (CAT),
anerat-TpuMeuiuTaT  rugpokcunpormiamermieionossl  (HPMCAT),  amerar-Oyrupar
kapOokcumeTmueuoio3bl (CMCAB) niu ux coueraHusl.

B onmHOM BoIUIOmEHNN (hapMaLeBTHYECKH MPUEMIIEMbIH MOJMMep MPEeACTaBIseT CoOOH
NOJIMBUHUJIITUPPOIUAOH/ BHHUIALIETAT (PVP-VA), IPUBUTOMN COTIOJIUMEDP
MOJIMBUHUJIKATIPOJIAKTaMa, MOJMBUHINIALIETATa U mojaudTuiaeHraukons (Soluplus), comonumep
METaKpPHJIOBOW KHCJIOTBI M METHIMeTakpuiata, rugpokcunpormiieionody (HPC), anerar-
CYKLIMHAT TUAPOKCUITPONUIMETHIILEIITIOJIO3bI (HPMCAYS), ¢ranat
ruapokcunponmwiMeTiiiesuirono3sl (HPMCP), nommstunenrnukons (PEG) nimm Kollidon SR. B
APYroM BOIUIOIIEHUH COTOJIMMEDP NMOJUBHHIJIITHPPOIHAOHA/BUHIIIAIIETATa IPEACTABISIET COOOH
PVP-VA64, HPC npencrasnsier codoiit HPC-SSL, HPMCAS npencrasnsier cobori HPMCAS-
MG wmu HPMCAS-HG, HPMCP mnpencrasnsier coboit HPMCP HP-55, PEG mpencrasnsier
coboit PEG3350, a comonumep MeTakpuIoBOi KUCIOThI mpeacTasnser coboii Eudragit® EPO.

B onHOM BomIIOImEHNH (papMalieBTUYECKH MPUEMIIEMbII TOJMMEpP MPEnCTaBisieT coO0H
NPUBUTOH  COTMOJNIUMEpP  MOJUBHHUJIKAIPOJIAKTAMA-TIOJMBUHIIALIETATA-TTOJUI TUIICHIJIUKOJIS,
ruapoxcunponumineuionody (HPC) wnm anerar-cykuHaT UIPOKCUIPOIHIMETHUIIIEIUTFOIO3bI
(HPMCAS). B npyrom BoromeHuu $papMaleBTUYECKH MPUEMIIEMBIH MOJUMEP MPENCTABISET

coboii l'IpI/IBI/ITOI‘/'I COIMOJINMED MOJIMBUHUJIKAIIPOJIaKTaMa-IIOJIMBUHUJIALICTATA-
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nojuytanenriaukons, HPC-SSL, HPMCAS-MG unmn HPMCAS-HG. B eme ogHOM BOILIOIEHUH
dapManieBTUYECKH TPUEMJIEMBIH TOJUMEp MpPEACTaBlIseT COOOH MPHUBHUTOH COMOJIHMED
NOJIMBUHWJIKANPOIAKTaMa-oJIMBUHMNaLeTaTa-noansTuaeHraukons nmi HPC-SSL.

B onHOM BomomeHun ¢papManeBTUYeCKH NMPUeMIIEMbIi TIOJIMMEpP MPEenCcTaBiseT coOoi
NPUBUTON COMNOJMMEP MOJUBHHUJIKANPOJAKTAMa-NIOJNBUHUIIALIETATA-IIOUATUIICHIINKONA. B
APYyroM BOIUIOLIEHUH (hapMalleBTUYEeCKH MpPUEMJIEMbI TOJUMep mnpenctasisier coboir HPC-
SSL.

B omHOM BOIMJIOLIEHWHM B HACTOSIIIEM JOKYMEHTe packpeita amopdHas TBepnaas
aucnepcusi, conepxkamasi coenuHerne Gopmynbl (I) uau ero papmManeBTHUECKU TPUEMIIEMYIO
coimb U (papMaLEeBTUYECKH TPUEMJIEMBbIH TOJHMEpP, TIAE€ MAacCOBOE OTHOIICHHE COEIUHEHHS
dbopmysl (1) wu ero GapmaneBTUYECKH TPUEMIIEMON COH K (apMalleBTHYECKU MPUEMIIEMOMY
nojauMepy cocrasyser npumepno 4:1, 3,5:1, 3:1, 2:5:1, 2:1, 1,5:1, 1:1, 1:1,5, 1:2, 1:2)5, 1: 3,
1:3,5, 1:4, 1:45, 1.5, 1.5,5, 1:6, 1:6,5, 1.7, 1:7,5, 1:8, 1:8,5, 1:9, 1:9,5 unu 1:10. B apyrom
BOILJIOLIEHUH MAacCOBO€ OTHOWeHne coenuHeHus ¢opmynsl (I) mmm ero dapmaunesruuecku
npUeMJIeMON COoNM K (papMaleBTUYECKH MPHEMJIEMOMY IOJIMMEPY HAaxXOOUTCS B AHMAINA30HE
MEKAy JEOOBIMH IBYMS YKa3aHHBIMU BbIIIE OTHOIIEHUSIMH, Hanpumep, oT 2:1 mo 1:7, ot 1:1 o
1:7,0or 1:1 no 1:6,5, or 1:1 no 1:6, ot 1:1 o 1:5,5, ot 1:1 mo 1:5, or 1:1 no 1:4,5, or 1:1 no 1: 4,
or 1:1 no 1:3,5, ot 1:1 mo 1.3, or 1:1 no 1:2,5, or 1:1 mo 1:2, ot 1:1,5 no 1.7, ot 1:1,5 o 1:6,5,
or 1:1,5 10 1:6, ot 1:1,5 no 1:5,5, or 1:1,5 no 1.5, ot 1:1,5 mo 1:4,5, ot 1:1,5 no 1:4, ot 1:1,5 no
1:3,5,or1:1,500 1:3,0or1:2 10 1:5, 01 1:2 o 1:4 un ot 1:2 go 1:3.

B omHOM BomIOmEHMH KojgmuecTBO coeamHeHus ¢opmynsl  (I) wmm  ero
(apMarieBTHYECKH PUEMJIEMOI COJTH B aMOpP(HOI TBEPO# AUCTepcHU 0OBIMHO cocTaBisieT 10-
60%, 10-55%, 10-50%, 10-45%, 10-45%. 40%, 15-60%, 15-55%, 15-50%, 15-45% wmau 15-40%
no macce. Hampumep, komudectBo coenuHenus ¢opmynsl (I) mmm ero QapmauneBTudecku
NPUEMJIEMON COJIM B aMOpP(HON TBEPIOH AuCTepcHH (COAepKaHHUE JIEKAPCTBEHHOTO CPENICTBA)
cocrapysier npumepHo 15%, 25%, 33%, 40% wunmu 50% mno macce. B ogHOM BOMIOmEHUH
amopduass TBepmas naucrnepcuss coenuHenus Qopmynsl (I) wmim ero QapmauneBTHUecKH
npuemjieMoit conu coaepkut 10-60% macc./mMacc. (IPOLIEHTHI MO Macce) COSTUHEHHS (POPMYJIbI
(D) mnu ero apmauesTruecku npuemsemoii conu u 40-90% macc./macc. (POLEHTHI IO Macce)
dapmManieBTHYECKH TMPHEMJIEMOro mosmMepa. B apyrom BomomeHnn amopdHas TBepras
nucnepcusi coenuHerust hopmybl (1) umm ero ¢papManeBTHUECKU MPUEMIIEMON COJTU COAEPIKUT
15-50% wmacc./macc. (mpoueHThI o Macce) coequneHust popmyiiel (I) nmm ero papmareBTHIECKH
npuemjiemoir comu u  50-85% wmacc./macc. (mpomeHThl MO Macce) (apMareBTHYECKH

MPUEMJIEMOTO ITOJIUMEDPA.
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B npyrom acnekre amop(Has TBepaasi AUCIEPCHs], ONTMCAHHAS B HACTOSIIEM JJOKYMEHTE,
MOXeT ObITh BBEIE€HA MEPOPANbHO CYOBEKTY (HampuMep, YeNOBEeKY), HYKOAOIEMYCsl B 3TOM,
IUIS JIEYeHUs] W TPOUIAKTUKY UH(PEKIIUOHHBIX 3a00JI€BAaHUN, TAKUX KaK TPUIIIL.

B opnom Bomsomenun amopgHas TBepAas AUCHEPCHs IO HACTOSINEMY H300pETEHHIO
MOXKET OBITh MPUTOTOBJIEHA CIIOCOOAMM, XOPOIIO H3BECTHBIMH B JAHHOW OOJACTH TEXHHKH,
TAKUMH  KaK  CIOCOOBI  CYIIKM  pacIHbUIEHHEM, OKCTPY3HMHM  TOpsiuero  pacIuiasa,
TICEBIOOKIDKEHHOTO CJIOST WM JHoduiu3anuu. B onHOM BOMIOLUIEHHH aMOP(QHYIO TBEPAYIO
THCTIEPCUIO TOTOBAT CIIOCOOOM PaCIBUIMTENBHOM CYIIKH.

B onHoM BomomeHnH aMOp(HYIO TBEPAYIO JUCIIEPCHIO MO HACTOSAIIEMY U300pPETEHUIO
NOJIy4alOT MyTeM pacTBopeHust coenuHeHuss (opmynsl () wmm ero QapmaueBTudecku
NPUEMJIEMON COJIU B JTOCTATOYHOM KOJHYECTBE OPTaHHYECKOTO PACTBOPUTENS M CMEIIHBAHUS
MOJIYY€HHOTO PAaCTBOpa C PACTBOPOM, COAEPIKAIIUM (hapMalleBTHYECKH MTPHEMIIEMBbIA MOJIMMED.
Takum 06pa3oM MoNyyarT pachbUIsiEMbIHl PACTBOP. 3aTeM PAaCTBOPHUTEIb MOXKHO BBITAPHBATD,
OCTaBJISIsL JIEKAPCTBO JUCIEPTHPOBAHHBIM/PACTBOPEHHBIM B MaTpuile. MOKHO HCIIOJNb30BaTh
000 OpraHMYecKHi pacTBOPUTENb, KOTOPBIA MOXKET pPAaCTBOPSATh WM JAHCIEPTHPOBATH
coequHenne Gopmyisl (I) umu ero gpapmManeBTHUECKU MPUEMIIEMYIO COJIb U (hapMalleBTHYECKU
NPUEMIIEMBI TTOJIUMED, ONUCAHHBIN BhIIe. [IprMepsl OpraHNnYeCcKOro paCTBOPUTENS BKIIFOYAIOT
CIHPTHI C HU3KUM KOJMYECTBOM aTOMOB yrjepoja (HarpuMep, METaHOJ, 3TaHOJ, MPOMAaHOJI,
WIA 30MPOIAHOJ), KeTOH (HampuMep, aleTOH, METHWISTUIKETOH WM METHIN300yTHIIKETOH),
rajoreHajkal (Hampumep, IUXJOPMETaH, XJOpohOpM WM YEThIPEXXJIOPUCTBIM yIJIepon),
YKCYCHYIO Kucioty, stunanerar, N,N-gumerundopmamun, JIMCO, terparunpodypaH wim ux
CMECh.

B onmHOM BoOmIOIIEHMM TIOJy4YeHHe aMOp(QHON TBEPAOW IUCIEPCUM BKJIFOYAET
cnenyromue cranuu: (1) pactBoperue coenuHenus Gopmyibl (I) wim ero gapmaueBTudecku
NPUEMJIEMON CONH U (papMalleBTUYECKH TPUEMIIEMOTO TIOJIUMepa B pacTBopurelie U (i) CylKy
pacTBOpa, MOJyYEHHOTO Ha cTaauH (1).

B onHOM Bommomennu craaus (1) BKIIFOUAET: pacTBOpeHue coenuHenus Gpopmysl (1) mmm
ero (¢apManeBTHYECKH MPUEMJIEMOH COJIM B JOCTATOYHOM KOJMYECTBE OPTraHHYECKOTO
pacTBOPUTENS, PacTBOpPeHHE (PapMaLEBTHUECKH MPUEMIIEMOrO IOJIMMEpPAa B PACTBOPUTENE U
CMELINBAHHE JIBYX PACTBOPOB.

B ongHoM Bomtomenun cramgus (ii) BKIFOYAET pPaCHbUIUTENBHYIO CYIIKY. B nmpyrom
BOIUIOLIEHUH  CcTagust  (11) BKJKOYAET  PACHbUIMTENbHYKO CYLIIKY B  COYETAaHHH C
NICEBIOOKIDKEHHBIM CllIoeM. B npyrom BomutomeHnn craaust (ii) BKJIIOYAET BbIIAPUBAHHE

PaCcTBOPUTEA C UCITIOJB30BAHUEM POTOPHOIO UCTIAPUTEIIA.
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TepMuH «pacTbUIUTENbHAS CYIIKa» HCIIONb3YETCS TPAIULMOHHO U B IIUPOKOM CMBICTIE
OTHOCHUTCSI K TMpOLIECCaM, BKJIOYAIOLINM JpOOJeHHE >KHIKAX CMeced Ha MEJKHE KarllHd
(pactibuieHne) W OBICTPOE YIAJCHHE PACTBOPUTENS] U3 CMECH B YCTPOHCTBE Uil CYLIKU
pacrpiieHneM (Hampumep, B GOPCYHKE), TJie UMEETCsl MOIIHAS JIBIKYINAs CHJIa JJI UCTIApEeHUs
pacTBOpPUTENS U3 Kamnesb. B THIIHYHOM mpolecce pacHbUINTEIbHON CYLIKH UCXOAHAS KUAKOCTb
MOXKET MPEACTABISITh COOOH PacTBOpP, CYCIEH3UIO, SMYJIbCUIO, T'e€lb WM MAacTy, MPH YCIOBHH,
YTO €€ MOXKHO TOAaBaTh HACOCOM M PACIIbLISTh.

CaoticTBa aMOppHON TBEpION AWCIEPCHH MO HACTOSINEMY H300PETEHHUI0 MOYKHO
OXapaKTePU30BaTh C MOMOIIBI0 MHUKPOCKOMHUH B MOsipu3oBaHHOM ceete (MIIC), mopomrkoBoi
pentrenoBckori  mudpakumu  (ITPJ]), TtepmorpaBumerpuueckoro anammsa (TTA) wu
pacnpeneneHus: yactuil mo pasmepam (PUP). Tepmoxumudeckue cBOWcTBa aMOpP(HON TBEpIOi
OUCTIEPCUN aHATU3UPYIOT C MOMOLIBI0 Au((epeHInaNbHOr0 CKaHUPYIOLIETO KaJIOPUMETPa
(ACK). Pe3ynbpraThl OKa3bIBAIOT, 4TO amMop(Has TBepaas aucnepcus coequHenus Gopmyisr (1)
WM ero (papManeBTUYECKH MPUEMIIEMOH COJIM UMEET TOJIBKO OAHY TEMIIEPATyPy CTEKJIOBAHUS U
HE TMOKa3bIBAET HUKAKOIO SHIOTEPMUYECKOTO MUK (MMKA TUIABJICHHS), YTO TIOATBEPIKIAET, UTO
coequHenue Gopmyisl (1) umm ero papmareBTHUSCKH pUeMyIeMasi COJIb SIBJIIETCS aMOP(HBIM B
amopdHOI TBepmol nucnepcuu. IlomydenHas amopdHas TBephas TUCHIEPCHS MOXKET OBITh
BKJIIOUEHA B  COCTaB  (papMaLeBTUYECKMX  KOMIO3MLMH,  0OJamaroIiuX  BBICOKOH
OMOOCTYITHOCTBIO.

B npyrom acnekre Hactosiiee H300peTeHHE TakXKe OTHOCHUTCS K (hapMaleBTHYECKOMN
KOMITO3HLIMH, COAepsKalneil TepaneBTuyecku 3G QekTuBHOE KOMNUECTBO COSNUHEHUs! (POPMYJIbI
(I) nnu ero dapmaneBTnuecky npuemieMoi conu B ¢popme amopHON TBeprol aucnepcuu. B
OHOM BOIUIOIIEHUH (hapMaleBTHUECKHE KOMIIO3HMIMHM, COIEpKalue aMOpP(PHYIO TBEPAYIO
JHCTIEPCUIO TI0 HACTOSIILIEMY M300PETeHHUIO, MPENCTABISIOT COOOM COCTaBbI AJIsi MEPOPATHHOTO
WIM WHTAJSIIUOHHOTO BBENECHUS B (popMe Karcys, TaONeTOK, MOPOIIKOB, IMEJUIET, MHJIIOJIb,
CYCHEH3WH, TPaHyJl WIH CPEACTB Ui MHramsinuu. Popma Mcnoiabp3yeMoi (apMaleBTHUECKOH
KOMITIO3ULIMH  MOKET OBITh IOKpPBITA, HAMPHUMEpP, SHTEPOCOTIOOMUIBHBIM  MOKPBITHEM.
dapmaneBTHYECKHUE KOMITO3UIIMH MOKHO BBOJIUTh B BHJIE OTHOKPATHBIX MJIM MHOTOKPATHBIX 7103
MyTEM MEPOPATHHOTO MITH UHTAJSLIHOHHOTO BBEICHUS.

B oxgHOM BoruTOmEeHN# GapmMareBTuIecKkast KOMIIO3ULUS COOEPKUT aMOP(HYIO TBEPAYIO
OUCTIEPCUIO IO HACTOSAIIEMY HM300PETEHHI0 M BO3MOXKHO OIWH win Ooyiee (hapmaleBTHUECKH
NPUEMJIEMBIX HKCLUIUEHTOB, KOTOpbIe HE O00JanaroT OHOJOrMYECKOW AaKTUBHOCTBIO U He
pearnpyroT ¢ aKTHBHBIM coenuHeHHeM. llpumepbl (apmauneBTHYECKH NPUEMIIEMBIX
SKCLUUIHMEHTOB  BKJIOYAIOT  CBS3YIOLIME,  CIIOCOOCTBYIOIIHME  CKOJIbXKEHHIO  BELIECTBa,

IacTU(UKATOPBL,  COMOOUITN3ATOPDL,  CTAOMIIM3aTOPbI, AHTHOKCHIAHTBL,  pa3baBuTENH,
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MOBEPXHOCTHO-AKTUBHBIC BCLICCTBA, PA3PBIXJIMTEIIN, CMAa3bIBAKOIIUE BCIICCTBA, HAIIOJHUTECIIH,
CMAYMBAIOIIME BELIECTBA, IMOJCIACTUTENH, KPACUTENH, apoMaTH3aTopbl WM UX cMmecu. B
HEKOTOPBIX  BOIUIOIIEHHUSX, KOTJa  KOMIIO3MLMSI — MPENCTaBsieT  COOOW  MOpPOLIOK,
(apMaleBTUYECKH TPUEMJIEMbIHl SKCLMIIUEHT MPENCTaBIseT COOOH TOHKOHU3MEIbYEHHOE
TBEPJOE BEILIECTBO B CMECH C TOHKOM3MEJIbUE€HHBbIM aKTHBHBIM KOMIIOHEHTOM. B HEKOTOpBIX
BOILJIOLICHHUSIX, KOT/Ia KOMIIO3MLIMSI HAXOMUTCS B (hopMe TaOJIEeTKH, aKTUBHBIA KOMIIOHEHT (T.€.
aMOppHYHO TBEPAYIO IUCIEPCHI0) CMEIIMBAIOT ¢  (apMaleBTHUYECKU IPHEMIIEMBIM
SKCLUUIMHEHTOM B TMOAXOISIINX MPOMOPLUSIX U MPeccyroT 1o Tpedyemoii ¢popmbl U pasmepa. B
HEKOTOPBIX BOIUIOIIEHUAX, KOT'Aa KOMIIO3UIUA HAXOOUTCA B (1)opMe KaricyJibl, B HaHHOﬁ O6JIaCTI/I
TEXHUKH HU3BECTHBI KaIICYJIbl Pa3JIMYHBIX THUIIOB. Haan/IMep, MOXXHO HCIIOJIB30BAaTh KallCyJibl U3
TUAPOKCUITPOITIIMETHIILIEIUTIONIO3bI UJIN JKENATHHA.

JIOMIOMHUTEIBHO, HACTOsIIlee H300peTeHHe MOKHO TMOHSTh TMPH  PacCMOTPEHHUH

CICAYHOINX HEOTPAHUYNBAKOLIUX ITPUMEPOB.

ITpumep 1. [Tonyuenne [1-((115)-7,8-nudrop(6H,1 1 H-qubenso|c,fltnenun-11-yl))-4,6-
nunokcoctupo[ 1,2,3,9-rerparuaponupuanto| 1,2-¢ |nupunazun-3, 1'-muknonponat]-
S-unokcu|mMeTunMerokcupopmar (coenrHeHne A)

[1-((11S)-7,8-nudrop(6H,1 1 H-qubenzol c,fltuenun-11-yl))-4,6-nunokxcocnupo[ 1,2,3,9-
teTparuaponupuauHo| 1,2-eJnupunaszus-3, 1'-nukionponat |-5-uaokcu |MeTuiMeTokcudopmar
(coennHeHne A) mojydanu MO MapuIpyTy CHHTe3a M Ipoueaypam, omucaHHeiM B Hsu et al,
WO02019/144089 wumu Chen et al., W02021/239126. Huxe mnoka3aHbl pe3ysbTaThl Macc-
cnektpockonuu (MS) ¥ simepHOro MarHUTHOrO pe3oHaHca coeauHenus A: MS: m/z 541,0
(M*+1); 'H NMR (CDCl5)87,31 (d, 1H), 7,06-7,00 (m, 4H), 6.85-6,84 (m, 1H), 6.73 (d, 1H),
6,03 (d, 1H), 5,96 (d, 1H), 5,80 (d, 1H), 5.49 (d, 1H), 5,15 (s, 1H), 4,13 (d, 1H), 4.05 (d, 1H),
3,87 (s, 3H), 2,91 (d, 1H), 1,95-1,90 (m, 1H), 1,49-1,48 (m, 1H), 0,88-0,76 (m, 2H).

[Ipumep 2. [TonyueHne aMOpQpHBIX TBEPIBIX TUCTIEPCHIA
AmopdHBIE TBEpABIE TUCTIEPCHHU IO HACTOALIEMY H300pPETEHUIO OBLIM MOJYYEeHBI C
MOMOIIBIO  PACTBUIMTEJIPHONW CYIIKH, XOpPOIINO HW3BECTHOH B JaHHOW OOJIACTH TEXHUKH.
Hampumep, cm. Singh et al., Advanced Drug Delivery Reviews, 2016, 100, 27-50. Paznu4yHbie
(dapmaneBTHYECKH TIpUeMiieMble mouMepsl, Takue kak PVP-VA64, Soluplus, HPMCAS-MG,
HPMCAS-HG, Eudragit® EPO, HPC-SSL, HPMCP HP-55, Kollidon SR u PEG3350
UCTIOJIb30BAJIN /IS TIOJTyU€HHUs] aMOP(HBIX TBEPJBbIX AUCHEPCHUIl MO HACTOSIIEMY H300PETEHHIO.

Jnsa monyueHust aMOpPQHBIX TBEPABIX UCIEPCUN HCIIONB30BAIN PACIBUINTENBHYIO CYLIMIIKY
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4M8-Trix. KoHLeHTpaIiio coeuHeHNsI A NPH PacIbUIMTENBHON CYIIKE YCTAHABINBAIHN PABHON
25 wmr/mn. CoenuHeHMe A CMEIIMBAIM C PAa3JUYHbIMU (PapMalEeBTUYECKH TNPUEMIIEMBIMH
MOJIMMEPAMHU B PA3JIMYHBIX COOTHOLIEHUSAX U PACTBOPSIA B PACTBOPUTEIISAX, TAKUX KAK AL€TOH, B
CTEKJITHHBIX OYTBUIAX, YTOOBI MOJY4YMTh pacTBOp Ans noxavu. IlojydeHHBIH pacTBOp A
NOAa4YM MpOMyCKatu depe3 (OPCYHKY B BHAE MENKOPACIBUICHHOW CTPYH B Kamepy, I7e
pacTBOpUTENh OBICTPO HCHapsIcs ¢ OOpa30OBaHMEM YACTHUL], COAEPIKAIIMX COEAMHEHHE A U
COOTBETCTBYIOIIMUM  nonumep. llonydeHHBI  BBICYIIEHHBIH  paclbUIEHUEM  MOPOLIOK

AONOJIHUTECIIbHO CYHIWIN IJIA YOAJICHUSA OCTAaTOYHbBIX paCTBOpHTeHeﬁ B CTaTHYECKOM CYUIUJIKE.

ITpumep 3. OueHkH pacTBOpeHUs

KomnuectBo coenuuaeHuss A (mpumepHo 6 Mr) U amopdHON TBepAOH IUCHIEPCHH
(PKBUBAJICHTHOE MPUMEPHO O MI' COETUHEHHUSI A) B3BEIIMBAIN B OTACIBHONW OYTBUIKE EMKOCTBIO
8 Mt n nobaensmm (uenesast koHueHTpauus 1,0 mr/mu) 6 mon FaSSIF (kuimmeuHast sKuaKoCTb,
UMHTHPYIOIIAsl COCTOsIHME HaTomak). CyCneH3uu NMepeMeIlnBaid ¢ MOMOIIBI0 TEPMOMHKCEPA
npu 37°C u 600 06/mMuH u orOupanu 200 MK CyCrieH3ul Yepes3 3alaHHble HHTEPBAJIbl BPEMEHU
(manmpumep, S mMuH), a 3ateM ueHTpudyruposanu npu 14000 o6/mMuH B TeueHne 4 MuH. 3aTeM
100 wmxn wHamocamouHou kuakoctu pasdaBmsuin S00 mxn LACN (aneronHutpwia) uist
NPENOTBPALICHHs] OCAKIAEHHS U aHAJIU3UPOBaJH ¢ nomolibio BOXKX.

FaSSIF monyuanu cnenyroumm obpasom: 1) momemanu 0,1024 r rugpokcuna HaTpws,
0,7518 r 6e3BonHOTrO nuruapodocdara Hatpus u 1,5470 r xjaopuna HATPHUsI B MEPHYIO KOJIOY Ha
250 mn, noGasisun npuMepHo 225 mut Boas! U goBoawu pH 1o 6,5 ¢ nomompro 1H rugpokcuna
Hatpust wim 1H comstHol kucnotel. JJoBogunu no odvema (250 mut) yucroit Bomoit. 2) 0,4480 r
SIF Powder Original momeranu u pactBopsuti B 100 Mt Oydepa (co cranuu 1) B MepHOI koj0e
Ha 200 M1, 10OaBJISLIA BOMBI 1O HYKHOTO 00beMa M XOPOIIO MePEMEIIUBAIIH.

PactBopuMocTh coenuHeHuss A U aMOp(HBIX TBEPABIX ITUCIEPCHUN, OTOOpPaHHBIX

BpyuHyto yepe3 S u 15 mun B FaSSIF npusenena B Tabnuue 1.
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Tabnuua 1

PacTBopumocTs coenuHerns A u ero amopHoii TBepaoi aucnepcun (ASD)

MaccoBoe  PacTtBopuMOCTb (MKT/MIT)
Ne OTHOLIEHUE
JlexapcTeen-
oopa3-  Cocras HOE CDENCTEO IMonmumep (JIexapcTsen- 5 5
1na pea HO€ CPEeNCTBO: MHH MUH
HIOJIIMED)
1 - CoenuHeHue - - 4,95 4.89
A
2 ASD Coenunennie  HPMCP HP-55 1:1 64,60 12,27
A
3 ASD Coenunenne  Kollidon SR 1:1 16,65 12,46
A
4 ASD Coenunenvie PEG3350 11 6,63 6,51
A
5 ASD Coenunenne  PVP-VA64 11 115,30 10,82
A
6 ASD Coenunenue Soluplus 1:1 131,80 130,00
A
7 ASD Coenunenue Soluplus 1:1,5 128,20 135,10
A
8 ASD Coenunenue Soluplus 1:2 138,30 136,00
A
9 ASD Coemunenne Eudragit® EPO 1:1 65,73 73,08
A
10 ASD Coemunerne  HPMCAS-MG 11 130,90 133,40
A
11 ASD Coemunenne  HPMCAS-HG 11 100,40 102,90
A
12 ASD Coenunenue HPC-SSL 11 112,80 119,10
A
13 ASD CoenunHenvie HPC-SSL 1:1,5 125,80 118,90
A
14 ASD Coenunenvie HPC-SSL 1:3 140,00 75,9
A
15 ASD CoenuHeHue HPC-SSL 1:5 126,30 -
A
[Tpumep 4. UccnenoBanue CTaOMIBHOCTH aMOP(HBIX TBEPIBIX TUCTIEPCHI
Awmopdnbie TBepable aucnepcun xpanmwmn  npu 4°C  (3akpeiteie), 20°C/60%

OTHOCHUTEJIbHOU BJIAJKHOCTH (3aKpbITOE B OTKpbIToe coctosiaue) min 40°C/75% oTHOCUTENbHOU

BIIAKHOCTH (3aKpBITO€ U OTKpbITOoe coctosiHue). Crmycts 10 cyrok wnm 4 Henmenn oOpasibl

HAOJIOTaIM ¢ TIOMOIIBI0 KaMepbl, OMpenejsuld WX XapakTepucThuku wmetomoMm [IPJ wu

aHanmu3upoBasn MetonoM BOXKX Ha 4MCTOTY M KMHETHYECKYIO PacTBOPUMOCTh. Bce obpasiier

AJIsE  3aKPBIThIX YCJIOBI/Iﬁ XpaHCHHUA TMNOMEIIAJIKM B MNPO3PAYHLIE CTCKIIAIHHBIC (1)J'IaKOHbI C

MNpOoKJIaAKaM W 3aBUHYUBAKOIIUMUCA KPBILIKaMH. Bce O6pa3LU:>I AJIsT  OTKPBITBIX yCJ'IOBI/Iﬁ
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XPaHCHUA TOMECIIAJIN B IIPO3PAaYHBbIC CTCKIIAHHBIC q)HaKOHbI 663 KPBbILIKH, a TOPJIBIIIKO (I)J'IaKOHOB
3aKpbIBAJIN ATFOMUHUEBOH (DONIBIOl C OTBEPCTUAMH BO M30EKaHHE NEPEKPECTHOTO 3arpsI3HEHUS,

O6muii yposenb npumeceii (T.e. TRS%, obuiee KOJIUYECTBO COMYyTCTBYIOIUX BEIIECTB)
mis  ATJ] mocne ucnbiTaHud Ha CTaOMIBHOCTH TMoOKasaH B Tabmune 2. Homep obpasma B

TabauLe 2 COOTBETCTBYET HOMepy oOpasia B Tabnure 1,

Tabmuua 2
4°C 20°C/60 % RH 40°C/75%RH
3aKkprIThIi | OTKPBITHIN 3aKpbITHIN
Homep Ucxonuoe | 3AKPBITBIT | o 4 Ha 4 |3aKPBITBIA| 44 10
ofipasna MIOJIUMED Ha 4 Henenu Henenu Ha 4 cyTox”/ 4
HezleNnu HeJleNnu
HeJenu
TRS % TRS % TRS % TRS % TRS % TRS%
HPMCP
2 P55 0,90 - - - 4,72 5,58
4 PEG3350 0,82 - - - 0,86 0,82
PVP-

5 VAGA 0,80 0,78 - - - 1,50
6 Soluplus 0,78 0,77 0,80 - 0,92 1,22

Eudragit® #
9 EPO 0,91 1,46 - - - 45,31

HPMCAS
10 MG 0,78 0,86 1,22 - 3,05 4,48
11 HPMCAS 0,78 - 0,99 1,09 1,95 2,80
-HG

12 HPC-SSL 0,77 0,78 - - - 1,35

Jpyrue BomioueHus
Bce mpusHaku, pacKphITbie B 3TOM ONHMCAHUHM, MOTYT ObITh OOBENMHEHBI B JIOOOH
koMOuHatmu. Kaknpli Tpu3HAK, PaCKPBITBIE B 3TOM OINUCAHHHM, MOXET OBITh 3aMEHEH
ANbTEPHATHBHBIM TPU3HAKOM, CIy)KAIIMM TOW jK€, SKBHBAJEHTHOH WJIM AaHAJOTHYHOW ILIEJIH.
Takum oOpa3oMm, eciu HE YKa3aHO HMHOE, KaXIbli PACKPBITHI TNPU3HAK SIBJISETCS TOJIBKO
NPUMEPOM Psifia SKBUBAJICHTHBIX WIH MOJOOHBIX MPU3HAKOB. 13 BBIIENPUBEICHHOTO ONMUCAHHS
CHEeLHAINCT B JAHHOH OOJACTH TEXHUKH MOXKET JIETKO YCTAHOBHUTBH CYIIECTBEHHbIC NMPU3HAKU

HACTOSIIETO U300PETEHUSI.



DOOPMVIJIA U30BPETEHHA

1. Amopduast TBepmas mucmnepcusi, coaepxkamasi coeauHenue Gopmynbl (I) umm ero

(I)apMaI_IeBTI/ILIeCKI/I MPpUEMJIEMYIO COJIb U q)apMaLIeBTI/ILIeCKI/I HpI/IeMJIeMblfl MoJInMeEp
oG O

rac
G npencraBnsieT coOO¥ BOXOPO MITH TPYIINY MPOJIEKAPCTBA,
R1 mpencrasnsieT cobotii rajoren, aeiirepuii win Ci.4 aaKu,

m mpeAcTaBisieT coOoi nenoe yucao ot 1 1o 9, u

3Be3104Ka (*) mokaspiBaeT XUpaNbHbBIN [EHTP.

2. Amop¢Has TBepnas gucrnepcus mo 1.1, B KoTopol (apManeBTUYECKH MPUEMIIEMBbIH
NOJIMMEpP NPEACTaBIsieT COOOH COmoIMMep MOJUBHHUIMMUPPOINAOHA/BUHUIIALIETATA, TIPUBUTON
COTMONUMEpP NMOJIMBUHUWIKANPOJIAKTaMa, MOJMBUHUJIALIETATA U MOJIMATUJICHIVIUKONS, COMOIUMEp
METaKpUJIOBOM KHCIOTBI U MeTWIMeTakpuiara, ruapokcunpornuiuenmonosy (HPC), anerar-
CYKLIUHAT TUAPOKCUITPONUIMETHIILEIITIOIO3bI (HPMCAS), ¢ranar

ruapokcunponmmMerminennoiaodsl (HPMCP), nommstunenrankons (PEG) mnu Kollidon SR.

3. Amop¢Has TBepnmas mucrmepcus mo 1.1, B KOTOpoil (hapMaleBTHUECKH MPHEeMJIIEMBbIit
NOJIMMEP  TPEACTaBisseT  COOOW  MPHUBHTOM  CONOJAMMEP  MOJIMBUHHUJIKANPOJIAKTAMA,
NOJMBUHMJIALIETATA U TOJMATWIEHITIMKONS, ruapoxkcunpormiuenonosy (HPC) wmn anerar-

CYKUMHAT ruppokcunponmimeruienionossl (HPMCAS).

4. Amopdnas TBepnas nucnepcus mo m.1, B KOTOpoil (hapManeBTHYECKH MPHEMIIEMBbIit
NOJIMMEP  TPEACTaBisieT  COOOW  MPHUBHTOH  COMOJMMEP  MOJHMBHUHWIIKANPOJIAKTAMa,

noyuBuHIIaneTara u nomumTuiaeHrukossi, HPC-SSL, HPMCAS-MG nwiim HPMCAS-HG.

5. AmopdHrast TBepras aucnepcus 1o 1.1, B KOTOpo# HUMKJINYeckas rpymmna B Gopmyie

(I), mpencraBnenHas GopmyIoii:



~

T W o ~ (R1)m
S npencTaBisier coOON LUKINYECKYIO TPYIINY, MPEACTABIEHHYIO
5 N
SegriNug®
mo00il  OmHOW W3 CNEAYIIIHMX  CTPYKTYP: F S , F S ,

5 N
L0 L0
F
S S
FDD ’ FDD ’

HJIN
G mpencrasisieT codoit Bogopon mim -C(R2R27)-0-C(=0)-0O-Rs3;
rrue kaxabiid 13 Ry u Ry’ HezaBucumo npencrapisier codoit Bonopoxn win Ci-4 aKu;

R3 mpencrasnsier codoii Ci.4 anmkui.

6. AmopdHast TBepaas IUCHepCcus MO .5, B KOTOPOH COENUHEHHE MPEACTABISIET COOOMH
[1-((118)-7,8-nudrop(6H,11H-qubenzol ¢, fltuenun-11-un))-4,6-anokcocnupo[ 1,2,3,9-
teTparuaponupuauHo[ 1,2-e]nupunasun-3, 1'-nuknonponat |-5-uaokcu |MeTuiMerokcudopmar
W 1’-((115)-7,8-nu¢top-6,1 1 -qurunpoxcunudensol b, e|tuenun-11-un)-1’,2’-nurunpo-5’-

ruapokcu-crnupo[uukionponas-1,3’-(3H)nmupuno[ 1,2-bnupunaszun-4’,6’-aHOH.

7. Amop¢Has TBepnas qUCHepcHs Mo m.6, B KOTOPO#l (hapMaleBTHUECKH MPHEMJIEMBbIit
NOJIMMEP  TPEACTaBIsAeT  COOOW  MPHUBHTOH  COMOJMMEP  TOJMBHHHJIKANPOJIAKTAMA,
NOJMBUHMJIALIETATA U TOJMSTWIEHININKONS, ruapoxkcunpormiuemntonosy (HPC) wmn anerar-

CYKUMHAT ruapokcunponmimeruienonossl (HPMCAS).

8. AMopdHas TBepaast AUCIepPCHs o .1, B KOTOPOH MacCOBOE OTHOIIEHHE COSTUHEHUS
dopmysl (1) wmm ero GpapmMaeBTUYECKH MPUEMIIEMON COJTH K (papMalieBTUYECKH PUEMIIEMOMY

MOJIUMEPY COCTaBJIsAeT OT npuMepHO 1:1 no npumepHo 1:5.

9. AmopdHas TBepaasi AUCTEPCHS 1O 1.8, B KOTOPOU MacCOBOE OTHOIICHHUE COSHMHECHHS
dopmysl (1) wmm ero gpapmaeBTUYECKH MPUEMIIEMON COTH K (papMalieBTUYECKH PUEMIIEMOMY

MOJIUMEPY COCTaBJIAET OT npuMepHO 1:1 1o npumepno 1:3.



10. Amop¢Has TBepmas qucnepcus Io 1.8, B KOTOPOil (papMalieBTHUECKH PHEMIIEMBbIit
NOJIMMEp  TpenacTaBiseT  COoOOH  MPHUBHTOM  COMOJAMMEP  MOJMBHHWIIKANPOJIAKTAMA,
NOJMBUHMJIALIETaTA U TMOJMATUWICHINIUKOMNS, rugpokcunporunuentonody (HPC) unu anerart-

CyKUMHAT ruppokcunponuameruiemnonossl (HPMCAS).

11. AmopdHuas TBepmas aucnepcus 1o 1.1, rae comepxanue coenuHeHust Gopmyast (1)
Wi ero apMareBTUYeCKH MPUEMJIEMOI COJIH B aMOp(HON TBEpIO aucnepcun cocrasisier 10-

60% mo macce.

12. AmopodHnast TBepaas qucnepcus mo .11, rae cogep:kanue coenunenust popmydsl (1)
WM ero (papMareBTUYECKH MPUEMJIEMOI COJIH B aMOP(HON TBEPIOH JUCTIEPCHU COCTaBIIsAET 15-

50% 110 Macce.

13. Amopdnras tBepnas nucnepcus no m.11, B koTopoli GpapManeBTUIECKH PUEMIIEMBIT
NOJIMMEp  TpPEACTaBisieT  COoOOH  MPHUBHTOM  COMOJIMMEP  MOJMBHUHWIIKANPOJIAKTAMA,
NOJIMBUHUJIALIETATA U TMOJMITWISHINIUKONS, ruapokcunpomunuemntonosy (HPC) mmm anerar-

CyKUMHAT ruppokcunponuameruinenonossl (HPMCAS).

14. dapmaneBTHUeCKass KOMITO3ULUS, coAepKaias aMOpQHYIO TBEPAYIO TUCIIEPCHIO T10

.1 u oguH unu Oouee (bapMaHeBTPI‘{eCKI/I MNPUEMIIEMBbIX SKCLUITHCHTOB.

15. ®apmaneBThueckass Kommosuiuss 1o .14, B KOTOpoW (papmaueBTHYECKH
NpHUEMJIEMbIi TIOJTUMEP MPECTABIISIET coboit COTOJIMED
NOJIMBUHUIMUPPOJIUAOHA/BUHUNALIETATa, TPUBUTOW COMOJMMEDP MOJMBUHHUIIKAPOJIAKTAMA,
NOJMBUHUJIALETATA ¥ TOJUITHUJICHIJIUKOJNS, COMOJMMEDP METAaKPUJIOBOM  KHUCIOTBI U
MeTUJIMETAKPHJIaTa, TUAPOKCUTIPONHIILIEIUTIONO3Y (HPC), aleTaT-CyKIHHAT
rugpokcunpormuimerineuioiossl (HPMCAS), ¢dranar runpoKCHIpONUIMETHIILEIUTIOIO3bI

(HPMCP), nonmstunenrnukoins (PEG) wnn Kollidon SR.

16. ®apmauesBTHdeckass KOMIIO3MLMS MO M.15, B KOTOPOH MacCOBOE OTHOLIECHHE
coenuHenusi ¢popmyiibl (I) umm ero dapmareBTHUECKH PUEMJIEMON COH K (papMarieBTHYeCKH

IIPUEMIIEMOMY MOJIMMEPY COCTaBJIsAET OT npuMepHO 1:1 no npumepno 1:5.
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17. ®apmaueBTuueckas Kommo3uuuss 1o T1.14, B KOTOpod (hapmaneBTHUECKAs
KOMITO3ULMS HAXOAUTCS B (JOpMe KamcyJibl, TaOJNETKH, MOPOIIKA, MENJIEThI, MUIIOJH, CYCIIEH3UH,
IpaHyJIbl UM CPEACTBA AJIs1 UHTAJISLUH.

18. ®dapmaneBTHueckas Kommosuius 1o 1.14, B koTopoil (papmaueBTHUECKU
HpUeMJIeMble SKCLUTHEHTHI BBIOPAHBI U3 CBSI3YIOIIUX, CIIOCOOCTBYIOIIUX CKOJIBXKEHHIO BEIECTB,
IaCTU(PHUKATOPOB, CONOOMIN3ATOPOB, CTAOWIM3aTOPOB, AHTHOKCHUIAHTOB, pa3daBHUTENEH,
MOBEPXHOCTHO-aKTUBHBIX BEINECTB, Pa3pbIXJIUTENEH, CMa3bIBAIOLINX BEINECTB, HATIOJHUTEJNEH,

CMAaYyHMBAaKOLIMX BEIIECTB, MOACIACTUTEIICH, KpacuTeel, apoMaTU3aTOPOB MJIH UX CMECEH.
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