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OIIMCAHHUE U30BPETEHHUSA
2420-561658EA/011
PAPMAINEBTHYECKHUE IMPENAPATHI JIUIS IEYEHUA DHAOMETPHO3A,
MUOMBI MATKH, CHHAPOMA ITOJIMKHCTO3A ANYHUKOB NN
AJTEHOMMO3A

POJACTBEHHBIE 3AABKHU

[0001] /larHas 3asiBKa UCTIPAIIMBAET IPUOPHUTET O MPEABAPUTEIBHOMN 3asBKe 62/547402,
nonanHo#t 18 aBrycra 2017 rona, npeaBaputenbHoi 3asBke 62/660102, nogannoit 19 anpens 2018
roga, u HenpeaBaputeibHoi 3asBke PCT/US2018/043321, momanuoit 23 wurons 2018 ropa,
KOTOpBIE BCE BKJIFOYEHBI B TAHHBIN JOKYMEHT MOCPEICTBOM CChUIKH BO BCEH CBOEH MOJIHOTE JIJIst
BCEX LIEJIeH.

COI'JTAIIEHHME O COBMECTHOM UCCJIIEAOBAHHUU

[0002] IIpenmeT m300peTeHHs, paCKPBIThIA B TaHHOW 3asBKe, ObLT caenaH AbbVie Inc.
w/mwim Neurocrine Biosciences, Inc. wnM OT MX HMEHH, KOTOPBIE SIBIISFOTCS CTOPOHAMH
COTJIAIIEHUS] O COBMECTHOM HCCIIEIOBAHHM, KOTOPOE BCTYMIIJIO B CHIJIY Ha AATy WIHA AO JNAThl
nojaud MAaHHOM 3asBKH, W TAaKOBOW IpeaMer H300peTeHHss Obul cHenmaH B pe3yJbTaTe
IESITeIbHOCTH, IPEATNPHUHATON B PAMKaX COTJIAIIEHHSI O COBMECTHBIX HCCIIEIOBAHUSX.

OBJIACTb TEXHUKU

[0003] JlaHHOe wu300peTeHHe OTHOCHTCA K (papMaleBTHYECKUM KOMIIO3HLIUSAM
Coenunenuss A, a Takke K (papMaleBTUYECKH MPUEMIIEMbIM COJISIM U CIOcO0aM NMPUMEHEHUs
TaKUX KOMIO3ULIUN.

YPOBEHb TEXHUKH

[0004] DHoomeTpuo3 - 3TO 3a00JeBaHUE, TIPH KOTOPOM TKaHb, OOBIMHO HAXOSINASCS B
HIOJIOCTH MAaTKH (T. €. SHIOMETPHIT), HAXOAUTCS] BHE MATKH, OOBIYHO MMIUIAHTUPYSICh B CITU3UCTYIO
00010uKy Ta3a. DHAOMETPHO3 MopakaeT Okojo | u3 10 JKeHIMH PenpoAyKTHBHOIO BO3PACTa U
MOJKET BbI3bIBATh O0JIb, Oecruionue U cekcyanbHyo AuchyHkiuio. CuuTaercsi, 4TO pOCT TKAHU
SH/IOMETPUSI BHE MOJIOCTH MATKH 3aBUCHT OT 3CTPOTeHa.

[0005] Muoma maTku (JIEHOMHOMBI) SIBJISIFOTCSI TOOPOKAYECTBEHHBIMH OIyXOJISIMH U
IIUPOKO PACTIPOCTPAHEHBI Y JKEHLIUH PENMpORyKTUBHOro Bo3pacta. CHMOTOMBI, CBSI3aHHBIE C
MHOMOM MaTKH, Yallle BCEro BKIIOYAIOT TSDKEJIOE WK JUTUTENIbHOE MEHCTPYaJIbHOE KPOBOTEUEHHUE,
naBiieHHe B OOJIACTM MaJOrO Ta3a M CHABJICHHWE OPraHOB MaJjioro Tasza, OONM B CIUHE U
HeOJIaronpusiTHeIE PENPOAYKTUBHBIE mocieAcTBus. CHIBHOE MEHCTPYyaJbHOE KPOBOTECUYCHHE
(CMK (HMB - Heavy Menstrual Bleeding), meHopparusi, onpenenernas kak 6onee 80 mu Ha
meHcTpyanbHblid 1uki) (The Menorrhagia Research Group. Quantification of menstrual blood
loss. The Obstetrician & Gynaecologist. 2004; 6:88-92) Heyn0OHO 1 MOXKET MPUBECTH K JKEJIE30-
neUIUTHON aHEeMHHU, KOTOpas SIBJSIETCS OCHOBHOW NMPUYMHON XUPYPrHYECKUX BMELIATEIbCTB,
KOTOpbIE MOTYT BKJIIOYAThb THCTEPIKTOMHIO. [Ipyrue CHUMNTOMBI, B YaCTHOCTH CHMIITOMBI
JaBIIEHHUs, B 3HAYUTEIBHOM CTENEHU 3aBUCSAT OT pa3Mepa, KOJIMYECTBA WU PACIIOJIOKEHHUS
OMyXOJIEH.

[0006] XoTs maToreHes erie MpeACTOUT MOJHOCTBIO BBIICHUTb, POCT MHOMBI MAaTKH, Kak



M3BECTHO, CHJIbHO 3aBUCHT KaK OT 3CTPOT€HA, TaK U OT porecrareHa. MuoMa CoKparaercs nocie
MEHOMAay3bl U3-32 YMEHBIIEHUS BBIPAOOTKH TOPMOHOB.

[0007] AneHOMHO3 - 3TO COCTOSIHME, IPU KOTOPOM BHYTPEHHssI OOOJOYKAa MATKH
(sHOOMETpHIl) MPOPBIBAETCA YEPE3 MBILIEUHYIO CTEHKY MAaTKU (MHOMETPHil). ATEHOMHO3 MOXKET
BbI3BaTh MEHCTPYaJIbHbIE CYAOPOTH, MOHWKEHNE OPIOIIHOTO AAaBJIEHUs U B3yTHE )KUBOTA MEPEN
MEHCTpyallel M MOXKET NPUBECTH K TSDKEIBIM MECSYHbIM. DTO COCTOSIHHE MOXKET OBbITb
JIOKAJIM30BaHO IO BCE MaTKe WJIM JIOKAJH30BAHO B OJHOM MECTe MAaTKU. AJEHOMHO3 SIBJISIETCS
pacrpocTpaHeHHbIM 3a0oneBaHreM. OHO dYaie BCero JUArHOCTUPYETCSl Y JKEHINUH CPEIHEro
BO3pACTa U KEHIIHH, KOTOpBIE UMeH neTeil. HekoTophle uccaeoBaHus TakKe IEMOHCTPUPYIOT,
YTO JKEHIIWHBI, MePEHECHINe XUPYPrHueCcKOe BMELIATEIbCTBO HA MATKe, MOTYT TOABEPIraThCs
pHCKy aneHoMHuo3a. MeHopparus U MEKMEHCTPYaJbHOe KPOBOTEUEHHE SIBISIFOTCS Hambolee
YaCTBIMH 3KaJIo0aMH, COMPOBOXKIAEMBIMH OOJIbIO, OCOOEHHO MEHCTpPYabHOH OOJBI0, a TakkKe
JaBJIEHHEM B MOYEBOM Iy3bIpe M TpsMON Kuiuke. Tonpko onepaiys (MUOMSKTOMHS WM
THCTEPIKTOMUST) CUUTAETCS] M3JIEUEBAIOIICH.

[0008] Cunnpom mnomukucto3Hbix simdHUKOB (CIIKA - PCOS - Polycystic ovary
syndrome) sIBJISI€TCSI TOPMOHAJIBHBIM PAacCTPOHCTBOM, pPACHPOCTPAHEHHBIM CPENU JKEHIIUH
penpoayktuBHoro Bo3pacta. JKenmuuer ¢ CIIKS MoryT umeTh penkue WM UINTENbHbIE
MEHCTPYaJIbHbIE TEPUOABl WM H30BITOUHBIH YPOBEHb MYJKCKUX TOPMOHOB (QHIPOTEHOB).
SIMYHUKY MOTYT pa3BUBATh MHOTOUHCJIEHHBIE HEOOJbINNE CKOTIIIEHNS KUAKOCTH ((POIUTHKYIIBI) U
HE MOTYT PETryJSIPHO BBIMYCKATh SHLIEKJIETKH.

[0009] Takum oOpa3oM, B HaHHOM OOJACTH CYLIECTBYET MOTPEOHOCTh B HOBBIX
NepopaNbHO TPHUMEHSEMBIX CIoco0ax JiedeHus SHAoMeTpuo3a, Muombl Matku, CIIKA u
aJIeHOMHUO3a U, B YACTHOCTH, JIeueHHs1 00U, CBSI3aHHOM C SHIOMETpHO30M, Muomoii matku, CITKA
WIN aJICHOMHO30M, U CHJIBHBIX MEHCTPYaJIbHBIX KPOBOTEUEHHH, CBA3aHHBIX C SHIOMETPHO30M,
muomoit Matku, CITKS wnn anenomnosom. Kpome Toro, B JaHHOW 00JIACTH TEXHUKU OCTAETCS
noTpeOHOCTh B pa3paboTke MepopaibHO OMONOCTYMHBIX JIEKAPCTBEHHBIX (POPM, BKJIFOUAOLIHX
TaKue CIoCOObI IEYEHUS U, B YACTHOCTH, HemenTuaHoro antaronncta GnRH.

KPATKOE OITIUCAHUE CYIIHOCTHU U3OBPETEHUS

[0010] J[lamHOe w300peTeHHe OTHOCUTCS K (hapMaleBTUYECKHM KOMIIO3HLIUSIM,
cogepkamM - 4-((R)-2-[5-(2-¢prop-3-merokcudennn)-3- (2-¢prop-6-rpudropmermi-OeH3mn)-4-
MeTUI-2,6-1uoKCo-3,0-nurunpo-2H-mupumunun-1-m| -1-GpeHmI3THIaMHHO) MacIIsiHasl KHCIIOTa
(Coenunenue A) wiu ee papMaleBTUYECKH MPUEMIIEMYIO COJIb, CTOCOOaM MPUMEHEHUS] TaKUX
KOMITO3MIIHIA, U criocobam obsierdeHust BbiIcBoOOkaeHHst CoenuHEeHHsT A U3 TaAKUX KOMITO3HULIHIA.

[0011] ManHas 3asBKa HACHTUPULHMPYET IO MEHbIIEH Mepe ABe MNpoOJeMbl TPH
pa3paboTke (apmaneBTHUECKHX mpemnapatoB, coxepxkammx CoenuHeHne A WM €ro
(bapmaneBTHYECKH TpHeMIIEMYIO cojib. OnHa mpobiieMa 3akimodanack B ToM, 4ro Coenunenne A
U, B 4aCTHOCTH, MOHOHaTpueBas conb CoennHeHnss A MMEET TEeHAEHIMIO 00pa3OBbIBAThH Iellb,
0cOOEHHO KOrha OHa NPHUCYTCTBYeT B KonudecTtBe Oonee okono 10 mac.% B orcyrcTBhe
NOAXONALIET0 AHTHreNeoOpa3yroIlero areHra Ipu  BBEAEHUM NEepOpPaJbHO B  TBEPAOH

nexapctBeHHOH (popme. Takoe oOpasoBanue renst orpannunBaer pactsopeHue AU (akTUBHbBIN



dapmanesTrueckuii narpeaneHT - API - active pharmaceutical ingredient) 1, B KOHEUHOM c4eTe,
MOJKET MPUBECTH K W3MEHYMBOM OMOMOCTYMHOCTH MEXIY MAalMEeHTaMH M B Mpeaesiax OZHOTo
nanueHTa. Eme onHa npobnema 3akmodanack B ToM, 4To CoenuHeHne A MOXET pasjararbes €
o0Opa3oBaHHEM COEOMHEHHUs, HMEIOIIEro JAKTaMHyK rpynny (o0O3HadaeMyr B JaHHOM
nokymenrte kak Coenunenue B). YMeHblIeHNe NpeBpalleHyst JeKapCTBEHHOTO BEIECTBA B €ro
JIAKTaMCOJepKAIUi TNPOAYKT pAa3IOKEHUs KelaTeNbHO, HamnpuMmep, Uil MOIJEepKaHUSA
Oe3onmacHOCTH U 3(PPEKTUBHOCTH B TEUSHHUE CPOKA CIyKOBI mpoaykTa. Takum oOpa3om, B JTaHHOH
3asiBKE€ OBLIO OMpEnesieHO, 4YTO YyKa3aHHas (apmaneBTU4ecKass KOMIIO3MIUS YMEHbIIAeT
reneobpasoBanne AU w/mmm ymeHbIaeT o0pa3oBaHHe NMPOAYKTA PA3jIOKEHHUs - JlakTaMa (To
ectb Coenunenuss B). Myrarennsle npumecu, takue kak CoenuHenue B, HexenaTenbHbl U
JOJUKHBI OBITh YMEHBIIEHBI I MO KaHUs 0e30macHOCTH U 3(P(PEeKTUBHOCTH MPOAYKTAa Ha
O4YeHb HU3KOM YPOBHE, WJIH, AJIbTEPHATHBHO, IO CAMBIX HU3KHX BO3MOJKHBIX YPOBHEH.

[0012] B omHOM acmekTe pacKpbITbie (apMaleBTHYECKHE KOMITO3ULMH BKJIIOYAIOT
Coenunenne A unu ero ¢apMaleBTHYECKH NMPUEMIIEMYIO COJb W, MO MEHBbIIEeH Mepe, OIWH
AHTHUTeJIeO0Pa3YIOLIUH areHT.

[0013] B onpeneneHHbIX BapuaHTax ocyliecTBieHus conb CoeanHeHus A npeacTaBiser
coboli MOHOHaTpHeBYIO counb (Hatpuii 4 - ((R) -2- [5- (2-rop-3-meTokcudenmn) -3- (2-¢prop-6-
Tpudropmermn-  OeHsun)  -4-mMeTwi-2,6-auokco-3,6-muruapo-2H-mupumuans-1-un] - -1-
benmmyTHIaMUHO) OyTHpAT).

[0014] B HEKOTOPBIX BapHAHTAX OCYLIECTBICHUS AHTUTENICO0Pa3yIOIUi areHT oderdaet
BbIcBOOOXKAeHne CoennHeHuss A UM ero ¢apMaleBTUYECKH NPUEMIIEMON CONM M3 TBEPAOH
JIEKapCTBEHHOM (POPMBI, TaKOH Kak TalneTka.

[0015] B HexkOoTOpBIX BapHaHTaX OCYIIECTBJIEHUS AHTUTeJIeOOPa3yIOIUA areHT TakKXkKe
IEWCTBYeT B KayecTBe CTaOMIM3aTOpa, HAampuMmep, Ajs yMeHbleHus oOpasoBanusi (R) -5- (2-
¢rop-3-merokcudpennn) -1- (2-¢pTop-6- (tpudropmermna) Oensmn) -6-mermn-3- (2- (2-
oKkconmuppouanH-1-mi) -2-permmdatun) nupumuaui-2,4 (1H, 3H) -nuona (Coenunenue B) B
KOMIIO3ULIUK  OTHOCUTEJIbHO  MIACHTUYHOH BO  BCEM  JAPYrOM  KOMIIO3UIMU  Oe3
AHTHUTeJIe00Pa3yIOIIEro areHTa.

[0016] B omnpeneneHHbIX BapuUaHTaX OCYIIECTBJIEHUS AHTUTeJeOOPa3yIOIUN areHT
neiicTByeT B kKayecTBe Moauduupyromero pH arenta, Takoro kak 0ydep.

[0017] B HekOTOpBIX BapHAaHTaX OCYIUIECTBICHUS AHTUTENCOOPAa3yIOIUN areHT
NpeAcTaBysieT COOOH COJb IEJIOYHOTO METalIa, TaKyro Kak kapOonat Hatpust. KapboHat HaTpust
MOJKET ObITh OO MOHOTHApPATOM KapOoHaTa HaTpus, OO Oe3BOAHBIM KapOOHATOM HATPUS.
Jlpyrue aHTUreneoOpas3yrolIfe areHTbl MOTYT ObITh OCHOBaHMAMHU. I[IpuMeprl OCHOBaHUH
BKJIFOYAIOT THAPOKCHJA KaJblMsA, TYaHWAWH, THAPOKCUI MArHusi, MErJIIOMUH, NUIEPUANH,
rmoko3amuH, runepasuH uian TRIS (tris hydroxymethyl amino methane). B onpenenenHbix
BaPUAHTAX OCYINECTBJIEHUS aHTUIeJIE00Pa3YIOIINE areHThl MOT'YT PEACTABIISTh COOOH OCHOBHBIE
AMHUHOKHUCIIOTHI. [IpuMepbl OCHOBHBIX aMUHOKUCIOT BKJIOYAKOT L-opHutuH, L-nusun wnu L-
aprUHUH. B HEKOTOPBIX APYrux BapHaHTaX OCYIIECTBJICHUS aHTUTeNIe00pa3yIOIUil areHT MOKET

MIPEICTAaBIISITh COOOM OCHOBHBIE CONU. [IprMepbl OCHOBHBIX COJIeH BKJIIOUAIOT KapOOHAT HATpHs,



kapOoHaT Kamus, TpuHarpuiipocdar, nuHarpuiiruapodocdar, muHaTpHITHApOdOChaT,
TPUHATPUHLIUTPAT AUTHAPAT, TYaHUJUHKapOOHAT. B onpeneneHHbIX BaprHaHTax OCYLIECTBICHUS
aHTUreneoOpasyrmuM arenroM Moxet ObiTh Eudragit EPO.

[0018] B HeKOTOpPBIX BapuaHTax OCYLIECTBJIECHUs OTHOLIEHHe Macchl CoennHeHus A unu
ero (apMaLeBTHYECKH ITPUEMIIEMOH COJIM K aHTUreIe00pa3yIolIeMy areHTy COCTABIISET OT OKOJIO
1:1 no oxomo 20:1. CooTHOWmIEHNSI MAacChl MOTYT OBITh BHIOPAHbI B PA3IMYHBIX AHUATA30HAX,
BbIOpaHHBIX M3 Tpymmbl, coctosimed u3 1:1, 2:1, 4:1, 6:1, 10:1 mmu 20:1. Tak, Hanpumep,
COOTHOILIEHHE MOKeT cocTaBJsITh OT 1:1 no2:1umuor 1:1 no4:1 umuor 1:1 no 6:1 unmu ot 1:1 no
10:1 unm ot 1:1 go 20:1.

[0019] B HexoTOpBIX BapuaHTax OCYLIECTBJIEHUs OTHOoLeHHe Macchl CoennHeHus A uinu
ero (papMareBTUYECKH MPUEMJIEMOI COM K aHTHUreneo0pasyroeMy areHTy COCTAaBJISIET OKOJIO
2:1.

[0020] B HekOTOpBIX BapHaHTaX OCYILIECTBJICHUS AHTUTENCOOPA3yIOIMUNA areHT
NPUCYTCTBYET B (hapMaLEBTHUECKOW KOMITO3UIIUU B KOJMUYECTBE OT OKOJIO 5 Mac.% 10 okoJo 35
mac.% (apManeBTHIeCKON KOMITO3UIUH.

[0021] B omnpeneneHHbIX BapuUaHTaX OCYIIECTBJICHUS AHTUTeNeOOpPa3yIOIUN areHT
NPUCYTCTBYET B (hapMaLEBTUUECKON KOMIO3ULMU B KOJIWYECTBE OT okosio 15% nmo oxomo 25
mac.% ¢apMareBTHYECKOH KOMIIO3ULIH.

[0022] B HEKOTOpBIX BapuUaHTaX OCYINECTBJICHUs yKa3aHHas (apMareBTHIECKast
KOMIIO3ULIMST JIOTIOJIHUTEJIbHO COAEPKUT, MO MEHbLIeH Mepe, OIMUH JAOIOJHUTENIbHbIN
HAIOJIHUTENb, BBIOPAHHBI W3 TPYMIBL, COCTOALIEH M3 CBA3YIOLIErO, HAIOJHUTENS,
nroOpUKaHTa/MIIOOPUKAHTA, TIIUAAHTA U MX KOMOMHALINU.

[0023] B ompenesieHHBIX BapHaHTaX OCYLIECTBJICHHs CBS3YIOIIEE MPEACTaBisieT coOoit
MOJIMBUHUJIIUP POJUIOH.

[0024] B ompeneneHHbIX BapUaHTaX OCYILIECTBJICHUS HAMOJHHUTENb NMPEACTABISIET COOOM
KpaxMaj WWIM MaHHUT. B oOmpeneneHHbIX BapHaHTaX OCYLIECTBJCHUS HAMOJHUTENb
npeAcTaBysieT COOOM BOAOPACTBOPUMBIN HAIOJHUTENb, TAKOH KaK MAHHHUT WJIHM TPEIBAPUTEIBHO
JKETATHHU3UPOBAHHBIA KpaxMall WM WX KOMOMHAIMIO. B ompeneneHHbIX BapHaHTax
OCYIIECTBIIEHHsI HATIOJIHUTEJb NIPEICTABIIAET COO0I HEPACTBOPUMBIH B BOJIE HATIOJHHUTEb, TAKOH
KaK MUKPOKPHUCTAJUIMYECKYIO LIEJUIIOJIO3y. B HEKOTOpBIX Takux BapHUaHTaxX OCYILECTBJIEHMUS
yKa3aHHast papMaLeBTHYECKAs] KOMIIO3UIUS TOMOJIHUTENBHO CONEPIKUT MMOBEPXHOCTHO-aKTUBHOE
BEIIIECTBO, TAKOE KaK JIAypUICYJIbhaT HATPHUSI.

[0025] B ompeneneHHBIX BapuUaHTaX OCYIIECTBJIECHUS JIOOPUKAHT MPEACTABISIET COOOMU
cTeapaT MarHus.

[0026] B ompeneneHHBIX BapUaHTaX OCYLIECTBJIEHHUS TIIIMAAHT NPEACTaBIsAeT COOOH
KOJUTOMJIHBIHM TUOKCHUJL KPEMHHUS.

[0027] B ompeneneHHBIX BapuUaHTaX OCYIIECTBJICHUS YKa3aHHas (apMaleBTUYeCKas
KOMITO3ULUS TIPEACTABIsieT OO0 JIeKapCTBEHHYIO (OpMY Uil MEPOPATBbHOrO NMpUMeHeHus. B
HEKOTOPBIX TAKUX BapUAHTAX OCYINECTBJIEHUS NepopajbHas (popma TO3UPOBAHUS NPEACTABIAET

coOoli Ta0neTKy.



[0028] B HeKOTOpBIX BapWaHTaX OCYLIECTBJICHUS YKa3aHHas (papmaneBTHYeCcKas
komnouiust conepkut CoenuHeHne A unm ero ¢apMaleBTUYECKH NPUEMIIEMYIO COJb B
kojaudyectBe oT okojo 100 mr go okosmo 600 mr; u, mo MeHbluel mepe, okoso 10 mac.%
aHTUreNeoOpasyloIero areHra. B HEKOTOpPBIX BapHaHTaxX OCYLIECTBIEHMsS YKa3aHHas
dapmaneBTHyeckass kommnosunus comepxkur CoenuHeHne A win ero (apMaLeBTHUECKU
IIPUEMJIEMYIO COJIb B KOsn4decTBe OT 0K0JI0 100 Mr 10 0k0:10 350 MI; U, IO MEHbLIEH Mepe, OKOJIO
10 mac.% anTUreneodpasyroIero areHra.

[0029] B ogHOM acriekTe pacKpbIThie GapMaleBTHIECKHEe KOMITO3ULIMH COAEPIKAT OKOJIO
150 mr Coenunenns A win ero (papManeBTUYeCKH MPUEMJIEMOH COJIH, 10 MEHbLISH Mepe, OUH
AHTHUTeNIeO0Pa3yIOIUN areHT M, HeoOs3aTeNbHO, MO MEHbIIEeH Mepe, ONHO CBs3ywolnee. B
OTpENEeJICHHBbIX BAPHAHTAX OCYLIECTBICHHS AHTHUIeJeO0pa3yIOIUi areHT MpPEeACTaBisieT cOOOH
kapOOHAT HATPUsI, TAKOH Kak MOHOTMApPAT KapOoHaTa HAaTpusi. B HEKOTOPBIX TaKMX BapHUAHTax
OCYIIECTBIIEHHsI OTHOIIEeHHe Maccel CoenuHeHMst A Wi ero (papManeBTHISCKH NPHEMIEMON
COJIM K KapOOHaTy HaTpHUs cocTaBisieT Okoyo 2:1. B ompeneneHHbIX BapHaHTax OCYIIECTBIICHUS
CBSI3yIOIEE TPEACTaBsieT cOOOM NOJIMBHHWINMPPOJUAOH. B ompeneneHHbIX BapHaHTax
ocymectsieHust conb CoenrHeHne A npeacTaBisieT coO0H MOHOHATPHEBYIO couib (HaTpwii 4 - (R)
-2- [5- (2-¢rop-3-meTokcudenun) -3- (2-pTop-6-TpudTopmeTHin- OeH3MI) -4-MeTHII-2,0-THOKCO-
3,6-nuruapo-2H-mupumunun-1-un] -1-gpernmstunamuno) Oytupar). B HEKOTOpBIX Takmx
BapUAHTaX OCYIIECTBJICHUsS OTHOIIEHHE Macchl HaTpuil 4 - ((R) -2- [5- (2-pTop-3-meTokcudenmn)
-3- (2-pTop-6-TpudTOopMeTHIOEH3 M) -4- METHII-2,6-T1U0KCO-3,6-murnapo-2H-nupumuans- 1-mi|
-1-pennmsTrnamMuHo) OyTHpaTa K MOHOTHAPATY KapOOHAaTa HATPUs COCTABISET OKOJIO 2:1.

[0030] B npyrom acnekre packpbiTble (hapMaleBTHUECKHE KOMITIO3ULIH COZIEPIKAT OKOJIO
200 mr Coenunenus A uian ero gpapmMarneBTHYeCKH NMPUEMJIEMOI COJH, 10 MEHbLIEH Mepe, OIUH
aHTUTEIe00pa3yOMi areHT ¥, HeoOs3aTeNIbHO, MO MEHbIIell Mepe, OOHO CBsymolee. B
OIIPEAENICHHBIX BAapUAHTAX OCYINECTBJICHUSI aHTHIrejaeoOpasyroIUil areHT MpeacTaBisieT coOou
kapOOHAT HATPUsl, TAKOH KaK MOHOTMApPAT KapOoHaTa HAaTpusi. B HEKOTOPBIX TaKMX BapUAHTax
OCYIIECTBIIEHHsI OTHOIIEeHHe Macchl CoenuHeHMst A Win ero (papMaleBTHYSCKH MPHEMIEMON
COJIM K KapOOHATy HATpHsi cocTaBisieT Okoyo 2:1. B onmpeneneHHbIX BapHaHTax OCYINECTBIICHUS
CBSI3yIOIEe TPEACTaBsieT COOOH NOJMBHHWINMHMPPOJUAOH. B ompeneneHHbIX BapUaHTax
ocyectsieHust cob CoeqnHEeHUs! A IpeACTaBisieT COO0H MOHOHATPUEBYIO cotb (HaTpuii 4 - ((R)
-2- [5- (2-¢rop-3-metokcudenun) -3- (2-pTop-6-TpudTropmeTHi- OeH3MI) -4-MeTHII-2,0-THOKCO-
3,6-nuruapo-2H-mupumunun-1-mn] -1-gpernnstunamuno) Oytupar). B HEKOTOpBIX TakHMx
BapUAHTaX OCYIIECTBJICHUs OTHOIIEHHe Macchl HaTpuil 4 - ((R) -2- [5- (2-pTop-3-meTokcudenmn)
-3- (2-pTop-6-TpudTOopMeTHIOEH3 M) -4- METHII-2,6-THOKCO-3,6-muruapo-2H-nmupumuans- 1-m|
-1-pennmsTrnamMmuHO) OyTHpaTa K MOHOTHAPATY KapOOHATa HATPHUS COCTABIISAET OKOJO 2:1.

[0031] B eme ogHOM acrekTe pacKpbIThie (papMaleBTUYECKUE KOMIIO3HIIMH CONEPIKaT
okoJ1o 300 mr CoenuHerns A wu ero ¢papMaLeBTHUECKH IPUEMIIEMON COJIH, IO MEHbIIEH Mepe,
OJIMH aHTHUTeIe00pasyIOLINi areHT U, Heo0A3aTeNbHO, IO MEeHbIIEH Mepe, OHO cBs3yromee. B
OTIpENIeIeHHBIX BAPMAHTAaX OCYLIECTBIEHMS AHTUTeseo0pas3yroIUil areHT NMpencTaBisieT coOoM

kapOOHAT HATpHs, TAKOH Kak MOHOTUApPAT kKapOoHaTa HaTpus. B HEKOTOPBIX TakMX BapHaHTax



OCYIIECTBIIEHHsI OTHOIIEeHHe Maccel CoennHeHHst A WK ero ¢papMaleBTHYECKH NPHEMIEMON
COJM K KapOOHaTy HaTpHUs cocTaBisieT Okoo 2:1. B ompeneneHHbIX BapuaHTax OCYIIECTBIICHUS
CBSI3yIOIEe TNpEACTaBisieT cOo0OM NOJIMBHHWINMPPONUAOH. B ompeneneHHbIX BapuaHTax
ocymectsieHus conb CoearHeHus: A npeacTasisieT co00i MOHOHATpUEBYIO conb (HaTpuii 4 - ((R)
-2- [5- (2-¢prop-3-meTokcudenun) -3- (2-pTop-6-TpudTopMeTH- OeH3MIN) -4-MeTHII-2,6-THOKCO-
3,6-nuruapo-2H-mupumunun-1-un] -1-penmwmTunamuno) Oytupar). B HEKoTOpBIX Takux
BapUAHTAX OCYIIECTBJICHUs OTHOIIEeHHe Macchl HaTpuit 4 - ((R) -2- [5- (2-pTop-3-meTokcudenmn)
-3- (2-pTop-6-TpudTopmMeTHNOEH3 M) -4- METHII-2,6-THOKCO-3,6-muruapo-2H-nupumuans- 1 -m|
-1-pennmTrnamMmuHO) OyTHpaTa K MOHOTHAPATY KapOOHATa HATPUS COCTABIISIET OKOJIO 2:1.

[0032] B ompeneneHHBIX BapuUaHTaX OCYINECTBJIEHUS YKa3aHHAas (apMaleBTUYeCcKas
KOMTIO3UIIHS TIPEACTaBsieT coboli Tabnerky, comepxkamyro Hatpuid 4 - ((R) -2- [5- (2-dTop-3-
metokcudenmn) -3- (2-¢pTop-6-Tpudropmermndensmn) - 4-meTnin-2,6-auokco-3,6-quruapo-2H-
NUPUMHUINH- 1 -] -1-peHmmTnuaaMuHo) OyTUpaT B KOJMYECTBE, SKBUBAJEHTHOM OT OKOJO 125
Mr 110 okoJio 175 mr, Hanpumep okosio 150 mr Coenunenns A; u, o MeHbIIel Mepe, okosio 10%,
Hampumep, oT okoio 15 mac.% no okono 20 mac.% aHTHreneoOpa3yrIEero areHTa; Npu 3TOM
yKa3zaHHasi TabJieTKa MpU BBENEHWU B BUAE OJHOKPATHOH NO3BI Ipymre Jiroaeil odecnevnBaer
cpenHee 3HaUeHHUE Traxc, KOTOPOE COCTABIIAET MEHEE YEM OKOJIO 3 4acOB, HAIIPUMEpP, MEHee YeM
OKOJIO 2 4acoB, AJsl TPyNIbl Jofell. B onpeneneHHbIX BapHaHTaX OCYIIECTBICHHS YKa3aHHAs
bapmareBTHUECKas] KOMITO3ULIUS MPEACTABIsIET coOoi Tadnerky Hatpuii 4 - ((R) -2- [5- (2-¢rop-
3-merokcudenmn) -3- (2-prop-6-TpudpTopmerundensnn) -4 -metun-2,6-a1uokco-3,6-guruapo-2H-
nUpUMHUINH-1-1i] -1-penmnsTunamuao) OyTupara B KOJIMYECTBE, 3KBUBAJIEHTHOM OT OKOJIO 175
MT 10 OKOJI0 225 wmr, Hanpumep, okosio 200 mr Coenunenue A; 1, o MeHbluel mepe, okoso 10%,
Harpumep, oT okoio 15 mac.% no okono 20 mac.% aHTUreneoOpasyroIEero areHTa; npu 3ToM
yka3aHHas TalJjeTka Npu BBEJEHWU B BHJIE OIHOKPATHOW O3Bl IPyIIe JIoAel obecrnedyuBaeT
cpenHee 3HaYeHUE Tyaxc, KOTOPOE COCTABIISIET MEHEE YeM OKOJIO 3 4acoB, HAIPUMED, MEHee UeM
OKOJIO 2 4acoB, AJIsl TPYMIbI JoAel. B onpeneneHHbIX BapHaHTaX OCYLIECTBICHHs YKa3aHHAs
(dapmaneBTHYECKast KOMITO3ULIUS MPEACTABIsIET coOol TabieTky, conepskamyto Hatpui 4 - ((R) -
2- [5- (2-¢rop-3-merokcudenmn) -3- (2-¢pTop-6-TpudTOopMeTHIOSH3MII) - 4-METHII-2,0-THOKCO-
3,6-nurunpo-2H-nupumunus-1-mn| -1-pernmdTUIaMUHO)  OyTHpaT B KOJMYECTBE,
SKBUBAJIGHTHOM OT OKOJIO 275 Mr 10 okoso 325 mr, Hanpumep okojio 300 mr Coenunenus A; o,
no MeHblnel Mmepe, okojo 10%, Hampumep, ot okomno 15 mac.% npo oxomo 20 wmac.%
AHTHUTEeNIeOOPA3YIOIEro areHTa; IpPU STOM YKa3aHHas TaOleTka TpPU BBEOCHHH B BHIE
OITHOKPATHOH JO3BI TPYyIIIe JIFoael obecrneunBaer cpenHee 3HaUeHUE Tyaxe, KOTOPOE COCTABIISIET
MEHee 4eM OKOJIO 3 4aCOB, HAPUMEP MEHEE YeM OKOJIO 2 4acOoB, AJIs [PYIIIbI JIFOAEH.

[0033] B ompeneneHHBIX BapuUaHTaX OCYIIECTBJICHUS YKa3aHHAas (apMaleBTUIeCcKas
KOMTIO3UIIHS TIPEACTaBsieT codoli Tabnerky, comepxkamyro Hatpuid 4 - ((R) -2- [5- (2-dTop-3-
metokcudpenun) -3- (2-¢pTop-6-Tpudropmernndensmn) - 4-metnn-2,6-auokco-3,6-quruapo-2H-
NUpUMHUINH-1 -] -1-peHmmTuaaMuHo) OyTUpaT B KOMWYECTBE, SKBUBAJEHTHOM OT OKOJIO 125
Mr 110 okoJio 175 mr, Hanpumep okosio 150 mr Coenunenus A; U, o MeHblei Mepe, okosio 10%,

Harpumep, oT okoio 15 mac.% no okono 20 mac.% aHTHUreneoOpasyroIEero areHTa; npu 3ToM



yKa3zaHHast TabJieTKa MpU BBENEHWU B BUAE OJHOKPATHOH NO3bI Ipymre Jroaeil odecneunBaer
cpennee 3Ha4eHNE Cyaxe, KOTOPOE COCTABIISIET 11O MeHbIN el Mepe 0koJ10 380 Hr/mi (~ 75% ot 510)
IUIS TPYTIIBL IO IeH. B onpeneneHHbIX BapuaHTax OCyIIeCTBISHUs YKa3aHHAas (papMaleBTHIECKas
KOMIIO3UIIHS TIPeACTaBsieT codolt Tabnerky, comepxkamyro Hatpuid 4 - ((R) -2- [5- (2-drop-3-
Metokcudpenun) -3- (2-¢prop-6-rpudropmernndensun) - 4-merun-2,6-auokco-3,6-aquruapo-2H-
NUPUMUANH- 1 -1 -1-¢peHnmsTunaMuHo) OyTHpaT B KOJMYECTBE, SKBUBAJIEHTHOM OT OKOJIO 175
MT 710 OKOJI0 225 Mr, Hanpumep, okoJio 200 mr CoenuHeHus A; 1, o MeHbIeH mepe, okoio 10%,
Hanpumep, oT okoyio 15 mac.% mo okono 20 mac.% aHTUreNneoOpa3yrIero areHTa;, npu 3TOM
yKa3aHHasi TabJieTka MpU BBEIECHWHU B BUAE OJHOKPATHOH O3Bl rpymme Jiroaeil odecrneynBaer
cpennee 3HaueHHE Cyaxc, KOTOPOE COCTABIISIET, IO MEHbLIEH Mepe, okoJio 550 Hr/mi (~ 75% ot
738) nns rpymnmel  monedl. B ompeneneHHBIX BapMaHTaxX OCYLIECTBICHMS —YKa3aHHAs
(apmaneBTHYECKast KOMITO3ULIUS MPEACTABIsIET coOo TadieTky, conepskamyro Hatpui 4 - ((R) -
2- [5- (2-¢rop-3-merokcudenmn) -3- (2-¢pTop-6-TpudTOopMeTHIOCH3MI) - 4-METHII-2,0-THOKCO-
3,6-nurunpo-2H-nupumunus-1-mn| -1-pernmsTUnamMuHO)  OyTHpaT B KOJHMYECTBE,
3KBUBAJIGHTHOM OT OKOJIO 275 Mr 10 okoso 325 mr, Hanpumep okojio 300 mr Coenunenus A; o,
no MeHblnel Mmepe, okojo 10%, Hampumep, ot okono 15 mac.% npo oxomo 20 wmac.%
aHTUTeNeO0Pas3yIOIEro areHTa; IpPU STOM YKa3aHHas TaOJleTka TNpU BBEOEHHH B BHIE
OJHOKPATHOMH 103BI rpymIie Jronel odecrieunBaeTr cpenHee 3HadeHNEe Caaxe, KOTOPOE COCTABIISIET,
1o MeHbeit Mmepe, okoso 1030 ar/mi (~ 75% ot 1378) st rpynIbI JOAEH.

[0034] B ompeneneHHBIX BapuUaHTaX OCYIIECTBJICHUS YKa3aHHas (apMaleBTUIeCKas
KOMTIO3UIIHS TIPeACTaBsieT codolt Tabnerky, comepxkamyro Hatpuid 4 - ((R) -2- [5- (2-¢rop-3-
Metokcudpenun) -3- (2-¢prop-6-rpudropmernndensun) - 4-metun-2,6-auokco-3,6-aquruapo-2H-
nUpUMUANH-1-1] -1-¢peHnmsTiiaMuHo) OyTHpaT B KOJMYECTBE, SKBUBAJIEHTHOM OT OKOJIO 125
Mr 10 okoJio 175 mr, Hanpumep okoiso 150 mr CoennHenus A; u, no MeHbLueii Mmepe, okoso 10%,
HarpuMmep, oT okoso 15 mac.% no okono 20 mac.% aHTUreNneoOpasyroIero areHTa;, Ipyu 3TOM
yKa3aHHasi TabJieTka MpU BBENEGHWU B BUAE OJHOKPATHOHN NO3bI Ipymre Jiroaeil odecrneunBaer
cpennee 3nadenne AUC,, KOTopoe coCTaBsieT Mo MeHbIneil Mepe okojio 940 Hr u/mi (~ 75% ot
1263) nna rpynmel Jroped. B ompeneneHHBIX BapHaHTaX OCYINECTBJICHUS YKa3aHHAs
(apmareBTHYECKast KOMITO3ULIUS MPEACTABISIET co0ol TabieTky, conepskamyto Hatpuii 4 - ((R) -
2- [5- (2-¢rop-3-merokcudenmn) -3- (2-¢pTop-6-TpudTOpMETHIOCH3MII) - 4-METHII-2,0-THOKCO-
3,6-nurunpo-2H-nupumunus-1-mn| -1-pernmsTUIaMuHO)  OyTHpaT B KOJMYECTBE,
3KBUBAJIGHTHOM OT OKOJIO 175 Mr 110 okoso 225 mr, Hanpumep, okoyio 200 mr CoenuHenus A; o,
no MeHblne Mmepe, okojo 10%, Hampumep, ot okono 15 mac.% mo oxomo 20 wmac.%
AHTHUTENeO0Pa3yIOIEro areHTa; MpPU STOM YKa3aHHas TaOJleTka TpPU BBEOCHHWH B BHIE
ONHOKpPATHOM MA03bl MONyJsiuuM Jroaei obecreunBaer cpennee 3HadeHne AUC; kortopoe
COCTaBJISIET IO MeHblIel Mepe okoio 1410 Hr u/mi (~ 75% ot 1890) nns nonynsauun moneit. B
ONpENeNIeHHBbIX BapHaHTaX OCYLIECTBIEHHUsA YKa3aHHas (apMaleBTHYECKas KOMIO3HMLIUSA
npeacTasisieT codoii TabneTky, copepskamyro Hatpuit 4 - (R) -2- [5- (2-prop-3-meTokcudenun)
-3- (2-¢pTop-6-TpudTOopMeTHIOEH3 M) - 4-MeTHII-2,6-T1U0KCO-3,6-murnapo-2H-nupumuans- 1-m|

-1-pennmsTrnamMuHo) OyTHpPAT B KOJIUYECTBE, SKBUBAJIEHTHOM OT OKOJIO 275 MT 10 0K0JIo 325 Mr,



Harpumep okojio 300 mr CoenunHenus A; u, o MeHblel mepe, okojo 10%, Hanpumep, OT OKOJIO
15 mac.% no okoso 20 mac.% aHTHreNneo0pa3yoIero areHTa, py 3ToOM yKa3aHHast TabJieTKa pu
BBE/ICHUU B BUJI€ OJJHOKPATHOM 03Bl MOMYJIALNH Jitoiel obecnieunBaet cpennee 3HaueHne AUC,
KOTOPO€ COCTaBJISIET N0 MeHblIed Mepe okoio 2800 Hr w/min (~ 75% ot 3732) mnst nmonynsanuu
JIFOZIEH.

[0035] B ompeneneHHBbIX BapHaHTax OCYLIECTBJICHHs YyKa3aHHas (papMaleBTHYECKAsI
KOMITO3ULIUS TIPEICTaBIsIeT cobol Tadnerky, conepskamyto Hatpuit 4 - ((R) -2- [5- (2-¢Top-3-
metokcudenmn) -3- (2-¢pTop-6-Tpudropmerindensmn) - 4-meTnin-2,6-a1uokco-3,6-quruapo-2H-
NUPUMHUINH- 1 -] -1-peHmmTuaaMuHo) OyTUpaT B KOJMYECTBE, SKBUBAJEHTHOM OT OKOJO 125
Mr 110 okoJio 175 mr, Hanpumep okosio 150 mr Coenunenus A; u, o MeHbIel mepe, okosio 10%,
Harpumep, oT okoio 15 mac.% no okono 20 mac.% aHTHUreneoOpa3yrIero areHTa; npu 3ToOM
yKa3aHHast TabJieTKa MMpH BBEICHUU B BUE OJHOKPATHOM 03I MOMYJISILUY JIFOAEH odecrieunBaeT
cpennee 3HaueHNE AUCy,, KOTOPOE COCTABIISET 1O MeHbIIeH Mepe okoo 950 Hr u/mi (~ 75% ot
1271) nna momynsauuu JEOAeH. B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHUS YKa3aHHAs
dapmaneBTHUECKast KOMITO3ULUS MPEACTABISIET coO0H TabeTky, conepskamyro Hatpuii 4 - ((R) -
2- [5- (2-¢rop-3-merokcudenun) -3- (2-¢pTop-6-TpudTOopMeTHIOSH3M) - 4-MeTHII-2,0-THOKCO-
3,6-nurunpo-2H-nupumunus-1-mn| -1-pernmsTHIaMuHO)  OyTHpaT B KOJMYECTBE,
3KBUBAJIEGHTHOM OT OKOJIO 175 Mr 110 okosio 225 mr, Hanpumep, okoso 200 mr Coenunenus A; u,
no MeHblne Mmepe, okojo 10%, Hampumep, ot okono 15 mac.% npo oxomo 20 wmac.%
AHTUTeNIeO0Pa3yIOIEro areHTa;, IpPU OSTOM YKa3aHHas TaOneTka INpU BBEOEHHH B BHIE
OJHOKPATHON 03Bl Momyssinuu Joael obecrieunBaer cpenHee 3HaueHne AUCoo, koTopoe
COCTaBJISI€T MO MeHblIel Mepe okono 1430 Hr u/mi (~ 75% ot 1900) nns nonynsauun moneil. B
OINpEeNeIeHHBbIX BapHaHTaX OCYLIECTBIEHUsA YKa3aHHas (apMaleBTHYeCKas KOMIO3MLIUA
npencTasisierT coboit Tabnerky, copepskamnyro Hatpuid 4 - (R) -2- [5- (2-dpTop-3-MeTokcudpenun)
-3- (2-¢rop-6-TpudTopmMernnOeHsmn) - 4-meTui-2,6-auokco-3,6-quruapo-2H-nmupumuans- 1-wi|
-1-pennmdTraMuHO) OyTHPAT B KOJIMYECTBE, SKBUBAJIEHTHOM OT OKOJIO 275 MT 10 OKOJIO 325 M,
Harpumep okojio 300 mr CoennHeHust A, U, 1o MeHblel Mepe, okojio 10%, Hanmpumep, OT OKOJIO
15 mac.% no okoso 20 mac.% aHTHree00pa3yIoIero areHTa; py 3TOM yKa3aHHast TabJieTka mpu
BBEJICHUU B BHJI€ OJJHOKPATHOM 03Bl ONYJISILUY Jtoiel oOecnieunBaer cpennee 3HaueHne AUCo,
KOTOPOE COCTaBJISIET IO MeHbIIei Mepe okoio 2820 Hr w/mi (~ 75% ot 3772) mist momynsanuu
JFOAEH.

[0036] ManHOe H300peTeHHE TaKKe OTHOCHUTCA K (PapMaleBTHYECKOH KOMITO3HIINY,
KOTOpast IPEACTaBIIET COO0H EAMHUYHYIO TO3UPOBAHHYIO (POpMY IJIsi IEpOPAIbHOTO BBEACHHUS B
dopme TabneTku, copeprKaeil OMUH WU OOJbIee KOTMYECTBO (papMaieBTUIECKH TPUEMIIEMbIX
Hocureneir u komumdectBo 4 - ((R) -2- [5- (2). ¢rop-3-merokcu-penmn) -3- (2-pTop-6-
Tpudropmermn-O6en3un)  -4-metun-2,6-nuokco-3,6-quruapo-2H-mupumunus-1-mn] -1 -
beHmTUIAMIHO) MacsTHOU KUcaoThl (Coenunenue A) mu ee hapMaieBTHUECKH MIPHEMIIEMYIO
coJib, Tipu 3ToM KosiudecTBO CoennHeHust A cocrasisier 150, 200 wnu 300 mr.

[0037] Taxxe obecrnieunBaercs papManeBTHYECKasT KOMIO3HUIUS, CONEpsKaLIast:

ot okojio 20 go okoio 60 mac.% 4-((R)-2-[5-(2-¢prop-3-meTokcudenmn)-3- (2-grop-6-



TpudTopmMeTHI-OeH31 T )-4-MeTHII-2,6-110KC0-3,6-nuruapo-2H-nupumuans- 1 -u)| -1-
benmmyTHIAMUHO) MacisiHON KucnoTsl (CoennHenne A) uin ee papMaleBTHYECKH TPHEMIIEMON
couy,

CBSI3YIOILEE,

AHTUTEIe00PA3yIOIMH areHT, MPU S5TOM AHTHreneoOpasyrOIUil areHT AEHCTBYeT Kak
crabuimsarop st ymMeHbineHus: oopasosanus (R) -5- (2-¢pTop-3-merokcudenmn) -1- (2-¢prop-6-
(tpudpTopmermn) Oemsun) -6-metmn-3- (2-  (2-oxconupponuauH-1-min)  -2-GEeHUIITHII)
nupumunud-2,4 (1H, 3H) -nuona (Coennnenue B) B komMnosuumu; u

BOJIOPACTBOPHUMBIH HATIOJTHUTENb.

[0038] Tax:ke obecrneunBaercs papManeBTHYECKasT KOMIIO3HIIUS, COMEPIKALIas:

okoino 33 wmac.% wHarpuit 4-((R)-2-[5-(2-pTop-3-meTokcudennn)-3-  (2-grop-6-
TpudTopmMeTHII-OeH3MT)-4-MeTHII-2,6-110KCO-3,6-nuruapo-2H-nupumuans- 1 -ui)| -1-
(beHmTUIAMIHO) OyTHpaTa;

0k0J10 3 Mac.% CBSA3YIOIIEro BELIEeCTBa,

okoJio 17 mac.% cOJM IIEeI0YHOr0 METAJIIA;

okoJio 41 mac.% BOIOPACTBOPHUMOTO HATIOJTHUTES,

okoJ1o 2 Mac.% MoOpHKaHTa, U

0k0J10 4 Mac.% MIEHOYHOrO MOKPBITHUS.

[0039] Taxxe mpenioxkeHa (apmaneBTHUECKAs KOMITO3ULMS, CONEpsKaIlas ONWH WM
Oosblree KOJMUECTBO (hPapMaLeBTUUECKH MPUEMJIEMbIX HOCHTENIEH U KaKOe-TO KOJIUYECTBO 4 -
((R) -2- [5- (2-¢Top-3-meTokcupennn) -3- (2-prop-6-) TpudTopmernndOensmn) -4-metun-2,6-
auokco-3,6-qurunpo-2H-nupumuaus- 1-um] -1-peHnnsTUIAMUHO)  MAcCHSHOH  KHMCJIOTBI
(Coenunenue A) unm ee apmaleBTHUECKH MPUEMJIEMON COJIH, TP 3TOM (papmarieBTHUeCKast
KOMITO3HLIUS SIBJISIETCS. OMOKBHBAJIEHTHON KOMIIO3MIMHM C HEMEIJIEHHBIM BbICBOOOXKAEHUEM
Coenunenust A miu ero papManeBTHYECKH IPHEMIIEMOH COJTH, COAepIKaleil IPUMEPHO TaKOoe JKe
konuuecTBO CoenuHeHust A Win ero papMareBTHUECKH MPUEMIIEMOM COJIH.

[0040] danHOE pacKpbITHE TaKK€ OTHOCHUTCA K (hpapMaLEeBTHYECKHM KOMIIO3HLIUSIM,
conepkaurum CoennHenne A win ero papMaleBTHUYECKH TPUEMIIEMYIO COJIb H KOJIMYECTBO COJIU
IIEeJIOYHOTO MeTaJUla, JOCTATOUHOE sl oOserdeHus: BoicBoOOKeHus1 CoenuHeHnss A WK ero
(bapMaeBTHYECKH PUEMIIEMOH COJIA M3 KOMITO3ULIHH.

[0041] B HeKOTOpBIX BapHaHTaX OCYLIECTBIEHHUS BBICBOOOKACHUE H3MEPSIIOT C
ucnionb3oBanueM ycrpoiictsa USP II B 900 mn docdara natpus, pH 6,8, mpu 37°C u ckopoctu
BpaieHus yjonacreit 50 06/MuH.

[0042] B HEKOTOpBIX BapHAaHTaX OCYLIECTBIEHHUS BBICBOOOKACHUE H3MEPSIIOT C
ucnonb3oBanueM yctporictea USP II 8 900 mn 0,1 H constHot kucnoter, pH 1,2, mpu 37°C u
CKOpPOCTH BparuieHus jionacteii S0 o6/MuH.

[0043] B HeKOTOpBIX BapHAaHTaX OCYLIECTBIEHUS BBICBOOOKAECHUE W3MEPSIIOT C
ucnonb3oBanueM ycrpoiictea I USP B 900 mn 0,1 H consnoit kucnotsl, pH 1,2, npu 37°C u
ckopoctu Bpaterusi 100 06/MuH.

[0044] B ompeneneHHbIX BapUaHTAaX OCYIIECTBJIEHHUS COJIb LIEJIOYHOTO METajula TakKe
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NeHCTBYeT B Ka4eCTBe CTa0MIN3aTopa.

[0045] B onpeneneHHbIX BapuaHTaX OCYLIECTBIEHUS COMb LIEJOYHOTO METaJIa IeUCTBYET
B KauectBe Moaudumpyromero pH arenra, Takoro kak Oydep.

[0046] B HeKOTOpPBIX BapuaHTax OCYLIECTBJIEHUs OTHOLIEeHHe Macchl CoennHeHus A unu
ero (papMalieBTUYECKH MPUEMIIEMOI COJIM K COJIM LIEJOYHOIO METaJjIa COCTABISIET OT OKoJo 1:1
10 0koJ10 4:1.

[0047] B HEKOTOpBIX BapuaHTaxX OCYLIECTBIEHUs OTHOIIEHUE Macchl CoennHeHust A Uin
ero (hapmManeBTHYECKH MPUEMIIEMOM COJIH K COJTH IIEJIOYHOTO METaJlIa COCTABIISIET OKOJIO 2:1.

[0048] B HEKOTOPBIX BapHaHTaX OCYLIECTBEHUS COJIb LIEJIOYHOTO METaJljIa MPUCYTCTBYET
B (papMalleBTUYECKOH KOMITO3MIIMM B KojaudecTBe OT oOkojo 10% no oxomo 30 mac.%
(apManeBTHIECKONH KOMITO3ULIHH.

[0049] B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUS COJIb LIEJIOYHOTO METaJIJIa MPUCYTCTBYET
B (papMaleBTUYECKOH KOMITO3MIIMM B KOJUYECTBE OT Okojo 15% no oxomo 25 wmac.%
(apManeBTHIECKONH KOMITO3ULIIH.

[0050] B ompeneneHHBIX BapuUaHTaX OCYIIECTBJICHUS YKa3aHHas (apMaleBTUIeCcKas
KOMITO3ULIHS TIPEZICTABIISIET COOOH JIEKapCTBEHHYIO (POPMY JJIsl TEPOPATBHOTO PUMEHEHHS.

[0051] B ompeneneHHBIX BapuaHTaX OCYIIECTBICHHS mepopajibHasi GopMa HO3UPOBAHUS
NpeAcTaBisieT COOOH TalNeTKy.

[0052] HanHOE pacKkpbITHE TAK)KE HAIIPABJIEHO HA TBEPAYIO NEPOPATBHYIO JIEKAPCTBEHHYIO
dopmy, Takyr kak Tabnerka, comepkamas CoenuHeHne A wim ero (apManeBTHYECKH
IPUEMIIEMYIO COJIb M KapOOHAT HATPHS.

[0053] B onpeneneHHbIX BapuaHTax OCyliecTBieHUs conb CoeanHeHus A npeacTaBiseT
co0Ool HATPHEBYIO COJb.

[0054] B HexOTOpBIX BapuaHTax OCYLIECTBIEHUs OTHOIIEHHE Macchl CoennHeHust A Uin
ero (papMalieBTHYECKH MPUEMIIEMOH COJIH K KapOOHATy HAaTpHUs COCTABISIET OT OKOoJIo 1:1 10 okouo
4:1.

[0055] B HexoTOpBIX BapuaHTax OCYLIECTBJIEHUs OTHOLeHHe Macchl CoennHeHus A uimu
ero (hapmManeBTHUECKH MPUEMIIEMOM COJIH K KapOOHATY HATPHsl COCTABIISIET OKOJIO 2: 1.

[0056] B HEKOTOpBIX BapuUaHTAaX OCYIIECTBJIEHUsS KapOOHAT HATpUsl MPUCYTCTBYET B
(apManeBTHYECKOW KOMIIO3MIMU B KoiudecTBe OT okosno 10% nmo okomo 30 mac.%
(apManeBTHIECKONH KOMITO3ULIHH.

[0057] B onpeneneHHbIX BapHaHTaX OCYINECTBICHUS KapOOHAT HATPUSI MPUCYTCTBYET B
dapmaneBTHYECKOW KOMIIO3MIIMM B KOJIWYecTBe OT okosno 15% nmo okomo 25 wac.%
(apmaneBTHIECKONH KOMITO3ULIIH.

[0058] /laHHOE pacKpbITHE TAKXKE HANPABIEHO Ha CIIOCOOBI 0ONErdeHnst BICBOOOKIEHHS
Coenunennss A win ero (apmMauneBTUUECKH NPUEMIIEMOH COJNM W3 TepOpasibHOW (opmbl
J03UPOBAHUS.

[0059] B onpeneneHHbIX BapHaHTaxX OCYIIECTBICHUS CIIOCOOBI BKIIFOYAIOT IPUTOTOBJICHUE
bapmareBTHIECKONH KOMITO3HUINH, COAEP KAIel MO MEHbLIeH Mepe OIUH aHTUreNle00pas3yomuit

arent u CoenuHenue A uim ero papMaleBTHUECKH MPUEMIIEMYIO COJIb.
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[0060] CoenuHeHne A uMeeT TEHIEHINIO 00pa30BbIBATh I'eJib B MPUCYTCTBUU BOMBIL, YTO
JOTOJIHUTENBHO YCIOXKHSET mporecc paspadotku. Takum oOpasom, B OZHOM acCHeKkTe 3TO
pPacKpeITHE OTHOCUTCS K crmocobaM H3roTOBNEHUs  (papMalleBTUYECKOH  KOMIIO3ULUH,
conep:xauieit Coenunenne A i ero (papMaLeBTHUECKU MPUEMIIEMYIO COJIb TIPU CYIIECTBEHHOM
OTCYTCTBHUH BOJbl. B omperneneHHbIX BapuaHTax OCYIIECTBJICHUS yKa3aHHas apMaleBTHYECKas]
KOMIIO3ULIMS U3TOTABJIMBAETCS C UCIOIb30BAaHUEM NPOLIECCA YIIJIOTHEHHUS ¢ OMOIIBIO BAJIMKA.

[0061] laHHOE pacKphITHE TaKXKe OTHOCHTCS K CIOcoOaM JIEYeHHS SHAOMETPHO3A Y
CcyOBbeKTa, HYy»KIAIOIIErocs B TAKOM JICUEHUH, TIPU 3TOM CIOCOO BKJIFOYAET BBEACHUE CYyOBEKTY
(apMaleBTHYECKOW KOMITO3UIMK MO JaHHOMY PAaCKpPBITUIO. B HEKOTOPBIX TaKMX BapHAHTax
OCYyIIECTBIIEHHsI (PapMAaLIEBTUUECKYI0 KOMITO3HULIUIO BBOIAT CYyOBeKTY onuH pa3 B neHb (QD). B
HEKOTOPbIX TaKUX BapHAHTaX OCYLIECTBICHHUS (HAPMALEBTHUECKYI0 KOMIIO3ULIUKO BBOIST
cyOBekTy nBa pasa B neHb (BID).

[0062] JlaHHOE pacKphITHE TaKXkKe HAMPABJICHO Ha (papMarleBTHYECKIEe KOMITO3UIUU JIJIs
NPUMEHEHHUS TP JICYCHUH SHIOMETPHO3A.

[0063] [laHHOE pacKpBITHE TAKXKE HAIPABIEHO Ha CIOCOOBI JIEYEHHUS MHOMBI MAaTKH Y
CyOBeKTa, HyKNAIOMErocss B TAKOM JICUEHUH, TIPU 3TOM CIMOCOO BKJIFOYAET BBEACHHE CyOBEKTY
(bapmaneBTHIECKOW KOMITO3UIIMH N0 JTaHHOMY H300peTeHHr0. B HEKOTOpPBhIX TaKMX BapHaHTax
OCYIIECTBIIEHHs (PapMaLeBTUUECKYI0 KOMIIO3HLIUIO BBOIAT CYyOBeKTY onuH pa3 B neHb (QD). B
HEKOTOPbIX TaKUX BapHAHTaX OCYLIECTBICHHUS (HapMALEBTHUECKYI0 KOMIIO3ULIUIO BBOIST
cyOBekTy nBa pasa B neHb (BID).

[0064] laHHOE pacKpBITHE TaKXKe HAMPABJICHO Ha (papMarleBTHUECKIEe KOMITO3ULIUU JIJIs
NPUMEHEHHUS NIPU JIECYEHUH MUOMBI MAaTKH.

[0065] laHHOE pacKpbITHE TaKXe HAIpaBI€HO Ha CIOCOOBI JIEUeHHs aJAeHOMMO3a WIIH
alCHOMHOMBI y CyOBEKTa, HYXKAAIOIIErocss B TaKOM JIUEHHH, NPH 3TOM CHOCOO BKIFOYAET
BBeJleHHE CYOBeKTy (hapMaleBTUIeCKOW KOMIIO3UIIMU MO JAHHOMY M300peTeHHt0. B HexoTophIx
TAKUX BAPUAHTAX OCYINECTBJICHUS (papMaIleBTHISCKYO KOMIIO3UIIUIO BBOIST CYOBEKTY ONUH pa3
B ieHb (QD). B HEKOTOPBIX TAKUX BAPUAHTAX OCYLIECTBICHHUS (hapMaIleBTHYECKYIO KOMITO3ULIUEO
BBOAST CyOBEKTY NiBa pa3a B aeHb (BID).

[0066] JlaHHOE pacKphITHE TAKXkKe HAMPABJICHO Ha (DapMarleBTHUECKHEe KOMITO3UIIUU JIJIs
NPUMEHEHHUS TP JICYCHUHN aJEHOMHUO3a WJIH aICHOMHOMBI.

[0067] JanHOe packpeiTHe Takke HarmpaiieHO Ha criocodObl eduenust CITKA y cyOnekra,
HYKZIAIOLIErocss B TaKOM JIGUEHHH, IPH O5TOM CINOCOO BKJIIOYAET BBEICHHE CYOBEKTY
(apmareBTHIECKOH KOMITO3UIMH O JTaHHOMY H300peTeHHr0. B HEKOTOpBIX TaKMX BapHaHTax
OCYIIECTBIIEHHs (PapMaLeBTUUECKYIO KOMITO3HLIMIO BBOIAT CYOBeKTY onuH pa3 B neHb (QD). B
HEKOTOPbIX TaKUX BapHAHTaX OCYLIECTBICHHUA (HapMALEBTHUECKYI0 KOMIIO3ULIUKO BBOIST
cyOBekTy nBa pasa B neHb (BID).

[0068] [laHHOE pacKpBITHE TAKXKe HAMPABICHO Ha (papMarleBTHUECKIEe KOMITO3ULIUU JIJIs
npuMeHeHus npu gedenun CITKA.

[0069] JlaHHOE pacKpbITHE TaKXKe€ HANpaBJIEHO Ha CIOCOOBI obecreueHHst ObICTPOro

nojaBieHust moTenHusupyroomero ropmona (JII - LH - luteinizing hormone) w/mnu
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dommukynocrumyupyromero ropmona (PCI - FSH - follicle-stimulating hormone) y narmieHTku
C 3HIOMETPHO30M, MHOMOH MAaTKH, CHHAPOMOM NONMUKUCTO3HBIX stmyHUKOB (CIIKA) wmm
aZleHOMHUO30M, TIPU 3TOM Croco0 BKIKOYAET BBEACHUWE NAIMEHTKE (apMareBTUIeCKOn
KOMITO3ULIMK IO AAHHOMY H300peTeHni0. B HEKOTOpBIX TakMX BapuUaHTaX OCYIIECTBJICHUS
(papmMaLeBTHYECKYIO KOMIIO3ULMIO BBOIAT CyOBEKTY OiuH pa3 B AeHb (QD). B HEKOTOpPbIX Takux
BapUaHTaX OCYLIECTBIICHH (PapMaLleBTUIECKY0 KOMITO3ULIMIO BBOJST MALIMEHTKE 1BA Pa3a B ICHb
(BID).

[0070] HanHoe u300peTeHHE Tak:Ke OTHOCUTCS K Crocobam obecrieueHus: OBICTPOrO
MOJABJICHUSI JIIOTeUHU3Upyroiero ropmona (JIIN) w/winu QoOUKyIOCTUMYIUPYIOIIETO TOPMOHA
(®CIl') y manueHTKH € SHAOMETPHUO30M, MPH 3TOM CIIOCOO BKJIIOYAET BBEICHHE MAIIMEHTKE
(bapMaeBTHYECKOW KOMITO3UIIMH IO JTaHHOMY H300peTeHHr0. B HEeKOTOpBIX TaKMX BapUaHTax
OCYIIECTBIIEHHsI (PapMaLIEBTUUECKYI0 KOMITO3HLIUIO BBOIAT CYOBeKTY OonuH pa3 B neHb (QD). B
HEKOTOPbIX TaKUX BapHAHTaX OCYLIECTBICHHUS (HApPMALEBTHUECKYI0 KOMIIO3ULIUKD BBOIST
naiueHTKe Ba pas3a B aeHb (BID).

[0071] HanHoe u3o0peTeHHE Tak:ke OTHOCUTCS K crocobam obecreueHus: OBICTPOTO
MOJIABJICHUSI JIIOTeUHU3upyromero ropmona (JIIN) w/vnm QomukyI0CTUMYTUPYIOIIETO TOPMOHA
(®CIl') y manueHTKH ¢ MHOMOHW MAaTKH, IPH 3TOM CIOCOO BKIIFOYAET BBEACHHE MALIUEHTKE
(bapmareBTHIECKOH KOMITO3UIMH MO JTAaHHOMY H300peTeHHro. B HEKOTOpBhIX TaKMX BapHaHTax
OCYILIECTBIIEHHsI (PapMaLeBTUUECKYI0 KOMITO3MLIMIO BBOIAT CyOBeKTy onuH pa3 B neHb (QD). B
HEKOTOPBbIX TAaKUX BapHAHTaX OCYLIECTBICHUA (HapMALEBTHUECKYI0 KOMIIO3ULIUIO BBOIST
naueHTkKe Ba pas3a B aenb (BID).

[0072] [danHOE pacKpbITHE TaKXKe OTHOCHTCA K crocobam obecriedeHus: OBICTPOro
nojaByeHust JIoTenHu3upyromero ropmona (JIIN) w/munu GomnukyIocTUMyIMPYIOLIEr0 rOpMOHa
(®CI') y mammMeHTKH ¢ CHHAPOMOM MOJUKUCTO3HBIX simuHukoOB (CIIKA), mpu stom cmocob
BKJIIOYAET BBEICHHE MALMeHTKe (hapMaLeBTHIECKOr0 TOMIO3NULINH [0 JAHHOMY H300peTenuo. B
HEKOTOPbIX TaKUX BapHaHTaX OCYLIECTBICHHsS (HAPMALEBTHUYECKYI0 KOMIIO3ULIUK BBOIST
cyObekTy omuH pa3 B jneHb (QD). B HEKOTOphIX TaKMX BapUaHTaX OCYIIECTBJICHHUSI
(apManeBTHYECKYIO KOMITIO3HIIMIO BBOIST MALIMEHTKE ABa pa3a B AeHb (BID).

[0073] [daHHOe pacKpbITHE TaKXkKe HAMPaBIEHO HAa CIOCOOBI ObecredYeHus OBICTPOro
MOJIABJICHUSI JIIOTeUHU3Upyroiero ropmona (JIIN) w/win QoMKyI0CTUMYTUPYIOIIETO TOPMOHA
(®CIl') y manweHTKH C ageHOMHO30M, IMPH 3TOM CIOCOO BKIIFOYAET BBEACHHUE IALIUEHTKE
(apmMareBTHIECKOW KOMITO3UIMH IO JTaHHOMY H300peTeHHr0. B HEKOTOpBIX TaKMX BapHaHTax
OCYyIIECTBIIEHHs (PapMaLeBTUUECKYI0 KOMIIO3HLIUIO BBOIAT CyOBbeKTY onuH pa3 B neHb (QD). B
HEKOTOPBbIX TaKUX BapHAHTaX OCYLIECTBICHHUS (HapPMALEBTHUECKYI0 KOMIIO3ULIUKO BBOIST
nalueHTKe Ba pas3a B aeHb (BID).

[0074] [laHHOE pacKpBITHE TAKXKe HAMPABICHO Ha (apMarleBTHYECKIEe KOMITO3ULIUU JIJIs
npuMeHeHus1 ans obecnedeHust Obictporo mnonasieHus JIIT w/mmm @PCIT y manueHTKH ¢
SH/IOMETPUO30M, MHUOMOH MAaTKH, CHHIPOMOM MOJUKUCTO3HBIX simyHUKOB (CIIKA) wnmm
a7IeHOMHO30M.

[0075] B onHOM BapuaHTe OCYLIECTBJEHHUS JAHHOE PACKPBITHE TaK’K€ HAIPAaBJIEHO Ha
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bapmareBTHIECKHE KOMITO3UINN [T IPUMEHEHHs [IJIs obecriedeHus: ObicTporo noxasienus JIIK
w/mnn @CI' y mauueHTKH ¢ 3HAOMETPHO30M.

[0076] B onHOM BapuaHT€ OCYLIECTBJEHHUS JAHHOE PACKPBITHE TaK)KE HAIPaBJIEHO Ha
bapmaneBTHIECKHE KOMITO3UINU I IPUMEHEHHs [J1s oOecriedeHus: ObicTporo noxasienus JIIK
w/nmn @CI y marueHTkn ¢ MUOMON MaTKU.

[0077] B onHOM BapuaHTe OCYIIECTBJICHHs NAHHOE PACKPBITHE TAK)KE HAIPABIEHO HA
(apmareBTHYECKHEe KOMITO3ULIMU [Tl MPUMEHEHHs [JIsl obecnedenus: ObIcTporo nonasienus JII
w/wn @CI' y mauueHTKy ¢ CHHAPOMOM MOJUKHCTO3HBIX SIUYHUKOB.

[0078] B onmHOM BapuaHTe OCYLIECTBJIEHUS JAHHOE PACKPBITHE TAK)Ke HAIPaBJIEHO Ha
(apmaneBTHYECKHE KOMITO3UIIMU [T PUMEHEHHs [JIsl oOecredeHus: ObicTporo nonasienus JII
w/wn @CI" y mauueHTK ¢ aIEHOMHUO30M.

[0079] [laHHOE pacKpbITHE TAK)KE HAMIPABIIEHO Ha CIIOCOOBI 00eCTIeYeHHsT YACTHYHOTO HITH
MPaKTUYECKU MOJHOTO MO/IaBIEHUs 3CTPaANO0Ia y NALUEHTKH C SHAOMETPUO30M, MUOMON MaTKH,
CHHIPOMOM NOJHKUCTO3HBIX SNYHUKOB (CIIKA) ninm aneHoMHO30M, TIPU 5TOM CIOCO0 BKIIFOYAET
BBeJIeHHE CYOBEKTY (papMalleBTHIECKON KOMIO3HUINH O TaHHOMY HM300peTeHui0. B HeKoTophIX
TaKUX BApPUAHTAX OCYLIECTBICHUS (PaApMALIEBTUUECKYIO KOMITO3UIIMIO BBOJIAT MALIMEHTKE OJIMH pa3
B 1eHb (QD). B HEKOTOPBIX TAaKMX BaPUAHTAX OCYLIECTBICHUS (hapMaIleBTHUECKYIO KOMITO3ULIUEO
BBOJISIT MALIMEHTKE 1Ba pasa B neHb (BID).

[0080] B onHOM BapuaHTE OCYLIECTBJEHHUS JAHHOE PACKPBITHE TAK)KE HAIPAaBJIEHO Ha
croco0bl obecredeHusl 4aCTUYHOTO MWJIM TNPAKTHYECKH IIOJHOTO TIONABICHUS 3CTPAaHoNa y
NAllMeHTKH C JHAOMETPHO30M, TPH HTOM CHOCOO BKIIIOYAET BBEIEHHE CYOBEKTY
bapmareBTHIECKOH KOMITO3UIMM MO JTaHHOMY H300peTeHHro. B HEKOTOpBIX TakMX BapHaHTax
OCYILIECTBIIEHHsI (papMaLleBTUYECKYI0 KOMIIO3ULIMIO BBOAAT NMAaLMeHTKe OfuH pa3 B feHb (QD). B
HEKOTOPBIX TaKUX BAPHAHTAX OCYLIECTBICHUS (HapMaLEBTHUECKYI0 KOMIIO3UIHIO BBOJST
NalMeHTKe /1Ba pasa B aeHb (BID).

[0081] B omHOM BapmaHTe OCYLIECTBJIECHHUS JAHHOE PACKPBITHE TAKXKe HAIPaBJIEHO Ha
crocoObl obecredeHus YaCTUYHOTO WJIM TMPAKTHYECKH TMOJHOTO TONABJCHUS 3CTPaaHoia y
NAllMeHTKH C MHOMOM MAaTK{, TMPU OTOM CIOCOO BKJIIOYAET BBEOCHHE CYOBEKTY
(bapMaeBTHYECKOW KOMITO3UIIMH IO JTaHHOMY H300peTeHur0. B HEeKOTOpBIX TaKMX BapUaHTax
OCYyIIECTBIIEHHsI (papMaIeBTUYECKYI0 KOMIIO3HULIMEKO BBOAAT MALMEHTKE OWH pa3 B 1eHb (QD). B
HEKOTOPbIX TaKUX BapHAHTaX OCYLIECTBICHHUS (HapPMALEBTHUECKYI0 KOMIIO3ULIUKO BBOIST
naiueHTKe JBa pas3a B aeHb (BID).

[0082] B onHOM BapuaHTE OCYLIECTBJIEHHUS JAHHOE PACKPBITHE TAKXKE HAIPAaBJIEHO Ha
croco0bl obecnedeHus YaCTUYHOTO WJIM TMPAKTHYECKH IOJHOTO TONABICHUS 3CTPAaHoia y
NAIMEHTKH C CHHAPOMOM IOJIMKUCTO3HBIX SIMYHUKOB, TMPHU 3TOM CHOCOO BKIFOYAET BBEICHUE
CyOBbeKTy (papMaleBTHUECKOW KOMIIO3MIHMU IO JAHHOMY HM300peTeHHr0. B HEKOTOpBIX Takmx
BapUAHTaX OCYLIECTBJICHUs (apMaleBTHUECKYI0 KOMIIO3HLIMIO BBOISAT MALMEHTKE ONMH pa3 B
nesb (QD). B HEKOTOPBIX TaKUX BapUaHTaX OCYIIECTBIEHHS (PapMaLEBTHUECKYIO KOMIO3HIIUIO
BBOJISIT MALIMEHTKE ABa pasa B neHb (BID).

[0083] B onHOM BapuaHT€ OCYLIECTBJEHHUS JAHHOE PACKPBITHE TaK)KE HAIPaBJIEHO Ha
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croco0bl obecredeHusl 4aCTUYHOTO WJIM TMPAKTHYECKH IIOJHOTO TIONABIEHUS 3CTPAaHoNa y
NALMEHTKH € aIEHOMHO30M, TIPU 3TOM CITOCO0 BKIFOUAET BBEACHNE CYOBEKTY (papmManeBTHIeCcKOi
KOMIIO3UIIMH [0 JAHHOMY H300peTeHur0. B HEKOTOphIX TaKuX BapUAHTAX OCYINECTBJICHHS
(bapMaLeBTHYECKYIO KOMITO3ULIUIO BBOJAT MAIIMEHTKE OJMH pa3 B AeHb (QD). B HeKoTOphIX Takux
BapHaHTaX OCYIIECTBIEHHS (hapMaLleBTHUECKY0 KOMITO3UIIUIO BBOJST MALUEHTKE 1Ba pa3a B ACHb
(BID).

[0084] anHOe M300peTeHne Takke OTHOCUTCS K (PapMaleBTHYECKIM KOMITO3ULIMSIM IS
IpUMEHEHHUs [T 00ecTeueH sl YaCTUYHOTO MJTH MPAKTUYECKH TIOJTHOTO TIOAABJIEHHUS SCTPATHOA
y NAIUEHTKHU ¢ SHIOMETPHO30M, MHOMOM MaTKH, CHHAPOMOM MOJMKUCTO3HBIX SHIHUKOB (CITKS)
WUJIN aICHOMHUO30M.

[0085] B onHOM BapmaHTe OCYLIECTBJIEHHUS JAHHOE PACKPBITHE TAKXKE HAIPAaBJIEHO Ha
(dapMalleBTHYECKUE KOMIIO3MLIMKA JUJIi TIPUMEHEHUs JJisi o0ecrnedeHus] YacTHYHOTO WJIH
MIPaKTUUECKU MTOJIHOTO MOAABIEHHUS 3CTPAANOIA Y TALIMEHTKH C SHIOMETPHO30M.

[0086] B onHOM BapuaHTE OCYLIECTBJIEHHUS JAHHOE PACKPBITHE TAKXKE HAIPABJIEHO Ha
(dapMalleBTHYECKUE KOMIIO3WLIMM i TIPUMEHEHUs JJisi Oo0ecrnedeHHs] YacTHYHOTO WJIH
MPAKTUYECKH MMOJTHOTO MOAABIEHUS SCTPAINOJIA Y MALIMEHTKH C MUOMOM MaTKH.

[0087] B opmHOM BapuwaHTe OCYIIECTBICHUS W300pEeTEHHE TaKKe OTHOCUTCS K
(apMalleBTHYECKUM KOMITO3ULUSAM JUIsI TIPUMEHEHUs] TMpH OOECIeUeHUH YaACTUYHOTO WJIH
MPAKTUYECKHU TIOJHOTO TMOAABJEHHUS 3CTPAAHOa y MALUEHTKH C CHHAPOMOM IMOJIMKHUCTO3HBIX
SIMYHUKOB.

[0088] B onHOM BapuaHTE OCYLIECTBJEHHUS JAHHOE PACKPBITHE TaK)KE HAIPAaBJIEHO Ha
dapMaLeBTHYECKUE KOMIIO3MLIMU Ui TIPUMEHEHHUs [Jisi OoOecrnedeHHs] YacTHYHOTO WM
IIPAKTUYECKH MTOJIHOTO MOAABJIECHUS 3CTPAANONIA Y TALMEHTKH C aA€HOMHUO30M.

[0089] [laHHOE pacKpbITHE TaKKe€ HAIPABIEHO Ha CIOCOOBI MPUTOTOBJIEHHS TAaKHX
(bapManeBTHYECKIX KOMITO3ULIHI.

[0090] Otu u apyrue oOBEKTbI H300pPETEHHsI OMUCAHBI B CAeNyOIUX naparpadax. Itu
O00BEKTBI HE JOJKHBI PACCMATPHUBATHCS KAK CYXKAIOIUe 00beM H300pETEHHSI.

KPATKOE OITUCAHUE N'PAOUYECKHUX MATEPHAJIOB

[0091] Ha ®ur. 1 mpencraBiieHa TEXHOJIOTMUYECKas CXeMa MpoIecca YIJIOTHEHHs Ha
BAJIKAX.

[0092] ®ur. 2 npexacraBinsieT codol rpaduk, MOKAa3bIBAOINNN OYEBUIHYIO PACTBOPHUMOCTh
Coenunenus A B BOJE.

[0093] @ur. 3 mnpexacraBisier coOOW IBYXCTYMEHUYATYIO CXEMy IMpoLecca MOKpOH
IPaHyJISILUH.

[0094] ©ur. 4 npexacrapnsieT coboi rpaduk, MOKa3bIBAOIINN MPOGHUIL PACTBOPEHUS in
vitro mist kommosuuu F5S mocne xpaHneHust B TedeHune 18 umm 24 mecsues.

[0095] @ur. 5 mpexacrapnsieT coboii rpaduk, MOKa3bIBAOIIUN MPOGHUIL PACTBOPEHUS in
vitro mis kommnosuuu F6 mocne xpaHnenus B Tedenue 1, 3, 6 wim 9 mecsues.

[0096] @ur. 6 npexacrapnsieT coboi rpaduk, MOKa3bIBAOIINN MPOGHUIL PACTBOPEHHUS in

vitro nist npenapara F10 (tabnetku 6€3 MOKPBITHS U C TUIEHOYHBIM ITOKPBITHEM).
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[0097] ®ur. 7 npencrapnsier coOoi rpaduk, NOKa3bIBAIOIINN MPOQUIb PACTBOPEHHUS in
VItro 1JIst KOMIIO3MLIUH, COAEPIKAIINX Pa3IMYHbIe KOJIMYECTBA MOHOTUApAaTa KapOoHaTa HATPHSL.

[0098] ®ur. 8 mpencraBisier COOOM CTONOYATYIO OUATPAMMY, JEMOHCTPUPYIOLIYIO
NPOLIEHTHOE cofeprkaHue npoaykra pasnoxkenust (Coenunenue B) mocne xpaHeHus B TedeHUe
OJITHOU HEJEJH.

[0099] ®ur. 9 npexacraBisier coboil cTONOUATYIO AUArPAMMY, NEMOHCTPUPYIOIIYEO
CKOpOCTh OOpaszoBaHusi mpoaykra pasnoxkenus (CoenuHeHne B) mpu pasmuuHBIX yCIOBHSX
XPaHEeHUS.

[00100] @ur. 10: demoHctpupyer npodunu pactBopenust npenaparos 1, 2, 8, 10, 11
snaronukca Hatpus npu pH 1,2 (anmapat USP I mpu 100 o6/mun u 37°C).

[00101] ®ur. 11: [leMOHCTpUpYeT CpedHEe H3MEHEHHE 0 CPAaBHEHUIO C HCXOAHBIM
YPOBHEM CpeIHel OLleHKH Oou mpu qucMeHopee B uccienosannu EM-1 u monnepskaHue oTBera
B pacimnpeHHoM uccnenosanuu EM-III B teuenue 12 mecsues.

[00102] ®ur. 12: JleMOHCTpUpYET CpedHEee H3MEHEHHE 10 CPABHEHUIO C HCXOAHBIM
ypoBHeM cpennux mokaszarenieii NMPP (non-menstrual pelvic pain) B uccnenosanuu EM-I u
MOAAEpKaHUE OTBETA B €r0 NPOAOJKEHUH - uccaenosanuu EM-III B Teuenue 12 mecsues.

[00103] ®ur. 13: JleMOHCTpUpYET CpedHEe M3MEHEHHE 0 CPABHEHUIO C HCXOAHBIM
YPOBHEM CpeHUX TMOKa3aTesel 0onu npu qucnapeyHuu B ucciaenosanuu EM-1 u nognep:xanue
OTBETA B €r0 NPOAOJLKEHUH - uccienosannu EM-III B Teuenue 12 mecsues.

[00104] Dwur. 14: [emoHcTpupyer rpaduku Z-nokaszareneii MIIK (MuHepanbHOI
mwiotHoctd Koctu - MIIK - bone mineral density) mosicHHYHOro oTaena MO3BOHOYHHMKA Ha
HCXOAHOM YPOBHe, Ha 6-i1 u 12-i1 mecausl 1714 150 mr snaronukca QD u 200 mr snaronukca BID.

[00105] ®ur. 15: JleMOHCTpHUpYeT pPe3yJNbTaThl KOJUYECTBA OOJIErdarouux TabJIeToOK
ONMMOUAOB B BHUAE CPEAHErO IPOLEHTHOTO HM3MEHEHMs] OTHOCUTEIbHO HA4ajJbHOTO YPOBHS.
3HayeHne MO cpaBHeHMIO ¢ mwianedo ykaszaHo mis P <0.05 (*) u P <0.001 (***) u3z momenu
ANCOVA. Mecsiui=35-aHeBHbIN HHTEPBAL.

[00106] ®ur. 16: ITpogeMOHCTPUPOBAHO, YTO HAYAIbHBIC YPOBHU T-3HA4YEHUS YCTAJIOCTH
no mkane PROMIS SF-6a, B cpennem Obutn Gonee uem Ha | CO BbIlIe HOPMBI MOMYJISALUN
[cpennee=50; CO=10]. ** o6o3Hauaer P <0,01; ** neMOHCTpHPYET CTATHCTUUECKYIO 3HAYMMOCTb
IUIS TIIeYeH 3JIaroJIMKC 1Mo CpaBHEHHUIO ¢ manebo u3 moaenu ANOVA 1t yeTanocTy, BKIFOYast
JIeYeHHEe B Ka4eCTBE OCHOBHOTO (akropa. MakcumanbHbiii SF-6a T-nokazatens=76,8.

[00107] @ur. 17: IeMOHCTPUPYET, YTO 3JIArOJIMKC CHIDKAET MOKa3aTelb yCTAJIOCTH OT
HA4aJIbHOTO YPOBHsI y NMALIUEHTOB C 3HAOMETpHO30M. CTaTHCTUYECKas! 3HAUUMOCTD 110 CPAaBHEHUIO
¢ mranedo, P <0,05, <0,01, <0,001 (*, ** ***) u3 momemu ANCOVA mist yromieHws
IPOIEMOHCTPUPOBAHA, BKJIIOUAs JICUCHUE B KAU€CTBE OCHOBHOTO (PaKTOpa M UCXOIHYIO YCTAIOCTh
B KQ4ECTBE KOBAPHALIUHU, B KOTOPOH CPAaBHUBAIN KKIYIO IPYIITY JIeUeHHs ¢ Tutane6o.

NOAPOBHOE OITHMCAHUE CYINHOCTH U3OBPETEHUA

[00108] D10 monpoOHOE OmMUCaHUE MPEeIHA3HAYEHO TOJBKO JJISI O3HAKOMIICHUS IPYTHX
CTHELMAINCTOB B AAHHOW OOJACTH TEXHMKHM C JAHHBIM M300pETEHHEM, €ro MPUHIMIIAMH U €ro

MPAKTUYCCKUM NMPUMEHCHUEM, Y4TOOBI Apyrue CriciuajucTbl B I[aHHOfI 00J1aCTH TEXHUKHA MOTJIH



16

alanTHPOBaTh U MPUMEHSITh NU300pETeHNE B €r0 MHOTOYHUCICHHBIX (OpMax, Tak Kak OHH MOTYT
Jydlle BCEro MOAXOAMTh Al TPeOOBAaHUS KOHKPETHOTO NMPUMEHEHHUs. JTO ONUCAHHE U €ro
KOHKpETHbIE MPUMEphl MpeJHa3HAa4YeHbl TOJbKO A wutocTpauuu. CrenoBaTeNnbHO, JAHHOE
n300peTeHre He OrpaHMYEHO BapHAHTAMH OCYLIECTBJIEHHs, ONMHCAHHBIMU B JAHHOW 3asBKE Ha
HAaTEHT, 1 MOXeET ObITh Pa3JINYHbIM 00pa30M MOAN(UIIUPOBAHO.

[00109] A. OITPEJIEJIEHU A

[00110] Mcronp3yemble B ONMUCAHUHM U mpujaraeMoin (Gopmyie n3oOpeTeHus, eciu He
yKa3aHO UHOE, CJIEAYIOLHe TEPMUHbBI UMEIOT YKa3aHHOE 3HAUCHUE:

[00111] WUcnonp3dyemblii B JaHHOM AOKyMeHTe TepMUH «ADM» o3HayaeT «aKTUBHBIN
bapmaneBTiyeckuii HHrpeaueHT. [Ipeanournrenbubiii AOU, packpeIThIii B TAHHOM ONUCAHHHY,
npeacrasiasier cobor 4 - ((R) -2- [5- (2-pTop-3-metokcudpenmn) -3- (2-¢prop-6-
TpupTOpMETHUIOEH3MWT)  -4-MeTHI-2, 6-nuokco-3,6-nurunapo-2H-mupumuans- 1-mi| -1-
denmwmdTWIAMHHO)  MachsiHyro  kucioty (Coenmmnenne A) wiu  ero  (papMaineBTHUECKH
NPUEMIIEMYIO COJIb U TAKOM siBysieTCs], Hanpumep, Hatpuit 4 - (R) ) -2- [5- (2-pTop-3-meTokcu-
bennn)  -3-  (2-¢pTop-6-Tpudropmermin-OeH3un)  -4-mMeTni-2,6-1uokco-3,6-nuruapo-2H
MUPUMHIUH- 1 -1 -1-peHrm THIaMuHo) OyTHpaT.

[00112] Hcmomp3yemblii B JaHHOM JOKYMEHTE TEPMUH «(papMareBTHYECKAs
KOMITO3ULIMS) O3HaYaeT KOMITO3HMLUIO, comepxkamyto CoennHeHne A WiH ero ¢papMareBTHYECKH
NPUEMIIEMYIO COJIb M, HEOOS3aTeNbHO, OOWH WM OOoNbllee KOJINYECTBO (hapMaLeBTHUECKU
MIPUEMJIIEMBIX HAMIOJIHUTEIEH.

[00113] Tepmun «¢papMaleBTHUECKH MPUEMIIEMBbI» HCIIONb3YETCs MPHJIATaTeNbHO IS
0003HaueHHsI TOrO, YTO MOJU(PUIIMPOBAHHOE CYIIECTBUTEIbHOE MOAXOAUT JJIS MPUMEHEHHs B
KadecTBe  (papMaLEBTHUECKOTO TMPOAYKTa JJIsI 4eJOBeKa WIM B KadeCcTBE YacTu
(apmMaLeBTHYECKOTO MPOAYKTA JJIs YeJIOBEKA.

[00114] Tepmun «cyOBeKT» BKJIIOYAET JIOJEH M IPYyrux IMPUMATOB, a TaKXKe APYIHX
MJIEKONUTAIOLINX. TEepMUH «CyOBEKT» BKJIIOYAET, HAMpUMeEp, 3IO0POBYI0 KEHIIUHY B
IpEeMEHOoMNay3€e, a TaKXe MalUeHTKy, HMMEIIIY, HarmpuMep, 3HAOMETPUO3, MHOMY MaTKH,
CHHIPOM TMOJUKUCTO3HBIX ssudHUKOB (CIIKSA) wnu agenommos. B ompeneneHHBIX BapuaHTax
CyOBbEKTOM SIBJISIETCS 4YeJNOBEK. B  omnpeneneHHbIX BapHaHTaX OCYIIECTBIEHHS CyOBEKT
NpeAcTaBsieT COOOW B3POCIYIO JKEHINMHY. B ONpeneieHHbIX BapUaHTaX OCYIIECTBIICHUS
CyOBEKTOM SIBIISIETCSI JKEHINMHA, OOBIYHO JKEHIMHA B TIPEMEHONay3e, IMEroIIasi SHIoMeTpro3. B
OTpENIeICHHBIX BAPUAHTAX OCYIIECTBJICHUS] CYObEKTOM SIBJISIETCS JKEHITMHA, OOBIYHO KEHIIMHA B
IpeMeHonay3e, CTpajarollas MUOMOM MaTku. B ompenesneHHbIX BapuaHTaxX OCYILECTBJIEHMS
CyOBEKTOM SIBJISIETCS JKEHIIMHA, OOBIYHO JKEHIIMHA B MPEMEHOINay3e, NMEIoLIas afeHoMuo3. B
OTIpEIeICHHBIX BAPUAHTAX OCYIIECTBJICHUS CYObEKTOM SIBJISIETCS JKEHITMHA, OOBIMHO KEHIIMHA B
npeMmeHonayse, umeromias CITKA.

[00115] Tepmun «repaneBTHUECKH 3(p(HEKTUBHOE KOJIUYECTBO» O3HAUAET JOCTATOYHOE
xonundyectBo AU nnn papmanieBTHIECKON KOMIIO3UIMU IJIS JIEUEHUsI COCTOSIHUS, PACCTPONCTBA
wid 3a00NeBaHMs] TPU PA3yMHOM COOTHOLIEHHWH IIOJIb3a/PUCK, TNPHUMEHHMOM K JH00OMYy

MCIAUITUHCKOMY JICUCHUIO.
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[00116] TepMUHBI «JICUUTBY, «JICUCHUE» U KIIPUMEHEHe JICUCHUs» OTHOCSITCS K CrIOco0y
o0yierdyeHus1 WM OTMEHbI COCTOSIHUS, PACCTPOMCTBA MM 3a00JE€BaHUS W/WUJIHM COMYTCTBYIOILIMX
NPU3HAKOB M CUMIITOMOB.

[00117] B. IEKAPCTBEHHOE BEIIIECTBO

[00118] dapmaneBTUYECKHE KOMIO3ULIUN, PACKPBIThIE B JAHHOM JOKYMEHTE, COAEpKaT
1O MEHbLIEH Mepe ONUH aKTUBHBIN (apmaneBruyeckuil narpeauent:4 - ((R) -2- [5- (2-¢prop-3-
MeTokcu-penun) -3- (2-prop-6-Tpudropmerun-o6eH3nn) -4-metun-2,6-11uokco-3, 6-aquruapo-2H-
nupuMuauH-1-wi| -1-¢peHmmdTraamubno) wmacisHyro kucnory (CoenmHenue A) wim  ee
(apManeBTHYECKH MPHEMIIEMYIO COJIb.

[00119] CoenuneHrie A UMeeT CIeAyOIy GopMyy:
_CH,
o

[00120] Coenunenue A sBisieTcsl epoOpalbHO aKTUBHBIM HENENTHUIHBIM AHTArOHUCTOM
GnRH u otnngaercs ot apyrux aronuctoB GnRH 1 nHbernpyeMbIx (MENTHIHBIX) aHTArOHUCTOB
GnRH. Coenunenne A BbI3BIBAET J0303aBHCUMOE NTOJIABJICHNE TOPMOHOB T'UINO(H3a U SUYHUKOB
y skeHurH. CriocoOe! monyuenust CoennHeHust A 1 ero (papManeBTHUECKH PHEeMIIEMOH CONH, a
TaK)Ke aHAJOMYHBIX CcoequHeHui omucanbl B WO 2001/055119, WO 2005/007165 wu
WO02017/221144, coneprkaHue KOTOPBHIX BKIFOYEHO B JTAHHBIH JOKYMEHT MOCPEICTBOM CCHUIKH.
[Ipennonaraercs, 4TO AeHTEPUPOBAHHAS BEPCUS JIEKAPCTBEHHOTO BEINECTBA TAKXKE BXOIUT B
o0beM HaHHOTO M300peTeHus. JleliTepupoBaHHbIE BEPCHU JIEKAPCTBEHHOTO BELIECTBA ONMUCAHbBI B
nateHTHON 3asiBke CN108129400 A, comeprkaHHe KOTOPOH BKJIIOYEHO B JaHHBIH JOKYMEHT
MOCPEICTBOM CCBUIKH. DJIArOJHMKC W 3JIATOJHMKC HATPHsI UCTIOJNB3YIOTCS B3aMMO3aMEHSIEMO IS
0003HaueHHsI JIEKAPCTBEHHOTO BeIecTBa. ECM He yKa3aHO WHOE, 3JIarojIMKC MOApa3yMeBaeT
3JIATOJIMKC HATPUS B TIPENiesiax ero oobema.

[00121] B  wHekoropbix  BapuaHtax  ocymectBiaerus  4-((R)-2-[5-(2-¢Top-3-
metokcudenmn)-3-  (2-prop-6-TpudTopmMeTni-oeH3 M )-4-MeTHII-2,6-THOKCO-3,6-nuruapo-2H-
NUPUMHUINH-1-1] -1-hpeHMmIPTHIaMUHO) MacisiHas KHUCJIOTa CYIIECTBYEeT B LBUTTEPHOHHOMN
¢dopme. Hanpumep, u kapOOHOBAsE KUCIIOTA, M TPETHYHBIA AMUH SIBJISFOTCS] HOHU3HPOBAHHBIMY, U,
TakuM 00pa3oM, MOJIEKyJia He uUMeeT OOIIero 3apsja, HO MMeeT pasfiesieHue 3apsga. Takue
L[BUTTEP-UOHHbIE (OpPMBI BKIIOYEHbI B 00BbeM TepMuHa «CoemuHeHne A WM €ro
bapmarieBTHIECKH IPUEMIIEMasi COJIbY.

[00122] Coenunenne A MOXET NMPHUCYTCTBOBAaTh B (hapMalleBTUUECKOW KOMIIO3ULIUHU B
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(opMe KHCIOTHBIX WJIM OCHOBHBIX aJTUTUBHBIX coei. KNCIoTHO-aaAuTHBHbIE COTN CBOOOIHBIX
AMUHOCOEIMHEHUH MO JaHHOMY H300pPETeHHIO MOTYT OBITh MOJYYEHBI CIIOCOOaMH, XOPOIIO
M3BECTHBIMH B JJAHHOH O0JIACTH, M MOTYT OBITh MOJYYEHBI U3 OPraHMYECKUX M HEOPTaHMYECKHX
kucior. Ilogxopsmme opraHuveckre KHUCIOThl BKJIOYAOT MAJEMHOBYIO, (yMapoBYIO,
OeH301iHYI0, aCKOPOMHOBYIO, SIHTAPHYIO, METAHCYJIb(OHOBYIO, YKCYCHYIO, TPUPTOPYKCYCHYIO,
I1aBEJIEBYI0, MPONHOHOBYIO, BUHHYIO, CAJMLWIOBYIO, JUMOHHYIO, TJIOKOHOBYIO, MOJIOYHYIO,
MHUHJQJIbHYIO, KOPHYHYIO, AacCMapariHOBYIO, CTEAPUHOBYIO, MAaJbMUTHHOBYIO, TJIMKOJIEBYIO,
TJIyTAMHHOBYIO, TJIFOTOHOBYIO M O€H30JICYJI(OHOBYIO KUCIOTHL. [lomxoasiue HeopraHuiecKue
KUCJIOTBI BKJIFOYAKOT COJISIHYIO, OpPOMHCTOBOIOPOIHYIO, CepHYH, (GocHOpHYIDO U a30THYIO
kucioTel. [loaxonsmue conu NPUCOCOMHEHUS OCHOBAHUN BKJIFOYAIOT T€ COJIM, KOTOPBIE
00pasyroTcsi ¢ KapOOKCHIJIATHBIM aHUOHOM, M BKJIFOYAIOT COJIM, 0Opa30BaHHBIE C OPraHUYECKUMHU
U HEOPraHWYEeCKUMH KAaTHOHAMH, TAaKHMMU KaK COJH, BBIOpAHHbIE M3 MIEJOYHBIX U
IIEJIOYHO3EMENIbHBIX METAJUIOB (HATIPUMED, JINTHS, HATPHUS, KaJIHsl, MArHUs, Oapysl U KaJIbLHs), a
TAKXKE€ HWOH aMMOHHUSI M €ro 3aMelLIeHHble NPOU3BOIHBIC (HAIPUMEp, AHOEH3MJIAMMOHUM,
OCH3MIIAMMOHHH, 2-TUAPOKCHATIJIAMMOHUIT W ToMy mnomoOHoe). Takum oOpasom, TepMuH
«(apmanesTudecku npuemiemast conb» CoennHeHus1 A npeaHa3HaueH i OXBaTa JIFOObIX U BCEX
MIPUEMJIEMBIX COJIEBBIX (hopM.

[00123] B HekoTopwix Bapuantax CoemuHeHue A TPHUCYTCTBYET B (hapMalleBTHUECKOH
KOMIO3uIuu B (Gopme (¢dapMaleBTHUECKH MpUeMiIeMoil coian. B HekoTopeIx BapHuaHTax
ocymiecTsiieHUs1 (papmaneBTHUeckn mpuemiiemasi conb CoemuHeHust A mpeacraBisier coOoi
HaTpueByro conb CoenuHenus A. MonoHatpueBas coib CoeuHeHus: A UMeeT MOJIEKYJISIPHYIO
dopmyny C32H2oFsN3OsNa, 9To COOTBETCTBYET MOJEKYJSIPHOW Macce okojo 653,6 (conmp) u

okojio 631,6 (cBoOomHast gopma). MoHoHaTpueBasi conb CoearHEeHUs] A MMEET CIIEAYIOIIYEO

bopmyy:

07 ™N” CH,
F
*Na'0” YO FaC

[00124] Dnaronukc umeet pKa okosno 8 u okoso 4, Hanpumep okojio 7,89 u okono 4,15.

[00125] B onpeneneHHbIX BapUaHTaxX OCYLIECTBJIEHNUS MOHOHATPHUEBAasl COJIb HAXOIUTCS B
dopMe amoppHOTO TBEPHOrO BEIIeCTBA. B oOmpeneNeHHBIX BapUAHTAX OCYINECTBIICHHS
MOHOHATPHEBAasl COJb HAXOAWTCS B KPUCTAUIMYECKON (Qopme, Takol Kak YacTUYHO
KpucTajuinueckass ¢opma. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS aMOp(HOE COenUHEHHE

MOHOHaTpueBoil Qopmbl umeer penrreHorpamMmy (XRPD - X-Ray Powder Diffraction),
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JEMOHCTPUPYIOIYIO OTCYTCTBHE KPUCTA/UIMYHOCTH. OJNArojuMKC M 3JIarojuKC HaTpus
UCTIONB3YIOTCSl B3aMMO3aMEHsIeMO JUJIsi 00O3HAUeHHsI aKTHBHOro BemecTBa. Eciam He ykaszaHo
MHOE, 3JIaroJIKC MOPAa3yMEBAET 3JIArOIMKC HATPUS B paMKaxX CBOEH 00IacTH MPUMEHEHHUS.

[00126] Kak ucnonb3yercsl B JaHHOM JOKYMEHTE, U B OTCYTCTBHE KOHKPETHOM CCBUIKHU HA
KOHKPETHYIO (hapMaLeBTHUECKU mpuemieMyro cojib CoeanHenus A, moOble 103bl, BEIPA)KEHHbIE
B MIJIJIMTPAMMAX WJIH B IPOLIEHTaX IO MacCe WIN B BUJI€ COOTHOLIEHHUS C IPYTUM UHIPEAUECHTOM,
clienyeT MPUHUMATh KakK OTHOCsIIHecs K konndecTBy CoenuHenust A B cBOOOIHOH (opme.

[00127] B HekoTopbix BapuanTax CoenuHeHue A wiu ero papManeBTHYECKH TpUeMIieMast
COJIb TIPUCYTCTBYET B (hapMaLeBTUUECKON KOMIIO3ULIUH B KOJIMYECTBE OT OKOJIO 25 MT 10 OKOJIO
650 mr Coenunenusi A. B HekoTopeix Bapuantax CoennHeHue A win ero (papMaleBTHYECKH
npuemiieMasi CoJib IPUCYTCTBYET B (papMalieBTUYECKOM Mperapare. KOMIIO3UIMHA B KOJMYECTBE
oT okoJio 45 mr 1o okoso 650 mr Coenunenust A. B omnpeneneHHbIX BapUaHTaX OCYILECTBICHMUS
konndecTBO CoeMHEHUsI A WK ero (papMalleBTHYECKH PUEMIIEMON COJIH COCTABIIIET OT OKOJIO
50 mr no okono 400 Mr. B HEKOTOpBIX BapuaHTax ocylecTBieHUs! konndecTBo CoenuHeHus A
win ero (hapManeBTUYECKH PUEMJIEMOI COJIU cocTaBiisieT oT 0koyio 100 mr no okoso 350 mr. B
HEKOTOPBbIX TaKUX BapuUaHTaxX oOcCyllecTBiIeHUs koauuectBo CoeauHeHuss A WM €ro
(apMaLeBTHYECKU MPUEMIIEMOH COJTH COCTaBJsieT OT 0koJio 140 mr 1o okoso 160 mr, Hampumep
okosio 150 mr. B npyrux Takux BapuaHTax OCyLIECTBJIEeHUs1 konnuecTBO CoenuHeHus A WiH ero
(bapMaLeBTHYECKU MIPUEMIIEMOU COJIM COCTABIISIET OT 0KoJio 190 Mr 1o okosio 210 mr, Hanpumep,
okono 200 mr. B gpyrux BapuaHTax OCyliecTBJIeHHs konuuecTBO CoeauHeHuss A WIH €ro
(dapMaLeBTHYECKU MPUEMIIEMO COJIH COCTaBJIsIET OT 0K0JIo 290 Mr 1o okoso 310 mr, Hanpumep
okouo 300 mr.

[00128] C. PAPMALIEBTUYECKHWE KOMITO3UILIM

[00129] dapmaneBTHueckue komno3unuu, copepxamue CoenuHeHHe A WIH €ro
(apmaLeBTHYECKH TPUEMIIEMYIO COJIb, MOTYT OBbITh MCIOJIB30BAHBI JUIS JICYEHUS] YHIOMETPHO3a,
MHOMBI MAaTKH, CHHIApOMa MOJHKUCTO3HBIX simdHUKOB (CIIKA) mmu ameHomuosza. B omgHOM
BapUAHTE OCYLIECTBJICHHUS (papMaleBTHUECKUEe KOMITO3ULMH, conepskamue CoenquHeHne A win
ero (apmMaueBTUUECKH TPUEMIIEMYIO COJIb, MOTYT OBITb HCIOJNB30BAHbI JJISI JICYEHUS
SHIOMETPHO3a. B OmHOM BapwaHTe OCYLIECTBICHHS (hapMaleBTHYECKHE KOMIIO3HLIUH,
cogepkamne CoenuaeHne A Wik ero (apMaleBTHYECKH MPHEMIIEMYIO COJIb, MOTYT OBITh
UCIIOJIb30BAaHbl  JUIsl  JIEYEHHs] MHOMBI Marku. B ofgHOM BapuaHTe OCYILECTBJIEHMUS
dapmaneBTHUecKre KoMmo3unuy, coxepkamue CoenmHeHne A wWin ero (apMalueBTHUECKH
NPUEMIIEMYIO COJIb, MOTYT OBITh HCIIOJB30BAHBI JISI JICYEHHS CHHAPOMA MOJHUKHUCTO3HBIX
sugankoB (CIIKS). B omHOoM BapuaHTe OCYIIECTBJIECHHS (papMalleBTUYECKHEe KOMIIO3HLINH,
conepkame CoenuHenne A win ero (apMaleBTHUECKH MPHEMIIEMYIO COJIb, MOTYT OBITh
MCIIOJIb30BAHBI 7S JieueHus ajjieHoMno3a. PapMalieBTUYeCKHe KOMITO3ULUY WA TO3UPOBaHHBIE
¢dopMBI, KaKk ONMHCAHO B JAHHOM JOKYMEHTE, MOTYT MpPEACTaBJATb COOOH mepopasibHbIe
T03UpPOBaHHBIE (POPMBI U, B YACTHOCTH, TBEPAbIE MIEPOPAIbHBIE JO3UPOBAHHBIE (POPMBI, KOTOPHIE
MO>KHO BBOIUTH JIOIsIM. [lepopainbHas ekapcTBeHHas popMa MOKET ObITh B popme TabIeToK.

[00130] J[lanHOe packpbiTHe oOecneunBaer  (papMmaLeBTUUYECKHE  COCTaBbl |
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(yHKIMOHABbHBIE HATIOJHUTENH, CPEU MPOUETo, JIJIsl 00JerdeHUs] pACTBOPEHUS JIEKAPCTBEHHOTO
CPeACTBA W/WIIM TMOBBIIEHUS CTAOMIIBHOCTU JIEKAPCTBEHHOTO MPOAYKTA W/WIIH JIEKAPCTBEHHOT'O
BEIIECTBA (HATpuMep, MyTeM KOHTPOJIs1 00pa30oBaHUs MPOAYKTOB PA3JIOKEHUS).

[00131] ITepopanbHblil crIOCOO BBENEHUS JEKAPCTBEHHOTO CPEACTBA SIBIISIETCSl HauOoee
yaOOHBIM Ul TALMEHTOB, MOCKOJBbKY TAOJNETKH CTaHOBSITCS CaMOW MOMYJIIPHOH TBEpHOM
JIEKapCTBEHHOW (HOPMOH MJIsi MEepOpajbHOrO MPUMEHEHHs], HCToNb3yeMol cerogHs. OmHaKo
pa3paboTka TabieTku ¢ HeMeAJIEHHbIM BhICBOOOKAeHHeM aiisi CoenuHeHus: A He Obliia POCTOM.
Ucxonuble TaONeTKH, TNPUTOTOBJCHHBbIE rpaHynupoBaHueM CoenuHeHuss A € TUIHYHBIMU
(apMaleBTHYECKUMH  HAMOJHUTENSIMH, — MPOJEMOHCTPHPOBAIM  HETOJHOE  PacTBOPEHUE
Coenunenust A B 900 mu 0,1 H HCL 6ydepa ¢ pH 1,2. Eciin nporieHTHOE copepikaHue npenapara
B Tabnerke mnpesbimano 10%, pactBopsuiack ToabkOo 30-40% JnexapCTBEHHON HArpys3KH.
OcraBmeecs: konuyectBo CoeanHEHUs1 A MPHUCYTCTBOBAJIO B BHIE HEPACTBOPUMOIrO OCaJKa B
BEPXHEH YaCTH COCYIOB ISl PACTBOPEHUSL.

[00132] B ompeneneHHBIX BapuaHTaX OCYINECTBIEHHUS yKa3aHHas (papManeBTUYecKas
KOMITO3ULIUST TIPENCTABISAET CO0OHM (papMaleBTHUECKYI0 KOMIIO3UIUIO C HEMEJIEHHBIM
BbICBOOOXKIeHHeM. [lo MeHbIIell Mepe, B OJHOM acrekTe (apMaleBTHYECKHE KOMITO3HLINY,
cogepkame CoenuHenne A win ero (papManeBTUYECKU NPUEMIIEMYIO COJIb, BKJIFOYAIOT
AHTHUTeJIeO0PA3YIOLIUH areHT.

[00133] Kak ymnoMsHyTO B [daHHOM JOKYMEHTE, «aHTHIelIeoOpasyIoIIUil areHT»
NpEeACTaBIsieT COOON areHT, KOTOPBIM YMEHbINAET MM MpefoTBpainaer obOpazoBaHue rens. B
OTpENIEJICHHBbIX BapUaHTaX OCYILIECTBICHUS AHTHUreneoOpasyIolMii areHT yMEHbIIaeT WIN
npeaoTBpaliaeT 00pa3oBaHUE Ielisl OTHOCUTENBHO HIEHTHMYHONW B OCTaJbHOM KOMIIO3MLIMU Oe3
aHTUTEIe00Pa3yIOLIeTo areHTa. B OTpeieIeHHBIX BapUaHTax OCYLIECTBIICHUS
AHTUTEIeO0PA3yIOMH areHT yMEHbINAeT WM TNPeJOTBpallaer oOpa3oBaHHE resi, TaK 4YTO
obnerdaercs BoicBOOOKaeHne CoenuueHns A min ero papMaleBTHYECKH IPUEMIIEMOH COJIH U3
KOMITO3UIIMH. B HEKOTOPBIX BapHAHTAX OCYIIECTBJICHUS aHTHIENeO0Pa3yIOLINA areHT yIy4InaeT
BbicBOOOKIeHne CoenuHennss A win  ero  (apMaLeBTHUECKH TNPUEMIIEMOH CONu U3
(bapmManeBTHYECKONW KOMITO3UIIMH IO CPABHEHUIO C TOM ke (papMarieBTH4eCKOi KoMmo3uuuei 6e3
AHTHUTeJIe00Pa3yIOIIEero areHTa.

[00134] B ompeneneHHBIX BapHaHTAaX OCYINECTBJIEHUS AHTHUIeJeoOpasyIOIIUi areHt
IecTByeT B KauecTBe Moaupuuupyroero pH arexra, Takoro kak oydep.

[00135] B ompeneneHHBIX BapHaHTAaX OCYINECTBIECHUS AHTHUTeJeOOpasyIOIIUil areHt
npeAcTaBisieT COOOH COJb IEJIOYHOTO METalIa, TAaKyro Kak kapOoHat Hatpust. KapboHat HaTpust
MOJKET ObITh OO0 MOHOTHMApPATOM KapOoHaTa HaTpwus, OO0 Oe3BOAHBIM KapOOHATOM HATPUS.
Jlpyrue aHTUreneoOpas3yrolIfe areHTbl MOTYT ObITh OCHOBaHMAMHU. I[IpuMeprl OCHOBaHUH
BKJIFOYAIOT THIPOKCHUI KaJbLUs, TYaHHIWUH, THAPOKCHI MArHWs, METJIIOMHH, IUIEPHUIIH,
rmoko3amuH, runepasuH uian TRIS (tris hydroxymethyl amino methane). B onpenenennbix
BapUAHTaX OCYINECTBJICHUS aHTUIeJIe00Pa3YIOIINE areHThl MOT'YT NPEACTABIISATh COOOH OCHOBHBIE
AMHUHOKHUCIJIOTHI. [IpuMepsl OCHOBHBIX aMUHOKUCIOT BKJIOYAKOT L-opHutuH, L-nusun wnu L-

apryuHUH. B HEKOTOPBIX APYryuxX BapHaHTaX OCYIIECTBJICHUS aHTUTeNIe00pa3yIOIUil areHT MOKET
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NPEACTaBIATh COO0I OCHOBHBIE conu. IIprMepbl OCHOBHBIX COJell BKIIFOUAIOT KapOOHAT HATPHS,
kapboHaTt kamus, TpuHaTpuiidocdar, auHarpuidruapodocdar, auHaTpuUHTHIpOdOCHhaT,
TPUHATPUHLIUTPAT AUTHAPAT, TYaHUJUHKapOOHAT. B onpeneneHHbIX BaprHaHTax OCYLIECTBICHUS
aHTUreneodpasyromuM areiroM Moxet ObiTh Eudragit EPO.

[00136] B HExOTOpBIX BapHaHTax OCYLIECTBJIEHUs OTHOLIeHHE Macchl CoenuHenust A i
ero apMaLeBTUYECKU IPUEMIIEMOIT COJIM K aHTUTeIe00pa3yoLieMy areHTy COCTABIISIET OT OKOJIO
1:1 mo oxomo 20:1. CooTHOWIEHNST MAacChl MOTYT OBITH BHIOPAHbI B PA3IMYHBIX AMANA30HAX,
BbIOpaHHBIX M3 rpymmbl, coctosimed w3 1:1, 2:1, 4:1, 6:1, 10:1 wnmm 20:1. Tak, Hampumep,
COOTHOILIEHHE MOKET cOCTaBJSITh OT 1:1 no2:1umuor 1:1 no4:1 umuor 1:1 no 6:1 unmu ot 1:1 no
10:1 mm ot 1:1 go 20:1.

[00137] B ompeneneHHBIX BapHaHTAaX OCYINECTBJIEHUS AHTHUreJeoOpasyIOIUil areHt
NPUCYTCTBYET B (papManieBTUIECKOH KOMIIO3ULIMHU B KOJMUYECTBE OT OKOJI0 3% 110 okoJ10 60 mac.%
(Mac./Mac.) ¢apmaleBTHUECKOH KOMITO3UIIMU. B HEKOTOPBIX BapHAHTaX OCYIIECTBJICHHUSI
AHTHUTENIe00PA3YIOIUI areHT MPUCYTCTBYET B (papMalleBTUYECKONH KOMITO3ULIMH B KOJIMYECTBE OT
okojio 3% no okoso 50 mac.% (mac./mac.) ¢dapmaleBTHUECKON KOMITO3ULIMU. B HEKOTOpBIX
BapUAHTAX OCYLIECTBJICHUS aHTUTENIEO0Pa3yIOIIUN areHT MPHCYTCTBYET B (papMarieBTUIECKON
KOMIIO3UIIMH B KOJIMYECTBE OT OKoJIo 5% nmo okono 35 mac.% (mac./Mac.) dpapMalneBTUIECKOM
KOMITIO3UIIMK. B  HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS AaHTUreNeo0pasyroIui  areHT
NPUCYTCTBYET B (hapMaLEBTUUECKON KOMIO3ULUU B KonudecTBe OT okoso 10% no oxomo 25
mac.% (Mac./mac.) papmaneBTHUEeCKOH KOMIO3UINHU. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS
aHTUTeNIe00PA3YIOIUI areHT MPUCYTCTBYET B (papMalieBTUIECKONH KOMITO3UIIMU B KOJINYECTBE OT
okoJio 15 mac.% mo oxoso 20 mac.% (mac./mMac.) papMareBTHIeCKONH KOMITO3UIIH.

[00138] B ompeneneHHBIX BapuaHTax OCYINECTBIEHHsS yKa3aHHas (papmaneBTHYecKas
KOMITO3HLIUST TIPEACTABIIsIeT cOOOM TaONeTKy C IUIEHOYHBIM MOKPBITHEM. B HEKOTOpPBIX TaKuX
BapUAHTAX OCYLIECTBJICHUS AaHTUTeIe00Pa3yIOLIHid AreHT MPUCYTCTBYET B KOJIMYECTBE OT OKOJIO
3% no okono 60%, anbTepHATUBHO, OT OKOJIO 3% 10 okoyio 50%, aabTepHATUBHO OT OKOJIO 5%
10 ok0J10 35%, anpTepHATHBHO OT OKOJIO 10% 10 0KO0MIO 25%, anbTepHATUBHO, OT OKOJIO 15 Mac.%
1o okouio 20 mac.% B TaOneTke 0e3 MOKPHITHUSA. B HEKOTOPBIX TAKMX BaPHAHTAX OCYIIECTBIICHUS
AHTHUTENIeO0PA3YIOIUN areHT NPHCYTCTBYEeT B KOJUYeCTBE OT OkojJo 3% mo okoso 60%,
aJbTEPHATUBHO, OT OKOJIO 3% 1o okono 50%, anpTepHATUBHO OT OKOJO 5% 10 okojo 35%,
aMbTEPHATUBHO OT OKOJI0 10% mo okoso 25%, aapTepHATUBHO, OT OKOJIO 15 Mac.% no okoso 20
Mac.% e TabJIeTKe C MOKPHITHEM.

[00139] B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUs OTHOLIeHHEe Macchl CoeuHeHust A 1iu
ero (apMaLeBTHYECKH MPUEMIIEMOH COJIH K aHTHIeIe00pas3yoLIeMy areHTy COCTABIISIET OT OKOJIO
0,5:1 no oxono 20:1. B HEKOTOPBIX BapHUaHTax OCYIIECTBIIEHUs OTHOLIeHHe Macchl CoequHeHMsI
A nnm ero papMareBTHYECKH IPUEMIIEMON COJTM K aHTHIeNIe00Pas3yIoIeMy areHTy COCTaBIISIET OT
okono 0,5:1 mo okono 10:1. B HEKOTOpPBIX BapuUaHTax OCYLUECTBJIEHHUs OTHOLIEHHUE MAaCChl
Coenunennst A wiu ero ¢papMaleBTHUECKH MPUEMIIEMOI COJIN K aHTUTeNIe00Pa3yoIeMy areHTy
cocrasisieT oT 0kouso 0,5:1 10 okos0 6:1. B HEKOTOpPBIX BapUaHTaX OCYLIECTBIEHUs OTHOLIEHUE

maccel CoequHeHus1 A Ui ero apMareBTHIECKU IPUEeMJIEMON COJIH K aHTUTeNIe00pa3yoimeMy
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arenty cocrasisieT oT okoyio 0,5:1 no okono 4:1. B HEKOTOpPBIX BapHaHTaxX OCYLIECTBJICHUS
otHomeHne Mmaccel CoenuHeHHst A WM ero (apMaleBTHYECKH TMPUEMIIEMOM CONMHM K
aHTHUTeJIe00pas3yIoLIeMy areHTy COCTaBsieT oT 0koJio 1:1 1o okoso 3:1. B HekoTOphIX BapraHTax
OCYyILIECTBIIEHHs] OTHOIIeHHe Maccel CoennHeHHst A WM ero ¢papMaleBTHYeCKH NpHEeMIEMON
COJI K aHTHUTeNIe00pasyIoIeMy areHTy COCTaBJsieT Okoyo 2:1.

[00140] B HekOTOpBIX BapUaHTAX OCYIIECTBJICHUS YyKa3aHHas (hapMaLeBTHUECKAs
KOMITO3MLIUST  AOMOJIHUTEIBHO COAEP’KUT  AHTUIeNeoOpasyloUMii areHT B KOJHYECTBE,
a¢pekTUBHOM MU MpenoTBpalleHus: 0Opa3OBaHUsl IejIeBOM MAacChl, KOTOpask MOXKET CHU3HTH
cKopocTh BbICBOOOXKIeHUsT ADPM u OMOmOCTYMHOCTH TPU BBEOCHHH (hapMarieBTHYECKON
KOMITO3UIINH MALUEHTY.

[00141] B HekOTOpBIX BapuUaHTaX OCYIIECTBJICHUS AHTUTeJeOOpa3yIOMUi areHt
YMEHbLIAeT WIM MpeNoTBpamaeT oOpa3oBaHUE Tejsd, TaK 4YTO OOJierdaercss BbICBOOOXKIEHHE
Coenunennss A win ero (apMaueBTUUECKU MPUEMIIEMOH Ccomu H3  (papMarieBTHIECKON
KOMITIO3UIIMH. B HEKOTOpPhIX BapuaHTAaX OCYLIECTBICHUS YKa3aHHas (apMaleBTHYECKAs
KOMITO3ULMST  JIOTIONTHUTENIbHO CONEP)KUT  aHTHTeNneoOpasyIoLIMii areHT B  KOJIUYECTBE,
s dexTuBHOM a1 u3MeHeHus: Mukpocpenbl CoeamHeHust A wim ero (papmManeBTHYECKH
NPUEMIIEMON COJH, JUIsA OOJIErdeHHsl €r0 BBICBOOOXKACHHA. U3 (hapMaLleBTHUECKONW KOMITO3ULINH,
IPY BBEIEHUH NALIMEHTY. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHUS] aHTUTEIe00Pa3yOLINi areHT
NPUCYTCTBYET B  KOJWYECTBE, JOCTATOUHOM s OOECNedeHUs]  MUKPOOKPY)KEHHS,
criocoOcTByrOIIero BeicBOOOKAeHUI0 CoenuHeHnss A win ero gpapManeBTUYeCKH NpUeMIIEMON
conu u3 TableTKu B BOXHOH cpene. B HEKOTOpBIX BapMaHTax OCYLIECTBJIEHHs OOJerdeHue
BbIcBOOOXKAeHUs CoenvHeHMst A wiu ero (papMaLeBTHUECKH MPUEMIJIEMON COJH, NMPUBOIUT K
Oonee Tmpencka3yeMbIM CKOPOCTAM BBICBOOOXKAEHHS M abcopOLMU IO CPaBHEHHIO C
(dapmaneBTHYECKOIl KOMMO3UIMEH, B KOTOPOW OTCYTCTBYET aHTHreseoOpasyromuii areHt. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBICHUS AaHTUIeNIe00pasyIOINi areHT yJIyqIaeT BHICBOOOKAEHHE
Coenunenuss A win ero (apMalUeBTUUECKU MPUEMIIEMOH CcoMu H3  (papMarieBTHIeCKON
KOMIIO3UIIMK 10 CpaBHEHHIO C TOW ke (apmaneBTU4eckoii  kommosuiued  0Oe3
AHTHUTeNIeO0pas3yIOIero areHra. B HEKOTOpPhIX BapHAaHTaX OCYLIECTBICHHS YKa3aHHAs
(apmaneBTHYECKAasT KOMIO3HMLUS JOMOJHUTEIBbHO CONEPIKUT AHTHIeIeo0pasyroLIiid areHT B
KonudecTBe, SPQPEKTHBHOM IJI1 YBEJIUUEHHUs BbICBOOOXIeHUss CoeauHEeHUss A WU €ero
(apManeBTHYECKH MPUEMJIEMOI COJTM U3 KOMIIO3HULIUH, MIPH 3TOM BBICBOOOXKIEHUE U3MEPSIIOT C
ucnionb3oBanueM ycrpoiictsa USP II B 900 mn docdara natpus, pH 6,8, mpu 37°C u ckopoctu
BpateHus jjonacta 50 o6/mMuH.

[00142] B HekOTOpBIX BapHaHTaX OCYIIECTBJICHUS YKa3aHHas (apMaleBTHIecKast
KOMITO3ULMSI  JIOTIONHUTENIbHO  CONEPIKUT  aHTHTeNeoOpasyIoLINii areHT B  KOJIWYECTBE,
3¢ ($eKTUBHOM [UII YMEHBIIEHHsI WIN MPEIOTBpALeHns 00pa30BaHUsl LIBUTTEP-UOHHONW (HOPMBI
Coenunenuss A win ero (apMaLeBTHUECKH MpUeMIIeMON coilu. B HEKOTOpBIX BapHaHTax
OCYIIECTBIICHHSI AHTHTeIe00Pa3yIOLIHH areHT NeHCTBYET Kak pa30aBUTEb.

[00143] B HekoTOpbIX BapHaHTaX OCYIIECTBJICHUS YyKa3aHHas (papMaLeBTHYECKAs

KOMMO3uluss  AOMNOJHHUTEJIBHO  COOCPIKUT aHTHFeHeO6paSYIOLHHﬁ ar¢cHr B  KOJIUYCCTBEC,
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3¢ PeKTUBHOM I peryJupoBaHHs BpEeMEHH pacmnana (hapMaleBTHYECKOH KOMIIO3MLIUU W/ WU
BpeMeHn pactBopenust CoennHenus A win ero papMareBTHIeCKH MPUEMIIEMOM COJTH, HATIPUMeED,
s olecriedeHus OJIArOMPUATHOTO MHUKPOOKPYIKEHHUSI B KEJyIOYHO-KUIIEYHOM TPAKTe JJIst
pactBopenust CoenuHeHust A Wi ero papManeBTHIeCKH IPUEMIIEMON COJIH.

[00144] B HekoTOpbIX BapHaHTaX OCYIIECTBJIEHUS YyKa3aHHas (apMalieBTHUYeCKast
KOMIIO3ULUSI  JIOTIOJIHUTEJbHO CONEPXKUT  AHTHTeneoOpasyoLIii areHT B  KOJIUYECTBE,
s¢p¢exTuBHOM a1 u3MeHeHus: mukpocpenbl CoeauHeHuss A win ero (papmaneBTUYECKH
MPUEMJIEMON COJIM MyTeM yBEJIHUYECHHs YPOBHS BbIChIXaHHsI MUKpocpenbl CoequHeHus1 A UiIu ero
(hapMaLeBTHYECKU MIPUEMJIEMOI COJIU TIPH BBEIEHUU MALIMEHTY.

[00145] B HEKOTOPBIX BapuaHTAaX OCYLIECTBICHHS aHTUTeIe00pa3yIOIuil areHT BbIOpaH
W3 aMHUHOB, aMHUJOB, COCJAMHEHUN aMMOHHUS U aMHUHOKHUCJOT. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHUS] AHTUTENICOOPa3yIOIIMii areHT BhHIOpAaH W3 aMMHAaKa, JIAaKTaTa aMMOHWUS,
OukapboHaTa aMMOHUS, THIPOKCHAA AMMOHHS, IBYXOCHOBHOTO (ochaTa aMMOHUSI, METHIIAMUHA,
OMMETUJIAMUHA, 3TUJAMHHA, MOPOMWJIAMHUHA, TPUIVIMLEPUAA, TPUSTWIAMHHA, TPUIJIMLIEPHUHA,
3TaHOJIAMHHA, TPUSTAHOJIAMHHA, TPUTHAPOKCUMETUIIAMUHOMETAHA, STUJICHINAMUHA,
ajmnanTonHa, N, N-numerunrinunuba, N-MeTUIrmokaMuaa, 6N-MeTWINIIOKaMUHa, TPOMETaMOJ1a,
MermrokamuHa, L-opantuna, L-nmu3uHa, L-apruauHa wim uX KOMOWHAIIAH.

[00146] B HeKOTOpBIX BapUaHTaX OCYIIECTBJIICHUS AHTUTeJIeOOpa3yIOIMUi areHT
MPEICTaBIsIeT COOOM BOIOPACTBOPUMYIO COJIb KHCJIOTHI, BRIOPAHHYIO M3 TPYIIIbI, COCTOSIIIEH U3
YKCYCHOW KHCJIOTBI, aleTypoBOH KHCJIOTHI (N-aleTUNTrIUIUHA), agUMUHOBONH KHCIOTHI, L-
aCKOPOMHOBOM KUCJIOTHI, L-acraparnHOBOM KUCIIOThI, MACISTHONW KUCJIOTBI, J€KAHOBOW KUCJIOTHI,
YrOJIBHOW KHUCJIOTBI, JJUMOHHOHM KHCJOTBHI, ()yMapoBOH KHUCJIOTBHI, raJakTapoOBOH KHCJIOTHI, D-
[JIIOKAPUHOBOM  KHUCJIOTBL, D-IIIOKOrenTOHOBOM  KHUCJHOTBL, D-IiIrOKOHOBOM KHCHOTHI, D-
TJIFOKYPOHOBOM KUCJIOTHI, L-rTyTaMHUHOBO# KHCJIOTBI, MIyTapOBOI KUCIIOTHI, ruepodochopHOi
KHUCJIOTBI, TJIMKOJEBOM KUCJIOTBI, THIIYPOBON KHUCIOTHI, COJSHON KHUCIOThL, DL-monounoi
KUCJIOTBI, JIJAKTOOMOHOBOM KUCJIOTBI, JIAYPUHOBOM KUCJIOTHI, MAJIEHHOBOU KUCJIOTHI, L-s10109HOM
KUCJIOTBI, TaJbMHUTUHOBON KHCJIOTHI, (POCHOPHON KHUCIOTHI, MHUPOBUHOTPATHON KHCIIOTHI,
ce0alMHOBOM KUCIIOThI, CTEAPUHOBOM KUCIIOTHI, SHTAPHOU KUCJIOTBI, CEPHOM KUCIOTHI, L-BUHHOM
KUCJIOTBI M THOIMAHOBOH KHUCIOTHI MJIM WX KOMOWHAIMU. B HEKOTOpBIX BapHaHTaX
OCYIIECTBJICHUS] AHTUTeNIeOOpa3yIOIUN areHT MpeacTaByisieT coOOH BONOPACTBOPUMYIO COJb
KHUCJIOTBI, BRIOPAHHYEO U3 TPYIIIbI, COCTOSIIEH U3 YKCYCHOU KUCJIOTBI, a AUITIHOBON KUCIOTHI, L-
ACKOPOWHOBOM KHCIIOTBI, YTOJBHOW KUCJIOTHI, JUMOHHOU KUCJIOTHI, L-ryTaMUHOBOM KHUCJIOTHI,
COJITHOU KHCIOThI, DL-MOJIOYHON KHCJIOTHI, JJAKTOOMOHOBOM KHCJIOTBI, JIAYPUHOBOUW KHCIIOTBHI,
MaJIEMHOBOHM KHUCIOTHI, L-A0104HON KHCIOTHI, (POCHOPHON KHCIOTHI, CTEAPUHOBON KHCIIOTHI,
STHTAPHOU KHUCJIOTBI, CEPHON KUCIOTHI U L-BHHHON KUCJIOTHI MM MX KOMOWHALINU.

[00147] B HeKOTOpBIX BapUaHTaX OCYIIECTBJICHUS AHTUTeNeOOpa3yIoMUi areHt
MPEICTaBIIsIeT COOOM BOIOPACTBOPUMYIO COJIb KHCJIOTHI, BEIOPAHHYIO M3 TPYIIIbI, COCTOSIIEH U3
aNbIMHOBOM  KHUCJIOTBI, O€H30JICYyJb(OHOBONW KHCIOTBHI, O€H30HHONH KHCIOTHL, 2- (4-
THIPOKCIIIOeH30MIT) OEH30MHOM KHUCIIOTHI, (+) - KaM(pOPHOW KHUCJIOTHI, OKTAOHOBOW KHCIIOTHI,

LIUKJIAMUHOBOH KHCIIOTBL, 11 (TpeT-OyTHi1) HadTaTuHANCYIL(POHOBON KUCIIOTHI, IH (TpeT-OyTHi)
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Ha(pTaTMHCYIb)OHOBOM KHUCJIOTHI, JOACHMIICYJIb(OHOBONH KHCIOTHI, 3TaH-1,2-nucynb(pOoHOBOMH
KUCJIOTBI, 3TAHCYJIb(POHOBONW KHUCJOTHI, 2-THAPOKCHATAHCYIb()OHOBON KHCIOTHI, F€HTU3HHOBON
KUCJIOTBI, O-OKCOTJIyTapOBOM KHCJOTBI, M30MACIsIHOW KHCJIOTBI, MAaJOHOBOW KHCIJOTSI,
METAHCYJIb(OHOBONH  KHUCJIOTBHI,  HadTanus-1,5-nucynb@oHOBON  KHCHIOTHL,  HadTaaMH-2-
Cyb(OHOBOM KUCTIOTHI, |-ruapoKcu-2-HadTOMHOM KUCIOThI, HUKOTUHOBOW KHCIIOTBI, OJIEUHOBOMN
KUCJIOTBI, OPOTHUYECKON KHCJIOTHI, IIAaBEJeBOH KHCIOThI, SYMOOHOBOI KHCJIOTBI, MPOMaHOBOM
KUCJIOTBI, L-IMpOriyTaMUHOBOW KHCIIOTBI M Iapa-TOJNyOJCYJIb(OHOBOH KHCIOTBI MM HX
KkoMOWHaIMU. B HEKOTOpPBIX BapuUaHTAX OCYINECTBJICHUS AHTHUIeNIeOOpa3yIOIMHA  areHT
NpeACTaBysieT Co0O0M BOIOPACTBOPUMYIO COJIb KHUCJIOTBI, BHIOPAHHYIO M3 AJbIMHOBOW KHCJIOTHI,
OeH30HHOMN KHCIIOThI, OKTAOHOBOW KUCJIOTBI, HUIKOTHHOBOM KUCJIOTHI M TIPONIAHOBOH KHCJIOTHI HITH
WX KOMOWHAIIWH.

[00148] B HekOTOpBIX BapuUaHTaX OCYIIECTBJICHUS aAHTUTeJIeOOpa3yIOIMUi areHt
npeacTasisieT coOOH CoNb YroNbHOHN Mitn OMKapOOHOBOHW KHUCJIOTBI, TAKOW KaK COJIb LIEJIOYHOTO
MeTaJljla UK COJb LIEJOUYHO3EMENbHOIO MeTajia, C OCHOBOM M3 KaJbLUsi, MArHUs, HATPUs WU
KaJMsl WIM UX KOMOMHAIMK Hanpumep, kapOoHat Hatpus. KapOonaT HaTpus MOxkeT ObITh JTHOO
MOHOTHApPATOM KapOoHaTa HaTpusi, JMOO Oe3BOIHBIM KapOOHATOM HATpusi. B HEKOTOpPBIX
BapUAHTaX OCYIIECTBIICHHS aHTUTeJIe00pa3yOLUINil areHT BEIOPaH U3 COJIM JINMOHHOM KHCJIOTHI €
OCHOBAHHEM KaJIbLIHsI, MarHUsI, HATPHSI U KaJIUsl WIM UX KOMOMHALWU. B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHs] AHTHUIeIe0Opa3yIOLINi areHT BBIOMPAIOT W3 TIPYMIbL, COCTOSINEH M3 CONU
bochopHOI KUCIOTHI C OCHOBAHUEM KaJIbLIMs, MATHUS, HATPHS U KaJIHs WM UX KoMOuHaumu. B
HEKOTOPBIX BAapHAHTaX OCYLIECTBJICHUS AHTUTeNeoOpasyloIUil areHT BBIOMPAIOT U3 TPYIIIHL,
COCTOSIIIIEN U3 CONIU YKCYCHOM KUCJIOTBI C OCHOBAHUEM KaJbLIMsl, MATHMsI, HATPUS U KaJlus U ee
conu. B HEKOTOpBIX BapuaHTax OCYINECTBICHUS AHTUTeIeOOpas3yIOIUil areHT BBIOMPAIOT U3
IPYMIBI, COCTOSIIIEN U3 COJMHM CEPHOM KUCIIOTBHI ¢ OCHOBAHUEM KaJIbLIUs, MArHUsI, HATPHS U KaJIusl
WIN UX KOMOMHaImy. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUsS AaHTUIeNeOOpa3yIOIUil areHT
BBIOMPAIOT U3 TPYIIIBI, COCTOSLICH U3 COMU L-aCKOpOMHOBOM KUCIIOTBI, OCHOBAHUS C KAJIbIIHEM,
MarHueM, HaTPUeM U KaJIMeM WM UX KOMOMHauuu. B HEKOTOpPBIX BapHaHTaX OCYINECTBJICHUS
AHTHUTeJIeOOPa3yIOLIUI areHT BBIOMPAIOT M3 TPYIIIbL, COCTOSIEeH M3 conu L-acmaparnHOBOM
KUCJIOTBI C OCHOBAHHEM KaJIbLIUsI, MATHUS, HATPUS M KaJIUs WK UX KOMOMHAIMU. B HEKOTOpPBIX
BapUAHTAX OCYLIECTBJICHHS OCHOBAHHME KaJbLMS MPEACTABISIET COOOW TMAPOKCHA KajbLus. B
HEKOTOPBbIX BAapHAHTaX OCYIIECTBJIEHHs] OCHOBAHWE MArHUs MPEACTaBIsIeT COOOH THAPOKCHI
MarHusi. B HEKOTOpBIX BapuUaHTAaX OCYLIECTBICHHs H300peTeHHss OCHOBAHHME HATPUS
npeacTaBisieT coOOl TMIPOKCHUA HATpusi. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHHS OCHOBHHE
KaJusl TIPENCTaBJsseT COOOW THIpokcua kamus. Jpyrue aHTurenseoOpasyroliue areHTbl MOTYT
ObITh OCHOBaHMSMH. [IpuMepsl OCHOBaHHMH BKJIIOYAIOT THAPOKCHI KAaJbLMs, TyaHUIIHH,
THAPOKCUI MArHusi, MEIJIIOMUH, THUIEPUANH, TJI0Ko3aMuH, mnunepasuH wi TRIS  (tris
hydroxymethyl amino methane) wnmun wux komOmHanmro. B HEKOTOpPBIX APYrHMX BapHaHTax
OCYIIECTBIIEHHs] AHTUTeJIe00pa3yoIuil areHT MOXKET NPEeACTaBIsITh COOOH OCHOBHBIE COJIH.
IIprMeps! OCHOBHBIX COJIEH BKJIFOYAIOT KapOOHAT HaTpus, KapOoHAT Kamus, TpuHaTpuiipocdar,

auHatpuil  rugpodocdar, auHatpuit ruapodocdar, TPUHATPUHLMUTPAT OUTHAPAT MK
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r'yaHUJUHKApOOHAT WIIH UX KOMOMHALIHIO.

[00149] B HeKOTOpBIX BapUaHTaX OCYIIECTBJICHUS aAHTUTeNIeOOpa3yoImulil areHt
BKJIFOYAET BOJOPACTBOPUMYIO COJIb CJIaO0OH KUCIIOTHI, TAKOH Kak kapOoHaT (Hanmpumep, KapOoHaT
HATpUs, TUAPOKApOOHAT HATpuUs, KapOOHAT Kasus, rUApoKapOOHAT Kanus), auerar (Hampumep,
alietaT HaTpHs, Kajiuil). aleraT, auerarT aMMOHMA) win ¢ocdar (Hanmpumep, MOHO-, TU- WU
TpuHatpuiipochaT) WK UX KOMOMHALHIO.

[00150] B HekoTOpBIX BapuaHTaxX OCYINECTBJICHHS AaHTHUreNeoOpasyloIMui areHT
BKJIFOYA€T OCHOBHYI) AaMHHOKHCJIOTY, TaKyK) KakK apTrUHHH, JIM3WH, TUCTHIWH WIH WX
KoMOWHaIMK. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS] aHTUT€NIEO0PA3YIOIIHMI areHT BKIFOYAeT
OCHOBHBIE TIOJIMMEPBI, TAKHE KaK MOJH (MET) aKpuiIaTHbIe mosuMepsl, Takue kak Eudragit E100,
Eudragit E12, Eudragit ES, Eudragit EPO wnu nx xomOuHauumu.

[00151] B ompeneneHHBIX BapHaHTAaX OCYINECTBJIEHUS AHTHUIeJeOOpa3yIOIIUi areHt
COAEPIKHT COJIb MIEJIOYHOTO METAJUIA WITH UX KOMOWHAINIO. TUIHMYHBIE COJIH IIEIOUHBIX METAJIIOB
BKJIFOYAIOT KapOOHAT HATPHs, TUAPOKapOOHAT HAaTpus Miu pocdaT HaTpus.

[00152] B omnpeneneHHbIX BapUaHTaX OCYLIECTBJEHHUS COJIb IIEJOYHOTO MeTajila
NPUCYTCTBYET B KOJWYECTBE, HOCTATOYHOM Uil OOECTEYeHHs] MHKPOOKPYKEHUS IS
YMEHBLICHUS WJIN PEAOTBPAIIeHUs] 00pa30BaHus refisl. B HEKOTOPBIX BapHaHTaX OCYILIECTBICHUS
COJIb WIEJIOYHOTO MeTajla IMPHCYTCTBYET B KOJNUYECTBE, JOCTATOYHOM Il OOECTIeYeHHUs
MHUKPOOKPYXKEHHsI,  crocoOcTByromero  BoicBoOokaeHnto  CoemuHennss A winm  ero
(bapmareBTHYECKH NPUEMIIEMON COJM K3 TaOJNEeTKH B BOAHOH cpere. B HEKOTOpBIX BapuaHTax
OCYILECTBIICHHS yKa3aHHasl (papMalleBTHYECKasi KOMITO3UIIMS UMeeT MPOQIIIb BBIXOAA, TAKOH Kak
BbIcBOOOXKIAeHne CoenuHeHnss A win ero (apMaueBTHUECKH TMPHEMJIEMON COJH, WIN
nesuHTerpays (GpapManeBTH4eCKOl KOMITO3UIIMM MTPOUCXOIUT B TOHKOH KHIIKe. B HekoTOpbIx
BapUAHTaX OCYINECTBJICHUS YKa3aHHas (papMaleBTHYECKash KOMIIO3ULMS UMeeT MPOQHIIb, TAKOH
KaKk, BeIcBoOOXIeHne CoenuHeHHst A win ero (papMaleBTUUECKH NPUEMIIEMOW COJIH, WM
ne3uHTerpanysi (papMaleBTUYECKON KOMIO3MIMK MPOMCXOAUT IUCTAJIBHO MO OTHOLICHHIO K
NIJIOPUYECKOMY  CUHKTOPY. B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHsS YKa3aHHAs
(apmaneBTHYECKasT KOMITO3UIIHSI UMeeT NMPOoQUib, TAKOH Kak, BbICBOOOXAeHne CoenuHeHus: A
Wi ero (apManeBTHYECKH TNPHEMIIEMOH COJIM, MM JAe3UHTerpauus (papMareBTHIECKON
KOMITO3UIIUH MPOMCXOIUT TUCTAIbHEE JIYKOBULIBI IBEHAALATHUIIEPCTHON KUIIKH. B HEKOTOpPBIX
BApUAHTAaX OCYLIECTBICHHUs YKa3aHHas (apMaleBTHYECKas KOMIO3HLHUS HUMeeT npoduin
BBICBOOOXKICHHS, TaKOW Kak BbICBOOOKAeHHe CoenuHeHMss A uin ero (apMaleBTHYECKH
NPUEMIIEMON CONM, WJIM JAe3WHTerpauus (papMaLeBTHUECKOH KOMITO3UIMUA IPOUCXOIUT
OUCTAJbHO OT CpeAHeH 4YacTH JBEHAJLATUIIEPCTHOM KHUIUKKM. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHs yKa3aHHas (apMaleBTUYeCKass KOMIIO3ULUS HMeeT Npo(uiib, TakoW Kak,
BbicBOOOKAeHne CoenuHeHnss A win ero (apMaueBTHUECKH MPHEMJIEMON CONH, WIN
ae3uHTerpanys (papmManeBTHIeCKOH KOMITO3ULINH POUCXOANT AUCTAIbHEE 1yOACHOCIOHAIBHOTO
y31a. B HEKOTOpBIX BapWaHTax OCYLIECTBIEHHs yKa3aHHas (apMaleBTHUECKas KOMITO3ULIHS
umeer npoduib, TakoW Kak, BbeIcBOOOkAeHHe CoeamHeHuss A wnu ero (apMaleBTHYECKU

NpUEeMJIEMON CONM, WJIM JAe3uHTerpauus (papMaLeBTHUECKON KOMITO3UIMU IPOUCXOIUT
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JUCTAJIbHO OT MIPOKCUMAJIBHOIO OTAENA TOLWEH KULIKH.

[00153] B HekoTOpbIX BapHaHTaX OCYIIECTBJICHUS YKa3aHHas (papMalieBTHYeCKast
KOMITO3ULIUST UMeeT MpOouiIb BBICBOOOXKIEHUS, TAKOH Kak BrICBOOOKneHne CoennHenns A miu
ero (hapmMaLieBTHUECKH PUEMIIEMON COJH, WITH JIe3UHTerpanus papmManeBTHIeCcKoi KOMITO3ULIUN
NpouCXoauT B Mecre, rae pH mocTarouHo BBICOK, uTOOBI M30€kKaTh CYIIECTBEHHOT'O
reneoOpa3oBanust CoenuHeHus A.

[00154] B HekoTOpBIX BapHAHTAaX OCYLIECTBJICHHUsS YKazaHHas (papMalLeBTHYECKas
KOMITO3UIIHS BBICBOOOXKIAET, 1O MeHbIel Mepe, okosio 80%, Takoro kak CoequHeHre A WU ero
(bapmManeBTHYECKH MpUEMIIEMasi COJIb, B TEUEHHE OKOJIO 45 MUHYT, HAIIPUMeEp, MO MEHbIIEH Mepe,
okoJio 80% CoenvHeHust A Uiy ero (papMaleBTHYECKU TPUEMJIEMOI COJIM B TeueHue 0KoJjo 30
MUHYT, KaK U3MEPEHO ¢ ucnojp3oanueM ycrporictsa USP II B 900 mu docdara Hatpus, pH 6,8,
npu 37°C u ckopoctu Bpawmenus jonacteil S0 00/MuH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
yKa3aHHas (papMareBTU4YeCKass KOMITO3HUIMS BBICBOOOKHAET MO MeHbIneld mepe okosio 80%
Coenunenuss A win ero ¢papMaleBTHYECKH TPHEMIIEMOI COJIM B TEUEHHE OKOJO 45 MHUHYT, TaKk
Kak 1o MeHbineil Mepe okojio 80% Coenunenns A win papMaeBTUYECKH MPUEMIIEMON COJH
okoJio 30 MUHYT Kak u3MepeHo ¢ ucnonb3oBanueM amnmnapara USP Il 8 900 mi ConsiHON KUCIOTHI,
pH 1,2, mpu 37°C 1 cKOpOCTH BpalIeHHUs JIOMAcTHOro koneca SO 06/MuH. B HEKOTOpBIX BapuaHTax
OCYIIECTBIICHHS YKa3aHHast (papMalieBTHIECKash KOMIO3ULUS BBICBOOOKIAET, 10 MEHbLIEH Mepe,
okoo 80%, Takoro kak CoenuHeHne A Wi ero papMaleBTHUECKH PUEMIIEMasi COJlb, B TEUEHNE
okono 45 MuHYT, Hampumep, mo MeHblelr Mepe, okoyno 80% CoenuHeHuss A WU €ro
dapMalleBTHYECKH TPUEMJIEMON COJMM B TedeHHe OKoio 30 MHHYT, KakK H3MEpPEHO C
ucnonb3oBanueM ycrpoiicrsa USP II B 900 mn dpocdara natpus, pH 6,8, nmpu 37°C u ckopoctu
BpameHus jonacreit 50 o6/MuH u, mo MeHsuiei mepe, okojo 80% CoenuHeHust A WM ero
(dapmaLeBTHYECKH TPUEMIIEMOH COJIM B TEUEHHE OKOJO 45 MMHYT, HANpHMep, KaK MUHHMYM
okoso 80% CoenuHeHust A wy ero papManeBTHYECKH PHEMIIEMON COJM B Te4eHHe oKouo 30
MHUHYT, Kak u3mepeHo ucrnonb3ys annapar II USP B 900 mn consnoit kucnotel, pH 1,2, mpu 37°C
U CKOPOCTH BpatneHus jjonacreit S0 06/MuH. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS YKA3aHHAS
(dapmaneBTHYECKasT KOMIO3ULUS O00ECNeunBaeT MHUKPOOKPY)KEHHE JJIsI  BBICBOOOXKIEHUS
Coenunenuss A wiu ero (papManeBTHYECKH MPUEMIIEMOH COJH, MPH 3TOM BBICBOOOKICHUE HE
3aBucUT OT pH. AHanuTHueckoe (PUHAIBHOE M3MEPEHHE MOKET OBITh BBIMOJIHEHO C MOMOIIBIO
cUCTeMbl BBICOKO3(h(eKkTHBHOM )unkocTHOH xpomarorpadpun (BIXX) ¢ ynprpaduoneroBsim
(Y®) nerekTupoBaHUEM.

[00155] B HekoTOpbIX BapHWaHTaX OCYIIECTBJICHUS YKa3aHHas (apMaleBTHIecKast
KOMITO3ULMST  JIOTIONHUTENIbHO  CONEPIKUT  aHTHTeNneoOpasyIoLIii areHT B  KOJIUYECTBE,
s¢dextuBHOM M Mmoayauposanus pH mukpocpensr CoenuHeHnss A Win ero apManeBTHIECKH
MPUEMJIEMON COJNM B XKEJIyAOYHO-KUIIEYHOM TPakTe. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUS
MHUKpocpena aisi obserdeHus: BbicBoOOkneHHst CoenuHeHns A win ero (apManeBTHYECKH
npuemiieMoil coiu u3 tabnerku copepxkut pH mexny HwkauM pKa CoenuHeHust A Wiu ero
dapmaneBTHUeCcKH puemieMoit conu u BepxHuM pKa Coenunenns A mm ero ¢papManeBTHIECKH

aneMneMofi COJIN, OTH 3HAYEHUS MOryT OBITh OonpeaAcJICHbI ONBITHBIM NIYTEM CIICLIUAJINCTOM B
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TaHHOH 00JIaCTH C MCIIONIb30BAaHHEM CIOCOOOB, M3BECTHBIX B JAaHHOH objacTu. B HEKOTOpBIX
BapUAHTax OCYILIECTBICHHUS MHUKpocpena Ay oOnerdeHus BbicBoOOkneHNs1 CoennHeHnst A i
ero ¢apmareBTHUECKU mpuemiieMoli coiu u3 tabnerku umeer pH ot okono 3,5 no okono 8,0,
Harpumep, ot okoJio 4,0 1o okoiso 8,0.

[00156] B HeKkOTOpBIX BapHaHTaX OCYLIECTBIIECHHS] AHTHIeIeO0pa3yIOLIHi areHT
npencTaBisier coOol kapOOHAT HATPHsl, TAKOM Kak MOHOruAparT kapOoHaTa HATpUS WIH
Oe3BoxHBIN KapOOHAT HATPUSL.

[00157] B HEKOTOpBIX BapuUaHTAaX OCYINECTBJICHUS KapOOHAT HATPUS MPHUCYTCTBYET B
(apManeBTHYECKON KOMIIO3HULIUU B KOJIMYECTBE OT OK0JI0 3% 10 okosio 60 mac.% (mac./mac.) ot
(apMaeBTHYECKOW KOMIIO3WIMK. B HEKOTOPBIX BapUaHTaX OCYLIECTBIEHHs KapOOHAT HATpPUs
NPUCYTCTBYET B (papMarieBTUIECKOH KOMIIO3HULIMHU B KOJIMUYECTBE OT OKOJI0 3% 110 okoJ10 50 mac. %
(Mac./Mac.) oT dapmaleBTHUECKOH KOMMO3UIMK. B onpeneneHHbIX BapHaHTaX OCYINECTBJICHHUS
kapOOHAT HATPUS MPUCYTCTBYET B (papMaLeBTUUECKON KOMIIO3UIIMH B KOJIMYECTBE OT OKOJIO 5%
1o okouso 35 mac.% (Mac./mac.) ot (hapManeBTUUECKONH KOMIO3UIMH. B HEKOTOPBIX BapHaHTax
OCYIIECTBIIEHHsI KapOOHAT HATPUSl NPUCYTCTBYET B (papMareBTUYECKOH KOMIIO3ULUU B
konmgecTBe oT okojio 10% mo okono 25 mac.% (mac./Mac.) ot papManeBTHIECKOH KOMITO3ULIHH.
B HekoTOpBIX BapHaHTax OCYIIECTBICHHs KapOOHAT HATPHsI MPUCYTCTBYET B (hapMaLleBTHUECKON
KOMIIO3UIIMK B KoOJNIM4ecTBe OT Okoyno 15 mac% mo okono 20 mac.% (mac./mac.) ot
bapmareBTHIECKONH KOMITO3ULIIH.

[00158] B ompeneneHHBIX BapuaHTax OCYINECTBIEHHsS yKa3aHHas (papmaneBTHYecKas
KOMITO3ULUST TIPEACTABIIIET COOOH TaONeTKy C IUICHOYHBIM IMOKPBITHEM. B HEKOTOPBIX TaKHX
BapUAHTaX OCYILIECTBJIEHHs KapOOHAT HATPUs MPUCYTCTBYET B KOJIUYECTBE OT OKOJIO 3 Mac.% 1o
okoJ10 60 Mac.%, anpTepHATHUBHO OT OKOJIO 3 Mac.% 10 okoJio 50 mac.%, anbTepHATUBHO OT OKOJIO
5 mac% po okono 35 mac.%, amprepHaTuBHO OT okosio 10 mac.% po oxono 25 mac.%
aJIbTEPHATUBHO, OT OKO0JIO 15 Mac.% 1o okoio 20 mac.% tabnerku 6e3 mokpeiTusi. B HeKOTOpBIX
TAKUX BapHaHTaX OCYLIECTBJICHHs KapOOHAT HATPUS MPUCYTCTBYET B KOJIUYECTBE OT OKOJIO 3
mac.% 1o okoso 60 Mac.%, anbTepHaTUBHO OT OKOJIO 3 Mac.% 10 okoso 50 mac.%, anbTepHATUBHO
ot ok0J10 5 Mac.% 1o okoso 35 Mac.%, anbrepHaTUBHO OT okoJio 10 mac.% mo okoso 25 mac.%
aJIbTEPHATHBHO, OT OKOJIO 15 Mac.% mo okoso 20 mMac.% TabJaeTKH ¢ TOKPBITHEM.

[00159] B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUs OTHOLIeHHEe Macchl CoeuHeHust A 1iu
ero (apMaLeBTHUECKH MPUEMJIEMOH COJIH K aHTUTeIe00pa3yoLIeMy areHTy COCTABJISIET OT OKOJIO
0,5:1 no oxono 20:1. B HEKOTOPBIX BapHaHTax OCYLIECTBIICHUsS OTHOLIEHHE MacChl COeNMHEHUs
A nnm ero papMareBTHYECKH PUEMIIEMON COJTH K aHTHIeNIe00pa3yIoIeMy areHTy COCTaBIISIET OT
okono 0,5:1 go okono 10:1. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBJICHHUS OTHOLUIEHHE MAaCChI
Coenunenus: A nim ero gpapMareBTHYECKH PUEMIIEMON COJIM K aHTHTeNIe00pasyroIeMy areHTy
cocrasisieT oT okouso 0,5:1 1o okos0 6:1. B HEKOTOpPBIX BapUaHTaX OCYLIECTBIEHUs OTHOLIEHUE
maccel CoemuHeHust A Wi ero apMareBTHUECKH MPUEeMJIEMON COJTH K aHTUTENIe00pa3yoimeMy
arentry cocrasiseT oT okoyio 0,5:1 no okono 4:1. B HEKOTOpPBIX BapUaHTaxX OCYLIECTBJICHUS
otHomeHne wmaccel CoenuHeHHst A win ero (apMaLeBTUYECKH TMPUEMIIEMOH CONMHM K

aHTHUTreJIe00pasyIoLIeMy areHTy COCTaBsieT oT 0koJio 1:1 1o okoso 3:1. B HekoTOpbIX BapraHTax
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OCYIIECTBIIEHHsI OTHOIIEeHHe Maccel CoennHeHHst A WK ero ¢papMaleBTHYECKH NPHEMIEMON
COJIM K aHTHUTeJIe00pa3yIoLIeMy areHTy COCTaBJIsieT OKoyo 2:1.

[00160] B ompeneneHHbIX BapHaHTax OCYLIECTBIEHHUs OTHOIIEHHe Macchl HaTpus 4 - (R)
-2- [5- (2-¢rop-3-merokcudenun) -3- (2-¢pTop-6-TpudTopmMeTHnOeH3UN) -4-MeTHII-2,0-THOKCO-
3,6-nuruapo-2H-mupumunus-1-un) -1-¢pernnstunamuno) OyTupata kK MOHOTUApATy kapOoHaTa
HaTpus cocTtasisieT oT okoiyo 0,5:1 go oxono 4:1. B onpeaeneHHbIX BapuaHTaxX OCYILECTBICHUS
otHomeHne Mmacchl Hatpuit 4 - ((R) -2- [5- (2-pTop-3-merokcudpenmn) -3- (2-¢prop-6-
TpudTOopMeTHIOSH3MI) -4-meTun-2,6-1uokco-3,6-nuruapo-2H-nmupumuaus- 1 -wm| -1-
benmmsTHIaMUHEO) OyTHpaTa K MOHOTHApPATy KapOoHAaTa HATpUs COCTaBJsET OT okojo 1:1 mo
okoJ10 3:1. B onpeneneHHbIX BapHaHTaX OCYIIECTBJIEHHs OTHOLIeHHe Macchl Hatpuid 4-((R)-2-[5-
(2-drop-3-merokcudenmn)-3- (2-pTop-6-Tpud Top™mMerHI-OeH3 1 )-4-MeTHII-2,6-THOKCO-3,6-
auruapo-2H-mupumunun-1-un] -1-permmsTunamuno) Oytupara kK MOHOruapary kapOoHarta
HATpUsl COCTABJIAET OKOJO 2:1.

[00161] Kak ucnionb3yeTcst B JAHHOM JOKYMEHTE, M B OTCYTCTBHE KOHKPETHOM CChUIKU Ha
KOHKPETHYIO TruapatHyro (uinu Oe3Bopnyro) (opmy kapOoHaTa HaTpusi JIOOBIE KOJIUYECTBA,
BbIPAKEHHBIE B MIUTUTPAMMAaX WJIM B MACCOBBIX MPOLIEHTAX, WM B BHJI€ COOTHOLIEHHS C APYTUM
UHTPEIUEHTOM, TOJUKHBI IPUHUMATBCS KaK CChUIASCh HA KOJMYECTBO MOHOTHIpaTa KapOoHaTa
HATPUsI.

[00162] TIIpodune BbICBOOOXKACHMS. JlekapCTBEHHBIE CpENCTBA, BBOAUMBIC 4Yepes3
nepopasbHble TBEpPAbIE JIEKAPCTBEHHBIE (POPMBI, JOJIKHBI PACTBOPATHCS 1IN VIVO, TPEXKIE YeM
MOJKET MPOHM30WUTH CUCTeMHOe BcachiBaHHe. CyliecTByeT psn (akTopoB, KOTOPBIE BIHSIOT Ha
pacTBOpeHHE  JIEKApCTBEHHOI'O  CPEACTBA,  BKJIIOYas  (U3UKO-XMMHYECKHE  CBOICTBa
JIEKapCTBEHHOrO BellecTBa. [110X0 pacTBOpuMBIE B BOJE JIEKAPCTBEHHbIE CPEACTBA, TAKUE KaK
BCS (Biopharmaceutical Classification System) xnacca II (Hu3kasi paCTBOPUMOCTb M BBICOKAsI
IPOHHUIIAEMOCTh), YaCTO AEMOHCTPUPYIOT IJIOXOE€ PACTBOPEHHE U OHOMOCTYHMHOCTH. [laxke
BBICOKOPACTBOPHUMBIE JIeKapCTBeHHbIe cpencTBa, Takue kak BCS xkmacca III  (Bbicokas
pPacTBOPUMOCTh M HM3Kasi MPOHULAEMOCTb), MOTYT IE€MOHCTPUPOBATh IUIOXOE PACTBOPEHHE U
OouonocrynmHOoCTh. HemosHOe pacTBOpeHHE MOXKET NPUBECTH K BBICOKOH BapHaOeNbHOCTH
OMOIOCTYIMHOCTH MEXKIy NanueHTamu. B naHHOW 3asiBke ompeneneHo, uyro CoenuHeHune A
npenctasisier codoli ekapcrTeenHoe cpeactso BCS knacca 111 B nanHo# 3asiBke Takxke ObLIO
OTpEeNeNIeHO, YTO MOHOHAaTpHeBast cosib COeqMHEHNsT A UMeeT TEHIEHIUI0 0Opa30OBBIBATH I'ellb,
0cOOEHHO KOrha OHa NPHUCYTCTBYeT B KonmdecTBe Oosee okono 10 mac.% B oTcyrcTBHE
NOAXONALIET0 AHTHrele00pa3yIoero areHra IpH BBEASHWHM NEepOpPaJIbHO B  TBEPAOH
nekapcTBeHHOH (opme. Takum o0pa3om, >KenaTesbHO O0ECNednTh MepOpasIbHbIE TBEPIbIE
JIeKapCTBeHHbIE (POPMBI, KOTOpPbIE O0JIETHal0T PACTBOPEHUE JIEKAPCTBEHHOTO CPEACTBA.

[00163] B HekOTOphIX BapHaHTaX OCYLIECTBJEHUS PACTBOPEHHE OLIEHUBAIOT C
ucnonb3oBanueM anmapara USP II B 900 mn docdara Harpus, pH 6,8, mpu 37°C u ckopoctu
BpameHust Jyionacrei 50 oO/MuH. B HEKOTOpBIX BapuUaHTaxX OCYIIECTBJIEHHS PACTBOPEHHE
OLIEHUBAIOT ¢ ucnoab3zoBanueMm anmnapara USP II B 900 mn comnstHol kucnotsl, pH 1,2, npu 37°C

Y CKOPOCTH BpateHus jornacteit S0 00/MUH. AHATUTUYECKOEe OKOHYAHUE MOYKET ObITh BBITTOJIHEHO
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C TOMOIIBI0 CHCTeMbI BbICOKO3(dexTuBHON xunkocTHOH xpomarorpapuu (BIXKX) c
ynbTpaduoneToBbiM (Y @) neTeKTHpOBaHUEM

[00164] Tsepable nepopanbHble JEKapCTBEHHblE (POPMBL, ONHCAHHbIE B JaHHOM
JOKyMeHTe, OObHO OynyT B ¢opme TabJETKH W, B YaCTHOCTH, TAOJETKU C HEMEIJICHHBIM
BBICBOOOXKIEHNEM. B HEKOTOpbIX BapuaHTax OCYLIECTBJICHHS TablieTka C HEeMeIJICHHbIM
BbICBOOOKIEHHEeM BBICBOOOKHaeTr 1o MeHbweii mepe 80% CoenuHenus A wim  ero
(apmManeBTHYECKH pUeMIIeMON cojiu 3a 30 MUHYT, U3MEPEHHOE C UCTIOIb30BAHUEM YCTPOMCTBA
USP 11, 8 900 mn pocdara Hatpus, pH 6,8, npu 37°C u ckopocTu BpaieHus jonacteit 50 06/mMun
(BHyTpeHHsis1 cnienudukanusi AbbVie). B HEKOTOPbIX BapHaHTaxX OCYIIECTBJICHUs TaOJeTKa C
HEMEJICHHBIM BbICBOOOKIEHHEM BBICBOOOXKaeT 1o MeHbinel Mepe 80% CoenuHeHus: A Wiu ero
(apmMareBTHYECKH PUEMIIEMON COJIH 3a 45 MHHYT, U3MEPEHHOE C UCTIOIb30BAHUEM YCTPOUCTBA
USP 11, 8 900 mn pocdara natpus, pH 6,8, npu 37°C u ckopocTu Bpamenus jonacteit 50 06/mMun
(FDA).

[00165] (3) CrabunbHOCTh. [T0 MeHbIIEH Mepe, B OOHOM acriekTe (apMaleBTHIECKUE
KOMITO3ULIH, PACKPBIThIE B JAHHOM JOKYMEHTE, SIBJISIOTCS CTaOWJIBHBIMH, HANpUMeEp, NpHU
XPaHEHUH, PACTpeAeTIeHUH M MPOAOJDKUTEIBPHOCTH CPOKA TOAHOCTH MPOAyKTa (Hampumep, OO
IBYX JIET TpPU KOMHATHOW TeMIlepaType/yCloBUsIX OKpykaromel cpenbl). CraOunbHas
bapmareBTHUECKAasT KOMIIO3ULMS MOKET, HalpUMeEp, JEMOHCTPUPOBATh MEHbIIEE Pa3JIOKEHHE
A®U w/umm Oonee HU3KHE KOJIMYECTBA NPOAYKTOB PasjokeHHs. lIpOMyKTBI pasioXeHus,
KOTOpbI€ BO3HMKAIOT BO BpPEMsI XPaHEHHUS JIEKAPCTBEHHOI'O BEINECTBA W/WIM JIEKAPCTBEHHOT'O
NPOAYKTA, SIBISIOTCS HEXKEIATENbHBIMUA M B KPalHUX CIIy4dasix MOTYT Jlaxke ObITh BPEOHBIMH JJIs
NalMeHTa, KOTOPOro JiedaT TaKUM JIEKAPCTBEHHBIM CPeACTBOM. Takum oOpasoM, KeraTesbHO
KOHTPOJIMPOBATh OOpa30BaHUE IPOAYKTOB PA3JIOKEHUS, OCOOEHHO MOTEHLHAIBHO BPEIHBIX
IpUMecel B JIEKapCTBEHHOM MPOIYKTE.

[00166] AHanu3 u onpeneneHne NPOAYKTa pasiokeHus (papMaleBTUYECKUX KOMIIO3U LM,
B YaCTHOCTH TBEPJBIX MEPOPATbHBIX JIEKAPCTBEHHBIX HOpM U, Oosiee KOHKPETHO, TaOJIETOK, MOTYT
OBITh BBIMOJIHEHBI ¢ ucnonb3oBanueM BOXKX ¢ VD-neTekTupoBaHueM.

[00167] ®apmanieBTUYECKHE KOMITO3UIIUK MOTYT OBITh OLIEHEHBI HA MPEAMET MPOIYKTOB
Pa3NoKEeHMs MOCNIe XPAHEHUsI B TE€UEHHUE, 110 MEHbIIEH Mepe, OJHON Hellenu, IO MEHbIIEH Mepe,
IBYX HeZeNb, 10 MEHBLIEH Mepe, OJHOIO MeCsLa, 10 MEHbLIEH Mepe, IBYX MECSLEB, 10 MEHbLIEH
Mepe, TPEX MECSILIEB, IO MEHbILEN Mepe, ABEHALIATH MECSLIEB, IO MEHbIIEH Mepe, BOCEMHALIATH
MecCsIeB WM, [0 MEHblLIeH Mepe, IBaalaTH 4eThIpeX MecslieB. B 4YacTHOCTH, NPOAYKTHI
pas3JoXKeHUsT MOTYyT OLIEHMBAThCsl C MHTEpPBajJaMU BPEMEHU OJUH, TpPH, IIECTb, IEBATH,
IBEHAIaTh, BOCEMHAIIATh, ABAAIATh YEThIPE, TPUALATD IIECTh W/ COPOK BOCEMb MECSILIEB.
YcnoBust XpaHeHHUsT MOTYT OBITh JOJNTOCPOYHBIMH, NMPOMEXYTOYHBIMH WM YCKOPEHHBIMH. B
YaCTHOCTH, YCIIOBHS XpaHEHHUs] MOTyT ObITh, Hampumep, 25°C + 2°C/OB 40% (OB) + 5% OB,
25°C £ 2°C/ OB 60% =+ 5% OB, 30°C. £+ 2°C/35% OB =+ 5% OB, 30°C + 2°C/65% OB + 5% OB,
40°C + 2°C/25% OB + 5% OB, 40°C + 2°C/75% OB + 5% OB, 50°C + 2°C/75% OB + 5% OB,
60°C £ 2°C/5% OB = 5% OB, 60°C + 2°C/40% OB =+ 5%, 70°C £ 2°C/5% OB =+ 5%, 70°C +
2°C/75% OB + 5% wu/unu 80°C + 2°C/40% OB + 5% OB.
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[00168] OnHuM THIUYHBIM NPOAYKTOM paszioxenus Coennnenns A sisisiercs (R) -5- (2-
¢Top-3-merokcudpenmn) -1- (2-¢prop-6- (Tpudropmermn) Oensua) -6-metmn-3- (2- (2).
okconuppomuaus-1-nn) -2-pennmetun) mupumunaue-2,4 (1H, 3H) -aunon (Coenunenue B),

UMEIOIIUN CIAETYIOIYIO CTPYKTYPY:

%fgj

[00169] B nmanHO¥ 3asiBke ObLIO yCTaHOBJIEHO, 4TO oOpasoanme CoennHenus B He
KOHTPOJIMIPOBAJIOCh HAJUIeXKaIquM 00pa3oM B OIpeneNeHHbIX mpenapatax. Hampumep, B
npemaparax 6e3 MOHOruapaTa KapOOHATa HATPUS, XPAHUBIIMXCS B TEYECHUE OTHON HEIETH MpH
65°C/OB 75%, conepxanue coenmHenus B cocraBismio Oonee 1%. Takum obpasom, B
OTIpEeeNIEHHBIX BapUAHTaX OCYIIECTBJIEHUS KapOOHAT HATPHs BKIIIOYEH B (papMareBTUYECKYIO
KOMIIO3UIIMIO B KA4YeCTBE CTAOMIM3UPYIOIIETr0 areHTa Uil YMEHbIUICHHS PA3JIOKEHHs W/ UITH TSI
YMEHbBIIECHUS WK MPEAOTBPALIEHUS] O0pa30BaHUS T'eJIs.

[00170] B HeKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS KapOOHAT HATPHsI MPHUCYTCTBYET B
koandecTBe oT 0kojo 10 mac.% 1o okoso 25 mac.%, Harpumep ot okoJo 15 mac.% no okogo 20
mac.% (apMaleBTHYECKOW KOMIIO3ULMH. B HEKOTOPBIX BapHAHTaX OCYINECTBJIECHHS MaCcCOBOE
orHoweHune CoenrHeHust A win ero papmarieBTH4eCKu MPUeMIIEMON COJTM K KapOOHATy HATpHs
cocraBisier or okono 1:1 nmo okomo 4:1, nHampumep, okono 2:1 (JexapcTBEHHOE
BEIIECTBO:KapOOHAT HATPHSI).

[00171] B omnpenenenHbix BapuaHTax ocyuecteienus Coenunenne B mpucyrcrsyer B
(hapMaleBTHYECKON KOMITO3UIIMH B KOJIMYECTBE MeHee ueM okojio 1,0 mac.% mocne XpaHeHus B
TEUECHHUE MO MEHBLIEH Mepe OAHON HEAEH, IO MEHbIIEH Mepe OTHOrO MECSLa, 10 MEHbIIEH Mepe
IBYX MECSILIEB, [0 MEHBIIECH Mepe IECTH MECSIEB, IO MEHbIIEH Mepe ABEHAIATH MECSIEB, 1O
MEHbIIEH Mepe BOCEMHAILIATA MECSIIEB WU TI0 MEHBIIEH Mepe NBAALATH YE€TIPEX MECSIIEB MPU
25°C u OB 60%. B nekoropbix Bapuantax Coequnenne B npucyTcTByer B (hapMarieBTHUECKOH
KOMITO3ULINH B KOJIUYECTBE MeHee deM 0koJio 0,7 mac.% mociie XpaHeHUsl B TEUEHUE, IO MEHbLIEH
Mepe, OIHOM HeNles, 10 MEHbIIEH Mepe, OJJHOTO MecsIa, IO MEHbLIEH Mepe, IBYX MECSIIEB, 1O
MEHBIIEH Mepe, IEeCTH MECSLEB, O MEHbLIEH Mepe, NBEHAALATH MECILEB, IO MEHbLIEH Mepe
BOCEMHA/ILIATH MECSILIEB WM 110 MEHbIIEH Mepe ABaaLaTu yeTbipex mecsues npu 25°C u OB 60%.
B nexotopeix BapmanTax ocymectsieHus Coennaenne B npucytcTByeT B (hapmMarieBTHHECKON
KOMITO3ULIMH B KOJIUUYECTBE MeHee yeM okoJio 0,5 mac.% mnocine XxpaHeHus: B TEUEHUE, IO MEeHbLIEH
Mepe, OIHOM HeNley, M0 MEHbIIEH Mepe, OJJHOTO MecsIia, IO MEHbLIeH Mepe, IBYX MECALEB, 10

MEHbIIEN Mepe, IEeCTH MECSLEB, IO MEHbLIEH Mepe, NBEHAALATH MECSLEB, IO MEHbLIEH Mepe
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BOCEMHA/ILIATH MECSILIEB WM 10 MEHbIIEH Mepe ABaauaTu yeTbipex mecsues npu 25°C u OB 60%.
B nekotopeix BapmaHTax ocyuectsieHuss Coennnenue B npucyTcrByeT B apmarieBTHUECKON
KOMITO3ULIMH B KOJIMYECTBE MeHee yeM 0KoJ10 0,03 mac.% nocie XpaHeHUs! B TEUEHHE M0 MEHbLIeH
Mepe OIHOM HenenH, MO MeHbIIEH Mepe OAHOIrO Mecsla, 0 MEHbIIeH Mepe IBYX MECALEB, IO
MEHbIIIEH Mepe IIEeCTU MECALEB, [0 MEHbLIEH Mepe ABEHAALIaTU MECSLEB, [0 MEHbLIEH Mepe
BOCEMHAJILIATH MECSILIEB MU 110 MEeHbLIeH Mepe aBanuaty yereipex mecsies rmpu 25°C u OB 60%.

[00172] B onHOM acmekTe JaHHOE pAcKpbITHE OTHOCHTCS K  CTaOMJIBHOH
(apmaneBTHYECKOW KOMMO3WLMK, coaepxauieii CoenuHeHne A win ero (apManeBTHUECKU
npuemiieMyro cojib. CtabuiibHast (hapMaleBTHUYECKasT KOMIIO3HULNS MOXKET, HAITPUMED, COAEPIKATh
menee 1% Coenunenus: B mocne XxpaHeHus! B TEUEHHE 110 MEHbLICH Mepe OJHOW HeAeTu 1/ IiTH B
TEUEHUE 0 MEHbLIEH Mepe OJHOro, M0 MEHbLIEH Mepe TpeX, N0 MEHbIIEH Mepe LIECTH, MO
MeHbIlIel Mepe eBATH, M0 MEeHbIlel Mepe ABEHaALaTH, [0 MeHbllel Mepe BOCEMHAALaTH WY,
110 MEeHbLIIe Mepe, IBaLAaTH YeThIpEX MECSLEB.

[00173] B onpenenenHbpix BapuaHTax ocyuecteienus Coenunenne B mpucyrcrsyer B
(apmareBTHIECKONH KOMITO3ULIUY B KOJIMUECTBE MeHee 4yeM okoio 1,0 mac.% mocne xpaHeHus B
TEUECHHUE MO MEHBLIEH Mepe OAHOMN HEAENH, IO MEHbIIEH Mepe OTHOrO MECSLA, 10 MEHbIIEH Mepe
IBYX MECSIIEB, [0 MEHbLIEH Mepe LIEeCTH MeCsLEB, 10 MEHbLIeH Mepe ABEHAALATH MECSLEB M0
MeHbIIIeH Mepe BOCEMHALIATH MECSLIEB WK [0 MEHbLIEeH Mepe ABAALATH YEThIPEX MECSLEB MPU
temneparype 40°C u OB 75%. B nexoropeix Bapuanrax CoeauHeHue B mpucyrcteyer B
(bapmarieBTHUECKONH KOMITO3ULIUY B KOJIMUECTBe MeHee 4eM okoio 0,7 mac.% mocne XxpaHeHHs B
TEUECHHUE, N0 MEHbLIEH Mepe, OJHOU HEAENH, N0 MEHbIIEH Mepe, OAHOrO MECSLA, O MEHbIIEN
Mepe, ABYX MeECsLEB, IO MEHbLIEH Mepe, IIeCTH MECSLEB, N0 MeHbLIeH Mepe, IBEHAALaTH
MECsILIEB, [0 MEHbILIEH Mepe BOCEMHAILATH MECSLIEB WK 110 MEHbLIEH Mepe NBaALaTH YeThIpex
mecsaues npu 40°C u OB 75%. B Hekortopeix BapumaHTax ocyuiectBieHus CoenuHeHue B
IPUCYTCTBYET B (hapMalleBTUUECKONH KOMIIO3MIMU B KOJIWYECTBE MeHee ueM okoso 0,5 mac.%
MOCJIe XPaHEHUs B TE€YEHHUE, MO MEHbIIEH Mepe, OJHOW HEeAeNH, MO MEHbLIEeH Mepe, OAHOTO
Mecsla, MO0 MEHbIIEH Mepe, AByX MECSLEB, 0 MEHbIIEH Mepe, IIECTH MECALIEB, N0 MEHbLIEH
Mepe, IBeHaIaTH MeCsLEB, 110 MEeHbIel Mepe BOCEMHAALIATH MECSILEB WU 110 MEHbLIEH Mepe
neanuatyu derbipex MecsneB npu 40°C u OB 75%. B HekoTOpBIX BapuaHTaxX OCYLIECTBJICHUS
Coenunenue B nmpucyTcTByeT B (hapMalieBTHUECKON KOMIIO3ULIMH B KOJIMYECTBE MEHEE YEM OKOJIO
0,03 mac.% mocne XpaHeHUs] B TEYEHUE MO MEHbIIEH Mepe OJHON HeNeH, MO MEHbLIEH Mepe
OJTHOTO Mecsilla, MO MeHbIeH Mepe JIByX MecsLEeB, IO MeHbIleld Mepe IIeCTH MECSLEB, IO
MeHbIlIed Mepe JBEHAJLaTH MecCsleB, MO0 MEHblIel Mepe BOCEMHAIaTH MeECSLEeB WU 0
MeHbllIel Mepe ABaauaTu detbipex mecsues npu 40°C u OB 75%.

[00174] ®apmakokuneTuka: TBeprble OpanbHbIe JIEKApCTBEHHbIE (DOPMBI, OMIMCAHHBIE B
IaHHOM JOKyMeHTe, OObHO Oynyr B ¢Qopme Ttabmerku. IlpemocraBnenue TabneTku ¢
oTpeneeHHbIMU (PapMaKOKMHETHUECKUMH TapaMeTpaMy SIBIISIETCS OCOOBIM NPEHMYINECTBOM,
o0ecrieunBaeMbIM JaHHBIM H300peTeHHeM. PapMaKOKHMHETHYECKHE IMapaMeTpbl OTHOCITCA K
TOOBIM NOAXOAALINM (apMaKOKMHETHYECKUM MapaMeTpaM, TakuM KakK Twaxc, Caaxe 1 AUC.

HapaMeprl AOJIKHbI UBMEPATHC B COOTBETCTBUU CO CTAHAAPTAMHA U HpaKTHKOﬁ, KOTOpbIC ObLIH
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Obl mpuemisieMsl U1 (PapMaLeBTHUECKOTO PEryJUPYIOIEro areHTcTea, Takoro kak FDA, EMA,
MHLW wunu BO3. 3HaueHHs: MOTYT OCHOBBIBATbCSI HAa H3MEPEHUSAX, NPOBOAUMBIX Uepe3
COOTBETCTBYIOLIIE MHTEPBAIbI I1OCJIE BPEMEHH INpHeMa TaOJIeTOK, HanpuMep KaXIbli Jac, HIn
yepes Bce OoJiee peakre HHTepBajbl 0TOOpa mpod, Hanpumep yepes 2, 4, 6, 8, 10, 12, 16 u 24 yaca
nocyie nporyarbiBaHus. PapMakOKMHETHUECKUE MapaMeTpbl MOTYT ObITh OLIEHEHbI JIHOO Mocie
OIHOKPATHOTO BBENEHHMS JIEKAPCTBEHHOT'O CPENCTBA, MO0 B CTAOMIBHOM COCTOSIHUM, HAPpHUMep
1ocje  OAHOKPAaTHOrO  BBeAeHUs. B oOmpeneneHHbIX  BapuUaHTax  OCYILECTBJICHMS
(bapMaKOKWHETHYECKHE  TapaMeTpbl  OMPENeNsAIoT  MOCJAe€  ONHOKPATHOTO  BBENEHUS
(dapManeBTHYECKOW  KOMIIO3MIMH. B OmpeneneHHbIX  BapuUaHTaX  OCYIIECTBJICHUS
(bapMaKOKHHETHYECKHE TapaMeTpbl OMPENCSIIOT B PEXHME MHOTOKPATHOTO JIO3UPOBAHMSL.
Hanpuwmep, (apmMakoKMHETHUECKHE MapaMeTpbl MOTYT ObITh OMpPEIENIEHbl MOCIe HECKOJIbKUX
UHTEPBAJIOB JI03UPOBAaHUs, HAIMpUMep, B YCTOHYMBOM COCTOSHUU. DapMaKkOKHHETHYECKHE
napameTpbl MOTYT OBITh OLICHEHBI B YCJIOBUSX FOJOAAHUS HITH KOPMJICHHSI, HATIPUMED B YCJIOBHSIX
roJIoAaHusl.

[00175] Cyaxc OTHOCHTCSI K NMUKOBOW KOHLIEHTPALMU M, B YACTHOCTH, K MaKCHMAaJbHOU
HaOJIr01aeMON KOHLIEHTPALMHU JIEKAPCTBEHHOTO CPENCTBA B IJIa3Me/ChIBOPOTKE. Tyaxc OTHOCHTCS
KO BPEMEHH IOCTKEeHUsI MakcuMasibHOU kKoHLeHTpaunu. AUC oTHOCHTCS K 00J1aCTH O] KPUBOH
3aBUCUMOCTH KOHLIEHTpallMM B IJIa3Me€ OT BPEMEHH, rae t - BpeMs MocieaHel u3MepsieMoi
KOHLleHTpauuu B ImiasMe B ucciaenosaHuu. AUC, OTHOCUTCS K IUIOIIAAM MOJA KpPUBOH
KOHLIEHTPALUS-BPEMSI B IIJIa3Me OT HYJISI 1O OECKOHEYHOCTH TOCJIe OJHOKPATHOTO IIPHUEMA.

[00176] B HekoTOpbIX BapWaHTaX OCYLIECTBJIICHUsS TBepHas IepopayibHas ¢opma
J03UPOBaHUs (B YaCTHOCTH, TaOJIETKA) MPENOCTABIIAETCS, KAK OMICAHO B JAHHOM IOKYMEHTE, IPU
5TOM JIeKapCTBEHHas: (popMa mpU BBEAEHHUU B BHIE OAHOKPATHOM AO3bI IMOMYJSALUHU JIFOAEH
obecnieunBaer cpeaHUN Tyaxe MEHEE Y€M OKOJIO 3 Haca JAJisl MOMyJsIUUU CyObeKToB-ronel. B
HEKOTOPBIX BapHaHTaX OCYLIECTBIICHUs TBepAas NepopaibHas (opMa JO3UPOBaHUS (B YACTHOCTH,
TabJeTKa) MPEeIOCTABIISIETCS], KAK OMTUCAHO B JAHHOM IOKYMEHTE, TP 3TOM JIeKapCTBEHHAst popma
NPY BBEJACHUU B BUJAE OJHOKPATHOW JO3bI MOMYJLILHMH Jiroael odecnieunBaer cpeqHUil Tyaxe OT
okoio 0,5 gaca mo okono 2,0 yaca i MOMyJsALUH CyOBEKTOB-TIONEH. B HEKOTOPBIX Takux
BapUAHTAX OCYIIECTBJICHUS TBEPAYIO MEPOPABHYIO JIEKAPCTBEHHYIO (POPMY BBOZST B YCIOBUSX
HaTOLIAK.

[00177] B HekoTOpbIX BapWaHTaX OCYILIECTBJICHHUs TBepHas IepopalibHas ¢opma
TO3UPOBaHUS (B YACTHOCTH, TaOJIETKA) MPENOCTABIISIETCS, KAK OMICAHO B JAHHOM JIOKYMEHTE, TIPU
3ToM no3a Bkimrowyaer Hatpudh 4 - ((R) -2- [5- (2-¢rop-3-merokcudpenmn)) -3- (2-grop-6-
TPUPTOPMETHUIOSHIIIT) -4-metun-2,6-auokco-3,6-quruapo-2H-mupumuaus- 1 -mm | -1-
bennnyTHIAMUHO) OyTHPAT B KOJIMYECTBE SKBUBaJCHTHOM OK0JIO 150 Mr CoenuHeHnust A u npu
3TOM JIeKapCTBEHHasi (popMa mpu BBEACHWU B BHIE OMHOKPATHOW AO3bI IMOMYJISALUHU JIEFOAEH
obecnieunBaet cpenHee 3HaUeHUE Cyaxe 0T 0K0J10 400 (~ 80% ot 510) Hr/mun 1o okoino 660 (~ 125%
ot 523) ur/mu, cpenuuit AUC ot okono 1000 (~80% u3 1263) ur - 9/mi 1o okoso 1600 (~ 125%
u3 1273) wvr - 9/mn u/umu cpenauiit AUCs ot okono 1010 (~ 80% ot 1271) Hr - 4/Ma 10 OKOJIO

1610 (~ 125% ot 1281) Hr u/mn qia nomyJsinuu JJoned. B HEKOTOpPBIX Takux BapUaHTax
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OCYILECTBIIEHHSI TBEPAYIO MEPOPATBHYIO JIEKAPCTBEHHYIO (POPMY BBOZST B YCIOBUSAX HATOLIAK.

[00178] B HekoTOpbIX BapWaHTaX OCYLISCTBJIICHUsS TBepHas IepopayibHas ¢opma
J03UPOBaHUS (B YACTHOCTH, TaOJIETKA) MPENOCTABIIAETCS, KAK OMICAHO B JAHHOM JIOKYMEHTE, IPU
5TOM 1o03a BKmouaer Hatpui 4 - ((R) -2- [5- (2-¢pTop-3-MeTokcudenumn) - 3- (2-prTop-6-
TpuPTOPMETHIOCH3II) -4-meTtun-2,6-11okco-3,6-puruapo-2H-nupumuaus- 1-un) -1-
(beHnITHIaMUHO) OyTHPAT B KOJIUYECTBE, SKBUBAJCHTHOM OK0Jo 70 200 mr CoenuneHus A, u
IIPU 3TOM JIeKapCTBeHHasl popMa IpU BBEIEHUU B BUAE ONHOKPATHOHN JO3bI MOMYJISLUH JIFO
obecnieunBaer cpenHiOK Cyaxe 0T 0koso 590 (~ 80% u3 738) ur/ma no okoso 1100 (~ 125% wu3
879 ) ur/mu, Hanpumep OT 0KoJ10 590 (~ 80% m3 738) Hr/mu 10 okoo 930 (~ 125% u3 738) Hr/mu,
cpennuii AUC ot okoso 1510 (~ 80% u3 1890) ar - u/mn 1o okoso 2980 (~ 125% u3 2384) Hr
u/mu1, Hanpumep, ot okosto 1520 (~ 80% ot 1910 r.) Hr - u/mx 1o okoso 2390 (~ 125% ot 1910)
HT - 4/Mu1. u/unm cpennee 3HadeHrne AUCx ot okono 1520 (~ 80% ot 1900) Hr - 9/MIT 10 OKOJIO
2990 (~ 125% ot 2391) Hr - y/mi, Hanpumep oT okoJsio 1530 (~ 80% ot 1920 r.) ) Hr - u/Mx 1o
okoio 2400 (~ 125% ot 1920 r.) Hr - u/mi, 0 TONYJSIIMU JIrOAeH. B HEKOTOPBIX Takux
BaPUAHTAX OCYIIECTBJICHHUS TBEPAYIO MEPOPANIbHYIO JIEKAPCTBEHHYIO (POPMY BBOZIST B YCIOBUSAX
HATOINAK.

[00179] B HekoTOphIX BapWaHTaX OCYLISCTBJIICHHUs TBepHas mepopaiibHas ¢opma
JO3UPOBAHUS (B YACTHOCTH, TaOJIETKA) MPENOCTABIISETCS, KAK OMICAHO B JAHHOM JIOKYMEHTE, IPU
3ToM 7no3a Bkmouaer Hatpus 4 - ((R) -2- [5- (2-¢rop-3-merokcudenun) - 3- (2-ptop-6-
TpudTOopMeTHIOESH3NT) -4-meTtun-2,6-1uokco-3,6-guruapo-2H-nupumuaus- 1-un| -1-
bennmyTHIaMUHO) OyTHUPAT B KOJIWYECTBE, SKBUBAJEHTHOM Okoo n0 300 mr Coenunenus A, u
IIPU 5TOM JIEKapCTBEHHas (OopMa IpU BBEACHUH B BUAE OJHOKPATHOW O3Bl MOMYJISILIMU JIFOIEH
obecnieunBaet cpeanee 3HaUeHUE Cyaxe OT 0k0s10 1100 (~ 80% 13 1378) Hr/ma 1o okono 1730 (~
125% w3 1378). ) ur/mu, cpequnii AUC oT okosio 2990 (~ 80% u3 3732) Hr - u/mi g0 okono 4670
(~ 125% w3 3732) ur - u/ma w/unu cpenuuit AUCs ot okono 3020 ( ~ 80% ot 3772 Hr - 4/mn 1o
okoJ10 4720 (~ 125% ot 3772) Hr 4/Mi A ONyJSILUU JIFoAeH. B HEKOTOPBIX TaKMX BapHAHTaxX
OCYILECTBIIEHHSI TBEPAYIO MEPOPATBHYIO JIEKAPCTBEHHYIO (JOPMY BBOZSIT B YCIOBUSX HATOLIAK.

[00180] B HekoTOpBIX BapHWaHTAaX OCYINECTBICHUS TMPEAOCTABISETCS TBEpHas
nepopasibHasi popma JO3UPOBaHUS (B HACTHOCTH, TaOJIETKA), KAK ONMUCAHO B JAHHOM JOKYMEHTE,
s kotopoir 90% nmoeepurenbHBIA MHTepBan log-TpaHcHopMupoBaHHOTO  Cyaxe, lOg-
tpancopmuposannoro AUC w/unu log-tpanchopmupoBanHoro AUC, anst Coennaenus A wiu
ero (papmManeBTHYECKH NPUEMIIEMON COJHM B MOMYJISILUH JIOAEH MOJHOCTBIO HAXOIHUTCS B
npenenax 80-125% ot log-tpanchopmupoBaHHOTO Cace, log-TpancdopmupoBannoro AUC
w/wn log-tpanchopmupoBanHoro AUCeo, COOTBETCTBEHHO, MO CPAaBHEHUIO C KOHTPOJIBHOMN
TabNETKON, MPU 3TOM KOHTPOJbHAsi Tabyetka copepxut Hatpus 4 - ((R) -2- [5- (2-¢Top-3-
metokcudpenun) -3- (2-¢pTop-6-rpudropmernndensmn) -4-metun-2,6 -auokco-3,6-aquruapo-2H-
nUpUMHUINH- 1 -] -1-peHnnsTrnaMuHo) OyTUpaT B KOJMYECTBE, SKBUBAJIEHTHOM OKOJIO 150 Mr
Coenunenus A; oxoso 150 Mr mMaHHHUTa;, OKOJNO 44 MI NpeKENaTHUHU3UPOBAHHOIO KPaxmala;
okoJio 14 Mr moBuaOHA, OKOJIO 78 Mr MOHOTHApaTa kapOOHaTa HATPHSI, OKOJIO 8 MI cTeapara

MarHusi, U IUJICHOYHOC IMOKPBITUEC, COCTOALICEC U3 INOJMBUHUIIOBOIO CIHPTA, OKCHUAA THUTAHA,
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TIOMM3 TUIEHTIIMKOJIS; TaNbKa; U CBETIIOro KapMuHa (Takoii kak Opadry® II Pink).

[00181] B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS 0OeCIIeunBaeTCs TBEPAAst IEpOpaibHas
¢dbopma no3upoBaHus (B YACTHOCTH, Ta0JIeTKa), KaK OMHMCAHO B JAHHOM JOKYMEHTE, JJIsi KOTOPOM
90% nosepurenbHBIN HHTEpBaN log-TpancopmupoBaHHOrO Cuaxe, log-TpanchopmMupoBaHHOTrO
AUC w/umu log-tpanchopmuposarnnoro AUC, nnst CoenuHenust A uiu ero gpapManeBTUIeCKU
NpUEMJIEMON CONIM B MOMYJILUM JIFOAEH MOJHOCThIO Haxomurcs B mpenenax 80-125% ot log-
TpaHC(HOPMUPOBAHHOTO Chaxe, log-TpancdopmupoBanHOro AUC W/ uim log-
TpanchopmupoBaHHOTO AUCx, COOTBETCTBEHHO, 10 CPABHEHUIO C KOHTPOJIbHOM TaOJIEeTKOH, pu
STOM KOHTpOJIbHAs TabneTka conpepkut Hatpuit 4 - ((R) -2- [5- (2-prop-3-meTokcudenwun) -3- (2-
dTop-6-TpudTropmMeTHnOeH3MN) -4-MeTHI-2,6 -nUOKCO-3,6-auruapo-2H-nupumunus-1-un] -1-
(bennyTHIAMUHO) OyTHPAT B KOJIMYECTBE, SKBUBAJIEHTHOM O0K0JI0 200 Mr CoenuHeHus A; OKOJIO
200 mr mMaHHUTA, OKOJO 59 Mr NpekeNaTHUHU3UPOBAHHOIO Kpaxmana, Okoyo 18 mr moBuaoHa,
okoio 104 mr moHoruapaTa kapOoHaTa HaTpus, okoio 11 Mr creapata MarHus, U IUIEHOYHOE
MOKPBITHE, COCTOSIIIEe W3 TOJIMBHHUIIOBOIO CIHUPTA, OKCHUAA TUTAHA, MOJUSTHUIICHIJIHKOJIS,
TaNbKa; ¥ KPACHOTO OKCH/A xkele3a (Takoro kak Opadry® II Salmon).

[00182] B HEKOTOpPBIX BapHWAHTAaX OCYINECTBJICHUS TMPEAOCTABISETCS TBEpHAs
nepopasbHasi popma JO3UPOBaHHUs (B HACTHOCTH, TaOJIETKA), KAK ONMUCAHO B JAHHOM JJOKYMEHTE,
s kotopoir 90% nmoeepurenbHBIA MHTepBan log-TpanchopMupoBaHHOTO  Cyuaxe, lOg-
tpancopmuposanHoro AUC w/unn log-TpanchopmupoBanHoro AUC, anst Coennaenus A wiu
ero (papmManeBTHYECKH NPUEMIIEMON COJHM B IOMYJISILUHU JIIOAEH MOJHOCTBIO HAXOIHUTCS B
nnana3one 80-125% ot log-tpancdopmupoBaHHOTO Cyaxe, log-TpancdopmupoBannoro AUC
w/unn log-tpancopmupoanHoro AUCs,, COOTBETCTBEHHO, IO CPAaBHEHMIO C KOHTPOJBHOMN
TaOJIeTKOMW, NMPU 5TOM KOHTpOsbHasi Tabnerka comepxkut Hatpus 4 - ((R) -2- [5- (2-drop-3-
metokcupenun) -3- (2-¢pTop-6-rpudropmernndensun) -4-mernin-2,6 -guokco-3,6-nuruapo-2H-
NUPUMUANH- 1 -1 -1-peHnsTIIaMuHO) OyTHPAT B KOJIMUECTBE, SKBUBAJIIEHTHOM OKOJIO 300 Mmr
CoenuHeHus: A; MAHHUT; MPEKENATHHU3MPOBAHHBIN KPaxMaJl; TOBUAOH, MOHOTHIPAT KapOoHaTa
HATPUs, CTeapaT MArHUS, U TNIEHOYHOE MTOKPBITHE.

[00183] (5) NonaBneHue ropMoHa. B HEKOTOPBIX BapUAHTAX OCYLIECTBIICHHS YKa3aHHAs
(apmaneBTHYECKasT KOMITO3ULMS MPEACTABIsIET co0oi Tabnerky, conepskamyr CoenuHeHne A
Wi ero (apManeBTUYeCKH TNPUEMIIEMYIO COJb, TPU 3TOM YyKa3aHHas TaOJeTKa WMeeT
OMOMOCTYTHOCTh MJIM BO3JEHCTBME HA VYPOBHSX, PABHBIX WM MPEBBILAKIINX YPOBHHU
NepOPANIbHOTO PacTBOPa, COAEpIKaIlero Takoe ke kommdectBo CoenuHeHHss A WM €ro
bapmManeBTHIECKH IPHEMIIEMYIO COJIb.

[00184] B HekOTOpbIX BapHaHTAaX OCYIIECTBIIEHUS BBeneHUEe (apMarleBTHUECKON
kommo3uiy, conepkameii CoenuaeHne A wim ero (apMaleBTHYECKH MPUEMIIEMYIO COJIb,
NPUBOIUT K OBICTPOMY TMOJABJICHUIO YPOBHEH JroTenHusupyromero ropmona (JIIN) w/mmm
dommukynocrumyupyromero ropmona (OCI') y manueHTKu ¢ 3HIOMETPUO30M, MHOMOI MaTKH,
noJaukucTo3oM cuHzapoMm simaHukoB (CIIKS) wmnm ameHoMmo3oM. B HEKOTOpBIX BapuaHTax
OCYILECTBIIEHHsI BBeJeHHE (PapMalleBTUUECKON KOMMo3uuuy, copepskamein Coenunenne A mu

€ro d)apMaI_IeBTI/I"IeCKI/I MPUEMJIEMYIO COJIb, IIPUBOAUT K YACTUYHOMY HJIU IPAKTUYCCKH IMOJTHOMY
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NOJABJIEHUIO YPOBHEH 3CTPaANOia y MALUEHTKH C SHIOMETPHUO30M, MUOMOI MaTKH, CHHAPOMOM
noJukucTo3HbIX AnIHUKOB (CIIKA) wmnm apmeHomMmno3oMm. B HEKOTOpBIX TakuxX BapHUaHTax
OCYIIECTBJICHUS] YPOBHH 3CTPAAUOJIa COCTABISIIOT MeHee ueM okoyio S0 mr/mu. B HekoTophIx
TaKUX BapUaHTaX OCYLIECTBIEHUS YPOBHHU 3CTPAAHOJa COCTABISAIOT OT Okoyo 20 no okosio 50
nr/Mi. B HEKOTOPBIX TakMX BapHaHTaxX OCYIIECTBJICHUS YPOBHH 3CTPAAUOJIAa COCTABIIAIOT MEHEe
yem 0koji0 20 mr/mi. B HEKOTOpBIX TaKkMX BapHaHTaxX OCYIIECTBJCHUS YPOBHH SCTPAAHMONA
COCTaBJSIIOT MeHee dYeM OKojJo 12 mnr/mim (Hampumep, HHMKE CaMOro HHU3KOro Iperena
KOJINYECTBEHHOTO OTPEIENICHHS).

[00185] (6) HomnomHuTenbHble HamosHUTENH. DapMaleBTHYECKHE KOMIIO3UILUU MOTYT
comepKaTh IPYyrHe HAIMOJHHUTENH, TaKHe KAaK HAIMOJNHUTEIN, KOTOpble JEeHCTBYIOT Kak
HATIOJIHUTEIH, CBS3YIOIIHE, JE3UHTErPAHTHI, TJHIAHTBI M JIIOOPHKAHTBHI/JIFOOPUKAHTBL Takum
obOpasom, (apmaneBTHueckas Kommo3uius, coxep:xkamass CoenwHeHne A WU €ro
(apManeBTHYECKH MPHEMJIEMYIO COJIb, AOTOJHHUTEIbHO HEOOS3aTEIbHO COMNEPKUT OAMH WU
Oosblee KOMMIeCTBO OOBIMHBIX (hapMaleBTUYECKH MTPHEMIIEMbIX HAITOJHUTEIEH.

[00186] (6a) Hamomuutenn. B HEKOTOPBIX BapHUaHTaX OCYIIECTBJICHHUS PACKPBITHIE
dapmaneBTHIECKHE KOMITO3ULUU COAEPKAT MO MEHbIIeH Mepe OAMH HAIMOJHHUTENb, KOTOPBIH
(YHKIMOHHMPYET B Ka4eCTBE HATIONHUTEINS. HamomHuTe MM MOTYT BKITFOYATh MOJIMOJIBL, TAKHE KaK
IEKCTPO3a, U30MAJIBT, MAHHUT, COPOHT, JIAKTO3a M Caxapo3a;, HaTypaJbHbIA WIN NPEIBAPUTEIHEHO
KENATUHU3UPOBAHHBIN KapTOQENbHBIH WM KYKYPY3HBIH Kpaxmall, MHKPOKPHUCTAJUIMYECKas
nemmonosa (Hampumep, Avicel®); unu ux komOuHaMI0. [IpUMeps! MOAXOAAIIMX HAMOIHHUTENEH
BKJIFOUAIOT MAaHHHUT, TaKOU Kak BbICYIIEHHBIH pacrbuleHueM MaHHMT (Hampumep, Pearlitol®
100SD, Pearlitol® 200SD); mpeskenaTHHU3UPOBAHHBIN Kpaxmaj, Takoi kak kpaxman 1500%;
MUKpPOKPHUCTAJIIMUeCcKasi 1eToN03a, Takas kak Avicel®, MOHOrMapaT makTo3bl, Takoil Kak
Foremost® 316 Fast Flo®; cMecn MpoM3BOMHBIX M30MANbTYIO3bI, TAKUX Kak galenIQ™ 720; u
APYTHe TMOAXOASIINE HAOJHUTENN U X KOMOWHAIINH,

[00187] B ompeneneHHBIX BapHaHTaX OCYIIECTBJCHHs PACKPBITbIE (papMalleBTUYECKHE
KOMITO3ULIUH COZIEPIKaT IO MEHBIIEH Mepe OIMH BOIXOPACTBOPUMBII HAMIOJHHUTENb. B HEKOTOPBIX
TAKUX BapPHAHTAX OCYINECTBJICHUS BOAOPACTBOPUMBIN HAMOJIHUTENDb MPENCTABISET COOOM
MIOJIMOJI, TAKOH KaK MAHHHT, COPOUT, JIAKTO3a WIIH CaXxapo3a; MpeKeJaTHHU3UPOBAHHBIA KpaxMal,
WM UX KOMOWHAIMIO. B HEKOTOPBIX TaKMX BapHAHTaX OCYLIECTBICHHS BOAOPACTBOPUMBIN
HATIOJIHUTENb TIPEACTaBIsieT cOOOW MaHHHUT. B HEKOTOPBIX TaKMX BapHAHTaX OCYIIECTBIICHHUS
BOJIOPACTBOPUMBIA  HAMOJHUTENb MpPEACTaBIsieT CcoO00H MaHHMT W TIPEIBAPUTEIBHO
JKENIATHHU3UPOBAHHBIN KpaxMmall. B ompeneneHHbIX BapHaHTaX OCYINECTBJICHUS PACKPBIThIE
(dapmareBTHUECKHE KOMIO3HMLIUN COEPKAT 1O MEHbLIEH Mepe OAMH HEePaCTBOPHMBIA B BOIE
HAMOJIHUTENb. B HEKOTOPBIX TAKMX BapUaHTAaX OCYLIECTBIEHHS HEPACTBOPUMBIH B BOIE
HATIOJIHUTENb TPEACTABISIET OO0 Kpaxmal, MUKPOKPUCTAJUIMYECKYIO LEJUTF0JIO3y (Hampumep,
Avicel®) mnu gocdar kampuus. B HEKOTOPBIX TaKMX BapHAHTAX OCYIIECTBIECHUS PACKPBITHIE
dapmareBTHUECKHE KOMIIO3MLIUM COZAEP)KaT HEPACTBOPUMBIM B BOJE HAIOJIHHUTENb U
NIOBEPXHOCTHO-aKTUBHOE BEIECTBO, TaKoe Kak Jjaypuicynabdar Hatpus (SLS - sodium lauryl
sulfate).
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[00188] B HeKkOTOpBIX BapHaHTaxX OCYLIECTBJEHUS HAIMOJHUTENIb TMPUCYTCTBYET B
bapmareBTHIECKONH KOMIIO3HUILIMU B KOJIMYECTBE OT 0K0JI0 5% 1o okoso 70 mac.% (mac./mac.) ot
dapmaneBTHIECKOH KOMIIO3MIMU. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBJIEHUS HAIOJIHUTEIb
NPUCYTCTBYET B (hapMaLeBTHUECKON KOMIIO3ULIMH B KOJn4yecTBe OT okoo 10 mac.% 1o oxoso 60
mac.% (mac./mac.) or ¢apMaueBTUYECKON KOMIO3WLIMKA. B  HEKOTOphIX BapHaHTax
OCYLIECTBJICHHsI HAIOJIHUTENb MPUCYTCTBYET B (papMaLleBTUYECKOW KOMIIO3MLIUU B KOJIUYECTBE
ot 0koJ10 20% 1o okono 50 mac.% (mac./Mac.) ot papmareBTHIeCKONH KOMIO3UIMU. B HEKOTOpBIX
BAPUAHTAX OCYLIECTBJICHUS HAMOJHUTENb MPUCYTCTBYET B (hapMaLeBTHYECKONW KOMIIO3ULIMH B
konudyecTBe OT Okoyo 30 mac.% no okono 45 mac.% (mac/mac.) oT QapmMareBTHIeCKON
KOMITO3ULIHH.

[00189] B HekOTOpBIX BapHaHTaX OCYIIECTBJIEHUS YyKa3aHHas (apMaleBTH4YeCKast
KOMITIO3UILIUST COAEPKUT MEPBBIN HAIMOJHUTENb B KOJIHUecTBe OT okojo 20 mac.% 1o okoso 50
Mac.% U BTOPONl HamoOJHUTENb B KOJMYecTBE OT oOkojo 1% mo okomo 20 wmac.%
(apManieBTHYECKOH KOMITO3UIIMH. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS YKa3aHHas
dapmanieBTHUECKAasT KOMIO3HULIUS COAEPKUT TMEPBBIH HATIOJHUTENb B KOJHYECTBE OT OKOJIO 25
Mac.% 1o okoJio 40 mMac.% 1 BTOPOI HATIOJHUTENb B KOJIMYECTBE OT OKOJIO 5 Mac.% 10 okouio 15
mac.% (apmaneBTHUECKON KOMIO3UIMH. B HEKOTOPBIX BapuaHTaX OCYLIECTBICHUS YKa3aHHAs
dapmaneBTHUECKasT KOMIO3HLIUS COAEPKUT TMEPBBII HAIOJIHUTENb B KOJHYECTBE OT OKOJIo 30
Mac.% 110 okoJio 35 Mac.% U BTOPOIl HANIOJHUTENb B KOJMYECTBE OT OKOJIO 8 Mac.% 10 okoJio 12
mac.% (apmaneBTHUECKON KOMIO3UIMHA. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHUS YKa3aHHAs
dapmareBTHUECKast KOMIIO3HLIUS CONEPKUT NEPBBII HATIOJIHUTEND B KOJIUYECTBE OKOJIO 33 Mac.%
U BTOPOH HATOJHUTENb B KojimdecTBe okojo 10 mac.% dapmauerudeckoit kommnozumuu. B
HEKOTOPBIX BapUAHTaX OCYLIECTBJICHUs MEPBBIH HAMOIHHUTENb MPEACTAaBIseT COOOH MaHHUT, a
BTOPOM HAIOJHHUTEJb MPENCTABISIET COOON NMPeBAPUTENEHO JKENIATHHU3UPOBAHHBIN Kpaxmall.

[00190] (6b) CasByromue. B HEKOTOPHIX BapUAHTAX OCYLIECTBJIEHHS PACKPBITHIE
(apManeBTHYECKHEe KOMIIO3HLIMU COAEPKaT MO MEHbIIEH Mepe OIWH SKCLUUIHEHT, KOTOPBIH
(YHKLIMOHHPYET B KaueCTBe CBsi3yromero. CBA3YIOLINE MOTYT BKJIIOYATh MOJUBUHWITHPPOIUAOH
(HampuMmep, TOBHUIOH), COMOJUMEpP BHHWINHUPPOJUIOHA W BHUHWIALETaTa (HampuMep,
KOMOBHUJIOH),  UEJUIF0JI03a, Takas Kak  ruapokcuMmerwianpornwineuironosa  (ITIML),
THAPOKCUITPONMIS THIILIEIUTFOJIO3a HITH MUKPOKPUCTAJUTNYECKAs LEJUTI0JI03a; caxapo3a, KpaxMaJibl
U UX KoMOWHaImu. B ompeneneHHbIX BapHaHTaX OCYLIECTBICHHs CBSI3YIOINEE MPEICTAaBIISIET
coboii ruapodupHbIi monmumep. ['uapoduapHbIi monmumMep MoxKeT ObITh BEIOPAH U3 COMOIMMEpa
N-BUHWIIaKTaMa, 3P Upa LEeJUTFOI03bI, 3(PUpa HEJUTIOI03b], TOIHATKHICHTJTUKOJIS, TOJIMAKpUIIaTa,
NOJMMETaKPHJIaTa, MOJHAKPIIIAMU/IA, TIOJMBUHIWIOBOTO CIUPTA, BHHUJIALETATHOTO IOJIUMEDPA,
ONIUrocaxapuja, TMOJHcaxapuaa WiId UX KOMOMHAnmid. B HEKOTOphIX TakuxX BapHUaHTax
OCYIIECTBIIEHHSI CBSA3YIOLIEE MPEACTABISsIET COOON MOJMBUHUIIUPPOIUIOH.

[00191] B ompeneneHHbIX BapHaHTAaxX OCYILECTBJICHUS CBS3YIOIIEE MPHUCYTCTBYET B
dapmaneBTHUECKON KOMMO3UIMH B KojudectBe oT okoyno 0,1 mac.% mo okono 20 mac.%
(Mac./mMac.) ot ¢apmaleBTHUECKOH KOMIIO3ULNU. B HEKOTOPBIX BapHUaHTaX OCYIIECTBJICHHS

CBSI3yIOIIEe NMPUCYTCTBYET B (papMaleBTUUECKON KOMIO3ULIUU B KOJIMYEeCTBE OT OKkojio 1 mac.%
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no okosio 10 mac.% (mac./mac.) ot (hapManeBTUUECKOH KOMIO3UIMK. B HEKOTOPBIX BapHaHTax
OCYIECTBIIEHHSI CBSI3YIOLIee MPUCYTCTBYET B (hapMaLeBTHUECKOW KOMITO3UIMU B KOJHMYECTBE OT
okojio 2 mac.% mo okono 5 mac.% (mac./mac.) or (dapmManeBTHUECKOW Kommo3uuuu. B
OTNpEeNeIeHHBbIX BapHaHTaX OCYLIECTBIEHUs YKa3aHHas (apMaleBTHYECKass KOMIO3HMLIUA
COAEP>KUT OKOJIO 3 Mac.% CBSI3YIOIIEro BellecTBa. B onpeneneHHbIX BApHaHTaX OCYIIECTBIICHUS
CBSI3YIOLIEE MPECTABIAET COOOH NOTMBUHUIIUPPOIUIOH.

[00192] (6¢) I'mupmantel. B HEKOTOPBIX BapUaHTAaX OCYIUECTBJICHUS PACKPbITHIE
(apMaleBTHYECKHEe KOMITO3ULIMU COAEPIKAT, IO MEHbIIeH Mepe, ONMH SKCLUMHEHT, KOTOPBIA
(YHKLIMOHHMPYET B KaueCTBE TNIUAAHTA. | IMIAHThI MOTYT BKJIOYATh, HANPUMEP, KOJUIOMIHBIN
JMOKCHJ] KPEMHHsI, BKJIIOYAs BBICOKOAMCIIEPCHBIN nmokcun kpemuusi (Aerosil®) mmm mro6oit
APYToW MOAXOASLINHA MIUAAHT, TAKOH KaK JKUBOTHBIE FJTH PACTHTEIBHBIE KUPBI WJIA BOCKH.

[00193] B omnpeneneHHBIX BapHaHTaX OCYILECTBJIEHUS TIJIMAAHT TPUCYTCTBYET B
(dapManeBTHYECKON KOMMO3WIMKA B KonmuecTBe oOT okojio 0,1 mac.% mo okomo 5 mac.%
(Mac./Mac.) papMarieBTUUECKON KOMIO3UIMH. B HEKOTOPBIX BapUaHTAX OCYINECTBJICHHS TIIHIAHT
NPUCYTCTBYET B (papMarieBTUIeCKOH KOMITO3UINH B KoJH4yecTBe OT 0koJio 0,3 mac.% 1o okono 2
mac.% (mac./mac.) or (apManeBTUYECKOW KOMIO3WLMKA. B ompeneneHHbIX BapHaHTaX
OCYIIECTBIIEHHs TIIMIAAHT MPHUCYTCTBYET B (hapMaleBTHUECKOW KOMIIO3MLIUU B KOJIUYECTBE OT
okoyio 0,3 mac.% no okono 1,2 mac.% (mac./mac.) or (apmaneBTHUecKOi KoMIo3uiuu. B
ONpENEeNIeHHBIX BapHAaHTaX OCYLIECTBIEHUS YKa3aHHas (apMaleBTHYECKas KOMIO3HMLIUSA
comepkuT okono 0,5 mac.% raupanta. B onpeneneHHbIX BapuaHTaX OCYLIECTBJIEHUS TIMIAHT
NpeACTaBysieT COOOH KOJUTOUAHBIM AMOKCU KPEMHHUS.

[00194] B omnpeneneHHBIX BapuaHTax OCYILIECTBICHHUs IVIMAAHT BKIKOYEH BO
BHYTPUIPAHYJSIPHYIO 4YacTb (hapMalleBTHUECKON KOMIIO3UIMM. B HEKOTOpBIX BapHUaHTax
OCYLIECTBJICHHS] BHY TPUTPAHYJIIPHAS YacTh (papMalieBTH4eCKOW KOMIO3UIIMH CONEPIKHUT IIIUAAHT
B KosmuecTBe oT okojio 0,1 mac.% mo okono 5 mac.% (Mac./mac.) B pacdere Ha MacCy BCei
(apmManeBTHYECKOW KOMITO3UIIMU. B HEKOTOPBIX BApHAHTAX OCYILIECTBIICHHS BHYTPHUIPAHYJISIPHAS
4acThb (papMareBTUYECKONH KOMIIO3ULIUU COAEPKUT MIUAAHT B KoJu4decTBe OT okouio 0,5 mac.% 1o
okoJio 3 mac.% (Mac./mac.) B pacyeTe Ha Maccy Bcel (papMalieBTHYECKONH KOMIIO3HIIUU.

[00195] B omnpeneneHHBIX BapuUaHTax OCYILIECTBICHUS TIVIMAAHT BKIIOYEH BO
BHEIIHETPAHYJISIPHYI 4YacThb (papMaleBTHYECKOH KOMIIO3UIMH. B HEKOTOpBIX BapHaHTax
OCYILECTBIIEHHsI BHEIPAHYJIIPHAs 4acTh (hapMaleBTHUECKON KOMIO3ULIMN CONEPKUT IIIMAAHT B
komuuectBe OT okoyio 0,1 mac.% nmo okono 5 mac.% (Mac./mMac.) B pacdyeTre Ha Maccy BCei
(apmaneBTHIECKOH KOMMO3HLUU. B HEKOTOpBIX BapuaHTaxX OCYLIECTBIEHHsS BHETPaHYJISIPHAS
4acTh (papMaeBTUIECKOH KOMITO3ULIUU COAEPKUT MIMAAHT B KoudecTse oT okouo 0,5 mac.% 1o
okoJio 3 mac.% (mMac./mac.) B pacyere Ha Maccy Bcel (papMalleBTHYECKON KOMITIO3HIIUU.

[00196] B omnpeneneHHBIX BapHaHTax OCYLIECTBJIEHHUS TINIMAAHT BKJIIOYEH Kak BO
BHYTPUTPAHYJSIPHYIO YacTh, TaK M BO BHEUIHETPAHYJSIPHYIO YacTh (papMarieBTUIeCKON
KOMIIO3UIIMK. B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHWsS BHYTPUTPAHYISIpHAS  YacTh
(bapMaLeBTHYECKON KOMITO3ULIUK COAEPKUT TIIMIAHT B KojimdecTBe ot okoJio 0,1% mo okoino 5

mac.% (mac/mac.) B pacdere Ha MacCy Bcei (apMaleBTUYECKOW KOMIO3UIMH U
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BHELIHErPaHyJISIPHOW YacTu DapMaLeBTUYeCKass KOMIIO3ULMS CONEPKUT [JIUIAHT B KOJUYECTBE
ot okoJio 0,1 mac.% 1o okono 5 mac.% (Mac./Mac.) B pacyere Ha Maccy Bcel papMarieBTUIeCKOn
KOMITO3MLIMK. B  HEKOTOpbIX BapHaHTaX OCYLIECTBJICHHS BHYTPUIPAHYJSIPHAs  4acTb
bapmareBTHIeCKONH KOMITO3ULIMU COIEPKUT INIMIAHT B KOJIMUECTBE OT 0kouio 0,5 mac.% 10 okoio
3 mac.% (mac./mac.) B pacdyere Ha Maccy Bceil (¢papMalleBTHUECKOW KOMIIO3ULIMKA U
BHEILIHETPaHYJIIPHYIO YacTh PapManieBTHYECKass KOMIIO3ULUS COAEPIKUT TJIMAAHT B KOJIUYECTBE
ot okouo 0,5 mac.% o okono 3 mac.% (mac./mMac.) B pacueTe Ha Maccy Bcel (papMaLeBTHIECKOH
KOMITO3HILIHH.

[00197] (6¢) JIroOpukaHThl. B ompeneneHHBIX BapUaHTaX OCYILECTBIIEHHSI PACKPBITHIE
(papmarieBTHYECKE KOMIIO3UIMUA COAEPKAT MO MEHbLIeH Mepe OIMH SKCILUMUEHT, KOTOPbIA
(YHKLIHOHHPYET B KaU€CTBE CMA30YHOro Matepuaa. JIroOprKaHThl MOTYT BKJIOYATh, HATIPUMED,
cTeapaThl MarHUs U KaJbLHUs, CTeapripyMapar HaTPUsl, TalbK WK JHOOOM APYrod MOAXOISIIIHI
JFOOPUKAHT.

[00198] B ompeneneHHBIX BapHaHTaX OCYINECTBJICHUS JIOOPHKAHT TPUCYTCTBYET B
(dapmaneBTHYECKON KOMMo3uIuu B kojudectBe oT okoyno 0,1 mac.% mo okono 10 mac.%
(Mac./Mac.) oT dapMaleBTHUECKOH KOMMO3UIMK. B onpeneneHHbIX BapHaHTaX OCYINECTBIICHHS
JFOOPUKAHT MPUCYTCTBYET B (PapMarieBTUIECKON KOMITO3UIUU B KOJIM4ecTBe OT okoJio 0,5 mac.%
1o okojio 5 mac.% (mac./mac.) ¢papMaLeBTHIECKON KOMNO3WIHK. B onpeneneHHbIX BapHaHTaX
OCYLIECTBJICHHs IIOOPUKAHT MPUCYTCTBYET B (PapMaLIEBTUYECKON KOMIIO3ULIMH B KOJIUYECTBE OT
okoso 1 mac.% mo okonmo 3 mac.% (mac./mac.) or (dapmManeBTHUECKOW KoMmo3uuuu. B
OINpENeNICHHbIX BAapUAHTAX OCYIIECTBJICHUs YKa3aHHas (papMaleBTHUYECKas KOMIO3ULHS
comepxkut okojo 1,9 mac% moOpukanta. B onpeneneHHbIX BapHaHTaX OCYIIECTBIICHHS
MOOPUKAHT MPEACTaBIsieT COOOH CTeapaT MarHusl.

[00199] B ompeneneHHBIX BapUAHTAX OCYLIECTBICHHs JIOOPHKAHT BKIKOUEHO BO
BHYTPUTPAHYJSIPHYIO YacTh (apMaleBTUYECKOH KOMIO3UIMU. B HEKOTOpBIX BapuaHTax
OCYIIECTBJIEHHs] BHYTPUIPAHYJSIpHAsT 4YacTh (PapMaLEBTUYECKOW KOMITO3UIIUH COHEPKUT
JFOOPUKAHT B Kom4decTBe OT 0kouio 0,5 mMac.% 1o okoo 5 mac.% (Mac./mac.) B pacyere Ha Maccy
BCell  (papmMaueBTHUECKON  KOMIIO3MIMH. B HEKOTOpPBIX  BapUaHTaX  OCYIIECTBJICHUS
BHYTPUTPaHYJsIpHAasE 4acTh (HapMalleBTUUECKOW KOMIIO3MLIUHM COIEPIKUT JIFOOPUKAHT B
konuuecTBe OoT okoyio 1 mac.% no okosno 3 mac.% (mac./mMac.) B pacdyere Ha MAacCy BCei
(papmMaLeBTHYECKOI KOMITO3HLIUH.

[00200] B ompeneneHHBIX BapHaHTaX OCYLIECTBJICHUS JIIOOPUKAHT BKIIFOYEHO BO
BHELIHETPAHYJIIPHYIO 4acTh (papMaLeBTHYECKOH KOMIMO3UIMK. B ompeneneHHbIX BapuUaHTax
OCYLIECTBJICHHsI BHETPAHYJISIPHASL 4acTh (hapMaLleBTHUECKONH KOMIO3ULIUH COAEPIKUT JFOOPUKAHT
B kommuectBe OT okojio 0,5 mac.% mo okono 5 mac.% (mac./mac.) B pacdere Ha MacCy BCei
(papmaLieBTHYECKOI KOMIO3ULIUK. B onpeneneHHbIX BapUaHTaX OCYIIECTBIICHUS] BHETPAHYJISIpHAS
4acTh (PapMaLeBTUUECKON KOMITO3UIIMH COAEPKUT JFOOPUKAHT B KOJIMYECTBE OT okoyo 1 mac.%
no okojio 3 mac.% (mac./mac.) B pacyere Ha MacCy Bcel (hapMaleBTUYeCKOW KOMMO3WLIHH. B
HEKOTOPBIX BapPUAHTAX OCYLIECTBIEHHs CTE€apaT MarHusl UCTIONb3YeTCs B Ka4eCTBE JTIOOPUKAHTA,

a CTe€apaTt MarHvsi HaXO4UTCs BO BHeHIHeraHYHﬂpHOfI HacCTu.
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[00201] B ompeneneHHBIX BapHaHTaX OCYLIECTBICHUS JIOOPUKAHT BKJIOYEHO KaK BO
BHYTPUTPAHYJSIPHYIO YacTh, TaK M BO BHEUIHETPAHYJSIPHYIO 4YacTh (papMareBTUIeCKON
KOMIIO3ULIMK. B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHsS BHYTPUTPAHYISIpHAs  4YacThb
dapmareBTHIeCKOH KOMIIO3ULUH CONEPKUT JIFOOPUKAHT B KojmuecTBe oT okouso 0,5 mac.% no
okojio 5 mac.% (mac./mMac.) B pacuere Ha MaccCy Bceil (apMaleBTHUYECKOH KOMIO3UIMH U
BHEIIHETPAHYJISIPHYIO YacTh PapmaneBTHYECKas KOMIIO3UIMS COAEPKUT JTIOOPUKAHT B
KosuectBe oT okojo 0,5 mac.% mo okomo 5 mac.% (mac./mac.) B pacueTe Ha Maccy BCel
(bapMaleBTHYECKOW KOMITO3UIIMU. B HEKOTOPBIX BApHAHTAX OCYIIECTBIICHHS BHYTPHUIPAHYJISIPHAS
4acTh (hapMaLEeBTUUECKON KOMITO3UIIK COAEPKUT JIOOPUKAHT B KOJIMYECTBE OT OKoo 1 mac.%
no okosio 3 Mac.% (Mac./mMac.) B pacueTe Ha MacCy Bceil (hapMarleBTHUECKOH KOMIIO3UIIMH U
BHETPAHYJISIPHAS 4aCTh (PapMaLeBTUUECKOW KOMITO3UIIUHU CONEPIKHUT JTFOOPUKAHT B KOJIMYECTBE OT
okoio 1 mac.% no okono 3 mac.% (Mac./mac.) B pacueTe Ha Maccy Bcel (papmarieBTU4ecKoi
KOMIIO3UIIMK. B HEKOTOPBIX BapHAaHTaX OCYLIECTBJICHHWsS BHYTPUTPAHYJSIPHAS  YacTh
(bapMalleBTHYECKON KOMITO3UIIUU COAEPKUT JIFOOpHKAHT B kommydecTBe okoyno 0,9 wmac.%
(Mac./Mac.) B pacdeTe Ha Maccy BCel (hapMalleBTHUECKON KOMIIO3HIINU, & BHETPAHYJISIPHAS YacTh
(hapMaLeBTHYECKON KOMITO3UIIUU COAEPIKUT JIIOOPUKAHT B KOJM4YecTBe 0KoJio 1mac.% (mac./mac.)
B pacyere Ha MacCy Bcel (hpapMaleBTHUECKONH KOMIIO3ULMK. B HEKOTOpPBIX BapHaHTaX
OCYILECTBIIEHHsI CTe€apaT MarHusl UCTONb3YyeTCcs B KadecTBE JIOOpPHKAHTa HAa YpOBHE OKojo 1,9
mac.% npenapara ¢ nodasyieHuemM okojio 0,9% BHYTPUTPAHYJISIPHO U OKOJIO 1% BHErpaHyJISIPHO.

[00202] (6d) Hde3unTerpantbl. B HEKOTOPHIX BapMaHTaxX OCYIIECTBIEHHS PACKPBITHIE
bapmarieBTHUECKHE KOMITO3UIMU COAEPIKAT, N0 MEHbIIeH Mepe, OfMH SKCIUMHMEHT, KOTOPBIH
IEeMCTBYET KaK Ae3UHTErpaHT. Jle3uHTerpaHThl MOTYT BKIIOYATh, HATIPUMED, MIIUKOJIAT Kpaxmana
HaTpusl (Hampumep, SKCIUIOTA0), CUIUTbIC MOJHMEpPbI, TAKUE KAaK CLINThIe MOAM(ULPOBAHHbBIE
KpaxMaJibl, CHIMTBIA MOJUBUHWIMHPPOIUIOH, TAK)XKE N3BECTHBIN KaK KPOCIOBHUIOH, U CHIMTYIO
KapOOKCHMETHIILIEIUTIONO3Y, TaK)Ke U3BECTHYIO KaK KpPOCKapMeluio3a. B HeKOTOphIX BapuaHTax
OCYIIECTBIIEHHsI JE3UHTErPAHT MPUCYTCTBYET B (hapMaLeBTUUECKOW KOMIO3HLNHU B KOJTMYECTBE
ot okouio 0,1 mac.% 1o okojo 20 mac.% (mac./Mac.) papMaleBTHIECKOM KOMITO3UIUH.

[00203] (7) ITnenouHOe MOKpbITHE. B HEKOTOPBIX BapHAaHTaX OCYLIECTBICHHS YKa3aHHAsI
(apmaneBTHYECKasT KOMITO3ULIHSI TIPEACTABIISIET COOOH TaOJIEeTKY, KOTOpasi MOXKET OBITh MOKPBITA
JTOOBIM TOAXOMSALINM TIOKPBITHEM, TAaKUM KaK IUIEHOYHOE MOKpbITHE. [[eHOYHOe MOKpbITHE
MOJKET OBITh MCIOJIB30BAHO, HAIIPUMED, I OOJIErYeHus poriaTeiBaHus TabneTku. IlneHounoe
MOKPBITHE TAKKE MOXKET ObITh UCTIOJIb30BAHO JUIS YIIYULIEHHS BKyCa M O0ECTIEUEHHSI 3JIETAHTHOTO
BHEINHEr0o BHAAa. IIIEHOYHOE TIOKPBITHE MOXKET COHEpKaThb IPHUBHTOH  COIOJIUMEP
TIOJMBHHUIIOBOTO CITHPTA M TONMATHIEHTIHKons, Takoii kak Opadry® II m Kollicoat® HB.
[IneHo4HOE MOKPBITHE TAK)KE MOXKET COMAEpKaTh TAIbK B KaueCcTBe aHTHaAresusa. IlneHouHoe
MIOKPBITHE MOKET COCTABIISITE MEHEE YEM OKOJIO 5 Mac. Mac.% TabyieTku.

[00204] I'To MeHbLIEH Mepe, B OTHOM aCIeKTe 3TO PACKPBITHE HAMIPABJICHO HA O0ecTieueHne
Coenunennss A uimu ero papMamneBTHYECKH MPUEMIIEMON COJHM B OJHOW CTaOWUJIbHOW TBEPIOM
NepOPaATbHON JIEKAaPCTBEHHON (hopMe, KOoTopas siBisieTcst (hapmakosorndecku 3¢pGeKTUBHON H

¢usnyecku npuemiemoil. TBepnble opaibHbIE JEKAPCTBEHHbIE (POPMBI, PACKPBITHIE B JAHHOM



40

OIMCAaHWY, MPeJHAa3HAYeHbI IS (papMareBTUYECKOro mpuMeHeHus y monaeil. COOTBETCTBEHHO,
OHU JOJDKHBI OBITH MOAXOISINEro pa3Mepa M MacChl ISl NEPOPATbHOTO BBEIECHUS YENIOBEKY
(HampuMmep, OHU JOJDKHBI MMETh OOIIYI0 Maccy MeHee ueM OKojo 1,5 T), a Takxke ObITh
TeparneBTHIecKd 3¢ dekTuBHBIMU. UTOOBI 00NErdyuTh NOTpedeHne Tako! JIeKapCTBEHHON (OPMBI
MJIEKOIIUTAIOLINM, JIEKAPCTBEHHAs (hOpMa MOKET UMETh COOTBETCTBYIOLIYIO (OpMY, TaKyrO Kak
KpyTJiasl Wi yIUIMHEeHHas Gopma.

[00205] (8) MnmoctpaTuBuble coctasbl/mpenapatel (Tabmumsr). Hanpumep, kak yka3aHo
B Tabnuue 1, packpbiThie hapMaLeBTHYECKHE KOMIIO3UIIMYA MOTYT BKJIFOYATh OJUH HJIH OOJIbIIee
KOJINYECTBO HAIMOJHUTENEH, Ne3MHTErPaTOPOB, TJIMIAHTOB W/WIH JEOOPUKAHTOB B COYETAHUU C
AKTHBHBIM areHTOM M aHTUTeJICO0Pa3yIOIIUM areHTOM.

[00206] Coenunenue A, yka3aHHOe B npuBereHHOW Hwke Tabmuue 1, mpencrasnser

coboii HaTpueByro coiib CoenuHeHnss A, U COOTBETCTBYIOIIUI MAaCCOBBIN MPOLIEHT MPUBEICH B

pacuere Ha 3Ty GOpMY COJTH.

Tabmuua 1.
Konnuectso Konnuectso
% %
WHrpenueHt OyHKIUSA (Mr/Tabnertk (Mr/Tabnerk
(M/m) (M/m)
a) a)
Anpo Tadnerku
BuyTpurpanyasipabie
Coenunenue A, HaTpuesas | JlekapcTBeHHOE
155,2 33 207,0 33
COJIb BELIECTBO
Mannut, USP Hanonaurens 150,3 32 200,3 32
[pexxenatnansupoBannbii | HamonuuTtens/C
443 9 59,1 9
kpaxmai, HD BSI3YIOLIEE
Casizyroinee
IMosunon K 29/32, USP 13,8 3 18,4 3
BELIECTBO
AHTH-
MoHnorunpar  kapOoHata
reseoOpasyromu 78,0 17 104,0 17
Hatpusi, HD
1 are’T
Creapar maraus;, HO JlroOpukanT 3,9 1 52 1
IIpomexxkyTounas Macca
445,5 5940
BHYTPHMIPaHYJSIPHbIX KOMIIOHEHTOB
Buemnerpanyasipabie
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Creapat maraus;, HO Jlrobpukant 4,5 1 6,0 1
Macca TabaeTku 0e3 NOKPBITUSA 450,0 600,0
ILneno4Hoe MOKPLITHE
ITopommok s mnenouyHoro | [IneHouHoe
18,0 4 24,0 4
nokpeitus (Opadry® 1) MOKPBITHE
Macca TabJ1eTKH ¢ MOKPbITHEM 468,0 100 624,0 100

[00207] ITpouieHTHOE Comep KaHKe TAaHO B 3aBUCUMOCTH OT MacChl TAOJIETKU C MOKPBITUEM.

OOumit nporeHT MokeT He ObITh 100% 13-3a OKPYTIIEHMS.

[00208] Komuectso (mr) CoenuHeHust A win ero dpapMarieBTHIECKH PUEMIIEMOH COJH,

yKa3aHHOE B cClenayroummux Tabnuiax, OTHOCHTCS K KOJH4YecTBY (Mr) cBOOOAHOH (HOpMBI

Coenunennst A (To ecTh, B ciiydae (papMaleBTUMECKH MPUEMJIEMON COJIM 3KBUBAJIEHTHASI Macca

CBOOOIHOI (OpMBI).

[00209] B ompeneneHHBIX BapuaHTaX OCYINECTBICHHUS yKa3aHHas (papmaneBTHYecKas

KOMIIO3ULUSA COOCPIKUT:.

Hurpeanent Koaunuecrso (mr)
Coenunenne A wu ero papMareBTHIeCKH pueMiieMast CoJib 125-175
Mannuton 125-175
IIpexxenaTMHU3UPOBAHHBIN Kpaxmall 35-55
IToBunon 13-15
Kapbonar Hatpusi 66-90
Creapar maruus 7-10
JIONOJIHUTENBHOE TIJIEHOYHOE MOKPBITHE 16-20

[00210] B ompeneneHHbIX BapuUaHTaX OCYINECTBIEHHUS yKa3aHHas (papManeBTUYecKas

KOMIIO3ULUSA COOCPIKUT:!

Hurpeanent Koaunuectso (mr)
Coenunenne A wu ero (papMareBTHIeCKH pueMiieMast CoJib 170-230
Mannurton 170-230
IIpexxenaTMHU3UPOBAHHBIN Kpaxmall 47-71
MOBUJIOH 17-20
KapOoHnat Hatpus 88-120
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Creapar maraus

9-13

I[OHOJ'IHI/ITGJ'HJHOC IMJICHOYHOEC ITOKPBITHUE

21-27

[00211] B ompeneneHHBIX BapuaHTax OCYINECTBIEHHsS yKa3aHHas (papmaneBTHYecKas

KOMIIO3ULIUsA COOCPIKUT:

Hurpeauent Konnuecrso (mr)
Coenunenue A wiu ero papMareBTHYECKH MpUeMiIeMast COJib 255-345
ManHuuTton 255-345
IIpexxenaTMHU3MPOBAHHBIN Kpaxmal 70-107
IToBunon 25-30
KapOoHnat HaTpus 132-180
Creapat maruus 14-20
JIONOMHUTENBHOE NIEHOYHOE MOKPBITHE 24-30

[00212] B ompeneneHHBIX BapuaHTaX OCYINECTBICHHsS yKa3aHHas (papManeBTHYeCKas

KOMMO3ULMS COOCPIKUT:.

Hurpeauent Koaunuecrso (mr)
Coenunenne A wiu ero papMareBTHIeCKH puemMiIeMast CoJib 150
ManHnuTOn 150
IIpexxenaTMHU3UPOBAHHBIN Kpaxmal 443
TloBunon 13,8
Kapbonar Hatpusi 78
Creapar maraus 8,4
JIONMOJIHUTENBHOE TIJIEHOYHOE MOKPBITHE 18

[00213] B ompeneneHHBIX BapuaHTaX OCYINECTBIEHHUS yKa3aHHas (papManeBTUYecKas

KOMIO3ULUSA COOCPIKUT:.

Hurpeanent Koaunuecrso (mr)
Coenunenne A wu ero (papMareBTHIeCKH pueMiIeMast CoJib 200
Mannuton 200
IIpexxenaTMHU3UPOBAHHBIN Kpaxmall 59,1

2
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IToBunon 18,4
KapOoHnat Hatpus 104
Creapar maruus 11,2
JlonoNHUTENbHOE MIIEHOYHOE TOKPBITHE 24

B onpenmeneHHbIX ~ BapuaHTaX  OCYINECTBJEHHS  yKa3aHHas
Konunuecrso (mr)
bapmanieBTHYECKast KOMIO3ULMSA conepKuT: UHrpeaueHT

CoenuHenue A wiu ero (papMareBTUYECKH MpUeMiIeMast COJb 300
Mannuron 300
IIpexenaTMHU3UPOBAHHBIN Kpaxmall 88,7
IloBunon 27,7
KapOoHnat HaTpus 156
Creapar maraus 16,8
JIONOIHUTENBHOE NIJIEHOYHOE MOKPBITHE 27

[00214] D. CIIOCOBbI U3I'OTOBJIEHUA

[00215] PackpsiThie (papmaneBTUYECKHEe KOMIO3HIMUA MOTYT OBITh TOJIyYEHBI JIOOBIM
noaxonAumM crnocobom. Takue cmocoObl, Kak TMpsAMOE IPECCOBAHUE, TPaHYJSLUA B
NICEBIOOKIKEHHOM CJIOE, POJIMKOBOE YIUIOTHEHUE WIHM CyXO€ TPaHyJIMPOBAHUE U BIIAXKHOE
I'PaHyJHPOBAHHE, MOTYT OBITh MCHONb30BaHbI i cMmemnBaHusg CoenMHEHUS A WIH ero
(apMaleBTHYECKH MPUEMJIEMOI COJIM C aHTUTeJeOOPA3yIOIUM areHTOM U JIOOBIMU IPYTHMMHU
HATOJIHUTENSIMU (hapMaLeBTHYECKONH KOMIIO3HMLIMH, BKJIFOYAs BONY PACTBOPHMBIA HAMOJHUTEIb
WJI HEPACTBOPUMBII B BOZI€ HAMOJHUTENDb U OBEPXHOCTHO-AKTUBHOE BEIECTBO.

[00216] B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHHs PACKPBITbIE (apMalleBTUYECKHE
KOMITO3ULIMH MTOJIYYArOT ¢ UCIIOJIb30BAaHUEM MPOLIECCA BJIAYKHOTO IPAHYJIUPOBAHUS U IPECCOBAHMS
KOHEYHOH cMecH B TabJIETKU.

[00217] B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHHS PACKPBITbIE (apMaleBTUYECKHE
KOMITO3ULIMM FOTOBST C UCIOIB30BAHUEM NPOLIECCA YIUIOTHEHUs poukoM. [Iponecc ynnoTHenus
POJIMKOM MOJKET BKJIFOUATh JIFOOBIE momxopasigue stanel. Hanpumep, kak mokaszaHo Ha @wr. 1,
YIUIOTHEHHE POJIMKOM MOJKET BKITIOYATh B Ce0sl TAKUE HTAITbI, KAK CMEIINBAHNE AKTHBHOTO areHTa
C OIHUM WIH HECKOJbKHNMH BHYTPUTPAHYJSIPHBIMU HAIOJHHUTEISIMH, TMONOOPAHHBIMH IS
CMEULIMBAHUs, IOa4a CMECH B POJUKOBBIA YIIJIOTHUTEND [JIsl YIUIOTHEHHsI ChIITy4ero MOpoILIKa B
JICHTBL, HW3MEJIbYEHUE [OJYYEHHBbIX JIEHT B TPaHyJbl, BO3MOXHO CMELIMBAHHE TPaHyJ C
SKCTPArpaHyJSIPHBIMU HAIMOJIHUTENSAMH, TAaKUMH Kak JIOOpPHKAaHT, IPECCOBAaHUE TPaHyJl B
TabJETKH;, U BO3MOKHO MOKPBITHE TAOJIETOK IIIEHOYHBIM ITOKPBITHEM.

[00218] Kaxaplii OMMCAHHBII B MJaHHOM JOKYMEHTE CIOCOO, KOMITO3HMLUS WU
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NpUMEHEHNEe Heo0sA3aTeNbHO BKIIOYAET OrpaHHYeHHEe “Tpu  5TOM  (apMaLeBTHUECKas
KOMTIO3UIIMSI HE SIBJISIETCS] TaOJIETKOH HEMEIJICHHOTO BBICBOOOKAEHMsI, coaepskameit 155,2 mr
HatpueBol conu CoemnunHeHust A (3kBuBajieHTHO 150 mr CoeauneHust A) B COYETAHUH C
MaHHHUTOM, MOHOTHApAaT KapOOHaTa HATpUs, NPEeXKeTATHHU3UPOBAHHBIN Kpaxmal, IOBUIOH,
cTeapaT MarHus, NOJMBHUHUJIOBBIA CIHUPT, AMOKCUJ THUTAHA, NOJUS3TWIEHIJIUKOJb, TalbK U
CBETJIBIN KAPMUH .

[00219] Bece u kaskapiii cnoco0, KOMITO3ULMS WK MPUMEHEHHEe, OMHMCAHHBIE B JTAHHOM
JIOKYMEHTE, TakKe HeoOs13aTeNIbHO BKIIFOYAIOT OrpaHuYeHue. “‘QgapmMarieBTU4eckas KOMIO3HLIUS
He sIBJIsIeTCs1 TaOJIETKOW HEMENJIEHHOTO BHICBOOOKIEH !, comepakameii 207,0 Mr HAaTpUEBOH COJTH
Coenunennss A (3xBuBasieHTHO 200 wmr CoeanHeHuss A) B KOMOWHAIIMM C MaHHUTOM,
MOHOTHApPATOM KapOOHAaTa HATPUs, NPEKEJATHHU3UPOBAHHBIM KPaxXMaJOM, ITOBHIOHOM,
CTeapaToOM MarHusi, MOJMBHHWIOBBIM CIIUPTOM, AMOKCUIOM TUTAHA, MOJUSTUIIEHTIIHKOIEM,
TaJIbKOM U KPACHBIM OKCHAOM kelne3a.”

[00220] B HeKkOTOpbIX BapHaHTaX OCYLIECTBICHHS OOUH HJIM OOJbIIee KOIMYECTBO
(apMareBTHIECKH MPHEMIIEMbIX HOCUTENEH BEIOUPAIOT U3 CBSI3YIOLINX BEIIECTB, HATIOJHHUTENECH,
pa3baBuTeNel, 1e3NHTErPAHTOB, CMAYHUBAIOLINX Ar€HTOB, IIOOPHUKAHTOB, TNIUIAHTOB, KPACHTENEH,
UHTUOUTOPOB MUTPALIH KPACHUTENEH, ITOACTACTUTENEH U apOMaTH3aTOPOB.

[00221] IToaxopsiiuue CBA3YIOLINE UIH IPaHyIATOPB] BKJIOYAIOT, HO HE OrPAHUYMBAOTCS
UMM, KpaxMaJibl, TAKHE KaK KyKYPY3HbII KpaxmaJj, KapToQeabHbIl KpaxMal U IpPeaBapUTEIbHO
KenaTuHU3upoBaHHbI Kpaxman (Hampumep, STARCH 1500); »xenatuH; caxapa, Takue Kak
caxaposa, IIF0K03a, IeKCTPOo3a, MaTOKa U JIAKT03a, HATYpaJIbHble U CHHTETUYECKUE KaMeIU, TaK1e
KaK aKallys, aJbIMHOBAs KUCJIOTA, ajbI'MHATBI, 3KCTPAKT UPJAHACKOro Mxa, kamenb IlaHBap
(Panwar), ratrueBas kamenb, CIU3b M3 MIETYXU IOAOPOKHUKA, KapOOKCHMETHIILEIUIION032,
METUJILeJUTI0I03a, nonuBuHIIIHppoauaoH (PVP - polyvinylpyrrolidone), Burym (Veegum),
JMCTBEHHUIA apadoraakTaH, TyapraH M MOPOLIKOOOPa3HbIN TparakaH; LEJUTFOJIO3bl, TAaKHE Kak
STUJILIEIUIION03A, anerar L[EJUTIOJIO3BI, KapOOKCHUMETHIILIEIITOI03a, KaJIbLIHA,
KapOOKCUMETHIILIEIUTION03a HATPUS, METIJILEIUII0N03a, ruapokcudTuneonoza (IOLD),
THIPOKCHUITPOTUIILIEJITIOJI03a (T'TILY), THIIPOKCHUITPOIHIMETHIILIEIUTION03a (TTIML);
MUKpOKpucTandeckue neunonosbl, Takue kak AVICEL-PH-101, AVICEL-PH-103, AVICEL
RC-581, AVICEL-PH-105 (FMC Corp.,, Mapkyc Xyk, IleHcunbBaHMs); W HX CMECH.
[Tonxoxnsimye HAOJHUTENH BKIIOYAIOT, HO HE OrPAHUYHBAIOTCS UMH, TaJIbK, KApOOHAT KaJIbLIHS,
MHUKPOKPHCTAJUTMUECKYIO IIEJUTFOJIO3Y, TMOPOMIKOOOPAa3HY LEJUTIOJIO3y, HeKpaThbl, KAOJHH,
MaHHUT, KPEMHHUEBYIO KHCJIOTY, COPOHT, Kpaxmal, NpeKeIaTHHU3UPOBAHHBIA KpaxMal M HX
cMmecH. CBs3yrollee UM HAMOJHUTENb MOTYT MPUCYTCTBOBATh B KojudecTse oT 50 mac.% a0 99
mac.% B papMareBTHUECKIX KOMITO3ULUSX, IPEICTABIEHHBIX B JAHHOM JJOKYMEHTE.

[00222] Tlomxonmsmue pa3daBUTENNd BKIIOYAIOT, HO HE OrPAHUYHBAKOTCS HMH,
mukanbiuiigocdar, cyabdar Kaablysl, JaKTO3y, COPOUT, caxapo3y, HHO3UT, LEJUTI0JI03Y, KAOJIHH,
MaHHUT, XJIOPUJ] HATPUs, CYXOH KpaxMall U CaxapHyo Myapy.

[00223] Ilogxonsiue AE3UHTETPAHThl BKJIIOYAKOT, HO HE OIPAHUYMBAIOTCS HUMU, arap;

6eHTOHI/IT; OEJIKOJIO3bI, TAKHEC KaK METHIILCIIIIOJI03a U Kap6OKCI/IMeTI/IJ'II_IeJ'IJ'IIOJ'IO3a; HU3CJI1A 13
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IepeBa; HaTypajbHas r'yOKa; KATHOHOOOMEHHBIE CMOJIBL, AIbIHOBAS KUCJIOTA; KaMeH, TAKHE KaK
ryapoBass kamenb u Veegum HV, MSIKOTb LUTPYCOBBIX, CLIMTHIE LEJUIFOJIO3bI, TaKHe Kak
KPOCKapMeJu1o3a; CIIUTHIE IOJIUMEPHI, TAaKHe KAaK KPOCIIOBHIOH; CLIMTbIE KpaxMaJbl, KapOoHAT
KaJbLIMS; MUKPOKPUCTAJUINYECKAs LIEJUTI0JI03a, TaKasi KaK KPaX MaJIrJIMKOJIST HATPUS, TIOJAKPHUINH
KaJIis;, KpaxMaJbl, TaKUe KaK KyKYpPY3HbIH KpaxmaJ, KapTogenbHbIH KpaxMal, Kpaxmal TanuoKu
U TIPEeIBAPUTENIbHO JKEJATHHU3UPOBAHHBIN Kpaxmas, IIuHbL, anaiiHe (aligns), W MX CMecH.
KonnuecrBo nesmHTerpanTa B (papManeBTHYECKUX KOMITO3HMLMSX, NMPEACTABIECHHbIX B AaHHOM
JIOKYMEHTE, BapbUPyeTCs B 3aBUCHMOCTH OT THUNA Mpernapara M JIETKO PasIuduMoO MJist
CTHEeLUAIMCTOB B TaHHOW obnactun. dapMaLieBTHUECKHE KOMITO3UIINH, TIPEICTABICHHbBIE B JAHHOM
JOKYMEHTE, MOTyT cozepkaThb oT okoJjo 0,5 mac.% a0 oxoiso 15 mac.% wunu ot okoso 1 mac.% no
okoJI0 5 Mac.% Ne3UHTerpaHTa.

[00224] Tlonxonsiue JTOOPUKAHTBI BKJIFOYAIOT, HO HE OTPAHUYUBAIOTCS WUMH, CTeapar
KaJbLIHS, CTeapaT MarHus, MUHEPAJIbHOE MACIIO; JIETKO€ MHUHEPATbHOE MACJIO; TJIUIEPHH; COPOUT;
MaHHUT, TJIMKOJIM, TaKUe Kak OereHar rimuepuHa u nonudtuieHrnukons (I1010); creapunoBas
KUCJIOTA; JIAypUIICyIb(haT HATPUS, TAJBK, THAPOreHU3UPOBAHHOE PACTUTEIBHOE MACJIIO, BKIIOUAs
apaxucoBOE MAcCIO, XJIOMKOBOE MAacjo, MOACOIHEYHOE MAacio, KYH)KYTHOE MAacjo, OJHBKOBOE
Macjio, KOMOBOE Maclio M COEBOE MAaCJIO; CTeapaT [IMHKA, STHJIOJNEAT, STHIJIAypeaT; arap; Kpaxmal,
JUKOTIONHIA; CHIIHKAreNb WK cunukareny, Takie kak AEROSIL®200 (WR Grace Co., Bantumop,
Mbspunenn) u CAB-0-SIL® (Cabot Co., Bocton, Maccauycerc); i ux cMecu. PapMalieBTHIECKHe
KOMITO3UILINH, TIPEICTABIEHHBIE B JAHHOM JIOKYMEHTE, MOTYT cofepskaTh oT okouo 0,1 1o okoio
5 mac.% mobpukanta. Ilogxondmue TraUgaHTH BKIKOYAOT KOJJIOWAHBIM AMOKCHI KPEMHUS,
CAB-0-SIL® (Cabot Co., bocton, Maccauycerc) u Tanbk, He conepskamuii acbecra. Kpacsmue
areHThl BKJIIOYAIOT JIIOOOH u3 OmOOpeHHBIX, CepTU(ULHUPOBAHHBIX, BOAOPACTBOPUMBIX
kpacureneit FD&C u BogonepacTBopumbix kpacuresnein FD&C, cycneHnupoBaHHBIX B IMIpaTe
TJIMHO3€Ma, a TaK)Ke LBETHBIE JIaku U ux cMecu. JIriik murment (lake color) mpencrasnser coboi
coYeTaHue MyTeM aacopOLUu BOIOPACTBOPUMOTO KPACUTENIS B BOAHBIN OKCH TSDKEJIOr0 METaJlIa,
YTO MPUBOIUT K HEPACTBOPUMON (hOpMe KpacuTessi. ApOMaTH3aTOPbl BKIIOYAIOT HATYPaJIbHBIE
apOMaTU3aTOPbI, SKCTPATHPYEMbIe U3 PACTCHUH, TAaKUX KaK (PYKTbI, © CHUHTETUYECKUE CMECH
COEMHEHUH, KOTOPbIE BbI3BIBAIOT MPHUATHBIC BKYCOBBIE OIIYIICHHUS, TAKHE KaK MsATA MepeuHast u
MeTuacanumiat. [ToncnacTuTenr BKIIOYAIOT caxapo3y, JJAKTO3y, MAHHUT, CUPOTIbI, TJIHLEPHH U
HCKYCCTBEHHBIE MTOJICIIACTUTENIH, TAKHE KaK CaxapuH u acraptaM. [logxoasimue sMyIbrupyromue
areHThl BKJIIOYAIOT JKEJIATHUH, AaKalMi0, TParakaHT, OEHTOHUT W MOBEPXHOCTHO-aKTUBHbBIE
BELIECTBa, Takue Kak MOJIMOKCHUATHIICHCOPOUTAHMOHOOIEAT (TWEEN®20),
MoNHOKCH3TUIeHCOpOuTanMoHoonear 80  (TWEEN®80) u  TpusTaHOomammH  Omnear.
CycneHaupyromnye 1 AUCTIEPTUPYIOIINE areHThl BKIIOYAIOT KapOOKCUMETHIILIEIUTIONO03Y HATPHs,
NEeKTHH, Tparakasr, BUTYM, aKaIuio, KapOOMETHIILIEIUTFOIO3Y HaTpHs,
THAPOKCUIIPOITMIMETIIILEIUIION03y W MOJUBUHWINMUPPOIHIOH. KOHCEpBaHTBHI  BKIFOUAIOT
ITHLEePUH, METUN U mnpomwinapadeH, OEH30HHYK KHCIOTy, OeH30aT HaTpus U CIHUPT.
CMmauuBaroyie areHTbl BKJIIOYAIOT MOHOCTEApaT IMPONMWJIEHTTHKOJS, MOHOOJeaT copOHuTaHa,

MOHOJIAYPaT AUSTUIICHIJIMKOIIS U MTOJMOKCHITHIICHIAypUIIOBBIN 3¢pup. PacTBopuTenu BKIIOUAIOT
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TJIMLEPHH, COPOUT, STHIIOBBIM CIIUPT U cuporl. IIpuMepbl HEBOAHBIX JKUAKOCTEH, HCIIOIB3YEMbIX
B OMYJIbCHUSX, BKJIFOYAIOT MHHEpPAJbHOE MACJiO U XJIONMKOBOE Macjo. OpraHuyeckue KHCIOTbI
BKJIFOYAIOT JIMMOHHYIO U BHUHHYIO KHUCJOTHIL. MCTOUYHMKM YIJIEKMCIIOTO Ta3a BKJIHOYAKT
OuxapOoHaT HaTpuUs ¥ KapOOHAT HATPHSL.

[00225] dapmarieBTHUECKHE KOMIO3HLUU MOTYT OBITb IOJNYy4Y€Hbl U3 aKTHBHOTO
MHIPEANEHTa B IIOPOLIKOOOPAa3HOH, KPUCTAIIIMYECKOH WITH IPaHyJIMPOBAHHOHN (hOpMax, OTAEIBHO
WM B KOMOWHALIMY C OJHUM HJTH HECKOJBKMMHU HOCHUTEJISIMH WJIM HATIOJHUTEIISIMH, OITMCAHHBIMU
B JIaHHOM JOKYMEHTE, BKJIOYasl CBA3YIOIIUE, e3UMHTErPaHThI, MOJUMEPHI ¢ KOHTPOJIUPYEMBIM
BBICBOOOXKICHHEM, JIFOOPUKAHTBI, pa30aBUTENH U/UITH KPACHUTEIH.

[00226] E. CITIOCOBbI ITPUMEHEN A

[00227] 1o mMeHbIIel Mepe, B OMHOM acleKTe NaHHOE M300peTeHHe BKIIIOYAET CIOCO0
JICYSHHsT SHIOMETPHO03a, BKIFOYAKOLINI BBEACHUE MALUEHTY (hapMaLEBTHUECKOH KOMITO3ULIHH,
conepkameit CoenuHerne A win ero gapMaleBTHYECKH MPHEMJIEMYIO COJIb. B HEKOTOpBIX
BApPUAHTAaX  OCYLIECTBIEHHUS CHOCOO  JIEYEHHS  SHAOMETPHUO3a  BKJIOYAET  BBEACHUE
dapmaneBTHUECKONH KOMMO3WIMM, coxepxamiei CoenuHeHne A win ero (apManeBTHUECKH
MPUEMJIEMYIO COJIb, B 03¢ OKOJO 150 Mr. B HEKOTOpBIX TakuWX BapHAaHTAX OCYLIECTBJIEHUS
KOMITO3ULIMEO BBOAST OJUH pa3 B AeHb («QD»). B HEKOTOPBIX BapHaHTaxX OCYLIECTBIEHHS CIIOCO0
JeUeHHsT 3HIOMETPHO3a BKIJIIOYAET BBEACHUE (papMalieBTUYECKONH KOMITO3UIMH, COnIepsKaliei
Coennaenne A win ero (apMaleBTUYECKH MPUEMIIEMYIO COJib, B A03e okojio 200 mr. B
HEKOTOPBIX TAKHX BapPUAHTAX OCYLIECTBIIEHHsI KOMITO3UIIMIO BBOIAT /1Ba pa3a B AeHb («BID»). B
HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUs CIOCOO JIeUEHHs] SHIOMETPHO3a BKIIIOYAET BBEICHUE
dapmaneBTHUeCKOH KoMmo3uuuy, coxepxkaiiel CoenuHeHne A win ero (apmaLeBTHUECKU
MPUEMIIEMYIO COJIb, B 03¢ OKOjJO 300 Mr. B HEKOTOpBIX TakuMX BapHAaHTAX OCYLIECTBJICHUS
KOMITO3HLIMEO BBOZAT 1Ba pas3a B AeHb («BID»). B HEKOTOPBIX BapraHTax OCYIIECTBIEHHS CIIOCO0
JIEYCHUs] HSHIOMETPHO3a BKJIOYAET BBEACHHE (hapMaleBTHUECKOH KOMIIO3UIIMH, COAep Kalneit
CoenuHenne A wid ero (apmaneBTUYECKH MPUEMIIEMYIO COJib, B 103 okojo 600 mr. B
HEKOTOPBIX TAKHX BAPUAHTAX OCYINECTBJICHUS] KOMITO3UIIMIO BBOAST ONUH pa3 B 1eHb («QDy).

[00228] ITo meHbIel Mepe, B OAHOM acleKTe NaHHOE M300peTeHHE BKIIIOYAET CIOCOD
JICYEHHsT MHOMBI MATKH, BKJIIOYAIOIIUIN BBEINEHHE MALMEHTY (hapMaleBTHUECKON KOMITO3ULHH,
conepkameit CoenuHerne A win ero (gapMaleBTHYECKH MPHEMJIEMYIO COJIb. B HEKOTOpBIX
BAPUAHTAX  OCYINECTBJIEHUS] CHOCOO JIEUEHHS MHOMBI MAaTKH BKJKOYAeT BBEICHUE
dapmaneBTHUECKOW KOMMO3WLIMH, coxepxkauieir CoenuHeHne A win ero (apManeBTHUECKH
MPUEMJIEMYIO COJIb, B 03¢ OKOJO 150 Mr. B HEKOTOpBIX TakWX BapHAHTAX OCYLIECTBJIEHUS
koMro3uu BBOAAT QD. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS CIIOCOO JICUEHHs] MUOMBI
MAaTKH BKJIFOUAET BBEJCHNUE (PapMalleBTHUECKON KoMmo3uuy, conepskameii CoennHenne A wim
ero (papMaLeBTUIECKH PUEMJIEMYIO COJIb, B 103¢ OK0JIO 200 Mr. B HEKOTOPBIX TaKHX BapHaHTAX
ocymecTBieHnst komno3uunu BBOIAT BID. B HeKoTOpBIX BapuaHTax OCYINECTBJIEHHS CIIOCOO
JIEYeHUsT MHOMBI MaTKH BKJIIOYAET BBelEeHHE (PapMaLeBTHUECKOW KOMITO3ULMH, COAepsKaluei
Coenunenne A win ero (¢apMaleBTUYECKH MPUEMIIEMYI0 COJib, B A03e okojio 300 mr. B

HEKOTOPBIX TaKWX BApUAHTAX OCYLIECTBIEHUs Komno3unuu BBoAAT BID. B  HexkoTOphIX
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BAPUAHTAaX  OCYINECTBJEHHS CHOCOO JIEUEHHs MHOMBI MaTKH BKJKOYAeT BBEICHUE
dapmaneBTHUeCKOW KOMMo3uuuy, coxepxkaiiei CoenuHeHne A win ero (apManeBTHUECKH
MIPUEMJIEMYIO COJib, B 103€ OKOi0 600 Mr. B HEKOTOpPBIX TakuxX BapHaHTax OCYLIECTBJIEHUS
kommo3uuuu BBoasaT QD.

[00229] 1o meHblLIeit Mepe, B OJHOM acCreKTe AaHHOe M300peTeHHe BKJIIOYAeT CIoco0
JIEYeHUs] aJ€eHOMMO03a, BKIFOYAIOINMN BBENEHHE NalMeHTy (papMaleBTUYeCKOW KOMIIO3ULIMH,
copepxkameii CoenuHeHne A win ero (papManeBTUYECKH MPUEMJIEMYIO COJb. B HEKOTOpBIX
BApPUAHTAX  OCYILIECTBJIGHUS  CIMOCOO  JIeYeHUs  aJeHOMHO3a  BKJIIOYAET  BBEJICHUE
(apmaneBTHYECKOW KOMIO3WLMK, coxepxauieii CoenuHeHne A win ero (apManeBTHUECKH
MPUEMJIEMYIO COJIb, B 03¢ OKOJO 150 mMr. B HEKOTOpBIX Takux BapuaHTax OCYLIECTBJICHUS
KOMITO3ULIUEO BBOAST OJUH pa3 B AeHb («QD»). B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHS CIIOCO0
JeYeHHsT al€HOMHO3a BKJIFOYAeT BBEACHUE (HapMAaLleBTUUECKON KOMIIO3UINH, COneprKaiei
Coennaenne A win ero (apmaleBTUYECKH MPUEMIIEMYI0 COJib, B A03e okojio 200 mr. B
HEKOTOPBIX TAKHX BAPUAHTAX OCYLIECTBIIEHHsI KOMITO3UIIMIO BBOIST J1Ba pa3a B AeHb («BID»). B
HEKOTOPBbIX BAapUAHTaX OCYLIECTBJICHUS CHOCOO JIEUEHHs aJACHOMHO3a BKIIFOYAET BBEICHUE
dapmaneBTHUECKOW KOMMO3MIMK, coxepxkaiiei CoenuHeHne A win ero (apManeBTHUECKH
MPUEMJIEMYIO COJib, B 103€ OKOjJ0 300 mMr. B HEKOTOpPBIX TakuxX BapHaHTax OCYLIECTBJIEHUS
KOMITO3UIIMIO BBOZAT ABa pasa B eHb («BID»). B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHS CIIOCO0
JeYeHHUsT aJeHOMHO3a BKJFOYAeT BBeACHHE (HapMaLleBTUUECKON KOMIIO3UIUH, COneprKamei
Coennaenne A win ero (¢apMaleBTUYECKH MPUEMIIEMYI0 COJib, B A03e okojio 600 mr. B
HEKOTOPBIX TAKHX BAPUAHTAX OCYINECTBJIEHUS] KOMITO3UIIMIO BBOASAT ONUH pa3 B 1eHb («QD»).

[00230] B HEKOTOPBIX BapHaHTaX OCYLIECTBJIECHUs JFOOOH U3 BBIIEYKAa3aHHBIX CIIOCOOOB
JOMNOJHUTENIBHO BKJIIOYAET BBEIACHHUE CYOBEKTy TOpPMOHA Ui CHIDKEHUS WM OclabiaeHus
NOTEHIMAIbHBIX MOO0UHBIX 3 exkToB CoenuHeHns A wm ero apmMaleBTU4eCKu PUEMIIEMOM
comu. Hampumep, cmoco® MokeT BKIIOYATh BBEAEHUE OCTPOreHA, NPOTeCTHHA WM HX
koMmOuHaimu. Takoe jeyeHrne 0ObIYHO HAa3bIBAIOT TEpANUEll MPUKPBITHSY. DCTPOreH BHIOPAH M3
IPYMNIbI, COCTOSIIIEN M3 3CTPaauoia, STUHUISCTPANUONA U KOHBIOTMPOBAHHBIX 3CTPOTEHOB.
IIporectoreH BbIOpaH W3 TPYIIbI, COCTOSIICH W3 MPOTeCTEPOHA, HOPITUHJAPOH aleTara,
HOprecTuMaTta, JpOCIUPEHOHa U MEPOKCUIIPOreCTePOHa.

[00231] B omHOM BapuaHTe OCYINECTBIEHHS 3CTPOreH MPEACTABISIET COOO0H 3CTpaauo, a
MPOTeCTOreH MPEACTaBISIET COOOH aneraT HOPITHHIAPOHA.

[00232] B HEKOTOpPBIX TaAKUX BapHaHTaX OCYyINeCTBIeHUs Tepamus npukpbrtus (add-back
therapy) BKJIFOUAaeT MPOTeCTOreH, TAKOH KakK MPOreCTUH. B HEKOTOPBIX TaKMX BapHAHTAX TEPATIHs
NPUKPBITUST BKJIIOYAET 3CTPOreH. B HEKOTOPBIX TakWX BapHaHTaX OCYIIECTBJIEHUS Tepams
MIPUKPBITHS BKIFOYAET MPOr€CTUH U 3CTPOreH.

[00233] DcTporeH w/uim MPOreCTOreH MOXKHO BBOAWTH MEPOPATBHO, TPAHCIEPMAIBHO
i uHTpaBaruHanbHO. [logxonsimue mporectareHsl AJid NPUMEHEHUS B Tepaluy MpenapaTom
NPUKPBITUST BKJIIOYAIOT, HANpUMeEp, IPOrecTEpPOH, HOPITUHAPOH, AaleTaT HOP3TUHJPOHA,
HOprecTUMAT, APOCIMPEHOH U MeApOKcunporectore. Iloaxonsinue 3cTporessl A1l IpUMEHEHUsI

B aI[I[HTHBHOﬁ Tepanuunu BKJIFOYarOT, Harpumep, SCTpaauodi, STUHUIIDCTPAAHOII u
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KOHBIOTHPOBAHHbIE 3CTporeHbl. KoMOMHMpOBaHHBIE NEpOpajbHBIE NPENapaThl, COAEpIKAIIUe
3CTPOTEH M TIPOTEeCTOTEH, M3BECTHBI B JAHHOH OOJACTH M BKIIOYAIOT, Hampumep, Activella®,
Angeliq®, FemHRT®, Jenteli™, Mimvey ", Prefest™, Premphase® u Prempro®.

[00234] B HeKOTOpBIX BapUaHTaX OCYLIECTBJICHHS JCTPOTE€H IMpPEACTaBisieT CoOOoH
3CTPAANOII, STUHUISCTPAANOI UIIH KOHBIOTUPOBAHHBIN 3CTPOreH. B HEKOTOPBIX TaKMX BapUaHTax
OCYLIECTBJICHHsI 3CTPOTeH MpeACTaBysieT coOOi dcTpamuon. B HEKOTOpBIX TakMX BapHaHTax
OCYLIECTBJIEHUSI 3CTPAAUOJ BBOASAT OAMH pPa3 B J€Hb. B HEKOTOPBIX TAaKUX BapHUAHTAX
OCYLIECTBJIEHUS 1032 3CTpaauona cocrasiser 0,5 Mr. B 1pyrux Takux BapuaHTax OCYIIECTBICHUS
no3a scrpaauona cocrasisieT 1,0 Mr. B HEKOTOPBIX TaKMX BapUAHTaX OCYILLECTBJIEHHS S3CTPOTeH
NpeACTaBsieT COOOW STUHWIACTPAnUON. B HEKOTOPBIX TaKUX BapUAHTAX OCYIIECTBJICHHUS
STUHWJISCTPAINOJ BBOIAT OJJUH pa3 B IeHb. B HEKOTOPBIX TaKMX BapUaHTaX OCYIIECTBJIEHUS 1032
STUHWIACTpAAUONa cocTaBisier 2,5 Mr. B apyrux Takux BapuaHTax OCYINECTBIEHHS 1032
STUHWIBCTpaanoa coctassieT 5,0 Mr. B HEKOTOPBIX TaKUX BapHaHTaX OCYIIECTBIEHHs 3CTPOreH
npeacTaBisieT CoOOW KOHBIOTHPOBAHHBIA 3CTpPOreH. B HEKOTOpPBIX TaKMX BapHUaHTax
OCYILIECTBJIEHUs] KOHBIOTUPOBAHHBIN 3CTPOreH BBOJST OAWH pa3 B JeHb. B HEKOTOpBIX Takux
BapUaHTaxX OCYLIECTBJIEHUs 1032 KOHBIOTMPOBAHHOIO 3CTporena cocrasyser 0,3 mr. B npyrux
TAaKUX BapUaHTaX OCYILECTBJIEHMsI 032 KOHBIOTUPOBAHHOIO 3CTporeHa cocrasisier 0,45 mr unu
0,625 mr.

[00235] B HEKOTOpBIX BapHUaHTaX OCYINECTBJIEHHUS MPOTECTOreH MPEACTaBIsieT COOOH
MIPOreCTEPOH, HOPAITUHAPOH, aLleTaT HOPAITUHAPOHA, HOPreCTUMAT, MEAPOKCUIPOreCTePOH WU
IPOCIHPEHOH. B HEKOTOpBIX TaKMX BapUAHTaX OCYILIECTBIEHMs IMPOreCTOreH MpPEeACTaBIsAET
co0oli nepopasbHbI MPOrecTepoH. B HEKOTOPBIX TAKMX BapHAHTAX OCYLIECTBIEHHS IPOreCTePOH
ISl TIEPOPAJIBHOIO IIPUMEHEHUS HCTIONB3YIOT HUKINYEeCKH (B TeUeHUe NocyieAHnx 12 nHeil ukia
28-30 ngueit). B HEKOTOpBIX TakuX BapHAHTaX OCYLIECTBJICHHMs J03a IPOreCTepoHa IS
nepopajabHOro npuMeHeHust cocrasisier 100 unm 200 mMr. B HEKOTOpPBIX TakuxX BapUaHTax
OCYIIECTBIIEHHsI TPOT€CTOreH MPEACTaBiIsieT cOO0 HOPITUHAPOH MM aLeTaT HOPITHHAPOHA. B
HEKOTOPBIX TAKUX BapUaHTaX OCYIIECTBJIEHHS HOPITUHIPOH WJIH aleTaT HOP3TUHAPOHA BBOIST
OIMH pa3 B JIeHb. B HEKOTOpBIX TaKMX BapUaHTaX OCYLIECTBJIEHHS 103a HOP3TUHJPOHA WU
anerata HopaTUHApoHa cocTasysieT 0,1 Mr. B HEKOTOPBIX TakUX BapHaHTaX OCYLIECTBJICHUS 03a
HOP3THUHIPOHA WJIM alleTaTa HOP3TUHAPOHA cocTaBisieT 0,5 Mr. B HEKOTOpPBIX TaKUX BapHAHTAX
OCYILECTBJIEHUs] /103a HOPITUHAPOHA WJIM auleraTta HOPITUHApoOHa coctaBiaser 1,0 mr. B
HEKOTOPBIX TaKUX BapHaHTaxX OCYIIECTBJIEHHS] IPOrecTOreH sBJsETCS HoprectuMarom. B
HEKOTOPBIX TAaKUX BapUaHTax OCYLIECTBJIEHHS HOpPrecTMMAaT BBOJSIT OAUH pa3 B JAeHb. B
HEKOTOPBIX TAKUX BapHaHTaX OCYLIECTBJECHHUs A03a Hoprectumara cocrtasiser 0,09 mr. B
HEKOTOPbIX ~TaKMX BApUAHTAX  OCYIIECTBJIIGHHUS IPOTECTOTe€H  MpPEACTaBIsieT  COOOH
MEAPOKCUNIPOreCTEPOH. B HEKOTOPBIX TaKUX BapUaHTaX OCYLIECTBJIEHUS MEIPOKCUIIPOTreCTEpOH
BBOAST OAMH pa3 B JeHb. B HEKOTOpbIX TakUX BapUaHTaX OCYLIECTBJIEHUS J03a
MEAPOKCUNIPOreCTEPOHA COCTaBIsAET 1,5 Mr. B HEKOTOPBIX TAKUX BAPUAHTAX OCYLIECTBIEHUS 103a
MEIPOKCUMNPOreCTepOHa COCTaBsieT 2,5 Mr uiad 5 MI. B HEKOTOpPBIX TakuxX BapUaHTax

OCYIECTBJIEHHs] TPOreCTOr€H NPEACTaBIsieT COOOM IpOCHHPEHOH. B  HEKOTOpBIX Takux
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BapUAHTaX OCYLIECTBJICHUs] APOCIUPEHOH BBOAAT OAWH pa3 B J€Hb. B HEKOTOPBIX TakKHUX
BapuaHTax A03a ApocnupeHoHa coctasisger 0,25 mr. B HEKOTOPBIX TakMX BapHaHTax 1034
apocnupeHoHa coctasisieT 0,5 mr.

[00236] B onpeneneHHbIX BapuaHTaxX OCYLIECTBJIEHUS Tepanus MPUKPBITUS BKIHOYAET
IIPOJIEKapCTBO HOPITUCTEPOHA, TAKOE KAaK alleTaT HOPITHUHAPOHA. B HEKOTOPBIX TakuX BapUaHTaxX
OCYLIECTBJICHHS TE€PAIHsI IPUKPHITUS TOMOJIHUTEIBHO COAEPKHUT 3CTpanuoi. Takum oOpasoM, B
HEKOTOPBIX TAKUX BAPUAHTAX OCYLIECTBJICHUS TEpanusl MPUKPBITUA BKJIIOYAET 3CTPAAHON U
HOPSTUHIPOH aueraT. B HEKOTOpPBIX TakMX BapUaHTaX OCYILIECTBJICHUs SCTPAAMON U aLerar
HOPSTUHAPOHA BBOAST IMEPOPAIbHO OIWH pa3 B J€Hb. B HEKOTOPBIX TAaKUX BapUAHTAX
OCYLIECTBJIEHUS 3CTPAANOJ BBOIAT B KOJUYECTBE OKOJO 0,5 MI, a aneraT HOP3TUHAPOHA BBOAST
B konnuectBe 0koJio 0,1 Mr B neHb. B npyrux Takux BapuaHTax OCYIIECTBJEHHUS 3CTPaaAHON
BBOJSAT B KONIM4YECTBe OKoJo 1,0 Mr, a anierat HOPITUHAPOHA BBOAAT B KOM4ecTBe 0koJio 0,5 mr
B JieHb. AJBTEPHATHBHO, B OIpEAENIEHHBbIX BapHaHTaX OCYIIECTBJIEHHUs] 3CTPAaJUOJ BBOIAT
HETPEPBIBHO, a alleTaT HOP3TUHAPOHA BBOAST OAWH Pa3 B IEHb B TeUeHHUE NocenHux 12-14 nueit
MEHCTPYaJIbHOIO LIUKJIA.

[00237] B onpeneneHHbIX BapuaHTax ocyliecTsieHus no03y CoenuHeHuss A Wi e€ro
(apmMareBTHYECKH MPUEMJIIEMOM COJI BBOZSAT JIBa pasa B JIeHb. B HEKOTOPBIX TAaKUX BapUAHTax
OCYIECTBJIEHUS Tepalusl NPUKPBITUS MPOBOAMUTCA OAMH pa3 B JeHb. Benenne Coenunenus A
WY €ro (papManeBTHIECKH IPUEMIIEMOH COJIH MOJKET MPOUCXOUTh 10, HETIOCPEICTBEHHO Ieper,
BO BpeMsl, Cpasy MOCJIE WIN M1OCJIE BBEAEHUS TePanui NPUKPBITHUS.

[00238] B HekoTOphIX BapuaHTax ocyluecTBieHus no3y CoenuHeHus A uiIM ero
dapmaneBTHUECKH ITpreMIeMoi conu (Hanpumep, 300 Mr) BBOAST YTPOM C IIOMOLIBIO TE€PaNuu
NPUKPBITHS, TAKOH Kak KOMOMHAIIMS 5CTPOreHa M recrareHa (Hampumep, 5CTpaauolia U alerara
HOPITUHAPOHA) 1 103y CoennHeHns: A Wi ero GpapMaleBTHIeCKH IPUEMIIEMOIT conu (Harpumep,
300 mr) BBOAST BeuepoM Oe3 Tepanyy MPUKPBITHSL.

[00239] B HekoTophx BapuaHTtax ocyiuectBieHuss CoenuHeHue A WU €ro
(apmManeBTHYECKH pUeMIIeMasi COJIb COBMECTHO YIIaKOBAHBI ¢ Tepanuei npukpbitus. Hanpumep,
OnmucTepHast ymakoBka MokeT comepxkarb no3y CoenuHenuss A Wik ero (apManeBTHYECKH
MIPUEMIIEMON COJM U 103y TePAITUU MPUKPBITHUS.

[00240] ®apmaneBTHYECKHE KOMITO3MIMH, CIMOCOOBI M TIPUMEHEHUs, OIMCAHHBbIC B
JaHHOM JOKYMEHTe, OyIyT JIydIle IOHSTBl CO CChUIKOH Ha CJEAYIOIIHE HJUTFOCTPATUBHBIE
BApUAHTbl OCYLIECTBJIEHUS] U MPUMEPBI, KOTOPbIE BKJIIOYEHBl B KAYECTBE MJUIFOCTPALMH, & HE
OrpaHUYEHUs] 00BbEMa JTAHHOTO H300PETEHMSI.

[00241] F. IPUMEPBI

[00242] Caenyromrue npuMepbl AEMOHCTPUPYIOT ONpeNeIeHHbIe MPOOIeMBI, C KOTOPBIMH
CTAJIKUBAIOTCS MPH pa3paboOTKe MPenapToB, U OMUCHIBAIOT MPENapaThl, KOTOPbIE MPEOI0JIEBAIOT
3THU TIPOOJIEMBI.

[00243] IIpumep 1: ®opmMupoBaHue rejisi MOHOHATPHEBOI coJibio CoeanHeHust A

[00244] [ns oueHku pactBopuMocTd CoenuHeHUss A B BOAE pPa3jUYHbIE KOJIUYECTBA

HatpueBol comu CoenunHenus A pobaemsin Kk ¢ukcupoBaHHOMYy oObemy 1,5 Min u
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ypaBHoBewmuBanu npu 37°C; pacTBOPBI aHATM3UPOBAIN HAa KOHIEHTpaunio CoenquHeHus A.

[00245] B Tabnune 2 mnpuBeneHol HeoOpaOoTaHHBIE IaHHBIE U HAOJIONEHUS
JKCIIepUMeHTa, a Ha Pur. 2 mponeMOHCTPUPOBAaHA KOHLEHTPALMs Kak (PYHKIHS KOJHYECTBA
nobasnenHoro teepporo BemectBa Coenunenust A. IlynkrtupHas nuHus Ha @ur. 2 -
TeopeTHUeCckasi KOHLIEHTPALUs, OCHOBAHHAsI HA Macce NOOABIEHHBIX TBEPABIX BELIECTB H 00beMe
Boabl. Kak mokazano Ha @ur. 2, koHueHTpanus CoequHeHsI A COTJIacyeTcsi ¢ MPOCTBIM PacueToM
BIIoTh 10 100 Mr tBepmoro Bemiectsa/l,5 mu. OTKIOHEHHE KOHLEHTPALMH OT TEOPETHYECKOH
JUHUKM  OOYCJIOBJIEHO pacIiUpeHHeM o0beMa TMPH PACTBOPEHHU OOJIBIIOIO KOJHYECTBA
pacTBOpPEHHBIX BelecTB. Kpome TOro, KOHLEHTPALMH OTKJIOHSIOTCS OT TEOPETUYECKOH JIMHUH, HO
pacTBOp BCE €IIe OCTAETCs MPO3PAYHbIM, U BUAMMOTO rejieo0pasoBanust He Habmonaercs. Korna
nobasmsuyin  Oonee 500 mr TBepmoro BemectBa CoenuHeHuss A, HaOMIOMaad BUAUMOE
reneoOpa3oBaHue, MO3TOMY KOHLIEHTPALIUH HE OTIPEICIISITH.

Tabmuua 2: HeoOpaboTanHble JaHHBIE SKCIIEpUMEHTA 10 pactBopuMoctu CoenuHerus A

B Boze nipu 37°C

Konnuectso (mr),
HsmepeHHass KOHUEHTpaLus
nobaBneHHOE K Habmonenne Koneunsiii pH
(mr/m)
1,5 mn
0 0 HO ~6
12,2 7,45 IIp3paunsliil pacTBOp 9,66
28,7 17,3 IIp3pauHslii pacTBOP 9,96
49,8 28,0 IIp3pauHslii pacTBOP 10,10
100,4 60,8 IIp3paunslii pacTBOp 10,16
202,5 111 IIp3paunslii pacTBOp 10,18
295,6 149 IIp3paunslii pacTBOp 10,20
503,2 170 IIp3paunslii pacTBOp 10,17
700,9 HO I'eneobpazoBanue HO
990,0 HO I'eneobpazoBanue HO

[00246] MHanbHeimne 3KCTIEPUMEHTHI MPOAEMOHCTPUPOBAIHN, YTO, €CJIU MPOLEHTHOE
conepkanne CoenMHEHUsT A WJIM €ro COJM B Ipernapare Ta0neTku cocrasiser Oonee 10
NPOIEHTOB (M B OTCYTCTBHE TOAXOAIIETO AHTHIeNe00pa3yIOIIero areHra), MPOHCXOIUT
HenojiHoe pacTBopeHue - CoenuHeHue A NPUCYTCTBYET B BHJE HEPAaCTBOPUMOIO OCAJAKa.
CnenosarenbHO, coctaB HaTpueBoil conu Coeaunenust A oneHusanu npu okoso 10% 3arpyske
JIEKapCTBEHHOTO CPEACTBA, MPU KOTOPOI HAOMOAAI0Ch MUHUMAJIBHOE resie00pa3oBaHue.

[00247] IIpumep 2: BricBoOOkKIeHHE in Vitro B OTCYTCTBHE AHTUTreJ1e€00pa3yoLiero
areHra

[00248] Komnosunuss ¢ HEMeNJEHHbIM BBICBOOOXAEHHEM Oblla MPUroToBieHa Oe3



51

reneoOpasyromero areira. Bce KOMIIOHEHTBI, KpOMe€ CTeapara MarHus, CMEIINBaJIH B
IPaHyJIATOpPE C BHICOKUM HAIpPsDKEHUEM CIIBUra U IPaHyJIMPOBANU C YUCTOM A€MOHU3UPOBAHHOMN
Bozo#. I'panynbl BeicymuBanu Ha joTke npu 40°C u nponyckanu dyepe3 cuto Ne 20 cranpapra
CIODA wu cmaseiBam creaparoM MarHus. CoennHenue A, ykasanHoe B TaOnume Hioke,
npencTasisieT coOoi HaTpueByro coib CoenrHeHNs A.

[00249] Kommnosurus mpenaparta 0e3 aHTHrele00pasyroIiero areHTa

Konuuectso
Hurpenuent

(mr/Tabnerka)
Coenunenue A, HaTpueBas COJIb 207,3
MaHHUTON 304,0
IIpexxenaTMHU3UPOBAHHBIN Kpaxmall 59,1
IMosunon K 29/32 18,4
Creapar maraus 11,2

[00250] IIpodmune pactBOpeHust Tabnmerok Oe3 mokpeiTuss B cpene ¢ pH 1,2
npozreMoHcTpupoBaH B Tabmure 3.
Tabmuua 3: (RC21; 200 mr; sor Ne 170123 A-01 (GLIMS Ne 39746))

Bpewmst (MuH) Cpennee% (cTanmapTHOE OTKJIOHEHHE)
15 15 (0,5)
30 31 (0,5)
45 45 (0,6)
60 57 (0,7)

[00251] IIpumep 3: IIpenapaThl ¢ aHTHIe/1€00PA3YIOIHM ATEHTOM

[00252] B Tabnuue 4 mpencTaBieHbl HOMOJHUTENbHBIE HEOTPAHHYHUBAIOIINE TPUMEPHI
KOMITOHEHTOB PACKPBITBIX MPENapaToB U UX MACCOBOTO MPOLEHTHOTO COZlEprkaHus (Mac./mac.) B
KOHEe4HOI Tabnetke ¢ mokpbeiTueM. CoeqnHeHne A, yka3aHHOe B NpHUBEIEHHONW Hibke Tabnuie,
npeactasisier coboil HatpueBylo conb CoenwHEHHS A, U COOTBETCTBYIOINEE KOJHMYECTBO

(Mr/TabieTka) U BECOBbIE MPOIICHTHI MPUBEAEHBI B pacueTe Ha 3Ty (OPMY COJIH.
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[00253] Tabanua 4 KoMmo3uius MLTFOCTPATUBHBIX MTPEmapaTos.

2

>

F1 (150 mr) F2 (50 mr) F3 (150 mr)
Hnrpennent DyHKLHA Konuuectso %*“ Konuuectso %*“ Konuuectso %*“
(Mr/Tabnetka) (M/m) (Mr/TabneTka) (M/m) (mr/rabnerka) | (M/m)
JlexapcTBeHHOE
Coenunenue A, HaTpueBasi COJb 155,5 25,2 51,8 33,5 155,5 33,5
BEIIECTBO
Mannut, USP Hamonxaurensb 271,0 43,9 50,2 32,5 150,5 32,5
Kyxkypy3Hsbiii kpaxmai, HO Hamonuaurens 68,2 11,0 16,0 10,4 48,0 10,4
IIpexenaTuHN3NPOBAHHBII Hanoxaurens/Cesi3
Kpaxman yroliee
IMosunon K 29/32, USP Ceszyroinee 21,3 3,4 5.0 3,2 15,0 32
AHTHTENneodpasyro
Monoruapar kapOoHaTa HaTpus,
HD 11102071 areat/pH- | 75,0 12,1 25,0 16,2 75,0 16,2
mMozaudukarop
Jnoxcua kpemuus, H® I'munant 3.0 0,5 - -- - --
Creapat maraus, HO JIrobpukaHT 6,0 1,0 2,0 1,3 6,0 1,3
Macca TabaeTku 0e3 NOKpPbITHSA 600,0 -- 150,0 -- 450,0
IInenounoe
Opadry® 18,0 2,9 4.5 2,9 13,5 2,9

HIOKPBITHE
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IInenounoe

Opadry® 11 - - - - - -
TIOKPBITHE

Eudragit L 30 D- | Kuwmeynopactsopu

55+nnactuguxkatop+rianaaHT

Mast 000JI0uKa

Macca Ta0/1eTKH ¢ NOKPLITHEM

618,0

100

154,5

100

463,5

100

“TIpoueHTBI B pacuere Ha Maccy TabieTku ¢ mokpeiTueM. OOuuii mpoueHT MoskeT He ObITh 100% n3-3a OKpyTIIeHus!.




54

[00254] Tabauua 4, npoxonkerrne. KoMIo3umust HIUTIOCTPATHBHBIX MPENapaTos.

F4 (100 mr) FS (150 mr)
Hnrpennent DyHKIHSA Konunuectso Konuuectso
% “ (M/m) % “ (M/m)
(Mr/Tabnerka) (Mr/Tabnerka)
Coenunenue A, HaTpueBasi COJb Jlexapcrennoe Bemiectso | 103,7 33,6 155,5 33,5
Masnnut, USP Hanonuurenb 100,0 324 150,0 324
Kykypy3Hueplii kpaxman, HO Hanonnurens -- -- -- --
Hanonuuress/Cesizyroine
IIpexxenaTMHU3MPOBAHHBIN Kpaxmal 29,5 9,5 443 9.6
e
IMoBumon K 29/32, USP Cesi3yro1ee BeImecTBo 9,2 3.0 13,8 3.0
AnTHuTeneodpasyromui
Mownorunapar kapbonara Hatpusi, HO 52,0 +16,8 78,0 +16,8
arent/pH-monugukarop
Jwuokcua kpemuus, H® I nupant -- -- -- --
Creapar maraus;, HO JlroOpukanT 5,6 1,8 8.4 1,8
Macca TabaeTku 0e3 NOKpPbITHSA 300,0 -- 450,0 --
Opadry® [1neHoOYHOEe OKPBITHE 9,0 2,9 13,5 2,9
Opadry® II [TneHOYHOE OKPBITHE -- - - -
Eudragit L 30 D- | Kumeunopactsopumast -- -- -- --
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55+mnnactudukatop+rianaaHT

oboouka

Macca Ta0JeTKH ¢ IOKPbITHEM

309,0

100

463.5

100

“TIpoueHTsI B pacuere Ha Maccy TabieTku ¢ mokpeiTueM. OOt nporeHt Moxket He ObITh 100% n3-3a OKpYIIIEHUs.




[00255] Tabmuua 4, npoxoikerrne. KoMIo3uIust HIUTFOCTPATHBHBIX MPENapaTos.
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F6 (150 mr) F7 (200 mr) F7DR (200 mr) F8 (300 mr)
Konnuectso Konunuectso Konuuectso Konunuectso
Hurpenuent byHKLMA o o o o
(Mr/Tabnetk (Mr/TabneTtk (Mmr/TabneTk (Mr/Tabnerk
(M/m) (M/m) (M/m) (M/m)
a) a) a) a)
Coenunenne A, HaTpueBas | JlekapcTBeHHOE
155,5 33,5 207.4 33,6 207.4 32,0 310,9 33,5
COJIb BEIIECTBO
Masnnur, USP HanosmHuTe s 150,0° 32,4 199,9° 32,3 199,9° 30,8 |299,9° 32,4
Kyxkypy3Hebiii kpaxman, H® | Hanonaurens - -- -- -- -- -- --
[pexenatuansupoBanselii | HamomauTtens/C
443 9,6 59,1 9,6 59,1 9,1 88,7 9,6
Kpaxmaln BSZYIOILEE
Cesizyroiree
IMosunon K 29/32, USP 13,8 3.0 18,5 3.0 18,5 2,9 27,7 3.0
BEIIIECTBO
AnTureneodpas
Monorunpar  kapOoHata | yromui
78,0 16,8 104,0 +16,8 | 104,0 16,0 156,0 +16,8
Hatpus, HO areHt/pH-
Moaudukarop
Huoxcun kpemuusi, H® I'mumanr -- -- - -- - - -- -
Creapar maruus, H® Cma3ouHbIH 8,4 1,8 11,2 1,8 11,2 1,7 16,8 1,8
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Macca TabaeTku 0e3 NOKPbITHSA 450,0 -- 600,1 -- 600,1 - 900,0 --
IInenounoe

Opadry® -- -- -- -- -- -- -- --
MOKPBITHE
IInenounoe

Opadry® II 13,5 2,9 18,0 2,9 -- -- 27,0 2,9
MOKPBITHE

Eudragit L 30  D- | Kumeunopacts

55+mnactudukarop+triuaa | opumas - -- -- -- 48,0 7,4 -- --

HT oboouka

Macca TabJ1eTKH ¢ NOKPbITHEM 463,5 100 618,1 100 648,1 100 9270 100

“TIpoueHTHI B pacuere Ha MacCy TabJIETKH C TIOKPBITHEM.

b Mannur (12,3%) nob6aBieH 3KCTparpaHyJIspHO.

OO6umii mporeHt Moxet He ObITh 100% n3-3a OKPYTJIEHUS.




[00256] Tabmuua 4, nponomkerre KoMMo3umusi HIUTFOCTPATUBHBIX MIPEapaTos.
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F9 (150 mr) F10 (200 mr) F11 (200 mr)
Hurpenuent yHKLHsE Konuuectso % Konuuectso % Konunuectso %
(Mr/Tabnetka) (M/m) (Mr/TabneTka) (M/m) (mr/Tabnerka) | (M/m)
JlexapcTBeHHOE
Coenunenue A, HaTpueBasi COJb 155,2 33,2 207,4 33,2 2074 50,3
BELIECTBO
Mannut, USP Hamonxaurensb 150,3 32,1 200,3 32,1 742 18,0
Kykypy3Hnepii kpaxman, HO Hanonnurens -- -- -- -- - --
IIpexenaTuHN3NPOBAHHBII Hanoxaurens/Cesi3
443 9,5 59,1 9,5 -- --
Kpaxman yrouee
Casizyrolnee
IMosunon K 29/32, USP 13,8 2,9 18,4 2,9 12,0 2,9
BEIIECTBO
AnTHTeNneodpasyro
Monoruapar kapboHaTa HaTpUs,
HD 11102071 areat/pH- | 78,0 16,7 104,0 +16,7 100,0 243
Mozaudukarop
Jnoxcua xpemuus, HO [JIMAaHTa - - - -- - --
Creapat maraus,, HO CMa304HbIN 8,4 1,8 11,2 1,8 6,4 1,6
Macca TabaeTKku 6e3 NOKPbLITHS 450,0 -- 600,0 -- 400,0 --
Opadry® ITnenouHoe -- -- -- -- -- --
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MOKPBITHE
IInenounoe

Opadry® 11 18,0 3,8 24,0 3,8 12,0 29
MOKPBITHE

Eudragit L 30 D- | Kuwmeynopactsopu

55+mnnactuuxkatop+rinaaHT Mast 000JIouKa ) - N - N

Macca TabJeTKH ¢ IOKPbITHEM 468,0 100 624.0 100 4120 100

“TIpoueHTsI B pacuere Ha Maccy TabieTku ¢ mokpeiTueM. OOumii npoueHt MoxkeT He ObITh 100% 13-3a OKPYTJICHUS.
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[00257] 3.1. IIpucomosenenue.

[00258] F1 roToBuin ¢ UCMOIB30BAHUEM JIBYXCTAIUMHOTO Mpoiiecca rpanysinuu. Cxema
MIPOU3BOACTBEHHOIO mpouecca npeacrasieHa Ha @ur. 3. B 3ToM mpouecce CBA3yOLee U 4acThb
HAIOJHUTENS ObLIM 100aBJIEHBI B Hally ¢ OMHUM mporeccopoM. KapOoHaTt HaTpusi, ocTaBIIUICS
HanosHutenb, CoennHeHne A U KOJUTOMIHBIN Tuokcua kpemHus cmemusaroT B IBC. Ha nepsom
JTarne rpaHyJMPOBAaHHUS CMECh HAIMOJHUTENb/CBs3yolee B Haie SPP rpanyinpoBaiu ¢ BOIOI.
Ha Bropowm stane rpanymsiiuu cmech CoenuHenust A nodasnsiiu B yamky SPP u rpanynuposanu
MyTeM IepeMeIlUBaHNs B TeUeHHEe KOPOTKOrO BpeMeHHU. 3aTeM TpaHyJsT cymar B yame SPP,
UCTIIONIB3Ysl BaKyyM U peXUM KadaHusA. BpICylIeHHYI0 TIpaHyJSIIUIO U3MENbYald  C
ucnonb3oBanueM Comil B apyroii IBC. CmasbiBarouimii creapat MarHusi J00aBISUTH K TpaHyJiaM
U cMemmBaiy. I panysl npeccoBanu B TabneTky mo 600 Mr 1t MOITHOCTH 10361 150 mr.

[00259] IIpenaparst F2 u F3 ObutM HPUTOTOBJIEHBI C HCIOJB30BAHHEM CMEIIMBAHUS,
IPaHyJISILUHN B IICEBIOOKIKEHHOM CJIO€, U3MEJIbUEHHsI, TAOJETUPOBAHUS U IOKPBITUS TaOJIETOK.

[00260] IIpemapatsr F4-F11 Obu NpUrOTOBNEHBI C HMCIOJNB30BAHHEM CMELIMBAHUS,
BAJIbLIEBAHUS U HW3MEJbUCHHs, TAONETHPOBAHMS M HAHECEHUs TOKPBITHS Ha TaOJeTKH, Kak
npaBWIo, Kak nmoka3aHo Ha @wr.1. [Ipenapatsl F4 u F5 6putn pa3paboTaHbl ¢ LeNEBOM 3arpy3Koit
JIEKapCTBEHHOTO cpencTBa ~ 35% CoenuHeHust A [l MONYYEeHUST MacC TaOJIEeTKU 0€3 MOKPBITHS
300 u 450 mr gy no3oBbIx 103 100 1 150 Mr cOOTBETCTBEHHO.

[00261] Tloarpymma TabieTOK C HEMENJIEHHbIM BBICBOOOXKIEHHEM Oblla TMOKPBITA
SHTEPOCOOOMIBHON 000JI0UKOH 1u1s oOecnedeHns: TabJIETOK C OTCPOYEHHBIM BICBOOOKIEHHEM
(F7DR) (DR1). Tabnerku OBUIM IMOKPBITHI SHTEPOCONIOOMIBHON 00ONOUKOH, conmeprkameit
Eudragit L 30 D-55, Plasacryl T20 u tpusTunuutpar. TunuuHble nmapaMeTpbl NOKPHITUS ObLIN
COXPaHEHBI B TE€UEHHE 3TOrO MpoLecca.

[00262] 3.2. IIpoguns pacmeopenus in vitro ons npenapamos F'1 u F'5 6 6yghepe c pH 1,2

[00263] Bbum W3roTOBJNIEHBI HECKOJBKO NapTuii mpemapara ¢ 25% -HOHM 3arpy3koi
JekapcTBeHHOro cpencrsa. Ilpodunb pactBopenuss misi tabnerok F1 B cpeme ¢ pH 1,2
nponeMoHcTpupoBaH B Tabmune S.

[00264] Tabmuua 5

Cpennuii % pacrBopenust (CO)
Bpewmst (MmuH)

ITaptus 1 ITapTus 2
15 54 (3.4) 46 (1,7)
30 99 (1.1) 87 (0,3)
45 102 (1) 99 (1,9)
60 104 (0,7) 101 (1,5)

[00265] IIpoduns pactBopenus aist Tabyietok FS B cpene ¢ pH 1,2 nponemorcTpupoBaH
B Tabmune 6.
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[00266] Tabmuua 6:

Bpewmst (muH) Cpennunii% pacTBOpeHHs
15 20
30 54
45 80
60 95

[00267] 3.3. IIpoghuns pacmeopenus in vitro nocie xpanenus 0o 24 mecsiyes

[00268] IIpenapats FS, F6 u F10 Obutn ucmbITaHBI HA PACTBOPEHHE C UCTIOIB30BAHUEM
anmapara USP II B 900 mu ¢ocdara Hatpus, pH 6,8, mpu 37°C u ckopocTH BpalieHus jJonacrei
50 o6/mun. Bee cocrasel FS, F6 u F10 nemoHCcTprpoBaiu cXoaHble MPOQIIIA PACTBOPEHHUS KaK
IPY MEPBOHAYAIBHOM HCIIBITAHUH, TAK M MPH XPaHEHUH B TeueHune 10 24 mecsues. IIpodrmm
pacTBopeHus Tabnerok npemnapara F5 depes 18 u 24 mecsaua npoaeMoHCTpupoBaHbl Ha Pur. 4.
ITpoduns pacTBopenus: crabuipHOCTH TadneTok npemnapara F7 nponemoHcTpupoBaH Ha @wr. 5.
IIpoduns pacrBopenust Tabnetok npemnapata F10 6e3 MOKpBITUS U ¢ TUICHOYHBIM MOKPBITHEM
MIPOJAEMOHCTPUPOBAH Ha Pur. 6.

[00269] 3.4. @apmaroxunemuyeckuii npoguis 01 0o3uposxu 150 me, 200 me u 300 me.

[00270] 3.4.1. ©apmaxoxunemuxa F3 u F5 (150 me)

[00271] Bpuio mpoBeneHO UCCIeNOBaHUE sl U3YUeHUs] OMOAOCTYITHOCTH OJHOKPATHBIX
no3 2 HB tabnerok (F3 u F5) B no3e 150 mr B ycioBusix Hatomak. ®PapMakOKHHETHYECKUE
napamerpbl mnpuBeneHsl B Tabmuume 7. JlaHHble 1O (apMaKOKMHETHYECKUM IapaMeTpam
IPEACTABJICHBI KaK CPEIHEE 3HAYEHHE + CTAHAAPTHOE OTKJIOHEHHUE.

[00272] Tabauua 7:

IIpenapater

PapMaKOKUHETUYECKUE F3 HB ta6nerka 150 mr FS5 HB Ta6aerxka na 150
napameTpsl (e1.) (N=23) mr (N=23)

Chaxe (ar/mn) 523 +247 510+ 225

Taxc () 1,07 £ 0,35 1,12 +0,42

AUC (ar u/mo) 1263 £ 560 1273 £ 520

AUC (ar u/mo) 1271 £ 560 1281 £ 520

t (1) 2,03+ 0,41 221 +0,60

[00273] 3.4.2. ©apmaxoxunemura F4 u F7 (200 me)
[00274] bbul0O NPOBEAEHO  UCCJIENOBAHME JJIA  CPABHEHUS  OTHOCUTEIBHOM
OMOIOCTYITHOCTH OTHOKPATHBIX 103 ogHoW HB (Hemeniennoe BeicBOOO K neHne) Tabnerku 200 mr

npenapata F7 ¢ takosoii nByx HB Ttabmnerok 100 mr npenapata F4 B ycnoBHsX HaToIIak.



62

dapMaKOKHMHETHYECKHE OLIEHKHU MpOoAeMOHCTpupoBany, uro coctas F7 (HB tabnerka 200 mr)
Obu1 OnoskBuBasieHTeH coctaBy F4 (2 x 100 mr HB) B oTHOIIEHNN MakCUMaJIbHON KOHLIEHTPALUN
(Cyaxc) m mnomanu nox kpusoit (AUC), npu stom 90%/IM, xoTophie momaganud B Mpenesibl
npenensl oT 0,80 o 1,25. dapmakoknHETHUECKHE NTapaMeTphl puBeaeHsbl B Tabmuue 8. JlaHHbIe
1o (papMakOKMHETHYECKUM TapaMeTpaM IpeJCTaBIeHbl KaK CpeiHee 3HaueHue + CTaHAapTHOe
OTKJIOHEHHE.

[00275] Tabauua 8:

IIpenapater
F4
dapMaKkOKHHETHYECKHE HB Ta6nerxka 2x100 mr F7
napamMeTpsol (ex.) (N=23) HB Ta6aerka 200 mr (N=23)
Chaxe (ar/mn) 879 £ 401 845 +329
Thaxe (1) 1,1£04 1,1£0,3
AUC (T u/™MIT) 2384+ 916 2211+ 853
AUC (T u/™MIT) 2391 +£917 2217 + 854
ti2 (2) 3,86+ 0,70 3,91+£0,48

[00276] 3.4.3. @apmarokunemura F4 u F10 (200 mr)

[00277] HanbHelimee uccienoBanue ObLIO MPOBEACHO IJISI M3YYSHHs] OMOIOCTYITHOCTH
OJHOKPATHOMH 103b! 0fHOH TabneTku no 200 mr npenapara F10 1 no3s! aByx Tadnerok mo 100 mr
npenapata F4 B ycnoBusax Haromak. PapMakOKHHETHUECKHE TapaMeTpbl IpuBeaeHs B Tabnuie
9. HanHple 10 (papMaKOKHMHETUUECKHUM MapaMeTpaM IpeiCTaBJIeHbl KaK CpefHee 3HaueHue +

CTaH/IaPTHOE OTKJIOHEHHE.
[00278] Tabnuua 9:

IIpenaparsi
DapMaKOKNHETUYECKHE F4 HB Ta6aerxa 2x100 mr F10 HB Taduerka 200 mr
napameTpsl (e1.) (N=54) (N=54)
Chaxe (HI/MIT) 744 £353 (47) 738 £ 419 (57)
Thaxe (9) 1,0 (0,5-3,0) 1,0 (0,5-3,0)
tiz (1) 591+2382 6,20 + 2,93
AUC; (ar u/min) 1890 + 852 (45) 1910 £ 960 (50)

AUC., (ar u/mi) 1900 + 853 (45) 1920 + 961 (50)

[00279] 3.4.4. ©apmarxoxunemuxa F5 (300 me)

[00280] bbuto mpoBeAEHO UCCIEAOBAHKE NIl U3YUEHHUST OMOIOCTYITHOCTA OAHOKPATHOU
no3sl 1Byx HB tabnerok o 150 mr npenapara FS B ycnoBusix HaTomak. @apMakOKHHETHIECKHE
napamerpel npuBeneHsl B TaOmmue 10. JlanHble mo (papMakOKMHETHUECKHUM MapamMeTpam

NpPpEACTaBJICHBI KaK CPEAHEC 3HAUCHUC + CTaHAApPTHOE OTKJIOHCHUE.
[00281] Tabmua 10:
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dapMaKkOKUHETUYECKHUE MapaMeTpsl (e, ) F5 HB Ta6aerka 2x 150 mr (N=10)
Chaxe (ar/m) 1378 =487

Thuaxe (9) 1,6 £0,6

AUC (ar u/mn) 3732 £ 1356

AUC (Hr 9/mu) 3772 £ 1368

[00282] 3.4.5. @apmarxoxunemuxa F7 u F7DR (200 m2)

[00283] Bbuto MPOBEAEHO KIMHUYECKOE UCCIENOBaHUEe sl CpaBHEHUs 3((HEKTHBHOCTU
F7 u F7DR in vivo. Kpome TOro, B MCCJI€IOBAaHUH OIIEHUBAJUCH MOTEHUUATbHBbIE 3(H(HEKThI
npueMa TMUINA C BBICOKHMM COIepKaHueM >KUpoB Ha (apmakokmnetuky F7DR. Bspocisim
3710POBBIM JKEHIIMHAM B IPEMEHONay3e BBOAWJIN OAHOKpaTHYIO no3y F7DR B ycnosusx
rojiofganusi, onHokpatHyro 103y F7DR depe3 30 MuUHYT mocie ynoTpeOieHus MUIIH C BBICOKUM
CoZlep KaHUEM KUPa UM OJHOKPATHYIO 103y F7 B yCI0BUAX rOJI01aHUS.

[00284] OGen ¢ BBICOKMM COAEPIKaHUEM KUPOB CHIDKAJ KOHLIEHTpaLuio npenapara F7DR
B Ta0sieTkax. 3aaep:kka abcopbunu Habmoaanack st komno3uuuu tadbnetku F7DR, HezaBucumo
ot ycnosuit npuema nuiu. [Tuma cHmwkana Cyae 1 AUC F7DR. 3anepkka noryiommenust Obuia
Ooee NIUTENHHON B YCIOBHAX MMUTAHMUA.

[00285] @apmakokuHeTHYECKHE TapaMeTphl npuBeaeHbl B Tabmuue 11. larnbie 1i1st Cuaxc
u AUC npencrasiens! kak cpenHee 3Hadenne (% CV); naraabie 11st Tyaxe TPEICTABIIEHBI B BUE

MenuaHbl (min - Makc), U AaHHbIe UId t1/2 mpencTaBieHbl B BUAE CPEAHETO FapMOHUYECKOTO

(ncemo CV).
[00286] Tabmuua 11:(Mccnenosarne M14-313)
Cxembl
F7 - noctuics F7DR -
HB Tataerka 200 NPUHUMAJ/JIA
mr (N=24) F7DR - noctuacs MUY
DapMaAKOKHHETHYECKH oHB(eIR) Ttabnerka oHB Taduerxa 200
e napameTtpsi (ex.) 200 mr (N=11) mr (N=11)
Cuaxe (ar/mn) 850 (34) 977 (63) 332 (51)
Thaxe (1) 1,0 (0,75-1,5) 3,0 (1,5-6,0) 7,0 (4,0-12,0)
AUC (T u/™MIT) 2106 (43) 2253 (53) 1241 (46)
AUC (T u/™MIT) 2115 (43) 2262 (53) 1250 (46)
tin (1) 4,4 (33) 3,80 (34) 3,01 (26)

[00287] Ipumep 4:KonuenTpauuu 3cTpaanona nocje oopadorku F4 uau FS

[00288] HanbHeiimiee wccienoBaHue ObLIO TPOBEACHO Y JKEHIIWH B MPEMEHOMay3e C
00JIBI0, CBSI3aHHOU C YHIOMETPUO30M CpenHel H TsKeNou cTeneHu. JKeHIIUHBI, BKIIFOYSHHbBIC B
3TO HCCIENOBAHUE, MPEACTABISUIM OOINYI0 MOMYJSALUI SKEHINWH C OONbI, CBSI3aHHOH C

SHAOMETPHUO30M OT YMEPEHHOH 10 TSXKEJION CTeneHu. MexonHble XapakTepUCTUKH, B TOM YUCIIE
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CBSI3aHHAsI C YHAOMETPHO30M OOJIb y MALIMEHTOB MIPU BXOAE B UCCIIEOBAHUE, OBUIN CONOCTABHMBI
MEXy TPyIIaMH JIEUEHHUsI.

[00289] I'pynmamu nedenust Obutu: (a) onHa tabnerka F5 ogun pas B genb (T.e. 150 Mr
QD) u (b) nBe Tabnerku F4 nBa pasa B neHb (To ectb 200 Mr iBa pasza B neHb). OOpasipl KpOBU
coOMpanuch BO BpeMsl €KEMECSYHBIX IOCEIIEHUH KJIWHUKU Uil U3MEPEHUs KOHIIEHTPaLUu
ropmoHoB. bonee 800 >xenmmu w3 151 mecronaxoxnenuit B CeBepHOH AMepuke ObLH
PaHIOMHU3HMPOBAHBI B MCCIEIOBAHUU B COOTHOIIeHUH 3:2:2 k manebo, 150 mr QD wmm 200 mr
7IBA pa3a B I€Hb COOTBETCTBEHHO.

[00290] Jlo303aBHUCHUMOE MONABJICHUE SCTPAIUONIA HAOMIOAAIOCh B TPYIIAX JICYSHHS TI0
CPaBHEHHMIO C IIanedo B TeueHHe nepuoza jedenus. s rpynmsl miane6o MeTuaHHbIe YPOBHU
ACTPAINOIIA MPU UX €KEMECSYHBIX TocereHusx Obutr Mexay 70,0 u 91,6 nr/mi, y 2-4% >KeHIIUH
KOHLEeHTpauusi scrpaamnona Oputa <20 nr/mu. Qs rpymmser QD 150 wmr, cpenHme ypoBHH
3CTPAIUOIIA TP UX €KEMECSIUHBIX MOCEIIeHus X Obuth Mexkay 36,8 u 45,7 nr/mn, y 15% no 24%
JKEHIUH KOHIeHTpalus scrpanuona Obiia <20 mr/mun. s rpymmer 200 Mr nBa pasa B JI€Hb
CpeAHHE YPOBHH 3CTPAaguOiia TPH HX €KEMECIYHBIX TMOCEIIeHUs X ObUIM Ha Tmpernee
xonnvectBeHHOro onpenenerns (12,4 nr/mi), y 71-81% >KeHIIUH KOHLEHTpALMs 3CTPagnuoia

Obuta <20 nr/miL



65

[00291] Tabmuua 12: KoHueHTpamuu 3¢Tpaanoia B ChIBOPOTKE

OopaodoTtka/llapameTp ﬁ[:;:) 1 (o Mecsin 1 Mecsi 2 Mecsn 3 Mecsn 4 Mecsin S Mecsu 6
ILnaunedo

N 366 342 329 310 300 288 223
Menuana 48,6 70,0 83,4 88,6 77,7 82,9 91,6
(Cpennee + CO) (66,5+56,3) (91,8+74,8) (104,4+£79,4) (110,6+89,7) (107,1+86,8) (107,3£82,7) (111,7+79,9)
% cyObekToB ¢ <20 mr/mi 6,3 3,8 4,0 1,9 2,7 3,8 2,7

% cyowexToB ¢ 20-50 nr/mn 45,6 33,6 23,4 26,1 25,7 23,6 21,1

% cyobekToB ¢ > 50 nr/mn 48,1 62,6 72,6 71,9 71,7 72,6 76,2

150 mr QD

N 244 229 217 213 198 195 165
Menuana 45,7 36,8 39,2 41,0 41,2 41,5 457
(Cpennee = CO) (70,9+£70,0) (56,7+58,5) (60,7+59,0) (658+669) (66,7+824) (70,1+£725) (75,4+77,6)
% cybbexToB ¢ <20 mr/mi 9,4 23,6 19,4 21,1 20,7 15,4 15,2

% cybwekToB ¢ 20-50 mr/mn 455 43,7 447 37,1 38,9 41,5 41,2

% cybpexToB ¢ >50 nr/mn 45,1 32,8 35,9 41,8 40,4 43,1 43,6

200 mr BID

N 246 222 208 197 188 181 150
Menuana 46,5 12,4 12,4 12,4 12,4 12,4 12,4
(Cpennee + CO) (77,5+£849) (250+£38,2) (25,5+44,7) (27,4+429) (22,8+324) (253+353) (31,1 £50,8)
% cybbekToB ¢ <20 mr/mn 8,1 80,6 80,8 76,1 78.2 75,1 70,7

% cybwektoB ¢ 20-50 mr/mn 45,5 8,6 11,1 13,7 14,4 14,9 15,3

% cybbekToB ¢ >50 nr/mn 46,3 10.8 82 10,2 7,4 9,9 14,0
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[00292] IIpumep S:KoHuenTpauuu 3cTpaanoga nocje oopadorku F4 nan FS

[00293] [pyroe uccienoBaHue ObUIO MPOBEASHO Yy JKEHIIMH B MpPEeMeHomay3e ¢ OOJIbI,
CBSI3aHHOM C 3HIAOMETPUO30M, OT YMEPEHHOW N0 TsKenoH. JKEeHUIMHBI, BKIIOYEHHBIE B 3TO
UCCIIENIOBAHNE, TMPEACTABIUIM OOLIYI0 TOMYJALHMIO SKEHIIMH C OONblo, CBsSI3aHHOH C
SHAOMETPHUO30M, OT YMEPEHHOM! JI0 TsbKeoN cTeneHu. McxonHble XapakTepUCTHKHU, B TOM YHUCIIE
CBSI3aHHAS C HYHIOMETPHUO30M OOJIb Y MALIMEHTOB MPH BXOJIE B HCCIEAOBAHNE, OBUIH COMOCTABHMBI
MEXy TPyIIaMH JICUEHHUSI.

[00294] I'pynnamu nedenus: Obutu: (a) onHa Tabnerka F5 ogun pas B gesb (T.e. 150 mMr
QD) u (b) nBe Tabnerku F4 nBa pasa B neHb (To ectb 200 Mr Ba pas3a B neHb). OOpasibl KPOBU
coOMpaNuCh BO BpeMsl €KEMECSYHBIX TMOCEINEHUH KJIWHUKW JUIi M3MEPEHUs KOHLEHTPALUU
ropmoHoB. bonee 800 »xenmun B 187 mecroHaxoxneHusix B CesepHoil Amepuke, HOxHOI
Awmepuke, Eppore, Adpuke u ApcTpamuu ObLIM PaHIOMH3MPOBAHBI B HCCIENOBAHHH C
cooTHomeHueM 3:2:2 k mianedo, 150 mr QD wiu 200 Mr 1Ba pa3a B AeHb, COOTBETCTBEHHO.

[00295] Jlo303aBHUCUMOE TIONABIICHUE CTPAIHUOIa HAOMIOAAIOCh B TPYIIAX JICYSHHS 110
CPaBHEHHMIO C I1anedo B TeueHHe nepuoza jedenus. s rpynmsl miane6o MequaHHble YPOBHU
ACTPAIUONia MPU UX E€KEMECSYHBIX IMOCEIEeHusX coctapisin ot 70,7 mo 105 mr/mn y 4-6%
JKEHIIMH KOHLEHTpanus scTpaaunona Obuta <20 nr/mu.Jns noser QD 150 mr, cpennHue ypoBHH
3CTPAANONa MPU UX €KEMECSYHBIX MOCeIleHusx Obumm Mexny 37,2 u 55,8 nr/mn, y 14-22%
JKEHIITNMH KOHLIEHTparus sctpanuona opina <20 nr/mu. s no3et 200 mr 1Ba pa3a B I€Hb CpEAHNE
YPOBHU 3CTPaiHOa TIPH UX €KEMECSYHBIX MOocemeHnsx Obu mexny 8,43 u 13,1 nr/mn, y 62-

77% >xeHIIUH KOHLEHTpaLHs 3cTpaanona Oputa <20 mr/mi.



Tabmuua 13: KoHneHnTpanmu 5cTpagnonia B CbIBOPOTKE
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Henb 1 (Jo Mecsin 1

OopaodoTtka/llapameTp 103b1) Mecsiu 2 Mecsu 3 Mecsn 4 Mecsu S Mecs 6
ILnaunedo

N 324 312 293 272 261 256 232
Menuana 58,1 70,7 85,2 84,9 77,8 80,2 105
(Cpennee + CO) (91,4£81,5) (99,6 £87,1) (105+79,1) (106 + 80,6) (100 + 89.4) (107 £101) (114 +79,6)
% cyObekToB ¢ <20 mr/mi 5,6 48 4.1 3,7 6,1 3,5 4,7

% cyowexToB ¢ 20-50 nr/mn 37,4 29,2 25,6 26,8 249 26,6 19,0

% cyOBexToB ¢ >50 nr/mi 57,1 66,0 70,3 69,5 69,0 69,9 76,3

150 mr QD

N 205 201 185 190 167 175 158
Menuana 67,0 43,6 37,2 41,7 47.5 46,9 55,8
(Cpennee = CO) (87,1£69,6) (74,6+96,5) (56,6 +53,1) (64,9+63,4) (69,5+826) (61,1+520) (76,8+64)9)
% cybbexToB ¢ <20 mr/mi 5,9 18,4 222 +20,5 19,2 18,3 +13,9

% cybwexroB ¢ 20-50 mr/mn 28,3 38,8 41,6 35,3 32,9 36,0 32,9

% cybbekToB ¢ >50 mr/mMn 65,9 428 36,2 4472 47,9 457 532

200 mr BID

N 211 192 185 184 180 177 153
Menuana 63,2 8,43 8,95 10,9 10,6 13,0 13,1
(Cpennee + CO) (83,9+74,5) (22,4+522) (21,2+320) (28,6+456) (243+349) (350+629) (31,8+46,6)
% cybbekToB ¢ <20 mr/mn 5,7 77,1 70,8 67,4 70,0 63,8 62,1

% cybwekroB ¢ 20-50 mr/mn 35,1 13,5 17,8 16,3 15,0 17,0 18,3

% cybbekToB ¢ >50 nr/mn 59,2 9,4 11,4 16,3 15,0 19,2 19,6
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[00296] IIpumep 6: Bo3peiicTBHMe HepaCcTBOPUMOIO B BOJe HAMOJHHUTEJIS] H
NOBEPXHOCTHO-AKTHBHOI0 BellecTBa

[00297] Bbu1 mPUTOTOBJIEH COCTAB C HEMENJEHHBIM BBICBOOOXKIEHHEM, COIep Karuii
kapOoHaT HaTpusi. Bce KOMIOHEHTBHI, KpOMe CTeapaTa MarHusi, CMEIIMBAJIU B IPaHYJTOpE C
BBICOKUM HaNpsKEHHUEM CABUIa U IPaHyJIMPOBAJIM C YUCTON IEMOHU3NPOBAHHOMN BONIO. I paHy b
BbICyLInBanu Ha jJoTke npu 40°C u nponyckanu yepes curo Ne 20 crangapra CIIA u cMmasbiBanu
creaparom Maraus. CoenuHeHue A, ykazanHoe B Tabmuue 14 Hipke, mpencrtaBiseT coOoi
HaTpueByo coib CoenuHeHus A.

[00298] Tabmuua 14: Komnosunus npenaparta F12

KonnuectBo (Mr/TabneTka)
Hurpenuent

F12 F12A
Coenunenue A, HaTpueBas COJib 155,5 153,1
MukpokpucTasindeckas LeJUTI0103a 150,5 1482
Kykypy3Hblii kpaxman 48,0 473
ITosupon K 29/32 15,0 14,8
KapOoHnat HaTpusi, MOHOTHIpAT 75,0 73,8
Creapar maraus 6,0 5,9
HoneuunscynbhaT HATPHs -- 6,8

[00299] Komniozuruto F12A rotoBunu nyrem o0benunenus 6,3 r kommnosuuuu F12 u 97,3
mr poxermicynbdara Hatpus (1,5% wmac./mac.) BO ¢akoHe M C pacKaTbIBAHHEM (hJIaKOHA
BPYUHYIO JJIsl CMELINBAHUS.

[00300] Bbulo TpOBEOEHO WCCIENOBAHHME PACTBOpPEHHs in vitro. BbrIicBOOOKIEHHE
CoenunHeHus A KOHTpOJIMPOBAH ¢ ucnonb3oBanueM ammnapata USP 11 8 900 mi Oydepa ¢ pH 6,8,
npu 37°C u ckopocTu BpaieHus jonacteit S0 06/MuH. Pe3ynbTaThl paCTBOPEHUS MPEICTABICHBI
B Tabmuue 15:

[00301] Tabmuma 15: IlponentHoe conepxanne CoenuHeHHsT A, BbICBOOOXKIAEMOro B
oydepe ¢ pH 6,8

Cpennuti %
MunyTBI

F12 F12A
15 143 27,4

30 39,2 62,1
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45 59,6 86,4

2 2

[00302] Ipumep 7:Bausinue kapOoHATA HATPHUS HA PACTBOPEHHE

[00303] WccnemoBanoch BIMSHME YPOBHS MOHOTHApaTa KapOoHaTa HATpuUs Ha
pactBopenue. KommuecTBo MoHOrmapara kapOoHaTa HaTpus BapbupoBamu Ha + 20% or
HOMHHAJIbHOTO YPOBHSI Ul W3Y4YEeHHUS BJIMSIHUS HAa PAaCTBOPEHHE. YPOBEHb MaHHUTA ObLI
CKOPPEKTUPOBAH B peLenType Ajsi noaaep:kanusi ooueii maccol Tabnerku. [Ipouecc 3abuBanust
UCTIOIb30BAJICS ISl I3TOTOBJICHUS TaOJIETOK 710 LeJieBOM TBepaoii (paxiuu ¢ TBepaocThio 0,88,
pasnoit 125 H. IIpodunm pacTBopeHus )il TaONIETOK U3 MapTUil npenctasieHsl Ha Dur.7. Bee
pe3yJIbTaThl MPOILLIN MPEAIaraeMyro CrielupUKau0 pacTBopeHust npu t=30 MuHyT. Pe3yabTaThl
JIEMOHCTPHUPYIOT, YTO U3MEHEHHE YPOBHS MOHOTHApaTa KapOoHaTa Hatpust Ha + 20% He BiusieT
Ha PacTBOpPEHHE.

[00304] IIpumep 8: BiusinHue kKapOoHATa HATPUSI HA MNPOAYKTHI PAa3JI0KeHHS,
Bkouas Coennnenne B

[00305] OnHuMm u3 npoayktoB pasnoxeHust CoenuHenust A sBisercs CoenuHeHue B,
KOTOpOE MMEET JIAKTaMHbIN (hparMeHT. JlakramMHasi COCTaBISAIOIIAs MOXKET OBbITh OMpenesieHa C
UCTIOJNIb30BAHUEM MHOTOYHCIIEHHBIX METOAOB. B OMHOM BapHWaHTe OCYIIECTBJIEHHS JIAKTAMHBINA
(bparMeHT OnpenensroT C UCTIOIB30BAHNEM BBICOKO3(p(PEeKTHBHOI KUIKOCTHOM XpoMarorpadpuu ¢
obpamennoit ¢azoit (BOXKX) ¢ ynsrpaduoneroseiM (Y®) nerextupoBaHueM npu 275 HM.
Cuctema BOXKX cocrout m3 kononku C8 co ckopocteto mortoka 1,1 mu/mun. Temneparypy
KOJIOHKU MOAAEpPKUBalOT Ha ypoBHe S0°C Ha mNpOTsKEHUWU BCero aHanusa. [IpuMeHsoT kak
NOABIKHYIO (pasy A, Tak u nmonsuxkHyw ¢asy B, npu sTom noxgsmxkHas ¢asza A npeacrasiser
coboit  OydepHblii  pacTBOp  TPUSTUIAMHH/YKCYCHAasi ~ KHCJIOTa C  COOTHOLIEHHEM
BOJIA: TPUATHIIAMUHBL yKCycHas kucnora 100:0,1:0,06 (00./06.) ITpu pH 5,3, a nogsmxkHas dasza B
npencTasisier coboit ameroHurpmwi. PasbaButens mnpeacrtaBnsier coboit OydepHblit pacTBOp
TPUSTUJIAMUH/YKCYCHAsI KHCJIOTa U aLETOHUTPUI B cooTHomneHuu 50:50 (006./06.). Crannmapt
npenesia oOHapy»KEHHsI TOTOBST B pa30aBUTENe C TOYHO M3BECTHOM KOHIEHTpaluei okoso 0,06
MKT cBOOOAHO#H opmbl anaronukca/min. TunuuHoe oTHOCcUTeNbHOE Bpems yaepskuBanus (RRT -
relative retention time) st jaktaMHOro (parmeHra cocraBisieT okojo 1,48, a dakrop
Hopmanuzaimn (H® - NF - normalization factor) cocrasusier 1,08.

[00306] UccnenoBaHusi COBMECTUMOCTH HAIIOJHHUTENIEH MPOBOAMINCH C UCTIOJB30BAHUEM
cmeceil HamonHuTened u CoemuHenus A ¢ kapOoHarom Hatpusi U Oe3 Hero. Pesynbrarsl
npoAeMOHCTpUpoBaHbl Ha @Pur. 8. Bce BCcnoOMOrarenbHbIE BELIECTBA MPOAEMOHCTPUPOBAIU
HAMHOTO OoJiee BBICOKOe 0Opa3oBaHUeE JJaKTaMa B OTCYTCTBUE kKapOoHaTa HaTpus. B mpucyrcTBun
kapOOHaTa HATPHs, HATIOJHUTENN MPOIEMOHCTPUPOBAIN HAMHOTO Ooliee HHU3KOE COIEpIKaHHe
JlaKTama, O4eHb OJIM3KO K OOHapyskuBaeMomy rpeneny okoso 0,03%.

[00307] 'oroBunu npenapatsl, ucnons3ys 2:1, 3:1 u 4.1 orHomenne maccel CoenuHEHUS
A k MoHormapary kapOoHaTa HaTpusi. OTH coctaBbl cogepxkamn ~ 35% CoenuHeHus A,
MOHOTHApPAT KapOOHaTa HATPUs, MAHHUT, NPEKETAaTHHU3UPOBAHHBIN Kpaxmal, TOBHUAOH U
creapar marHus. TaOneTku ObUIM MOKPBITHI IUIEHOYHONW OOOJOYKOW M HUCHBITAHBI B YCJIOBHSX
YCKOPEHHOro mnporokoia Ha crabunbHOCTh: 50°C/75% OB, 60°C/5% OB, 60°C/40% OB,
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70°C/5% OB, 70°C/75% OB, 80°C/40% OB B Teuenue nepuoaa ot 2 1o 25 aHei. PesynpraTsl
poAeMOHCTpUpoBaHbl Ha Pur. 9. IIpenapaTsl, IPUTrOTOBIEHHBIE C MACCOBBIM COOTHOLIEHUEM 3 1
u 4:1 Coennnenust A k kapOOHATy HaTpuUs, MPOAEMOHCTPUPOBAIN 0OJIE€ BBICOKOE MPUCYTCTBHUE
pasjararolmiero  Jjakrama, TOrAa Kak COCTaBbl C  MAacCOBBIM  COOTHOIIEeHHEM  2:1
IPOJEMOHCTPUPOBAIIM OTHOCUTENBHO MEHbIIIee 00pa30BaHUE Pa3JIaraloLiero Jakrama.
JlomoTHUTE IbHBIE UCTIBITAHUS CTAOMJIBHOCTH OBLIIM BBIMOJHEHBI Ha npenapartax FS u F7.
Tabnerku rOTOBIIIM, TOMEINAHN B IIPO3PAYHYIO OJIMCTEPHYIO YIIAKOBKY C AJIFOMUHHEBOH (HONIBroi
U XpaHWIH B cieayroumx yciaoBusax:25°C/60% OB unu 40°C/75% OB. Tabnetku onieHUBaIU Ha
HaJIM4YUe TPOAYKTOB pasyioxkenus, Bkiovas Coequnenune B, yepes 0 (Hauasnbhbii), 1, 3, 6,9, 12,
18 u 24 mecsua nuist yenoswuii 25°C/60% OB u npu 0 (HavaneHbii), 1, 3 1 6 mecsues mis 40°C/75%

OB. Pesynbratel npeacrasiensl B Tabmuie 16.



Tabmuua 16: Crabuneaocts F5 u F7 no 24 mecsnes
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Ycaosus IpoaykT Mecsubi
IIpenapar
XpaHeHust pasao:kenus [ %] 0 1 3 6 9 12 18 24
Coenunenue B HO HO HO HO HO HO HO HO
25°C o OO1ee KOJIUYECTBO 0 0 0,10 0,10 0 0,11 0,10 0,11
60% OB Coenunenue B HO HO HO HO HO HO HO HO
7 OO6111e€ KOTUYECTBO 0 0 0 0 0 0 0,11 0,22
Coenunenue B HO HO <0,10 <0,10 HT HT HT HT
40°C " OO6111ee KOTUYECTBO 0 0 0,23 0,35 HT HT HT HT
75% OB Coenunenue B HO HO <0,10 <0,10 HT HT HT HT
7 OO6111ee KOUYECTBO 0 0 0,10 0,33 HT HT HT HT

[00308] HO=He obHapy:xeHno, HT=He TecTupoBagoch
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[00309] Ilpumep-9: IlpurorosBieHue TaldJeToK »3jarojukca Hatpusi 200 wmr,
cogepxamux pasaunynbie pH-moaudunupyoomme areHTbl, AJs HCHBITAHUS HA
CTA0MJIBHOCTb U PACTBOPEHHE

[00310] IIpuroroBnenue

[00311] T'oroBuam penenTypHyr TaOneTKy saaronukca Hatpus 200 mr, comepikarnyro
pasIMuHBIE TUMBI U KoJM4yecTBa Mopuduuupyromero pH arenra, Takoro kak Oy¢epHbIH areHT.
Monudukatop pH, ncnons3oBanHslil B uccnenosanu, npeacrasied B Tabmuue C1. [IpenapaTst
KOMIO3uLii npencrasyieHsl B Tadbmune C2.

Ta6muua C1. Cnucoxk moguduxaropos pH

Mopuduxarop pH HocTaBmuk
KapOoHat HaTpus Jost Chemical
N-metun-D-riarokamMuH Sigma
IMuppokcun kanbius Sigma-Aldrich
Tpunarpuiidpocdar 6e3BogHBIH Combi-Blocks
L-aprunun Sigma-Aldrich
Eudragit EPO EVONIK
[Munepasux Combi-Block
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Ta6auna C2. Komno3uuuu npenapara

ID npenapara 1 2 3 4 S
OTHOIIIEHHE 10 MAcCe areHTa,

monubuuupyromero pH, x

sjaronukcy Hatpust (areHt, | 0:1 1:4 1:6 1:10 1:20
MOAUDULMPYIO TN

pH:snaronukc HaTpusi)

Onaronukc Hatpus (Mac.%) 41,67 37,74 38,96 40,00 40,82
Mannut (Mac.%) 40,34 36,53 37,72 38,72 39,51
Kpaxwman 1500 (mac.%) 11,96 10,83 11,18 11,48 11,71
IMosunon K28/30 (mac.%) 3,74 3,39 3,50 3,59 3,67
Creapar marausi (Mac.%) 2,29 2,08 2,15 2,20 2,25
pH momudukartop 0,00 9,43 6,49 4,00 2,04
Hroro (mac.%) 100,0 100,0 100,0 100,00 100,0
Haspanwue Her Kapbonar | Kapbonat | Kapbonar | KapOonar
MOIU(PULIUPYIOLIIETO pH HaTpUs HATPUsI HATPUsI HATPUSI

arcHra




Taoauua C2. Komno3zunuu o
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penaparta (nIpoaoJizKkeHue)

ID npenapara 6 7 8 9 10 11
OtHOolleHne no Macce
areHra,
moaudumpyroiero pH,
K DJJIarOJIMKCy Hatpus | 1:2 1:2 1:2 1:2 1:2 1:2
(arewr,
MoAUpUIUPYIOIUT
pH:»naromukc HaTpus)
DJ1aronmuKe Hatpus | 34,50 34,50 34,50 34,50 34,50 | 34,50
(mac.%)
Maunut (Mac.%) 33,38 33,38 33,38 33,38 33,38 | 33,38
Kpaxman 1500 (mac.%) | 9,85 9,85 9,85 9,85 9,85 9,85
IoBunon K28/30 | 3,07 3,07 3,07 3,07 3,07 3,07
(mac.%)
Creapar maruust | 1,87 1,87 1,87 1,87 1,87 1,87
(mac.%)
pH monudukarop 17,33 17,33 17,33 17,33 17,33 17,33
Hroro (mac.%) 100,0 100,0 100,0 100,0 100,0 100,0
HasBanue N- I'mppoken | L- Tpunatpu | Eudrag | ITunepa
moaudpumpyromero pH | metun- | n xanbuus | Aprunus | fidocdar | it EPO | 3uH
areHra D- 6e3BOHBI

[JIIOKaM 51

UH

[00312] [IpuroToBJjieHHe TAOJIETOK IJIsl HCCJIEI0OBAHHUS CTA0UIBHOCTH

[00313] Kpyraele tadnerkm mo 200 Mr aisi HWCCIENOBAaHUS CTa0MJIBHOCTH ObLIH

IMPUTOTOBJICHBI C UCIIOJB30BAHUEM IIPOLECCa TIPAMOro CMEIIMBAHUA U MPECCOBAHUA C HeHeBOfI

maccoii Tabnerku, nponemonctpupoBanHoi B Tabnuue C3. Teepnas ppakuns nenesoii TabneTku

SIBJIIETCS] ONMHAKOBOM JIJIsl BCEX MPenapaTos.

[00314] [IpuroToBJjeHue TA0JIETOK AJIsSl HCCJAEI0BAHHS PACTBOPHMOCTH

[00315] OBanbHbie Tabnerku o 200 Mr A UCCIEAOBAHUS PACTBOPHUMOCTH T'OTOBUJIH C

HCIIOJIb30OBAHUEM IIPOLECCa CMCIINBAHUA —> 3a0MBaHNE — U3MEIbUYEHUE —> MpeCCOBaHUC. CmMmecu

C IpernapaTaMy U3MeJIbUAIN U 3aTeM pa3MaibiBaiu depes cuto 1,0 mm. TBepaas ¢ppaxums neneBoit

TaOJIETKH SIBJIIETCS] OMUHAKOBOM TSl BCEX MPEnaparos.
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Taoauna C3. lleneBast macca TabaeTKH

ID npenapara HeneBas macca TabaeTku (mMr)

[a—

496,83
548.,6
5313
517,5
507,2
600,0
600,0
600,0
600,0
600,0
11 600,0

O 0| | O | K W DN

—_
o

Tadmuua C4. Jlakramusblii pparment (Coeaunernue B) B yckopeHHOM HCC/IeA0BAHUH

CTA0MJIBHOCTH
IIpenapat Ne % naxktamHoro ¢pparmenta (mac./mac.) npu 60°C/40%
OB B Teuenune 13 gHei
1 0,77
2 0,23
3 0,32
4 0,32
5 0,35
6 0,10
7 0,10
8 0,09
9 0,09
10 0,27
11 0,16

Tadauua CS. % BbicBoOokIeHUs Daaroankca Harpusi B oToOpaHHBIX npenapaTax
npu pH 1,2

Cpeanuii % sbicBoboxkaenust (CO) (N=6)
[Ipenapar Ne

30 muH. 45 muH

1 43 (1,7) 61 (2.1)
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2 65 (1,7) 91 (1,3)
8 67 (5.1) 86 (3,2)
10 46 (0,8) 65 (0,4)
11 77 (6,7) 95 (5.4)

[00316] Ha ®ur. 10 mpencrasienbl npopuiIn pacTBOPEHHs MPENapaToB 3JIArOJUKCA
Hatpus 1, 2, 8, 10, 11 nmpu pH 1,2 (anmapar USP I pu 100 06/mun u 37°C).

[00317] lIpumep A-1: DdekTUBHOCTD H 0€30MACHOCTH DJIAroJHKca B MOATPyMme
JKEHIIMH ¢ MUOMOI MATKH H HEIOMHHAHTHBIM AJ€HOMHO30M

[00318] AneHOMHO3 - 3TO 3CTPOreH3aBUCUMOe 3a00JIeBaHIe TOOPOKAYECTBEHHOIO POCTa
SH/IOMETPUAJILHOW TKAHU B MBIIIEYHOH TKAHH MATKH, CBSI3AHHOE C CHUJIbHBIM MEHCTPYaJIbHBIM
kpooreueHneM (CMK) u nucmeHopeeii. AIEHOMHO3 BO3HHMKAET, KOIJa TKaHb SHIOMETPUS,
KOTOpast OOBIYHO BBICTUIIAET MATKY, CYIIECTBYET BHYTPH U BPACTAET B MBIIIEYHYIO CTEHKY MATKH.
CMmerieHHasi TKaHb SHAOMETPHS NPONOJDKAET MACHCTBOBATH KaK OOBIYHO - YTOJIICHHE,
pa3pyLIeHre U KPOBOTEUEHHE - BO BPEMsI K&KIOr0 MEHCTPYAIbHOTO IUKJIA. UTO pe3yNbTHpPYeT B
YBEJIIMYEHHON MaTKe U OOJIE3HEHHBIX, TSKENBIX MECSIYHBIX. CHMIITOMBI Hallle BCEr0 HAYMHAIOTCS
B KOHLIE JETOPOAHOrO BO3pacTa mocie pokaeHus nered. [IpuunHa ageHOMHMO3a OCTaeTCs
HEM3BECTHOH, HO Ooe3Hbp OOBIYHO HCUE3aeT MOCie MeHomay3bl. s JKEHIINH, KOTOpbIe
UCTIBITBIBAIOT CHUJIbHBIM AMCKOM(OPT OT aJ€HOMHO03a, MOTYT IOMOYb OINpPEEIeHHBIE CIIOCOObBI
JIEYSHHsI, HO TUCTEPIKTOMHSI SIBJIAETCS] €IMHCTBEHHBIM JIeKapCcTBOM. MHOrzna ameHOMHO3 He
NPOSIBJISIETCS] - HE BBI3bIBAET HUKAKHX IPH3HAKOB MM CHMITOMOB - WJIM BBI3bIBAE€T TOJIBKO
HEe3HAYUTeNbHOEe OecrokoicTBO. B apyrux ciydasx ageHOMHO3 MOKeT Bb3BaTh. CHUIIBHOE WIIH
JUTUTENIbHOE MEHCTPYaJIbHOE KPOBOTEUEHHE, CUIIbHBIE CITA3MBbl MJTH OCTPbIE, HOXKETIOH0OHbIe 00U
B 00JacTH Ta3a BO BpeMsl MEHCTpyalH (AMCMEHOpes), MEHCTPyaslbHble CYAOPOTH, KOTOpPbIE
IUISITCS B TEYEHNE BCEX MECSIYHBIX U YXYILIAIOTCS ¢ BO3PACTOM, OOJIb BO BpeMsI TIOJIOBOTO aKTa U
TPOMOBI, KOTOPBIE MPOXOIST B TEUEHUE MECSUHBIX.

[00319] bbut npoBeneH ananu3 3GGexkTHBHOCTU 1 0€30MACHOCTH 3JIar0JIMKCA B TOATPYIIIE
KeHITHH ¢ MM (MHOMOH MaTKH) B aICHOMHO30M.

[00320] TTammeHTBI U CIOCOOBL O-MeCSMHOE PAHIOMH3MPOBAHHOE, NIBOHMHOE CIIEToe,
1ae00-KOHTPOIMpPYeMOoe, 2-KOTOPTHOE KIMHUYECKOoe ucciienoBanue (assl 2b, oueHuBaromee
6e3onmacHoCTb U 3 PexTUBHOCTD 3naronukca (koropra 1, 300 mr aBa pasa B nens [BID] u koropra
2, 600 mr oguH pa3 B neHb [QD] ), smaronukc ¢ 0,5 mr sctpaguona (E2)/0,1 Mr HOp3THHIPOHA
anerara (NETA - norethindrone acetate) u smaromukc ¢ 1,0 mr E2/0,5 mr NETA y >xeHIIUH B
npemenonaysze ¢ CMK (>80 mu/mecsir) u MM. Daroiukc, U3y4e€HHbIH B 3TOM KJIHHHYECKOM
UCIIBITAHUY, COiepkall HaTpueByro cosb CoennHeHus A.

[00321] Bce cyOBekThI ObLTH OLIEHEHBI C TOMOIIBIO YJIBTPAa3BYKa, & 4YacTh TOOPOBOJIBIIEB
Takke ObUIa oneHeHa ¢ momoiblo MPT. XKeHmuHbI ObUTH UCKITFOYEHBI U3 UCCIICIOBAHMS, €CITH Y
HUX Obutn mpu3HakH AUP(Y3HOTO WM CErMEHTapHOrO aAEHOMMO3a KaK IOMHUHHUPYIOIIETO
cocrossHus (> 50% wmuomerpus mo yubTpasByk/MPT). DddextuBHOoCT U 0€30mMacHOCTD

OLCHUBAJIKX IIOCJIE Omnepalry B TMOATPYHIE KEHIIWH, Y KOTOPBIX OBLI TMOATBEPIKACH
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HEIOMUHAHTHBIA aneHoMmuo3 (ynbTpa3Byk/MPT) B Hauane wuccienoBanus. MeHCTpyaibHasI
kpoBoniotepss (MKII) Obuta ompeneneHa KOJUYECTBEHHO W3 TUTMEHHYECKUX IPOAYKTOB
(memnounoit rematuH). COCTaBHBIM NEPBUYHBIM CYIIECTBEHHBIM I1apaMeTpoM ObLTa JIOJIs
JKEHIIHH, Y KOTOPBIX ObIIO CHIkeHue Ha >50% ot HavanbHOro ypoBHs B CMK u <80 mu MKII 3a
nocnennue 28 nHeit neyenusi. HeOnaronpustaeie sienenuns (H) Obuin 3aperucTpupoBaHbl.

[00322] PesynbraTel: M3 567 KeHILINH, KOTOPBIX JICUWIH B UCCJIEAOBAHUY, Y 86 KEHIIUH
(15%; xoropra 1, n=32; koropra 2, n=54) Obu1 NOATBEPKAEH aACHOMHO3 (yJIBTPA3BYK H/HIIN
MPT). bonbuHCTBO (72%) JKEHIIMH ¢ MOATBEPKIEHHBIM aJICHOMHO30M ObLITH a(pUKaHCKOTO
npoucxoxaenus, a 87% umenn UMT (BMI) >25 B nHauane uccinenoBanus.Jlonsi JKEHIIUH B
koroprte 1, y KoTopeix cHIbkeHue >50% 1o cpaBHeHHIO ¢ UcxOoAHbIM ypoBHEM B CMK u <80 mun
meHcTpyanbHO# kpoonorepu (MKII) B mocnennue 28 nHeil neyenusi coctaBisuio 40% mus
ianedo (n=10), 80% nns 300 mr snaromukca BID (n=5), 83% ans 300 mr snaronukca BID ¢ 0,5
mr E2/0,1 mr NETA (n=12) u 100% ns 300 mr smarosukca BID ¢ 1,0 mr E2/0,5 mr NETA (n=5);
u B koropte 2, 13% nmns mnanebo (n=16), 92% s snaromukca 600 mr QD (n=13), 93% nns
anaronukca 600 mr QD ¢ 0,5 mr E2/0,1 mr NETA (n=14) u 89% nns snaronukca 600 mr QD ¢ 1,0
mr E2/0,5 mr NETA (n=9). Ilo xpaiineii mepe, 1 HS, cBs3anHOe WM HE CBS3aHHOE C
UCCIIEyeMbIM TIpernapaTomM, peructpuposanochk B 90% rpynmsl manedo (n=10) u 77% rpym,
NOoJy4aBIUX 3yaronukce (n=22) B koropre 1 u 88% rpymnmsl mianebo ( n=16) u 67% rpymm,
o0paboTaHHBIX 351aronukcoM (n=38) B koropre 2.

[00323] Ilpumep A-2: Be3onacHocTb U 3((PEeKTUBHOCTb IJAroJHKCA y KEHIIHH €
CHMIITOMATHYECKHM a/IcCHOMHO30M

[00324] Be3zonacHocTh, 3¢ (HekTHBHOCTD U nepeHocuMOCTh 300 Mr 3y1aroimkca aBa pasa B
nenb B couerannu ¢ E2/NETA (sctpaauon 1 mr/HopatuaapoH auetat 0,5 mr QD), B cpaBHeHNH €
wianedo y JKeHIIUH B mpeMeHomnayse 18-51 roma ¢ CHMNTOMAaTHYECKUM aJeHOMHO30M OyneT
OLIEHUBATbCsl B KIIMHUYECKOM HCIIBITAHUM.

[00325] Osxumaetcst, uro 300 Mr 3jarojukca ABa pa3a B IeHb B COYETAHUH C Teparueu
NPUKPBITUS] YMEHBIIUT CHIIbHOE MeHCTpyasibHOe kpoBoTeueHne (CMK) u 6onb B obactu Taza y
JKEHIIMH ¢ CHMIITOMATHYECKUM aIeHOMHO30M. JIpyrue 1036l Tepanuy NPUKPBITHS U 3JIATOJIHKCA,
KaK ONMHCAHO paHee, TAaKKe MOTrYT OBbITh HCIOJBb30BAHBI JUIS JIEYEHUS CHMITOMATHYECKOTO
aZIeHOMHO3a.

[00326] Pa3nuuHbIe acCMeKThl OLEHKH, B KOTOPBIX 3JIArOJIMKC MOXKET OKa3aThCs
3¢ GeKTUBHBIM 1 0€30TIACHBIM, MOTYT BKJIFOYATh CIIEAYIOLIEE:

CHuXeHne CHITbHBIX MEHCTPYaJIbHBIX KpOoBOTEUeHHH 110 <80 Mi/Mec co cHmkeHneM >50%
OT HaYaJIbHOTO YPOBHs MeHCTpyanbHOH kpoBornorepu (MKII) Ha 6-if mecs;

Knuanuecku 3HaunMoe yMeHbLIeHne (ornpenenseMoe kak >30% CHIKEHHE OT HA4aJIbHOTO
ypoBHs1) 6o B obnactu Ta3a Ha 3-i Mmecsu. JlanHasi oueHka Oyner MPUHUMATh BO BHHUMAHHE
ApPyTUe COMYTCTBYIOIINE NPENnapaThl, TAKHE KaK aHAJIBI€THK;

CHuxeHue CUITbHBIX MEHCTPYaJIbHBIX KpOoBOTEeUeHNUH 110 <80 Mi/mec co cHmkeHueM >50%
oT HauanbHOro yposHst MKII Ha 3-ii MecsL;

CHukeHue CUIIbHBIX MEHCTPYaJIbHBIX KpoBOTEeUeHNH 110 <80 mi/Mec co cHmkeHueM >50%
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oT HadanbHOro yposHs MKII Ha 12-11 mecsw;

Knunnuecku 3HaunMoe cHueHue (onpenenseMmoe kak >30% CHIDKEHHE) OT Ha4aJIbHOTO
ypoBHsi Oosn B 00nacTu Ta3a Ha 6 Mecsiue. JlaHHas onieHka OyzeT MpUHUMAaTh BO BHUMAHHUE IPyTrHe
COINYTCTBYIOLME NPENapaThl, TAKME KaK aHAJIBI€THK;

Wzmenenne cpennero oobema MKII o cpaBHEHUIO C HICXOAHBIM YPOBHEM IO CPABHEHHIO
¢ manedo;

ITonaBneHne KpOBOTEUEHUS KaK ONPENeIeHO aMeHopeeH +/- onpenesneHue;

ITonaBneHne MeHCTpyaJbHBIX CIIA3MOB, KOTOpPbIE MPOJOJIKAIOTCS B TEUYEHHE BCEro
MEHCTPYaJIbHOTO NePHOJIA,;

VYmenblienne 6011 BO BpeMst MOJIOBOTO aKTa; WITH

VYMeHblIeHHEe CI'YCTKOB KPOBH, KOTOPBIE MPOXOASAT BO BPEMsI MEHCTPYaLlUU.

[00327] OueHku 6€30MacHOCTH MOTYT BKJIFOYATh (pr3nueckoe oOclieoBaHNe, MOKa3aTelu
KU3HEHHO BAXKHBIX (DYHKIMH, OLEHKH SHAOMETPHs (TOJIMUHA >HAoMeTpus u Oworcus), Y3U
opranoB mayoro taza [TAU (Tpancabnomunanshoe Y3U)/TVU (TpancBarunansHoe Y3HU)],
KIMHUYECKHE JTa0OPaTOPHBIE TECThI U MOHUTOPHHT MOOOYHBIX 3 (HEKTOB.

[00328] Ilpumep A-3: Be3sonacHocTb U 3 (PeKTHBHOCTbL IATOJHKCA B YCJIOBHAX,
CBSI3AHHBIX C JHAOMETPHO30M.

[00329] (I) Dmaronmmukc mpencraBiseT COOOH NepOpanbHO BBOAMMBIN CEJEKTHBHBIHN
HeTenTUHbIA aHTaroHuct penentopa GnRH kopoTkoro neHcTBHs, KOTOpBIH OJOKHpyeT
SHAOTeHHyK mnepenady curHajoB GnRH myTeM KOHKYPEHTHOrO CBSI3bIBAHHUSI C peLIENTOPaMHU
GnRH B runoduse. BeBenenne snaronnkca IpUBOIUT K J0303aBUCHUMOMY IOJIABJICHUIO YPOBHEH
moteuHusupytomero ropmona (JIIN) u domnmukynoctumynupyromero ropmona (@CI'), uro
NPUBOAUT K CHUKEHHMIO YPOBHS MOJIOBBIX FOPMOHOB SIMYHMKA, 3CTPAAMOJA U MPOrecTepoHa B
kpoBu. ITomasnenue JII' 1 @CI" HaunHaeTcs B TeueHHE HECKOJIBKHMX YacOB IOCJIE BBEIEHUS U
OBICTPO MCUE3aET NOCIIE MPEKPAIIEHHS] IPUEMA 3JIarOJINKCA.

[00330] (a) PapmakonuHaMuka: BiusiHue Ha OBYJISILIUIO U 3CTPATUON

[00331] B xone uccnenoBanusi ¢ 3 MEHCTPYaJIbHBIMH LIUKJIAMH Y 3I0POBBIX KeHIHH 150
MT 3J1aroyivukca B cyTku 1 200 Mr aBa pasa B IeHb MIPUBOIWIIM K YACTOTE OBYJISLUU OKoJI0 50% U
32% cootBercTBeHHO. B (ase 3 wuccnenoBaHull y KEHIIUH C SHAOMETPHO30M YaCTHYHOE
MOJIaBJICHHE CTPaAAKOoIIa A0 0Kojio SO nir/mu HaOmonanock aist 150 mranaronukca QD, Torna kak
MOYTH TOJTHOE TOJABJICHHE SCTPaaroia 10 okojio 12 nir/mn Habmroaanock noce jgedenus: 200 mr
3JIaroJIMKCa JBa pasa B J€Hb.

[00332] (b) BnusiHue snaronvkca Ha uaTeppan QT

[00333] Dnaronukc He npouieBaeT uHTepBan QTc. Biusiaue snaronukca (mo 1200 mr) Ha
uHtepan QTc oueHuBanu B THIATENBHO KOHTpoaupyemoM uccienoBaHuu QT ¢ akTUBHBIM
koHTposeM (Mokcudokcauus 400 mr). B 17-23-kpatHom npesbiierny (oTHOCUTENbHO 200 Mr
nBa paza B neHb U 150 mr pexxume QD, COOTBETCTBEHHO) TepameBTUYECKUX KOHLEHTpAaLUi
3JIarOJIMKCa OH He npojuesan unrepsai QTc.

[00334] (II) dapmMakOKMHETHYECKHE CBOHCTBA 3JIATOJUKCA Y 3IOPOBBIX CYOBEKTOB

npeacrasieHbl B TaOmuue A-1. PapmMakoKHMHETHUECKHE MapaMeTpbl YCTOHYHUBOIO COCTOSHUS
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[00335] Tabmuua A-1. @apMakOKUHETUYECKIE CBOWCTBA 3JIArOJIMKCA Y 3AOPOBBIX JIFOIeH

AbGcopbuus

Thaxe (1) 1,0

Oddext xupHOM muuM (Mo OTHOWEHUIO K | | 24%

HIOCTY)

Pacnpenenenune

%, Csi3aHHbBIN ¢ OenkaMu 1a3Mbl yeaoBeka | 80

CooTHolIeHHEe KPOBB/TUIa3Ma 0,6

Mertabonm3m

Mertabonmsm CYP3A (ocHOBHOI1)
BropocTeneHHble  MyTH ~ BKJIIOYAIOT B
cebs:CYP2D6, CYP2C8 U YpPUIUH
riokyponosunTpancdepasel (UGT)

BriBenenue

OcCHOBHOI MapuUIpyT BbIBEJEHUSI

TleueHouHbIlT MeTAOOIU3M

ITepuon monypacnaga TepMHHATBLHOU (hasbl | 4-6
BbIBeIeHU (t1/2) (1)

% 03Bl U3 OpraHu3Ma B MOUe <3
% N03bI U3 OpraHu3Ma B Kajie 90

[00336] Tabmuua A-2. Cpennue (% KB) papmakokuHeTHUECKHE TApaMeTphl J1aroIuKca

B CTaOUJIBHOM COCTOSIHUU

PapMaKOKUHETHIECKUI

napamerp

(Enuauier n3amepenus) 150 mr QD 200 mr BID
Chaxe (HI/MIT) 574 (29) 774 (68)
AUC (ar u/mi) 1292 (31) 1725 (57)

KB: Kos¢dunment Bapuanmu

Chaxc: THKOBasl KOHLIEHTPALUS

AUC¢nnomanps noa KpyUBOH 3aBUCHMOCTU KOHLIEHTPALMM B IJIa3Me€ OT BPEMEHU B TeUeHUeE

MHTEpBasia 1o3upoBanus (t), T.e. 12 vacos nist BID, 24 vaca nist QD.

[00337] (III) ®apMakOKHHETHKA B KOHKPETHBIX MTOMYJISLIUSAX

[00338] (a) [Toueunas HEIOCTATOYHOCTb

[00339] BosgeiictBue smaronukca (Cyaxe 1 AUC) He M3MeHseTCSl IpU TOYEUHOM

HEOJOCTAaTOYHOCTH. Cpe):[HI/Ie 3HA4YCHUA BOSI[efICTBHH OOWHAKOBBI JIsI JKCHIIHMH C TIOYEYHOM
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HEIOCTATOYHOCTBIO OT YMEPEHHOW MO TSKEJION MM KOHEYHOW cTaauu (BKIIFOYAsl JKEHIIMH Ha
AMau3e) Mo CPABHEHUIO C XKEHIIMHAMHU C HOPMAJIbHOM (PYHKLMEH TOYeK.

[00340] (b) [TeuernouHast HEJOCTATOUHOCTD

[00341] BozpeiictBue smaronukca (Cuae U AUC) CcXOXHM MEXKAY >KEHIIUHAMH C
HOpPMaJIbHOW (YHKIMEN IMe4YeHH U JKeHIIMHAMHU C JIETKOW IEeYeHOYHON HEeIOCTaTOYHOCTHIO.
BosgelicTBue 351aronmkca y KeHIIUH ¢ YMEPEHHON U TSKEJIONW NMEeYeHOUYHON HEeIOCTATOUHOCTBIO
COCTaBJIIET B OKOJIO 3 U 7 pa3 Ooublie, COOTBETCTBEHHO, 10 CPABHEHHMIO C BO3ACHCTBUEM Y
JKEHLIMH ¢ HOPMaJIbHOH (DYHKIHEH NeueHH.

[00342] (IV) UccnenoBanust B3aUMOAECHCTBUS JIEKAPCTBEHHBIX CPEIICTB

[00343] MccnenoBaHus Je€KapCTBEHHBIX CPEACTB MPOBOAUIIUCH C 3JIATOJIMKCOM U IPYTUMU
JIEKapCTBEHHBIMHU CPEJCTBAMH, KOTOpPble€ MOT'YT BBOAUTBHCS COBMECTHO, U C JIEKAPCTBEHHBIMU
CpeAcTBaMH, OOBIYHO HCIIOJNB3YEMBIMH B KadeCTBE 30HIOB sl (PapMAaKOKHHETHYECKHX

B3aumoneiicteuil. Tabmuipr A-3 u A-4 cymmupyror ¢apmakokuHeTnueckue 3¢QexTs, korma

5JIaTOJIMKC BBOIMJIM COBMECTHO C JAPYIUMH JIEKAPCTBEHHBIMU CpPEICTBAMH, KOTOpPbBIE
MPOAEMOHCTPUPOBAIIN NOTEHLUATIBHO KIMHUYECKH 3HAYUMble H3MEHEHUS.
[00344] Tabmuma A-3. B3auMopmeWCTBHs JIeKapCTBEHHBIX CpencTB. M3meHneHue

(I)apMaKOKI/IHeTI/I‘{eCKI/IX napamMeTpoB SJarojukca B MNPUCYTCTBHUU COBMECTHO BBOJUMBIX

JICKAPCTBCHHBIX CPEACTB

Pexxum BBefieHuA
(oBmecTHO COBMECTHO
BBefleHHoe BBEJJeHHOro0 Pextum
NeKapcTBeHHoe NeKapcTBeHHOro BBefjeHuA
CpeacTBo q?encrsa snaronukca | N OtHowenue (90% AN)*
C AUC
MAKC
KeTokonason 400 mr omH 150 mr 11 L.77 2.20
pa3 B ZieHb eAMHIYHAN 7033 (1.48 -2.12) (1.98 - 2.44)
600 Mr eAnHUYHaA 6 ;375 2% 45 855% 37)
03a .62 -5. .88 -6.
Pudamnuu A . 150 mr 12
600 Mr opun pas | SAVHWHaA 4033 2.00 1.65
B JIEHb (1.66 -2.41) (1.45-1.89)
[IW: noBepuTenbHbIi UHTEpBanN
* oTHowexus Ana CMakc n AUC cpaBHMBAIOT COBMECTHOE BBE/IE HUE NEKAPCTBEHHOTO CPeACTBA C INATONNKCOM C
BBE/IEHWEM 3NAr0MKCa B MOHOTEpanii

[00345] Tabmuua A-4. BsauMonmeicTBUsS JIEKAPCTBEHHBIX CPENCTB!

Hsmenenue

(hbapMaKOKWHETHYECKUX TapaMeTPOB JIEKAPCTBEHHOI'O CpPEICTBA, BBOAMMOIO COBMECTHO, B

MPUCYTCTBUH 3JIar0JINKCa
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Pexum BBegenua
(oBMecTHO COBMECTHO
BBefIeHHOe BBeIeHHOro Pexum
NeKapcTBeHHoe NeKapCcTBEHHOTO | BBepgeHus
CpepcTBo cpeacTBa snaronukca | N OtHoweHue (90% AN)*
MaKC AUC
200 Mr gBa
0,5 MF eiMHUYHaA pasa 1.71 1.26
flurokcuw 1032 sk 10 1 as3 19 (1.17-1.35)
300 mr aBa
0.99 0.60
PocyBacTuH 20 Mr oguH pa3 B aeHb | "EEZ’Z_ ; |10 (0.73 - 1.35) (0.50 - 0.71)
X | 0 0.56 0.46
Bmi{:lt;s : n (0.51-0.62) (0.41 - 0.50)
Muaazonam 2 Mr eJUHUYHasn 03
150[1;Aarggumu 1 0.81 0.65
BacHy 13 (0.74-0.89) (0.58-0.72)
0,35 mr oauH pas 150&22””” 0.95 0.88
Hopetutapon B e~ 112gheii | oACH. 13 32 | 0.86-1.05) (0.79 - 0.99)
3TUHun Jtinun acTpagion L15 1.30
JcTpaamon 35Mr 1 Ta3HbIiA S— (1.07-1.25) (1.19-1.42)
Hopenrectpamux® Hoprectumar pasa 21 0.87 0.85
0,18/0,215/0,25 mr (0.78 - 0.97) (0.78 -0.92)
Hoprectpen® 0auH pa3 B AeHb 0.89 0.92
(0.78 — 1.00) (0.84 - 1.01)
QU: poBepuTenbHbIA UHTEPBAN
*oTHoweHuA ana (makc n AUC cpaBHUBAIOT COBMECTHOE BBEAEHIE N1EKAPCTBEHHOTO CPEACTBA C 3aroNUKCOM C
BBE/IEHMEM NIEKAPCTBEHHOTO CPE/ACTBA B MOHOTEPANMM
2 MeTabonuT HoprecTumara

(V) B3AUMOJIEMICTBUS IEKAPCTBEHHBIX CPE/ICTB

[00346] (a) [ToTeH1man 31aroJuKca MO BIUSHUIO Ha IPyTrHe JIEKapCTBEHHbIE CPEICTBA

[00347] DOnaronukc sBAseTCs CNAObIM MM YMEPEHHBIM HHIYKTOPOM (epMeHTa
muroxpoma P450 (CYP) 3A. CoBmecTHOE BBEAECHHE C 3JIATOJIMKCOM MOMKET YMEHBIIUTH
KOHLICHTPALIUIO JIEKAPCTB, KOTOpbIe SBIsIFOTCs cyocTparamu CYP3 A, B miasme.

[00348] Dnaromukc sSBISETCS HHTHOUTOPOM (P QIFOKC-IepeHOCUnKa P-riukonporenHa
(P-gp - P-glycoprotein) npu 200 mr B neHp uiam Beie, Hanpumep, 300 mr B aewp win 400 mr B
neHb wiu 600 mr B neHb. CoBMmecTHOe BBeaeHUe ¢ anaroiaukc 200 mr BID mosker yBenuyuuThb
KOHLIEHTPALIMIO B IJIa3Me JIEKapCTB, KOTOPBIE SIBISIIOTCS cyOcTpaTamu P-gp.

[00349] (b) [ToTeHman npyrux JeKapCTBEHHBIX CPEACTB IO BIMSTHUIO HA 3JIATOJIUKC

[00350]
TpaHcnoptupyromero opranndeckuii annoH (OATP - organic anion transporting polypeptide)

Onaronmukc siBisiercst  cyocrparom  CYP3A, P-gp wum momunenrtuaa,
1B1. Kauandeckn 3HAYMMBIX B3aUMOJEHCTBUN HE OKHMAAETCS, KOIJa 3JarojuKC BBOIUTCS
COBMECTHO C JICKAPCTBEHHBIMHU CpeacTBamH, KoTopbie MHrubupyotr CYP3A wmn P-gp.

[00351] CoBMecTHOE BBEICHHE 3JIarOJIUKC C JIEKapCTBaMu, KOTopbie UHAYyLHpYIOT CYP3 A
MOYKET CHU3UTh KOHLIEHTPALIMH 3JIATOJIMKC B IIJIa3Me.

[00352] CoBMmecTHOE BBENEHHE 3JIATOJHKC C JIEKApCTBAMU, KOTOPbIE HHTUOHPYIOT
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OATPI1BI1, moxeT yBeIMYUTh KOHLIEHTPALMH 3JIarojJuKC B Iula3Mme. Mcnonb30BaHnE MOILIHBIX
unruouropo OATP1B1 He pexomeHayeTcs ¢ peskumMoM nprema BHyTpb 200 mr snaronukca BID.
[00353] (¢) YcraHOBIIEHHBIE U IPYTHe MOTEHIMAIBHBIE B3aNMOIEHCTBUS JIEKapCTBEHHBIX
CPEnCTB
[00354] B Tabnuue A-5 moka3aHO BIHMSIHHE OJHOBPEMEHHOTO BBEICHHUS JIATOJIMKCA Ha
KOHLIEHTPALUU COMYTCTBYIOIIUX JIEKAPCTB U BIUSHUE COMYTCTBYIOIIUX JIEKAPCTB Ha 3JIArOJIUKC.
[00355] Tabnmuma A-5. YcTaHOBIEHHbIE B3aHMMOJEHCTBUS JIEKAPCTBEHHBIX CPEICTB Ha

OCHOBE HCHBITAHUH BSaI/IMOI[eI\/JICTBI/ISI JICKAPCTBCHHBIX CPCACTB

AHTUMapUTMUYeCKoe CPEACTBO | 1 AUTOKCUH KnuHnueckuit MOHUTOpUHT
Aurokcuu peKOMEHAYeTCA AA AUTOKCUHA Npy
cosmectHom BBegeHuu ¢ ORILISSA.

AuTymmKoGaKTe puanbHoe 1 enaronmuKkc OnHoBpeMeHHoe ncnonbosanme 200 Mr
CpeacTBo ORILISSA ziBa paza B ieHb ¥ pudamnuHa
Pudamnun He pekomenfyeTca. Orpaxuybte

OAHOBpeMeHHoe Ucnonb3oBanue 150 mr
ORILISSA 0w pa3 B fieHb v pudamnmHa
6-10 MecALamn.

benzoamnazennHbl | mnpazonam PaccmoTpuTe yBennueHme Ao3bi
MepopanbHblil MUaasonam MWA030/1aMa W MHANBUAYaNU3NpyifTe
Tepanuio B 3aBUCUMOCTY OT OTBETA
numeHTa.
CraTvHbl 1 pocyBactatu PaccmoTpuTe yBenmueHne 4o3b
pOCyBaCTaTUH pOCYBaCTaTUHa.

Cwm. Clinical Pharmacology, Ta0muuer A-3 u A-4.

Hamnpasnenue crpenku ykaseiBaer Hanpasienue usmenenus AUC (1 = yBenudenue, | =
YMEHBLIECHUE).

[00356] (d) JlekapcTBeHHBIE cpencTBa 0€3 KIMHUYECKH 3HAYUMBIX B3aUMONEHCTBUN C
3J1arOJINKCOM

[00357] Koppekimst no3bl He TpeOyercs, KOrAa 3JIarojHKC BBOIUTCS COBMECTHO CO
CJIEAYIOIIMMH TIperapaTaMy; KETOKOHA30, (hJIyKOHA30JI, CEPTPATIMH U HOPITUHIPOH HITH IPyTHe
TOJIBKO MPOr€CTUHOBbIE KOHTPALIETITUBBI.

[00358] (VI) HEKIIMHUYECKAA TOKCHUKOJIOT WA

[00359] (a) Kanueporenes

[00360] [IByxJjeTHUE HWCCIENOBAHMS KAaHIEPOT€HHOCTH (TPOBEACHHbIE HA MBIIIAX U
KpbICax) HE BBIIBIJIM YBEJMYEHHUS ONMyXOoJiel y Mblmedl mpu 00O 103e, HO yBENIWYEeHHE
OIyXOJIeH ITUTOBHUIHOM KeJe3bl (Y CaMIIOB M CAMOK) U MEeYeHH (TOJIKO y CaMIIOB) HaOIF01aJI0Ch
y KpbIC NpH BBICOKOH no03e¢ (mpu 13-THM KparHOM NPUBBILIEHUHU YPOBHS O€30MacHOCTH B
orHomeHnnn 200 mr BID y skeHmuH). Omnyxonw Kpbic ObUTM WAEHTH(QHUIHUPOBAHBI Kak
BUOCTIEIN(UYHbIE U HE3HAYUTEIbHO OTHOCAIIMECS K JIOAAM. OTOT BBIBOJ OCHOBaH Ha
MOCJIEAYIOLIEM UCCIIEN0BAHUY, CBSI3AHHOM C BO3/AE€HCTBUEM Ha LIUTOBUIHYIO KE€JIE3y U IEUEHb,
KOTOpO€ BBINOJIHEHO [AJIs1 JOKYMEHTHPOBAaHUS BO3MOKHOCTU TOrO, YTO ONYXOJHU IIUTOBUAHOMN

JKEJIE3bI U NICUCHU MOT'YyT OBITH CHeI_II/I(l)I/ILIHbIMI/I AJIs1 KPBIC, U TIPOUCXOANIIO IMYTEM HMHAYKIUU
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¢bepmeHTOB, MeTaOOIN3UPYIOLINX JIEKAPCTBEHHBIE IPENapaThl B IEYSHHU, B BBICOKOH J103€.

[00361] (b) MyrareHnes

[00362] HccnenoBaHusi MyTareHHOCTU MPOBOAWJIMCH C HCIIOJNB30BAHUEM BJIATOJIUKC C
UCIOJIb30BAHUEM TECT-CHCTeM In VIitro W In vivo. DTH HCCIENOBAaHUS HE TMPENOCTaBUIH
JIOKAa3aTeJIbCTB MyTar€HHOI'O UJIH KJIACTOT€HHOIO MOTEHIHAA.

[00363] (¢) YxyaweHue GpepTUIbHOCTH

[00364] BnusHue Ha (EepTHIBHOCTD W PENPOAYKTHBHBIE OpraHbl OLCHUBAIU B
UCCIIEIOBAHMAX Ha KpbICax M 00€3bsHAX, B KOTOPBHIX KOHLEHTpALMs B IJIa3Me Obljia HUXKE, YeM
AUC npu MRHD (makcimum recommended human dose) ans kpbic u okoyio B 0,28-9,9 pasa 'y
00e3bstH, ¢ MOMPABKOW HA BUIOBYIO PAa3HUIY B CPOACTBE CBsi3biBaHHs ¢ perentopom GnRH. V
KpbIC He Obpuio Hukakoro s¢dexkra B wmccrenoBanuu ¢epTiipHOcTH (mo3bel S0, 150, 300
MI/KI/I€Hb), HO B MCCJIEJOBAHUU C MOBTOPHOM 030H HAOIONANIN WHBOJIOLHMIO U YMEHBIICHHE
KOJINYECTBA JKEJNTOro Tena B simyHUKax (mo3er 600, 800 wmr/kr/menp). B uccrnemoBanmu ¢
MOBTOPHBIMU A03aMH Ha oOesbstHax (75, 150, 300 u 600 mr/kr/cytku) obpatumas atpodus
PETPOAYKTUBHBIX OPraHOB (IIEHKHM MAaTKH, MAaTKU U BJIAraJMINA) HAOMOIaIach MPH BCEX 103aX.
Ha ocHoBaHumM (hapMakoJIOrH4eckoro NEeHCTBUS 3JaroJIMKCa Ha YelOBeKa MOXKHO OXKHIATh
00paTUMOTro BIUSHUS Ha (PEPTUIBHOCTD Y JKEHIIHH.

[00365] (VII) KIMHUYECKHE UCCJIEAOBAHUA

[00366] DddexTuBHOCTD 150 Mr 35aronmkca QD u 200 mr BID B nedennu 3a10METPHO32
C aCCOLMHUPOBAHHON OoJbr0 ObLTAa NMPOAEMOHCTPHPOBAHA B JIBYX MEKAYHAPOIHBIX JIBOMHBIX
HEPACKPBITHIX, IMJIale00-KOHTPOJIUPYEMBIX HCCIENOBaHMAX y 1686 skeHIIMH B MpeMeHonay3e
(uccnenosanne EM-I u EM- II) u B ABYX HEKOHTPOJIUPYEMBIX HEPACKPBITBHIX MPOAJIEHHBIX
uccienoBanusax (uccnenosanne EM-III u EM-IV). B kaxnom mnanebo-KOHTPOINPYEMOM
UCCJICZIOBAaHUN OLIEHMBAJIHM yMEHbIIEHHe OOJM, CBSI3AHHOW C 3HIOMETPHO30M, B TeueHHe 6
Mecsnes JedeHus. bonee 75 mpoueHTOB skeHIMH, npoweamux uccaenosanne EM-I1 u EM-II,
3apErucTPUPOBATIUCh B JIOTIOJHUTENIBHBIX MCCIIENOBAHUAX Ha JOMOJHUTENbHBIA O-MECSYHBIN
nepuop jedeHus. CyObekTsl Habmonamuch B TeueHne 12 mecsiueB mocne jedeHus. CmoTtpure
pucynku 11-14

[00367] (a) YMeHbIneHHE OOH

[00368] JlonOoJHUTENEHBIME K TIEPBUYHBIM CYIECTBEHHBIM MapamMeTpaM 3¢ HeKTHBHOCTH
ObUIM JOJH PECTIOHIEPOB MO JUCMEHOpee M Ta30BOW OOJM, HE CBA3aHHOW C MEHCTPYalUsSMH
(Takke U3BECTHOH Kak HEMEHCTpyasibHas Ta3oBas 60ias [NMPP - non-menstrual pelvic pain]) Ha
3-ii MecsL 1Mo CpaBHEHHUIO ¢ Manedo. IlepBUYHbIM aHATN3 HE3aBHCUMO OLICHUBAJ 3TH KOHEUHbIE
TOUYKH, UCIIOJNIb3Ys €KEHEBHBII THEBHUK, B KOTOPOM MallME€HTaM Mpeasarajoch OLEHUTb CBOIO
OoJb 1 ee BIMSHUE HAa TIOBCEIHEBHYIO JIEATENbHOCTh B TeUeHHE npenbinymux 24 gacos. Illkana
CyTOYHOro OO0JIEBOTO BO3JEHCTBHS HA SHIAOMETPHUO3, COCTOsUIA M3 COOOIIEHHBIX MALUEHTOM
yposHeii 6onmu «Hery, «Cnabasy, «YmepeHHass» nin « CuitbHash» (KOPPETHPYOIIUX C OLIEHKOH OT
0 10 3 COOTBETCTBEHHO) U BKJIIOYaja (PYHKIIMOHAJIBHBIA KOMIIOHEHT JJIs1 K&KION OLIEHKH.

[00369] JKeHuuHBI OBLTH OMpeneeHbl KaK PECHOHAEpPbI, €CIHM OHH HCIBITHIBAIN

KJIMHUYECKH 3HAa4YUMOe CHIKeHue nucmenopen w/unu NMPP 0Oe3 yBennueHuss NpuUMEHEHUs
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AHAJIBI€TUKOB [T OOJIH, CBSI3AHHON C SHAOMETPHO30M.

[00370] bonee BbicOKast qOJISA >KEHILIUH, noyydaBmux 150 mr snaronukca QD wmu 200 mr
BID, orBeuana Ha nucmeHopero 1 NMPP o cpaBHeHHIO ¢ mtanebo B 3aBUCHMOCTH OT JI03BI B 3-
it mecsn. ITocrostHCTBO 3¢ dexTrBHOCTH HaOmoaanoch 10 6 mecsua [cm. Tabmuiy A-6].

[00371] JlucnapeyHusi OLieHMBAJNach KaK BTOPUYHBIA CYIIECTBEHBIHbINH MapaMmerp C
UCIIOJIb30BAHUEM IIKAJIbI €)KETHEBHOTO OOJIEBOTO BO3ACHCTBUS HA SHAOMETPHO3.

[00372] Bonee BbicOKasi 1OJIs sKeHIIMH, ony4daBinux 200 mr anaronukca BID, coobrmna
O KJIMHUYECKU 3HAYMMOM CHUKEHUHU TUCTAPEYHHU MO CPABHEHHIO C Myianebo B meproa ¢ 3 mo 6
MECSILI.

[00373] Tabnuma A-6. [lonis W KOJMYECTBO PECIOHAEPOB T JIJIsT JAHUCMEHODEH,
HEMEHCTPYaJIbHON Ta30BOH OOJM M AHCTIapeyHUH Ha 3-i u 6-i Mecs B ucciaenoBanusix EM-I u

EM-II ¢ ncnonb30BaHNEM MIKAJIBI CYTOYHOTO OOJIEBOTO BO3AEHCTBHS OT SHIOMETPHO3a

Hccnenosanue EM-I Hccnenosanue EM-I1
Dnaronukc [Tnauebo | Dnaromukc [Tnane6o
150 mr 200 mr %/(n/N) | 150 mr 200 mr % (n/N)
QD BID QD BID
%/(n/N) %/( n/N) %/(n/N) | % (0/N)
Tlucmeropest (3-ii | 46,4 *** | 758 %%* [ 196 43,4% 72,4 %%% | 227
MecsiL) (115/248) | (185/244) | (73/373) | *** (163/225) | (80/353)
(96/221)
Tlucmenopest (6-i1 | 42,1 *** | 753 %% [ 23] 46,2% 76,9 #*% | 1254
MecsiL) o (104/247) | (183/243) | (86/372) | *** (173/225) | (90/355)
(102/221)
Hemencrpyanbha | 50,4 *** | 545 *** | 36,5 49 8 ** 57,8 *** | 36,5
sTasoBas 6omb | (125/248) | (133/244) | (136/373) | (110/221) | (130/225) | (129/353)
(3-i mecsii)
HemeHcTpyanbha | 45,7 ** | 62,1 *** | 349 51,6% ** | 622 *%* | 406

sTasoBast Gomb | (113/247) | (151/243) | (130/372) | (114/221) | (140/225) | (144/355)

(6-11 mecs) o

JlucnapeyHwsio. | 39,6 47,1 %% [ 31,9 44,0 53,7 ** 39,5
(3-i Mecsiw) (74/187) | (81/172) | (90/282) | (70/159) | (87/162) | (101/256)
Jlucnapeyamsio. | 39,6 50,3 *** |333 39,9 55,8 *** 394
(6-i Mecsiw) (74/187) | (81/161) | (90/270) | (65/163) | (92/165) | (100/254)

T Y pecrnionnepa HaOIIOAAIOCH YMEHBIICHUE OO OT HAYAJIbHOTO YPOBHS IO MECsILIa aHAIH3A,
MPEBBIIAOIICE NI PABHOC PACCHYUTAHHOMY KIIMHUYCCKH 3HAYUMOMY MOPOry yJay4dLICHUs, a

TaKke ObUIO CTAOUJIBHOE HITH YMEHBIICHHOC UCIIOJIB30BAHUEC BCIIOMOTaTCJIbHOTO aHAJIbI'C€THUKA.
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0. Bropu4HBIl CyLIECTBEHHBIN TapaMeTp

Ak Hx P <0,001, 0,01 u 0,05 COOTBETCTBEHHO IJIsl TECTA HA OTJWYHE OT Ianedo

[00374] O6e rpymIibl Te4eHUs 3JaroJIMKCOM MPOIEMOHCTPUPOBAJIH CPEHEEe CHIKSHUE TI0
CPaBHEHMIO C 0a30BBIM YPOBHEM IOKa3aTesell JUCMEHOPEH, KOTOpble OBbUIM CTaTUCTHYECKU
3HAYMMO BBILIE, YeM Iutanedo, HauuHas ¢ 1-ro Mecsna U COXPaHsIUCh 10 6-T0 MecsLa.

[00375] XKeHIUHBI B 3TUX UCCIIEAOBAHMIX TAKXKE IPOBOAMIIN €XEIHEBHYIO CAMOOLIEHKY
Gonu Tpu SHAOMETPUO3E C UCIIOJIB30BAHUEM YUCIOBOW pedTrHroBod mkaisl (NRS - Numeric
Rating Scale) mo mkane ot 0 (6e3 6omu) no 10 (camas cunbHast 00Jb 3a Bce Bpemsi). JKeHIUHBI,
npunumaroinue 150 mr snaronmukca QD u 200 mr BID, cooOmmim 0 CTaTUCTHYECKH 3HAYUMOM (P
<0,001) 3HaunTenbHOM CHWKeHUH nokasatesneli NRS mo cpaBHenuro ¢ miaunebo B 3-it u 6-i
MECSLIBL.

[00376] B nByx HepackpbIThIX NpoaJieHHbIX uccienosanusx EM-III u EM-IV, B koTopeix
NAlUEHTaM, KOTOpble IE€PBOHAYAIbHO HAXOAWINUCh HA BJIATOJUKCE B KOHTPOJIHUPYEMBIX
uccnenoanusix EM-I u EM-II, monmnep:kuBanach WX 1033, JAOJTOBEHYHOCTH OOJIErdeHwMs
mucmeHoper, NMPP u nucnapeynnu Obuta MpOAEMOHCTPHPOBAaHA B OOLIEH CIOXKHOCTH Ha
nporspkeHnn 12 mecsiueB, cMm. Pur. 11. B wuccaenoBanuun EM-IV  sddexTuBHOCTD
NOJ/IePKUBAJIACH TIPU TIPUEME 3JIarOJINKCA C MUIIeH 1 0e3 Hee.

[00377] Pe3ynpTaThl O CYIIECTBEHHBIM MapamerpaM 3(G(HEKTHBHOCTH B HCCIIEIOBAHUH
EM-II cooTBeTcTBOBaNM TEM, KOTOpbIe HAaOMOAAHCh B HccaenoBannu EM-1.

[00378] (b) Cokpatuenue npuMeHeHUs: 00€300THBAIOIINX

[00379] B sTux wuccreqoBaHUSX >KEHINWHBI, NpuHUMaroniue sjaroiaukc 200 mr BID,
CHM3WJIN KOJIMYECTBO ONHOUAOB (THAPOKOJAOH C aleTaMMHO(GEHOM) WIM CHAaCpPOKCEHa
HAINpOKCEeHA, UCTIONb3YEMbIX IS JIeYeHHUs1 OO, CBI3aHHOHN C SHAOMETPUO30M, 10 CPABHEHHIO C
KOJIMYECTBOM, HEOOXOANMBIM Ha MCXOAHOM ypoBHe. Kpome Toro, Habmonanoch 3HaUUTEIbHOE
CHIJKEHHE [ONU JAHEH B MeCsl, HCMNONb3YyEeMbIX ONUOMAAMU WIM HANpPOKCEHAMH, IS
BCIIOMOTaTEJIbHBIX MPEenapaTtoB y >KeHIIMH, npuHuMaromux 200 mr smaronukca BID, mno
CPAaBHEHHIO C JKCHUIMHAMH, NPUHUMAOMUMH miane6o. Itu 3¢ dexrsl HaOMOIammcy MeHee
MOCJIEIOBATENBHO Y JKeHIINH, npuHuMaromux 150 mr snaromukca QD. Cmotpure @ur. 15. ITo
CpaBHEHUIO C TuTanedo B rpymme, moiy4aBined sjaronukc B go3e 200 mr BID, ormewanochk
3HAYUTEJIbHOE CHIDKEHHE NMPOLEHTHOTO U3MEHEHHUS YCPEIHEHHBIX THEBHBIX Ta0JIETOK OMUOUIOB
Ha 3-6-i Mecsn. YMeHbIIeHHe OONMM MOXKET OTPaKaTbCsl B YMEHBIIEHHH OOJIEYTOJSIOIINX
JEKapCTB, TAaKUX KaKk ONHOMABI, OTIyCKaeMbple IO peuenty, WIH HEeCTePOUAHbIE
nporuBoBocnanuTenbHbie npenapatel (HIIBII), koTopsle MOXHO Ha3HaYaTh MIIM HAXOOUTH Oe3
pelienTa, HapUMep, HAMPOKCeH WiH ateTamuHoder. Oskungaercs Takke, yTo mpueM 150 Mr oquH
pa3 B I€Hb WJIM JIBa pa3a B JI€Hb CHIKAET MoTpediieHne 00e300IMBaoIUX U YMEHbIIaeT O0b,
aHajoru4Ho npuem a03 300 Mr, NpUHUMAaeMbIX OJMH pa3 B JI€Hb WM J[Ba pa3a B JI€Hb, TaKXKe
CHIDKAeT mpueM 00e300JMBaOIUX MpPEenapaToB W JEMOHCTPUpPYET CHIKeHue Oomu. B sTom
O0OBETMHEHHOM aHAJIN3€ NMPUMEHEHUS! BCIIOMOTATEIbHOTO aHAJbIE€THKA B JBYX HCCIEIOBAHMSIX
daset 3 mo cpaBHeHuro ¢ tianebo:(l) obe mos3el smaromuke 150 QD wm 200 BID

MNPOACMOHCTPUPOBAJIN 3HAYHUTCIBHOC CHUIKCHHE IPOLICHTA I[Hefl, B KOTOpPBIC MNPUHHUMAJIUCH
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BCIIOMOTATENbHBIE  OMHMOWAHBbIE mnpemapatel, (2) gmoza 200 wmr  BID  snaronmkca
IIPOAEMOHCTPUPOBAJIA 3HAUUTENBHOE CHI)KEHHUE CPEIHEro MPOLIEHTA €XEeIHEBHOIO KOJIMYEeCTBa
TabneTok; (3) MeHbIIE SKEHIIWH B KaXKIOW TPYyMIe 3JIArojMKca HUMENH YBEJIWYeHHE 03Bl
OIMUOWIOB, U OOJIBIIIE )KEHIIMH UMENI YMEHbLIEHHYIO WIH CTAOUIIBHYIO 103y OIMOU/IOB.

[00380] B EM-1 u EM-2 59% wu 60% mnauueHTOB HCIHOJb30BAIN OMHOUIHBIN
BCIIOMOT'aTEJIbHbIH aHAJIBI€THK OT 00N Ha MCXOOHOM ypoBHe. ONHOHNIHBIE BCIIOMOTaTEIbHbIE
aHAJbIEeTUKH, NCTIOJIb30BAHHBIE B HAUaJle UCCIIENOBAHNS, ObLIIN IPEHMYIIIECTBEHHO

[00381] runpokonon/aneramunoden (HC/APAP) u koneun/APAP B nosax 5/300-325 mr
u 30/300-500 mr. B EM-1 u3 Bcex MalMeHTOB, MOJyYaBIIUX OMHOWJ B Hayajle MCCJICIOBAHUS,
98% u 2% npuaumanu HC/APAP u koneun/APAP cootBercTBeHHO. B EM-2 13 BCeX MalueHTOoB,
NOJIy4aBIIMX ONMHOWA B Hadaje uccienoanus, 50% npunnmamn HC/APAP, 16% npunumanm
xonenH/APAP, 3% npunumanu xoneus u 32% npuanmain tpamanon/APAP.

[00382] (c) BusiHME HA KPOBOTEUECHUS

[00383] BiusiHue Ha MEHCTpyaJibHblE KPOBOTEUEHMUSI

[00384] Bnusinue 351aroiukca Ha MEHCTPYaJIbHOE KPOBOTEUEHHE OLIEHUBAJIOCH HA CPOK 10
12 MecsmeB C UCHONB30BAHHEM JJIEKTPOHHOTO €XEJHEBHHKA, B KOTOPOM CyOBEKTBHI
KJIaCCU(PUIIUPOBAT TEUEHHE MEHCTPYaJbHOTO KPOBOTEUEHHs (€CJIM OHO MPHCYTCTBOBAJIO B
TEYEeHHE MOCTIEeHNX 24 4acOB) KaK MOSIBJICHHE ITATEH, JIETKOE, CPEIHEE UIIH TSDKEJIOE 3JIArOJIUKC
IpUBeJ K 3aBUCUMOMY OT J03bl CHH)KEHHIO CPEAHEr0 4ucia JHEH KPOBOTEUYEHUN U MATEH U
MHTEHCUBHOCTH KPOBOTEYEHHH y TeX CYOBEKTOB, KOTOpBIE COOOIMMIN O MEHCTPYaJbHOM
KPOBOTEYEHUH.

[00385] Tabmuma B-3: CpemHee KOaMuecTBO AHEH KPOBOTEUYEHHS/TISITEH W CPEIHUE

IIOKa3aTeJIM MHTEHCUBHOCTH Ha 3-11 MECSILI

Inaronmnkc JnaronmKc NMnaye6o

150 mr oguH pas B aeHb | 200 Mr ABa pasa B fieHb

Hau.yposenb|  Mecau3 | Hau.yposenb Mecay3  |Hau.ypoBeHb Mecay 3
Cpeanee
Nno AHAM /
KpoBoTeueHus 53 " 5 5
nosBNeH/A 53 28 57 0.8 54 4.6
NATeH Ao 28
JIHen
Cpehuin
noKasatenb 2.6 2.2 2S5 20 26 2.4
UHTEHCUBHOCTA®
2 UHTEHCUBHOCTb AN1A CyGbEKTOB, KOTOpble CO0BLLANM N0 MeHbLLei Mepe 00 0JHOM KPOBOTEUEHUM WK NOABNEHWUM NATEH
B0 Bpema 28 iHeBHOTO UHTepBana. [ManasoH wkanbi o1 140 4. 1=noABnexue NaTeH, 2=nerkoe, 3=cpeaiHee, 4=Taxenoe.

[00386] Dnaronukc Takke MPOAEMOHCTPUPOBAJ H0303aBUCUMOE YBEJIUYCHHUE TMPOLICHTA
JKEHIINH ¢ aMeHopeel (onpenenseMoil Kak OTCYTCTBUE KPOBOTEUEHHUS WM TIOSBJICHUS ISITEH B
UHTEpBasie 56 nHEH) B TeueHHe neproaa jJedeHns. Yactora aMeHOpen B TEYEHHE MEPBBIX LIECTH
MecCsILIeB JieueHus BapbupoBaia oT 6-17% nns snaronukca 150 mr oaus pas B aesb, 13-52% nns
snaronukca 200 Mr nBa pasa B aeHb U MeHee 1% ans mane®o. B TedyeHue BTOPBIX 6 Mecsies

JIYEHUS 4YacTOTa aMeHopeu BapbupoBajia ot 11-15% nns snaronukca 150 mr onuH pa3 B AeHb U
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46-57% nnsa snaronukca 200 Mr 1Ba pa3a B JI€Hb.

[00387] Ilocne 6 MecsleB Tepanuud 3jJaroJukcoM no 150 Mr oguH pa3 B O€Hb O
BO300OHOBJICHMH MEHCTPYALIMU TIOCJIE OCTAHOBKU cooOmu 59%, 87% u 95% >keHIIWH B TeUEHHUE
1, 2 u 6 mecsaues coorBeTcTBeHHO. [Iocne 6 Mecsnes Tepanuu ssaroaukcom no 200 mr aBa pasa B
JieHb BO30OHOBJIEHHE MEHCTpYAlMH IMOCHe MpeKpalleHus edeHus orMedanoch y 60%, 88% u
97% >xeHIUH B TeueHue 1, 2 u 6 MecsiieB COOTBETCTBEHHO.

[00388] Ilocne 12 wmecsieB Tepanmuu 3jaroiukcoM mno 150 mr omuH pa3 B JeHb
BO30OHOBJIEHHE MEHCTPYALUH MMOCJe NMPEeKpalleHus Je4eHus oTMedanoch y 77%, 95% u 98%
JKeHIIUH B TeueHue 1, 2 u 6 mecsiueB cooTBeTcTBeHHO. [locne 12 mecsueB Tepanuu 3J1aroJukcoM
no 200 Mr ngBaXkabl B J€Hb BO30OHOBJIGHHE MEHCTPYaLMU TOCIE MPEKPAINEHHs JICYeHUs
orMedanoch y 55%, 91% u 96% sxeHmuH B TeueHue 1, 2 u 6 Mecs1eB COOTBETCTBEHHO.

[00389] (VII) JlakTarwmst

[00390] CBonka puckos: He Opu1o MpOBENEeHO HMKAKUX HMCCICNOBAHWUN HA JIFOISIX JUIS
OLIEHKH BO3JIEHCTBHS 3JIATOJIMKCA Ha BBIPAOOTKY MOJIOKA, €r0 HAJUYHs B TPYAHOM MOJIOKE HIIH
€ro BIUSHUS Ha peOeHKa, BCKApMIIMBAEMOTO rpyAbi0. Hen3BecTHO, MPUCYTCTBYIOT JIN 3JIATOJIUKC
U ero MeTaboNHTHI B TPYAHOM MOJIOKE HEJIOBEKa, BIMSIOT JIM OHM Ha BBIPAOOTKY MOJIOKA WU
BJIUSIEFOT JIU OHH HA TPYJIHOTO peOeHKa.

[00391] (a) Y KpBIC 371aroJMKC MUHUMAJIBHO BBIIENSETCS Yepe3 MOJIOKO.

[00392] CneayeT y4uThIBATH MPEUMYLIECTBA TPYIHOIO BCKAPMJIMBAHUS JJIsl PA3BUTHA U
3I0pOBBsI, & TaKXKe KIMHUYECKYIO MOTPEOHOCTh MaTepU B 3JIAroJIMKCE M JIFOOBIE BO3MOXKHBIE
HeOJIaronpusTHeIE BO3AEHCTBHUS HAa peOeHKa, BCKAPMIIMIBAEMOT'0 IPYABIO, OT 3JIATOJIUKCA.

[00393] (b) Hannbie: JaHHbIE SKCTIEPUMEHTOB Ha YKHBOTHBIX

[00394] bepemMeHHBIM KpbICaM AaBajd AUETY, COAEPKALIYIO 3JIArOJUKC, B TEYEHHUE BCETO
nepuoaa OepeMEeHHOCTH U JIAKTALMH ISl JOCTHKEHUsI CYTOYHOM 103kl 3yaronukca 400 mr/kr. Bo
BpeMsi KOPMJICHHSI MaTePH U ITOMEThI OBbUTH Pa3eNIeHbl Ha TPYIIIBI C OTPAHIMYEHHBIM KOPMJIEHHEM
U rpynmbl O0e3 OrpaHIUYeHH IS OTIPEesIeHHs TOro, ObLI JI 3JIArOJIUKC BBIENIEH B MATEPHHCKOM
Mosioke. B nmoctHaTaneHelil AeHp 10 1 20 KOHIEHTpALMK 3JarOJIMKCa B IUIa3Me Y AETEHBIIIEH C
OTpaHUYEHHBIM KOPMJIEHHEM HE€ TOAJAI0TCA H3MEpPEeHHI0. Y JeTeHbIllell W3 TPyHmbl C
HEOTPAaHMYEHHBIM KOPMJICHHEM KOHLIEHTPALMM B IUIA3ME 3JIArOJIMKCA OBUTH H3MEpPSeMBbIMH U
COCTaBJISIM OKOJIO 1% OT KOHLIEHTpaluuu B Iula3Me marepu. lMcnonp3oBaHue KOHLIEHTpauui B
I1a3Me y JeTeHbllIel, B KauecTBe Cypporara Bo31eHCTBUS MPHU JIaKTal[|H, 3JaroJIMKC CUUTAETCs
MHUHUMAaJbHO CEKPETUPYEMbIM B MOJIOKE.

[00395] (IX) HEXXEJIATEJIbHBIE ABJIEHUA

[00396] (a) OnbIT KTUHUYECKUX UCTIBITAHUH

[00397] ITockonpKy KIMHUYECKHE MCHBITAHUS MPOBOAATCA B CAMBIX Pa3HBIX YCIOBUSIX,
94acTOTa HEXKENATEbHBIX SBICHHH, HAOMOaeMasi B KIMHUYECKUX HCIIBITAHUSX JIEKAPCTBEHHOTO
CpeACTBa, HE MOXET HaNpsIMyI0 CPAaBHUBATHCS C MOKA3aTENsIMU B KIMHUYECKUX MWCIBITAHUAX
APYroro JEeKapCTBEHHOI'O CPEACTBA M MOXKET He OTpa)kaThb IOKa3aTesd, HaONM0JaeMble B
KJINHUYECKOU MPAKTUKE.

[00398] BesomacHOCTh 3jaroyivkca ObUla OLEHEHA B JIBYX IIECTUMECSYHBIX ILIanedo-
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KOHTPOJMPYEMBIX KJIMHHYECKUX HccaenoBanusx (nccnenosanne EM-I u uccnenosanue EM-II),
B KOTOpPBbIX B o0meil ciaoxuHocTH 952 )eHumubl nonydanmd 150 mr QD wumm 200 mr BID.
BospacTHoii nuana3on HaceneHus Obut 18-49 jer. JKeHIMHBI, KOTOPBIE MPOILIN IECTh MECSLIEB
JIEYEHUsT U COOTBETCTBOBAIM KPUTEPUSM IPUEMIIEMOCTH, NPOJOJDKWIM JIeYeHHEe B ABYX
HEPAaCKPBITHIX IIECTUMECSYHBIX JOTIOTHUTEIIbHBIX UCCIIEIOBAHUAX c o0meit
IPOAOCJDKUTEIBPHOCTBIO JIeUeHus 10 12 mecsies.

[00399] (b) HexenarenbHble siBaeHus (>1%), KOTOpble BEeOyT K MPEKPALICHUIO
UCCJIEIOBAHMUS

[00400] B mByx kouTponmupyembix uccienoBanusx (EM-1 u EM-II) 5,5% mnauueHTOB,
nonydaBmux 150 mr smaronukca QD, u 9,6% nanuenTtos, nony4asiiux snaroiaukc 200 mr BID,
NPEKPaTUIN TEPalHio H3-3a HEKEeNaTeNbHbIX sBleHHH. [IpekpameHue mnpuema obenx
JIEKapPCTBEHHBIX (hOPM Halle BCero mpoucxoamio u3-za npuiauBoB (0,8% u 2,5%) U TOIHOTHI
(0,8% u 1,5%). B GonbIIMHCTBE CilydaeB MpeKpalleHue MpHeMa H3-3a NPUIMBOB M TOLIHOTHI
IIPOUCXOAMNIIO B T€UEHHE NEePBhIX 2 MecsLeB Tepanuu. Hu onHa eHIMHa He peKpaliaia npuemM
snarojgukca 150 mr QD wu3-3a mpuiIMBOB BO BpeMsl PACLIMPEHHOTO HCCJIENOBAHUS TOCIE
MOJIyYEHHs €ro B TeUeHHe 6 MeCSILEB B KOHTPOJIUPYEMOM UCCIIEAOBAHUY.

[00401] (c) PacripocTpaHeHHbIE HEXKEATEIbHbIE SBICHMUS:

[00402] HexenaTenbHble SIBJICHHs, OTMEUYeHHbIE y >5% JKEHINIMH B IBYX IUianedo-
KOHTPOJIMPYEMBIX HCCIIEOBAHMAX B OOEHMX IpYIIax, MOJYYaBIIUX 3JIATOJIMKC, U ¢ OoJbiueit
YaCTOTOM, 4eM Ii1anedo0, OTMeueHsI B cienyromeii Tabmuue A-7.

[00403] Tabmuua A-7. Ilpouent mnamuentoB B wuccienoBanusix EM-I u EM-II ¢
He)KeJIaTeJIbHBIMU SIBJICHUSIMH, BOSHUKAOLIUMHU TIPH JICUEHNUH, BOZHUKAIOIUMU 10 MEHbIIIEH Mepe
y 5% mnanmeHToB (1100 B rpyme, moiy4yaBllei 3Jarojukc), Ho U B OOJbIIeH CTENEeHH, YeM IpH

npueme rianedbo

JJ1aroymKce DJ1aroyfKce [Tnaune6o
150 mr QD 200 mr BID IN=734
IN=475 IN=477
% % %
VKenyno4HO-KHIIeUHbIE PACCTPONCTBA
TowmHoTa 11 16 13
WHbpexunn 1 3apaskeHust
Hazodapuurur 6 6 4
Cunycur 5 6 4
WMHpekns BEPXHUX JIbIXATENbHBIX
yTeu ° ) :
PaccTpolicTBa CBsI3aHHBIE C OMTOPHO-ABUIaTEIbHBIM allapaTOM U COEAMHUTENbHON TKaHBIO
Aptpanrus 3 5 3
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PaccTponCTBa HEPBHON CUCTEMBI

["onoBHast 60Mb 17 20 12

[ Icuxuueckue pacCTpOUCTBa

TpeBOXKHOCTD 3 5 3

becconHura 6 0 3

Pel'IpOI_IYKTI/IBHaﬂ cucTeMa U 3a00J1€BaHUST MOJIOYHOM JKeJIe3bI

AmeHopes® 4 7 <1

Cocynuctbie 3a00eBaHus

[ IpunuBbl 23 45 9

* [Cm. KinnHn4eckne uccienoBanus - BIMsIHIE Ha xapakTep kposoteueHuid (VII)]

[00404] B pacmmpeHHBIX HCCIENOBAHUSAX NPOPUIb HEXKENATeNbHBIX SBICHHH OBLI
aHAJIOTHYEH OTMEUYEHHOMY B ITIaLle00-KOHTPOJIHPYEMBIX UCCIENOBAHMSAX, KaK yKazaHo B TaOnuie
A-T7.

[00405] (d) Menee pacnipocTpaHEHHBIE HEXKENATENbHbIE SBJICHU:

[00406] IIpu EM-I u EM-II HexenaTenbHble siBIeHUs, OTMeueHHble Y > 3% u <5% B
10001 rpymre, monyydaBIIel 31aroiIuke, 1 OOJIbIIe, YeM y Mmiane0o, BKIFYaIH:

Hccnenosanus: yBennyeHHe MacChl TENA;

Ilcuxudeckne paccCTPONCTBA: IENPEcCHs, Pa3ApakKUTEbHOCTb, CHIDKEHHE JHOUMO,
nepenajbl HACTPOESHMUS,

JKenynouHo-KHIIIEUHBIE PACCTPONCTBA: Tuapesi, 00U B )KUBOTE, 3aIIOPBHI;

PaccTpolicTBa HEPBHOM CUCTEMBI: TOJIOBOKPYKEHHUE, NN

PaccTpolicTBa KOKH U MOAKOXKHON KJI€TYATKHU: HOUHBIE TIOTEHMUS.

[00407] Cny4au mpuIMBOB OBLTH 3aBUCHMBI OT AO3bI, M OOJBIIMHCTBO M3 HUX OBLIH
OLIEHEHBI OT JIETKOH 0 YMEpeHHO!. Bce npyrue HeskenaTeNnbHbIe SIBJCHUS ObUIH COMOCTaBUMBI
Mesxay obenMu no3amu sjaronukca. JlobapneHne HI3KOA030BOH TOPMOHAJIBHOM TEPAITUH MOJKET
CHU3UTb BO3HHUKHOBEHHE CHMIITOMOB, CBSI3aHHBIX CO CHIDKEHHEM YPOBHSI SCTPOTeHa, TaKUX Kak
MIPUJIUBBIL.

[00408] (e) U3meneHus: MUHEPATBHOH IJIOTHOCTH KOCTEH

[00409] B mane0o-KOHTPOJUPYEMbIX W PACIIMPEHHBIX KIMHUYECKUX HCCIESIOBAHUSX
MIIK wusmepsin ¢ momomieid DXA  (dual-energy x-ray absorptiometry). Janabie MIIK
MOSICHUYHOTO OTZEeJa TMO3BOHOYHHMKA W3 3THUX HCCIENOBAaHUN mpencrasieHbl B Tabmmue A-8.
WNsmenenwnst, Habmonaembie B MIIK Ha npyrux aHaTOMHYECKHMX ydacTkax (meiika Oenmpa, Bce

Oenpo), Kak MpaBWIIO, OB MEHbINE, YeM B TIOSICHUYHOM OT/eJIe TIO3BOHOYHHKA.
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[00410] Tabmuma A-8. CpemHee NpOLEHTHOE W3MEHEHHE OT HAdaJbHOIO YPOBHS B
MHUHEPAJIbHOM IJIOTHOCTH KOCTH M MPOLIEHTE CYOBEKTOB C Z-TOKa3aTeNboM < -1,5 mosicHu4HOro

oTaciia MO3BOHOYHUKA

150 mr sxaromukca QD 200 mr snaronukca BID
Cpennee Cpennee
% CyOBbeKToB C % CyObeKTOB C
MPOIIEHTHOE MPOLIEHTHOE
N Z-niokazarenem | N Z-mokazarenem
U3MEHEHHE U3MEHEHHE
<1,5 =-15
(95%11) (95%11)
Ha neuenun
-0,52 -2,54
Mecs 6 | 360 0,8% 365 4.1%
(-0,79, -0,26) (-2,81, -2,28)
-0,87 -3,76
Mecsg 12 | 235 1,3% 217 5,1%
(-1.29, -0.45) (-4,19, -3,32)

[00411] [Tocne 12 mecsieB JeUeHHs 31aroJIMKCOM HU Y OIHOTO MAIUEHTA, MOJy4aBIIero
cyTouHyro 103y 150 mr, u menee uem y 1% nauuenrtos, nonyudasmux BID noszy 200 mr, Z-
NoKas3aTeiab He ObUT HIDKE HOPMaJbHOH HIKHEH rpanuiel -2,0. B ofeux rpynmax nedeHus
3aroJaukcoM ObI0 nporpeccuBHoe BoccTaHoBieHne MIIK B Tpex yuactkax DXA:mosicHHUHOM
OTZeJe TIO3BOHOYHHKA, 1IeJIOM Ta300€APEHHOM CyCTaBe U Ielike Oenpa B MEPHOA MOCIe JIEUSHUs
6 u 12 mecsues.

[00412] JlononHUTEeNbHbIN aHanus, MOZEJIUPOBAHUS BO3/I€MCTBUS-OTBETA,
JIEMOHCTPHUPYET, uTo 1A sjarojukca 150 mr QD npornosupyemas cpenuuii (95%W) Z-
nokazarenb coctasisier 0,23 (0,01-0,45) u 0,18 (-0,04-0,40) B 12 u 24 Mecs1bl COOTBETCTBEHHO.
Monenb npenckasbiBaeT, YTO y CyObEKTOB, KOTOPbIe HAYMHAIOT JieueHue daaroaukcom 150 mr QD
B T€UYEHHUE 3 MECALEB, a 3aTeM yBeauuuBaroT 103y 10 200 mr BID, nporuosupyemoe cpeaHee
3Hauenue (95%/11) Z-nokazarens cocrasisier 0,23 (-0,01-0,47) u 0,11 (-0,13). - 0,36) Ha 6 1 12
MeCsLIaX COOTBETCTBEHHO.

[00413] (f) U3meHeHust TabOpaTOPHBIX MOKA3aTeIeH BO BPeMsI JICUSHHS

[00414] (1) JTunmuasr

[00415] B To Bpemsi Kak 70303aBUCUMOE YBEJTUYeHHE OOIIEro XOJeCTEpPUHA, XONIECTEPUHA
JIUMONpoTenHOB HU3KOH motHoctH (JIITHIT-X), XonecrepwHa JMIMONPOTEHHOB BBICOKOH
wiotHocTy (JITIBIT-X) u Tpuriwiepunos ObUIO OTMEYEHO BO BPEMs JICUEHUS 3JIarOJIUKCOM, 3TH
3HAYEHUs B LIEJIOM OCTaBAJIUCh B MIPEENax HOPMBIL.

[00416] TloBblmieHHE YPOBHS JIMMTUAOB OOBIYHO MPOUCXOOWIO B TedeHHe 1-2 Mecsies
NOCJIe Hayaja Teparluy 3JIarOJIMKCOM M OCTAaBAJOCh CTAOMIBHBIM B TeYeHHE 12 Mecsles.
IloBeIIEHHBIE YPOBHU JIMNUAOB BEPHYJHUCh K HCXOIHOMY YPOBHIO 4U€pe3 OJUH MeCsAL IOCIe
MIPEKPaLICHUs JICUCHUS].

[00417] Cpennee ysenuuenue ot HadanbHoro yposHs JIIIHII no neuenus cocrasuino 5,25

mr/mn g 150 mr QD u 13,10 mr/mn ana 200 mr BID. Cpennee yBennmueHue OT HA4aJbHOTO
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ypoBas jeuenus JITIBIT-X cocraBuio 2,24 mr/mn nis 150 mr QD u 4,16 mr/nn nnst 200 mr BID.
CpenHee yBenuueHHE IO CPABHEHMIO C HCXOIHBIM YPOBHEM TPUITIMLEPUAOB [0 JIEUEHMUs
coctaBysuio 0,42 mr/mn must 150 mr QD u 11,08 mr/nn nns 200 mr BID mocie 6-mecsiaHOTo
JICYECHUSI 3JIArOJIUKCOM.

[00418] M3MeHeHHs B COOTHOLIEHUH JIMIUOB ObUTH MUHUMAJIbHBIMH U3-32 YBEJIUYEHHS
kak JITTHII-X, tax u JITIBII-X.

[00419] TIpodunu MUNUAOB AOJKHBI OLEHMBATBCS M YIPABISITHCA B COOTBETCTBUU C
NEeNCTBYIOLIUMU PyKOBOAALIUMU MPUHIUNIAMH KIMHUYECKOH MPaKTUKU.

[00420] (i1) besonmacHoCTh 151 SHAOMETPUS

[00421] broncust sSHAOMETPUS ObLIA BBITIOJIHEHA Y CYOBEKTOB B HccienoBanuu EM-I u ero
MPOAJICHUH Ha 6-U U 12-i1 Mecsi. Pe3ynbraThl CBUAETEIBCTBYIOT O J0303aBUCUMOM CHIKEHUHU
nokaszarejeil mnponudepaTHBHON W CEKPETOPHOW OWMONCHMM M YBEIWYEHHU IOKa3aTesed
CTIOKOMHOI/ MUHMMAJIbHO CTUMYJIMpPOBaHHOW Owoncuu. He OBUIO aHOMANbHBIX PE3YJIbTATOB
Ouoncuy Nocie Ha4YaIbHOTO YPOBHS, TAKUX KaK TMITEPILIA3Us SHAOMETPHS HITH Pak.

[00422] OcHoBbIBasiCb Ha TPaHCBArMHAJIbHOM YJBTPAa3BYKOBOM HCCIIEOBaHUM, B XOJ€
HCCJIEZIOBAHUS € 3 MEHCTPYaJbHBIMU LIMKJIAMU Y 3[JOPOBBIX KeHIIUH, 150 mr anaronukca QD u
200 mr BID npuBoaunu K 10303aBUCHUMOMY YMEHBIIEHUIO CPEAHEH TOJIIMHBI SHAOMETPHsS MO
CPABHEHUIO CO 3HAYEHUSIMHU 10 JICUEHUS.

[00423] (X) YMeHbIIeHHe MUHEPATBHOM IIJIOTHOCTH KOCTEH

[00424] Dnaroaukc CHUYKAET YPOBHU 3CTPANONA B CHIBOPOTKE B 3aBUCUMOCTH OT JO3BI,
YTO TAK)K€ MOXKET OBITh CBSI3aHO C 3aBUCHUMBIM OT J03bl CHHKEHHEM MHHEPAJIbHON IUIOTHOCTH
koctu (MIIK). Yepes 6 u 12 mecsLieB nocie npekparieHus JeueHns: HaOJII01aeTCs TPOrPeCCUBHOE
BoccraHoBieHue MIIK [cm. HexxenarenbHbie siBnenus (6.1)].

[00425] Owuenure MIIK ¢ nOMOIIBIO  ABYXOHEPreTUYECKOW  PEHTTE€HOBCKOM
abcopbumomerpun (DXA) mocne 12 MecsineB HempepelBHOrO mnpuMeHeHus. IIpekparute
snarojukc, ecnu Z-nokasatenb MIIK Hioke yem -2,0, moka MITK He Oyner B XapakTepHOM JJIst
JAHHOTO BO3pacTa AMAra3oHe.

[00426] Ecau ucnonp30BaHUE 3J1arojiukca MpoAoKaeTcs: B TeueHue Oojiee 12 mMecses,
pexomenayercs: ouenuBaTb MIIK kak knuHuuecku ykasano. Iloreps MIIK y xeHmuH B
npeMeHomnay3€e JAOJDKHA YYUTHIBATHCS MPU OLIEHKE TOJb3bI/PUCKA Ui KEHIIHH, MOJYYAROIIHX
3JIaTOJIUKC JJIs1 IPOAOJIKUTENBHOTO AOJATOBPEMEHHOIO MPUMEHEHUS.

[00427] PaccmoTpuTte oueHky MITK paHbine, ueM 0OBIMHO €3KEroIHO Y MALMeHTOB ¢ Ooee
BbICOKMM puckoMm Huzkoro MIIK. K ¢akropam pucka oTHOCSTCA: mpueM saaroiukca mo 200 mr
JIBa pas3a B JI€Hb, Z-MOKas3aTesb MeHee -2,0 mocyie NpeabiayIiero Kypca JEUEeHHs 3J1arojIuKCoM,
NpeAIecTByIoIlee ucrnoap3oBanne aronnctos GnRH, merabonmuueckoe 3aboreBaHue KOCTEH,
XPOHHUYECKOEe YIOTpedsieHne ankorojisi u/mnu Tabaka, HepBHASI AHOPEKCHUSI, CHIIbHBIA CEMEIHBIN
aHaMHE3 OCTEOINOPO3a UIN XPOHUUYECKOE UCIOJIb30BAHUE JIEKAPCTB, KOTOPbIE MOTYT YMEHBLINUTD
KOCTHYIO MaccCy, TAKUX KakK IPOTUBOCYJOPOKHBIE NTpenapaThl NI KOPTUKOCTEPOUIBL.

[00428] XoTs HET UCCIIENOBAHUM, MOCBSIEHHBIX TOMY, MOTYT JIU KaJbLUi U BUTAMUH D

CHU3UTD MOTEPHO MIIK Y KEHIIWH, UCIOJB3YIOMUX 3JIATOJHUKC, BCEC MAIUCHTBI JOJI?KHBI UMCTDH
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aleKBaTHOE NMOTpeOIeHne KambLysl ¥ BUTaMuHa D.

[00429] Knuanueckue uccnenopanus ¢ aHaioramu GnRH wunmu snaronukcom (B Apyrux
MOMYJISILMSIX ) TIPEATONAraloT, YTO MPUMEHEHHE TOPMOHAIBHON Teparuu NMPUKPBITHS B HU3KUX
n03ax (3CTPOTreHbI/TIPOreCTUHBI WM alleTaT HOPITHHAPOHA) MOXKET ObITh 3(PQPEKTHBHBIM IS
CHIDKEHUS IOT€PU MUHEPAJIOB B KOCTHOM TKaHH, KOTOPask MPOUCXOIUT TOJIBKO C 3ITHMH areHTaMu.

[00430] (XI) AO3UPOBKA U BBEJIEHUE

[00431] (a) Uudopmarust 0 1O3UPOBAHUN

[00432] Dnaronukc Oymet mocTymneH B Buae Tadnerok no 150 mr (oguH pa3 B nenb, QD)
wiu TabneTok o 200 mr (1Ba pasa B aenb, BID), 150 mr B nenb, 300 mr B aeHb wiu 400 Mr B IeHb
i 600 Mr B IeHb JJIs1 TEPOPATBHOTO TIPUEMa C MK 0e3 elIbl.

[00433] (b) PekoMeHaammu mo 103UPOBAHUIO

[00434] Hcxonst U3 CEpbe3HOCTU CHUMITOMOB U LieJiel JICYSHHS, UCTIONB3YHTE CaMYEO
HU3KYI0 >¢dextuBHyo 103y [cMm. Knuaunueckne nccnenosanus (VII)]. Jleuenue snaroiamkcom
MOJKeT OBITh Ha4aTO B JTF0O0E BpEMsI BO BPEMsI MEHCTPYaJIbHOTO IIUKJIA MAIUEHTA.

[00435] Tabnuua B-1. B onHOM BapuaHTe OCYLIECTBJICHHS], PEKOMEHIyeMast O3UPOBKA U

MPOAOJIKUTEIIBHOCTD IIPUMEHECHUA

MaxkcumanbHas
Pexxum nozupoBanus MPOAOJKUTEIIbHOCTD ConyTcByrolee COCTOSIHUE
JICYCHUST

Havare  neyenue  150mr

24 Mmecsia Her
ORILISSA onuH pa3s B AeHb
PaccmoTpeTs Hauano neyeHus
200mr ORILISSA nBa pasa B 6 MecsLeB Hucnapeynus
NEHb
Havare  neyenue  150mr 3HavHUTeNbHAS TIEUeHOYHAS
ORILISSA onun pa3 B I€Hb. HEJIOCTATOYHOCTh

6 MecslEeB
IIpumensars 200 Mr nBa pasa B (Knacc B mo mkane Yaiinna-
J€Hb HE PEKOMEHAYETCS. ITer0)

[00436] VY sxeHIUH C JeTkol neuyeHoYHON HenocTatouHOCThIO (Yatina-TITeto (Child-Pugh)
A) KOppeKLHs 03Bl 3JIAr0JINKCa He TPeOyeTCs..

[00437] ITo cpaBHEHUIO C JKEHIIUHAMH C HOPMAJIbHON (PYHKUHEH NeUeHH, Y MALUEHTOB C
YMEpPEHHOH NMEeUYEeHOYHOH HEeIOCTaTOYHOCTBIO BO3ACHCTBHE 3JIATOJIMKCOM OBUIO OKOJIO B 3 pasa
BBILIIE, & Y JKEHIINH C TSIKEJIOH NMeUeHOYHOH HeIOCTATOYHOCTBIO BO3AEHCTBUE 3JIATOJINKCA OBLIO
OKOJIO B 7 pa3 Bblwle. M3-3a 3TUX yBeIMYEHHBIX BO3AEHCTBUMI U pUCKA TOTEPU KOCTHOM Macchl: 150
MI 3JIarOJIMKCAa OAWH Pa3 B JE€Hb PEKOMEHAYETCs I SKEHIIUH C YMEPEHHOH INEe4YEeHOYHOH
HenocTaTtouHOCTRIO (Yakinna-IIeto B) ¢ MmpomoInKUTENBHOCTBIO JICUEHUS, OTPaHUYEHHOU 6
Mecauamu. [Ipumenenne snaronukca 200 Mr ABa pasa B J€Hb HE PEKOMEHIYETCs JKEHIIMHAM C

YMGPEHHOI\/’I TeYEeHOYHOMH HEOJOCTATOYHOCTBIO. DarouKc MpPOTUBOIIOKA3aH JKCHIIUHaAM C
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TsDKEJION neueHouHOoH HenoctaTouHoCTho (Haiina-ITeto C).

[00438] Kaxnmas Ttabmerka comepxkamasi 155,2 Mr sjiarojukca HATpPUS CONEPIKUT
skBuBaieHT 150 mr snmaronmkca. Kaxxnas tadnerka conepskarmasi 207,0 Mr 3J1arojimkca HaTpus
coAepKUT 3KBUBAJICHT 200 MT 3J1aroJIMKCa.

[00439] (c¢) [ToyeuHast HETOCTATOYHOCTh

[00440] Koppekiust 103bI 3J1arojiuKca He TpeOyeTCsl JKEHIUHAM ¢ KaKOH-JIM00 CTeNeHbIO
MOYEYHOH HEJOCTATOYHOCTH WM TEPMHUHAJIBHON IOYE€YHOH HEAOCTATOYHOCTBIO (BKIIOUast
JKEHLIMH, HAXOASLINXCS Ha auainse) [cM. Mcrnonb3oBaHre B KOHKPETHBIX IPYINaxX HACEICHUS U
KJIMHUYECKON (papMaKoIOTHH].

[00441] (d) [TeueHOYHAst HEAOCTATOYHOCTh

[00442] KoppekTHupOBKa A03bI 3JIATOIHUKC He TPeOyeTCs JKEHIUHAM C JIETKOH MeUYeHOYHOM
HenoctaTouHOCThIO (Haina-IIeto A). Peskum 150 mr snarommikca QD pexoMeHayercs y sKeHIIUH
C YMepeHHOH neueHoYHoH HepocTaTouHocThio (Hatina-ITeto B); 200 mr BID He pexomeHayeTcs.

[00443] DOnaronMkC TPOTHUBOIIOKA3aH JKEHIIMHAM C  TSDKEJIONH  TMEeYeHOYHOU
HenoctatouHOCThIO (Hating-ITeio C).

[00444] [1oBbllIeHHBIE YPOBHH MEUECHOYHBIX TPAHCAMHUHA3

[00445] B KIMHWUYECKUX WCTBITAHHUSIX 3JIATOJUKC HAOJIOAANOCh MOBBIIICHHE O3B
CBIBOPOTOUHOH anaHnHaMuHoOTpaHchepasnl (AJIT), mo meHbIel Mepe, B 3 pas3a NpeBbIIIaromei
BEPXHHUH TMpenes KOHTPOJBHOTO Auana3oHa. PekoMeHayeTcsi MCIOJIb30BAaHUE CaMOW HU3KOM
s¢dexTuBHON 03Bl 3naroimukca. Kpome Toro, manueHTaM MPEANHCHIBAIOT HE3aMEIJIUTENBHO
oOpamarbesi 3a MEOUIMHCKON IMOMOINBIO B CIy4dae IMOSBIEHUS CUMITOMOB WJIHM IPHU3HAKOB,
KOTOpbIE MOIYT OTpakaTb MOBPEXIEHHE II€UYeHU, Hanpumep kenTyxy. IlanueHTos
HE3aMeUINTENIbHO OLIEHHBAIOT HA HAJIMYKE IMOBBILICHUI B TECTaX MEYEHHU, YTOOBI ONMpPEAEIIHTh,
NePEeBELINBAIOT JIU IPEUMYLIECTBA MPOAOJIKEHHsI TEPATIUU PUCKHU.

[00446] B nnane0o-KOHTPOIMPYEMBIX KIMHIYECKUX UCCIeNOBaHUAX (uccnenoBanust EM-
1 u EM-2) no3o3aBucHUMbIe O€CCUMIITOMHBIE MOBBILIeHUsT YPOBHS AJIT B CBIBOPOTKE IO MEHBLIEH
Mepe B 3 pasa MpeBbIIATM BEPXHUN MpeneN KOHTPOJBHOIO IUara3oHa BO BpeMs JICUEHHS
ORILISSA (150 mr onuH pas B aeHb - 1/450, 0,2%; 200 mr nBa pasa B AeHb - 5/443, 1,1%; nnanedo
- 1/696, 0,1%). IlomoOHble yBenMuUeHHs ObUTH 3aMEYEHbl B PACIIUPEHHBIX HCIBITAHHIX
(uccnenosanust EM-3 u EM-4.

[00447] (e) CywunupanapHble MBICIH, CYUIUAANIbHOE TMOBEACHHE U O00OCTpeHHe
PacCTPONCTB HACTPOCHUS

[00448] CyObekTbl, HCIONB3YIOMUE BJIATOJIUKC, UMeNnH Oojiee BBICOKYIO HacCTOTY
JEeTPeCCU W U3MEHEHUH HACTPOEHUs MO CPABHEHUIO ¢ manedo, a CyObeKThI, yIOTpeOsroLie
3JIATOJIMKC, C UCTOPUEH CYHIHMOAIbHOCTH WJIM JETPECCHH, MMeNu Oojiee BBICOKYIO YacTOTY
JeNpeccuy IO CPaBHEHHUIO C MalMeHTaMHi, He HMEKIMMM TakoW ucropuu. IlanumeHTel ¢
JETPECCUBHBIMUA CUMITTOMAMH JOJDKHBI ObITh OLIEHEHBI, YTOObI ONPENEINTD, IEPEBELINBAIOT JIH
PUCKH TPONOJDKEHUs Tepanuu mnpeumyinectsa. [lanmeHTbl ¢ HOBOH MM yXyALIAOLIEHCS
Aenpeccueli, TpeBOrol WK JPYTUMH M3MEHEHUSIMU HACTPOEHHsI JOJIKHBI ObITh HAIPABIEHBI K

CIICHUAIIUCTY IO MCUXHNYCCKOMY 3JOPOBBHO, B 3aBUCHUMOCTU OT 00CTOSITETILCTB. ITamuenTs! ¢
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CynuuaaJbHbIMHU HACAMU W TMOBCACHUCM NOJIKHBI HEMEIAJICHHO O6paTI/ITbC${ K Bpauy.
IIpenmylecTBa U pUCKU NMPOJOJIKEHUS IIpHUEMa 3JIarojIMKca CaelyeT NepPeOLeHUTD, €ClU TaKue
cOOBITHS MMPOUCXOOAT, U IMPU KCJIAHUHW JJIATOJIUKC CICAYECT MNPEKPATUTH C YXYAUICHUEM HWIIN
Cepbe3HON Jenpeccuel, OecroOKONCTBOM, H3MEHEHUSIMH HACTPOEHUS WIM CyHLIHUIAIbHBIMU
UZESIMU.

[00449] B mnane0o-KOHTpOIHpyeMbIX uccienoBaHusx (uccienosanus EM-1 u EM-2)
HJIATOJINKC ACCOLIMUPOBAJNICS C HEONAronpHATHBIMH H3MEHEHHSMH HACTPOEHUs, OCOOEHHO Yy
MAaLUEHTOB C JENpPeccueil B aHaMHE3E.

[00450] Tabmuua B-2. CyununanbHble MBICITH, CYHUIHIATbHOE MTOBEASHIE U PACCTPONCTBA

HacTpoeHus B uccienosanusix EM-1 u EM-2

Dnarojamkc

150 mr 200 mr [Tnauebo
HexenarenbHble siBIEHUS Pa3 B nenn JIBa pasa B neHb (N=734)

(N=475) (N=477) N (%)

N (%) N (%)
3aBepiIeHHOE CaMOYOHIHCTBO 1(0,2) 0 0
CyununanpHble MBICTH 1(0,2) 1(0,2) 0
JlenpeccuBHOE HACTPOEHHE,
aerpeccus, JeTPEeCCHBHBIC
CUMITOMBI W/WJIM  CKJIOHHOCTb K 1327 2 17(23)
wiauy
H3meHeHHOe HACTpOeHHE, Mepenapl

25 (5,7) 25(5.2) 25(33.4)
HACTPOCHUSI
IMPUMEYAHUE:OnuH u TOT ke CyOBEKT MOKET ObITh BKJIOUEH B O0Jiee YeM OJIUH PsiI, eCIIH
OHa coolmmia o 0ojee YeM OJHOM HEKeNaTeJbHOM SIBIEHUH (HAMPUMEp, CYMLUAATbHBIE
MBICJTH 1 JETIPECCHsi).

[00451] Ipumep A-4. DIAroJuKc CHHKAET YTOMJISIEMOCTD Y TALIMEHTOB € 00J1b10 NIPH
3HAOMETPHO3€e CPeHEeH H TSKEJIOH CTeNeHH:

[00452] ®aza Il uccnenosanus OblIa MPOBENEHA, YTOOBI OLIEHUTD BJIMSIHHE 3JIATOJTUKCA
Ha KJIIMHAYECKU 3HAYUMOE YMEHbLIeHHe 00U U Apyrux cUMNToMoB. [IpencraBieHHbIe TaHHBIE
U3y4YaJld BIMSHUE OJJIATOJIMKCA HA YTOMISIEMOCTb Y OKEHIOUH C OONIbIO, CBSI3AHHOH C
SHAOMETPHO30M, OT YMEPEHHOH 10 TskeJIoW. B uccnenoBaHMM Tpex KOropT mepsast rpymnmna
BKJIFOYAJIa KEHINWH, OJyYaBIINX I1anie0o, BTopasi IPyIina BKIKYalia )KEHIIHUH, MoJy4aBmux 150
M 3JIarOJIMKCAa OAMH pPa3 B J€Hb, a TPEThs IPyIIa BKIOYANA KEHIIMH, nony4aBmux 200 mr
3JIaroJIMKca ABa pasa B 1eHb. Oxxunaercs, uro 300 Mr ofjuH pa3 B IeHb WIH ABa pas3a B ieHb 1 600
MI' OMH pa3 B JI€Hb, WJIM aHAJOTWYHBIE N03bl OyAyT aHAJOIMYHO IOKa3bIBaTh CHUKEHHE

yCTaJOCTH. YCTaJOCTh OLIEHUBANACh C MCHonb3oBaHMeM HMHpopMaumoHHON cHCTeMBbI AT
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W3MepeHns pe3yNbTaToB mo orderam maruentos (PROMIS® - Patient Reported Outcome
Measurement Information System), kparkas ¢popma mns ycramoctu (SF) 6a. Illects myHKTOB
OLIEHUBAJIN PsIl CAMOCTOATENBHO BHECEHHBIX CHMIITOMOB OT YMEPEHHOTO, CyOBEeKTHBHOIO
4yBCTBa yCTAJIOCTU AO MOJABISIOLIEr0, yCTONYMBOrO YyBCTBA UCTOILEHUS, KOTOPOE, BEPOSITHO,
CHMXKAeT CIIOCOOHOCTh BBINOJHATH MOBCEIHEBHbIC NEHCTBHS M HOPMAJIBHO (PYHKLIMOHUPOBATD.
JloMeH Obul pasgeneH Ha MCHBITAHHYK YCTaJIOCTh (YacTOTA, MPOJOJDKUTENIBHOCT U
UHTEHCUBHOCTb) U BIIMSIHME YCTAJOCTH HAa (PU3NYECKYIO, YMCTBEHHYIO U COLMAJIbHYIO
aKTUBHOCTh. Bce CyOBEKThI OLIEHHBAIIU YCTAJNIOCTh B TEUEHHE MPENbINyIuX ceMu aHed. OTBeTh
Ha KaXIbpld BOMpOC ObLIM mopaHel mo S-OayuibHoi mkane Jladikepra:l - «CoBcem Hery; 2 -
«Hemuoroy; 3 - «B HekoTopoii crenieHn»; 4 - «3HauUuTeabHOY, U 5 - «O4YeHb MHOTO». AHKETa
paszaBajy B Hayajle uccienoBanus u uepes 1, 3 u 6 mecsues. bonee HU3KKe OLICHKH YKa3bIBAIOT
Ha MeHblee yromiieHue. Mcxomueie HeoOpaOoraHHble mMokasatenu ycrajgoctd SF-6a Obutu
npeoOpaszoBanbl B T-nokaszarenu. T-mokaszarenb nepecynThIBACT HEOOPAOOTAHHBIN MOKA3aTeb B
CTaHIAPTH3UPOBAHHBIN MMOKa3aTeNb, TAK YTO OOIIasi MOMYJSILUS UMeeT cpeaHee 3HaueHue S0 u
crangaptHoe otkioneHue (CO) 10.

[00453] Amnanu3: U3MeHeHHsT MO CPAaBHEHHMIO C HWCXOAHBIMH TMOKasaTeasiMu B -
nokasaressix PROMIS ycranocts SF-6a cpaBHHBaIN MeXAY KaXkIbIM aKTUBHBIM JiedeHneM (150
mr snarojukca QD u 200 mr BID) u mmane6o. Bbur ncnonp30BaH OZHOCTOPOHHHM aHAIIH3
koBapuan (ANCOVA). ANCOVA KOHTPONMUpPYETCS AJsl JIEYEHUsT B KadeCTBE OCHOBHOIO
s¢dexra. bazoBas mokazartesb ycramoct SF-6a BKIIOUEHA B KayecTBE KOBAPHUAHTHOIO
MOKa3aTeJIsl.

[00454] YcranocTs cpenu KEHIIUH C OOJIbIO, CBA3aHHOW C SHIOMETPHUO30M, OCTAETCS
HEyIOBJIETBOPEHHOIN MEIULIMHCKON MOTPeOHOCTRI0. B Hauane nccnenoBaHus y sKEHIIUH B 3TOM
UCCIIeI0BaHUU ObUT YPOBEHb YCTAJIOCTH, KOTOPBIi ObLT B cpenHeM Ha 1CO xyxxe, 4eM y JKeHIIHH
B obOmel mnonymsiimu. ITo cpaBHeHM0 ¢ mianebo, 3JarojMKC CHHXKAJT YTOMIIIEMOCTH B
3aBHCUMOCTH OT JO3bl y JKEHIIMH C YMEPEHHOH WM CHJIbHOW OOJBIO, CBSI3aHHOH C
sHpomerpuo3oM. Cmotpure Pur. 16, CTATUCTUYECKH 3HAYMMO CHIDKAJCS TO CPABHEHHUIO C
wianebdo T-nokaszarens PROMIS ycranoctu SF-6a, HaOmonaemblii mpu 00enx 103ax 3J1arojiukca
B 3 u 6 Mmecsipl. CTaTUCTUYECKH 3HAYMMOE CHIDKeHHe yTomusieMocTu npu 200 Mr 351aroimkca
Takke Habmronanock yxke Ha 1-it Mecsi. Cmotpu @ur. 17. OskungaeTcsi, 4To BCe TeparieBTHYECKIE
J03bI 3JIArOJIMKCA, OMHCAHHBIC BBIIIE, OYAYT CHUXKATh YCTAJIOCTh Y JKEHIIHMH, CTPAJAlOIIUX OT
YMEPEHHOTO /10 TSDKEJIOT0 SHAOMETPHO3a.

[00455] IIpakTHYecKHe CIOCOOBI OCYLIECTBJICHHS] AJAHHOT0 H300peTeHus!

[00456] B oxgHOM acmekTe M300peTeHHsI CIOCOOBI OCYIIECTBISIIOTCS IyTEM BBENEHHS
(dapManeBTHYECKIX KOMITO3UIIMH, COAEPIKAIIMX 3JAarojuKC HaTpuil (OOBIMHO HAa3bIBAEMBIN
snaronukc) w4 - ((R) -2- [5- (2-¢prop-3-merokcudennn) - 3- (2-pTop-6-TpudropmeTHndOeH3 1)
-4-metun-2,6-nuokco-3,6-muruapo-2H-mupumuans-1-un|  -1-penmnsTunamuro)  MacnsHas
kuciota. Jlna uenedr BBemenus 4 - ((R) -2- [5- (2-¢rop-3-meTokcudenun) -3- (2-¢prop-6-
TpupTOpMETIIIOEH3MWT)  -4-MeTHI-2, 6-n1okco-3,6-nuruapo-2H-nmupumuans- 1-umi| -1-

(eHWIITUIIAMIHO) MacCIsTHAsi KUCJIOTa MOXKeT ObITh NMPUTOTOBJIEHA B BUAE (hapMarleBTHUECKOM
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komno3unuu. Papmanerudeckue kommosunmu coxepxkat 4 - ((R) -2- [5- (2-drop-3-
metokcudpenun) -3- (2-¢prop-6-rpudropmernndensmn) -4-merun-2,6-quokco -3,6-aquruapo-2H-
nUpUMHUANH-1-1]  -1-QeHmPTHIAMUHO) MAaCISIHYI0 KHCJIOTY, WM ee (apMaleBTHUECKU
npuemiieMasl Cojib, HJIM €€ CONbBaT, M (apMaLeBTHUECKH IpPUEMJIEMbI HOCUTENb W/ WU
paszbasurens. 4 - ((R) -2- [5- (2-¢pTop-3-MeTokcu-pennn) -3- (2-pTop-6-rpudropmernin-6eH3mn)
-4-meTuin-2,6-quokco-3, 6-muruapo-2H-mupumuans-1-mi]  -1-GpeHnIdTHIAMUHO)  MacIsHas
KHCJIOTA TPUCYTCTBYET B KOMIIO3MLUHM B KOJHYECTBE, KOTOpoe 3(P(EeKTHBHO Uit JeueHHs
KOHKPETHOTO PacCTPONCTBA, TO €CTh B KOJHYECTBE, TOCTATOYHOM ISl TOCTHUIKEHUSI aKTHBHOCTH
anraronucra peuentopa GnRH wu mnpeanoyrurenbHO ¢ MpHEMIIEMOH TOKCHYHOCTBIO ISt
NALMEHTA.

[00457] Hcnionb30BaHNE TEPMHHOB €IMHCTBEHHOrO 4Hcha («a» U «an» u «the» B aHr.
BApUAHTE) U AaHAJIOTHYHBIX CCBUIOK B KOHTEKCTE ONMUCAHMs M300peTeHns1 (0COOEHHO B KOHTEKCTE
cnenyromeir  GopMysbl  U300peTeHUs1) JNOKHO TOJKOBAThCS KaK OXBAThIBAKOINEE KAk
€IMHCTBEHHOE, TaK M MHOKECTBEHHOE YHCJIO, €CJIU TOJIbKO HWHA4Ye HE YKa3aHO B IaHHOM
JIOKYMEHTE WJIHM 3TO SIBHO MPOTHBOPEYHUT KOHTEKCTY. TEepMHUHBI «COAEPIKAIIUNY, «AMEIOIUII»,
«BKJIFOYAIOIIHUNY U «BKJIOYAIOIIUN B Ce0s» CIEAYET TOJKOBATh KaK OTKPBITIE TEPMUHBI (TO €CTh
O3HAYAKIINEe «BKJIIOYAOIIUN, HO HE OrpPaHHYMBAIOLIUICS»), €CIIM HE YKa3aHO WHOE.
[lepeuncnenne nuamna3oHOB 3HAYEHWH B JAHHOM JOKYMEHTE MPOCTO MPEAHA3HAYEHO ISl TOTO,
9TOOBI CIY>KUTh KPATKUM CIIOCOOOM MHIAMBHUIYAJIbHON CCBUIKH Ha Ka)KJ0€ OTAENbHOE 3HAUCHHUE,
NOTAAA0IIee B ATOT AUAINA30H, €CJIM B JAHHOM JIOKYMEHTE He YKa3aHO HHOE, U KKI0€ OTAEbHOEe
3HaYeHHE BKIIIOYAETCS B OIMCAHME, KaK eciu Obl OHO OBIJIO OTAENPHO YKa3aHO B JAaHHOM
noKyMeHTe. Bce crocoOwl, onucaHHble B JaHHOM JOKYMEHTE, MOTYT ObITh BBIIIOJHEHBI B JIIOOOM
NOAXONALIEM TOpPsIKe, €CIM HHO€ HEe YyKa3aHO B JaHHOM JOKYMEHTE WJIM HHO€ SIBHO He
IPOTUBOPEUYUT KOHTEKCTy. Mcronp3oBaHue J000ro M BCEX MPUMEPOB MM MIUTFOCTPATUBHBIX
bopMyIMpoBOK (HampuMmep, «TaKWX Kak»), TIPENCTABICHHBIX B JAaHHOM JOKYMEHTE,
NpPEAHA3HAYEHO MPOCTO JUIS JIYYLIEr0 OCBELISHUs M300pEeTEHHs U He HajlaraeT OrpaHHYEHHs Ha
00beM U300peTeHsl, eClTu He 3as1BJIeHO nHOe. HU OHO BhIpakeHHe B OMMCAHUH HE TOJKHO OBITh
UCTOJIKOBAHO KaK YKasbIBarollee Ha JIIOOOW He 3asBJICHHBIH 3JIEMEHT KaK CYIIECTBEHHBIH JJIs
NPAKTUYECKOHN pean3ai H300peTeHusI.

[00458] TToHSTHO, YTO BBIIIEHIPUBEIEHHOE MOAPOOHOE OMHMCAHWE U COMPOBOXKIAIOLINE
NPUMEpPBI  SIBJIIFOTCS  TPOCTO  WUIFOCTPATHBHBIMH M HE JOJDKHBI PAaCCMaTPHBATBCS KAk
OrpaHUYMBAIOLINE 00BEM H300PETEHUs], KOTOPBIH OMpPENeNseTcss NCKIIOUUTENBHO MPUIaraeMoin
dopmynoli m300peTeHHsT M €€ SKBUBAJICHTAMU. PasinuuHble W3MEHEHHs W MOAu(HKaImu
PACKPBITBIX BAPHAHTOB OCYLIECTBJICHUS OyIyT OYEBHIHBI [Tl CIIELMAIMCTOB B JAaHHON 00JacTu
TexHUKH. Takue wu3MeHeHHWs W MoAW(UKALMY, BKIOYas 0e3 OrpaHHYEHUs] H3MEHEHUs,
OTHOCALINECS K XMMHYECKUM CTPYKTYpaM, 3aMECTUTENSIM, NPOHM3BOAHBIM, IMPOMEKYTOUHBIM
COCNMHEHMsIM, CHHTE3aM, MpernapartaM Wik crnocodam, Wik JOOyI0 KOMOWHAIMIO TaKUX
U3MEHeHUH 1 MoauduKanuii MPUMEHEHUs] N300PETEeHNs, MOTYT OBbITh ClleJaHbl O3 OTKJIOHEHUs
OT €ro CYIIHOCTH B 00BeMa.

[00459] Bce cchuiku (maTeHTHbIE W HEMATEHTHBIE), YKA3aHHBbIE BBIIIE, BKIIOYEHBI
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NMOCPEACTBOM CCbUJIKU B JAHHYIO IMMATCHTHYIO 3a54BKY. O6CY)KI[€HI/IG OTHUX CCBUIOK MNPE€AHA3HAYCHO
npocto ans 0000LeHNsT yTBep KIEHHH, cleNaHHbIX ux asropamu. He mpusHaercs, 4To Kakasi-
a00 cchbUlKa (MM YacTh KAKOW-TMOO CCBUIKM) OTHOCHTCS K IPENIIECTBYIOLIEMY YPOBHIO
TEXHUKU (MM YPOBHIO TEXHUKHU BOOOIIE). 3asBUTENIb OCTABJSIET 3a COOOM IMPAaBO OCIapHBATh

TOYHOCTb U YMECTHOCTDb LIUTHUPYEMBIX CCBIJIOK.



98

®OPMYIJIA U3OBPETEHUA

1. ®apmaneBTUYECKass KOMIO3ULIUSA, coaep:xkauiast okosuo 150 mr, okosno 200 Mr uim 0K0JI0
300 mr 4-((R)-2-[5-(2-¢pTop-3-merokcudennn)-3- (2-prop-6-TpudropmeTnin-OeH3m)-4-MeTHII-
2,6-nuokco-3,6-nuruapo-2H-mupumunun-1-mi]  -1-peHWIdTUIAMIHO) MACISIHYI0  KHCIIOTY
(Coenunenne A) wiu ee papMalieBTUUECKU MPUEMIIEMYIO COJIb, U aHTHTeIe00pa3yIOIIHi arexT;
IIPU 3TOM yKa3zaHHas (papMaleBTHYeCKasi KOMIIO3ULUS COIEPKUT, IO MeHbIIer mepe, 10 mac.%
Coenunenust A nnu ero papmManeBTHYECKH TIPUEMIIEMON COJH.

2. @apMaLeBTUYECKass KOMIIO3UIUSA MO NI, 1 WK 2, OTIWYAIOIAsICs TEM, YTO YKa3aHHBIN
AHTHUTeJIe00Pa3yIOLIUI areHT MpeaCcTaBisieT co00il BOMOPACTBOPUMYKO COJIb CJIA0OM KHCIIOTHI,
OCHOBAHHE, OCHOBHYIO aMHUHOKHUCJIOTY, OCHOBHYIO COJIb MJIH OCHOBHOM MOJIUMED.

3. ®@apmaneBTuyeckass KOMOO3ULMS MO M. 1 win mo m. 2, OTAMYarowascs TeM, 4YTO
yKa3aHHBIA aHTUTeJIE00PA3YIOIINNA areHT JOMOJHUTEIbHO AEHCTBYET B KaUeCTBE CTAOMIN3aTOPa
ISt yYMEHbIIEHUs oOpa3oBaHus (R)-5-(2-¢pTop-3-meTokcud enmn) -1-(2-¢Top-6-
(Tpudropmerrn)oeH3nn)-6-meTri-3- (2-(2-okconupponuanH-1-ni) -2-peHUI3TUIT) THPUMHUIHH-
2,4(1H,3H)-mnona (Coenunenue B) B yka3aHHOW KOMITO3UIMH OTHOCHTEJIBHO HIEHTHUYHOH B
OCTaJIbHOM KOMIIO3ULIMH 0e3 refieo0pa3yroero areHra.

4. @apmaueBTUYECKAas KOMIIO3MLMSA NO M. 3, OTJUYAKOLIASACA TE€M, YTO YKa3aHHBII
AHTUTENIE00PA3YIOIUI areHT CONEPKUT COJIb IIEIOYHOr0 METaJlIa M OCHOBHYIO COJIb.

5. @apmaneBTHYECKass KOMIIO3ULMSA MO M. 4, OTAWYAIOIIAsCA T€M, YTO YKAa3aHHbBIE COJIb
IIEJIOYHOTO MeTajula MJIM OCHOBHYIO COJb BBIOMPAIOT W3 TPYIMIIBI, COCTOSIIEH M3 KapOoHaTa
HATpus, THApOKapOOHaTa HaTpHs, KapOoHaTa Kanus, ruppokapOoHara kanus, gocharta HaTpus,
THIPOKCHUIA  Kajblus, TyaHUJWHA, TUAPOKCHUAA MarHus, MEMIIOMUHA, NHUIEPUIMHA,
rimoko3aMuHa, nunepasuna wik TRIS (tris hydroxymethyl amino methane) u ux komOuHaum.

6. @apmaneBTHYECKass KOMIO3ULMS MO M. 4, OTIMYAOLIASACSA TE€M, YTO yKa3aHHAsl COJb
IIEJIOYHOTr0 MeTajlia MpeacTaBisieT co0oil kapOoHAT HATPHs, TAKOW Kak MOHOTUApaT kapOoHaTa
HATPUSI.

7. ®apmanieBTUYECKas KOMIIO3MLHUS MO JHOOMy M3 mim. 3-6, B KOTOPOW MacCOBOE
orHomenne CoenuHeHus A win  ero  (¢apMaleBTHYECKH TNPUEMIEMOH  COlMM K
aHTHUreNeodpasyroemMy areHty coctasisier ot okono 0,5:1 mo 20:1 mnm ot okono 1:1 mo 4:1,
Harnpumep, okoJo 2:1.

8. dapmareBTHYECKasT KOMIIO3ULHS MO JI0O00OMYy M3 mil. 3-0, OTJIMYArOmasicss TeM, 4TO
YKa3aHHBIA aHTUTENeO0pa3yIOIUN areHT NMPUCYTCTBYET B KOJHUYECTBE OT OKOJo 5 mac.% 1o
oKoJ10 35 Mac.% ykazaHHOH (hapMarieBTHUECKOH KOMITO3ULIMH, HATIPUMEP, B KOJIMYECTBE OT OKOJIO
10 mac.% 1o okoso 25 mac.% ykazaHHOU (hapMarieBTHUECKONH KOMIIO3HUIIUU.

9. ®@apmaneBTUYEeCKass KOMIIO3WULUS MO JIFOOOMY W3 MPEeAbIAYIINX MyHKTOB,
JOTOJIHUTEIBHO COofieprkaias (a) mo MeHbInel Mepe, OIUH BOJOPACTBOPUMBIN HATIOJTHUTENb WIIN
(b), mo meHbIIEH Mepe, ONUH HEPACTBOPUMBIN B BO/IE€ HAIIOJHUTENb U MOBEPXHOCTHO-AaKTUBHOE
BELIECTBO.

10. @apmaneBTHuUeCKass KOMIIO3UIUS N0 JIOOOMYy U3 MPEABIAYIIMX IyHKTOB,

OTJIMYAIOINASACS TEM, YTO YKa3aHHAsi KOMIIO3ULUS BBICBOOOXKAAET 10 MeHbLIei Mepe okono 80%
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Coenunenns A winn ero papManeBTHUECKH MPUEMJIEMON COJM B TEUEHHE OKOJIO 45 MHH, Kak
u3MepeHo ¢ ucrnoib3zopanueM ycrpoiicrsa USP I, B 900 mn ¢ocdara narpus, pH 6,8, npu 37°C
U CKOPOCTH BpaleHus jonacteit 50 06/MuH.

11. @apmaneBTHueckass KOMIIO3UIUS 1O JOOOMYy U3 MPEABIAYIIMX IyHKTOB,
JOTIOJIHUTEIBHO COZIEpIKallasi, 10 MEHbLIeH Mepe, OANH JTIOOPUKAHT.

12. ®apmaneBTHYeCKas KOMIIO3ULUS IO JIOOOMY W3 NPEAbIIYIIMX IYHKTOB,
OTJIMYAIOIIASACS TeM, YTO YyKa3aHHas (apMaleBTUUECKas KOMIIO3HMLUS MPEACTaBIsieT CcOOOM
TBEPIYIO MEPOPATBHYIO JIEKAPCTBEHHYIO (HOpMY.

13. ®apmaneBTUyeckass KOMIIO3MLMS MO M. 12, OTIHMYAKOLAsACA TeM, YTO YKa3aHHas
TBEpas nmepopayibHasi Gopma T03UPOBAHHMSI IPEICTABISET COOOM TabNIEeTKY.

14. ®apmaneBTryeckas KOMIO3HLMS MO JIFOOOMY W3 MPEAIIECTBYIOLINX IYHKTOB,
OTJMYAIOINASACS TEeM, YTO VKa3aHHas QapMaleBTUYecKass KOMIIO3MLHUS COHEPIKUT COJb
Coenunenus A.

15. ®apmaueBTUUeCKass KOMIIO3ULMSA 1O M. 14, OTAUYaromascs TeM, YTO YKa3aHHas COJb
Coenunenust A npexncrasisier codoit HaTpus 4-((R)-2-[5-(2-¢pTop-3-metokcudennn)-3- (2-grop-
6-TpudTOpMETUNI-OeH3 I )-4-MeTHII-2,0-THOKCO-3,6-auruapo-2H-miupumunus- 1-wmn]| -1-
bennnsTHIaMUHO) OyTHpAT.

16. ®apmanesTrdeckass KOMIO3ULMSA 1O M. 14, OTiM4Yaromascs TeM, 4TO yKa3aHHasl COJb
Coenunenust A npexncrasisier codboit amopduslit Hatpus 4-((R)-2-[5-(2-¢pTop-3-meTokcudennn)-
3- (2-pTOop-6-TpUdTOopMeTHI-OeH3MN)-4-MeTHI-2,6-TUOKCO-3,6-nuruapo-2H-nupumuans- 1 -nin] -
1-pennm TrnamuHo) OyTHpAT.

17. ®dapmaneBTuyueckas KOMMOO3ULMS MO 1.15, OoTiauyaromasics TeM, 4YTO YKa3aHHas
KOMITO3HLIUS TIPH BBEIEHUH B BU/IE€ OTHOKPATHOM A03bI MOMYJBILNH JTI0 el oOecrieunBaeT cpeaHee
3Ha4eHUE Tyaxc, KOTOPOE COCTABISET MeHee 3 4acoB, Hanpumep, oT 0,5 1o 2,0 yacos.

18. dapmanesTuueckast KoMrno3uuus 1o 1. 15, ornnuaromascs rem, uro 4-((R)-2-[5-(2-
¢dTop-3-meTokcupenmn)-3- (2-prop-6-TpudropmeTun-oeH3un )-4-metii-2,6-1HoKCco-3,6-
auruapo-2H-mupumunun-1-un| -1-peHmnsTunamMmuio) OyTHpaT MPUCYTCTBYET B KOJIUYECTBE,
SKBHUBaJEHTHOM 0KoJo 150 mr CoenuHeHust A U yka3aHHasi KOMIIO3ULMS MTPU BBEIEHUU B BHJIE
OJHOKPATHOHM O3Bl U MOMYJISILUU Jofeil obecnieunBaer cpenHee 3HaUeHHE Cyaxe, KOTOPOE
cocTaBiisieT OT okouio 400 Hr/mut 1o okoto 660 Hr/MIT AJist TONYJISIIUN CYObEKTOB-JIFOACH.

19. ®@apmarneBTHYecKast KOMIO3UIUs Mo 1. 15, omnmyaromasicst tem, uto 4-((R)-2-[5-(2-
¢Top-3-meTokcupennn)-3- (2-prop-6-TpudTopmernn-oeH3un )-4-metii-2,6-1HoKco-3,6-
muruapo-2H-mupumunun-1-un]| -1-geHmnsTunamMuio) OyTHpAT MPUCYTCTBYET B KOJIUYECTBE,
SKBHUBaJeHTHOM 0KoJo 150 mr CoenuHeHust A U yka3aHHasi KOMIIO3ULMS NIPU BBEIEHUU B BHUJIE
OITHOKPATHOM JO3bI JJIsl oy isinuu Jiroaei obecneunsaetr B cpeqaeM AUC; ot okoso 1000 Hr
9/mMit 10 okoJio 1600 Hr 4/MIT 1St IOMYJISIUUH CYOBEKTOB-JTFOIEH.

20. ®@apmaneBTHYECKasT KOMITO3UIUS 1O 1. 15, otnmyaromasicst tem, uto 4-((R)-2-[5-(2-
¢dTop-3-meTokcupennn)-3- (2-prop-6-TpudTopmeTnn-oeHs3un)-4-metun-2,6-1uoKco-3,6-
muruapo-2H-mupumunun-1-un] -1-peHmnsTunammuio) OyTHpaT NPUCYTCTBYET B KOJIUYECTBE,

5KBHUBaJIEHTHOM 0KoJIOo 150 mMr CoenuHenust A U yka3aHHasi KOMIIO3ULMS NIPU BBEIEHUU B BHUJIE
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OIHOKPATHOM 103s aJisi momyJisiuuu Jroaeit odecneunaeT B cpenqHeM AUCy ot okosio 1010 Hr
9/Mit 70 okoJio 1610 Hr 4/MiT 1St IOy JISILUH CYOBEKTOB-JTFOIEH.

21. dapmaneBTHUecKasi KOMIO3uLus 1o 1. 15, ormuaromasics: tem, uro 4-((R)-2-[5-(2-
¢dTop-3-meTokcupennn)-3- (2-prop-6-TpudTopmeTun-oensun)-4-metun-2,6-1Mokco-3,6-
auruapo-2H-mupumunun-1-un] -1-peHnnstunammuio) OyTHpaT HNPUCYTCTBYET B KOJIUYECTBE,
SKBUBaJIEHTHOM 0K0JI0 200 Mr CoenvHeHus A, 1 TBepAas nepopanbHast popma J03UPOBAHUS, TIPH
BBEJIEHHU B BHJI€ OJHOKPATHOH O3Bl MOMYJSILUH CyOBEKTOB-TIONIEH oOecrednBaer B CpeIHeM
Cuaxc OT 0k0J10 590 Hr/mi 1o okosio 1100 Hr/MiT it TONYJSIHK CYObEKTOB-JIFOCH.

22. @apmarneBTHYECKasi KOMIIO3UIMS 1o 1. 15, otnmyaromasicst tem, uto 4-((R)-2-[5-(2-
¢dTop-3-meTokcupenmn)-3- (2-prop-6-TpudropmeTnn-oeH3mn )-4-mMmeTiI-2,6-AHOKCO-3,6-
muruapo-2H-mupumunun-1-un] -1-geHmnsTunamMuHo) OyTHpaT NPUCYTCTBYET B KOJIUYECTBE,
SKBHUBaJIECHTHOM OK0JI0 200 Mr CoennHeHus A, U TBepaas nepopaibHas Gopma JO3UPOBAHUS, IPU
BBEJICHUU B BHUJE ONHOKPATHOM JO3BI MOMYJISIUHN CyOBEKTOB-TI0AeH 00eCreunBaeT B CpeIHEM
AUC; ot okomno 1510 Hr w/mi 10 okosto 2980 Hr 4/MJ1 11 TOMYJIALUHN CyOBEKTOB-ITFOEH.

23. @apmarneBTHYECKast KOMITO3UIUS 1o 1. 15, otnmyaromasicst tem, uto 4-((R)-2-[5-(2-
¢dTop-3-meTokcupennn)-3- (2-prop-6-TpudTopmeTnn-oeH3mn)-4-metun-2,6-1HoKco-3,6-
muruapo-2H-mupumunun-1-un]| -1-peHmnsTunamMmuio) OyTHpaT NMPUCYTCTBYET B KOJIUYECTBE,
SKBUBaJIEHTHOM OK0JI0 200 Mr CoennHeHus A, U TBepaasi nepopaibHas Gopma JO3UPOBAHUS, TIPU
BBEJICHUU B BHUZE OAHOKPATHOM O3Bl MOMYJISLUHN CyOBEKTOB-TI0eH 00€CIeunBaeT B CpeIHEM
AUC ot okoso 1520 Hr 9/mi 1o 0kos10 2990 Hr 4/Mi1 1St TOTMYJIALUHN CYOBEKTOB-TIONEH.

24. ®dapmarneBTHYECKasT KOMITO3UIUSA 1O 1. 15, otnuyaromasicst tem, uto 4-((R)-2-[5-(2-
¢dTop-3-meToxkcupennn)-3- (2-prop-6-TpudTopmeTnn-oeHsun)-4-metun-2,6-1Mokco-3,6-
auruapo-2H-mupumunun-1-un] -1-peHnnstunammuio) OyTHpaT HMPUCYTCTBYET B KOJIUYECTBE,
SKBUBaJIEHTHOM 0K0JI0 300 Mr CoenuHeHus A u TBepAas nepopaibHas GopMa JO3UPOBAHUS, TIPH
BBEJIEHUU B BH/I€ OJHOKPATHOH O3Bl MOMYJSILUHN CyOBEKTOB-TIONIEH 0OecrednBaeT B CpeIHeM
Cuaxc 0T okouio 1100 Hr/mi 1o okoj10 1730 HI/Mu 11st TONyJIILUN CYyObEKTOB-TFOIEH.

25. dapmaneBTHUECKass KOMITO3ULUS 1O 1. 15, otnnyaromasicst teM, uyto CoenuHenue A
WU ero (hapManeBTHYEeCKH PUEMIIEMA COJTb IIPUCYTCTBYET B KOJIMUYECTBE, SKBUBAJIEHTHOM OKOJIO
300 mr Coenunenusi A, U TBepzas nepopanbHasi (Gpopma HO3UPOBAHHS NPU BBEACHUU B BHIE
Pa30BOIi 103l MONYJISIIUY JIFoel obecnieunBaeT cpennee 3HaueHue AUC ot okojio 2990 Hr u/mi
10 0koJi0 4670 Hr 9/Mut AJIsl MONYJISILUN CYOBEKTOB-JIFOACH.

26. @apmarieBTHUECKasi KOMIIO3ULMS 1o 1. 15, otnnuaromasicst TeM, uyto CoennHeHue A
WK ero (papManeBTHYECKH IPUEMIIEMA COJIb IIPUCYTCTBYET B KOJMUYECTBE, SKBUBAJIEHTHOM OKOJIO
300 mr Coenunenusi A, U TBepzas nepopanbHasi (Gpopma HO3UPOBAHHS NPU BBEACHWU B BHIE
pa30BoOii 103kl oMy Jisiiuu Jiroaei odecreunsaet cpeqauiit AUCy, ot okosio 3020 Hr 9/MJT 10 OKOJIO
4720 Hr u/MJ 1151 IOMYJISILUAHN JTFOJTEH.

27. ®apmareBTHUYECKass KOMIIO3ULIMA MO JIOOOMY W3 MPEAIIECTBYIOLINX ITYHKTOB,
OTJIMYAIOINASACS TEeM, 4YTO YyKa3aHHAas KOMIIO3ULMS TIPU BBEACHUU CyOBEKTY-)KEHIIHUHE
obecrieunBaeT ObICTpO€ TOAaBIeHHE YpOBHEH moTemHM3upyromero ropmoHa (JIIN) wu

dommukynocrumynupyromero ropmona (OCI).
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28. ®apmareBTHYECKas] KOMIIO3ULIMSA IO JOOOMY W3 TMPEAIIECTBYIOLINX ITYHKTOB,
OTJIMYAIOINASACS TEM, YTO YKa3aHHas (apMaleBTHUECKash KOMIIO3HLHUSA COAEPKUT MEHee ueM
okoJo 0,7% (R)-5-(2-¢pTop-3-merokcudenun) -1-(2-¢prop-6-(Tpudropmernn)oeH3mn)-6-MeTu-3-
(2-(2-oxconupponuauH-1-un) -2-pennnstun) nupumunus-2,4(14,3H)-nuoHa nociae XpaHeHus B
Te4eHue, 10 MeHbINel Mepe, oHOro Mecsua npu 25°C 1 OTHOCUTENbHON BiaxkHOCTH 60%.

29. ®apmarieBTHYECKasi KOMIO3UIMA 1O JI0OoMy M3 . 1-27, OTIMYAIOINAsAcs TeM, YTO
yKa3aHHast (papmaneBTH4eCKass KOMIO3HUILIUS COAEPKUT MeHee YyeM okouio 0,7% (R)-5-(2-¢rop-3-
metokcudenmn) -1-(2-prop-6-(tpudTopmernn)oensmn)-6-metua-3- (2-(2-okconupponuanH-1-
wi) -2-penmnaTin) mupuMmuani-2,4(1H,3H)-auoHa nocie XpaHeHus: OT OJHOTO Mecsilia A0 TPex
MecsieB npu 25°C ¥ OTHOCUTENTBHOM BJAKHOCTH 60%.

30. @apmaneBTHYECKasT KOMITO3UIIHSL, conepkammasi okono 150 mr 4-((R)-2-[5-(2-¢rop-3-
metokcudpenmn)-3-  (2-prop-6-TpudTopmernn-6ensmn)-4-metmn-2,6-a1uokco-3,6-quruapo-2H-
nupuMuanH-1-mn]  -1-¢peHmmdTHIaMHHO) MacisHoW kucioTrel (CoenmHeHme A) wim  ee
dapManeBTHYECKH TPHEMIIEMON COJIM;, W aHTUTeJIeoOpasyroLuil areHT; MPU 3TOM MacCOBOE
cootHomenne CoennHeHuss A wiu ero (GpapManeBTUYECKU MPUEMIIEMON COJIM COCTaBJISIET OT
okoJ10 0,5:1 1o okoso 20:1 unu ot okoso 1:1 go okono 4:1, Hanmpumep, okono 2:1.

31. @apmaneBTHUECKasT KOMITO3UIHSL, conepkamas okono 200 mr 4-((R)-2-[5-(2-¢rop-3-
metokcudpernn)-3-  (2-prop-6-Tpudropmernn-6ensmn)-4-metmn-2,6-auokco-3,6-quruapo-2H-
nupuMuauH-1-mn] -1-¢peHmmTHIaMuHO) MacnsHoM kuciorel (CoennHeHme A) WM ee
bapManeBTHYECKH NPHEMIIEMON COJIM;, W aHTUTeJeoOpasyIoUuil areHT; MPU 3TOM MacCOBOE
cootHomenne CoenuHeHuss A win ero (papManeBTUYECKU MPUEMIIEMON COJH COCTaBJISIET OT
0k010 0,5:1 1o okoso 20:1 unu or okoso 1:1 go okono 4:1, Hampumep, oxkomo 2:1.

32. ®apmarneBTHUYECKas] KOMITO3ULMS, cofepskamas okono 300 mr 4-((R)-2-[5-(2-¢rop-3-
metokcupenun)-3-  (2-prop-6-rpudTopmernn-6eH3ni)-4-mMeTii-2,6-11uokco-3,6-nuruapo-2H-
nupuMuauH-1-un] -1-gpeHmwmdTHIaMuHO) MachsHoM kucioTel (CoenmHeHne A) Wi ee
(apMaleBTHYECKH MPUEMJIEMON COJIM;, W aHTUTeaeo0pasyloUuil areHT; MpU 3TOM MacCOBOE
cootHomeHne CoenuHeHuss A Wi ero (GpapManeBTUYECKH MPUEMIIEMON COJIM COCTaBJISIET OT
okoJ10 0,5:1 1o okoso 20:1 unu ot okoso 1:1 go okono 4:1, Hanmpumep, okoso 2:1.

33. ®apmaneBTUYECKasT KOMITO3UIUS MO JF0OoMy u3 min. 30-32, OTIIMYArIIAsICS TEM, YTO
AHTHUTENIEO0PA3YIOIUM areHTOM SIBJIIETCS] KApOOHAT HATPHUSL.

34. dapmaneBTHUECKass KOMIO3ULUS MO NM. 33, OTIMYAKOLIAACS TEM, YTO OTHOLICHHUE
macchl CoenuHeHnss A i ero (apMauLeBTHYECKU NPUEMIIEMOH COJNM K KapOOHAaTy HaTpus
COCTaBJISIET OKOJIO 2:1.

35. ®apmaneBTHyecKas KOMIO3ULMS 1o JoOomy u3 mm. 30-34, HOMONHUTETHHO
cojiepsKaliiasi BOJOPacTBOPUMBII HAITOJHUTEb.

36. @apmaneBTHUYECKas KOMMO3ULMS 1o JoOomy u3 mm. 30-34, HOMONHUTETHHO
cojieprKalliasi HepaCTBOPUMBIN B BOZI€ HAIIOJIHUTENb U TOBEPXHOCTHO-aKTUBHOE BEIECTBO.

37. ®apmaneBTHUeCcKas KOMIO3ULMSA 1Mo JoOomy u3 mm. 30-36, AOMOJHUTETBHO
cojieprKallasi CBsI3yolee.

38. dapmaneBTHYecKkass KOMIO3ULUA MO M. 37, OTIMYAOLIAsCS TE€M, YTO YKa3aHHOE
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CBSI3YIOIIEE MPENCTABISAET COOOH MONMBUHIIITUPPOIHUIOH.

39. ®apmaneBTUYECKasT KOMITO3UIUS M0 JTI00oMy U3 mir. 30-38, OTIMYaroIasicst TeM, YTO
yKa3aHHasl (papmareBTHUecKas KOMIIO3ULIUS conepskuT conb CoenuHeHns A.

40. dapmaneBTHYECKass KOMIO3ULMSA 1O 1. 39, OTINYAIOLIAsCS TE€M, UYTO yKa3aHHasl COJb
Coenunenust A npencrasisier codoit Hatpus 4-((R)-2-[5-(2-¢pTop-3-merokcudennn)-3- (2-dprop-
6-Tpudropmerni-6en3mn)-4-metnin-2,6-11okco-3,6-aurunpo-2H-nmupumuans- 1-m| -1-
bennnsTHIAMUHO) OyTHpAT.

41. ®apmaneBTUYECKAs] KOMIIO3ULIUSA, COAEPIKAIIAs:

ot okojio 20 no okojo 50 mac.% 4-((R)-2-[5-(2-¢prop-3-meTokcudenmn)-3- (2-grop-6-
TpudTopmMeTHI-OeH3MT)-4-MeTHII-2,6-110KCO-3,6-nuruapo-2H-nupumuans- 1 -u| -1-

(beHrmTTHIAMUHO) MacsTHOMs Kucyotsl (CoennHenne A) it ee papmMarieBTUIeCKH IpUeMIIeMON

COJIY;

CBS3YIOLIEE,

aHTHUTeJIeO0Pa3yIOLIUI areHT, u

BOJIOPAaCTBOPUMBII HAIOJIHUTEIIb.

42. ®apmaueBTHUYECKass KOMMO3ULMUA MO I. 41, OoTnHYaroascs TEeM, YTO YKa3aHHOE
CBS3yIOIIEE  BBIOPAHO W3 TPYMIBI, cocrosimed U3 MOJUBUHUIIHUPPONUAOHA,
TUAPOKCUMETHUIIIP OMUIILIEJUTFOI03bI (T'TIMLY), TUAPOKCUTTPONUIISTUIILEIUTFOJIO3BI,

MUKPOKPUCTAJUTMIECKON LIEJUTIONIO3BI, KpaxMajia U UX KOMOWHAIINH.

43. @apmaueBTUYECKass KOMIIO3ULMA NO H. 41, OTIMYaroascss T€M, YTO YKa3aHHOE
CBSI3YIOLLEE CONEPIKUT MOJUBUHUITUPPOIUIOH.

44, ®dapmaneBTHYECKasi KOMITO3ULUS 110 JF0OoMy U3 mil. 41-43, oTinyaromasicst Tem, 4To
yKa3aHHOE CBSI3YIOIIee MPUCYTCTBYET B KOJMUECTBE OT okoJio 1 1o okoso 10 mac.%.

45. dapmaneBTHYECKass KOMIIO3UIMS 10 JIEOOOMY 13 il 41-44, OTIHMYAOIasACs TeM, YT
yKa3aHHBIA aHTUTeIe00pa3yIOLIMii areHT COAEPIKHUT COJIb LISIOYHOrO METajljia WIH OCHOBHYIO
COJIb.

46. @apmaLeBTUYECKAs] KOMITO3UIMSA MO M. 45, OTJIMYaroLasicsl TeéM, YTO YKa3aHHbIE COJTb
HIEJIOYHOTO MeTaJljla WM OCHOBHYKO COJIb BBIOMPAIOT W3 TPYIIIBI, COCTOsIIENH M3 KapOoHaTa
HATpUs, THApOKapOOHATa HATpHs, KapOoHaTa Kanus, runpokapOoHara kamus, ¢ocharta HATPuUs,
TUAPOKCUAA KaiblUs, TyaHUIWHA, THIPOKCHAA MarHus, MENIIOMUHA, MUIEePUINHA,
TIIFOKO3aMuHa, munepasuaa uian TRIS u ux koMOuHamH.

47. ®dapmaneBTHUECKass KOMIO3ULUA 0O M. 41, oTauyaromasics TeM, YTO YKa3aHHBIN
AHTHUTeJIeOOPa3YIOUINI areHT CONEP:KUT KapOOHAT HATPHsI, TAKOH Kak MOHOTHIpaT kKapOoHaTa
HaTpUsl.

48. DapmareBTHIECKasT KOMITO3ULUS 1O JJF0OoMy U3 mil. 41-47, OTIMYaromasicst TeM, 4TO
yYKa3aHHBIH aHTUTeNIe00Pa3yIOIINiA areHT MPUCYTCTBYeT B KoindectBe oT okosio 10 mac.% mo
okoJio 25 mac.%.

49. dapmaneBTHIECKasT KOMITO3ULUS 110 JE0OoMy U3 mil. 41-48, oTiM4aromasicst Tem, 4To
BOJIOPACTBOPUMBIN HAIOJHUTENb COAECPKUT MAHHUT U MPEKETATUHU3UPOBAHHBIN KpaxMall.

50. dapmarneBTHUECKasT KOMIIO3UIIHS 110 JitoOoMy u3 il 41-49, oTnuyaromascs TeM, 4To
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BOZIOPAaCTBOPHUMBII HAIMOJHUTENb MIPUCYTCTBYET B KojaudecTse OoT okojo 30 mac.% no okono 50
mac.%.

51. ®apmaneBrudeckass KOMIO3ULIMS Mo JoOoMmy um3 mm. 41-50, AOmMONHUTENHHO
coxeprkamasi oT okojo 1 no okono 5% mrobpukaHTa.

52. ®apmareBTuUecKasi KOMIO3ULMA IO M. 51, OTIIMYAKOIIASCS TeM, YTO JTIOOPHKAHTOM
SBJIIETCS CTeapaT MarHus.

53. ®apmaneBTHUeCKass KOMIIO3ULUS MO JI000My U3 ml. 41-52, oTIHyaromasics TeM, 4To
yKa3aHHast (hapMaleBTHYECKasi KOMIIO3HULIMS MPEACTABIISET COOO0H TBEPAYIO EPOPANIbHYIO (GOpMyY
NO3UPOBAHUSL.

54. ®apmaieBTHUECKasi KOMIO3ULMS MO M. 53, OTJIMYArolascs TeM, YTO yKa3aHHas
TBEpasi nmepopayibHasi Gopma T03UPOBAHHMS IPEICTABISET COOOM TabIEeTKY.

55. ®apmarneBTHUeCcKass KOMMIO3ULMS MO M. 54, OTAMYArOLIasCs TE€M, YTO yKa3aHHas
TabJIeTKa CONEPIKUT IJICHOYHOE MOKPBITHE.

56. ®apmareBTHYECKas] KOMIIO3UIIHS 1O JitoOoMy m3 M. 41-55, oTnudaromascst TeM, 4To
yKa3aHHas (papmaneBTHUECKass KOMIIO3ULIUS COnepkuT cosb CoenuHeHns A.

57. ®apmaneBTHYECKasi KOMIIO3ULMS O . 56, OTJIIMHAOINAsACS TEM, YTO YKa3aHHAs CONb
Coenunenust A npencrasisier coboit Hatpuii 4-((R)-2-[5-(2-¢prop-3-merokcudenmn)-3- (2-grop-
6-TpudTopMeTUN-OeH3 I )-4-MeTHII-2,0-THOKCO-3,6-auruapo-2H-mupumunus- 1-wum]| -1-
bennnyTHIaMUHO) OyTHpAT.

58. ®apmaneBTUYECKasi KOMIIO3ULMS T10 I1. 56, OTJIMYAOINAsACS TEM, YTO YKa3aHHAsl COJb
Coenunenust A npencrasnsier codoit amopdubiii HaTpuii 4-((R)-2-[5-(2-¢prop-3-merokcudennn)-
3- (2-pTop-6-TpUdTopMeTHI-OeH3MN)-4-MeTHI-2,6-T1UO0KCO-3,6-nuruapo-2H-nupumuaus- 1 -un] -
1-peHmmTHIAMUHO) Oy THPAT.

59. TBepmnas nepopaibHas GopmMa JO3UPOBAHUS, COAEPIKAILAS:

okoino 33,2 wmac.% Hatpuii 4-((R)-2-[5-(2-prop-3-meTokcudenun)-3- (2-grop-6-
TpudropmeTHI-OeH3UT)-4-MeTHIT-2,6-110KCO-3,6-nuruapo-2H-nupumuans- 1 -u| -1-
bennnsTHIAMUHO) OyTHpATa,;

ok0J10 16,7 Mac.% Cou IEeJOYHOTO MeTajlia;, U

okoJio 51,1 mac.% oxHOro uiau OONBIIEr0 KOJIMYECTBA HATOJTHUTEIEH.

60. Teepmast mepopaybHasi (opMa AO3UPOBAHUS MO M. 59, OTIMYAKOLIASICS TEM, YTO
yKa3aHHbIE OJMH WIH OOJbIIee KOJUYECTBO HAMOJHUTENEH COmepiKaT CBS3YHOIIEe,
BOJIOPACTBOPHUMBIH HATIOJHUTENb, IIOOPUKAHT U IUICHOYHOE TIOKPBITHE.

61. Teepnast mepopasbHasi popma JO3UPOBAHUS, COAEPIKAIIAS

okono 33,2 wmac.% Hatpuii 4-((R)-2-[5-(2-prop-3-merokcudenmn)-3- (2-grop-6-
TpudTopmMeTHI-OeH3MT)-4-MeTHII-2,6-a110KCo-3,6-nurunpo-2H-nmupumuans- 1 -ui)| -1-
benmmsTHIAMUHO) OyTHpaTa,;

ok0J10 2,9 Mac.% CBS3YIOLIEro;

okoJ10 16,7 mac.% conu meIoYHOTro MeTaa,

okoJ10 41,6 Mac.% BOIOPACTBOPUMOIO HAIIOJHUTENS,

okoJo 1,8 mac.% moOpukaHra; u
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okoJ10 3,8 Mac.% MJIEHOYHOTO MOKPBITHSI.

62. Teepnast mepopanbHast (GopMa AO3UPOBaHUS MO M. 61, OTIMYAOLIAsICS TEM, YTO
yKa3aHHOE CBSI3YIOLIEe MPECTABIAET COOOH MOTUBUHIIITUPPOIUIOH.

63. Trepaas nepopaibHas ¢popma A03upoBaHus No . 61 uim 62, oTIHYaroLIasiCs TeM,
YTO yKa3aHHas COJIb IIEJIOYHOIO MeTajia MpenacTaBiseT coOoil kapOOHAT HAaTpus, TakOH Kak
MOHOTHApAT KapOOHaTa HATPUS.

64. Teepnast nepopainbHas popmMa JO3UPOBAHUS 1O JOOOMY 13 M. 61-63, oTinHYaromasAcs
TE€M, 4YTO YKa3aHHbI BONOPACTBOPUMBII  HAMOJHUTENb COAEPKUT MAHHHUT  W/MJIH
NpeKeTaTHHU3UPOBAHHBINA KpaxMal.

65. Tepnast nepopanbHas GopmMa JO3UPOBAHHS IO 1. 64, OTIIMYAIOIIASICS TEM, YTO TBEPHAs
nepopayibHasi (opma JO3UPOBAHUS CONEPKUT OKoJo 32 mac.% MaHHUTa U OKOJo 9 mac.%
MPEKENATUHU3UPOBAHHOIO Kpaxmala.

66. TBepaast nepopanbHas popma JO3UPOBAHUS 1O JIOOOMY U3 M. 61-65, oTnHyaromasics
TEM, YTO YKa3aHHBIM JIOOPHKAHTOM SIBJIIETCS CTEapaT MarHusl.

67. TBepnast nepopanbHas popma JO3UPOBAHUS O JIOOOMY U3 M. 61-66, oTinHyaromasics
TE€M, 4YTO VyKa3aHHas ¢opMa [O3MPOBAHUS COHEPKUT BHYTPHUIPAHYJSIPHYIO YacTb H
BHEILIHEIPAHYJISIPHYIO YaCTh.

68. @apmaueBThueckas Kommnosuuus, copepxkamas CoenuHenune A uiIM  €ro
dapmanesTruecku npuemiieMyro cosib 1 Coennaenne B wiu ero conb; pu 3tom CoennHenne A
npeacrasisier coboit  4-((R)-2-[5-(2-¢prop-3-merokcudenun)-3-  (2-prop-6-rpudTopmer-
6ensun)-4-metun-2,6-nuokco-3,6-nurunpo-2H-mpumunus- 1-um| -1-pennmsTHIaMuHO)
macisiHyo kucnoty; Coenunenue B npencrasiser co6oii (R)-5-(2-¢prop-3-merokcudennn) -1-(2-
drop-6-(TpudTopmernn)oen3nn)-6-metun-3-  (2-(2-okconuppoauauH-1-mn)  -2-GeHUIITHII)
nupumunus-2,4(1H,3H)-nuon; u Coenunenne B mpucyTCTByeT B yKa3aHHOM KOMIIO3ULMM B
KoJm4ecTBe MeHee yeM okoJio 0,7mac.%.

69. ®@apmaneBTHYECKas KOMIO3UIMS 110 1. 68, orTiaudaromiascs teMm, uro CoenuHenne B
NPUCYTCTBYET B YKa3aHHOM KOMIIO3MLIUU B KOJU4YecTBe MeHee ueM okosio 0,7 mac.% mocre
XpaHEHUs B TE€UEHUE, N0 MEHBILEH Mepe, OMHOIO MecCsLa, 10 MEHbILEeH Mepe, ABYX MECALEB WIH,
10 MeHblIel Mepe, mectu Mecsiues Mpu 25°C 1 OTHOCUTENBHO BiaxkHOCTH 60%0.

70. Cnoco0 ne4yeHHsT SHAOMETPHO3a, BKIIOYAIIUN BBeneHHE (apMarieBTUIECKON
KoMro3uiuu 1o mm. 1-58 wim . 68-69 win TBepaoi nepopanbHO (HOPMBI TO3UPOBAHUS IO I
59-67 Hy:xnar1memMycs B 5TOM NALUEHTY.

71. Croco® ne4deHHMsT MHOMBI MAaTKH{, BKJIIOYAOIUN BBeAeHHE (apMarleBTHIECKON
KoMro3uuu 1o mm. 1-58 v . 68-69 wiu TBepaoi nepopanbHO (HOPMBI TO3UPOBAHMUS TIO I
59-67 Hy:xnarimemycs B 5TOM NALUEHTY.

72. Cmoco® ofecriedeHUss YaCTHYHOTO WMJIM MPAKTHYECKH TMOJHOTO IOJABJICHUS
3CTpaauoia y MAalMEeHTKH C 3HAOMETPUO30M, MHOMOH MATKH, CHUHAPOMOM IOJMKHUCTO3HBIX
stmaHUKOB (CITKA) nnm aneHoMIO30M, BKITIOUAIOLIHN BBeACHIE (hapMaLleBTHYECKON KOMIIO3HIIHU
no nm. 1-58 wnu nm. 68-69 wnu TBepmol mepopaibHON (OpMBI A03UpOBaHUA MO nm 59-67

HY>KJAIOIIEMYyCsl B 5TOM MaLUEHTY.
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73. Criocol o 1. 72, B KOTOPOM YPOBEHb 3CTPAANOIA Y TALIUEHTKU COCTABJISIET MEHEE YeM
okoJ10 50 nr/mu.

74. Crioco0 o 1. 72, B KOTOPOM YPOBEHb 3CTPANOIIA Y TALIUEHTKU COCTABJISIET MEHEe YeM
okoJ10 20 nr/mu.

75. Cnoco0 Je4eHWs: HEAOMHHAHTHOTO aJ€HOMHO3a WJIM CHMITOMATHYECKOTrO
aJIeHOMHUO03a, BKJIIOYAKOIIUN BBEeHHE (papMalleBTUYECKON KOMMO3uLuu 1o . 1-58 wiu rm. 68-
69 win TBepAOH mepopaibHOI (OpPMBI NO3MPOBaHUS MO NN 59-67 HyKAAKOIIEMYCS B 3TOM
MaUeHTy.

76. Cnocob mo . 75, B kotropoMm Coenunenne A no3upyror 300 Mr 1Ba pasa B JeHb WIH
600 Mr oguH pa3 B 1€Hb.

77. Cnocod mo m 75, B KOTOPOM HYKAAOIIEMYCS B 3TOM MAIUEHTy BBOISAT
JOTOJIHUTEIBHYIO TEPAIUI0 MPUKPBITHS, BBIOPAHHYIO M3 TPYIIbI, COCTOSIIEH M3 3CTPaguoIa,
HOP3THUHJPOHA WJIU UX COJIEH.

78. Criocob mo ymodomy w3 mm. 77, oTaudaromuiicss Tem, uto 1 mr sctpanuona, 0,5 mr
arieraTa HOp3TUHAPOHA WIIM UX KOMOWHAIIMY BBOAST OJMH Pa3 B I€Hb MAL[HEHTaM, HY KIAFOIIIIMCS
B 3TOM.

79. Cnocod mo m. 75, B KOTOPOM JieU€HHE HEIOMHHAHTHOTO aJ€HOMMO3a WU
CUMITOMATHUYECKOr0 aIEHOMHUO03a BKJIOYAET:

CHuXeHHe CHIIbHBIX MEHCTPYaJIbHBIX KpOBOTEUeHNH 110 <80 Mi/mMec co cHmkeHueM >50%
OT HaYaJIbHOTO YPOBHs MeHCTpyanbHOH kposornorepu (MKII) Ha 6-ii mecs;

Knunnuecku 3HaunMoe cHkeHue (onpenpernsemoe kak >30% CHIKEHHE OT HadaJbHOTO
ypoBHsi) Oonu B oOnacTu Ta3za Ha 3-# MecsL;

CHukeHue CUIIbHBIX MEHCTPYaJIbHBIX KpoBOTEeUeHUH 10 <80 mi/mMec co cHmkeHueM >50%
oT HayanbHOro ypoBHs MKII Ha 3-ii mecs;

CHIkeHne CHITbHBIX MEHCTPYaJIbHBIX KpoBOTeueHHH 10 <80 mi/mMec co cHrkeHueM >50%
oT HauanbHOro ypoBHss MKII Ha 12-i1 mecsw;

Knunnuecku 3HaunMoe cHKeHue (onpenenseMmoe kak >30% CHIDKEHHE) OT Ha4aIbHOTO
ypoBHst 001 B 00J1aCTH Ta3a Ha 6-i MeCsILI;

Cpennee ymenbinenue oobema MKIT OT HCXOIHOTO YPOBHS IO CPABHEHUIO ¢ TLIALE00;

[TonaBieHne KPOBOTEUEHHUS KAK OMPENEJICHO 10 aMeHOpee +/- MOsIBICHUE TISATEH,

IlopaBneHne MeHCTpyaJbHBIX CIA3MOB, KOTOpbIE MPOJOJIKAIOTCS B TEYEHHE BCEro
MEHCTPYaJIbHOTO NepUOJIa;

VYMmenbenne 6011 BO BpeMst MOJIOBOTO aKTa; WIIH

VYMeHblIeHHEe CI'YCTKOB KPOBH, KOTOPBIE MPOXOST BO BPEMsI MEHCTPYaLlUU.

80. Criocob yeueHust CHIIbHOTO MEHCTPYAJIbHOTO KPOBOTEUYEHHUS U O0n B 00J1acTH Ta3a y
JKEHIIMHbI C CUMITOMAaTHYECKUM aJ€HOMHO30M, BKJIIOYAIOIIUN BBEAECHHE (papMarieBTHIECKON
KOMITO3ULINH, coaepskamieii okoyno 300 mr skBuBanenta CoeauHeHus A, Mpu 3TOM yKa3aHHas
KOMIIO3ULIMS COAEPIKUT:

okoino 33,2 wmac% wHarpua 4-((R)-2-[5-(2-¢prop-3-merokcudenun)-3- (2-prop-6-

TpudTopmMeTHI-OeH31T)-4-MeTHII-2,6-a110KC0-3,6-nurunpo-2H-nupumuans- 1 -uin| -1-
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bennnsTHIAMUHO) OyTHpaTa,;

okoJ10 16,7 Mac.% conu 1eNovYHoro MeTala;, u

okoimo 51,1 wmac.% oxHOro wiau OONBIIErO KOJWYECTBA HAINOJHHUTENIEH, NpUYeM
HATIOJIHUTENN CONIEPIKaT CBA3YIOIIee, BOJOPACTBOPUMBIN HATIONHUTEND, TFOOPUKAHT U IJIEHOYHOE
MOKPBITHE.

81. Criocod no n1. 80, BKIIFOYAOLIWHN:

okoino 33,2 wmac.% wHarpus 4-((R)-2-[5-(2-prop-3-merokcudenun)-3- (2-grop-6-
TpudropmeTHI-OeH3UT)-4-MeTHII-2,6-110KCO-3,6-nuruapo-2H-nupumuans- 1 -u| -1-
bennsTHIaMUHO) OyTHpaTa,;

ok0J10 2,9 Mac.% CBSI3YIOLIErO;

okoJio 16,7 mac.% coJu IEeOYHOTO METAJIA,;

okoJ10 41,6 mac.% BOIOPACTBOPUMOIO HAIIOJIHUTENS,

okoJo 1,8 mac.% mobpukaHTa; u

okoJ10 3,8 Mac.% MIIEHOYHOTO MOKPBITHSL.

82. Cmocob mo m.80, B KOTOpPOM JieWeHHE, IOMOJTHHUTENHPHO BKIKOYAIOIIEe TEPAIHIO
NPUKPBITHS], BEIOUPAIOT M3 TPYIIIbL, COCTOSIIECH M3 3CTPAAHNOIA, alleTaTa HOPITHHAPOHA WA UX
KOMOWHAIIHIA.

83. Crtoco no 1. 82, OTIMYArOIIMICS TeM, YTO YKa3aHHAs T€PaIus MPUKPHITHS BKIFOYAET
1 Mractpaguona, 0,5 Mr anerata HOP3TUHAPOHA HIIM X KOMOWHAIIMY M OTIMYAIOIIUICS TEM, UTO
yKa3aHHasl Tepanus NPUKPBITUS BBOAUTCSA OAMH Pa3 B IeHb NMNALIMEHTaM, HY>KIAIOIINUMCS B 5TOM.

84. Cnocob mo n. 80, OTIMYAIOIIMIICS TeM, UTO JIeYeHHE CUMITTOMATUYECKOTO aIeHOMHO3a
BKJIFOUAET:

CHukeHue CUIIbHBIX MEHCTPYaJIbHBIX KpoBOTEeUeHUH 10 <80 mi/mMec co cHmkeHueM >50%
OT Ha4aJbHOTO YPOBHsI MEHCTpyaibHOI kpoBonotepu (MKII) Ha 6-if mecsiL;

Knuandeckn 3HaunMoe cHukeHue (onpenensiemoe kak >30% CHMKeHHE OT Ha4alIbHOTO
ypoBHsi) Oonu B o0nacTu Ta3a Ha 3-i MeCsIL;

CHuKeHue CUITbHBIX MEHCTPYaJIbHBIX KpOBOTeUeHHH 10 <80 Mi/Mec co cHmkeHueM >50%
oT HauanpHOro ypoBHsi MKII Ha 3-ii Mecsr,

CHuKeHne CUITbHBIX MEHCTPYaJIbHBIX KpOoBOTeUeHHH 10 <80 Mi/Mec co cHmkeHueM >50%
ot HavanbpHOro ypoBHs MKII Ha 12-11 mecsw;

Knunnuecku 3HaunMoe cHIKeHue (onpenenseMoe kak >30% CHIDKEHHE) OT Ha4aJIbHOTO
ypoBHst 00 B 001aCTH Ta3a Ha 6-i MecCsIL;

Cpennee ymenbienue oorema MKII OT HCXOHOTO YPOBHS IO CPABHEHUIO ¢ TUIALE00;

[TonaBieHne KPOBOTEUEHHUS KAaK ONPENEIICHO 10 aMeHOopee +/- MOsIBICHUE TISATEH,

IlopaBneHne MeHCTpyajbHBIX CIA3MOB, KOTOpbIE MPOJOJIKAIOTCS B TEYEHHE BCEro
MEHCTPYaJIbHOTO NEpUOJIa;

VYmenblenne 6011 BO BpeMs IOJIOBOTO aKTa; WIIH

YMeHblIeHHE CI'YCTKOB KPOBH, KOTOPBIE MPOXOASAT BO BPEMsI MEHCTPYaLlUU.

85. Criocob neveHus: CHIIbHOTO MEHCTPYAJIbHOTO KPOBOTEUEHUs U 00K B 00J1acTH Ta3a y

JKCHIIMHBI C HECAOMHHAHTHBIM aACHOMHO30M, BK.]'II-OLIaI-OH_II/Iﬁ BBCACHUC (l)apMaHeBTquCKOﬁ
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KOMITO3ULINH, coaepskamieii okoyno 300 mr skBuBaneHta CoeauHeHus A, Mpu 3TOM yKa3aHHas
KOMIIO3ULIMS COAEPIKUT:

okoino 33,2 wmac.% Harpuii 4-((R)-2-[5-(2-prop-3-merokcudenun)-3- (2-prop-6-
TpudTopMeTHI-OeH31T)-4-MeTHII-2,6-A10KC0-3,6-nurunpo-2H-nupumu - 1-uin| -1-
dennnsTHIAMUHO) OyTHpaTa,

okoJio 16,7 mac.% Cou IEeNOYHOro MeTaja, 1

okouo 51,1 mac.% ogHOro Min GOJBLIErO KOINYECTBA HAIOJIHUTEIIeH, TPUYeM yKa3aHHbIe
HATIOJIHUTEITH CONEPIKaT CBS3YIOIee, BOMOPACTBOPHMBII HATIONHUTENb, TFOOPUKAHT U IJIEHOYHOE
MOKPBITHE.

86. Cioco0 1o 11. 85, BKIIFOYAFOIIUIA:

okoino 33,2 wmac.% Hatpuii 4-((R)-2-[5-(2-prop-3-merokcudenmn)-3- (2-grop-6-
TpudTopmMeTHII-OeH3MT)-4-MeTHII-2,6-110KCO-3,6-nuruapo-2H-nupumuans- 1 -ui)| -1-
(beHmTUIAMIHO) OyTHpaTa;

okoJ10 2,9 Mac.% CBSI3yIOLIEro;

okoJio 16,7 mac.% CoJHU IIEeOYHOTO METAJNIA,;

okoJ10 41,6 mac.% BOIOPACTBOPUMOIO HAIIOJHUTENS,

okoJo 1,8 mac.% mobpukaHra; u

okoJ10 3,8 Mac.% MJIEHOYHOTO MOKPBITHSIL.

87. Cnocod mo m. 85, B KOTOPOM JieUeHHE, MOTOJHUTENbHO BKIFOYAOIIEE TEPAIHIO
NPUKPBITHS, BEIOUPAIOT M3 IPYIIIbL, COCTOSIIEH M3 3CTPAAMOIA, alleTaTa HOPITUHAPOHA WIN UX
KOMOWHAITHH.

88. Criocob mo 1. 86, B KOTOPOM Tepanus MPUKPBITUS BKIOUaeT 1 mr actpaguona, 0,5 mr
arerata HOPITUHIPOHA WM UX KOMOWHALIMK, ¥ B KOTOPOM Tepanusi IPUKPBITHS BBOIUTCS OIUH
pa3 B A€Hb NALIMEHTaM, HY>KAAKOIIUMCS B TOM.

89. Cnocob o 1. 85, B KOTOPOM JieueHHe HEAOMHHAHTHOTO aIECHOMHO03a BKJIOYAET:

CHuKeHue CUITbHBIX MEHCTPYaJIbHBIX KpOBOTEeUeHHH 10 <80 mi/mMec co cHImkeHueM >50%
OT HaYaJIbHOTO YPOBHsI MeHCTpyasbHOI kpoBonotepu (MKII) Ha 6-if mecsi;

Knunnuecku 3HaunMoe cHkeHue (onpenessiemMoe kak >30% CHIKEHHE OT HavaJbHOTO
ypoBHsi) Oou B o0sacTu Ta3a Ha 3-i MeCsL;

CHuKeHne CHITbHBIX MEHCTPYaJIbHBIX KpoBOTeUeHHH 110 <80 Mi/mMec co cHmkeHneM >50%
oT HadanpHOro yposHst MKII Ha 3-ii MecsL;

CHuxeHue CUITbHBIX MEHCTPYaJIbHBIX KpoBOTEeUeHHH 110 <80 Mi/Mec co cHmkeHneM >50%
oT HauanbHOro yposHst MKII Ha 12-11 mecsw;

Knunnuecku 3HaunMoe cHUKeHue (onpenenseMoe kak >30% CHIDKEHHE) OT Ha4aJIbHOTO
ypoBHst 601 B 001aCTH Ta3a Ha 6-i MecsIL;

Cpennee ymenbienue oorema MKII OT HCXOHOTO YPOBHS IO CPABHEHUIO ¢ TUIALE00;

[TonaBieHne KPOBOTEUEHHUS KAaK ONPENEJICHO 10 aMeHOpee +/- MOsIBICHUE TISATEH,

IlopaBneHne MeHCTpyaJbHBIX CIA3MOB, KOTOpPbIE MPOJOJIKAIOTCS B TEYEHHE BCEro
MEHCTPYaJIbHOTO NePUOJIa;

YMmenbiueHue 0011 BO BpPEMsI ITOJIOBOT'O aKTa, UIIH
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YMEHBIIEHHE CIYCTKOB KPOBH, KOTOPBIE MPOXOAAT BO BPEMsI MEHCTPYaLIUH.

90. Cnocob neueHust OONH, CBSI3aHHOW C 3HAOMETPHO30M, KOTODPBIH OMOJHHUTEIHHO
CHIDKAET yTOMJIIEMOCTDb Yy MALMEHTOB C SHAOMETPUO30M OT YMEPEHHOU N0 TSKEJION CTEIEHH,
NpUYeM YKa3aHHBIM croco0 BKIIOYAET BBeneHHe (papMalleBTUYeCKON KOMMO3MUMHU 1o mm. 1-58
wid nmn. 68-69 wnu TBepAoW mnepopaibHOR (GopMbl m0O3UpOBaHUA MO nm. 59-67 mauueHTy,
HY>KJIAIOIIEMYCsl B 5TOM.

91. Cnocob mo 1. 89, B kotopoMm CoennHerne A no3upyroT 1o 150 Mr oguH pas B J1€Hb,
200 mr nBa pasa B neHb, 300 Mr aBa pasa B aeHb win 600 Mr OUH pa3 B JI€Hb.

92. Crnocod mo m. 89, B KOTOpPOM JieUe€HHUE, AOMOJHHUTEIbHO BKIIOYAIOIIEE TEPAITUIO
NPUKPBITHS, BEIOUPAIOT M3 TPYIIIbI, COCTOSIICH M3 SCTPAAMOIA, alleTaTa HOPITHHAPOHA WA UX
KOMOUWHAIHUH.

93. Cnocob neueHust OOJNH, CBSI3AaHHOW C HHAOMETPHO30M, KOTOPBIH IOMOJHHUTEIHHO
YMEHbLIAeT NMpPUMEHEeHHEe 00e300JIMBAIOIINX TMPENapaToB y MALMEHTOB C SHIOMETPHO30M OT
YMEpPEHHOH IO TSDKENOW CTENMeHH, MpU 3TOM VKA3aHHBIA CHOCO0 BKIIIOYAET BBEICHHE
¢dapmaneBTHIeCKOH KOMMO3UIMK 1O m. 1-58 mmu mm. 68-69 mnm TBepnoit opaibHOH (GOpMBI
03UpOBaHus Mo . 59-67 mauueHTy, Hy>KJAIEMYCs B 5TOM.

94. Criocob o 1. 91, B kotopoMm Coenunenne A BeomsaT no 150 mr oguH pa3 B nenb, 200
MT ABa pasa B AeHb, 300 mr aBa pasa B 1eHb win 600 Mr OIUH pa3 B A€Hb.

95. Cnocod mo m. 92, B KOTOPOM JieUeHHE, AOIOJIHHUTENbHO BKIIOYAET TEPAITHIO
NPUKPBITHS, BHIOPAHHYIO M3 TPYIIIBL, COCTOSIIEN U3 3CTPAANOIIA, alleTaTa HOPITUHAPOHA HITH UX
KOMOMHAIH.

ITo noBepennocTn
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