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OIINCAHUE U30BPETEHUA
2420-562242EA/20
TEPAINIEBTUYECKUUN ATEHT JJISL IEYEHUSA I''TAYKOMBI, COZ[EP)KAI].[I/IfI
ATOHUCT FP-PEIENITOPOB U 3-BJIOKATOP

YpoBeHb TEXHUKHU, K KOTOPOI OTHOCHUTCS] H300peTeHHE

[0001]

Hacrosimmee wu3o0pereHne B ONHOM BAapUAHTE OCYINECTBJICHHS OTHOCHUTCS K
TEepPaNeBTUYECKOMY CPEACTBY OT IMIAyKOMBI, cofepkalieMy aronuct FP-penentopos B kauecTse
AKTUBHOI'O MHTPEAUECHTA, aAallTUPOBAHHOI'O AJIs1 BBECACHHA B KOM6I/IHaLII/II/I C B-6HOKaTOpOM, rae
aronuct FP-pernientopoB mpencrasisier coOoil COeqMHEHHe, MPEACTABICHHOE CIIENYOLIei
bopmyioii:

[0002]

[0003]

I7ie BCE CUMBOJIbI UMEIOT TAKUE )K€ 3HAUEHUs], KaK Te, KOTOPbIE OIUCAHbI HIDKE.
Beenenne

[0004]

I'maykoma siBnsieTcst  3a0O0J€BaHMEM — [JIa3, XapaKTEPU3YIOLIUMCSI  HapyLIEHHEeM
3pUTENbHON (PYHKLIMH, BBI3bIBAIOIIUM BPEMEHHBIE WMJIM MOCTOSHHbIE Ne(eKThl TOJs 3pEHHs U
CHID)KEHHYIO OCTPOTY 3peHus. BonsHuCTas BIara HakarjauBaeTcs U3-3a HapyLIeHUs] HUPKYISILUH
TAaKOBOH M BHYTPUIJIA3HOE JaBJIEHHE MTOCTOSSHHO YBEIUUYUBAETCS, YTO MPUBOIUT K CAABINBAHHIO
3putenpHOro Hepma. [Ipu jeueHHH riaaykoMbl 3QQPEKTHBHBIM CHOCOOOM SIBJISIETCS] CHIDKEHUE
BHYTPHUIJIA3HOTO JABJICHUsI, HAPUMEP, METOIAMH MEAMKAMEHTO3HOH Tepanuu (TJIa3Hble Karuiy,
MeIUIMHA BHYTPEHHUX OPTaHOB W MH(Y3HMOHHOE JICUSHHE), JTa3ePOTEPAIud U XUPYPTHIECKON
Teparnus HarpaBJIeHbIMH Ha CHU)KEHNE BHYTPUIJIA3HOTO JaBJICHMUSI.

[0005]

Aronuct FP-perLienTopoB, HCHOJB3YIOLIUICS B KaueCcTBE AKTUBHOIO WHIPEIUEHTa B
HACTOsAIIEM HU300pETEeHNH, U3BECTEH KaK JIEKAPCTBEHHOE CPEICTBO, HCIOJIb3YeMOE B KaueCTBE
areHTa Ui NMPENOTBPALICHUs W/WIM JIEYeHUS TJa3HbIX 3a00JI€BaHUN M TOMY MOAOOHOrO (CM.
[TaTentnyto Jlutepatypy 1). Cpenn npounx, 2-nponanun 4 - {(3S, 5aR, 6R, 7R, 8aS) -6 - [(1E,
3R) -4-  (2,5-nudropdpenokcu)  -3-ruppokcu-1-Oyren-1-un]-7-runpokcuokraruapo-2H-

nukjonenralblokcenun-3-un} OyraHoar wusBecteH kak Ceneranpoct (MEXIyHapOIHOE



HETIaTeHTOBAaHHOE Ha3BaHMe) (KOTOpOe B JalbHEHIIeM B MJaHHOM JOKYMEHTE HHOIJA
COKpamieHHO o0Oo3Haudaercss kak CoengmHeHume A), KOTOpPBIi B  HAacTosIlee BpeMs
pa3pabaTbIBaeTCs B KAUECTBE TEPANIEBTHUECKOTO CPEACTBA OT IJIAYKOMBI.

[0006]

ITo mecTy JNOKamM3aLMU TJIayKOMbI OOBIYHO MPUMEHSETCS KOMOMHALUS KOMMEPUECKH
JOCTYIIHBIX TIPENapaToB C pa3jIMYHbIMH MEXaHU3MaMU CHIKEHMs BHYTPUIJIA3HOTO JIABJIEHUS,
HarpuMep, Xalacom (3aperucTpupoBaHHAs TOProsas Mapka), KOMOWHUPOBAHHbBIE IJIa3HbIE
Karm (KOMOHMHAIUST JIATAHONIPOCTAa M TUMOJIOJa Maseara), Tapcom (3aperucTpupoOBaHHBIN
TOBApHBIA 3HAK), KOMOMHHPOBAHHBIC IJIa3HbIe KAk (KOMOMHAIMS TadaynpocTa ¢ TUMOJIOJA
MaJieaToM) U TOMY NOAOOHOe.

[0007]

C npyroit croponsl, IlatentHas nutepatypa 1 onuchiBaer CoenuHeHue A B KadecTBe
ITpumepa 16 (25), a B-O6mokaTopbl OMUCAHBI B KAYECTBE MPUMEpPA APYTUX JIEKAPCTB, CIYKIIHX
IUTL JOTIONTHEHHST W/WJIH YCUJICHUS MPOPUIAKTUISCKUX H/HITN TepaneBTHIecKuXx 3(hdexroB npu
neyeHnH raaykomsl CoenquHeHneM A U TOTOOHBIMUA TAKOBOMY.

CIIMCOK JIMTEPATYPbBI

[0008]

[TarentHas nureparypa 1: WO 2011/013651

CymHocTb n3o0pereHust

Texnuueckasi 3aga4a

[0009]

3amadell HacTOSIEro W300peTeHUs SBIETCS HaxokaeHue >(PQPeKTHBHON Tepanuu
IJIayKOMBI M ITPEOCTaBJICHUE JIEKAPCTBEHHOTI'O CPENICTBA.

Pemenne 3agaun

[0010]

ABTOpBI HACTOSIIEr0 W300pETeHUs TPOBEIN WMHTEHCHBHbBIC HCCIENOBAHUS  JUJIS
JIOCTH)KEHUs! TIOCTABJICHHOM 3a/laud U B Pe3yJibTaTe OOHAPYIKWIIM, UTO 3Ta 3a/a4a MOXKET OBbITh
pewena nmytem koMOuHauuu aronucra FP-penentopos u f-Onokaropa (B maapHEHIIEM, TAKOBOE
WHOT/Ia COKPAIEHHO 0003HAYEHO KaK KOMOUMHALUS TI0 HACTOSIIEMY U300PETEHUIO),

[0011]

Hacrosimee w300pereHue MNpenocTaBisieT, HANpUMeEp, CIEAYIOLINEe  BapHAHTHI
OCYLIECTBJICHHUS.

BapuaHTbI OCYIIECTBIEHUS BKJIIOYAIOT B Ce0S:

[1] cpencTBO s J€UEHHs INIAYKOMBI WM TJIA3HOW TUIIEPTEH3UH, COAEpPIKAIIEee arOHUCT
FP-perienTopoB B KaudecTBE AaKTUBHOTO WHIPENUEHTA, AaJaNTHPOBAHHBIA /JIs1 BBEICHHUS B
KoMOuMHammu ¢ P-OmokaropoM wiM (papManeBTUYECKH TNPHEMIIEMOI COJIbIO TAaKOBOTO, TI7e
aronuct FP-penenropos npencrasisier codoii 2-nponanmn 4-{(3S,5AR, 6R,7R,8aS)-6-[(1E,3R)-
4-(2,5-nudroppenokcn)-3-ruapokcu- 1-0yren- 1 -ui|-7-rugpokcuokraruapo-2H-
nukionenralblokcenun-3-nn} OyraHoar,

[2] cpencTBO MO ykazaHHOMY Bbille MyHKTY [1], rae P-OmokaTop mpencrasisier coOoi



THUMOJIOJ, KaPTEOJIOJI, JIEBOOYHOJION, OE€TaKCOJION, HUTIPAIUIION WiH OeyHOIOT,

[3] cpencTBo mo Bblmeyka3aHHbIM NMyHKTaM [1] wnum [2], roe B-Onokatop mpencrasiseT
co00l TUMOJIOUT,

[4] cpenctBo Mo MrOOOMY M3 yKa3aHHBIX BbIlIe MyHKTOB [1]-[3], roe B-OnokaTop umm ero
dbapmauesTruecku mpuemiieMasi coib u 2-mpomnanuin 4-{(35,5aR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-
nudropdenoken)-3-ruapokcu- 1-0yren- 1-mn]-7-rugpoxkcuokraruapo-2H-
nuksonenralbokcenuH-3-m} OyTaHOAT BBOAATCS MO-OTAEIBHOCTH MM OTHOBPEMEHHO;,

[S] bapmaueBTHYECKas KOMIO3HULIUS JJIs JISUEHHS! TJIAYKOMbI WM TJIA3HOH TMIIEPTEH3UH,
conepoKarmast 2-mporanun  4-{(3S,5aR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-nudTopdeHokcu)-3-
ruapokcu-1-0yren- 1-wi]-7-runpokcuokrarunpo-2H-nuknonenrta[ bJokcenun-3-un} OyraHoat u
B-6s10kaTop win papManeBTHYECKH MPUEMIIEMast COJIb TAKOBOT'O, aJalITUPOBAHHAS JIJIsl BBEICHUS
B KOMOUHALIHH,

[6] dhapmarieBTHUECKAs KOMITO3UIUS 110 YKa3aHHOMY BbIlle YHKTY [5], rae B-OmokaTop
npenacTaBisier coOOW TUMOJION, KapTeosoJ, JIeBOOYHOJON, OeTaKkCOJOoN, HHUMPAIMION WU
oedyHomo;

[7] dapmanieBTHUECKasT KOMITO3ULMSA O YKA3aHHBIM BBIIIE NMyHKTaM [S] wmu [6], roe B-
OJIOKaTOp MPEACTABIIIET COOON TUMOJIO,

[8] dpapmaneBTHUECKAsT KOMITO3ULMS 110 JIIOOOMY M3 YKa3aHHBIX BBIIIE MYHKTOB [5]-[7],
KOTOpast MPEACTaBIsIeT COOOH INIa3Hble KAIUIM MIIH TJIa3HYI0 Masb;,

[9] dpapmaneBTHUECKasT KOMITO3ULMS 10 JIIOOOMY M3 YKa3aHHBIX BbIIIE MYHKTOB [5]-[8],
KOTOpasi SIBJISIETCS IIPENapaToM, COCTABJICHHBIM Ui HY K] TALIUEHTA;

[10] cocob nedeHuss rnaykoMbl MJIM TJIA3HOW TMIIEPTEH3UH, BKIFOYAIOLINM BBEIEHUE
NALMEHTy, HY)XJAIOIIEeMyCsl B JICYEHUU TJIAyKOMbI WM TJIa3HON TumnepTeHsuH, 3PpQPeKTHBHOrO
KOJINYECTBA 2-npomnaHuI 4-{(3S,5AR,6R,7R,8a5)-6-[(1E,3R)-4-(2,5-mudpTopderokcu)-3-
ruApokcu-1-0yren- 1-mi]-7-ruppokcnokraruapo-2H-unkinonenTa| blokcenun-3-un} OyraHoara u
B-6s10karopa min papMaleBTUIECKH MPUEMIIEMO COJIH, MO OTAEIbHOCTH WJIH OJTHOBPEMEHHO,

[11] ciocob nedeHus: rayKOMbl HJTM TJIA3HOW THIEPTEH3UH, BKIFOYAKOLIMI BBEICHUE
MALHMEHTy, HY)KIAIOIEMYCsl B JICYCHUU TJIAYKOMbI HJIM TJIA3HOW THMepTeH3ud, 3((HEKTUBHOTO
KOJINYECTBA 2-mponaHuI 4-{(3S,5AR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-nupTopdeHokcu)-3-
ruapokcu-1-0yren- 1-mi]-7-rugpokcuokraruapo-2H-uuknonenTa| blokcenmu-3-mn}  OyraHoara,
JOTIOJIHUTENBHO BKJIIOYAOINUK BBeneHHe 3((EeKTUBHOro KonudecTBa [-Onmokaropa wim
(apMareBTHUECKH TPHEMJIIEMOH COJIH TAKOBOTO;

[12] 2-MpOTaHUI 4-{(3S,5AR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-nupTopdpeHokcn)-3-
ruapokcu-1-0yren- 1-uin]-7-rugpokcuokraruapo-2H-nuknonenTa[ blokcennu-3-mn}  OyraHoar,
KOTOPBIN HCIIONB3YETCs IS JICYCHUS TJIAYKOMbI WIIM TJIA3HOHM THUIEPTEH3WH B COYETaHHH C [3-
OyokaTopoM M hapMaleBTHUECKH IPUEMIIEMOH COJIBIO TAKOBOTO;

[13] MIPUMEHEHNE 2-nponaHuI 4-{(3S,5AR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-
mudropdenokcn)-3-ruapokcu- 1-oyren- 1-mn|-7-rugpoxcuokraruapo-2H-
nukJonenrtal blokcenun-3-mn} OyraHoara IJisi U3TOTOBJICHUSI CPENCTBA ISl JICYSHHSI TJ1ayKOMBI

WIN TJa3HOM TUNECPTEH3UH, aJANITUPOBAHHOIO JIs1 BBCACHUS B KOM6I/IHaI_II/II/I C B-6J’IOK3TOpOM



WY ¢ (papMaLeBTHUECKH PUEMIIEMON COJIBIO TAKOBOTO; U TOMY HOAOOHOE.

ITonie3nocTh H300peTeHust

[0012]

KombuHaius no HacTosieMy H300peTeHUIO MOJIe3HA B KAUeCTBE CPEACTBA ISl JICUEHUs
IJIayKOMBI, TOCKOJIBKY TaKasi KOMOMHALMS YCHIIUBAET AEHCTBHE MO CHI)KEHHIO BHYTPHIJIA3HOTO
JABJICHUs 110 CPABHEHMIO C BBEIEHUEM KaXJIOrO JIEKAPCTBEHHOI'O CPEACTBA MO OTAEIbHOCTU U
obnamaer 3pdexTom noanepKaHus AEUCTBUS MO CHUKEHUIO BHYTPUTJIA3HOTO JABJICHUSI.

OnucaHue BAPHAHTOB OCYLIECTBJIEHHS U300peTeHHsl

[0013]

(1) aronuct FP-peuentopos

B onHOM wu3 BapuaHTOB OCYILIECTBIEHHA B KaudecTBe aronHucra FP-penentopos,
UCTIONIB3YEMOTO0 B KOMOMHALIMKM MO  HACTOAWleMy  HW300peTeHuro, 2-mpomaHui — 4-
{(3S,5AR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-nudropdpenokcn)-3-runpokcu-1-0yren-1-umn]-7-
rugpokcuokTaruapo-2H-uuknonenra[ blokcennn-3-mn OyraHnoar, NIPECTABICHHBIN
cnenyroteii popmyoit, onucanHoi B WO 2011/013651:

[0014]

[0015]

YIIOMUHAETCSI.

[0016]

Kpome Ttoro, B gpyroMm BapuaHte ocyuiecTBieHuss aronucra FP-penentopos,
YIOMHUHAETCS COENMHEHWe, TmpencraBjieHHoe oodmeit ¢opmynoit (I), onucanHoe B WO
2011/013651:

[0017]



[0018]

ra€¢ BCE€ CHMBOJIBI HUMCKOT TO K€ 3HaUCHHUEC, YTO MU CHMBOJIbI, OIIMCAHHBLIC B WO

2011/013651, a Takke yIIOMUHAETCA €O COJb, COJbBAT WIIH MPOJIEKAPCTBO.

[0019]

B Hacrosmee n3o0peTeHne BKIIIOYEHBI BCE H30MEPBI, €ClIN He YKka3aHo nHoe. Hampumep,
AJIKWJIbHBIE TPYIMIIBI MOTYT BKJIOYATh JIMHEHHbIE W pa3BETBIEHHBbIE rpynmbl. Kpome Toro,
reOMETPHUYECKHE H30MEphl, BO3HMKAIOLINE BCJIECACTBHE MABOWHOW CBSI3H, HAJIWYHS KOJIbLA,
koHaeHcupoBanHoro kombna (E-popma, Z-dbopma, umc-dopma, Tpanc-¢popma), ONTUYECKHE
M30MEphl, BO3MOJKHBIE BCJIEACTBHE NPUCYTCTBHS ACHMMETPUYHOIO aToOMa YrjiepoAa U T.II.
(xon¢urypamuun R u S, o u P-koHpUrypauuu, SHAHTHOMEPBI, JTHACTEPEOMEPHI), ONTHUECKU
AKTHUBHBIC BELIECTBA, OOJaNaloNe ONTHYeCKOH akTUBHOCTHIO (D-dopma, L-popma, d-dpopma,
L-¢opma), monsipHbIE BElLIECTBA, NOJIYUYEHHBIE B PE3YJIbTATE XPOMATOrpaduIecKoro pasieneHus
(BBICOKOMOJISIPHBIE BELIECTBA, HU3KOMNOJSIPHBbIE BEIIECTBA), PABHOBECHBIE CMECH H30MEPOB,
poTamMepbl, 1 CMECH TAaKOBBIX B JIFOOOH MPOMOPLIMH, & TaKKe PAlleMHUUECKHe CMECH LeTMKOM
BKJIIOUEHBI B HacTosLIee n3ooperenne. Kpome Toro, Bce n3omMepsl, 00pas3yroIuecs NOCpeACTBOM
TAyTOMEPHUH TaK)Ke BKJIIOYEHBI B HACTOsIIIEe N300peTeHNeE.

[0020]

Kpome Toro, ontudyeckue M30MEpbl B HACTOSIIEM H300PETEHWH MOTYT BKJIFOYATH HE
TOJIBbKO U30Mepbl ¢ 100% YUCTOTOM, HO TakKe U ONTHYECKHE H30MepPbI C YUCTOTOI MeHee 50%.

[0021]

CoenuHenne A MOXeT ObITb TIOJy4eHO B cooTBeTcTBHH ¢ [Iprmepom 1 — Ilpumepom 2
— Ilpumepom 3 — Ilpumepom 4 — Ilpumepom 5 — Ilpumepom 6 — Ilpumepom 7 —
ITpumepom 8 — Ilpumepom 8 — Ilpumepom 9 — Ilpumepom 10 (1) — Ilpumepom 11 —
IIpumepom 12 — Ilpumepom 13 — Ilpumepom 14 — Ilpumepom 15 — Ilpumepom 16 (25),
ormrcanHbivi B WO 2011/013651.

[0022]

Hoza CoenuHeHusi A, UCHOJNB3YEeMOro B KOMOWHAIIMM 1O HACTOSLIEMY H300PETEHHIO,
BapbUpyeTCs B 3aBHUCHMOCTH OT BO3pPacTa, Macchl Tejla, CHMIITOMOB, TEPareBTUYECKOTrO
s¢dekra, crocodba BBENEHHs, BPEMEHU JiedeHHs W TOMy mnopoOHoro. Hampuwmep, B ciyuae

I'Ia3HbIX Kari€jib, €AUWHUYHAasA 034, OT OI[HOI>'I A0 HECKOJIBKUX Karejb Ha A03y, HUMCHOIIast



KOHIeHTpanuio npennoutrutesibho ot 0,000001 mo 5%(Bec/o0bpeM), u Oojee MPeAnOYTHTENBHO
ot 0,00001 mo 0,05%(Bec/06BeM), MOKET OBITh 3aKalaHa B rjla3a OT OJHOTO JO HECKOJIBKUX pas
(marmpumep, ot 1 1o 8 pa3) B neHb Ha B3pocyoro. Kpome Toro, B ciydae ria3HON Mas3y, ria3Has
Ma3b, IMEIOLIasi KOHLIEHTPALHIO coeauHeHust A npeanoururensHo ot 0,000001 no 5%(Bec/Bec),
6onee npeanourutensHo ot 0,00001 mo 0,05%(Bec/Bec), MOXKET NMPUMEHSATBCS OT OAHOIO N0
HECKOJIbKUX pa3 (Hampumep, ot 1 10 4 pa3) B IeHb.

[0023]

(2) B-6moxaTtop

B Hacrositem uzobpereHuu 3-00KaTOp KOHKPETHO HE OTPaHHMYEH, MPH YCIOBUHU, YTO [3-
OJyiokaTop TpEeACTaBNsieT COOOHM JIEKAPCTBEHHOE CPEACTBO, OJoKupyromee Jiroboi u3 f-
aIPEHEePTUYECKUX PELENTOPOB, TO eCTh OJokupyromee kaxaeii u3 Bl, B2 u B3-peuentopos
MHOYKECTBA aAPEHEPTHUYECKUX PELENTOPOB CUMITATUYECKUX HEPBOB, KOTOPOE HUCTIOIB3YETCS ISt
JiedeHusi rayKoMbl. Hampumep, B 3TOM KOHTEKCTE MOTYT OBITh YIIOMSIHYThI THMOJIOJ, KAPTOJIOJ,
JeBOOYHOJI0JI, OE€TaKCOJION, HUMIPAIUION, OedyHO0N win papMaleBTHIeCKH MPUEMIIEMbIE COJTH
TakoBbIX. Y3 BCero cnmcka TUMOJION MaJieaT SIBJISIETCS IPEATIOYTUTEIbHBIM.

[0024]

Jloza [B-OmokaTopa, HCHOIB3yeMOr0o B KOMOWHALMU MO HACTOSIIEMY HW300pETEHUIO,
BapbUPYETCS B 3aBUCUMOCTH OT BO3PAcTa, MacChl Tesla, CHMIITOMA, TepaneBTHYECKOro 3¢ dekra,
crocoba BBENEHUS, BPEMEHHU JICYSHHs] U TOMY MOAOOHOTO, HO MOXKeT OBbITh NMPHMEHEHa 11033,
YyTBEp)KIE€HHAass B TPOM3BOACTBE B KAueCTBE JIEKAPCTBEHHOTO CPEACTBA WM 1032 HUXKE
3asiBieHHON. 1o n3o0perenuro, 1036 TUMOJIOA BKIFOYaOT 103kl OoT 0,1 1o 0,5% (Bec/00bem),
npexnnoututesibio ot 0,25 nmo 0,5% (Bec/oObem). Ilo m300peTeHHIO, KOHKPETHBIE O3Bl
kapreosiona Bkio4aroT ot 0,1 no 2% (Bec/o6bem), mpeanodyrutenbHo ot 1 1o 2% (Bec/o0bem).
Konkpernbie nmo3pl  ansi  neBoOyHosona BkimowaroT ot 0,1 go  0,5%  (Bec/oObem),
npennoututenpHo ot 0,25 mo 0,5% (Bec/o6wvem). KonkperHsle no3bl amst Oerakcosona
BKJIIO4arOT 103bI OT 0,1 1o 0,5% (Bec/00bem), npeanoururensHo ot 0,25 no 0,5% (Bec/o0bem).
KonkpeTHble 103bI HUNpanuioja BKIOYalOT 103kl oT 0,1 mo 0,25% (Bec/oObem),
npeanoututenbHo 0,25% (Bec/o0bem). KonkpeTHbie 10361 1utst OedyHOIONA BKIFOYAIOT TO3bI OT
0,1 10 0,25% (Bec/06bem), npeanourutensHo 0,25% (Bec/00bem).

[0025]

B  Hacrosimem  u300peTeHUH  COJMb  NPEANOYTHUTENIbHO  TNPENCTaBIsAeT  COOOM
(apMaleBTHUECKH MPUEMIIEMYIO COJIb U MPEAIOYTUTENBHO SIBISIETCS BOAOPACTBOPUMON COJIBIO.
ITpumeps! papmManeBTUYECKU MPUEMIIEMON COJIM BKJIIOYAIOT COJIU IIEIOYHBIX METAJUIOB (KaJHs,
HATpHsl U TOMY MOJOOHBIX), COJH IIEJOYHO3EMEIbHBIX METAUIOB (KaJbLUS, MArHUS U TOMY
NoAOOHBIX), COMM aMMOHHs, COJM (DapMaLeBTHYECKH MPUEMIIEMbIX OPraHHYECKHX aMHHOB
(Takux KaKk  TeTpaMeTUIAMMOHHIA, TPUITUIIAMHUH, METUJIAMHUH, IMMETHJIAMUH,
LIMKJIOTICHTUJIAMHH, OeH3uIaMuH, (peHeTHIaMUH, MHUIEPUINH, MOHO3TaHOJIAMUH,
AVSTAHOJNAMUH, TPUC(TUIPOKCHMETHIII)aMHHOMETAH, JIM3HH, apruHuH, N-MeTui-D-rimokaMuH u
T.IL), KHCJIOTHO-aJUTHUBHbIE CONU (THAPOXJIOPHUI, TUAPOOpOMHI, THApoHoaun, cyibdar,

docdar, HuTpar W TOMYy MOAOOHOE), COJMM OPraHUYECKHUX KHUCJOT (auerat, TpudTopaLerar,



JaKTaT, TapTpaTr, oOkcajar, ¢Qymapar, wMajear, O€H30aT, LUTPAT, METAHCYJb(OHAT,
sTaHCyJbpoHAT, OEH30JCYIbPOHAT, TOJYOJCYJIb(OHAT, TONYOJCYIb(POHAT HN3ETHOHAT,
TJIFOKYPOHAT, IIFOKOHAT U T.I1.) U TOMY ITOIOOHO€) M TOMY ITOJI00HOE.

[0026]

ITockonpKy BCE ONMUCAHHBIE BbINIE [3-OJIOKATOPBI MPEACTABIAIOT COOOH KOMMEPYECKH
JOCTYIHBIE COECIUHEHUs, UX TOKCHYHOCTb SBJSIETCS AOCTATOYHO HM3KOH, U HUX MOXKHO
0e30macHO HCIOB30BATh B KAUECTBE JIEKAPCTBEHHBIX CPEACTB.

[0027]

[TockonbKy KOMOMHAIIUSI TIO HACTOSIIIEMY H300PETEHHMIO HCIOJB3YETCS MUl JICYSHUS
IJIAyKOMBI UM TJIA3HOHM THIepTeH3uu, To o0a areHrta, kak aroHuct FP-penentopos, Tak u -
OJIOKaTOp MPENNOYTHTEIBHO HAXOMATCS B JO3UPOBAHHBIX (POpMax, MOAXOMIINUX AJIS JICUSHHS
3aboseBaHmii, HapuUMep, B (hopMe TIa3HBIX Karlejib, TJIa3HOW Ma3u U ToMy nogoOHou. Kaskabiii
U3 areHTOB MOXKeT OBbITh MPENCTaBJieH OTHENbHOHN JekapcTBeHHOUW (opmoii. Kpome Toro,
KOMOMHAIMSA TI0 HACTOSIIIEMY H300PETEHHI0 MOXKET NPEACTABISTh COOOH Kak OTAETbHbIE
npenapaTbel, TaK W COCTaBHBIE CPENCTBA, CoOIepkamue o0a areHra B COOTBETCTBYIOIIHX
KOJINYECTBAX, HANpUMep, KOMOMHMPOBAHHAE IJIa3HbIE KAIUIM M KOMOMHHUPOBAHHBIE TJIa3HbIE
Ma3M, 4YTO SBJSIFOTCS MPEANOYTHTENBbHBIM C TOYKM 3pEHHSl COOTBETCTBUSI HOpPMaMm
JIEKapPCTBEHHBIX MIPENapaTos.

[0028]

Bapunaunu xomMOuHauumii no HacToseMy H300peTeHnto, koraa aronuct FP-penentopos u
-OmokaTop MCHONB3YIOTCSA B OTHEJBHBIX Ipernaparax, BKIOYAIOT OAHOBPEMEHHOE BBEACHHE U
BBEJICHHUE C pa3HULEN BO BpeMeHU. IIoMUMO 3TOro, BBEIEHNE ¢ Pa3HULIEH BO BPEMEHH O3HAYAET,
4yro aroHucT FP-penentopoB u [P-0iokatop BBOAST pas3lienbHO B ONPENENICHHbIH HHTEPBA
BpeMeHU. OTHOCHTENBHO MNOpsiaKa BBeAeHus, aroHUCT FP-penentopoB moxer ObITh BBEIEH
nepBeIM, a P-Ojokarop MoxxeT OBITh BBENEH MO3ke, Win [-OJokatop MoXkeT ObITh BBEIEH
nepBbIM, a aroHUCT FP-penenTopoB MoxeT ObITh BBEJICH MO3KE.

[0029]

['masHble Karmid W TJIa3HbIE Ma3W, WCIOJb3yeMble B KOMOWHALMSX IO HACTOSIIEMY
N300pETEHHI0, MOTYT OBITh COCTABJICHBI C MCIIOJIb30BAHHEM PYTHHHO HCIOJIb3yEMbIX METOMUK.
Hanpumep, B ciydae TIJa3HbIX Kareilb H30TOHUPYIOIIWN areHT, Oy(depHbId areHT, areHrT,
KOppekTupyromui pH, comoOuIHM3upYIOIIHI areHT, 3aryCTUTeNb, CTa0MIN3aTOP, KOHCEPBAHT U
TOMY MOIOOHBIE MOXHO JOOABJISITh COOTBETCTBYIOLIUM 00pa3oM B KauecTBe n00aBok. Kpome
TOr0, CTaOWJIbHBIE TJIAa3HbIE KAIUIM MOXKHO TOJNY4YWTh, AOOABINSAsS areHTt, peryiupyromuid pH,
3aryCTUTENb, TUCTIEPTUPYIOIIMNA areHT W TOMY IOAOOHBIE M CYCIEHAMUPYS JIEKAPCTBEHHOE
CPEnCTBO.

[0030]

[TokcuuHOCTB|

TokcnyHOCTh KOMOMHAIIMM MO HACTOSIIEMY H300PETEHHUIO SIBJISIETCS] TOCTATOYHO HU3KOH,
U KOMOMHALMIO IO HACTOSIIEMY H300pPETEHHI0 MOJKHO O€30MacHO MCIONb30BaTh B KAaueCTBE

JICKAPCTBCHHOI'O CPEACTBA.



[0031]

[IIpumenenne B meauuuHe|

OnuH w3 BapuaHTOB 3a00JI€BaHUI, KOTOpPOE JIEUUTCS KOMOWHAIMEH IO HACTOALIEMY
n300pETEeHNIO, BKJIIOYAET INIAYKOMY U TJIa3HYIO T'MIepTeH3uio. IIpuMepsl rinaykoMbl BKIKOYAIOT
OCTPYIO 3aKpPBITOYTOJIbHYIO TNIAYKOMY, XPOHHUECKYIO 3aKPBITOYTOJIBHYIO TJIAyKOMY, BTOPUYHYIO
3aKPBITOYTOJIBHYIO  IJIAYyKOMY, TMEPBUYHYI)  OTKPBITOYTOJBHYK TIJIAyKOMY, BTOPUYHYIO
OTKPBITOYTOJIBHYIO TJIAyKOMY, BPOXJIEHHYIO IJIayKOMY, IJIayKOMy € HOPMAJIbHBIM IJIa3HBIM
JABJIEHUEM U INIAYyKOMY C TUIEepCeKpeLrel BOASHUCTOMN BIary.

[0032]

B HacrosimeMm wH300peTeHMHM KOMOWHALMIO IO HACTOSILIEMY H300PETEHHI0 MOKHO
BBOJIIUTh B COYETAHWU C JAPYTUM CPENCTBOM [UJIsl JIEYEHUS TIJIAYKOMbI C 1enbro: (1)
KOMIUIEMEHTAIlNH W/WJIA YCWJICHUS] TeparneBTU4ecKuX 3¢ (ekToB; (2) yaydineHUs: KUHETUKH U
MOTJIOIIEHHSI CO CHUYKEHUEM J03bl, W/HIH (3) CMsIr4eHus1 TOOOYHBIX 3P eKTOB.

B mnHacrosimem u300peTeHMH APYTHMM areHTOM JUJIsl JIEYEHHUS TJAyKOMbI MOXKET OBITh
mo00i m3BecTHbI areHT. llpumeprl AOpyroro areHta il JICUEHHs TJIAYKOMBI BKIJIFOYAOT
CHUMITATUYECKUH areHT (AroHUCT o2: HampuMep, TUAPOXJOPHI aNpakJOHUANHA H TOMY
nonobHoe, aroHWcT [2: HampuMmep, THAPOXJOpUI AunuBeppUHA H TOMY MOAOOHOE),
NapacMIATOMUMETHYECKHI areHT (HampuMep, THUAPOXJOPHI NHJIOKApIHHA, KapOaxou,
AeMeKapuyM, 3XOoThodar WIM OUCTUTMUH OpOMHI U TOMY IONOOHOE), CHMITATHYECKUIN
uHrnOuTOop (0 l-6y0KaTOP: HampuMmep, rUAPOXJIOpUA OyHA303MHA U TOMY MONOOHOE), mpemnapar
npocTarjaHnvHa  (HampuMep, H30NPONMI  YHONPOCTOH,  JIATAHOIIPOCT,  OMMAaTOMpOCT,
Tpasomnpoct, aroHuct EP2, aronmct EP4 umm aronucr DP u T.m.), mHruOurop asHrumpassl
KapOOHOBOM KHCJIOTHI (HampuMep, aleTa3ojaMui, AUKIOo(peHaMu, MeTa30JaMu, AOP30JIaMus
THAPOXJIOPH] WM OPUH30JaMUA U TOMy HOAOOHOE), TMIIEPOCMOTHYECKHH areHT (Hampumep,
TJIMLIEpUH, KOMOMHMPOBAHHBINA Iperapar MIHIEepHHA U (PYKTO3bl WM H30COpOMIA M TOMY
nonobHoe), ROCK (Rho-kunaza) (Hampumep, Y-27632 u TomMy nomoOHOE) M AHTArOHHCT
NMDA.

IIpumeps!

[0033]

Jlanee Hacrosiee n300peTeHHe OyIeT OMUCAHO KOHKPETHO CO CChUIKOH Ha Ilpumep,
OJTHAKO HACTOsIIIee H300peTeHNe MPUMEPaMU HE OTPaHUYEHO.

[0034]

Ucnone3zoBancs 2-mpomanmn 4 - {(3S, 5aR, 6R, 7R, 8aS) -6 - [(1E, 3R) -4- (2,5-
mudroppenokcn) -3-ruapokcu-1-Oyren-1-un| -7-rugpoxcuokraruapo-2H-umknonenra  [b]
okcennH-3-mi} OyraHoat (Coenunenue A). CoenuHeHne A MOXKET OBITh MOJYYEHO U3BECTHBIM
cnocobom. Hampumep, Coennnenne A MoXeT OBbITh TOJIY4E€HO B cooTBeTcTBHU ¢ [Ipumepom 1
— Ilpumepom 2 — Ilpumepom 3 — Ilpumepom 4 — IIpumepom 5 — Ilpumepom 6 —
IIpumepom 7 — Ilpumepom 7 — Ilpumepom 8 — Ilpumepom 9 — Ilpumepom 10 (1) —
IIpumepom 11 — Ilpumepom 12 — IIpumepom 13 — Ilpumepom 14 — Ilpumepom 15 —
ITpumepom 16 (25), onucanusivu B WO 2011/013651.



[0035]

buonornueckuii opumep 1: nelicTBUE, HAOpPaBJICHHOE HAa CHUYKEHHE BHYTPUIJIA3HOI'O

JaBNeHUs
B xauectBe TecTHpyeMmbIx BeuiecTB wucronb3oBanu CoenuHenune A u [B-Omokarop.

CoenvHeHrne A M3rOTaBIMBAIM B PACTBOPE 3 MKI/MJ C HUCIIOJIB30BAHUEM HOCUTENS (BOIHBIM
pactBop, conepsxkamuii 0,3 mac./00.% uurpara natpus, 0,5 mac./006.% nomucopbara 80 u 0,8
mac./00.% xmopunma Harpus). Tumonon (komMMepuyeckoe HaMMEHOBaHUE. TumomnTol,
3aperuCTPUPOBAHHBIN TOBapHbBIM 3HaK) B Buae 0,5% odTampMonorunyeckoro pacrsopa, Santen
Pharmaceutical Co., Ltd. ucnons3oBanu B kauecTse 3-Onokaropa.

[0036]

[TpubOnu3uTenpHO 3a Yac A0 BBENEHUS HOCHTENS] U TECTUPYEMOro BelecTBa coOakam-
camumam (TOYO Beagle, or 16 no 42 wmecsueB B Hadaje HCCICIOBAHMS), MPOIIEILINM
IOCTaTOYHYI0 TIPEABAPUTEIBHYIO AKKJIMMATU3ALWI0, W3MEPSJIN BHYTPUIJIA3HOE IaBJICHUE B
o0omx rJyla3ax W JaHHOE BHYTPUIJVIA3HOE [ABJICHHUE YCTAHABJIMBAIM B KA4eCTBE 3HAYCHUS
BHYTPHUIJIA3HOTO AABIIEHHS 10 MHCTHIUIALUH (BBeneHUs 1o KarusiM). [loce sToro tectupyemoe
BEIIIECTBO WJIM HOCHTENb BBOAMIIN MyTeM MHCTIUIIINY B 00paOoTaHHbIE TJ1a3a B KonmdecTse 30
MKJI Ha KaXbll, 1 BHyTPUIJIA3HOE AABJICHUE B KAXKIOM IJa3y uU3Mepsiiau depes 2, 4, 6, 8 u 24
jyaca IOCJe BBeNeHHs. BHyTpUINa3HOe AaBlieHHE HM3MEPSUIM C MOMOINBI IMHEBMATUYECKOTO
anmuaHaunonHoro toHomerpa (Model 30 Classic, Reichert, Inc.) mon mectHOl aHecTesueit
nocine uHcTHILBILMU 0,4% ruppoxnopupa okcubynpokanHa (0,4%o¢TanbMonorudeckuit
pactBop Benoxil (3aperucrpupoBanHblii TOBapHBIH 3HaKk, Santen Pharmaceutical Co., Ltd.),
ABIIAIOIIETOCS MECTHBIM AHECTETHUKOM. l3MepeHue mpoBoawiM 1O TeX MOp, MOKa He ObLIO
NOJTy4eHO CTaOWJIBHOTO 3HAYEeHUs TpU pasa mnoApsn  (pasHULA MEXIy HeNnpepbIBHO
NOJIyYeHHbIMU H3MEPEHHBIMU 3HAu€HUsIMM Haxoxujach B mnpexenax 0,5 mm prt.ct.). Cpennee
TpPeX TOJYyYEHHBIX M3MEPEHHbIX 3HAUEHUI OMNpenessioch Kak 3HAu€HHe BHYTPUIJIA3HOTO
naByieHust (B MM PT.CT.) M 3aIIMCHIBAJIOCH C TOYHOCTD JIO JECSIThIX JTOJEH.

[0037]

3Ha4yeHHe, MOJYYEHHOE NyTeM BbIUUTAHHMSA 3HAUEHHUs] BHYTPHUIJIA3HOTO MAABIICHHS B
KQXKIOM TOYKE BPEMEHU U3 3HAUEHHUs] BHYTPHUIVIA3HOTO JaBJIEHUS TIepel BBEIECHUEM
UCTIBITYEMOT'O BEINECTBA M HOCHUTEJNs, OOO3HAYaJId KaK MIMPHUHY CHIKCHHs BHYTPHIJIA3HOTO
JaBJIEHUs] W CpelHee 3HAYCHWE LIUPUHBI CHIDKEHHsS BHYTPUIJIA3HOTO JaBJIEHUS KaKAOTO
UHIMBUAYYMA B K&KIOW TOYKE BpPEMEHM, ObUIO ODO3HAYEHO B KA4Y€CTBE CPEOHEH HIMPHHBI
CHIDKEHHsI BHYTPUTJIA3HOTO JIaBJICHUS. MakCHMaabHOE 3HAYCHHE CPEAHEH LIMPUHBI CHIDKEHHS
BHYTPHUIJIA3HOTO AABIIEHHS B KAKIOH TOUKE BPeMEHH 0003HAUaIN KaK MaKCUMAJIbHYIO IIHPHHY
CHIDKEHHsI BHYTPHUIJIA3HOro paBiieHWs. [loMUMO 3TOro, cpenHsis LIMPUHA CHUJKEHUS
BHYTPHUIJIA3HOTO JaBJIEHUs 4yepe3 24 dyaca mociie BBEIEHUs npemnapara Obuta 0003HaueHa Kak
IIMPUHA CHI)KEHUS BHYTPUIJIA3HOTO NaBJICHUS depe3 24 uaca 1OCie BBENEHUs. Pe3ynbpTarsl
nokasanbl B Tabmune 1. Mexay TeMm, B ciiydae, €CJIM B HA3BaHWM TPYIIIBI MPUCYTCTBYIOT 00a
Ha3BaHMs Iperapara, TO MOPSIOK HAIMCAHUS OIpeneNseT MOpsSAOK uMx BBeneHus. Hampumep,

rpynna CoeauHeHne A-THMMOJION O3Ha4aeT, 4To NHepBbiM BBOAMIN CoenuHeHue A, a 3aTeM



THUMOJIOJ BBOAMJIN B TOT XK€ I'JIas3.
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[0038]
[Tabmuma 1]
Bpewms nocJje
MaxkcumasnbHast IMMupuHa  CHUIKEHUs | BBEEHUS,
IIUPUHA CHMKEHUs | BHYTPUIJIA3HOTO MPOSBIISAIOLIEE
Hassanue Konuuectso
BHYTPUIJIA3HOTO NaBjeHuss d4epe3 24| MAKCUMaJIbHOE
TPy TECTOB
naBjieHus (MM PT.CT. |4aca Mocjie BBEIEHHUs | CHH)KEHUE
+S.E) (mm pr.cT. £ SE) BHYTPHUIJIA3HOTO
naBJieHus (4achl)
Hocurens 8 0.7+0.48 0.4+ 0.58 6
Hocurens
8 2.7+0.56 0.0+0.56 2
TUMOJION
Coenunenue
8 5.8+£0.35 3.5+0.75 6
A - Hocurensb
Coenunenue
8 7.0£0.52 4.8+0.34 8
A - TUMOJION
Tumonon
Coenunenue 8 7.1+0.58 4.7+ 0.57 8
A
[0039]

B pesynbrate OpUIO OOHAPYKEHO, YTO COBMECTHOE HCIIOJIB30BAHUE COCOUHEHHS A U

THUMOJIOJIa, HE3aBUCUMO OT IOpsAAKa BBCACHUA, JEMOHCTPUPOBAJIO 0oJiee CHUIBLHOE JefiCTBHE MO

CHMXKEHUIO BHYTPUTIIA3HOI'O JaBJICHUA MO CPABHCHHIO C MCITIOJIB30OBAHUECM KaXXOOT0 CPEACTBA 110

otnenabHOCTH. Kpome Toro, Obuio 0OHAPYIKEHO, YTO MPU COBMECTHOM MPUMEHEHHH COETUHEHHUSI

A ¥ TUMOJIONIAa HAOJIONAETCS CHIDKEHHE BHYTPHUIJIA3HOTO JABJIEHUS HA Mepuon A0 24 4YacoB

MOoCJ€ BBEACHUA, MPUYEM MEPHUOA MAKCUMAJIBbHO CHUKCHHOI'O BHYTPUIJIA3HOTO HABJICHUA ObLI

6OJ'II:;H_I€, YEM MPU BBEACHUU KaXKAOI'0 arc¢Hra 1o OTa€JIbHOCTH.

IIpoMbILIeHHASI IPHMEHHUMOCTDH

[0040]

KomOuHaimst mo HacrosimeMmMy H300pETEeHHIO OKa3blBaeT NeHCTBHE, NPHUBOISIIIEE K

S3HAYUTCJIBHOMY CHWXCHHUIO BHYTPUITIA3HOI'O MJABJICHUA W I[MO3TOMY IOJE3HA I JICUCHUA

rIayKOMBI WA rJIA3HOM THICPTCH3UU.
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DOOPMYJIA U30OBPETEHUSL

1. CpenctBo [uisi JIeYeHUs! TIAyKOMbI HJIM TJIA3HOW TMIIEPTEH3UH, COIepKallee arOHUCT
FP-peuienTopoB B KadecTBe AaKTUBHOTO WHIPENUEHTA, ANANTHPOBAHHBIA [Jisi BBEIEHHUS B
KOMOHMHaLUH ¢ -0JI0KaTOPOM WK ero (papMalieBTUYECKH IPUEMIIEMO COJBIO, TIe

aronucroMm FP-peuentopos sisiercst 2-mponanmn 4-{(3S, 5aR, 6R, 7R, 8aS)-6-[(1E,
3R)-4-(2,5-nudpTopdenokcn)-3-runpokcu- 1-0yren- 1 -mn]-7-rugpoxkcnokraruapo-2H-
uukionenralbokcenun-3-un} OyraHoar.

2. CpenctBo 1o 1.1, B KOTOpoM B-OJI0KaTOp MpeacTaBisieT OO0 TUMOJIOIN, KapTEOoIol,
JeBOOYHOJI0J1, OETAKCOJION, HUMPATUION WK Oe(yHOION.

3. CpencrBo o 1.1 uju 2, B KOTOPOM [3-OJI0KaTOp MpeacTaBiisieT COO0 TUMOJION.

4. CpenctBo no jmrobomy u3 . 1-3, B kKoTopoM B-OokaTop wim ero ¢apmManeBTUIeCKH
npuemsiemMasl  CoJib u 2-mpomanmn 4-{(3S, 5aR, 6R, 7R, 8aS)-6-[(1E, 3R)-4-(2,5-
mudropdhenokcn)-3-ruapokcu- 1-0yTen- 1-mn|-7-rugpoxcuokraruapo-2H-
uukoneHTalbokcenuH-3-ui} OyTaHOAT BBOJAT MO OTASIBHOCTH HITH OJHOBPEMEHHO.

5. ®apmaneBTUYeCKasT KOMIO3ULMS AJIs JIEYeHUs [JIAyKOMbI WK [JIA3HON THIEPTEH3HH,
conepskamasi 2-npormanui 4-{(3S, 5aR, 6R, 7R, 8aS)-6-[(1E, 3R)-4-(2,5-nudropdenokcn)-3-
ruapoKcu-1-0yren- 1-uin]-7-runpokcnokrarunpo-2H-nuknonenra[bJokcenun-3-mn} OyraHoat u
-06okarop mwiu ero papManeBTHYECKH MPUEMJIEMYIO COJIb , AAaNTUPOBAHHBIE JJISI BBEICHUS B
KOMOMWHALIHH.

6. dapmaneBTHUECKast KOMITO3UIIHS T10 1.5, B KOTOpOil B-OokaTtop mpencrasisier codboi
THUMOJIOJ, KaPTEOJIOJI, JIEBOOYHOJION, O€TaKCOJIOJN, HUTIPAIUION Uit O0edyHOIO.

7. @apmarneBTHUECKasi KOMITO3ULIMSA 1O 1.5 wiu 6, rae B-OnokaTop mpencrasisieT codboi
THUMOJION.

8. dapmarieBTHUECKAST KOMIIO3MIIHS 110 JIFOOOMY M3 TII1.5-7, KOTOpasi MpeAcTaBisieT coOok
IJIa3HbIe KAIUTH MJIH TJIA3HYIO0 Masb.

9. ®apmarieBTUYECKAsT KOMITO3HUIHS 110 JJIOOOMY M3 1. 5-8, KOTOpast MPeACTaBIsieT COOOM
COCTaBHOM areHr.

10. Cniocob siedeHHs TJIayKOMbl WJIM TJIA3HOW THIEPTEH3UH, BKJIIOYAIOILINN BBEIEHHE
NALKEHTY, HYXXIAOLEMYyCsl B JICUEHHH TJIAyKOMbI MM TJIa3HOW THUMEpTOHUH, 3PPEKTUBHOTO
kosmuectBa 2-mponanun 4-{(3S, 5aR, 6R, 7R, 8aS)-6-[(1E, 3R)-4-(2,5-nudropdenokcu)-3-
ruapOKcH-1-0yTen- 1-mi]-7-runpokcunokrarunpo-2H-nuknonenTa b okcenun-3-un} OyraHoata u
B-Onokaropa wimu ero (apMaleBTHUECKH TMPUEMIIEMON COJIM, TO OTAENbHOCTU WJIH
OZTHOBPEMEHHO.

11. Cnocob sedeHHs TJayKOMbl WM [JIA3HOW THMEPTEH3MH, BKIIOYAMOLIUI BBEICHHE
NAlKMEHTy, HY)KIAIIIEMYCsl B JICYEHUH TJIAYKOMbI WJIH TJIa3HOH rumnepreHsu, 3G(HEeKTHBHOTO
koimuectBa 2-mpomanua 4-{(3S, 5aR, 6R, 7R, 8aS)-6-[(1E, 3R)-4-(2,5-nudropdenokcn)-3-
ruapokcu-1-0yren- 1-uin]-7-rugpokcuokraruapo-2H-nuknonenTa[bJokcenun-3-un}  OyraHoara,
JOMOJHUTENIBHO BKIIIOYAIOLIMN BBefeHHe >((PEeKTHBHOTO KoiudecTBa [(-OJokaTopa WM €ro
(apmMaeBTHUECKH TPUEMIIEMOU COJIH.

12. 2-mpomanun 4-{(3S, 5aR, 6R, 7R, 8aS)-6-[(1E, 3R)-4-(2,5-nudropdenokcu)-3-
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ruapokcu-1-0yren- 1-uin]-7-rugpokcuokraruapo-2H-nuknonenra[bJokcenun-3-un}  OyraHoar,
KOTOpBIA MPUMEHSIOT Uil JIYEHHs TJIayKOMBbl HJIM T[JIA3HOH THMEPTEH3HH B COUETaHUH C [3-
OJ10KaTOPOM MJTH €0 (hapMarleBTHUECKH MTPUEMIIEMOM COJIBIO.

13. Ilpumenenue 2-npormanun  4-{(3S, 5aR, 6R, 7R, 8aS)-6-[(1E, 3R)-4-(2,5-
nudropdenokcn)-3-ruapokcu- 1-0yren- 1-mn]-7-rugpoxkcuokraruapo-2H-
nukioneHralbJokcenuH-3-mn} OyTaHoaTta I U3TOTOBJIEHHS CPEACTBA IS JICUSHUS TJ1ayKOMBI
WM TJIA3HOH TUNEPTEH3HMH, aJalTHPOBAHHOIO Ul BBEJEHHs B KOoMOMHauuu ¢ (-OiokaTopom
WK ero (papMaleBTUYeCKU MPHEMIIEMON COJTBIO .

ITo noBepenHocTn
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