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HOBAA ITIOJIMMOP®HA A ®OPMA N-[2-(6-@TOP-1H-UHAOJI-3-WI)ITUJI]-3-
2,2,3,3-TETPA®TOPITPOIIOKCHU)BEH3NJIAMHWHA I'MAPOXJIOPUJA JUIsA

JEYEHHUSA BOJIE3HU AJIBIIT'EVMMEPA

OBJIACTBH MU3OBPETEHHUA

Hacrosimee n3o0pereHre 0THOCUTCS K HOBOI nmonumopdHoit popme N-[2-(6-¢pTop-1H-

uHAON-3-un PTIi |-3-(2,2,3,3-TerpadpTopmponorcH )OeH3nIaMIHA THAPOXIOPHIA.

MNPEAITOCBHIJIKM U30OBPETEHHA

Oxupaercs yBennuenue 3adoaeBaeMocTr 0oJie3Hbl0 Amblreiimepa k 2050 roay ¢
npeanonaraeMoi yactotot ot 11 1o 16 MunnnoHos ciydaes. B HacTosiee Bpemst ABa
KJ1acca JIEKAPCTBEHHBIX MPEnapaToB 0J00peHbl Y IpaBIeHHeM 0 KOHTPOIIO 34 MUIIEBBIMH
npoayKTaMu u jJexapcrBeHHbiMU npenaparavu CLIA (FDA) ns nedeHus: CHMIOTOMOB
00s1e3HM AnblireiiMepa - HHTUOUTOPHI aneTuaxonuudcrepassl (AChEI) u aHTaroHUCTHI
penenropa N-merun-D-acnaprata (NMDA). AChEI 1iupoko ucnosib3yoTcsl B KAUeCTBe
CTapTOBOI Tepanuu npu nocraHoBke mauarno3a. AChEI - noHenesun, puBacTUrMuH,
raJIAaHTAaMHH U TaKPUH - TOKA3aHbI 11 ¢1ab0 HIH yMEPEHHO BRIPKESHHOMW 001e3HH

AnblreiiMepa; JUIIb JOHENE3WT 0100peH ISl TSDKENOM CTaIHH.

AChEI nmoMoratoT He BceM, KTO cTpanaeT 00e3Hb0 AnblreiiMepa, 1 B AeHCTBUTEILHOCTH
Hea( pexruBHbI 1st MHOrUX nanueHToB. C yuerom toro, uro AChEI u MemanTHH
OKa3bIBAIOT JIMLIb HE3HAUNTENBHBIA CHMITOMATHYECKHH S (PEKT U He MOTYT MPEeJOTBPATHTh
yXyAlIeHue TedeHust 601e3Hn AJbureliMepa v 3aMeTHTE IPorpeccupoBanue 3aboaeBaHusl,
CYHIECTBYET HEYAOBJIETBOPEHHAS MTOTPEOHOCTE B 60jiee 3 (h)EKTUBHBIX CHMITTOMATHISCKAX

JeueOHBIX CPEeICTBAX U BUAAX JISUSHHS], MO (PULHPYIOIIHX/3aMe TSIOMNX 3a001eBaHue.

Ha ocHoBanuu psiga apryMeHTOB ObUIO MIPEII0AKEHO IPUMEHEHHE CElEeKTUBHBIX
aHTaroHucToB penenropa 5S-HT6 s neuenns: korautuBHOM quichynkuun. Hanpumep, 66110
MOKA3aHO, YTO CeIeKTHBHbBIE aHTArOHUCTEI perentopa 5-HT6 moayaupyroT
XOJHHEPTHYECKYI0 B [y TAMaTepriIuecKyo HeHpOHATbHY IO (PYHKIHIO. AKTHUBHOCTB
CEJIEKTUBHBIX aHTArOHUCTOB perentopa 5-HT6 Oputa mokazaHa Ha MOJEISIX KOTHUTHBHOM
(YHKIUH Y ®KUBOTHBIX. C MOMEHTA OTKPBITHSI IEPBBIX CENEKTUBHBIX AHTAOHUCTOB
penenropa 5-HT6 HeoaHOKpaTHO COOOIIAIOCE 00 AKTUBHOCTH ATHX CEJIEKTUBHBIX

COEeITUHEHHN B MOJIENSIX KOTHUTUBHOU (yHKIMH in-vivo. N-[2-(6-dprop-1H-unmon-3-
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w)atn|-3-(2,2,3,3-rerpadpropnponokcu)denszunamut, CAS Ne 467458-02-2, (31eck u aajee
ynomuHaeMbIi kak “Lu AE580547) nmpeacrasnsier coboii aHTaroHucT pernenropa S-HT6, a

€ro XMMHUYECKasi CTPYKTYpa ONKMCAHA HUXKE:

FW
N Lu AE58054
H

Cunres N-[2-(6-pTop-1H-ung01-3-w1)atrn|-3-(2,2,3,3-rerpad Topuponokcu )0e H3 njIaMHHA,
ero mpuMeHeHne 1S JieueHust 0one3Hn AjbireiiMepa u papManeBTHIeCKue KOMIO3ULINH,
coJepIKaInue 3T0 coeanHeHne, packpeiThl B marente CIITA Ne 7157488 (“marent '488”). B
narenTe '488 IOMONMHUTENBHO ONKCAHO MOy YSHUE THAPOXIOpUIHOMN comu N-[2-(6-drop-1H-

UHAO0I-3-11 )3T |-3-(2,2,3,3-TeTpadp TOPIPONOKCH ) OEH3UITAMU HA.

N-[2-(6-pTop-1H-una0a-3-un)stin|-3-(2,2,3,3-rerpad Topnpornokcu )OeH3 miIaMHH MOKHO

MOJY4YaTh COrJIACHO cocoly, omucanHomy B WO 11/76212.

Ipu ucnons3oBanuu crnocoboB narenta ‘488 u WO 11/76212, N-[2-(6-¢prop-1H-un101-3-
)3t |-3-(2,2,3,3-rerpadTopnpornoKcr)OSH3UITAMIHA THAPOXIOPHT TIONTY YAKOT B BUIE

TBECPAOr0 BEICCTBA.

dapMarieBTHUECKHE TBEPABIE BEIIECTBA MOTYT HAXOAUTHCS B aMOP(PHOM, CTEKI000pasHOM
WK KPUCTATITUYICCKOM COCTOSHUSAX. KpOMe TOro, KpUCTAUIMICCKUE MATCpUAIbl MOTYT 6I>ITI>
B BUAC THAPATOB WIH APYTHUX COJIBEBATOB. Ecmu Takoe COCIMHCHUC MOXKET CYIIECTBOBATE B
00J1ee YeM OIHOM KPUCTALTHYECKOU (hopMe (TOIHMOPPHOIL GOopME), TO O TAKOM COETUHEHHU

TOBOPSIT, UTO OHO MPOSIBIISIET MOTUMOPPHU3M.

J1st Toro, uToOBI MPEeNOCTABUTE aKTUBHOE (papMaleBTHYECKOE HAYaI0 C BEICOKHM U
BOCITIPOU3BOAUMBIM KAUCCTBOM, a TAKIKE XOPOLIO Bpra)KeHHOﬁ 6HOJ’[OFH‘16CKOI>1
AKTUBHOCTBIO, HEOOX0MUMO, UTOOBI aKTHBHOE (DapMaIleBTHUECKOe HAUAI0 HAXOUIOCH B

Hanbojiee TepMOJMHAMHUECKH CTAOUITBEHON popMe.

ABTOpaMH HACTOSIIIIEr0 M300peTeH s OblIa HaliieHa HOBAsI K TEPMOANHAMHUYECKH
crabunbHas popma rugpoxaopugHoit coau N-[2-(6-prop-1H-unnon-3-wn)srun|-3-(2,2,3,3-

TeTpad TOPIPONOKCH )OS H3ITAMIHA.
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KPATKOE OIMTMCAHUWE U3O0BPETEHUWA

Hacrosimee n3obperenne orHocurcs k monumopdHoii dopme II N-[2-(6-prop-1H-unnon-3-

w1t |-3-(2,2,3,3-rerpadpTOpIponoKcu )OeH3nIaMHUHA THAPOXIOPHIA.

JanHoe u300peTeHre AOMOHUTETBHO OTHOCUTCS K CIIOCOOY MOTyUYeHus] ToTuMopdhHOM

¢dopmer 11T N-[2-(6-pTop-1H-un051-3-11)3TI]-3-(2,2,3,3-

TeTpadTOPIPONOKCH )OS H3MIIAMIHA THAPOXJIOPHIA, BKIIOYAIOIIEMY B CeOsl:

a.

ynasiusanue nomuMopdHoit popmer I N-[2-(6-¢prop-1H-unn0n-3-mn)stun|-
3-(2,2,3,3-rerpad TOprponokcH )0eH3HIaMHHA THAPOXJIOPUIA U3 Cy CIIEH3UH
N-[2-(6-pTop-1H-una01-3-w1)stin]-3-(2,2,3,3-

TeTpad TOPIPONOKCH )OS H3WTAMIUHA THAPOXJIOPUAA B OPraHUIECKOM
pacTBopuTee, BBIOPAaHHOM U3 CIEAYIOIIEro Iepey sl aleTOHUTPUIL,
MPOITMOHHUTPII, ALIETOH, METAHOJI, TAHOJI, TOIYOJI U KCHIOJBI (OpPTO, MeTa

WK Tapa) WK UX CMECH, pH Temreparype Hroke 60°C.

JauHOoe m300peTeHne TOMOIHUTETBHO OTHOCHTCS K CIIOCo0y Moy deHus moauMopdHoit

¢dopmer 11T N-[2-(6-pTop-1H-un1051-3-11)3TIN |-3-(2,2,3,3-

TeTpadTOPIPONIOKCH )OSH3MIAMIHA THAPOXJIOPH 1A, BKIIOYAKOIIEMY B CeOs:

a.

BBeeHHe moauMophHOM hopmsl I, momumophHOoii hopmsr I, amopdHOit
topmel win cMecu 3THX popm N-[2-(6-¢prop-1H-unnon-3-un)atun|-3-
(2,2,3,3-terpadropnponokc)OeH3HIAMIHA THAPOXJIOPHAA B OPraHUIEeCKHUit
pacTBOpHTENb, BBIOPAHHBIN U3 CIEAYIOIIEr0 IepeyHsl: ALeTOHUTPIUIL,
MPOITMOHHUTPII, ALIETOH, METAHOJI, TAHOJI, TOIYOJI U KCHIOJbI (OpPTO, MeTa
WK TIapa) WK UX CMECH, pH Temreparype Hroke 60°C 1y1s moryyeHust

CyCIIEH3UH;

yaasiuBanue noauMopdHoit Gopmsr I N-[2-(6-prop-1H-unnoa-3-m1)sTH1 |-

3-(2,2,3,3-terpad Topnponokcu)OeH3WIIaMUHA THAPOXIOPUIA.

JanHOoe m300peTeHne JOMOTHUTETBHO OTHOCHTCS K CIIOCco0y MOy deHus moanMopdHoit

¢dopmer 11T N-[2-(6-hTop-1H-un1051-3-11)3TI1]-3-(2,2,3,3-

TeTPapTOPIPONOKCH )OS H3MITAMIHA THAPOXJIOPH A, BKIIOYAIOIIEMY B ceOs:

a.

BHeceHue 3arpaBku u3 nomumopduoi ¢popmsl I N-[2-(6-dprop-1H-unn01-3-

)3T -3-(2,2,3,3-rerpadpTopnpornokcr)OeH3MIaMIHA THAPOXIOPHIA B
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cycnensuto N-[2-(6-¢prop-1H-unnon-3-un)stun]-3-(2,2,3,3-

TeTpad TOPIPONOKCH )OS H3WIAMIHA THAPOXJIOPUAA B OPraHUIECKOM
pacTBopHTee, BRBIOPAHHOM M3 CIEeIYIOIEro NepedHs: aueTOHUTPHI,
MPONMOHUTPUII, AETOH, METAHOJI, STAHOJI, TOIYOJ H KCHIOJBI (OpTO, MeTa

WIN TTapa) WM UX CMECH, IpH Temreparype Hwke 60°C;

ynasiusanue nomuMopduoit popmer I N-[2-(6-prop-1H-unnon-3-ua)stun]|-

3-(2,2,3,3-rerpad TOpIponoKcH )OeH3HIaAMHHA THAPOXIOPUIA.

JarHOe M300peTeHne JOMOTHUTETBHO OTHOCHTCS K CIIOCco0y MOy deHns moanMopdHoit

¢dopmer I N-[2-(6-pTop-1H-ungon-3-un)atun|-3-(2,2,3,3-

TeTpadTOPIPONOKCH )OS H3MIIAMIHA THAPOXJIOPH A, BKIIOYAKOIIEMY B ceOs:

a.

Beegenue [TomumopdHoit popmel I, momumopdroii popmsl 11 , amopdHO#H

¢ opmel win cMecu 3THX popm N-[2-(6-¢prop-1H-unnomn-3-un)atun|-3-
(2,2,3,3-TerpadTopnponokcH )OeH3WIaMUHA THIPOXJIOPHAA B OPraHUIeCKHit
pacTBOpHUTENDb, BBIOPAHHBIN U3 CISAYIOIIEro NepeyHsl AleTOHUTPIUL,
MPOIIMOHUTPUIL, AETOH, METAHOJI, STAHOJ, TeNTaH, TOIYOI U KCUIIONIBI (OPTO,
MEeTa WIH Mapa) Wil UX CMeCH, pHu Temrieparype ke 60°C s moayYeHns

CYCTICH3HH;

BHEcCeHue 3arpaBku u3 nomumopduoii ¢popmsl I N-[2-(6-dprop-1H-ung01-3-
w)aTIn |-3-(2,2,3,3-rerpadTopnponoKcu )OSH3UITAMHUHA THAPOXIOPH A TIPH

TeMmeparype Huxke 60°C;

ynaeiauBanue noauMopdpHoit Gopmer I N-[2-(6-pTrop-1H-unm0m-3-1m)3tui| -

3-(2,2,3,3-TeTpad TOpIpONOKCH )OS H3WIaMUHA THAPOXJIOPUIA.

HzobpeTeHne JOMOTHUTETLHO OTHOCUTCS K IPUMeHeHHI0 omuMopdHoit Gopmsr 11T N-[2-(6-

¢drop-1H-ungon-3-mn)atun|-3-(2,2,3,3-rerpadropnponokcr )OeH3NIaAMIHA THAPOXIOPHIA B

Ka4eCTBE JEKApCTBEHHOTO CPECTBA, (papMaleBTHISCKOH KOMITO3HLIUH, COASpKaIeit

noumopdHyto popmy I N-[2-(6-prop-1H-unnon-3-un)atun|-3-(2,2,3,3-

TeTpadTOPIPONOKCH )OS H3NITAMIUHA THAPOXJIOPHAA, U CIoco0y JeueHus 6oe3Hu

Aﬂburel‘/'lMepa B KaueCTBE BCIIOMOTraTe/IbHOM TEparuu Npu JCUCHUN a].[eTI/IJ'IXOJ'II/IHE)CTepaSOI\/'I,

BKITIOUAIOIIEeMy BBeaeHue 3 dexruBHoit cyTounoit 10361 moamvopdHoit popmer 1T N-[2-(6-

¢drop-1H-un051-3-w1)3tiin|-3-(2,2,3,3-rerpadropnponokcu)0eH3nIaMHHA THAPOXIOPHIA

MAIUCHTY, HYKIAIIEMYCsl B TAKOM JICUCHUH.
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Kparkoe omucanue Guryp

OUI'YPA 1. PenrtreHoBckast mopomkoBas gudpaxrorpamma noaumophaoit popmer I N-[2-
(6-prop-1H-unaomn-3-wn)stun|-3-(2,2,3, 3-rerpadhTopnponokcu )oOeH3uIaMIHA

THAPOXJIOPHUA.

OUT'YPA 2: PeHTreHOBCKas MOPOIIKOBAs TA()pakTorpaMMa, pacCUNTaHHAS Ha OCHOBE

KPUCTA/UTHUECKOM CTPYKTY pbl ouMopdhHoit popmst 1.

OUI'YPA 3: PenrtreHoBckast mopomkoBas qudpaxrorpamma nomumopdaoii ¢popmer I N-[2-
(6-prop-1H-unaomn-3-wn)stun|-3-(2,2,3, 3-rerpadhTopnponokcu )oOeH3uIaMIHA

THAPOXJIOPHUA.

OUT'YPA 4: PeHTreHOBCKas MOPOIIKOBAs TA()pakTorpaMMa, pacCUNTaHHAS Ha OCHOBE

KPUCTAJUTMUECKOM CTPYKTY bl osuMopdHoit popme 11.

OUI'YPA 5: PenrtreHoBckast mopomkoBas qudpaxrorpamma nomumopdaoii ¢popmer 111 N-
[2-(6-hTop-1H-una0a-3-11)3THn]-3-(2,2,3,3-reTpad TopnponoKkcH )OeH3nIaMIHA

THAPOXJIOPHUA.

OUI'YPA 6: TlpuBeneHa kapTuHa KPUCTALIMYECKOH ymakoBKU moaumMopdHeix Gopm I u 11
N-[2-(6-pTop-1H-unn01-3-win)stun|-3-(2,2,3,3-rerpad Toprnponokcu )oeH3 HiIaMHHA

THAPOXJIOPHUIA.

OUI'YPA 7: PeHTreHOBCKHME MOPOIIKOBbIE AU(pakTorpaMmsl moaumopdaoi ¢popmsl 111
(HwkHs1s1 KpuBas) U cMmecr noauMopdHoit Gpopmer I u nomumopduoii hopmsr IV (BepxHsist
KpUBas).

OUT'YPA 8: UKIID cnextp momumopdHou dopmer 111,
OUT'YPA 9: UKTI® cniextp momumopdHon popmsl 1,

OUT'YPA 10: UKTI® criextps! aByx napruii nomumopduoit popmer 111 mokazansr B

criekTpaibHOM quanasone 1130-1050 eml.

OUT'YPA 11: UKII® cniextpsl aByx naptuii mogumopduoii ¢opmer 111 (momeueHHbIe
snaukoM “III”) u oauu criekrp monumMopdHoi Ghopmsl I (momeueHHbIH 3HAUKOM “T7)

MOKa3aHbl B CIEKTpanbHOM auanasone 1130-1050 e,
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HOJAPOBHOE OIMMCAHUE M30BPETEHUA

o Hacrosero u3odpereHus ObLUTH U3BECTHEI 1Be MOJUMOp(hHBIE MoauduKauu N-[2-(6-
¢drop-1H-un01-3-w1)3tmn|-3-(2,2,3,3-rerpad roprnponokcu)oeH3nIaMruHa THAPOXIOPUIA.
nonumopdHas Gopma I, koTopast okazanack TePMOAMHAMUYECKH CTAOUIBHON Popmoii mpu
HU3KOH Temmeparype (Hmxe npumepHo 60°C), u monumopdHas ¢popma II, koTopast okazanacek
TEPMOJHHAMUYECKH CTAOMIBHOM (hOPMOL IIPH BEICOKOM TeMIIepaType (BBIIIE MPHMEPHO
60°C). Touxa miasienus: momumopdHoi opmer II coorBercryer 171°C cornacHO AaHHBIM
mddepernuansHoit ckanupytomeit kanopumerpud (JICK). nomamopdras dopma |
nepexoaut Bo nonumopduyto dpopmy Il mpu Harpesanuu B TeMneparypHoM uHTEpBaie 120-
140°C, BcaencTBHeE 3TOrO TOUKY IUiaBieHus: momumMopdHoit ¢popmel I onpenenuts
HEBO3MOXKHO. Kpucramiueckie CTpyKTypbl 00erX MOJTUMOP(HBIX (POPM ONpeaeieHbI C
MOMOIIBIO PEHTTEHOCTPYKTYPHOT'O aHATH3a MOHOKPUCTALIOB. CTPYKTYpHBIE

XapaKTepUCTUKH NPUBEICHEI B TaOnuue 1 Huke.

oumopdHast popma I

nonumopdHast popma Il

C20H20FsN>O*.Cl- C20H20FsN>O0*.Cl-
M, = 434.83 M, = 434.83
T=298 2) K 7T=298 ) K

MonoxnunaHasE, P21

Pombuueckast, Pbca

a=173776 3) A

a=10,529(3) A

b=17,0709 (3) A

b=9,569 (3) A

c=383480 (19) A

c=41398 (10) A

6eta = 94,103 (1)°

V'=1995,34 (15) A3

V=4171 (2) A3

Z=4

Z=38

Dy = 1,447 Mr m*

Dy = 1385 Mr m°

Tabmmna 1 — CtpykrypHble Xapakrepuctiku moauMophHeIx opm [ u Il N-[2-(6-drop-
1H-ungon-3-un)atun|-3-(2,2,3,3-rerpad Topmponokcu )OeH3WIaMHHA THAPOXJIOPHIA.

Otu aBe momuMopdHBIE (HOPMBI 3HAUMUTENBHO OTIMYAKOTCS MO CBOEH KPUCTALIHUECKON

ynakoBke (®urypa 6).
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DKCIIEPUMEHTHI IO KPUCTAJUTU3ALMH C LENBI0 TOUCKA JPYTHX MOJIUMOp(UIecKux

Mo uukanmii mpouuty Oe3ycnemHo. Bee sxcnepuMeHTsl MpUBenu K MOIuMOpP(HHBIM
¢dopmam I u Il B 3aBUCHMOCTH OT Temmepatypsl. Tem Oojee HEOKUTAHHBIM CTAIO OTKPBITHE
HOBOI U TepMoaAnHaMU4ecku Oomnee cTabmbHOH popmbl, koTopast o gaHHbM JICK oueHb
noxoxka Ha noanmopdHyto dopmy I (oHa Tarcke nepexoaut B noaumopduyto dpopmy Il mpu
HarpesaHuu B TemneparypaoM uarepsaie 120°C-140°C), 1y KOTOpOH Ha peHTI€HOBCKOH
nopoikoBoi audppakrorpamme (XRPD) MHOTO Takux ke MATOYIJIOBBIX OTPKEHHM, KaK U Y
noauMopdHOU (hopmel I, HO KOTOpast TAKIKE 3HAUUTENBHO OTIMYAETCS CBOMMU APYTHMHE

OTPAKCHUAMU.

Hes3supas Ha npemecTByonpe 6e3yCreninbie NONBITKA 0OHAPYKUTh HOBBIE IOJTHMOPQHEIE
¢opmsl N-[2-(6-prop-1H-ungon-3-un)stun|-3-(2,2,3,3-rerpad Topnponokcu )OeH3 HiIaMiHa
THAPOXTOPUIA, ABTOPAMU HACTOSILIET0 U300peTeHns ObLT HAlIeH MOIX0/ K MOy YSHHUIO
HOBOM momuMophHOH Gopmer N-[2-(6-prop-1H-wamon-3-un)stun|-3-(2,2,3,3-
TeTpadTOpIPOnoKCcH ))OeH3WIaAMUHA THAPOXIOPHAA, B IOCIEIYIOIIEM HA3bIBAEMOM

noumopdHO# dopmotii 111

Bru10 00HapyKeHO, UTO B TEMIIEpATy PHOM HHTEpPBAE, B KOTOpOM mojuMopdHas hopma I1T
N-[2-(6-¢Top-1H-ungon-3-un)stun|-3-(2,2,3,3-rerpadropnpornokcu)oeH3nnaMiHa
THIPOXJIOPUAA MPEACTABISET COOOH TEPMOTUHAMUYECKH CTAOWIBHYIO NOTHUMOP(DHY IO
dopmy, nerue nonyuars nomuMopdusie Gopmer I u II N-[2-(6-prop-1H-unnon-3-un)stuial-3-
(2,2,3,3-rerpadroprponokcu)0eH3nIaMIHA THAPOXIopHaa. B oOmiemM, momuMopdHbIe
¢dopmer I u II N-[2-(6-prop-1H-unmon-3-un)tui]-3-(2,2,3,3-
TeTpadTOPIPONOKCH )OS H3NITAMIHA THAPOXJIOPHIA KHHETHUECKH Jerde 00pasyoTcs 1Mo
cpaBHEHUIO ¢ mosmMopdHOU dopmoii 111, koTopas SBIsIETCS TEPMOTUHAMHYESCKH CTa0MTBHOM

(hopMOit, UTO OCTIOXKHSIET MOTYUYEHHE STON MOTUMOP(HOM (POPMEL

OcobenHoe npenmyectso noxumopduoit popmsl 111 B ToM, UTo OHA siBNIsIETCS HAanboIee
TepMOIUHAMUYECKH cTabunbHON Gopmoit N-[2-(6-¢prop-1H-unnon-3-un)tun|-3-(2,2,3,3-

TETPapTOPIPONOKCH )OS H3UTaAMHUHA THAPOXIOPHIA.

Hacrosmee n3o0pereHre JOMOJHATENIBHO OMMCAHO B BAPUAHTAX OCYIIECTBICHUS ¢ 1 1o 42

(E(1)-E(42)) Huxe:

E(1): IMonumopduast popma III N-[2-(6-dhrop-1H-unmon-3-mn)stun]-3-(2,2,3,3-

TeTPapTOPIPONOKCH )OS H3UITAMHUHA THAPOXIOPHIA.
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E(2): INontumopduas ¢popma cornacuo (E1), xapakrepusyomasicst peHTTeHOBCKOH
MTOPOIIKOBOM T PAKTOTPAMMOM, MTOKA3BIBAIOIIEH IMHKY MPH CIIeYIOMUX yriaax 20: 4,63°,

6,94°, 13,89°, 17,26° u 19,97°.

E(3): IMonumopduas popma cornacuo (E2), 10MOIHUTENBEHO XapaKTEPH3Y IOIIASICS
PEHTTEHOBCKOM MOPOIIKOBOH AU(PAKTOrPaMMOii, TOKA3BIBAKOIIEH TIMKK TIPU CJIETY FOIITUX

yraax 20: 4,63°, 6,94°, 13,89°, 17,26°, 18,95°, 19,97°, 22,53° u 23,65°.

E(4): TMonumopduast popma cornacuo (E3), Z0MOIHUTENLHO XapaKTEPH3Y IOIIASICS
PEHTTeHOBCKOM MOPOIIKOBOU AU(PPAKTOrPaMMOii, MOKA3BIBAIOLIEH MUKH MPU CJIeTYFOLTHX
yraax 20: 4,63°, 6,94°, 13,89°, 17,26°, 18,07°, 18,49°, 18,95°, 19,47°, 19,97°, 20,53°, 21,83°,
22,53°,23,27°, 23,65° u 28,91°.

E(5): IMonumopduast popma cornacuo (E1), rae ykazaHHoe COeTHHEHHE HMEET

PEHTIeHOBCKYIO MOPOIIKOBY IO qupakTorpamMmy, Kak MOKazaHo Ha Gurype 5.

E(6): Crioco® nonyuennst nomumopduoit popmst 111 N-[2-(6-prop-1H-unzon-3-mrn)stun|-3-

(2,2.3,3-terpadropnponokcu)0eH3WIaMUHA THAPOXIOPUIA, BKIIOYAOIIHIH B ceOsl:

yrasmuBanue momuMopduon dopmer I N-[2-(6-¢prop-1H-ur107-3-1001)3 I | -3 -
(2.2,3,3-terpadropnponokcu)oeH3nIaMIUHA THAPOXJIOPUAA U3 CycrieH3un N-[2-(6-
¢drop-1H-un051-3-11)3tin|-3-(2,2,3,3-rerpadropnponokcu )oOeH3uIaMHHa
THAPOXJIOPUAA B OPraHUIECKOM PACTBOPHTEIE, BLIOPAHHOM M3 CIIEAYIOIIEro
MEPEYHS: AllETOHUTPUI, TPOMUOHUTPHI, AETOH, METAHOJI, ITAHOJI, TOTYOI U

KCHIOJNBI (OPTO, METa WJIH TIapa) WK X CMECH, TpH TeMmmeparype Hinke 60°C.

E(7): Cnoco®6 nonyuenust nomumopduoit popmet 111 N-[2-(6-prop-1H-ungon-3-un)atun|-3-

(2,2.3,3-rerpadropnponokcu)OeH3WIaMUHA THAPOXIOPUIA, BKIIOUYAOLIHH B ceOsl:

a) BBeaenue momuMophHoit Gopmel I, monmumopduoii hopmer 11 , amopdroit popmbr
wia cMecH 3tux popm N-[2-(6-pTop-1H-una0a-3-mn)atmn|-3-(2,2,3,3-
TeTpad TOPIPONOKCH)OEH3WIaAMUHA THAPOXIOPHIA B OPraHUIECKHH PACTBOPUTED,
BbI6paHHI>II\/'I u3 CJICAYIOMICTO NePEeYHs. alCTOHUTPUIL, MIPONNOHUTPUIT, allCTOH,
METAHOJI, 3TAHOJI, TOJYOJ M KCHIONBI (OPTO, META WM Mapa) WK UX CMECH, TPU
Temmeparype Hiwke 60°C 17151 Oy UeHHUS CY CIIEH3HH,

b) ynaenusanue nomumopduoit popmsr I N-[2-(6-prop-1H-unnon-3-wn)atun|-3-

(2.2.3,3-teTpadropnponokcu)0eH3uIaMIUHA THAPOXIOPHAA.
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E(8): Croco6 nonyuennst nomumopduoit popmst 111 N-[2-(6-prop-1H-unzon-3-un)stun|-3-

(2,2,3,3-terpadropnponokcu)OeH3WIIaMUHA THAPOXIOPUIA, BKIIOUAOIIHIH B ceOsl:

a)

b)

BHECeHue 3arpaBku u3 nomumopduoii popmel I N-[2-(6-dprop-1H-un0:1-3-
w1)aTrn|-3-(2,2,3,3-rerpah Topnponokcu)0eH3nTaMIHA, THAPOXTIOPHIA B CYCIIEH3HIO
N-[2-(6-pTop-1H-una0a-3-m1)sTIn |-3-(2,2,3,3-TeTpad Topnponokcu )oeH3 uIaMiuHa
THIPOXJIOPUAA B OPraHUIECKOM PACTBOPHTEIIE, BLIOPAHHOM M3 CIIEAYIOIIEro
MEPedHs: aleTOHUTPHI, IPOIMOHUTPIII, ALETOH, METAHOJI, 3TAHOJ, TOIYOI U
KCHJI0/1bI (OPTO, METa WJIH [apa) WK UX CMECH, IIpU Temieparype Hike 60°C;
ynasiauBanue noaumopdHoit popmer II N-[2-(6-drop-1H-unmon-3-u)stui|-3-

(2,2.3,3-terpadropnponokcu)OeH3WIaMUHA THAPOXIOPUIA.

E(9): Crioco® nonyuenns nomumopduoit popmst 111 N-[2-(6-prop-1H-unxon-3-un)stun|-3-

(2,2.3,3-TerpadTopnponokcy)OeH3IaMAHA THAPOXIOPUIA, BIITIOYAOIIHIA B ceOsl:

a)

b)

E(10):

BBeJeHue nomumophHou Gopmel I, mommmopdHoit Gpopmer 11, amopdHOit Popmer rwiu
cmecu 3Tux popm N-[2-(6-pTop-1H-una0a-3-u1)stun|-3-(2,2,3,3-
TeTpadTOPIPONOKCH )OS H3MITAMIHA THAPOXJIOPHIA B OPTraHUUECKHI PaCTBOPHUTEND,
BBIOpAHHBII U3 CIeAYIOMIEro MEePEeUHs: AleTOHUTPWI, TIPOITMOHUTPHII, ALIETOH,
METaHOJI, ITAHOJ, TeNTAaH, TOIYO0JI M KCUIOJBI (OPTO, METa HJIH Mapa) WK HX CMECH,
rpu Temneparype Hwke 60°C misi oMyueHus! Cy CIeH3UH;

BHeceHue 3arpaBku u3 nonumophuon ¢popmsl I N-[2-(6-prop-1H-ung0n-3-
wi)aTIi|-3-(2,2,3,3-rerpadpTOpIponoKcu )OeH3uIaMUHA THAPOXIOPHIA IIPH
temrieparype Hmwxe 60°C;

ynasiauBaHue noaumopdHoit popmer II N-[2-(6-drop-1H-unmon-3-u)stui|-3-

(2,2.3,3-terpadropnponokcu)0eH3WIaMUHA THAPOXIOPUIA.

Crroco6 coraacuo mrodomy u3 (E6)-(E9), rae cMech opraHuveckux pacTBOPHUTEIEH

TaKOBa, YTO KPUCTAUTA3ALMS IIPOUCXONT TpH Temneparype Hike 60°C.

E(11):

Crioco0 coracuo nwodomy u3 (E6)-(E9), rae opraHnyecKuii pacCTBOPUTEND

npeacrasisieT cobol CMech aeToOHA U renTaHa B COOTHOIIeHUH 1:4.

E(12):

Crnioco0 coriacuo nrwdomy u3 (E6)-(E9), rae opraHuyeckuii pacCTBOPUTEND

npeacTaBisieT coOol CMeCh METaHOJIA M TOJTyOJIa B COOTHOIIeHNH 1:4.

E(13):

Coeaunenne coracHo awoomy u3 (E1)-(ES) mist npuMeHeHUs B KAYECTBE

JICKApCTBCHHOI'O CpeacTBa.
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E(14): dapmareBTrueckasi KOMITIOZUITUS, COASPIKAIIas COeTUHEHUE COTNIACHO JTF000MY U3

(E1)-(E5).

E(15): ®apmarieprrueckuii cocrae cornacuo (E14), comepskammuii papMarieBTHUSCKH

MIPpUEeMJIEMBIC HOCUTEJIU UJIN paS6aBI/ITeJ'II/I.

E(16): Cioco6 neuenust 6oae3nn AnplreiiMepa B KaueCTBe BCIIOMOTaTEILHON Teparuy Mpu
JIeUSHUH aleTHIXOUHACTePas3oil, BKIoUaromuii Beeaenne 3G pekTuBHOi cyTOUHOI 10361

coenuHeHHs cormacHo Jrodomy u3 E(1)-E(S) mamuenTy, HyKJar0ImeMycsl B TAKOM JISUSHHUH.

E(17): Crmocob corsacuo E(16), rae 3¢ dekTHBHAS CyTOUHAS 1032 YKA3aHHOT'O COSAMHEHHS,

BBOJUMAsI MALMEHTY, COCTABISIET OT MPUMEPHO 5 10 mpuMepHo 120 mr.

E(18): Crocob coracuo E(16), rae addexTrBHas CyTOUHAS 1032 YKA3aHHOT'O COSAMHEHUS,

BBOUMAsI MALUEHTY, COCTABISIET OT npuMepHO 30 10 mpuMepHO 60 Mmr.

E(19): Crmocob coracao mobomy u3 E(16)-E(18), rae vHruOuTOpoM aneTHIXOJHHICTEPA3H

SIBJISICTCSI TOHCIIC3UII.

E(20): Crioco6 corsacuo mobomy u3 E(16)-E(18), rie MHruOHUTOPOM ale THIXOJHHICTEPA3HI

SIBJISICTCS pPUBACTUTMUH.

E(21): Croco06 coracuo mobomy u3 E(16)-E(18), rae vHruOUTOPOM aneTHIXOIHHICTEPA3HI

SIBJISICTCSI TAJIAHTAMHH.

E(22): Crocob coriacHo mobomy u3 E(16)-E(18), rae nHruOuTopoM aneTHIIXOIHHICTEPA3H

SIBJISICTCS TaKpPHH.

E(23): Criocob neuenust 3a00eBaHus WM PaCCTPONCTBA, BHIOPAHHOT'O M3 NEMEHIUH TIPU
6ose3nu [lapkuHcoHa, xopeu ['eHTUHrTOHA U cuHApoMa JlayHa, BKIrouaronmii B cedst
BBeeHue 3()(H)eKTUBHOM CYTOUYHOM T03bI COeMUHEHUs cornacHo rbomy u3 E(1)-E(5)

MAMUCHTY, HYKIAIIEMY CsI B TAKOM JICUCHHH.

E(24): Ciocob neuyenust 00Je3HH WITH PaCCTPOMCTBA, BEIOPAHHOTO U3 KOTHUTUBHBIX
HapyH.IeHPIfI, BO3PAaCTHOI'O KOTHUTUBHOI'O HAPYIICHUS, cna60 BBIPAXKCHHOI'O KOTHUTUBHOI'O
HapyeHus], ahPEeKTUBHBIX PACCTPOICTB (BKIIOYAS NEPECCHI0, MAHUH, MAHHAKATIBbHO-
JeTpecCUBHBIE COCTOSIHUS), IICUX03a (B YACTHOCTH, N30 PEeHNH), TPEBOKHOTO
paccTpolicTBa, MAHUYECKOTO PACCTPOUCTBA B COUeTaHUM ¢ aropadobueii nunu 6e3 Hee,
aropadobuu 6e3 maHUUIeCKOro PacCTpoicTBa B aHaMHe3e, crienupudeckoit podum,

conuantbHO (hobun, 00CeCCUBHO-KOMITYILCHBHOTO PACCTPONCTBA, ITOCTTPABMATHIECKOTO
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CTPECCOBOT0 PacCTPOUCTBA, OCTPOTO CTPECCOBOTO PACCTPOICTBA, TeHEPATU30BAHHOTO
TPEBOXKHOTO PACCTPOICTBA, TPEBOKHOI'O PACCTPOMCTBA BCISACTBHE OOMIEro 3a001eBaHMsL,
HMHTOKCHKALIMOHHOTO TPEBOXKHOIO PACCTPOICTBA U TPEBOKHOTO PaCcCTPOICTBA, HE
OT'OBOPEHHOT0 WHAUe (0COOSHHO BKIIIOUAs TeHEPATH30BAHHOE TPEBOKHOE PACCTPOUCTBO,
MAHWYECKOE PACCTPOHCTBO H 0OCECCHBHO-KOMITY IbCUBHOE PACCTPOICTBO), HANOMATHIECKON
U MeIUKaMeHTOo3HOH Oonesnn [TapkuHCOHA, 3Muencun, KOHBYJIbCHI, MUTPEHH (BKITIOUAs
T'OJIOBHYIO OO0JIb IPH MUTPEHH), HAPKOTHUYECKON JJOMKH (BKJIIOUAS TAKHE HAPKOTHUKH, KaK
OIMUATHI, HUKOTHH, Ta0auHbIE MPOAYKThI, ATIKOT0JIb, OEH30AMA3ETHHbBI, KOKAUH,
YCIOKOHUTENBbHBIE CPEICTBA, CHOTBOPHBIE MPENapaTsl U T.I1.), HAPYIISHHH CHA (BKIIOYAst
HApPKOJIEIICHIO), CHHAPOMA Ae(UIuTa BHUMAHUS 1 THIIEPAKTUBHOCTH, PACCTPOICTBA
MOBEIEHHUSI, PACCTPOMCTB HayUSHHUS, JeMeHINHN (BKI04ast 60e3Hp AnbureiiMvepa u
BbizBanHoe CITHUJom cnaboymue), xopen [ eHTHHITOHA, KOTHUTUBHBIX HapyLIeHUit mocie
CEpJEYHOro0 LIy HTUPOBAHUS U Nepecajky TKaHell, HHCYIbTa, NIIEMUH T'OJIOBHOTO MO3Ta,
TPaBMBbI COMHHOT'O MO3Ta, TPABMBI MOJIOBBI, IEPUHATATBHON MMIIOKCUH, OCTAHOBKH CEepALa,
THIOTTHKEMHYECKOTO TIOBPEK ASHHS] HEHIPOHOB, COCY JUCTOH JeMEeHIINH, MY IbTHHH(DAPKTHONH
JeMeHIHH, OOKOBOT0 aMAOTPOPUUECKOTO CKIIEPO3a U PACCESHHOTO CKIIEp03a, KOTOPBI
BKJIIOUAET BBeJicHHE d(P()EKTUBHON CYTOUHOM O3Bl COEMHEHHS COracHo modomy u3 E(1)-

E(5) manmenTy, HyKJar0IIEeMyCsl B TAKOM JISUSHUH.

E(25): Coenunenne coriacuo awbomy u3 (E1)-(ES) B npuMeHeHUH K JTIEUEHUIO OOJIE3HH

AnprreiiMepa B KauecTBe BCIIOMOTaTeIbHON Tepaliy P JICUSHIH alleTHIXO0JINHICTePa3O.

E(26): Coenunenue coriacuo E(25), rae 103a yka3aHHOTO COEAMHEHMSI COCTAB/ISIET OT

HOpUMEPHO 5 10 npuMepHo 120 mr.

E(27): Coenunenne corinacHo E(25), rae 103a yKa3aHHOTO COSAWHEHHSI COCTABIISIET OT

npumepHo 30 10 mpumepHO 60 Mr.

E(28): Coeaunenue coriacuo awbomy usz E(25)-E(27), rie uHruGuropom

ALECTUIIXOJIUHS CTCPA3BI SABJISCTCSI JOHETIE3UIT.

E(29): Coenunenue cornacuo awbomy usz E(25)-E(27), rae uaruGuropom

ALCTUIIXOJIHUHICTEPA3EI SABJISICTCA PUBACTUT MHH.

E(30): Coenunenne cornacuo aobomy u3 E(25)-E(27), rae uaruburopom

AUCTUIIXOJIUHS CTCPASEI SIBJISIETCS FraJTaHTaMUH.
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E(31): Coenunenue cornacuo awbomy u3z E(25)-E(27), rae uaruGuropom

ALCTUIIXOJIHUHI CTEPA3BI SABISICTCA TAKPHUH.

E(32): Coeaunenne coriacuo abomy u3 E(1)-E(5) B npuMeHeHNH K JIEUEHUIO 00JIE3HH HITH
paccTpoicTBa, BEIOPAHHOTO U3 AeMeHUuH mpu Oonesnn [lapkuHcoHa, Xopeu ['eHTHHITOHA U

cuHgpoma JayHa.

E(33): Coenunenue cornacuo awbomy u3 E(1)-E(5) B npuMeHeHnu K ieueHuto 0OIE3HU WU
paccTpoicTBa, BEIOPAHHOTO U3 KOTHUTHBHBIX HAPYIIEHHH, BO3PACTHONO KOTHUTHBHOTO
HapyIeHus], ¢1a00 BBIPAKEHHOT'O KOTHUTHBHOTO HApyeHus:, ap(ekTHBHBIX paccTpONCTB
(BKJTIOUAsI IETIPECCUI0, MAHUH, MAHHAKATBEHO-IEMPECCUBHBIE COCTOSIHHSI), ICHX03a (B
YAaCTHOCTH, IH30(PEHUH), TPEBOKHOTO PACCTPONHCTBA, MAHUUECKOTO PACCTPOUCTBA B
couerannu ¢ aropago0bueii wim 6e3 Hee, aropadobun 6e3 MaHNISCKOTO PacCTPONCTBA B
aHaMmHese, crenrdpuueckoii pobuu, counansHoli Godun, 06ceCCUBHO-KOMITYIHCUBHOT'O
paccTpoicTBa, HOCTTPABMATHYECKOT'O CTPECCOBOrO PACCTPOUCTBA, OCTPOTO CTPECCOBOTO
paccTporcTBa, TeHePATH30BAHHOTO TPEBOXKHOTO PACCTPOICTBA, TPEBOKHOIO PACCTPOHCTBA
BCiIeacTBUE o0miero 3a00neBanutsl, HHTOKCUKAILIMOHHOTO TPEBOKHOTO PACCTPOHCTBA U
TPEBOJKHOTO PACCTPOICTBA, HE OTOBOPEHHOr0 HHAYEe (0OCOOEHHO BKJIIOUAs FeHEPATH30BAHHOE
TPEeBOKHOE PACCTPONCTBO, MAHUIECKOE PACCTPOUCTBO H 0OCECCHBHO-KOMITYJIECHBHOE
PacCTpOICTBO), HAMONATUIECKON B MeTUKAMEHTO3HO M Gone3Hu [TapkuHCOHA, STIHIETICHH,
KOHBYJIbCHI, MUTPEHH (BKJIIOUASI TOJIOBHYIO OOJb MTPU MUTPEHH), HAPKOTUUECKOH JIOMKH
(BKITIOUAs TaKWe HAPKOTUKU, KaK OMUATHI, HHKOTHH, TabauHble MPOAYKThI, ATKOT'OJb,
66H30,E[I/Ia3€HI/IHI)I, KOKaWH, YCIIOKOUTE/IBHBIC CPEACTBA, CHOTBOPHBIC IIpenaparsbl U T.l'[.),
HapyILIeHui cHa (BKIII0YAs HAPKOJIETICHIO), CHHAPOMA AeduLuTa BHUIMAHHS U
THIEePaKTUBHOCTH, PACCTPONCTBA MMOBECHUSI, PACCTPONUCTB HAY YSHHSI, AEMEHINH (BKIIOYAs
0ose3ub Anbireiivepa u BeizBannoe CITHJom ctaboymue), xopeu ['eHTHHITOHA,
KOTHUTHUBHBIX HAPYIICHUH NOCTE CEPACUHOro IIyHTUPOBAHUS U EPECAAKA TKAHEH,
WHCYJTBTA, UIIEMHH TOJOBHOT'O MO3Ta, TPABMBI CITUHHOTO MO3Ta, TPaBMbI T'OJIOBI,
MEPUHATANBHOU TUIIOKCUY, OCTAHOBKH CEP.Ia, THIOTTTHKEMAIECKOTO MOBPEK IEHUS
HEHPOHOB, COCYIUCTON AeMEHIUH, My IbTHUH()APKTHON AeMEHIH, GOKOBOrO

aMHOTPO(HUIECKOro CKIIEpO3a U PacCessHHOTO CKIIEPO3a.

E(34): ITpuvenenue coemqunenus cornacHo jaooomy u3 (E1)-(ES) B mpousBoacTBe
JIEKapCTBEHHOT'O CPEACTBA ISl TeueHns: Oone3Hn AnbureliMepa B KauecTBe

BCIIOMOTaTeTbHON Tepariy Py JIEUSHHH aleTHIXOJTHHI CTEPA3Oii.
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E(35): IMpumenenue cornacuo E(34), rae 103a yka3aHHOTO COEAUHEHHS COCTABIISIET OT

HOPUMEPHO 5 10 npuMepHo 120 mr.

E(36): ITpumenenue cornacuo E(34), rae 103a yKa3aHHOTO COEIUHEHHS COCTABIISIET OT

npumepHo 30 10 mpumepHO 60 Mr.

E(37): Ilpumenenue cornacuo jodomy u3 E(34)-E(36), rae uaruouropom

ALCTUIIXOJIMHS CTCPA3BI ABISACTCS JOHCTIC3UIT.

E(38): ITpumenenwue cormacuo mobomy u3 E(34)-E(36), rae uaruburopom

ALCTHUIIXOJTHHS CTCPASEI SIBJISICTCSI PUBACTUT MUH.

E(39): Ilpumenenue cornacuo aodomy u3 E(34)-E(36), rae uHruouropom

ALECTUIIXOJIMH3 CTCPA3HI SIBJISIETCS TaITaHTaAaMUH.

E(40): ITpumenenue cornacuo modomy us E(34)-E(36), rae uaruburopom

ALCTUIIXOJIHUHI CTEPA3BI SABISICTCA TAKPHUH.

E(41): ITpumenenne coenunenus cormacHo robomy u3 E(1)-E(5) B mpoussoacTee
JIeKapCTBEHHOT'O CPEACTBA ISl JIeUeHns OOJIe3HH WIN PacCTPOICTBA, BBIOPAHHOTO U3

JemeHIMH npu Oose3nu [lapkuacona, xopen ['eHTHHITOHA U cuHApoMa JlayHa.

E(42): ITpumenenue coemqunenus cornacuo jao6omy u3 E(1)-E(5) B mpoussoacTee
JIeKapCTBEHHOTO CPEACTBA AIsl JieueHus: OOJIe3HHU WM PacCTPOICTBA, BBIOPAHHOTO U3
KOTHUTUBHBIX HAPYIIEHHH, BO3PACTHOTO KOTHUTUBHOTO HAPYIIEHHS], CNa00 BHIPAKEHHOTO
KOTHHUTHBHOT'O HapyIIeHus,, af(peKTUBHBIX PACCTPOUCTB (BKIIIOUAS ISHIPECCUI0, MAHHH,
MaHHAKATbHO-JETPECCUBHBIE COCTOSIHUS), TICHX03a (B YaCTHOCTH, IH30(peHmN),
TPEBOKHOTO PACCTPOICTBA, MAHUMYECKOTO PACcCTPOICTBA B coueTanuu ¢ aropadolueii win
Oe3 Hee, aropatoOuu Oe3 MaHMYECKOro PacCTPOMCTBA B aHaMHe3e, crerudrueckoit hoduu,
couuaabHO# hodun, 00CeCCUBHO-KOMITYILCHBHOTO PACCTPOCTBA, MOCTTPABMATHYUECKOTO
CTPECCOBOTO PACCTPOMCTBA, OCTPOrO CTPECCOBOTO PACCTPOICTBA, FeHEPATU30BAHHOT'O
TPEBOKHOTO PACCTPOMCTBA, TPEBOKHOTO PACCTPOKUCTBA BCIeACTBUE 00Imero 3a001eBaHusl,
HMHTOKCHKAIIMOHHOTO TPEBOXKHOTO PACCTPONCTBA U TPEBOIKHOTO PAaCCTPOICTBA, HE
OrOBOPEHHOTO HHaue (0COOEHHO BKJIIOUAs FTeHepaTu30BaHHOE TPEBOKHOE PACCTPOMCTBO,
MAHUYECKOE PACCTPOMCTBO M 0OCECCHBHO-KOMITY JIbCHBHOE PACCTPOMCTBO), HAMOTIATHYECKOM
¥ MeAUKaMeHTO3HO Oone3nu [TapkHHCOHA, SMUIETICUN, KOHBYJILCHI, MATPEHH (BKITIOUAS
TOJIOBHYIO OO0JTb PU MUTPEHH), HAPKOTHUECKON JIOMKH (BKJTIOUASI TAKHE HAPKOTUKH, KaK

OIIUaThl, HUKOTHH, TabauHbIe IMPOAYKTHI, aIKOI'0JIb, 66H30,Z[I/Ia36HI/IH]:I, KOKaHuH,
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YCIOKOUTENIbHBIE CPENCTBA, CHOTBOPHBIE MPENAPAThl | T.I1.), HAPYIISHUH CHA (BKITFOUAs
HAPKOJISTICHIO), CHHApOMA Ne(UINTAa BHUIMAHUS U TUIIEPAKTUBHOCTH, PACCTPOMCTBA
TOBEJIEHHS], PACCTPOMCTB HAYUYeHus], NeMeHIHU (BKTovas 6oyie3Hs AJbLreiiMepa u
BbizBanHoe CITH [Iom cnaboymue), xopen ['eHTUHITOHA, KOTHUTHBHBIX HAPYIIEHUH mocie
CEepIAEUYHOro LIy HTUPOBAHUSI U IEPECAAKU TKAHEH, MHCYJIbTA, UIIEMHUH T'OJIOBHOTO MO3Ta,
TPaBMBbl CHUHHOT'O MO3ra, TPaBMBI T'OJI0BBI, IEPUHATATBHOW TMITIOKCUH, OCTAHOBKH CEPALA,
THITOTJIMKEMHYECKOTO MTOBPEK ASHHS HEUPOHOB, COCYAUCTOM NEMEHIMU, MY TbTHAH(pAPKTHON

JeMeHLHH, OOKOBOTr0 aMUOTPO(UUECKOro CKIIepo3a U PacCessHHOTO CKIIEpo3a.

E(43): Croco6 coriacuo nwodomy u3 E(6)-E(10), rae cycneH3ui0 roTOBST MPU TEMIIEPAType

npumepHo 50°C, Hanpumep, npu 45-55°C.

E(44): Crocob cornacuo nmrobdomy u3 E(6)-E(10), rae cycneH3uio TOTOBAT PU TEMITEPaType

ke 50°C.

E(45): ITonumopduast popma cornacuo (E1), xapaxrepuzytorasicss MKII® cniekrpamu,
UMEOIIMMH TIOJIOCHI ¢ OTHOCHTENBHO CHITBHON MHTEHCHBHOCTBIO B CJIEIY FOLHX TIOJIOKEHUSIX

nosoc [cm1]: 3426, 1586, 1089, 762 u muiewo mpu 1099 cm!.

E(46): IMonumopdnas popma cornacHo (E1), xapaxrepusytomasicss UKI1® cnexrpamu B

cnekTpanbHOl o6mactu 1130-1050 cm™!, kax mokasano Ha purype 10.

E(47): ®apmaueBTHIecKasi KOMIOZULHS, TTONyUeHHAs! u3 noauMopdHou dopmsr [T N-[2-(6-

¢drop-1H-ungon-3-mn)atmn|-3-(2,2,3,3-rerpadropnponokcn )OeH3MIAMIHA THAPOXIOPHIA.

E(48): ®apmaueBTHUecKasi KOMIO3ZULHS, ONyUeHHAs! u3 noauMopdHoi opmsr [T N-[2-(6-
¢drop-1H-ungon-3-mn)stmn]-3-(2,2,3,3-rerpadTopnponokcu )OeH3WIaMUHA THAPOXIOPUIA,
XapaKTepU3yOMAsICs PEHTTEHOBCKO MOPOIIKOBON AU PAKTOrpaMMON, MOKA3bIBAOLIEH

MUKY TIPU Cleayonmx yriuax 20: 4,63°, 6,94°, 13,89°, 17,26° u 19,97°.

E(49): ®apmaueBTHuecKasi KOMIO3ZULHS, ONyUeHHAs! u3 noauMopdHoi opmerl [T N-[2-(6-
¢drop-1H-un101-3-mw1)3TI|-3-(2,2,3, 3-rerpadroprnponokcu)oeH3 miIaMIHA THAPOXIOPUAA,
XapaKTEPHU3YIOLIASICSl PEHTTEHOBCKOM MOPOIIKOBOM Tu(ppakTOrpaMMOi, MOKa3bIBAIOIIEH
MUKY TpU Cleayonmx yriuax 20: 4,63°, 6,94°, 13,89°, 17,26°, 18,95°, 19,97°, 22,53° u
23,65°.

E(50): ®apmanesTrueckast KOMITOZUIIHS, MOTydeHHast U3 moaumopdHo# ¢popmer [T N-[2-(6-

¢drop-1H-un01-3-w1)3in|-3-(2,2,3,3-rerpadroprnponokcu)0eH3nIaMiUHA THAPOXIOPHIA,
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XapaKTePU3YIOMIASICS PEHTTEHOBCKOM MOPOIIKOBOM TU(PaKTOrpaMMOi, MOKA3kIBAIOIIEH
MTAKY MPH CIIeTYIOMuX yriaax 20: : 4,63°, 6,94°, 13,89°, 17,26°, 18,07°, 18,49°, 18,95°,
19,47°, 19,97°, 20,53°, 21,83°, 22,53°, 23,27°, 23,65° u 28,91°.

E(51): ®apmaueBTHUecKasi KOMIO3ULHS, TONyUeHHAs! 3 noauMopdHou dopmsr [T N-[2-(6-
¢drop-1H-unzon-3-mn)stin|-3-(2,2,3,3-rerpadTopnponokcn )OeH3WIaMHHA THAPOXIOPUIA,
XapaKTepU3yOLIAsICs] PEHTTE€HOBCKOI MOPOIIKOBON AN PAKTOrpaMMOH, MOKA3bIBAOILEH

MUKU, KaK IpUBEIEHO Ha durype 5.

E(52): ®apmaueBTHUecKasi KOMIOZULHS, TONyUeHHas! u3 noauMopdHou dopmsr [T N-[2-(6-
¢rTop-1H-ungon-3-mn)atmn|-3-(2,2,3,3-terpadTopnponokcn )OeH3WIaMHHA THAPOXIOPUIA,
xapakrepusyromasicss UKII® cnexrpamu, HMEIOIUMHA MTOJIO0CHI ¢ CUIBHON HHTEHCUBHOCTBIO B

CIeIyFOLIMX MOJ0KEHUIX nonoc [em]: 3426, 1586, 1089, 762 u meuo mpu 1099 cm™.

E(53): ®apmaueBTHIecKast KOMIOZULHS, TONyUeHHas! u3 noauMopdHou dopmsl [T N-[2-(6-
¢dTop-1H-ungon-3-mn)atin|-3-(2,2,3,3-terpadTopnponokcu )OeH3WIaMHHA THAPOXIOPUIA,
xapaxrepusyromasics UKI® cnexrpamu B criekTpansHoit o6aactu 1130-1050 em!, kax

mokasaso Ha ¢urype 10.

Onpenenenns
N-[2-(6-pTop-1H-una0m-3-un)stiin|-3-(2,2,3,3-rerpad Toprnponokcu )oeH3 WIaMHH
npeacrasisier cobort “Lu AE58054”. Lu AE58054 siBisiercst aHTaroHUCTOM perenropa 5-

HT¢ u ero xumuueckasi CTPyKTypa OnrcaHa HIKE:

H
N
e
F
F \
N Lu AE58054
H

IMomumopdnas dopma I N-[2-(6-dpTop-1H-unp0n-3-mm)atun|-3-(2,2,3,3-
TeTpadTOPIPONOKCH )OS H3MITAMIHA THAPOXJIOPHIA XapaAKTEPU3YETCsI PEHTT €HOBCKOM
mopoiikoBoit gudpaxrorpammoii (XRPD), mokasbiBaroIieii MHKH MPU CASAY FOIIHX yriaax 20:
4,63°, 6,94°, 13,89°, 17,26° u 19,97°, Gonee KOHKPETHO MpH CASAYIOMMX yriaax 20: 4,63°,
6,94°, 13,89°, 17,26°, 18,95°, 19,97°, 22,53° u 23,65°, U ewme 60/16€ KOHKPETHO TP
crenyromux yriaax 20: 4,63°, 6,94°, 13,89°, 17,26°, 18,07°, 18,49°, 18,95°, 19,47°, 19,97°,
20,53°, 21,83°, 22,53°, 23,27°, 23,65° 1 28,91°.
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IMomumopduas popma I N-[2-(6-pTop-1H-una01-3-mwi1)sTmn|-3-(2,2,3,3-
terpadroprponokcn)oeHIWIaMIHA THAPOXJIOPUAA XapaAKTEPU3YETCsI PEHTI€HOBCKO
MOPOIIKOBOM TU(ppakTOrpaMMOii, MOKa3bIBarOIIEl THKH MPH CAeAyomuX yriaax 20: 4,62°,

6,95°, 13,90°, 17,40°, 20,15° u 24,97°.

IMomumopduas popma Il N-[2-(6-prop-1H-ungon-3-wn)stun|-3-(2,2,3,3-
terpadroprponokcn)oeH3WIaMIHA THAPOXJIOPUAA XapaAKTEPU3YETCSI PEHTT€HOBCKO
MOPOIIKOBOM JU(PpaKTOrpaMMOii, MOKa3bIBAIOIIEH THKH MPH CAeAyomuX yriaax 20: 4,29°,

8,56°, 12,84°, 15,34°, 17,92° u 28,75°.
Bce nannbie XRPD mpuBeneHbl B JAHHOM JOKYMEHTE ¢ TOUYHOCTRIO + 0,10 (°260).

N-[2-(6-bTop-1H-nanon-3-un)stun|-3-(2,2,3,3-rerpadropnpornoxcn)oeH3nnaMmnaa
THIPOXJIOPU, TIOYUSHHBIH B BHAE TBEPIOTO BEMIECTBA CocoOaMu u3 nareHta ‘488 u WO

11/76212, npencrapnsier coboii nonmumopdueie Gopmer I u I1.

Bripaxenne "tepanesruuecku 3 (eKTHBHOE KOINYECTBO" COSIUHEHHUSI, HCIIOTb3YEMOE B
JAHHOM JOKYMEHTE, 03HAuaeT KOIMYECTBO, JOCTATOUYHOE TSl M3IeUEeHUs], 00IerueHus HiIn
YACTUYHOTO YTHETEHUS! KIIMHUUECKHUX MPOSIBICHUHN JaHHOTO 32001€BaHMs M €r0 OCIOKHEHUH
IIPU TePaneBTHUECKOM BMEIIATeIbCTBE, IPeLy CMAaTPHBAIOLIEM BBEACHHE YKA3aHHOI'O
coeauHeHus. KonnuecTBo, 10CTaTOMHOE ATl OCYILECTBISHHUS 3TOT0, ONPEAESTSIIOT KaK
"repaneBTuuecky 3P dexkTruBHOE KOMUIecTBO". DPPEeKTUBHBIC KOJHMUESCTBA ISl KAXKIOH LeTH
Oy AyT 3aBUCETH OT TsDKECTH 3a00IeBaHMsI WK MIOBPEXKASHHS, a TAKKE OT Beca B 00IIero
cocrostHusI cyOrexra. CieayeT MOHUMATh, 9TO ONpeAeIeHNs] COOTBETCTBYIOIIEH TO3HPOBKU
MOYKHO JOCTUTHYTH C UCIOJIb30BAHHEM OOIIENPHHSITOTO SKCIIEPHMEHTA, My TEM MOCTPOSHUS
MATPHLbI 3HAYEHUH ¥ TECTHPOBAHMS PA3THYHBIX TOUYEK B MATPHLIE, YTO HAXOJUTCS B
KOMITETEHIIMH KBATH(PHULIUPOBAHHOTO Bpaya.

Breipakenns "1edenne" u "TIporecc JIeUeHUs", UCIIOIb3yeMEIe B JAaHHOM JOKYMEHTE,
O3HAYAIOT BeaeHHe OOJBHOTO U YXOJ 34 HUM C LETbI0 O0PBOBI ¢ COCTOSIHUEM, TAKHM KaK
3a001eBaHue WK PACCTPOICTBO. BripaskeHne npeHa3HAYESHO ISl BKIIOUSHHUS! IIOTHOTO
CIEKTpa BUAOB JISUESHHSI JAHHOTO COCTOSIHHUSI, OT KOTOPOTO CTPAAaeT MAIMEHT, TAKUX KaK
BBEJICHNE aKTHBHOI'O COSIMHEHHsI 1151 0OIerdeH s CAMITOMOB WIH OCTIOKHEHHUH, IS
MPUOCTAHOBKH MPOrpecCHPOBaHusl 3a00EBaHNsI, PACCTPONCTBA WIH COCTOSHHUS, 11
o0JierueHurst Wil CMSITIeHUs] CHMIITOMOB M OCJTIOKHEHHH W/WIH JU1Sl H3JIeUeHHsT W
ycTpaHeHusl 3a001eBaHusI, PACCTPONCTBA WM COCTOSHHSL,  TAKXKE JUTSI TPEJOTBPAILSHHUS

COCTOSIHHSI, TIPH 3TOM IIPeIOTBPAICHHE ClIeAyeT IOHNMATh Kak KOHTPOJIb B YXO1 32
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MALMEHTOM C LIEBIO MPOTUBOASUCTBHUS 3a00IEBAHUI0, COCTOSIHUIO WITH PACCTPOMCTBY, U OHO
Mpey CMaTPUBAET BBEIEHHE aKTHBHBIX COSAUHEHMUM TS TIPEAOTBPAIEHUS TOSBICHHSI
CHMIITOMOB WU ocokHeHuit. [1pu atom npodunakTuueckuii (MpeBEHTUBHEII) U
TepaHeBTI/I"IeCKI/II\/'I (KJ'II/IHPI"IGCKHI’I) BHUABI JICUCHUS ABJIAIOTCSI ABYMSI OTAC/IBHBIMUA aCIICKTaMU
HaCTOSIIET0 n300peTenust. [Tourexanum JTEISHHIO MAITMEHTOM MTPETMOUTHTEIBHO SIBISETCS
MJIEKOIATAOIIEE, B YACTHOCTH, YETOBEK.

OOBIYHO, JIeUueHHE 0 HACTOSILIEMY H300PETEHHIO 03HAUAET eKEeTHEBHOE BBEICHHE
COEIMHEHHST HACTOSILIIEr0 M300peTeH st. DTO MOKET BKIIOUYATh OJHOKPATHOE CYTOUYHOE

BBECACHUC, WIN ABYKPATHOE CYTOYHOC BBEACHUC WIN AAKE YalllC.

1

"Tepanesruuecku ¢ dexTrBHON 10301" momumopdHoit Gpopmer 11T N-[2-(6-prop-1H-unmon-
3-un)atwi]-3-(2,2,3,3-Terpad TOPIPONOKCH )OEH3UITAMUHA THAPOXIOPUIA SIBIISIETCS
KOJIMYECTBO, TOCTATOUHOE A1l 00ECIeUeH!s 3aMETHOTO MOJIOKUTETEHOTO TEPANEBTHYECKOTO
3¢ dekra Mo cpaBHEHUIO C UCXOTHBIMHU KIMHUYECKH HAOTIOJAeMBIME MPU3HAKAMH W
cuMnToMamu Oone3Hu AnpurerMepa, n3mMepeHHbIMA 10 ADAS-cog, u CBSI3aHHOM €
0oNe3HBI0 AJbIreliMepa JeMeHIel, TeueHne KOTOPOH OCYIIECTBIISIIH BMECTE C

KOMOWHHPOBAHHOM Tepanueii.

Iox "HeMeIeHHBIM BBICBOOOXKIEHHEM'" TIOPA3y MEBASTCS BKIIIOUSHUE TPAIUIIMOHHOTO
BBICBOOOKIECHUS, TIPU KOTOPOM BBICBOOOK ICHHE JIEKAPCTBEHHOTO CPEACTBA HAUMHACTCS
HEMEJIEHHO Nocie BBeAeHus. [ [puMeHsIeMbIii B JAaHHOM JOKYMEHTE TEPMHUH "HEMEAICHHOE
BBICBOOOJKIEHHE" BKIIIOUAET JO3MPOBAHHBIE (DOPMBI, KOTOPBIE TO3BOJISIOT JIEKAPCTBEHHOMY
CPEICTBY PACTBOPSATHCS B COAESPIKUMOM 3KETY NOUHO-KHIIEYHOTO TPAKTA, HE MPeAmosiarast
3aEPIKKy WU MPOUIEHUE PACTBOPEHHUS WA BCACBIBAHUS JIEKAPCTBEHHOTO cpeacTsa. Llenbio
SIBIISIETCS OBICTPOE BBICBOOOXK ISHHE JIEKAPCTBEHHOT'O CPEACTBA MOC/IE BBEASHUS, HAITPUMED,
4yroOBI OBLTO BO3MOKHBIM BBICBOOOKIEHUE MO MeHbIel Mepe 80% JiekapCTBEeHHOTO
CpencTBa IUisl ICUSHHSI IEMEHIIUN B TeueHne mpuMepHo 30 MUHYT MOC/IE HavYaa

PacTBOPCHUSA B TECTE PACTBOPCHMSL.

TepMuH “MHrHOUTOP ALIETHIXOJHHICTEPA3bI” M3BECTEH CHEHUATUCTAM B JAHHOM 00IacTH U
BKJIIOUAET COeNMHEHVSI, BBIOpaHHbIEe U3 IPYIITbL, COCTOSIIEH U3 JOHeNe3u1a, pUBACTUTMHUHA,
raJaHTaMHUHA B TakpuHA. J[0361 HHTHOMTOpA aleTHIXOTMHICTEPasbl, 0100peHHbie FDA,
OXBaUeHBI HACTOSIIMM H300peTeHneM. Hampumep, crmoco0bl OXBATHIBAIOT A03bI JOHETIE3HIA,
KOTOpBIE OKa3aTUCh 3(p()EeKTUBHBIME B KOHTPOJIUPY EMBIX KITHHHIECKUX UCCIIEAOBAHUSX B

nevennu 6one3Hn AnbLreliMepa co CTerneHbI0 BRIPAKEHHOCTH OT JIETKOH 1O Y MEPEHHOIA,
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COCTaBJIAKOIIUEC 5 mrumm 10 MI', BBOAUMBIC IEPOPATTBHO OAWH Ppa3 B CYTKU. OZ[HOKpaTHaSI
nepopasibHast CyTOUHAsE 1032 JOHEIe3ma, COCTaBIsomast 23 Mr, TaKke 0q00peHa st

NeveHus 6one3Hu AnbLreliMepa Ha CTAIUsIX OT YMEPEHHOM O TSKETOM.

(VT

Tepmun “cyTouHbIi” 0003HAYAET ONMPEASICHHBIA HENPEPBIBHBIN EPUO, PABHBIN ABaLIATH

yeTbIpeM (24) vacam.

TepmuH "103a" UCIOMB3yeTCS B JTAHHOM TOKYMEHTe ISl 0003HAUEHHS BBEIECHHUS
noaumopdHoii popmer 11T N-[2-(6-pTop-1H-ung0a-3-1m)strn]-3-(2,2,3,3-
TerpadToprponokcu)oeH3uIaMHHA THAPOXIOPHAA B OJHOU JO3UPOBAHHON (hopme
MAIMEHTY, MOy YaoIeMy jeueHne. B HEKOTOPBIX BapuaHTaxX OCYIIECTBASHHUS 10301
SIBJISIETCS TIEPOPATBHBINA COCTAB AJISl OJHOKPATHOTO MPUMEHEHHSI. B HEKOTOPBIX BapHaHTaX
OCYIIECTBJIEHHUS] BBOAUMAS MALMEHTY J03a COCTABJIEHA B BHAE TAOMETKH, KATCyIbl, THTIOJIH

WA TUIACTBIPSL.

TepmuH “3¢dexTuBHas cyTOUHAs 1032~ 03HAYAET OOLIee KOJMUECTBO MOTUMOPHHOH PopMBI
I N-[2-(6-bTop-1H-ung0a-3-1w1)3trn|-3-(2,2,3,3-rerpad ropnponokcu)oeH3uaaMuHa
THIPOXJIOPUAA, BBOJUMOE HY K JAIOIIEMYCsl B JICUSCHUH NMALUEHTY B TEUEHHE HEMPEPLIBHOI'O
Meproaa, PaBHOTO MBAAIATH YeThIpeM (24) yacam. B kauecTBe HEOTrPaHUIHBAIOLIETO
npuMmepa, UCIoJIb3yeMOro B JaHHOM JOKYMEHTE UCKITIOUUTCIIBHO IUIS1 WLTIOCTPALUuN
3HaUeHUs TepMHUHA, 3 dexTuBHas CyTOUHAs 1032, cocTaBisiromast 90 mr, Oyaer 0603HavATh
U BKJIFOYATh BBEACHUE OAHOKPATHOU 103b1 90 MI B IEPUOJ, PABHBIA JBAALATH YETHIPEM
yacam, BBEJIGHHE JBYX 103 10 45 Mr Kaxaasl B TeueHHe NeproAa, PAaBHOTO JBAALATH
YCTBIpEM HacaM, U BBEIACHHUE TPEX 03 IO 30 mT Kaxxaasl B TCUCHUEC IICPUOaa, paBHOTO
JBAILATH YeThIpeM yacam, U T.1. [1pu Beeaenun nomumopdroit ¢popmsl 111 N-[2-(6-dTop-
1H-ungon-3-un)stun|-3-(2,2,3,3-rerpad Topnponokcu )deH3 mIaMiHA THAPOXJIOPH A TAKUM
obpaszom, T.e. Goee 0OJHOro pasa B TEUSHHE NePHoa ABAALATH YETHIPEX JaCOB, TAKOe
BBCACHUEC MOYKHO PACIpCaCIuTb PABHOMEPHO B TCUCHUC ABaAlaTH YETHIPEX YaCOB, WJIN JAXKE

BBOJUTH OAHOBPEMEHHO WX MMOYTU OAHOBPEMEHHO.

TepmuH " quanazoH X03bI", UCIIOIB3YEMBIN B JAHHOM TOKYMEHTE, OTHOCHUTCS K BepXHEH 1
HIDKHEH TpaHuIle JOMy CTUMOTO Pa3Inyusl KOJIMIeCTBa OroBapuBaeMoro cpeacraa. Kak
MPABHJIO0, MAIIMEHTAM, TPOXOSIINM JISUSHHE, MOKHO BBOIUTh 03y CPEACTBA B JTFOOOM

KOJIUYCCTBE B YKA3AaHHBIX ITPEAC/Iax.
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(I>apmaueBanecKne KOMIO3HITHH

B oaHOM BapuaHTe OCYLIECTBIICHHS HACTOSIIIEE H300PETEHHE OTHOCUTCS K
(hapMareBTHUECKOM KOMITO3UIUH, coepikalieii momumophuyto dpopmy 111 N-[2-(6-dprop-1H-

UHAON-3-1n )3T |-3-(2,2,3,3-TeTpadh TOPIPONOKCH )OeH3UITaMUHA THAPOXJIOPHIA.

B nononHUTENTsHOM BapHaHTe OCYLIECTBIEHHS HACTOSIIEee H300peTeHne OTHOCHUTCS K
(apManeBTHIECKOMY COCTaBy, coaepxamemy nmoanMmopduyto ¢popmy 111 N-[2-(6-dprop-1H-
uHAOM-3-unPTIi | -3-(2,2,3,3-TerpadpTopmpornokcH ) OeH3nIaMIHA THAPOXIOPHIA H

(hapmaleBTHUECKH IPUEMIEMbIE HOCUTEIH WIH Pa30aBUTENH.

Hacrosimee n300peTenre JOMOMHUTENBLHO MpeiaraeT (hapManeBTHIECKY0 KOMITO3UIIHIO,
CoJepIKaINy 0 TepaneBTruecku dpdekTrBHOE KOMuecTBO oauMopduoii popmer 111 N-[2-
(6-prop-1H-unaomn-3-wn)stin|-3-(2,2,3, 3-rerpad TOprponokcH )OS H3MTaMIHA THIPOXIOPHIA
1 HeoOs3aTenbHO (papMaleBTHUeCKH TPHUEMIIEMBIM HOCUTEb WX Pa30aBUTENb.
nonumopdHyto popmy I N-[2-(6-prop-1H-unnon-3-un)atun|-3-(2,2,3,3-
TeTpadToprponokcu)oeH3uIaAMHHA THAPOXIOPHAA MOKHO BBOJUTE JTHOO OTAENBHO, OO0 B
couetaHud ¢ (hapMarieBTHUECKH MPUEMIIEMBIMH HOCHUTETSIMHE, Pa30aBUTENSIMH UITH
HAMOTHUTENSIMU B BUJIE TUOO OTHOKPATHOM M03bI, MO0 MHOTOKPATHBIX 103
dapmarieBTHUECKHE KOMITO3HMITAH COTTIACHO HACTOSIIEMY H300PETEHHIO MOKHO COCTABJISITE C
(apMareBTHIECKH MTPUEMIIEMBbIMH HOCUTEISIMH WIH pa30aBUTENSIMHU, a TAKKe C TH0ObBIMU
JPYTUMHU U3BECTHBIMH BCIIOMOTATETBHBIMU CPEACTBAMHI W HAIOTHUTENSIMA COTJIACHO
OOIIENPUHSTEIM METOIUKAM, KaK, HATPUMED, METOMKAM, PacKpbIThiM B Remington: The
Science and Practice of Pharmacy, 22™ Edition, Gennaro, Ed., Mack Publishing Co., Easton,
PA, 2013.

IMoxxoasmue dpapmMaeBTHUSCKIe HOCUTENH BKIIOYAIOT HHEPTHBIE TBepAble pa3OaBUTENH
WJIM HAMOJHUTEU, CTEPUIbHBIA BOAHBIA PACTBOP U PA3/IUUHBIE OPTAHUYECKUE
pacteoputenu. [Tpumepamu TBEpAbIX HOCUTEIEH SIBJISIFOTCS JIAKTO3a, KAOJIUH, Caxapo3a,
LIUKJIOJEKCTPHH, TANbK, arap, MeKTHH, apaBUICKas KaMeab, CTEAPHHOBAs KUCIOTA U HU3LINE
ATKHJIOBBIE 3(UPBI LELTION03bI, KYKYPY3HBIH KpaxMat, KapTo(eNbHbIi KpaxMat, TalbK,
cTeapar MarHusl, JKeJIaTHH, JaKT03a, KaMeau U T.I1. JIpyrue BCIOMOraTeNbHbIE CPEACTBA U
no6aBky, OOBIYHO IPUMEHSIEMBIE TSI TAKUX LIETIeH, TaKhe Kak KPaCUTeH, apOMAaTH3aTOPHL,
KOHCEPBAHTHI U T.J. MOTYT HCIOJIb30BATLCS IIPH Y CIIOBUH, UTO OHU SIBJISIFOTCS

COBMECTUMBIMH C aKTUBHBIMHU UHI'PECAUCHTAMU.
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dapmarieBTHUECKHE KOMITO3UITHH, 00pa30BaHHbBIE MyTeM 00bEAMHEHUS TIOMUMOPHHOM
¢dopmer 111 N-[2-(6-pTop-1H-urA01-3-1I01)3TI|-3-(2,2,3,3-
TETPapTOPIPONOKCH ) OeH3MITaAMUHA THAPOXJIOPHAA U (hapMalleBTUUECKH MPHEMITEMBIX
HOCHUTeJIeH, 3aTeM JIErKO BBOIST MPH MOMOIIY MHOYKECTBA JIEKAPCTBEHHBIX (PopM,
MOXOMSIIUX TSI PACKPBIBAEMBIX MMy Tek BBeaeHus1. COCTaBbl MOTYT OBITh ITPECTABIEHBI B

JO3UPOBAHHOM (pOpMe ¢ MOMOIIBIO CTIIOCOOO0B, U3BECTHBIX B 00/1aCTH (hapMaLn.

Cocrasbl 0 HACTOSIIEMY H300PETSHHUIO, MTOIXOASIIUE IS IEPOPATBHOTO BBEICHHUS, MOTYT
OBbITh IIpEACTaBJICHBI B BUAE AUCKPETHBIX €AWHML, TAKUX KAaK KaICyJbl WX TAONETKH, IpU
STOM KOKJasl COAEPKUT 3apaHee OIpeAeIeHHOe KOMUIEeCTBO aKTUBHOTO UHI'PEUEHTa U
MOYKET BKJIFOUATh OJWH WJIK HECKOJBKO MOAXONIIMNX HanmoaHuTenei. JlocTymasle ais
MEPOPATEHOTO BBEICHUSI COCTABBI MOTYT OBITH B (hopMe MOPOIIKa WIIK TPaHyJI, PACTBOPA WK
CYCIIEH3UU B BOJHOMN WM HEBOJHOM JKUIKOCTH, WM B KUAKON 3MyJIbCUU MacCIO B BOAE WIH
BOZAA B Macie. Ecau TBepAbI HOCHTENb MPUMEHSIETCS VTSl IEPOPATLHOTO BBEACHUS, TO
MpemnapaT MOKeT ObITh TabIeTUPOBAHHBIM, TOMEIIEHHBIM B TBEPAYIO JKEJATUHOBY IO KAICy.Iy
B IOPOIIKOBON WJIM I'PaHyJIMPOBAHHON (popMe, I OH MOXKET ObITh B (pOpMeE MACTHIIKY WK

MaCTUJIKU 111 pacCacCbIBaHMsI.

be3 orpannuenuns o0bemMa JaHHOTO U300pETEHNUS, MPIMEPOM HEMEIEHHO
BBICBOOOJKIAEMOT0 COCTaBA OJHOKPATHOM CYyTOUHOMU 1036l monuMopdroli dopmsl [T N-[2-
(6-drop-1H-unxon-3-un)stun|-3-(2,2,3,3-rerpad TopnponokcH )oeH3 HiiaMruHa

TUAPOXJIOPUIA, COCTABISIOIIECH 30 M, SIBISETCS ClEeAYOLIee:

IMoxumopduas popma III N-[2-(6-prop-1H-urm0m-3-mm)3TH |-3-

(2,2,3,3-terpadropponokcu)0eH3nIaMIHA THAPOXIOPUIA 32,75 mr
JIByXOCHOBHBIM (pochar KaabIus 222.0 mr
Konnoumusiii auokcua kpemuust NF (Aerosil 200) 3,900 mr
Creapar maruusi NF (pacTuTenbHbIi) 1,300 mr

Cocras MokeT ObITh 3aKII0UEH B KAICYJ1y, HAPUMEp, B )KEJTATHHOBYIO KarcyIy pa3mepa

Ne3.

CXOI[HI:IM 06pa30M MOKHO I'OTOBHUTH (I)apMaL[eBTI/I'IeCKI/Ie KOMITO3UIIWH, COACpKalInue

BBOAMMY 10 notuMopdhHy 10 popmy I N-[2-(6-pTop-1H-ungon-3-un)stun]-3-(2,2,3,3-
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TeTpadTOPIPONOKCH )OS H3MITAMIUHA THAPOXJIOPUAA, TA€ ee BBOAUMASI 1032 H3MEHSIETCs OT

HNPUMEPHO 5 Mr 10 npuMepHO 120 mr.

Cuoco0bI Jieuenns

B JaHHOM OOKYMCHTE IpeajiaracTcst KOM6I/IHI/IpOBaHHa$I TCpanus, IpuMEHUMAsI U1l JTCUCHUST
0ose3Hu AnblreiiMepa ¢ Jerkoi, YMEPEHHOHN U TSHKETON CTENeHbIO BRIPAKEHHOCTH, a TAKKe
CHUMIITOMOB, ACCOLMMPOBAHHBIX C OOMIE3HBI0 AJTBLTEHMEPa CO CTETIEHBIO BRIPAXKEHHOCTH OT
JIETKOM 10 yMepeHHoit. Kak paccMoTpeHo aajee, criocoObl, IpeyiaraeMble B JAHHOM

JOKYMEHTE, UMEIOT psi IPEUMYILECTB.

Tepmun "00je38b AJbIreiiMepa” OTHOCUTCS K MPOrPECCHPYIOMIEMY 3a001EBAHHIO
LEHTPATBHOI HepBHON CHCTeMBI denoeka. OHO MPOSBIIseTCs JeMeHINel, KaK MpaBuiio, y
JIIOIeH TOKUJIOTO BO3PACTA, Ae30pHUEHTAIINEH, yTPaToil maMsITH, 3aTPy JHEHHOCTHIO PEevH,
CUETa WU BU3YATbHO-TIPOCTPAHCTBEHHBIX HABBIKOB, & TAKAKE MCUXUUECKUMHU MPOSIBICHUSIMU.
OHO CBSI3aHO ¢ JeHereparuell HelipOHOB B HECKOJIBKHX YUaCTKaX rOJOBHOTO Mo3ra. TepMuH
" meMeHLUs" , UCIOJIb3Y EMbIi B JAHHOM JOKYMEHTE, BKIIIOUAET, HO Oe3 OrpaHHuEHUs],
JEMEHIMI0 ANbLreiiMepa ¢ HaTuIiueM MCUXUISCKUX CHMITTOMOB WK 0€3 MCUXHUYECKUX

CUMIITOMOB.

B KOHKpPETHOM BapuaHTe OCYINECTBICHHUS TEPANEBTHUECKUE CITOCOOBI, MpenIaracMbie B
JAHHOM JOKYMEHTE, SIBJISIFOTCS 3 (PEKTUBHBIME ISl JIeUeHHs! y ¢y ObekTa 601e3H:!
AJbrreiimepa ¢ JIErKoi, yMeEpEHHO! U TSHKEIOM CTENEHbIO BEIpAKEHHOCTH. Das3bl 00JIe3HH
AnprreiiMepa Takke BKIIOUYAIOT "'YMEPEHHO TSDKETO0e CHIDKEHNE KOTHUTHBHBIX
cnocobHocTeil", Takke Ha3pIBaeMoe Kak "0oe3Hp AnbLreiiMepa ¢ YMEPEHHOH CTEeleHb0
BBIPQKCHHOCTH WU B IPOMEKYTOUHON CcTaann"; "TsDKEI0€ CHUKEHUE KOTHUTHUBHBIX
cnocoOHoCTel", Takke Ha3bIBaeMoOe Kak "0oJie3Hbp ANbLreiiMepa ¢ YMEPEHHO TSKeT0kH
CTETIeHbIO BBIPAKEHHOCTH WX B IIPOMEKYTOUHOH cTannn", 1 "OUeHb TsDKEIOoe CHIKEHHE
KOTHUTUBHBIX CIIOCOOHOCTEN", TakKe Ha3biBaeMoe Kak "0oe3Hb AJbLreiiMepa ¢ TSOKeIo
CTEINEHBIO BHIPAXKCHHOCTH WU B O3AHEH cTanuu". Y MEPEHHO TSDKEJIO€ CHUKEHUE
KOTHUTUBHBIX CITOCOOHOCTEN XapaKTepU3yeTCsl CYIIeCTBEHHBIMU MPOOeaMy B TAMSTH, a
TAKKE BO3HUKHOBEHHEM HEJOCTATOYHOCTH KOTHUTHBHOM (pyHkumu. Ha 3T0i craguu
CTAHOBUTCS HEOOXOTUMOI HEKOTOpAas MOMOIIb B IOBCEAHEBHOM JesTesHOCTH. [1pu

TSKEJIOM CHIDKEHHM KOTHHTHBHBIX CIIOCOOHOCTEMH npo6neM1>1 C NaMsITBIO IPOAOIKAOT
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yCyryOnsIThCSI, MOTYT BO3HHKATh 3HAUUTEIbHBIC H3MEHEHUS IMYHOCTH U TIOPAKEHHBIS
WHAUBHHI TPEOYIOT 3HAUUTETHHON OMOIIH B PUBBIYHON MMOBCEAHEBHOM NEATETLHOCTH.
Bonesnp Anprrefivepa Ha mo3aHEH CTaIUN WM OYEHB TSDKEIO0E CHIKSHHE KOTHUTHBHBIX
CIOCOOHOCTEH SIBIISIETCSI KOHEUHOM CTaauei 3a001eBaHus], KOT1a HHAUBU Bl yTPAUHBAIOT
CHOCOOHOCTh PearupoBaTh HA UX OKPYKEHHE, CHOCOOHOCTH TOBOPUTH U, HAKOHEII,

CIIOCOOHOCTD KOHTPOJUPOBATH ABUKCHUE.

B npyrom BapuaHTe OCYIIECTBICHUS MAIIMEHT, MOAISKAIIHI JeUSHUI0 KOMOMHUPOBAHHOM
Tepanuei Mo HACTOsIIEeMy N300peTeHHIO, MMeeT Toka3arelns B 6auiax mo mkajie MMSE ot
12 mo 22. "MMSE" oznauaer Kparkyro mkamy ONeHKH MICUXUIECKOT0 CTaTyCca,

MNPUMECHSICMY IO B IIPAKTUKE OLICHKN COCTOSIHUS KOTHUTUBHBIX (l)yHKI_[I/II\/'I

B omHOM BapuaHTe OCYIIECTBIEHUS HACTOsIIEE H300pETEHHe OTHOCUTCS C CIIOCOOY JIEUeHHUS!
6ose3Hn AnbLreiiMepa B KauecTBE BCIIOMOTATEIBHOW TEPANHHU MPH JeUSeHHH
AIeTUIIX OJINHA CTePA30H, KOTOPBIH BKIIOUaeT B ceOs BBeaeHHe 3()(HheKTHBHOI CyTOUHOI 10361
noumopduoi popmer 1T N-[2-(6-hrop-1H-unmon-3-un)atui]-3-(2,2,3,3-
TeTpadTOpIPOnoKCcH ))OeH3WIaMHHA THAPOXIOPHAA ALIMEHTY, HYKIAIOMIEMY CSI B TAKOM
neveHnd. B 1onogHUTEnsHOM BapHaHTe OCYILECTBISHHUS BBOANMAS maueHTy 3¢ dexrusHast
cyrouHas 103a nomuMopdhuoit popmer I N-[2-(6-prop-1H-urmon-3-un)atui]-3-(2,2,3,3-
teTpadToprponokcn)oeH3IIaMIHA THAPOXIOPHIA COCTABISIET OT MPHUMEPHO 5 10 TPHUMEPHO
120 Mr. B 10MOMHUATENBHOM BapHAHTE OCYIECTBIEHHUS] BBOAUMASI ALUEHTY (PP EKTHBHAS
cyrouHast 103a noaumopduoit popmer I N-[2-(6-prop-1H-unmon-3-un)arui]-3-(2,2,3,3-
terpadroprnponokcu)OeH3WIaAMIHA THAPOXJIOPUAA COCTABISET OT mpuMepHO 30 10
npumepHO 60 Mr. B 10TIONHUTENEHOM BapUAHTE OCYIECTBIEHHS] HHTHOUTOPOM
AIeTUIIXOJINHA CTEPA3BI SIBIISIETCS JOHENE3WI. B TOMOTHUTENEHOM BapHaHTE OCYILECTBIEHHUS
I/IHFI/I6I/ITOpOM ANCTUIIXOJIMHICTEPA3BI SABISICTCA PUBACTUT MUH. B JAOIOTHUTCIIBHOM BApPUAHTEC
OCYIIECTBJICHUS HHTUOUTOPOM allETHIXOIHHICTEPA3kI SBISETCS ralaHTaMuH. B
JOTIOTHATEIFHOM BapHaHTE OCYINECTBISHHS] HHITHOUTOPOM aleTHIXOIMHICTEPA3BI SIBISIETCS

TaKpHUH.

B oxHOM BapuaHTe OCYLIECTBIESHHS HACTOSIEE H300PETEHIE OTHOCHTCSI C CTIOCO0Y JISUeHusI
3ab01eBaHNs WIIH PacCTPOUCTBA, BBIOPAHHOrO U3 AeMeHIn npu 6onesnn [apkuHcoHa,
xopeu ['eHTHHITOHA M cHHApoMa JlayHa, KOTOpBIN BKIOUYaeT B ceOs BBeJeHue 3 PeKTHBHOM

CyTOuHOM 10361 mouMophHoH hopmer I N-[2-(6-¢pTop-1H-unmoa-3-mwn)stmn]-3-(2,2,3,3-
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TeTpaq)TOpHpOHOKCI/I)66H31/IJ'IaMI/IHa TUAPOXJIOPU A MALUCHTY, HYKAAIIEMY Csl B TAKOM

JICUCHHU.

B oaHOM BapuaHTe OCYINECTBJISHUS HACTOSINEE N300PETEHHE OTHOCUTCS K CIIOCOOY JISUSHHUS
60J1e3H WK PacCTPONCTBA, BLIOPAHHOTO M3 KOTHUTUBHBIX HAPYIISHHH, BO3PACTHOT'O
KOTHHUTHUBHOT'O HAapyIIEHHs, CIa00 BEIPAYKEHHOrO KOTHUTHBHOTO HapyIIeHus!, ad)(peKTHBHBIX
paccTpoiicTB (BKItOUAs NEMPECCHIO, MAHUH, MAHHAKAIBHO-IEIPECCUBHBIE COCTOSIHUS),
MCUX03a (B YaCTHOCTH, IU30(PEHUH), TPEBOXKHOTO PACCTPOUCTBA, MAHUIESCKOTO
paccrpoticTBa B couerannu ¢ aropadobueii win 6e3 Hee, aropadobru 6e3 maHUIeCKOro
paccTpoiicTBa B aHaMHe3e, crierubpuueckoii pobuu, corpansHoi Goduu, 00cecCuBHO-
KOMITYJIbCHBHOT'O PACCTPOMCTBA, TOCTTPABMATHUECKOTO CTPECCOBOIO PacCTPOICTBA, OCTPOrO
CTPECCOBOTO PACCTPOICTBA, FTEHEPATHIOBAHHOT'O TPEBOXKHOTO PACCTPOMCTBA, TPEBOKHOTO
paccTpoicTBa BCaeACTBUE 00MIero 3a001eBaHusl, HHTOKCHKAITMOHHOTO TPEBOKHOTO
paccTpoicTBa U TPEBOKHOTO PACCTPONCTBA, HE OTOBOPEHHOI0 HHAYe (0OCOOEHHO BKITIOUAs
reHepan30BaHHOE TPEBOKHOE PACCTPOMCTBO, MAHUIECKOE PACCTPOMCTBO H 0OCECCHBHO-
KOMITY, TbCUBHOE PACCTPOMCTBO), HANOTATHIECKONW U METUKAMEHTO3HOM 00/1e3HH
IMapxuHCOHA, SMIIETICHY, KOHBYJILCHIA, MUTPEHH (BKJIIOUAsI TOJIOBHYEO OO0 IPU MUTPEHN),
HAPKOTHYECKOM JOMKH (BKJTIOUAs TAKUE HAPKOTHKH, KAK ONHAThI, HUKOTHH, TabavyHbIe
MMPOAYKTHI, aJIKOI'OJIb, 66H30,Z[I/Ia36HI/IHI>I, KOKaWH, YCIIOKOUTCIIbHBIC CPEACTBA, CHOTBOPHBIC
Mpenaparel U T.11.), HAPYIISHUH CHA (BKJIIOYAst HAPKOJIETICHIO), CHHAPOMA Ae(UInTa
BHUMAaHMUSI M THIIEPAKTHBHOCTH, PaCCTPOICTBA MOBEASHUS, PACCTPONUCTB HAyUSHUS,
neMeHnuH (BKirouast 0one3nb AnblreiiMepa u BeizsanHoe CITUIom caboymue), Xopen
I'eHTUHITOHA, KOTHUTHBHBIX HAPYIICHHUU NOCIE CEPASUHOTO LIyHTUPOBAHUS U IIEPECAIKU
TKaHeW, HHCYJIbTA, HIIEMUN TOJIOBHOT'O MO3Ta, TPABMbI CIHHHOTO MO3Ta, TPABMEI T'OJIOBBI,
MEPUHATAILHONW THITOKCHH, OCTAHOBKU CEP/IIA, THITOTTTMKEMIYECKOTO MTOBPEKASHHUS
HEHPOHOB, COCYIUCTON AeMEHIUH, My IbTHUH(APKTHON AeMEHIH, GOKOBOrO
aMHOTPO(UIECKOT0 CKIEP03a U PACCESTHHOTO CKIIEP03a, KOTOPEIM BKIIOUAET B C0s BBEIEHUE
3¢ dexTrBHON CyTOUHOM 103k ToTUMOpGHOH Popmer I N-[2-(6-drop-1H-urm00-3-

W)t |-3-(2,2,3,3-rerpadpTopIponokcu )OeH3UIaMHUHA THAPOXIOPHIA TALKHEHTY,

HYXKIAOIIEMYCsI B TAKOM JICUCHUH.

B oaHOM BapmaHTe OCYIIECTBIICHHS HACTOSIIIEE H300PETeHHe OTHOCUTCS K MOTUMOpP(HOI
dopme III N-[2-(6-prop-1H-unmon-3-un)runl-3-(2,2,3,3-

TeTpadTOPIPONOKCH )OS H3NITAMIUHA THAPOXJIOPHIA B IPUMEHEHUH K JIeUeHUI0 60e3Hn
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AnbLrefivMepa B KauecTBe BCIOMOTaTeIbHON Tepariy MPHU JISUSHUH alleTUIIXOJIHHICTEPA3OM.
B nomomHUTEIEHOM BapraHTE OCYIIECTBISHHS 103a mouMopdHon dhopmer 111 N-[2-(6-¢pTop-
1H-unnon-3-un)atun|-3-(2,2,3,3-rerpad ropnponokcr)oeH3uIaMiHa THAPOXIOPHIA
COCTAaBJISIET OT NPUMEPHO 5 10 npuMepHO 120 Mr. B 1oNoTHUTEIEHOM BapUaHTe
ocyiecTBieHus Ao03a noaumopduoit popmet 11 N-[2-(6-prop- 1H-unmon-3-un)atun|-3-
(2,2,3,3-terpadroprnponokcu)OeH3MIAMIHA THAPOXJIOPHAA COCTABISIET OT mpuMepHO 30 10
npuMepHO 60 Mr. B 10MOMHUTETEHOM BapUaHTE OCYLIECTBIEHHSI HHTHOUTOPOM
AIeTUIIXOJINHY CTEPA3EI SIBISIETCS JOHENE3WI. B TOMOTHUTENEHOM BapHAHTE OCYILECTBISHHS
HHrUOUTOPOM ALETHIXOJIMHAICTEPA3HI SIBISIETCS] PUBACTUTMHH. B 1OMOMTHUTEILHOM BapHaHTe
OCYILECTBJICHHUS] HHTHOUTOPOM alleTHIXOJMHICTEPAasHl SIBISETCS TaTaHTaMuH. B
JIOTIOJTHUTETFHOM BapHaHTe OCYIIECTBISHUS] HHTUOUTOPOM alleTHIXOJHHICTEPA3HI SIBIISIETCS

TaKpHUH.

B ogHOM BapmaHTe OCyIIeCTBICHHS HACTOSIIIee H300pETeHne OTHOCUTCS K MOIUMOpP(HOIH
dopme I N-[2-(6-prop-1H-unmon-3-un)yrunl-3-(2,2,3,3-

TeTpad TOPIPONOKCH )OS H3ITAMIUHA THAPOXJIOPHIA B IPUMEHEHUH K JICUSHHIO OOIC3HH WIH
paccrpoiicTBa, BEIOpAaHHOTO U3 AeMeHImy ipu 6onesnn [lapkuHcoHa, xopen ['eHTHHITOHA 1

cuHapoma JayHa.

B oaHOM BapmaHTe OCYIIECTBIICHHS HACTOSIIIEE H300pETeHHe OTHOCUTCS K MOTUMOp(HOI
dopme III N-[2-(6-prop-1H-unmon-3-un)srual-3-(2,2,3,3-
TeTpadTOPIPONOKCH )OS H3MITAMIUHA THAPOXJIOPHAA B TPUMEHEHHH K JICUSHHIO OOIE3HH HITH
paccTpoiicTBa, BHIOPAHHOIO M3 KOTHUTHBHBIX HAPYIIEHUH, BO3PACTHOTO KOTHUTUBHOTO
HapyIeHus], ¢1a00 BBIPAXKEHHOT'O0 KOTHUTHBHOTO HapymeHus:, ap(ekTHBHBIX paccTpONCTB
(BKITIOUAS TENPECCHI0, MAHWUH, MAaHMAKAIBHO-TIENPECCHBHBIE COCTOSIHHMS), TICHX03a (B
YaCTHOCTH, MU30(OPEHUH), TPEBOKHOTO PACCTPONCTBA, ITAHUUECKOTO PACCTPOCTBA B
coueranuu ¢ aropagoOueii wim Ge3 Hee, aropadoduu 6e3 MaHHIESCKOTO PaCCTPONCTBA B
aHamHe3se, cuenuduueckoii hoduu, cormansHoi (hoOuH, 00CeCCHBHO-KOMITY IbCUBHOTO
PacCcTpoiiCcTBa, MOCTTPABMATUIECKOTO CTPECCOBOIO PACCTPOMCTBA, OCTPOTO CTPECCOBOTO
paccTpoiicTBa, reHEPATH30BAHHOTO TPEBOKHOTO PACCTPOMCTBA, TPEBOKHOIO paccTpoiicTBa
BCJIEACTBHE 00IIEro 3a001eBaHNsl, HHTOKCHKAILIMOHHOTO TPEBOXKHOTO PacCTPOiCTBA U
TPEBOXKHOTO PACCTPOMCTBA, HE OTOBOPEHHOI'0 HHAaUe (0COOSHHO BKIIIOYAs TEHePATH30BAHHOE
TPEBOXKHOE PACCTPOUCTBO, MTAHMYECKOE PACCTPOUCTBO H 0OCECCHMBHO-KOMITY IbCHBHOE

PacCTpOCTBO), MINOMATHUECKON 1 MEIUKaMEeHTO3HOM Oone3nu [TapkuHCOHA, STHIENCH,
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KOHBYJIbCHI, MUT'pEeHH (BKJIIOUAs TOJIOBHYIO OOJb IPH MUTPEHH), HAPKOTUIECKOU JIOMKH
(BKITIOYAS TAKHE HAPKOTUKH, KaK ONUATHI, HUKOTUH, Ta0auHbIe MPOAYKTHI, AJTKOT'OJb,
OeH30IMa3enMHbI, KOKAWH, Y CIIOKOUTENbHBIe CPeACTBA, CHOTBOPHBIE PEMaparsl U T.11. ),
HapyIIeHui CHa (BKJIFOUAs HAPKOIENCUIO), CUHAPOMA Ne(UIIUTA BHUMAHUST
THIIEPAKTUBHOCTH, PACCTPOMCTBA IMOBEISHHUSI, PACCTPOMCTB HAY YeHHUS], IeMEHINHU (BKITIOYast
6oae3np Anbirretivepa u BeizanHoe CITHJom cmaboymue), xopen ['eHTHHTTOHA,
KOTHUTHBHBIX HAPYLISHUH MOC/E CePASUHOr0 Iy HTUPOBAHMS U NIePecaku TKaHEeH,
HUHCYJIbTA, UIIEMHWH T'OJIOBHOI'O MO3ra, TpaBMbl CIMHHOT'O MO3ra, TpaBMbI I'OJIOBBI,
MEPUHATAIBHON THIIOKCUH, OCTAHOBKH CEPJLA, THIOTTTMKEMUIECKOTrO MOBPEK ACHUS
HEHPOHOB, COCYIMCTON AEMEHLIUH, My IbTHHH(APKTHON AeMeHIUH, OOKOBOTO

aMHOTPO(UIECKOTO CKIEPO3a U PACCESIHHOT'O CKIIEPO3a.

B oxHOM BapmaHTe OCYIIECTBISHHUS HACTOsIIIEE H300peTeHre OTHOCUTCS K IPUMEHEHHIO
noumopdHoit popmer I N-[2-(6-pTop-1H-unaon-3-wn)stwi]-3-(2,2,3,3-
TerpadToprponokcu)oeH3uIaMHHA THAPOXIOPHAA B TPOU3BOICTBE JIEKAPCTBEHHOTO
cpencTsa s IeueHus 0o1e3Hn AnbLreiiMepa B KauecTBe BCIIOMOTaTelIbHOM Tepaniy npu
JIeUeHUH aueTHIX0IUHACTepa3oil. B 1ononHuTenIsHOM BapuaHTe OCYLISCTBICHHS 1032
nonumopdHoii popmer 11T N-[2-(6-pTop-1H-ung0a-3-1m)stin]-3-(2,2,3,3-
TerpadToprponokcu)oeH3uIaMHHA THAPOXIOPHAA COCTABISIET OT MIPUMEPHO 5 10 MPUMEPHO
120 Mr. B momonHuTENEHOM BapHaHTe OCYIIECTBISHHS 1032 noauMophHoi ¢popmsl 111 N-[2-
(6-brop-1H-unmon-3-un)atuil-3-(2,2,3,3-rerpadh TopaponokcH )OeH3MTaMHHA THAPOXIOPHIA
cocrasJjisieT oT nmpumepHo 30 10 mpuMepHo 60 Mr. B 10MOJHUTETEHOM BapUaHTe
OCYIIECTBJICHUS] HHTUOUTOPOM allETHIXOIMHICTEPA3HI SIBISIETCs AoHENe3 1. B
JOTOJTHUTEIFHOM BAPHAHTE OCYILIECTBICHUS] HHTUOUTOPOM alleTIIXOJHHICTEPA3Hl SIBISIETCS
PUBACTUIMHH. B TOMOTHUTENEHOM BapUAHTE OCYINECTBIEHUS HHTHOUTOPOM

aIeTHIX OJIMHACTEPAasHbl SBISIETCS TalaHTaMUAH. B 1OMOMTHNTE TBHOM BapuaHTe

OCYIICCTBJICHUS I/IHFI/I6I/ITOpOM ALCTWIXOJIMHOCTEPA3bI SABJISIETCSI TAKPUH.

B oaHOM BapuaHTe OCYIECTBJIEHUS] HACTOSIIEE H300PETEHHE OTHOCHTCS K TPUMEHEHHIO
nonumopdHoi popmer 11T N-[2-(6-pTop-1H-ung0a-3-1m)stin|-3-(2,2,3,3-
terpadroprponokcn)OeHIWIAMIHA THAPOXJIOPUAA B TIPOU3BOICTBE JIEKAPCTBEHHOTO
CpeACTBa sl IeueHns OONE3HH WIH PACcCTPOHCTBA, BHIOPAHHOTO M3 JEMEHINH P OOIe3HA

IMTapxuncona, xopeu I'enTunrrona u cugapoma JlayHa.
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B oxHOM BapmaHTe OCYIIECTBISHHUS HACTOsIIIEe H300peTeHre OTHOCUTCS K PUMEHESHHIO
nomumopdHoit popmer III N-[2-(6-pTop-1H-unzon-3-um)stun|-3-(2,2,3,3-
TETPadTOPIPONOKCH ) OeH3MITAMIUHA THPOXJIOPHIA B TPOU3BOICTBE JIEKAPCTBEHHOTO
CpenacTBa Iyist ieueHus OOJE3HU WIH PACCTPOUCTBA, BRIOPAHHOTO U3 KOTHUTHBHBIX
HapPYIIEHUH, BO3PACTHOTO KOTHUTUBHOTO HAPYIIEHUS, CIA00 BHIPAKEHHOT'0 KOTHUTUBHOTO
HapymeHus, ah(HeKTHBHBIX paccTpoiicTB (BKIIOUAS ACTPECCHIO, MAHUH, MAHUAKATIBHO-
JIEMPECCUBHBIE COCTOSIHUS), IICHX03a (B YaCTHOCTH, MIU30(PEHHH ), TPEBOKHOTO
paccTpoiicTBa, MAHUYECKOTr0 PaCCTPOMCTBA B coueTanuu ¢ aropadobueii win Oe3 Hee,
aropadobun 6e3 maHUIeCKOro pacCcTpolcTBa B aHaMHe3e, cienuduueckoit podum,
counaabHOH Hodun, 00cecCUBHO-KOMITYIECHBHOTO PACCTPOMCTBA, MOCTTPABMATHUECKOTO
CTPECCOBOTO PAaCCTPOMCTBA, OCTPOTO CTPECCOBOTO PACCTPOICTBA, TeHEPATM30BAHHOTO
TPEBOKHOTO PACCTPOICTBA, TPEBOKHOTO PACCTPOMCTBA BCIASACTBHE OOMIEro 3a001eBaHMs,
HHTOKCHKALMOHHOT'O TPEBOXKHOT'O PACCTPOUCTBA M TPEBOKHOT'O PACCTPOHCTBA, HE
Or'OBOPEHHOT0 HHAUe (0COOEHHO BKIIIOYAsI TEHEPATN30BAHHOE TPEBOKHOE PACCTPOUCTBO,
MAaHHYECKOE PACCTPOMCTBO U 00CECCUBHO-KOMITYIbCHBHOE PACCTPOMCTBO), HANOMATHIECKOM
U MeAUKaMeHTO3HOH Oone3nu [TapkuHCOHA, SMUIENCHUN, KOHBYJIbCHH, MUTPEHH (BKITIOUAs!
TOJIOBHYEO O0JIb TP MUTPEHH), HAPKOTUUYECKOU JIOMKH (BKJTIOUAS TAKHE HAPKOTHKH, KAK
OIUATHI, HUKOTHH, Ta0auHbIE MPOIYKTHI, ATKOTOJb, OEH30AHA3ETINHBI, KOKAWH,
VCIOKOHTENBHBIE CPEACTBA, CHOTBOPHBIE MPENapaThkl ¥ T.I1.), HAPYIIEHHH CHA (BKITIOYAst
HAPKOJIETICHIO), CHHApOMA Je(pUIMTAa BHUMAHUS U TUIIEPAKTUBHOCTH, PACCTPOMCTBA
MOBEIECHUS], PACCTPOUCTB HAYUESHUSI, IEMEHINHU (BK/TFOUast 00j1e3Hp AJbIreiiMepa u
BeizBanHOe CITHU oM cnaboymue), xopen ['eHTHHITOHA, KOTHUTHBHBIX HAPYIISHUIT mocie
CepJAeYHOr0 Iy HTUPOBAHUS U ePeCcaaKu TKaHel, HHCYIbTa, UIIEMUH T'OJIOBHOTO MO3Ta,
TpPaBMbI CITMHHOI'O MO3Ta, TPaBMBbI I'OJIOBBIL, HepHHaTa.]'[bHOﬁ TUITIOKCHH, OCTAaHOBKHU C€pala,
THITOTJTUKEMHYECKOTO MTOBPEXKISHHS HEMPOHOB, COCY IUCTOI AeMEHIMU, MYIbTUHH(DAPKTHOMN

JeMeHIIH, GOKOBOI'0 aMHOTPOPHIECKOr0 CKIeP03a H PACCESIHHOTO CKIIEpOo3a.

SKCIEPUMEHTAJBHBIN PA3JIEJI

Pentrenosckue nopouikosbie audpakrorpammel (XRPD)

Penrtrenosckue nopomkossie audpakrorpammel (XRPD) u3mepsuin Ha peHTTeHOBCKOM

mudpaxromerpe PANalytical X'Pert PRO, ucnons3ys CuKo uznyuenue. M3mepenus Ha
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o0pasiax mpoBOIWIN B PEXKUME OTPAKEHUS] B HHTEPBAJIE 3HAUSHUM 20, COCTaBISIOMEM 3-
40°, ncroas3ys aerekrop X'celerator. JlaHHbIE 0 AU(PAKLUH IPUBEACHEI C TOYHOCTBIO £

0,10 (°26).

HUK-cnexrpsl. noayueHsbie Mmerogom UK-criekrpockonuu ¢ rnpeobpaszopanueM ®ypoe

HUKTID

Hndpakpacusie cniektprl (MK-cnexrpsr) 3amuceBamn Ha UKIID cnexrpomerpe TENSOR 27
npoussoacrea BRUKER, kotopetit 6611 000py10BaH C MPUCTABKOH HAPYIIEHHOT'O O THOTO
BHyTpeHHero orpaxkernus: (H[IBO) ¢ omMHOYHBIM aTMa3HBIM OTPAKAIOIINAM JIEMEHTOM.
CrieKTpBI MOy YajIiu, MCTIONB3YSl CIIEKTPATLHOE paspenenue, pasHoe 1 v, u 32

ckanuposanus. UK-1o10Chl IpUBEIEHBI ¢ TOYHOCTBIO + 1 ML,

Ipamep 1:  Cunres N-[2-(6-¢Top-1H-ungon-3-n1)3THN]-3-(2,2,3,3-

TeTPAPTOPNPONOKCH)JEH3HIAMHHA THAPOXJIOPHAA

Cunres N-[2-(6-pTop-1H-ung01-3-mwn)otun|-3-(2,2,3,3-rerpad Toprponokcu )oeH3niIaMHHA
ruapoxgopuaa MoxkHo HalTH B materte CLLIA Ne 7157488, koTopslit BO Beeil cBOel mOHOTE
BKJIIOUEH B JJAHHBINA TOKYMEHT CChUTKOH. CM., Harmpumep, HaunHas co cronbua 109, crpoku 1
1o croabua 110, crpoku 3, rae ykazaH CHHTe3, HAUMHAs ¢ JOCTYITHOTO B IMpOoJaxe 6-

(dropuHIOIA.

Ilpamep 2: Ioayuenne nonumopdnoii popmer 111 N-[2-(6-pTop-1H-unx07-3-

na)pTHal-3-(2,2,3,3-TeTpad TopnponoKcH)6eH3nIaMHHA THAPOXJI0PHIA

6 MJI PaCTBOPUTENS T CMECH PACTBOPHUTENIEH BHOCAT B CTEKIISTHHBIN COCY /] BMECTE C
noaumopdHoii hopmoii I N-[2-(6-prop-1H-unmon-3-un)stui]-3-(2,2,3,3-
TerpadToprponokcH)oeH3nIaMHHA THAPOXI0opraa. KOTHuecTBO BHOCUMOTO COETHHEHUS
3aBUCHT OT €r0 OKHIAEMOM PacCTBOPUMOCTH B COOTBETCTBYIOIIEM PACTBOPUTENIE HUITH
cucreme pacrtoputeneii. Eciiu B pe3yibrare moydarT Ipo3padHblii pacTBOP, TO 10OABJISIFOT
AQHTUPACTBOPUTEND W/WIH JOMOTHUTEIBHOE KOMNIECTBO mOuMopdHoi dopmel I N-[2-(6-
¢drop-1H-un01-3-w1)3mm|-3-(2,2,3,3-rerpad roprnponokcu)oeH3uaaMruHa THAPOXIOPUIA 10
MOJTY YEHUS CYCIIEH3UH TIPH COOTBETCTRYOIIEH Temneparype. CyClieH3un JaroT
00pa3oBarhCs B TEUEHHE ATUTEIBHOTO TIEPHOIa BpeMeHH. Pe3yibTar SKCIepuMeHTa 1o
00pa3oBaHUIO CyCIIEH3HH OLIEHUBAIOT MO OT(UILTPOBEIBAHUIO TBEPAOrO Marepuaia u mo

ucciaenoanuio XRPD BbLIE€I€HHOTO TBEPAOTO BEIIECTBA.
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IMonyueHue cycrieH3MH B CMECH pacTBOpHUTENeH TOy os/aneToHuTpu npu S0°C:

6 MJI CMeCH PacTBOPHUTEISH TOJTY 01/ aueTOHUT P (4:1) BHOCHIN B CTEKJISIHHBIN COCY ] H
no6Gasmsui 100 mr moaumopdHoit popmer I N-[2-(6-prop-1H-unnon-3-wn)stua]-3-(2,2,3,3-
TeTpadTOPIPONOKCH )OS H3MITaMIUHA THAPOXI0praa. [TodyUeHHYO CyCIeH3UI0 HarpeBaIu J0
50°C. IMomyuamu npo3pavnblii pacTeop U gobasmisun emwe SO Mr coeauHenus. CyCeH3UI0
nepeMenrBany B TeueHne ogaoro Mecsina npu S0°C. [onyuanu nonumopduyro ¢popmy 111
N-[2-(6-¢Top-1H-ungon-3-un)stun|-3-(2,2,3,3-rerpadropnpornokcu )oeH3nnaMmiuHa

TUAPOXJIOPUAA, UTO MOATBEPKACHO pesyabTatamMu XRPD.

IMonyueHune cycrieH3uH B CMeCH pacTBopureiell auneron/rentad npu 50°C:

6 M1 cMecu pactBopurteneit aneron/rentad (1:4) BHOCHIN B CTEKIISIHHBIN cOCY X U 100aBIISITH
100 mr mosmmopduoii popmer I N-[2-(6-hTop-1H-unm01-3-m1)sTrn|-3-(2,2,3,3-
TeTpadTOPIponokcH)oeH3mIaMuHa THAPOXIOpHaa. [T0yYeHHY IO CYCIIEH3HIO HArpeBaIi 10
50°C. Cycnensuio nepeMeInnBaiy B TeueHne ogaon neaenu npu S0°C. INomygamm
nomumopduyto popmy I N-[2-(6-prop-1H-urnon-3-un)atun|-3-(2,2,3,3-

TeTpad TOPIPOIOKCH ))OEeH3HIaAMHHA THAPOXIOPHAA, UTO MOATBEPIKAECHO PE3YIBTATAMHI

XRPD.

IMonyyeHue cycrieH3UH B CMECH pacTBOpHUTENIed MeTaHoJ/ToIy ol mpu S0°C:

6 MJI CMeCH pacTBOpHUTEIel MeTaHON/Tomy o1 (1:9) BHOCHIN B CTEKJISIHHBIN COCY T U
nobasmsuia 100 mr momumopdHoit popmer I N-[2-(6-prop-1H-unnon-3-un)stual-3-(2,2,3,3-
TeTpadTOPIPONOKCH )OeH3uIaMuHa ruapoxaopuaa. [Tocie nepeMemBanus OOABISUTH ele
1 M anTHpacTBOpHTENS (Toayoaa) + SO Mr nomuMopdHoit popmer I N-[2-(6-rop-1H-
UHAON-3-un 3T |-3-(2,2,3,3-TeTpad TOPIpPOnOKCH ) OSH3UTAMUHA THAPOXIOPHIA.
INepememnBaHne NPUBEIO K MOMYUSHUIO IPO3PAUHOrO PACTBOPA, IOCE Yero J00aBIsui
eme 1 MJ1 Tonyosa u JonoaHUTeNbHbIe SO Mr moauMopdHoit popmer I N-[2-(6-drop-1H-
UHAON-3-un PTI |-3-(2,2,3,3-TeTpad TOPIpOnoKCH )OeH3UTaMUHA THAPOXIOPHIA.
[NepeMermnBane OISTH MPHUBEIO K MOJIYYSHHIO TPO3PAYHOro pacTBopa, u ooutuii ooseM 8

MJT pa3aensuid Ha nse nopuud. K xaxmoit 4 M nopuuu pacteopa gobasisuia eme 1 M
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TONyOJa U AononHuTeabHbIe S0 Mr nomuMopdHoit popmer I N-[2-(6-prop-1H-unmon-3-
wn)atin|-3-(2,2,3,3-rerpadropuponokcn)deH3miamMuHa ruapoxiopuaa. [oayueHHy 10
cycnensuto Harpesanu 10 S0°C. Tlonyuanu npo3pauHblii pacTBOP U BEIIECTBO JOOABIISITH 10
nonyueHus cycrnen3nd. CyCleH3nIo epeMenBaiy B Teuenne oaHon Hexenu mpu S0°C.
IMonyuaan nomumopduyto dpopmy 111 N-[2-(6-dprop-1H-unnon-3-un)arunl-3-(2,2,3,3-
terpadroprponokcn)oeH3WIaAMIHA THAPOXIOPUAA, UTO MMOATBEPIKASHO PE3yIbTaTaMU

XRPD.

INomyuenue cycnensnu B nuzonponuianerare npu 50°C:

6 MJI M30MPOTHJIAIIETATa BHOCHIH B CTEKISIHHBIN COCY A U A00aBsuin 50 Mr noaumopdHoit
dopmsl I N-[2-(6-dTop-1H-uan01-3-1un)atun|-3-(2,2,3,3-rerpadropnpornokcn)0eH3nIaMIHA
ruapoxiopuaa. [oxyuernyio cycnensuto Harpesamm 10 50°C. ITomydamu npo3padHbiil
pactBop u gobasnsn eme S0 mr nomumopduoii popmsl I N-[2-(6-dprop-1H-unn01-3-
wn)atn|-3-(2,2,3,3-rerpadpropnponokcu )OeH3unaMruHa ruApoxiaopuaa. BemectBo
nqobassuty 10 osyueHust cycnensun mpu S0°C. CyCneH3ur0 nepeMeInBaIi B TEUSHUE
onHoit Heaenu ipu S0°C. Toayuanu nonumopduyro Gopmy I N-[2-(6-pTop-1H-ung0m-3-
wn)aTn|-3-(2,2,3,3-rerpadTopnponokcu )OeH3uIaMUHa THAPOXIOPHIA, UYTO TOATBEPHKIEHO

pesyasTaramu XRPD.

INomyuenue cycnensuu B sTunanerare npu 50°C:

6 MJI 3TWJIALIETaTa BHOCWIN B CTEKJISIHHBIN cocy A B 100asasuu 150 Mr monnMophHOH GopMEI
I N-[2-(6-pTop-1H-ungon-3-wn)otmwi]-3-(2,2,3,3-reTpad TopnponokcH)OeH3nIaMruHa
ruapoxiopuaa. Iloayuennyro cycnensuro Harpesaau 1o S0°C Ha HarpeBareIbHOMH
nepememyBammen mmrke. [loryyanu npo3paunslii pactop u 106asisuin 50 Mr
noxumopdHoit popmer I N-[2-(6-prop-1H-unnon-3-wr)atun|-3-(2,2,3,3-
TETPadTOPIPONOKCH )OeH3MITaMIUHA THAPOXIopHaa. moaumopdHas hopma I N-[2-(6-pTop-
1H-ungon-3-un)stun|-3-(2,2,3,3-rerpad Topnponokcu )OeH3mIaMiHA THAPOXJI0PH A
Jno6apisiy 10 noaydeHust cycner3nd. CyCneH3nIo epeMelinBaId B TeUeHHEe 0JHOr0 Mecsia
npu 50°C. INonyuanu noaumopdnyto dopmy I N-[2-(6-dprop-1H-unnoa-3-un)tun|-3-
(2,2,3,3-rerpadroprnponokcu)0eH3nIaMIHA THAPOXIOPHAA, UTO MOATBEPIKIEHO

pesyasTaramu XRPD.
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IMomumopdnas dopma I N-[2-(6-¢pTop-1H-unaon-3-mn)stun|-3-(2,2,3,3-
terpadroprponokcn)oeH3mIaMIHA THAPOXIopHaa peobpasyercs B [lommmophayro Gopmy
I N-[2-(6-pTop-1H-ungon-3-un)stunl-3-(2,2,3,3-rerpadropnpornokcr)0eH3uIaMiuHa
THIPOXJIOPUAA, €CIH CYCeH3uio moaydars npu S0°C. OtcyTcTBre 00pa3oBaHus COIbBATA
TOBOPHT O TOM, uto nonumopHast Gopma I N-[2-(6-dpTop-1H-uaa07-3-00m)3THI00]|-3-
(2,2,3,3-terpadropmponokcn)OeH3WIAMIHA THAPOXJIOPUAA MEHEE PACTBOPUMA U BCIISACTBUE

3TOro - 60NIEee TEpMOTUHAMIUECKH cTabunbHa npu S0°C.

INomyuenue cycnensnu B nzonponuianerare npu 25°C:

6 MJI M30MPOTHJIAIIETATa BHOCHIH B CTEKISIHHBIN COCY A U A00aBsuin 50 Mr noaumopdHoit
dopmsl I N-[2-(6-dTop-1H-uan01-3-1un)atun|-3-(2,2,3,3-rerpadropnpornokcn)0eH3nIaMIHA
ruapoxiopuaa. CyCreH3HIo epeMenBaii B Teuerne oqHoro mecsma mpu 25°C. IMonydgamm
nonumopdHyto popmy I N-[2-(6-prop-1H-unnon-3-un)atun|-3-(2,2,3,3-
TerpadToprnponokcu)oeH3WIaAMHHA THAPOXIOPUAA, UTO MOATBEPIKASHO PE3YIBTATAMHI

XRPD.

INomyuenue cycnensnu B quxsopmerane mpu 25°C:

6 MJI AMXJIOpMEeTaHa BHOCHITH B CTEKJISIHHBIN cocy I 1 100aBsui 50 Mr monumopdHOi
¢opmsl I N-[2-(6-¢pTop-1H-urgon-3-un)atun|-3-(2,2,3,3-rerpadropnpornokcu)0eH3nIaMIHA
ruapoxjopuaa. CycrneH3HIo epeMenmBaiy B Teuerue ogHoro mecsita mnpu 25°C. INonyuanu
nomumopduyto popmy I N-[2-(6-prop-1H-unnon-3-un)atun|-3-(2,2,3,3-
TETPapTOPIPONOKCH ) OeH3UTAMUHA THAPOXJIOPHIA, YTO MOATBEPKAECHO Pe3yIbTaTaMU

XRPD.

IMonyuenue cycnensuu B 2-06ytanode mpu 25°C:

6 M1 2-0yTaHoja BHOCHIIN B CTEKJISIHHBIIN cocy 1 ¥ 1obasisuid 100 Mr momuMopdHOH GopMer
I N-[2-(6-pTop-1H-ungon-3-wn)otmwi]-3-(2,2,3,3-reTpad TopnponokcH)OeH3nIaMuHa
ruapoxiopuaa. CycrneH3nio nepeMemmBaiy B Tederne ogHoro mecsiia mpu 25°C. INonygamm

noumopduyto popmy I N-[2-(6-prop-1H-unnon-3-un)atun|-3-(2,2,3,3-
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terpadroprnponokcr)OeH3MIaAMIUHA THAPOXIOPUAA, UTO MOATBEPIKASHO PE3YIbTATAMHU

XRPD.

IMomumopduas popma I N-[2-(6-pTop-1H-ungon-3-mn)stun|-3-(2,2,3,3-
terpadToprponokcu)oeH3uIaMHUHA THAPOXIOPH A ITpeodpasyercs B moMuMoppuy o popmy
I N-[2-(6-bTop-1H-ura0a-3-11)3TIn]-3-(2,2,3,3-reTpad Topnponokcu)oeH3nIaMuHa
THIPOXJIOPUAA, €CIH CyCIeH3uo nmoaydars npu 25°C. OtcyTerBue 00pa3oBaHus COIbBATA
TOBOPHT O TOM, uto mojumopdHas Gopma [T N-[2-(6-¢pTop-1H-una01-3-1m)3T00]|-3-
(2.2,3,3-teTpadroprnponokcu)OeH3nIaMIHA THAPOXJIOPHIA MEHEE PACTBOPUMA U BCIEACTBUE

atoro 6onee TepmoarHAMuUYecky crabunsHa npu 25°C.

IMonyueHune cycrnieH3un B CMECH pacTBOPHUTEIEH METaHO/ToIy ol pu 5°C:

6 MJI cMecH pacTBopHTeIel MeTaHoN/Tomy o1 (1:9) BHOCHIN B CTEKIISTHHBIN COCY I U
npobasnsuin 100 mr notumopdroit popmer I N-[2-(6-rop-1H-ungoa-3-un)atui]-3-(2,2,3,3-
TeTpadTOPIponoKcH)0eH3maMiuHa ruapoxaopuaa. [Tociae nepeMenBanus JOOABISUTH ele
1 M arTHpacTBOpHTENS (Toayona) + SO Mr nomumopduoit popmer I N-[2-(6-drop-1H-
UHAOA-3-un)31tIin|-3-(2,2,3,3-rerpadTopnponokcr)0eH3nIaMiIHa THAPOXIOPHAA.
[NepememmBanie IPUBETO K MOTYUSHHIO IPO3PAYHOTO PACTBOPA, IOC/E Yero 100aBsum
eme 1 M Tonyona u gonoaHuTenbHeie SO Mr moauMopdHoit popmer I N-[2-(6-rop-1H-
UHAOI-3-mwn )1t |-3-(2,2,3,3-rerpadTopnponokc)0eH3nIaMIHa THAPOXIOPHAA.
INepememnBanne ONsTH IPUBEIO K HOJTYyUEHHIO IPO3PAYHOro pacTBopa, u o0muii ooveM §
MJT pa3zesisuid Ha aABe nopuun. K ko 4 M pactBopa mopivu 1o6asisum eme 1 M
TONyoJa U JononHuTe bHbIe 50 Mr momuMopdHoi Gopmer I N-[2-(6-prop-1H-unmon-3-
w)atin|-3-(2,2,3,3-rerpadTopnponokcu )OeH3uIaMUHA THAPOXIOpuaa. HackimeHHy 10
HAJ0CAJOUYHYIO KHUIKOCTH BMECTE C HEOOIBIINM KOJHMUECTBOM TBEPIOT0O BELIECTRA U3

MOy YeHHOH CyCIeH3UH NepEeHOCIIN B CTEKIISIHHBIH COCY ] M IIepeMELINBATH B
xonoauibHuKe npu 5°C B TeueHue tpex Mecsiues. [Nomyuann nomumopduyto dpopmy 11T N-[2-
(6-prop-1H-unaomn-3-wn)3tun|-3-(2,2,3, 3-rerpadhTopnponokcu )oeH3uIaMIHA

THAPOXJIOPUAA, UTO MOATBEPKAEHO pesynabsTatamu XRPD.

IMonmumopduas popma I N-[2-(6-pTop-1H-unn01-3-wi1)stunl-3-(2,2,3,3-

TeTpadToprponokcu)oeH3uIaMIHA THAPOXJIOPHAA ITpeodpa3yercs B monuMoppuy o popmy
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I N-[2-(6-bTop-1H-uaa0a-3-11)3TI]-3-(2,2,3,3-TeTpad Topnponokcu)OeH3nIaMuHa
THAPOXJIOPUAA, €CITH CyCHeH3uro monydars npu 5°C. OtcyTerBrue 00pa3oBaHusl CONMbBATa
TOBOPHT O TOM, uto mojumopHast Gopma I N-[2-(6-¢pTop-1H-una01-3-0m)3T00]|-3-
(2.2,3,3-teTpadroprnponokcu)0eH3MIaMIHA THAPOXIOPHAA MEHEE PACTBOPUMA U BCIEACTBUE

atoro 6oiee TepMoarHAMuUecKku crabmibHa pu 5°C.

IMpumep 3: Ilonydenue nonumopuoii popmsi 111 N-[2-(6-pTop-1H-unx0/1-3-
unpPTHial-3-(2,2,3,3-rerpadropnponokcn)oe H3HJIAMHHA THAPOXJIOPHAA BHECEHHEM

3aTPABKH

IMomumopduyo popmy I N-[2-(6-¢prop-1H-unnon-3-un)srun|-3-(2,2,3,3-
terpadropnponokcu)oeH3mIamMuHa ruapoxopuaa (3858 r) B cmecu aneronutpuna (4,55 xr)
u Tosyona (5 kr) Harpepaau 10 80°C 10 monydeHus Ipo3pavyHoro pacteopa. PacTeop 3aTem
oxnaxgamu 10 45°C nepex BHeceHHeM 3aTpaBku U3 nomumopdHoit popmsl 11 N-[2-(6-drop-
1H-urnon-3-un)arunl-3-(2,2,3,3-rerpad ropnponoxcu)denzuniamuna ruapoxaopuia (4,8 r) u
3areM JOMOTHHUTETRHO oxnaxaamy 10 42°C. Uepes 18 uacoB 100aBIsLIH MOPIMIO TOMYOJIa
(7,2 xr), a BCIIe 3a STHM - €Il¢ JOIOHUTEIBHY 0 MOPLHIO Toayoaa (16,7 kr) u
nepeMemuBaiy mpu npudnusutensHo 45°C B TeueHue 3 qHel, OXTaxaand 1 (PUILTPOBATIH C
noyuenueM nomumopduoit opmer I N-[2-(6-prop-1H-unnon-3-wr)srual-3-(2,2,3,3-
TeTpadTOPIPONOKCH )OS H3MITAMIHA THAPOXJIOPHIA, KOTOPYIO MMPOMBIBAITH TOIY 0JIOM (3,9 Kr).
CoenuHeHNe CYIIMTU C moJydeHueM noauMopdHoit gpopmer I N-[2-(6-prop-1H-ungon-3-

wn)atn|-3-(2,2,3,3-rerpadpropnponokcu)oensunamMuna ruapoxiopuia (3,722 kr).

IMomumopduyo popmy I N-[2-(6-¢pTop-1H-unnon-3-wn)srun|-3-(2,2,3,3-
terpadroprnponokcu)oersmaamuna ruapoxaopuaa (40 r) B romyone (480 mir) B armochepe
azota Harpesaiau 1o 110°C nmepen MeTeHHBIM oxakaeHneM 10 52°C. B cycreH3nio 3aTeM
BHOCHJIH 3aTpaBky u3 nomumopduoii ¢popmel I N-[2-(6-¢pTop-1H-unnon-3-un)atun|-3-
(2,2,3,3-teTpadropmponokcu)OeH3MIAMIHA THAPOXIOPUAA U TIEPEMENTUBAIH B TEUCHHE
cytok. Orbupanu HebombIIoNH 00pa3el Cy CIIEH3UH, KOTOPBIH OXJTAKAATH U (PUILTPOBAJIH,
MOJIYUYEHHOE TBEPIOE BEIIECTBO aHATU3HPOBAIH ¢ oMOIbi0 XRPD u uaeHTHDHIHPOBATIH
kak nmoaumopdHyto dopmy II N-[2-(6-prop-1H-unmon-3-wr)stmil-3-(2,2,3,3-
TeTpadToprnponokcu)oeH3WIaMIHA THAPOXIopUAa. TeMeparypy CyCIeH3UH MOHMKATU 10

45°C nepexn BHeceHHeM 3aTpaBKu 13 noauMopdHoit popmer 11 N-[2-(6-drop-1H-unzon-3-
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wn)atin|-3-(2,2,3,3-rerpadTopnponokcr )OSH3UITAMUHA THAPOXIOPHIA U IEPEMEIITHBATH B
TeueHne CyTok. OrOupanu Hebombmol o0pasel Cy CIIEH3UH, KOTOPBINA OXJIAKIATH U
(UIBTPOBAJIH, MOy YEHHOE TBEPIOE BEIIECTBO aHATH3UPOBAIHU ¢ MOMOIIbK XRPD u
uaenTuunrpoBatu kak nomumopduyo gopmy Il N-[2-(6-prop-1H-unnoa-3-ur1)atun|-3-
(2,2,3,3-rerpadropnponokcu)OeH3mIaMUHA THAPOXJIOpUAa. B cycnensuo mpu Temmeparype
45°C BHocunu 3arpasky u3 nonumopduon ¢popmsl I N-[2-(6-drop-1H-unnon-3-un)atun|-
3-(2,2,3,3-TeTpad TOPIpONOKCH)OeH3WIaMIUHA THAPOXJIOPUAA U MEPEMEINBAITA 1B THSL.
OtOupanu HeOonbLIOH 0Opaszew CyCHeH3UH, KOTOPBIA OXJTKIATH U (PIIbTPOBAIIH;
MOJYYEHHOE TBEPI0€ BEIIECTBO aHAMU3UPOBAIH ¢ oMo XRPD u uaeHTHdUIEpPOBATH
kak cMeck noauMopduex dopwm II u Il N-[2-(6-¢prop-1H-ur100-3-I01)3 I | -3+(2,2,3,3-
TETPadTOPIPONOKCH ) OeH3MITaAMIUHA THAPOXJIOPHAA. TeMIeparypy CyCleH3UH MOHMKATH J0
40°C nepexn BHeceHHeM 3aTpaBKu w3 moauMopdHoit Gopmer I N-[2-(6-prop-1H-unxon-3-
wn)atn|-3-(2,2,3,3-rerpadpTopnponokcr )OSH3UITAMUHA THAPOXIOPHIA U IEPEMEIITHBATH B
TedyeHne cyTok. Orbupanu HebGobLI0l 0Opa3el CyCleH3un, KOTOPBIA OXJIXKIAIH U
(UIBTPOBAJIH, MOy YEHHOE TBEPIOE BEIIECTBO aHATH3UPOBAIHU C MOMOIIbI0 XRPD u
uaenTuurpoBatu kak cmeck nomumMopdueix gopm II u I N-[2-(6-pTop-1H-ungomn-3-
wn)atn|-3-(2,2,3,3-rerpadropnponokcu)OoeH3unamMuHa ruapoxaopuaa. Jobasmsm
aneroHutpua (50 M) epea BHECEHHEM 3aTpaBKu U3 noauMopdHoit popmer 111 N-[2-(6-
¢drop-1H-ungon-3-mn)stin]-3-(2,2,3,3-rerpadh Topnponokcu )OeH3WIaMUHA THAPOXIOPUIA U
nepeMermrBaiy B TeueHue cyTok npu 40°C. OrOupanu HeGombIoi obpasew CyCreH3uH,
KOTOPBIA OXJIKJATH U GIIBTPOBATH; OJTYUYEHHOE TBEPI0E BELIECTBO AHATH3UPOBAIH C
nomonpio XRPD u naentudunuposanu kak nomumopduyo Gopmy I N-[2-(6-prop-1H-
UHAO0I-3-11 )3T |-3-(2,2,3,3-TeTpadh TOPIpOnoKcH )OeH3UIaMUHA THAPOXJIOPHAA CO ClIEAaMU

noauMopdHOH dopmer 1.

IMomumopduyo popmy 1 N-[2-(6-¢pTop-1H-unnon-3-un)srunl-3-(2,2,3,3-
terpadroprponokcun)oersmwiamunaa ruapoxopuaa (40 r) B uzonpommianerare (480 mi) B
armocdepe azora Harpesatu 10 81°C 10 momydeHus MPO3padHOTO PAacTBOPA mepes
MeIJIeHHBIM oxJtaxaeHneM 10 S0°C, 3aTeM BHOCHIH 3aTpaBky u3 moaumopdHoi dopmer 111
N-[2-(6-pTop-1H-urg01-3-w1)sTIn|-3-(2,2,3,3-rerpad Topnponokcu )oeH3wIaMHUHA
THIPOXJIOPUAA U NIEPEMEIIUBATIHN B TeueHrne cyTok. Orbupanu HebonbIoii oOpasern
CyCIIEH3HH, KOTOPBIH OXJIKIATN U (PIIBTPOBATIH, IOy I€HHOE TBEPA0€ BEIECTBO

anamm3upoBami ¢ momompio XRPD n naentuduuposanu kak noaumopduyio opmy II N-
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[2-(6-¢prop-1H-unm0n-3-m1)aTHA|-3-(2,2,3,3-TeTpad TopnponokcH )oeH3 nIaMIHA
THAPOXJIOpUAA O cienamu moumopdHoi dhopmer I wru 111, Temmeparypy cycneH3un
noHwkamu 10 45°C nepea BHECEHUEM 3aTPaBKU 13 moauMopdpHou dopmerl I N-[2-(6-pTop-
1H-unnon-3-un)arun|-3-(2,2,3,3-rerpad ropnponokcr)oeH3niaMiuHa THAPOXIOPHIA 1
nepeMerrBany B TeueHue cyTok. Orbupamm HeGoabmon obpaszer cy ClieH3uH, KOTOPbIH
OXJIKJANTU U (PUIBTPOBAIH; Oy YEHHOE TBEPJOE BELISCTBO AHATU3UPOBATIH C IIOMOIIBI0
XRPD u naentudunuposaiu kak nomumopduyro dopmy Il N-[2-(6-prop-1H-unmon-3-
wn)atn|-3-(2,2,3,3-rerpadpTopnponokcu )OeH3uIaMUHA THAPOXIOPHUIA CO ClTeAaMU
nomumopdHoit popmer [ umu 111 B cycniensuto npu temmeparype 45°C BHOCHIN 3aTpaBKy W3
noxumopdHoit popmer I N-[2-(6-pTop-1H-unaon-3-um)stun|-3-(2,2,3,3-
TETPadTOPIPONOKCH )OS H3MITaAMUHA THAPOXJIOPHIA U TiepeMeluBaiu Tpu aHs. OTOupanu
HeOONbINOW 00pa3ell CyCleH3uH, KOTOPbIH OXJIaKaaIu U (PUIBTPOBAITH; MOy Y€HHOE TBEPI0E
BEIIEeCTBO aHATH3UpoBaIu ¢ moMoubid XRPD u naenTudumposain kak noTuMopHyo
dopmy 11 N-[2-(6-prop-1H-unzon-3-un)stun|-3-(2,2,3,3-rerpadropnponokcu )oOeH3MIaMHUHA
THAPOXJIOpKAA CO cienamu moaumophHoi dhopmsr I/I11. B cycnen3uto npu reMneparype
45°C BHocuu 3arpaBky u3 momumopdroi ¢popmel I N-[2-(6-drop-1H-unmon-3-un)atun|-
3-(2,2,3,3-rerpadTopnponokcH)OeH3WIaMIHA THAPOXJIOPHAA U IEPEMEIIUBAIH IECTh THEH.
OTt6upanu HeOOoBIIOH 0Opasel CyCeH3NH, KOTOPBIN OXJIKAATH U (PIITETPOBAIIH,
MOJTYYeHHOE TBEPA0€ BEIIECTBO aHATU3UPOBAIH ¢ MOMOIIBI0 XRPD u nneHTU)HUIHpPOBATH
kak nmoaumopduyto dopmy I N-[2-(6-¢pTop-1H-ungon-3-un)srun|-3-(2,2,3,3-
teTpadToprponokcH)oeH3nIaMiuHa ruapoxaopuaa. Pacteop oxnaxgamu 1o S°C orpensuiu
(bmIbTpOBaHHEM, CYIUIWIN MPU IOHWKEHHOM JABJICHUH C MOy YeHHEM noauMopdHOi Gopmbl
III N-[2-(6-Top-1H-ung0a-3-11)atrn|-3-(2,2,3,3-rerpad Toprnponokcu)oeH3nIaMuHa
rugpoxaopuza (37,6 r).

Harpesanue nonumopduoii popmel I N-[2-(6-dTop-1H-ungon-3-un)stunl-3-(2,2,3,3-
terpadroprponokcn)OeHIHIAMIHA THAPOXIOPUAA B TOIY0JIE, KAK OMMMCAHO BBIIIE, MPHUBOUT
K oOpasoBanuto moauMopdHoii hopmer I mpu oxnaxkaenun co 110°C, moCKOIbKy
nonumopdHast popma Il siBrsiercst Hanbomee crabuIbHOM HOPMOI IPH TEMIIEPATY Pax BHILIE
60°C u obpazyercs nerue, yem nonumophras gopma III. [ToHmkeHune TemMneparypel 1
BHECECHHME ALETOHUTPUIIA B CYCIIEH3HIO, U TEM CAMBIM I10Ty4asi 00Jiee BBICOKYIO
CTa0UIBHOCTD, MPHBOAUT K mouMopdHoii dpopme III. Crensr momumopdHoii hopme 1

MOJKHO IIOJIYUHUTDL, €CJIN paCTBOPUTEIIb UCTIAPICTCA B XOIC (l)I/IJ'[I:TpaI_[I/II/I, YTO YKa3bIBACT Ha
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TO, uTO NpHU OoNee HU3KUX Temneparypax noauMopdHast popma I obpasyercs nerue, yem

nomumopdnast popma 111

IMomumopduyro popmy I N-[2-(6-¢pTop-1H-unnon-3-un)arunl-3-(2,2,3,3-
terpadroprnponokcu)oeHzuamMuna ruapoxaopuaa (49 r) B cmecu aneronutpuna (74 M) u
tonyosa (74 mn) Harpeaiu B armMocdepe azota 10 84°C 1o mosyueHus MPO3PaYHOTO
pactBopa. PacTBop MeIEHHO OXJTaXK AU B TeueHne npubausutensHo 1 aca 1o 45°C nepen
BHECeHHeM 3arpaBku 13 noaumopduoit ¢popmel I N-[2-(6-dpTop-1H-ura07-3-101)3THI]-3-
(2,2,3,3-terpadropnponokcu)oen3miamuia rugpoxiaopuaa (100 Mr) u nepeMenIMBain mpu
temneparype 41-43°C npubausutensHo 1,5 vaca. Meanenno nodaemsuiu o1y 01 (200 mr),
noaaep:kusasi remneparypy B uareppaiie 40-43°C. CycneHs3uio 3ateM MeIJICHHO HarpeBaan
10 50°C u nepemenmBain npu 3Toi Temmeparype 17 wacos. CyCneH3uo 3aTeM MEIJISHHO
oxyaxaanu 10 31°C u QuasTpoBaIu M MPOMBIBATH CMECEIO ToIyosa (162 M) u
aneronutpuna (18 mur). CoeauHenne Cymmy ¢ noaydeHneM noxumopdHoit Gopmsr 111 N-[2-
(6-prop-1H-ungon-3-wn)stin|-3-(2,2,3, 3-rerpad TOprponokcH )OS H3MTaMIHA THAPOXTIOPHIA
(44,8 1).

Ilpumep 4: MHccaenoBanne BLINAPHOH KPHCTA/UIH3ANHH

4.5 mn strnanerara u 45 mr noaumopdHo# Gopmer [ N-[2-(6-prop-1H-unmon-3-um)stui|-3-
(2,2,3,3-terpadropponokcu)OeH3WIIaMUHA THAPOXIOPUIA BHOCHIN B CTEKIISIHHBIA COCY I U
HepeMeIInBaAIN HECKOIbKO MUHYT A0 MOJTyUYeHHs MPO3PavyHoro pacreopa. Pacteop aenmnmu

Ha TP YaCTH.

1/3 pactBopa BeiaepkuBany npu 25°C B cocyae 6e3 npoOku a71st Gonee ObICTporo
BBIAPUBAHMSL, UTO MpuBeENo K noaumopdHoit popme I N-[2-(6-dprop-1H-unnon-3-un)atun|-

3-(2,2,3,3-rerpadroprnponokcu)OeH3mIaAMIHA THAPOXJIOPUIA.

1/3 pactBopa Beiaep:kuBanu npu S0°C B cocyae 6e3 mpoOku a1t Gonee ObICTPOro
BBIAPUBAHMSL, UTO MpUBEIO K moaumopdHoit hpopme II N-[2-(6-prop-1H-unmon-3-mwi)atui]-

3-(2,2,3,3-rerpad Toprnponokcu )0eH3mIaAMIHA THAPOXIOPUIA.
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1/3 pactBopa Beizepkusany npu S0°C B cocyae ¢ mpoOKoii ¢ OTBEPCTHEM MAJIOr0 JUaMeTpa
JUTSL MEJUIEHHOTO BBIMTAPUBAHMSL, UTO MpUBeENo K noauMopduoii popme II N-[2-(6-prop-1H-

UHI0A-3-mn)31In|-3-(2,2,3,3-reTpad Topnponokcr )0eH3nIaMiHa THAPOXIOPHIA.

3 M1 cMecu pactBopureneii 2-Oyranon/rentad (1:4) u 45 mr noaumopduoit popmer I N-[2-
(6-prop-1H-unaomn-3-wn)atun|-3-(2,2,3, 3-reTpad TOprIponoKkcH )OS H3MTAMIHA THIPOXIOPHUIA
BHOCHJIM B CTEKJISTHHBII COCYJ U IEPEMEIINBATH HECKOJIBKO MUHYT 10 MOJTYUYSHHUS
cycrensuu. JoOapmsuiu 1 Mt 2-OyTaHOHA, HO MO-MPEKHEMY HAOJIIO JAId HATHYUE TBEPIOTO
Mmarepuana. 1 M pactBopa orOupanu u 106aBsuti 1 M 2-0yTaHOHA, U TIOJTY YT

MPO3pavHbIi pacTBOp. PacTBOp Je1uiam Ha TPU YaCTH.

1/3 pactBopa Beiaep;kusanu npu 25°C B cocyae 6e3 npoOku aist Gonee ObICTporo
BBIMAPUBAHMSL, UTO MPUBENO K mouMopdHoit popme I N-[2-(6-dhrop-1H-unnon-3-un)atun|-

3-(2,2,3,3-teTpad TOPIpONOKCH ) OeH3WIaMUHA THAPOXIOPUIA.

1/3 pactBopa BeiaepkuBanu npu S0°C B cocyae 6e3 npoOku amst Gonee ObICTpOro
BBIAPUBAHMSL, UTO NMpuBeNo kK nomumopdHoit hopme II N-[2-(6-prop-1H-unnon-3-mwn)stui]-

3-(2,2,3,3-terpad TopnponokcH)OeH3WIaMIHA THAPOXIOPUIA.

1/3 pacTtBopa BeiAep:kuBanu npu S0°C B cocyae ¢ MpoOKOit ¢ OTBEPCTHEM MaJIOr0 JUaMETpPa
JUTSL MEeJUIEHHOTO BBIMMAPUBAHMSL, UTO MPUBENIO K moauMopduoit popme I N-[2-(6-pTop-1H-

UHAON-3-un PTI |-3-(2,2,3,3-TeTpad TOPIpPONOKCH ) OSH3UTAMUHA THAPOXIOPHIA.

Brmapusanue pacrsopurens u3 pacrsopa N-[2-(6-¢prop-1H-unmon-3-um)atun|-3-(2,2,3,3-
TeTpad TOPIPONOKCH )OeH3mIaMuna ruapoxiopuaa npu 25°C u 50°C npuBoauT K
obpazoeanuto momumMophHeIx hopm I u II, Ho He monumopdHoit popmer 111, PesynbpraTsl 3THX
SKCIEPUMEHTOB OKA3bIBAIOT, uTo nonumMopdusie popmsl I u I N-[2-(6-dprop-1H-unmon-3-
)3T |-3-(2,2,3,3-rerpadTopnponoKcr )OSH3NITAMUHA THAPOXIOPH A KHHETUIECKH JIerye
o0pasyroTes 1o cpaBHeHHO ¢ onuMopduoit hopmoit 111, koropas seisercs

TEPMOJUHAMUYECKH CTAOMIBHON (POPMOI TPH ITUX TEMIIEPATY Pax.

IIpuvep 5:  OTtHOCHTeJBLHASA CTAOHIbHOCTH MOMAMOP(PHBIX (popm I, IT u I1I N-[2-(6-
¢rop-1H-nng0n-3-11)3THI]-3-(2,2,3,3-TeTpad TOPHPONOKCH)GeH3HJIAMHHA
THAPOXJIOPHAA
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Hacpiuennslid pacTBop noiyuanu Harpesanuem 1,6 mi uzonponunanerarara u 0,4 miu
renrana 10 70°C u nobasierunem S0 mr nomumopdaoi hopmer I N-[2-(6-¢pTop-1H-ur107-3-
wn)atui|-3-(2,2,3,3-rerpadpropnponokcu)oeHsnnaMuna ruapoxiopuaa. [lepemernnpanuemM B
TeUeHHe JBYX YacoB, a 3aTeM BhICTanBaHuEeM Oe3 nepemernuBanus npu 70°C B TeueHne

CYTOK IIOJIy UaId HaCI:IH_IeHHI:II\/'I pacTBOp, B KOTOPOM BUACH TBGp,Z[I:IfI MaTrepual.

Hanocanounyto *KHIKOCTb pacpeaessiiy 0 ABYM aMmIlyJiaM U BeiAepxkusanu npu 60°C u

70°C.

5 mr nomumopdubix dopm L, IT u I N-[2-(6-pTop-1H-ung0n-3-un)stun]-3-(2,2,3,3-
TeTpadTOPIPONOKCH )OS H3MITAMIUHA THAPOXJIOPHIA BHOCHIH B PACTBOD, BBIIEPIKAHHBIA MTPH
60°C, ocrapsun, nepemermpast npu 60°C oIUH U YeThIpe JHS, B YKA3aHHOM IOPSIIKE.
Hccnenopanue nociae ofHOro AHsI oka3ano Hanmure cMecu nomumopduex opm 11 u 11 N-
[2-(6-prop-1H-unnon-3-wr)atmn|-3-(2,2,3,3-rerpad TOpnponokcH )oeH3nIaMiuHa
THIPOXJIOpUAA M UCUe3HOBeHHe moanMopdHoit popmel I. UccnenoBanue mocie yeTbipex
JHel mokasano Hanuuue noaumopdHoi opmer 11 N-[2-(6-drop-1H-unnoa-3-mn)atrn|-3-
(2.,2,3,3-terpadroprponokcu)OeH3WIAMIHA THAPOXJIOPUAA U ClIebl TOTUMOpP(HOH GopMbl

III.

2,5 mr momumopdHeIX dpopm L, IT u 111 N-[2-(6-¢prop-1H-unnon-3-un)srun|-3-(2,2,3,3-
TeTpadTOPIPONOKCH )OS H3NITAMIUHA THAPOXJIOPHIA BHOCHIH B PACTBOD, BBIISPKAHHBIA MTPU
70°C, ocrasisumn Oe3 nepememusanus npu 70°C tpu ans. Mccnenopanue moka3ano HATHINE
nouMopdHbIX popm II u I N-[2-(6-dbrop-1H-unnon-3-un)arunl-3-(2,2,3,3-
TeTPapTOPIPONOKCH )OS H3MITAMIUHA THAPOXJIOPHIA H UCUE3HOBEHHE IOTUMOP(HOI (HhopMBI

III.

IMomumopdusie popmer L, I u Il N-[2-(6-¢pTop-1H-ung01-3-1m)sTrn |-3-(2,2,3,3-
teTpadToprponokcn)oeH3IIaMUHA THAPOXIOPHIA CMEIIMBATN B PABHBIX KOJIMUECTBAX H
MOJIYUaIu CyCIeH3uio B uonponuianerare npu 60°C. Uepes qeHb B HATUYAN ObLTA TOJIBKO
cmech momumopdHbix Gopm II u 11 N-[2-(6-pTop-1H-ung0n-3-wi)stun|-3-(2,2,3,3-
terpadroprponokcn)OeH3WIaAMIHA THAPOXIOpUAA, a momumMopdHas ¢opma I ucuesna. Yepes
yeThIpe AHs ObLIO OOHApY KEHO, uTo nmoaumopdHast dpopma III N-[2-(6-drop-1H-un1051-3-
wn)atun|-3-(2,2,3,3-rerpadropnponokcr)oeH3nIaMIHA THAPOXIOPHIA TEPEXOAUT B
noxumopduyto popmy II. ITo nokaseiBaet, uro noaumopdHast popma I N-[2-(6-pTop-1H-

UHAOA-3-un)3trin|-3-(2,2,3,3-rerpad ropnpornokcn)OeH3nIaMIHA THAPOXJIOPHIA MEHEE
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crabuibHa, ueM nonumopdHas Gopma II, a nomumopduas popma Il repmonmHaMuyIecKu
crabuiabHa IpH 3Tol Temneparype. ToT (akr, 4To nepexo] MPOUCXOJUT MEICHHO,
YKa3bIBAeT HA TO, YTO OH OJIM30K K TeMIleparype nepexona MexIy noTuMOop(HBIMH
dopmamu II u III N-[2-(6-pTop-1H-ung0a-3-11)otun]-3-(2,2,3,3-
teTpadToprponokcn)oensunamMuaa rugpoxiaopuaa. [Ipu 70°C nepexon MpoUCXOIUT
ObICTpee U cycIieH3MsI U3 paBHBIX KonuuecTs noauMopdubix ¢opm I, 1T u III N-[2-(6-dpTop-
1H-uugon-3-un)stun|-3-(2,2,3,3-rerpad Topaponokcu)0eH3miIaMiHA THAPOXJIOPH A,
ocTtaBieHHas 06e3 mepeMelnBaHusl, IpeBpaaercs B moanmopguyto dpopmy Il B TeueHne
Tpex gHed. DTo mokassBaeT, uto nomumopduas popma Il N-[2-(6-pTop-1H-nag01-3-
)3t |-3-(2,2,3,3-rerpadpTopmpornokch)OSH3MIaMAHA THAPOXIOPHA TEPMOAMHAMUIECKH

craduiapHa ipu Temneparype 70°C.

ITpumep 6: PacTBOPpHMOCTL B OPraHHYeCKHX PACTBOPHTEIAX

TepmoauHamuky pacteopumocta noauMopdusix dpopm I u I N-[2-(6-prop-1H-unxon-3-
w1)aTHi|-3-(2,2,3,3-Terpadp TOPIpOnoK cr )OSH3UIAMHUHA THAPOXIOPH,IA H3MEPSUTH Iy TEM
BCTPSXUBAHUSI U30BITKA JBYX MOTUMOPGHBIX ()OPM B OPraHHUECKOM PACTBOPHUTEIE B
FePMETUYHO 3aKPBITOM KOHTEHEpe Mpu KOMHATHOH Temrieparype (mpumepro 23°C). Tocre
JOCTHKEHHUS] PABHOBECHOTO COCTOSIHUS 00Opa3eln; BRBIHUMAIH U TBEPIOE BEILECTBO
OT(UIBTPOBBIBAITN WK HEHTPU(YTHPOBATH, a MPO3PAUHBIN (PUIBTPAT/HATOCATOUHY KO
JKAIKOCTh aHATM3UPOBANH, UCITONB3yst BOXKX ¢ nerexruposanuem mpu 217 am. Ocamzok

uccnexosaay ¢ momoiblo XRPD nns onpeznenenus tuna noauMopdHoit GopmsL

Tabnuna 2: Pacteopumocts nomumophHon ¢opmet I u momumopdHoit popmer I N-[2-(6-
¢drop-1H-ung07-3-mw1)3TI|-3-(2,2,3,3-rerpadroprnponokcn)oeH3mIaMuHA THAPOXIOPUIA B

OPraHuvYeCKUX PaCTBOPUTEIISX.

PacTBopuMocCTS - momumMopdHas PactBOopuMOCTS - mouMopdHas
PactBopurens dopma II1 dopma |
[Mr ocHOBaHuSs/ M| [Mr ocHOBaHus/ M|
2-6yTaHom 9.3 10,5
Wzonmponanon 24.5 252
I/Isonpc;linnauefr 3.0 3.4
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HccnenoBanne pacCTBOPUMOCTH B OPTaHHYECKHX PACTBOPUTENSX TTOKA3AJH, UTO
nomumopduast popma I N-[2-(6-pTop-1H-ung01-3-11)3TI01|-3-(2,2,3,3-
TeTpadTOPIPOnoKCH ))OeH3WIaMHUHA THAPOXIOPHAA 001aaeT CIerka MEeHbIIei
PacTBOPUMOCTBIO M BCIIEIACTBHE DTOTO SBISETCS 00JIee TEPMOIMHAMUYECKH CTAOUITBHOMN Mpu

KOMHATHOI1 Temneparype (mpumepHo 23°C).

IIpamep 7: IlparoroBaenne cMecn notaMopdnoii popmel 111 u moiamopduoii Gpopmel
Iv.

Hacenuennstit pactsop noaumopdHon dopmer I N-[2-(6-¢pTop-1H-uan07-3-10m)3Trn|-3-
(2,2,3,3-terpadropnponokcn)OeH3WIIAMIHA THIPOXJIOPHAA B STAHOJIE IOy YA MPU
KOMHaTHOI Temneparype. CyClIeH3UH Jal0T YPABHOBECUTHCS IIPH ITOCTOSIHHOM
nepeMemvBanuy. [lunerkot oTéUparoT HeGOIBIION 0Opa3el CyCIeH3UH, COaePIKAIIMI KaK
JKHIKOCTD, TAK TBEPAbL MaTepHal, M OCTABIISIOT, MO3BOJISIS JKUAKOCTH UCTIAPHUTHCSL.
IMonyuanu cmeck nomumopduoit Gopmsr I n nomumopdroit popmsr IV N-[2-(6-prop-1H-
HHA0I-3-11)aTi |-3-(2,2,3,3-TeTpad TOPIPONOKCH ) OeH3MIaMUHA THAPOXJIOPHIA, YTO
noaTBepKIeHO pesyabraramu XRPD (urypa 7).

Xapaxrepucrunueckne mukd XRPD noxumopduoit popmer [V npusenens! auke (£0,10
(°20)):

17,52, 17,73, 19,20, 19,72, 20,30, 21,60, 23,07, 23,87, 26,41

IIpumep 8: Cnextps1 UKII® nosnmopduoii popmser 111 u nonrumopduoii popmer I

HK-cnexrps! monumoppHoi dopmsl 111 u nomumopdroit Gopmer I moayuanu, kak onucaHo

BEIIIIE.
n 1 OTHOCHTE/IbHASI HHTEHCHBHOCTH
0JI0KeHHEe MOJI0ChI [cM™]
MOJI0ChI
IMonumopduan Honumopdguasa popma
dopmall 111
3425 3426 Bricokas
2951 2951 Cpennsis
2800 2800 CpenHsst
2749 2749 Cpennsist
1631 1631 Cpennss
1586 1586 Bricokas
1451 1452 Bricokas
- 1099 ITneuo
1092 1089 OueHb BBICOKAs
879 880 CpenHsist
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762 | 762 | Boicokast

Tabmuna 3: TlonokeHHsS TONOC M OTHOCHUTENBHAsT WHTeHcHBHOCTL MKII®
nouMopdHOH Gopmer I u momumopdHoit hopmer I11.
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POPMYJIA U3OBPETEHUA

IMomumopdnas dopma I N-[2-(6-dpTop-1H-uan01-3-nm)atin|-3-(2,2,3,3-
teTpadToprponokcn)oeH3mIaMIHA THAPOXIOPHIA, XaPaKTePHU3YOIIAsICs
PEHTTeHOBCKO# MOPOIIKOBOU AU(DPAKTOrPaMMOii, MOKA3BIBAIOLIEH MK MPH
cnenyrouux yrax 20: 4,63°, 6,94°, 13,89°, 17,26° u 19,97°.

IMomumopduas popma cormacHo n. 1, JOMOIHUTETBHO XapaKTePH3y 0IIASICSI
PEHTTEHOBCKO# MOPOIIKOBOU AU(DPAKTOrPaMMOii, MOKA3BIBAIOLIEH IMKH MPH
crenyromux yriaax 20: 4,63°, 6,94°, 13,89°, 17,26°, 18,95°, 19,97°, 22,53° u 23,65°.
IMomumopdHuas opma cornacHo 1. 1, rae ykazaHHOE COSUHEHUE HMEET
PEHTT'eHOBCKYIO MOPOLIKOBY 0 Au(pakTorpamMmy, Kak IokazaHo Ha purype 5.
Cnoco0 nonyuenust moumopduoit popmet I N-[2-(6-¢prop-1H-unmon-3-un)atui]-
3-(2,2,3,3-rerpad TOpnponoKkcH )OeH3WIaMUHA THAPOXIOPUAA, BKITIOYAFOLIHH:

a. ynasmuBaHue nmonumopdHon popmer I N-[2-(6-dpTop-1H-un107-3-11)3THN |-
3-(2,2,3,3-rerpad Toprponokcu)OeH3mIaMHHA THAPOXJIOPUIA U3 Cy CIIEH3UH
N-[2-(6-bTop-1H-una01-3-w1)stin|-3-(2,2,3,3-

TeTpad TOPIPONOKCH )OS H3WTAMUHA THAPOXJIOPUAA B OPraHUIECKOM
pacTBopuTee, BHIOPAHHOM U3 CIEIYIOIIEro Iepey sl aleTOHUTPUIL,
MPOITMOHHUTPII, ALIETOH, METAHOJI, TAHOJ, TOIYOJI U KCHIOJbI (OpTO, MeTa
WK TIapa) WK UX CMECH, IpH Temmeparype Hroke 60°C.
Cnoco0 nonyuenust moumopduoit Gpopmet I N-[2-(6-¢prop-1H-unmon-3-un)atui]-
3-(2,2,3,3-rerpadroprnponokcu)OeH3mIaMIHA THAPOXJIOPUIA, BKITIOUAFOIINN:

a. BBedenue noaumopgHoi Gopmel I, momumopdpHoit opmsr 11, amopdHoit
topmsl wim cMecu 3THX popm N-[2-(6-¢ptop-1H-unnon-3-un)atun|-3-
(2,2,3,3-terpadTopnponokc )OeH3WIAMUHA THIPOXJIOPHAA B OPraHUIECKHUit
pacTBOPHUTENb, BBIOPAHHBIN U3 CIEAYIOIIEr0 IepeyHsl: ALeTOHUTPIUIL,
MIPOITMOHHUTPHI, ALIETOH, METAHOJI, TAHOJI, TOIYOJI U KCHUIOJBI (OpTO, MeTa
WK TIapa) WK UX CMECH, IpH Temreparype Hroke 60°C 1i1s moty yeHust
CYCIIeH3UH;

b. yaasmuBanue nomumopduoi hopme III N-[2-(6-dprop-1H-urx08-3-101)3THI |-
3-(2,2,3,3-rerpad TOpIponoKcH )OeH3HIaAMHHA THAPOXJIOPUIA.

Cnoco0 nonyuenust moumopduoit Gpopmel I N-[2-(6-¢prop-1H-unmon-3-un)atui]-

3-(2,2,3,3-rerpad TOpIpOnoKCcH )OS H3WIIAMUHA THAPOXIOPUAA, BKIIOYAFOIIHH:
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10.

11.

12.

a. BHeceHue 3arpaBku u3 nomumopduoi ¢popmsl I N-[2-(6-dprop-1H-unn01-3-
)3T |-3-(2,2,3,3-rerpadpTopnponoKcr)OeH3MITaMUHA THAPOXIOPHIA B
cycnensuio N-[2-(6-¢prop-1H-unnoa-3-un)stun]-3-(2,2,3,3-

TeTpad TOPIPONOKCH )OS H3MTAMIUHA THAPOXJIOPUAA B OPraHUIECKOM
pacTBopuTee, BHIOPAaHHOM U3 CIEAYIOIIEero NepeyHsl aleTOHUTPUIL,
MPOIMOHUTPUII, AETOH, METAHOJI, STAHOJI, TOIYOJ M KCHI0JbI (OpTO, METa
WK TIapa) WK UX CMECH, MPH Temreparype Hrke 60°C;

b. yaaBnmusanue nonumopduoit popmel I N-[2-(6-dprop-1H-unmon-3-um)atumi|-
3-(2,2,3,3-terpad TopnponokcH )OeH3WIIaMUHA THAPOXJIOPUIA.

Crioco6 nomyuenus nomumopduoit popmsi 111 N-[2-(6-dprop-1H-unnon-3-un)stun|-
3-(2,2,3,3-TeTpad TOPIpPONOKCH )OEH3MIaMUHA THAPOXIOPUAA, BKITIOYAFOIIHIA;

a. BBegenue nonumopdHoi opmsl I, momumopdHoit popmer 11, amopdHoit
¢dopmbl win cmecu 3tuX Gopm N-[2-(6-¢prop-1H-urnon-3-un)atun|-3-
(2,2,3,3-terpadropnponokcy)OeH3UIAMIHA THIPOXJIOPHAA B OPraHUIEeCKUit
pacTBOpPHUTENb, BEIOPAHHBII U3 CIeAYIOMEro NepeyHs: aleTOHUTPILL,
MPOTIMOHUTPUIL, AETOH, METAHOJI, STAHOJ, TeNTaH, TOIYOI U KCUIIONIBI (OPTO,
MeTa WM 11apa) WIKA UX CMECH, IpH Temreparype Hike 60°C 11st oty ueHust
CYCIIeH3UH;

b. BHeceHue 3arpaBku U3 nomumopdroit popmer 111 N-[2-(6-Pprop-1H-unmon-3-
w)aTun|-3-(2,2,3,3-rerpadpTopnponokcu )OeH3uIaMUHA THAPOXIOPHIA TIPH
Temrieparype Huxke 60°C;

¢. ynasmuBaHue monumopdHon ¢popmer 111 N-[2-(6-dpTop-1H-ur107-3-101)3THIN |-
3-(2,2,3,3-rerpad TOprnponokcu )OeH3HIaMHHA THAPOXJIOPUIA.

Crocob cornacHo tr00oMy U3 mi. 4-7, rae opraHnueckuii pacTBOPUTEND
npeacrasisier cobol CMeCh aeTOHA U renTaHa B COOTHOIIeHuH 1:4.

Crocob cornmacHo r00oMy w3 il 4-7, Tie OPpraHnIeCKUil PacTBOPUTEITb
MpeacTaBisieT OO0 CMeCh METaHOJIa U TOJIYO0J1a B COOTHOIEHHH 1:4,

Coenunenne cornacHo arodomy u3 nm. 1-3 wiu 19 175 npuMeHeHus B KauecTBe
JIEKapCTBEHHOT'O CPEACTRA.

dapmanieBTHUECKAs] KOMITO3ULIUSL, COAepKaliasl COeUHEHNUE COTIACHO TI000My U3
nm. 1-3 uiu 19.

Cnioco0 neuennst 6one3Hn AJpureiiMepa B KauecTBe BCIIOMOTATeNbHOM TEpanuu Npu

JISUSHUHU aleTHIXOIUHACTepa3oi, BKiIovaromuii BeeneHune 3ppekruBHol cyTouHOM
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13.

14.

15.

16.

17.

18.

19.

20.

21.

JI03bI COeMHEHMSI COrNIacHo Jrobomy n3 mm. 1-3 wimm 19 nanueHTy, Hy KAAIeMycs B
TAKOM JICUCHHUH.

Croco0 cormacHo 1. 12, e 3¢ dexTHBHAS CYTOUHAS 1032 YKA3aHHOTO COSAUHEHUS,
BBOJUMAsI MALUEHTY, COCTABISIET OT npuMepHO 30 10 mpumepHo 60 Mmr.

Coenunenne cornacHo arodomy u3 nm. 1-3 win 19 B npuMeHeHHH K JISUeHHIO
Oone3Hn AnpLreliMepa B KauecTBE BCIIOMOTATEIBHON TEpANHY IPH JCUSHUN
ALETUIX OJIUHA CTEPA3OHU.

Coenunenne cornacHo 1. 14, rie 103a yKa3aHHOTO COeIUHEHHSI COCTABISIET OT
npumepHo 30 10 npumepHO 60 Mr.

INpumeneHne coeTMHEHNS COTIACHO M00oMy m3 L. 1-3 win 19 B mponu3BoaCTBE
JIeKapCTBEHHOT'O CPEACTBA ISl JIeueHns 00Ie3HN AnplreiiMepa B KauecTBe
BCIIOMOTaTebHON Teparuy MpH JISUYSHHUH aleTHIXOJTHHCTEPA3Oii.

INpumenenue cormacHo 1. 16, rae 1032 YKa3aHHOTO COeANHEHHS COCTABIISIET OT
npuMepHo 30 10 npuMepHO 60 Mr.

Croco0 corsacHo m00oMy U3 mil. 4-7, TAe CyCIEH3UIO TOTOBSIT B TEMIIEPATy pPHOM
unTepBate 45°C - 55°C.

IMomumopduas popma I N-[2-(6-¢prop-1H-unmon-3-un)atun]-3-(2,2,3,3-
terpadroprponokcn)oeH3nIaMIHA THAPOXIOpUAA, XapakTepusyromascs UKD
CIEKTpaMU, UMEFOIIIMH II0JI0CH! C OTHOCUTEIBHO CHIIBHON MHTEHCUBHOCTBIO B
CAEYIONMX TOJIOKEHUIX noaoc [em™]: 3426, 1586, 1089, 762 u nueuo npu 1099
em L

dapmarieBTHUECKasT KOMITO3UIIHS, TTOTyUeHHAst U3 moaumMopdHoit ¢popmer I N-[2-(6-
¢drop-1H-ung051-3-m1)3trn|-3-(2,2,3,3-rerpadropnponokcu )0eH3uIaMHHA
ruapoxaopuaa, rae nonumopdHas popma I N-[2-(6-¢prop-1H-unmon-3-mn)atui|-3-
(2,2.3,3-terpadroprnponokcu)0eH3MIAMIHA THAPOXIOPUAA XaPAKTEPHU3Y ETCS
PEHTT€HOBCKOM NOPOIIKOBOH AU(PAKTOrpaMMOii, MOKA3bIBAIOLIEH IHKH IPU
crenyromux yriaax 20: 4,63°, 6,94°, 13,89°, 17,26°, 18,95°, 19,97°, 22,53° u 23,65°.
dapmaneBTHUecKast KOMIIO3ULUS, IOy YeHHast u3 nonmumopduoit popmsr 111 N-[2-(6-
¢rop-1H-ung01-3-mw1)3TIn |-3-(2,2,3,3-rerpadropnponokcu )oeH3nIaMIHA
ruapoxaopuaa, rae nomumopdHas ¢popma Il N-[2-(6-¢prop-1H-unmon-3-mn)atua|-3-
(2,2,3,3-TerpadTopnponokc)OeH3mIaMIHA THApOXIopuaa Xapakrepusyercs MKIId
CIEKTPaMH, HMEIOIIUMH TOJIOCHI C CHIIBHON HHTEHCHBHOCTBIO B CJIEAY FOLIIX

nonokeHusx mosoc [em!]: 3426, 1586, 1089, 762 u mieuo mpu 1099 cm!,
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