202091277 Al

(19) EBpa3unckoe @) 202091277 13 Al
naTeHTHOEe
Be4OMCTBO
(12) ONMMUCAHME U30BPETEHUSA K EBPASUICKOM 3ASIBKE
(43) Dara nyGnukaumn sasisku (51) Int. Cl. CO7D 215/36 (2006.01)
2020.10.08 AG61P 7/06 (2006.01)
AG61K 31/4709 (2006.01)
(22) [ata nonaum 3aaBku
2018.11.21
(54) KPUCTANJIMYECKHUE ®OPMBbI N-(4-(4-(HAKJIOITPOIIUJIMETUJDITUITEPASUH-1-
KAPBOHUJI)®EHUJI)XUHOJIUNH-8-CYIb®OHAMUJIA
(31) 62/589,822; 62/691,709 (72) Waobperatens:
(32) 2017.11.22; 2018.06.29 Caiizmop :xeiiko6 I1. (US), o Jlutun
(33) US (CN), Mupmexpaéu Maxmya, Cy Hennn
pmexp YA, Ly
(86) PCT/US2018/062197 (CA)
(87) WO 2019/104134 2019.05.31 )
(71)  3aseurens: (74) nNpeacrasutens:
AJKMOC ®APMACBIOTHKAJI3, Mensexes B.H. (RU)
HHK. (US)
(57) B m300peTenny npescTaBieHsl avopdHas i KpucTaLIIeckas GOpMBI TeMuCYTbhaTHOH comn HOpMyITBI

D.

112 H,50,

Taxoke MMpeaACTaBJICHbL (bapMaL[eBTI/I‘IGCKI/Ie KOMIIO3UILINU, COACpIKALINE aMop(bHon " KPpUCTAJIMYCCKYTO
(i)OpMI)I FGMHCYJ’IB(baTHOfI coJi, CII0COOBI X U3TOTOBICHUS U IMYTHU IPUMEHCHUA 115 JICHCHUA COCTOHHI/Iﬁ,
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OIIMCAHHUE U30BPETEHHUSA
2420-562923EA/032
KPUCTAJVIMYECKHUE ®OPMbI N-(4-(4-(HUKJIONPOITUJIMETHWI)IIUIIEPA3HUH-
1-KAPBOHWI)®EHWI)XUHOJIUH-8-CYJIb®OHAMHUJIA

PoncTteenHble 3asBKU

[0001] JlanHas 3asBKa 3asBJs€T NPHOPUTET COIJIACHO MpPENBApPUTENbHOI 3asBKE Ha
narent CIITA Ne 62/589822, nmomannoii 22 HosiOpst 2017 r., n mpenBapuUTENbHOH 3asBKEe Ha
nateHt CIITA Ne 62/691709, noganuoi 29 uions 2018 r., kaxkmas W3 KOTOPBIX BKJFOYEHA B
JAHHBINA TOKYMEHT BO BCEH €€ MOJTHOTE.

YpOBEHb TEXHUKHU

[0002] [Hedpuuur mmpysatkuHaszbl (PKD) mnpencrasiasier coboit  3aboneBanue,
NOpaskaroIiee SpUTPOLUTHI, 00ycioBieHHOe neduuntom ¢gepmenta nupysaTkuHasel R (PKR),
BbI3BaHHBIM perieccuBHbIMUA MyTauusimu reHa PKLR (Wijk et al. Human Mutation, 2008, 30 (3)
446-453). AxrtuBaropei PKR wmoryr ObiTe monesneiMu miist Jiedenus PKD, Ttamaccemun
(nanpumep, OGeta-TamacceMuu), adeTAIUIIONPOTEMHEMUH Wi cUHApoMma baccena-KopHiseiira,
CEpIIOBHIHOKIIETOYHOTO 3a00JIeBaHUs, MAaPOKCU3MAIBHOW HOYHOW T'eMOTJIOOMHYpPUH, aHEMHUH
(nanpumep, BPOXIEHHBIX aHEeMUHl (Hanpumep, >H3UMONATUN), TEMOJHTUYECKOH aHEMUHU
(HarpuMep, HACNEeNCTBEHHONH W/WIM BPOXKIEHHONH TeMOJHTUYECKOH aHEeMHH, MPUOOPETEHHOM
TeMOJIUTHYECKON aHEMHH, XPOHUYECKOH T'€MOJUTHYECKONH aHEMHUHU, 00YCIIOBIEHHOHN 1e(UIIITOM
dochornuneparkiHaszbl, aHEMMH TPH XPOHWYECKUX 3a0oneBaHUsX, HechepouuTapHOH
IeMOJIMTHYECKOW aHeMHUH WM HacJeACTBeHHOro cgeponuros3a). Jleuenne PKD spnsercs
NOJJEPKUBAIOLINM JIEUEHUEM, BKJIIOYAOIINM IepeIBaHusl KPOBH, CIUIEHIKTOMUIO, XEJIaTHYIO
TEPaNuI0 JJIsI YCTPAHEHHUs] IEepPEHACHIEHHs »KeJNe30M H/WINM BMeIaTeNbCTBA ISl APYTUX
CBSI3aHHBIX C 3a0ojeBaHMeM oOcioxHeHWid. OAHAKO B HACTOSILIEe BpPeMs OTCYTCTBYET
ONOOpEHHBIH JIEKapCTBEHHBII Npernapar, KOTOPbIH JIEUUT Jiexaiyo B ocHoBe npuunHy PKD u,
TAKUM 00pa3oM, STHOJIOTHIO TTOKU3HEHHOW MeMOJIMTHYECKOW aHEMHH.

[0003] N-(4-(4-(LIuxIonponuiIMeTHI) THNEpa3HH- | -kapOOHUI )peHUIT )X HTHOTUH-8-
cyiabpoHamMHI, B IOAaHHOM JOKYMEHTE Ha3bIBaeMbli coefuHeHueM 1, mpencraBisieT coOOH
IJIOCTepUYeCKUil  akTuBatop m3o(opMbl mupyBaTkuHa3el B spurpouurax (PKR).Cwm,
Hanpumep, WO 2011/002817 u WO 2016/201227, conep:kaHHsi KOTOPBIX BKJIFOYECHbI B TaHHBIN

AOKYMEHT NTOCPEACTBOM CCBLIIKH.

(Coenunenue 1)

[0004] Coenmuenue 1 paspaboramu mis jedeHuss PKD, u oHO B Hacrosiee Bpems
uccnenyercss Ha (ase 2 KIMHUYECKUX HcnbITaHuil. CMm., Hampumep, uneHTH(UKaTop Oa3bl
naHHbIX 1o KinHUYeckuM ucnbiTaHusiM CIIA NCT02476916. YuurbiBasi ero TepaneBTHYECKUE

MPEUMYIIeCTBa, CYIECTBYeT HEOOXOIUMOCTh B pa3padoTKe albTePHATUBHBIX (POPM COETMHEHHUS



1 B nonbITKe OOJNErYUTH BbIEIEHUE, U3TOTOBIEHHE U pa3pabOTKy COCTaBa, a TAKXKe YJIYUIINTb
YCTOMYHUBOCTb NPU XPAHEHUH.

Kpatkoe onucanmne n3o0pereHus

[0005] B nmaHHOM IOKYMEHTE IpeAcCTaBlieHbl amop(dHas U Kpuctayumdeckas (HOpMbI

reMUCyJIb(paTHOM COJIM COEMHEHUSI, XapaKTepU3yoImencs: (opMyJIoit:

[0006] Takxe B MaHHOM IOKYMEHTE MPEACTaBJICHbI (papMalleBTUYECKHE KOMIIO3HIIUH,
comepskamue amMopQHYIO W KPHUCTAJUTHYECKYIO (POPMBbI reMUCYIIb(ATHON COJH, CIOCOOBI UX
U3TOTOBJIEHUST M WX INyTH NPUMEHEHHUS JUIs JICYCHUS COCTOSIHHH, aCCOLMHUPOBAHHBIX C
NMUPYBATKMUHA30M, TaKUX Kak, Hanpumep, PKD.

Kpatkoe onucanne rpaguuecKkux MaTepHaioB

[0007] Ha ®@HTI'. 1 uzobpakeHa MOpoIIKOBasi peHTreHoBcKkast nudpakrorpamma (XRPD)
IUTSL KPUCTAJTUECKOH (POpMBI A reMHCYIb(aTHON CONH.

[0008] Ha OUI'. 2 U300paKkeHbl 00BeIMHEHHBIE TepMOTrpaMmMa
tepMmorpasumerpudeckoro ananusa (TGA) u Tepmorpamma nuddepeHIranbHON CKaHUPYOMIEH
kajopumetpuu (DSC) nnst kpucrammdeckoi Gopmbl A reMucyibhaTHON Cou.

[0009] Ha ®UI'. 3 usobpaxena Tepmorpamma auddepeHunasbHOl CKaHUPYIOMIEH
kajopumetpuu (DSC) nns xpucrammuyeckoi popmbl A reMucysibpaTHoO conu.

[0010] Ha ®HUI'. 4 usobpaxkeHa u3oTepma muHamuueckon copbuuu mapa (DVS) mis
KpHCTAJUTNUECKON (opMbl A reMucyibhaTHOI COH.

[0011] Ha ®HUI. S (i) wu300pakeHO HAJOXEHHE IOPOIIKOBOI pPEHTTEHOBCKOI
mudpakrorpammel (XRPD) anst kpuctamimueckoin ¢popmbl A reMucysibhaTHOH CONMM U MOCHE
noasepranus BoznencTeuio 11%, 48% u 75% otHocuTenpHOM BrnaxxkHocTH U 40°C B TeueHwue
nByx Heaenb. XRPD ocranack HeM3MEHHOIN MOCe ABYXHEAEIbHOIO UCTIBITAHUS B TAHHBIX TPEX
ycnoBusix BnaxkHoctu. Ha @UI. 5 (i1) uzobpakeno Hanokenne XRPD misi kpucTanindeckoi
¢dopmbl A remucysnbhaTHOH COMU U TOCJE MOABEPTraHUs BO3ACHCTBUIO I'PAHYJ MEHTAOKCHUZA
docdopa (P20s) npu xomHaTHOI Temmneparype u S0°C B TeueHue OAHOW HENeNU, a TAaKXKe MPU
TEMIepaType OKpyKarouel cpenasl Bo ¢uakoHe B TeueHune 24 u. HaOmromanmm, 4ro Ha
mudpakrorpamme XRPD oTcyTcTBOBaM M3MEHEHUS IPU KOMHATHOH TEMIIepaType 4epes3 OfHY
HEJNeJI0, HO HEKOTOpBIe MUKU ObUTH He3HaUUTENbHO cMereHsl mpu S0°C. OnHako naHHBbIE TUKU
CMECTWJIMCh Ha3aJ B UCXOJHbIE MOJIOKEHUs MTOCJE BO3ACHCTBUS YCJIOBHUI OKPYKAKOIIEH Cpenbl B
TedeHue 24 4., 4TO yKa3bIBAET Ha TO, YTO AAHHbIE U3MEHEHUsT ObUTH OOPATHMBIMHL.

[0012] Ha ®@HTI'. 6 uzobpakeHa moOpoLIKOBasi peHTreHoBcKast nudpakrorpamma (XRPD)
1T KpUCTAITUecKoi ¢popmel B remucynbdarnoii conmu, nonydennoit B MeOH:EtOH (3:7).

[0013] Ha @®HUI. 7 (i) wusoOpaxensl OOBENUHEHHbIE  TepMOrpaMma

tepMmorpasumerpudeckoro ananusa (TGA) u Tepmorpamma nuddepeHIanbHON CKaHUPYOLei



kanopumetpuu (DSC) nns kpucrammuaeckoit popmsel B remucynbparroii conu. Ha ®HUI. 7 (i)
uzobpaxkena XRPD jmns  kpucrammueckoir ¢opmel B remucynbdarHolt comm  mepen
nuHammuueckoi copbumeii mapa (DVS) u nocne wee. [Tocne DVS ¢opma B Oputa mpeodpazoBana
B ipyryio ¢popmy K.

[0014] Ha ®UT'. 8 uzobpaskeHa MOPOLIKOBAsi peHTreHOBCKast nudpakrorpamma (XRPD)
1JIs1 KpucTamndeckoit popmsl D remucynbdatHoii conu.

[0015] Ha ®HUI'. 9 uzoOpaxkeHbl TepMOrpaMma TepMOIPaBHUMETPUUYECKOrO aHaln3a
(TGA) u Tepmorpamma nuddepenimanbaoil ckanupyromen kanopumerpuu (DSC) s
KPHUCTAJLTHUECKOH (opMbl D remucyibhaTHON CONHU.

[0016] Ha ®HUI'. 10 wuzo0paskeHa TMOPOIIKOBAas PEHTIeHOBCKasi AudpakTorpamma
(XRPD) pns xpuctamwmmueckoi ¢opmbel D remucynbhaTHONW conu mepen AUHAMUYECKOM
copbuueii mapa (DVS) u mocne Hee.

[0017] Ha ®HUI'. 11 wuszo0paskeHa TMOPOIIKOBAas PEHTIeHOBCKast AudpakTorpamMma
(XRPD) nns xpuctammmueckoit popmel E remucynsdaTaoi comu.

[0018] Ha ®HUI'. 12 wu3o0paskeHa IMOPOIIKOBasi PEHTIEHOBCKas AudpakTorpamMma
(XRPD) nnst xpucrammyeckoit popmsl F remucynbpaTHOH comu.

[0019] Ha ®UI'. 13 u3o0paskeHbl TepMOrpaMma TEPMOTPABHMETPUYECKOTO aHAJIN3a
(TGA) u Tepmorpamma nuddepenimanpaoil ckanupyromenn kanopumerpun (DSC) s
KpHUCTaTuecKoi ¢popmel F remucynbdaTHON Comm.

[0020] Ha <®UI'. 14 wu3o0paskeHa IMOPOIIKOBAas PEHTIEHOBCKast AudpakTorpamMma
(XRPD) nns xpucranmnueckoit popmsl G remucynbhaTHON COnu.

[0021] Ha ®UI'. 15 uzo0pakeHbl TepMOrpaMMa TEPMOTPABHMETPUUECKOrO aHaJn3a
(TGA) u Tepmorpamma nuddepeHimanbHoil ckanupyroueit kamopumerpun (DSC) nns
KpucTajuindeckor popmer G reMucynbpaTHOMN COMH.

[0022] Ha ®HUI. 16 wuzobpaxkeHa NOPOIIKOBAS PEHTIEHOBCKas audpakTorpamMma
(XRPD) nnst xpuctammmyueckoi ¢popmsl H remucynbhaTHol conu.

[0023] Ha ®UI'. 17 wuzo0OpaskeHa IOPOIIKOBAas PEHTIEHOBCKAs AU(PpPaKTOrpaMma
(XRPD) nnst kpuctaymmyeckoi popmsl I reMucybgarHoit conu.

[0024] Ha ®UI'. 18 u300paskeHbl TepMOrpaMma TEPMOTPABHMETPUYECKOrO aHAJIN3a
(TGA) u Tepmorpamma nuddepenimanpaoil ckanupyromei kanopumerpun (DSC) s
KpHUCTATHUECKOH (popMel I remucynbhaTHOl comu.

[0025] Ha ®UI'. 19 wu3o0paskeHa TMOPOIIKOBAas PEHTIEHOBCKasi AudpakTorpamma
(XRPD) nnst xpuctananyeckod popmsl J reMucyib(paTHoOi COH.

[0026] Ha ®UI'. 20 wu3o0paskeHa TMOPOIIKOBAas PEHTIEHOBCKasi AudpakTorpamMma
(XRPD) nnst amopdHO# hopmel reMucyibdaTHoi conu coenuneHus 1.

[0027] Ha ®UI'. 21 u300paskeHbl TepMOrpaMma TEPMOTPABHMETPUYECKOTO aHAJIN3a
(TGA) u Tepmorpamma nuddepenmanpaoil ckanupyromer kanopumerpun (DSC) s
amopdHOIt remucynb(aTHON cou coenuHeHus 1, BRICYLIEHHOH B BakyyMHOH nieuu nipu 50°°C B
TE€YEeHHE HOYH.

[0028] Ha ®UI'. 22 uzolpaxkeHsl MpopHIN 3aBUCUMOCTH CpeIHEH KOHLIEHTpPALMH B



IUla3Me KPOBH OT BPEMEHHU Ul KpucTaummdeckod ¢opmbel A mocne PO 1o3bl B pa3inyHbIX

dopmax mpu 200 mr/kr y kpeic SD (N=0). [lo3y kpucTamumdeckoit GopMbl A pacCUUTHIBAIOT HA

OCHOBe 3kBUBaJIeHTHOCTUA 200 MI/KT coenuHeHus 1.

[0029] Ha <®UI'. 23 wu3o0paskeHa IMOPOIIKOBAas PEHTIEHOBCKas AudpakrorpamMma

(XRPD) anst amopdHOit popmbl CBOOOJHOTO OCHOBaHUS coeqruHeHMs 1.

[0030] Ha ®HTI'. 24 uzobpaxensl Tepmorpammbl TGA u DSC s amopdHO# Gopmbl

CcBOOOHOrO OCHOBaHUsA coenuueHus 1.

[0031] Ha ®HUI'. 25 wuzolpaskeHa IOPOIIKOBAas PEHTIeHOBCKasi AudpakTorpamMma

(XRPD) nnst xpuctayummyeckoi popmbl CBOOOAHOTO OCHOBaHUs coenuHeHus 1.

ITonpoGHoe onucanue n300peTeHus

Onpenenenus

[0032] B cnyudae uCmoIp30BaHus OTAENBHO TepMHUHBI «dopma Ay, «popma B», «popma

C», «popma D», «popma E», «popma F», «popma G», «popma H», «popma I» u «popma J»

o3HavaroT kpucraummdeckue ¢popmel A, B, C, D, E,

coennHeHus1 1 cooTBeTCTBEHHO. TepMuHBI «popma

F, G, H, I u J remucynsdaTHON coH

A», «xpucrammmueckas dopma A» u

«Kkpuctajuimdeckass ¢opma A reMucCyidbpaTHOH COMM  coemuMHEeHHs 1»  HUCTONB3YIOT
B3aMMO3aMEHsIEMO. AHAJOTUYHO, TepMHHBI «popma By, «kpucrammmueckas ¢opma B» nu
«kpucrajumdeckass ¢opma B remmcynbpaTtHOW comm  coenuHeHHs 1»  UCTIONB3YIOT
B3aUMO3aMEHsIeMO. AHAJIOTW4YHO, TepMuHbI «popma C», «kpucramumdeckas ¢opma C» u
«kpuctasummyeckass  ¢dopma C  remucynbpaTHOW conmu  coequHEHUs 1»  UCTONB3YIOT
B3aMMO3aMEHsIeMO. AHAJIOTUYHO, TepMUHBI «popma D», «kpucrammmdeckas ¢opma D» wu
«kpuctasumdeckass ¢opma D remucynbdartHod conmm  coenuHeHMs 1»  HCTONB3YIOT
B3aUMO3aMEHsIeMO. AHAJIOrM4YHO, TepMuHBl «popma E», «xpucrammmueckas ¢opma E» wu
«kpucramanyeckass ¢opma E remucynbpatHOil comm  coemmHeHus 1»  HCHONB3YIOT
B3aMMO3aMeHsieMO. AHAJIOrM4HO, TepMuHbl «popma F», «xpucrammueckas ¢opma F» u
«kpuctajuimdeckass ¢opma F  remucyinbdatHoit comm  coeauHeHuss 1»  HCHOJB3YIOT
B3aMMO3aMEHsIEMO. AHAJIOTUYHO, TepMUHBbI «popma G», «kpucrammdeckas (opma G» u
«kpuctajuimyeckass ¢dopma G remMucyiabpaTHOW conM  coenuHeHHs 1»  UCTONB3YIOT
B3aMMO3aMEHsIeMO. AHAJIOTUYHO, TepMuHBbI «popma H», «kpucrammmyeckas ¢opma H» wu
«kpuctajuimyeckass ¢opma H remucynsdarHoii comm  coemuHeHHs 1»  UCTIONB3YIOT
B3aMMO3aMEHSIEMO. AHAJIOTUYHO, TepMHHBI «dpopMa I», «kpucrammmueckas ¢opma I» wu
«kpuctasummdeckass ¢opma [ remucynbpaTtHOW comm  coemuHEeHHMs 1»  UCTIONB3YIOT
B3aMMO3aMEHsIeMO. AHAJOTUYHO, TepMUHBI «popma J» u «kpucramumueckas Gopma J»,
«kpuctajumdeckass  ¢opma J remucyinbdaTtHOW comum  coenuHEHHs 1»  UCTONB3YIOT
B3aUMO3aMEHSIEMO.

[0033] «/udpakrorpamma Ay, «audpakrorpamma By, «audpakrorpamma Cpr,

«audppakrorpamma D», «mudpaxkrorpamma E», «audpakrorpamma F», «nudpakrorpamma Gy,
«audpakrorpamma Hy», «nudpaxrorpamma I» u «audpakrorpamma J» 03HaA4arOT MOPOIIKOBBIE
pentrenosckue nugpaxkrorpammsl (XRPD) nns kpucrammmueckux ¢dopm A, B, C, D, E, F, G, H,

I uJ remucynbpdaTHOM CONM COOTBETCTBEHHO.



[0034] TepMHHBI KKPUCTAJUTMIECKOE CBOOOTHOE OCHOBAHHUEY, KKpUCTAJUTHYECKast (opMa
coennHeHUs1 1 B Buae CBOOOIHOrO OCHOBAHMS», «KpHUCTAIM4YecKas (opma CBOOOIHOTrO
OCHOBAaHHUSl COENMHEHHUs 1» M «KpHUCTAIIMYECKOe CBOOOJHOE OCHOBAaHHE COENUHEHMs 1»
UCTIONB3YIOT B3aUMO3aMEHSIEMO, U OHM O3HAYAIOT CBOOOHOE OCHOBAHUE UJIH HECOJIEBYIO (hOopMy
coenrHeHus 1, KOTOpBIE MPEACTaBJIEHbI B KPUCTAINUECKOH (hopMme.

[0035] IIpu ucroNp30BaHNH B JAHHOM JOKYMEHTE TEPMHH «OE3BOAHBINY» O3HAYAET, UTO
yKa3aHHas KpHCTAJUIN4ecKas (hopMa 1o CyTH He COAEPKUT BOIBI B KPUCTAJUTMUECKOH peLIeTKe,
Harpumep, coxepkut meHee 0,1% mo Becy, 4TO ONpeAeneHo ¢ MOMOIIbK aHanmu3a o Kapmy
Quuiepy.

[0036] TepmuH «aMop(dHBIN» O3HAYAET TBEPAOE BEIIECTBO, KOTOPOE MPHUCYTCTBYET B
OTJMYHBIX OT KPHUCTAUTMYECKUX COCTOSHUU WM ¢opme. AMOpdHBIE TBEpIble BEIIECTBA
NPEACTABJSIIOT COOOW HEYNOpsIIOYEHHbIE TPYNIHPOBKH MOJIEKYJ, W, TaKUM O0Opa3oM, He
00JamaroT pa3MYUMON KPHCTAIMYECKOW pELIETKOH WM 3JIEMEHTapHOW sUeHKOW, W,
CJIEIOBATENIbHO, HEe OOJAmar0T NAJbHUM MOPSIAKOM CTPYKTYpBL IIOpSIOK KPUCTAITHYECKOTro
COCTOSIHUSI TBEPHBbIX BELIECTB MOXET OBITh ONPEAETICH C MOMOIUBI0 CTAHJAPTHBIX METOMIMK,
WU3BECTHBIX W3 YPOBHS TEXHUKH, HANpUMeEp, C IOMOILIBIO IOPOLIKOBOH PEHTI€HOBCKOU
mudppakuuun  (XRPD) wmn  muddepernumanshoii  ckanupyromenn  kamopumerpun  (DSC).
AMopdHBIE TBepAble BEINECTBA TAKXKE MOXHO OTJIUYUTh OT KPHUCTANIMUECKUX TBEPIBIX
BELECTB, HAIIPUMEP, C MOMOLIBIO JBOWHOIO JIy4ENPEIOMIICHHs C IPUMEHEHUEM MUKPOCKOIIUH B
MOJIAPU30BAHHOM CBETE.

[0037] Ilpu uCHONB3OBAHMM B JAHHOM JOKYMEHTE TEPMHUH «XHUMHUYECKas 4YUCTOTa»
O3Ha4aeT CTeIeHb, B KOTOPOH packpriTass GopMa He COAEPKUT MAaTEPHAIIOB, UMEIOLINX Pa3HbIe
XHUMHUYECKHE CTPYKTYphl. XHMMHMYECKash YUCTOTAa COEAMHEHMs] B PACKPBITBIX KPUCTAIIMYECKHX
dopmax oO3Ha4aeT BEC COEOMHEHHs, JEJNEeHHBII Ha CyMMy BECOB COCOUHEHUS U
MaTepuasoB/ipuMecel, NUMEIOLINX pa3Hble XUMHUYECKHE CTPYKTYpPbI, YMHOXeHHbIH Ha 100%, T.
€. IPOLEHT IO Becy. B oOgHOM BapuaHTe OCYLIECTBICHUS COEIUHEHHE B PACKPBITBIX
KPUCTAUTMUECKNX (opMax XapakTepu3yeTrcs XUMHUYECKOW YHCTOTOH, COCTaBJSIFOINEH IO
MeHblel mepe 60%, no menbiueii mepe 70%, o MeHbleit mepe 80%, no meHbIuel Mmepe 90%,
1o MeHbIe Mepe 95% wnu no menbine mepe 99% 1o Becy.

[0038] Ilpu wucmonb30BaHMM B JAHHOM JOKYMEHTE€ TEPMHUH «KPUCTAJIHUYECKUID»
O3Ha4yaeT TBEepAYID (OpMy COENUHEHHMs, TI€ CYIIECTBYET NAJbHUH ATOMHBIA TOPSIOK B
NOJIOXKEHUSIX aToMOB. Kpucraumdeckas mpupoga TBEPAOTO BEIIECTBA MOXKET ObITh
NOATBEPIK/IeHa, HANPUMeEp, NMyTeM H3YYEeHHUs MOPOLIKOBOH PEHTI€HOBCKOH AH(PAKTOrPAMMBL
Ecimu ¢ nomompro XRPD neMOHCTPUPYIOT OCTpPBIE MUKM MHTEHCUBHOCTH Ha MU(PPAKTOrpaMMe
XRPD, 10 coenuHeHue ABISETCA KPUCTATIITUNIECKUM.

[0039] TepmuH «COJNBBAT» O3HAYAET KPUCTAJUIMUECKOE COCOUHEHHE, B KOTOPOM B
CTPYKTYPY KPHUCTAJUIa BKIHOYEHO CTEXMOMETPUYECKOE WM HECTEXHMOMETPUYECKOE KOJIUYECTBO
PacTBOPUTEISI UJIU CMECU PACTBOPUTENIEH.

[0040] TepMuH «ruapaT» O3HA4aeT KPUCTAJIMUYECKOE COEAUHEHHE, B KOTOPOM B

CTPYKTYPY KPHUCTaJljla BKJIIOUEHO CTEXHOMETPUYECKOE MM HECTEXMOMETPUYECKOE KOIMYECTBO



BONBL. ['mapar nmpencrasisier coOON CONBBAT, B KOTOPOM BKJIIFOYEHHBIM B CTPYKTYPY KpHCTasIa
pacTBOpUTENEM SIBISIETCS BoAa. TepMHUH «O€3BOIHBINY, B Clydae MCIOJNb30BAaHHs B OTHOLIEHUN
COEJIMHEHMs], O3HAYAET, YTO B CTPYKTYPY KPUCTAJIA 110 CYTU HE BKJIIOYEH PACTBOPUTEIIb.

[0041] Monokpucranandeckast popMa pacKpbITOH KPUCTAJUTMUECKON reMUCYIb(paTHOM
COJMM O3HAauyaer, 4ro remucyinbpatHas conb N-(4-(4-(LUKIONPONUIMETHI)IUIIEPa3UH-1-
KapOOHMI)(peHIT)XMHOMNH-8-Cy b OHaMIIa TMPHUCYTCTBYeT B BHAE MOHOKPUCTAIUIA WM
MHO>KECTBA KPUCTAJIJIOB, B KOTOPOM KaXKAbIH KPUCTAJI UMEET OJMHAKOBYIO KPUCTAJNINYECKYIO
dopmy (1. e. popmy A, B, C, D, E, F, G, H,  unu J). Ecnn kpucrammuyeckas ¢popma onpeznesieHa
B BHUJI€ YKa3aHHOTO MPOLEHTA OJHOW KOHKPETHOH MOHOKPHUCTAJUTHUECKOH (HPOPMBI COSAMHEHUS,
OCTaJIbHYIO YaCTh COCTaBJsieT aMopdHas GopMa W/ KPUCTAILTHYECKUE (POPMBI, OTJIMYHBIE OT
onHOW win Ooyiee KOHKPETHBIX (OpPM, KOTOpBIE yKa3aHbl. B OZHOM BapHMaHTe OCYLIECTBICHHUS
Kpuctajuimueckass  ¢opma  mpencraeinsier coboi  Ha mo  MeHbmed —Mmepe  60%
MOHOKPHUCTATNYECKYIO (opMy, Ha 1Mo MeHbineii mepe 70% MOHOKpHCTaUIMYeCKyro GopMy, Ha
no wmesbmeid Mepe 80% MOHOKpHCTAIHMUECKYO ¢opMy, Ha 1O MeHblied wmepe 90%
MOHOKPUCTAJUTHYECKYIO (popMy, Ha 1O MeHblIeH Mepe 95% MOHOKPUCTAIUTNYECKYIO (OPMY HITH
Ha TO MeHblmeld Mepe 99% MOHOKpHCTAUIMYeCKyro ¢GopMy mo Becy. IIpoueHT mo Becy
KOHKPETHOH KPHUCTAJIIMUECKON (POPMBI OIpEneNnseTcsi KaKk BeC KOHKPETHOH KPUCTAJUTMYECKON
(bopMBI, IEeTeHHBIN HA CyMMYy BeCa KOHKPETHOTO KPHCTAJUIA, U BeCa APYTUX MPHUCYTCTBYIOIIUX
KPHUCTATMUECKUX (HOpM, U Beca MPUCYTCTBYIoLEel aMopHOH (popMel, yMHOKeHHBIH Ha 100%.

[0042] Ilpu wucmonb3OBaHMM B JAHHOM  JOKymMeHTe TepMuH  «N-(4-(4-
(IMKJIOTIPONTMIIMET I ) TUTIEPA3HH- | -kapOOHMI ) eHNIT)X UHOUH-8-CYyIb(OHAMUA»  HCIIONB3YIOT
B3aUMO3aMEHSIEMO C «coequHeHneM 1», «CcBOOOTHBIM OCHOBaHMEM coeauHeHus 1» co

cleAyrouen CTPYKTypO:

[0043] 3HaveHus yria 2-TeTa Ha MOPOIIKOBBIX PEHTIEHOBCKUX NUPpaKkTOrpamMmax JJis
KPUCTAJUTMUECKUX (OpPM, OIUCAHHBIX B JAHHOM JOKYMEHTE, MOTYT HE3HA4YUTEJIbHO
BapbHUPOBATBCSI OT OAHOTO MpPUOOpa K APYyroMmy, a TaKke B 3aBUCUMOCTH OT BapHalUd B
NOJy4eHUU oOpasla W Bapualuu Mexny naptusMu. ClienoBaTenbHO, €CIM HE YKa3aHO WHOE,
mudpakrorpaMmmel  XRPD/mpucBoeHus1 3HaueHWid, NMpHUBENEHHbIE B JaHHOM JIOKYMEHTE, He
CIeyeT paccMaTpuBaTh Kak aOCONIOTHBIE, U OHU MOTYT BapbHpOBaThCs B mpenenax *+ 0,2
rpagyca. 3HaueHUs yrja 2-TeTa, NpPEACTABJICHHblE B JAHHOM JOKYMEHTE, MOoJy4alu C
npuMmeHneHueM usnydenus Cu Kal.

[0044] 3nauenus TemmnepaTypbl, Hampumep, Ans nukoB DSC, B naHHOM AOKyMeHTe
MOTYT HE3HAUUTENIbHO BapbUPOBATHCS OT OIHOrO MpUOOpa A0 IPYroro, a Takke B 3aBUCHMOCTH
OT Bapualyil B MOJydyeHHH OOpasla, BapHalluy MEXIy NMapTUsSMU U (PAKTOPOB OKpPY KAOLIEH

cpenpl. CrenoBaTeNbHO, €CIM HE YKAa3aHO HMHOE, 3HAUY€HUs TEeMIepaTypbl, NPUBEACHHbBIE B



TAaHHOM JIOKYMEHTE, HE CIIelyeT pacCMaTpHUBaTh Kak aOCONOTHBIE, U OHH MOTYT BapbUPOBATHCS
B Ipefesiax £ 5 rpagycoB Wi + 2 rpaayca.

[0045] «Ilo cyru onunakoBas nudpaxrorpamma XRPD» wumm  «mopourkosast
PEHTreHOBCKasi [u(pakTorpamMma, o CyTH NoAoOHAas» OINpeneNeHHOW (urype O3Hadaer, 4To
I Lened CpaBHEHUs NMPUCYTCTBYIOT Mo MeHbluel Mepe 90% mnoxasaHHbIX nukoB. Cremyer
TaK)ke NMOHUMATh, YTO Ui IieJied CpaBHEHMs AOIYCKAeTCsl HEKOTopas BapHaOeIbHOCTH B
3HAYEHUSIX WHTEHCHUBHOCTH MMUKOB MO CPABHEHMIO C NTOKa3aHHBIMH, Takas Kak B mpenenax + 0,2
rpanyca.

[0046] «Tepaneprudyeckn 3(PeKTHBHOE KOJUYECTBO» COENMHEHHsI, OMHCAHHOTO B
JAaHHOM JOKYMEHTE, MpPEACTaBIsieT COOOH KOJNMYeCTBO, IOCTATOYHOE IJIsi OOecredeHus
OJIarONpUsITHOTO TEPANEBTUYECKOro d((eKTa NPy JICYEHUU COCTOSHUS WM JUTS 3aJePXKKH FITH
CBEIEHUs] K MHUHUMyMY OJHOTO MJIM 0OJiee CHMITOMOB, ACCOLMHPOBAHHBIX C COCTOSIHHUEM.
Tepmunbl  «TepaneBTHUECKH 3(PPEKTUBHOE KOIUYECTBO» U «3(P(EKTUBHOE KOJIUYECTBOY
UCTIONB3YIOT B3aUMO3aMeHsieMO. B omHOM acmekTe TepaneBTu4ecku 3PQPEeKTHBHOE KOJIUYECTBO
COEAMHEHUs] O3HAYAET KOJIMYECTBO TEPANEBTHUECKOTO CPENCTBA, OTAEIBbHO MM B KOMOMHALIUH C
APYTUMH CPEACTBAMH TepamnuH, KOTOpoe oOecrevuBaeT OJaronpHATHBIA TEpareBTHUECKUN
3¢ ekt mpu JeueHnH COCTOsIHUA. TepMUH «TepaneBTHYeCKH 3()(PEeKTHBHOE KOJIHMUYECTBO» MOKET
OXBaTBIBATh KOJIMYECTBO, KOTOPOE YIIYUIIAET B LIEJIOM TEPAIHI0, YMEHbINAET HJIM YCTPAHSET
CHMIITOMBI, TPU3HAKA WM TPUYUHBI COCTOSHUS W/WIM TOBBIIIAET TEPANEBTHUECKYIO
3¢ (}eKTUBHOCTD APYroro TEPameBTHYECKOrO CpeAcTBa. B ompeneneHHbIX BapHaHTax
OCYIIECTBIIEHHSI TeParneBTUYeCKU 3P (HEKTUBHOE KOIUYECTBO MPEACTABIAET COOOH KOJIHUYECTBO,
JOCTaTOuHOE Il obecriedeHus u3MepsieMoro yposHs akrtuaumu PKR mukoro tuma mmm ee
MyTaHTHOHl (¢opMbl. B  ompeneneHHbIX BapMaHTaX OCYIIECTBJIEHHS TEPaNeBTHUYECKU
5 PEeKTUBHOE KOJIMYECTBO MPENCTABISIET COOOW KOJMYECTBO, JOCTATOYHOE MJISI PEryJIsLuu
ypoBHeil 2,3-mudocdornuiepara B KPOBH, B OTHOLIEHHH KOTOPOHM CyIIECTBYeT TaKas
HEOOXOIUMOCTb, WK st JieueHus: nedunnta mupyBaTkuHasel (PKD), remonuTH4eckoit aneMuu
(HampuMep, XPOHMYECKOW TeMOJMTUYECKOH aHEeMHWH, HACJIEICTBEHHOW HeCc(epOLUTapHOI
aHEMMH), CEPIIOBUIHOKJIETOUHOrO 3a00ieBaHus, TajacceMuu (Hampumep, anb(da-Tanaccemuu,
Oera-TajacceMUu WM  TPAHC(PY3MOHHO-HE3ABUCHUMOM  TallaCCEMHM),  HACJIEICTBEHHOTO
ceponnTo3a, HACIEACTBEHHOrO JJUTMNTOLMTO3a, abeTaaunonporenHeMud (WM CHHIpOMA
baccena-KopHuBeiira), mapoKCH3MaJIbHOW HOYHOH  TeMOTJIOOMHYpUH, MPHOOPETEeHHOH
reMOJIUTHYECKON aHeMUH (HampuMmep, BUAOB BPOXKICHHON aHEeMHH (HAIIpUMeEp, SH3UMOIIATHIN)),
aHEeMHUH TPU XPOHUYECKHUX 3a00JIEBAHUSIX, WUIM U JieueHHUs! 3a00JeBaHUI WM COCTOSIHUH,
KOTOpbI€ aCCOLMMPOBAHbI C TOBBIIIEHHBIMU YpOBHsIMHU 2.3-mudocdorianuepara (Hanpumep,
3a0oneBaHnii TedeHW). B ompeneneHHbIX BapUAHTAX OCYINECTBJICHUS TEPANEBTHUECKU
3¢ pexTHBHOE KONMYECTBO MPENCTABISIET COOOW KOJIMYECTBO, AOCTATOYHOE IJisi oOecriedeHust
u3Mepsiemoro ypoBHs aktuBauu PKR nukoro tuma wmnm ee MyTaHTHOH (OpMBI M JUIS
peryysinuu ypoBHeit 2,3-nudocdorinuepara B KpOBH, B OTHOLIEHHH KOTOPOU CYIIECTBYET TaKast
HEOOXOIMMOCTb, WIIH Uit JleueHus aepuunra nupysatkuHasel (PKD), remonurugeckoii aneMun

(HarpuMep, XPOHMYECKOW TIeMOJMTHYECKON aHeMHUH, HACJIEICTBEHHOW Hec(epOorUTapHOi



aHEMHH), CEPIOBUIHOKJIETOUHOro 3a00JeBaHus, TajacceMuu (Hampumep, anb(da-Tanaccemu,
Oera-TajacceMuu WM TPAHC(Y3MOHHO-HE3aBUCUMOH  TaJlaCCEMHHM),  HACJEICTBEHHOTO
ceponnTo3a, HACIEACTBEHHOI'O JJUIMNTOLMTO3a, a0eTaJurnonporenHeMuyd (WM CHHIpOMA
baccena-KopHuBeiira), mnapokCHU3MaJbHOW HOYHOM  IeMOrJIOOMHYpUH, INPUOOPETEHHOMN
reMOJIMTHYECKON aHeMuu (Harpumep, BUAOB BPOXKIEHHON aHEeMHM (HAaIpUMep, SH3UMOIATHIN)),
AHEMHUM TNPU XPOHUYECKUX 3a00JEeBaHMAX, WM Ul JIEYeHUs] 3a00JeBaHHH WM COCTOSHUIM,
KOTOpBIE ACCOLIMHMPOBAHbI C IOBBIIIEHHBIMU YpPOBHAMHU 2,3-mudocdormuuepara (Hampumep,
3a0oneBanuii mevyeHu). B omHOM acmekte TepaneBTUYeCKH O((EKTUBHOE KOJHYECTBO
npencTaBisier co0Oi  kKonmuvecTBO, Tpedyemoe st olecrnedeHus: y CyObeKTa OTBETa B
OTHOLIEHHH TeMOTJIOOWHA, TPENCTaBIIIOMEro co0ol  yBenuvyeHue KoHueHTtparmu Hb
OTHOCHUTENIbHO HMCXOJHOTO ypPOBHs, coctasjstomee >1,0 r/nn (manpumep, >1,5 r/on wmm >2,0
r/nin). B onHOM acrniekte uicxonHasi koHueHTpanust Hb y cyObekra npencrasisier codoii cpeqHee
3HaYeHHE BCEX JOCTYIHBIX 3HAYeHWH KOHLEHTpauwmu Hb mepen nedeHHeM ¢ TOMOLIBIO
COEAMHEHUs], OMHMCAHHOTO B JIAHHOM JTOKYMEHTe. B ompeneneHHbIX acrnekTax TepaneBTHYECKH
3¢ (eKTUBHOE KOMMYECTBO MPEACTaBIsIeT COO0H KonM4yecTBO, Tpedyemoe Uil YMEHBIICHHUs
o0IIero KOMM4ecTBa MepeuBaHNi KPOBH, KOTOPble HEOOXOAMMBI MalMeHTy. B omHOM acrnekre
TepaneBTHUeCKH 3P(PEeKTHBHOE KOMMUECTBO Haxonmutcss B auamna3one 0,01-100 mr/kr maccel
TeJIa/CyTKH MPENCTaBICHHOTO COeqUHEeHUs, Kak, Harpumep, 0,1-100 Mr/kr Macchl Teja/CyTKH.

[0047] IIpu ucnonp30BaHUH B JAHHOM JOKYMEHTE YMEHbIICHHE 00Iero HeoOXoquMoro
KOJIMYEeCTBA NepeauBaHuil KpOBU O3HA4YaeT YMEHbLIEHHe 10 MeHblIeil Mepe Ha 20% konnudecTsa
enuaul RBC, nmepenuBaHue KOTOPBIX OCYIIECTBJSIOT B T€UEHHUE MO MEHbLIEH Mepe 5 Heaelnb
JeyeHus. B ompeneneHHbIX BapMaHTax OCYINECTBJIEHUs YMEHbIIEHHE O0Lero HeoOXOaUMOro
KOJIMYECTBA MEepeIMBaHUN KpPOBH MpeACTaBisieT coOoi ymeHblneHne Ha >33% konudecTBa
ennanly RBC, mepenuBaHre KOTOPBIX OCYIIECTBISIIOT B T€UEHHUE IO MEHbLIEH Mepe 5 Henelb
JedeHusi. B ompeneneHHbIX BapHaHTax OCYIUECTBJICHHS yMEHBbIIEHHE OOIIero HeoOXOaUMOro
KOJIMYECTBA MEpPEIMBAHUN KPOBH MpeAcTaBisieT coOol yMmeHblueHne Ha >33% KomudecTBa
enuanl RBC, mepenuBaHue KOTOPBIX OCYIIECTBJISIIOT B Te€UeHUE MO MeHbluel mepe 10 Henenb
(Harmpumep, o MeHbInei Mepe 20 HeaeNb WK IO MEeHbLIeH Mepe 24 HelelNb) JISUeHUsI.

[0048] [Ipu KCMONB3OBAHUK B TAHHOM TOKYMEHTE CEPIIOBHIHOKJIETOUHOE 3a00JIeBaHIe
(SCD), 3aboneBanue, 0OyCIOBIEHHOE TeHOTUIIOM SS TreMOorjioOuHa, M CeprOBUIHOKIIETOYHAS
aHeMUsl WCIOJB3YIOTCS  B3auMo3ameHsiemo. CeprnoBumHokjeTouHoe 3aboneBanue (SCD)
NpeACTaBsieT COOOW HACIENCTBEHHOE HAPYIIEHHE CO CTOPOHBI KPOBH, OOYCJIOBICHHOE
MPHUCYTCTBHEM reMOTJIO0NHA, 00yCIaBIMBAKOIIero ceprnoBuanyio Gopmy spurporutos (HbS). B
OTIpPENeNIeHHBIX BapUaHTaX OCylLIecTBIeHUs1 y cyObekToB ¢ SCD B MX 3PUTPOLMTAX HMEETCS
AHOMAaJIbHBIM  T€MOIJIOOMH,  Ha3bIBAE€MbI  I'eMOMIOOMHOM S WIM  T'eMOIJIOOHMHOM,
00yCIaBIUBAIOIIMM CEPIOBUAHYIO (OpPMYy 3pUTPOLMTOB. B  oOmpemeneHHbIX BapUaHTaX
ocywecTtBiaeHusi y Jqone ¢ SCD umeercs 1Mo MeHblIel Mepe OOWH aHOMAJIbHBIA TE€H,
o0ycaBnuBaOIIMK MPOAYLUpPOBaHHE TemMornoOuHa S B opraHusme. B ompeneneHHBIX
BapHaHTax ocymectienus y jroneii ¢ SCD umeercs aBa reHa remorjioOuHa S, reHotur SS

reMorJioOnHa.



[0049] Tamaccemusi mpeacTaBisieT COOOW HACIENCTBEHHOE HApYIIEHHE CO CTOPOHBI
KPOBH, IPH KOTOPOM HAPYIIEHO HOPMAJIbHOE COOTHOLIEHHE MPOAYLUPOBAHUS O- U B-TJIOOMHOB
BCJIEICTBUE OOYCJIaBIMBAIOLIEro 3a0oJieBaHNe BapuaHTa B 1 wim Oosiee U3 reHoB riioOuHOB. B
OTIpeJIeIEHHBIX BapUaHTaX OCYLIECTBIIEHUs arperaTel ajbda-rioduna (oOHapykuBaemble mpu f3-
TaJaCCEMHHM) JIETKO O0pasyloT OCalOK, YTO HApYLIAeT LEeJIOCTHOCTh MEMOpPaHbl SPUTPOLIMTOB
(RBC) n npuBOANT K OKUCIUTEIBHOMY CTpeccy. B ompeneneHHbIX BapuaHTaX OCYINECTBIIECHUS
terpamepbl Oera-rnobuna (Hb H, oOnapyxuBaemble mnpu o-TaJacCeMHUM), KaK IPABHIIO,
SIBJISTIOTCS1 O0Jiee PaCTBOPUMBIMH, HO BCE €I1e SIBJISIOTCS HECTAOMIbHBIMU M MOTYT OOpa30BbIBATH
ocanku. JlucOananc cuHTE3a enu rJI00OMHOB MOKET MPUBECTH K OOIIEMy CHMKEHHIO 3HAYCHUI
KoHUeHTpauun Hb u nmeer 3HauMTENbHOE BIMSHUE HAa BbDKMBAHHUE MpeAmecTBeHHUKOB RBC,
YTO B KOHEYHOM MTOT€ MPUBOAUT K UX MPEXKIEBPEMEHHOMY Pa3pyIICHUIO B KOCTHOM MO3Te U B
skcTpamenyuisipabix  yuactkax (Cappellini et al, 2014). B omnpeneneHHBIX BapuaHTax
OCYIIECTBIICHHs] HApPYyLIEHHE NPUBOIUT B pE3yJbTaTe K Pa3pyLICHUIO OONBIIMX KOJHYECTB
SPUTPOLIMTOB, YTO BbI3bIBAET aHEMHUIO. B ompeneneHHBIX BapuaHTaxX OCYIIECTBIEHUS
TajacceMuss TpeAcTaBisier coboil  anb(a-tamaccemuro. B ompeneneHHbIX  BapHaHTax
OCYIECTBIIEHHs TaJlacCeMHUsl TpeAcTaBisieT coboil Oera-tamaccemuto. B npyrux BapuaHTax
OCYIIECTBIIEHHSI TAJACCEMHSI MTPEACTABISIET COOOH TpaHC(HY3MOHHO-HE3aBUCHMYIO TaJIACCEMHUIO.
B npyrux BapmaHTax OCYINECTBJIICHUS TaJlaCCEMMsl TPENCTAaBJSIET COOOW NPOMEXKYTOUHYIO
dopmy Oera-tamaccemun. B apyrux BapumaHTax OCYLIECTBJIEHHS TaJlaCCEMHUs IPENCTABIISET
coboit HbE-b6era-Tanaccemuro. B npyrux BapuaHTax OCyIIECTBJICHHS TaJIaCCEMUs MIPEICTABIISIET
coboti Oeta-Tanaccemuro ¢ 1 mnu 6onee MyTalusMy B TeHax anbga-1enei.

[0050] TepMHUH «aKTUBUPYIOLIEE CPEACTBO» MpPHU HCIOJIb30BAHUHU B AAHHOM JOKYMEHTE
O3Ha4aeT CpEeACTBO, KOTOpoe (Ha M3MEpsieMOM YpPOBHE) YBEIMYMBAET AaKTHUBHOCTb
nupyBarkuHasbl R mukoro tuma (wt PKR) wuiam  BeI3bIBaeT yBenuueHHE aKTUBHOCTH
nupyBaTkuHasbl R qukoro tuna (wt PKR) 10 ypoBHSI, KOTOpBIH IpeBbIIAET HCXOAHbBIE YPOBHH
aktuBHocTd wt PKR, wmm cpeacrBo, koropoe (Ha H3MEPSIEMOM YPOBHE) YBEJIUYHBAET
AKTUBHOCTh MYyTaHTHOH (opmbl mupyBaTkuHa3zel R (mMPKR) wiu BhI3bIBaE€T yBEIHUYSHHE
AKTUBHOCTH MyTaHTHOW (opmbl mupysatkuHasbl R (MPKR) 10 ypoBHS, KOTOPBIN MpeBBIIAET
UCXOJIHbIE YPOBHHM aKTUBHOCTH MyTaHTHOH ¢opmbl PKR, Hampumep, H0 YpOBHs, KOTOPBI
cocrasjisieT 20%, 40%, 50%, 60%, 70%, 80%, 90% umu 100% ot aktuBHocTH PKR nmukoro
THUIIA.

[0051] Tepmun «3purpounrtapHas macca» unu PRBC, npu ucnonp3oBaHuM B JaHHOM
JOKYMEHTE O3HauyaeT »JPUTPOLUTHI, MOJy4deHHblEe U3 €IMHULbI LEeJbHOW KpPOBH IyTEM
LHeHTPU(YTUPOBAHUS U yAaleHus: OONbIIeH YacTH TUIa3Mbl KPOBH. B ompeneneHHbIX BapHaHTax
ocymectsieHus eanHuna PRBC xapakrepusyercs reMaTOKPUTHBIM YHCJIOM, COCTaBJISIFOLIUM 10
MeHbIIIeH Mepe mpuoOmm3uTenbHo 95%. B onpeneneHHBIX BapraHTax OCYLISCTBJICHUS €IUHUIA
PRBC xapaxkTtepuszyercsi TeMaTOKPUTHBIM 4YHCJIOM, COCTAaBJSIIOIIMM IO MEHbLIEH Mepe
npubnusutensHo 90%. B ompeneneHHbIX BapuaHTax —ocymectsieHus enuHuua PRBC
XapaKTePU3yeTCsl FeMAaTOKPUTHBIM YUCIIOM, COCTABJISIOLINM 10 MEHbIIEH Mepe MPUOIH3UTEIBHO

80%. B omnpeneneHHblx BapuaHtax ocyuiectBieHus eaunHuna PRBC  xapakrepusyercs
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TeMaTOKPUTHBIM YHCJIOM, COCTaBJSIIOLIMM IO MeHblneld wmepe mnpudmusurenpHo 70%. B
OTpeZieNIeHHbIX BapuaHTax ocyuiectBieHus equnHuia PRBC xapakrepusyercs reMaTOKpPUTHBIM
YHCIIOM, COCTABIIIFOIIMM IO MeHbLIeH Mepe nmpudnusurenbHo 60%. B onpeneneHHbIX BapraHTax
ocymectsienus eanHuna PRBC xapakrepusyercs reMaTOKPUTHBIM YHCJIOM, COCTaBJISIFOLINM 10
MeHblIel Mepe npubnusurensHo 50%. B onpeneneHHbIX BapHaHTaX OCYIUECTBICHUS €AMHHLA
PRBC xapakTepusyercsi TeMaTOKPUTHBIM YHCJIOM, COCTABJSIFOLINM IO MEHbIIeH Mepe
npubmmsutensHo  40%. B ompeneneHHbIXx BapuaHTax ocymectBieHus exunHnna PRBC
XapaKTePU3yeTCs FeMATOKPUTHBIM YUCIIOM, COCTABJISIIOLINM 110 MEHbLISH Mepe MPUOIH3UTEITbHO
30%. B omnpeneneHHbIx BapuaHTax ocymectsiaeHus enuHuua PRBC  xapakrepusyercs
reMaTOKPUTHBIM YHCJIOM, COCTAaBJISIOLIMM IO MeHblned wMepe mnpubmusureapbHo 20%. B
oTpeseNeHHbIX BapuaHTax ocyuiectBieHus equHuia PRBC xapakrepusyercs reMaTOKpPUTHBIM
YHCJIOM, COCTABJISIFOIIUM 110 MEHbLIeH Mepe mpudausutenbHo 10%.

[0052] TepMuHBI «JI€U€HUE», <JIEUUTH» M «OCYLIECTBIEHHUE JIEUEHUS» O3HAYAIOT
yCTpaHeHue,  OOJerdyeHue, CHIDKEHHE  BEPOSTHOCTH  Pa3BUTHUSL  WJM  IIOJABJICHUE
nporpeccupoBaHust 3a00JIeBaHUS] WM HAPYIICHUS MM WX OJHOTrO WiM 0oJjiee CHMITTOMOB,
ONHMCAHHBIX B JaHHOM JOKYMEHTE. B HEKOTOpBIX BAPHAHTAX OCYILECTBJICHUS JICYEHUE MOXKHO
OCYIIECTBIISITh TOCJE pa3BUTHsL OOHOrO MWiIM 0OOJjiee CHUMIOTOMOB, M. €. OCYLIECTBIISITh
TepaneBTUYECKOE JiedeHHe. B Apyrux BapuaHTax OCYILECTBJICHHsI JIEUEHHE MOKHO
OCYLUECTBJISITb IIPU OTCYTCTBUM CHUMNTOMOB. Hanpumep, jedeHHE MOXKHO OCYIUECTBJIATH B
OTHOILIEHUH TIPENPACIIONOKEHHOTO K 3a00JI€BaHNUI0 MHAUBUIYYMa A0 MPOSIBICHUS CUMIITOMOB
(nanpumep, ¢ y4eTOM aHaMHE3a CHMIITOMOB W/MJIM C Y4Y€TOM TI€HETUYECKUX MIIH JPYTrUx
00yCJIaBIUBAIOIINX TPEIPACHIOIOKEHHOCTh K 3a005eBaHII0 (DAKTOPOB), M. €. OCYLIECTBISATH
npodunakTuueckoe JsedeHue. JleueHne Takke MOXKHO IPOAOJDKATH IOCHE yCTPAHEHUs
CUMITOMOB, HaIlpUMED, AJIl CHUXKEHUsI BEPOSTHOCTH WJIU 33A€PAKKU UX TOBTOPHOTO MOSIBJICHMUSI.

[0053] Ilpu MCONB30BAaHUM B AAHHOM JOKYMEHTE TEPMHHBI «CYODBEKT» U «ITAL[HEHT
MOTYT HCIOJIb30BaTbCSl B3aMMO3AaMEHSIEMO M O3HAYaIOT MIICKOMMUTAIOLIEE, HYKAAoLeecs B
JCUCHUH, Hanpumep, IOMAIIHUX OKUBOTHBIX (Hanmpumep, cobak, KOWEK H T. TIL),
CEeJIbCKOX O3STICTBEHHBIX JKUBOTHBIX (Hanpumep, KOPOB, CBUHEH, JIOIIAeH, OBel, KO3 U T. I.) U
Ja00paTOPHBIX JKUBOTHBIX (Hanpumep, KpbIC, MbIIeH, MOPCKHX CBHHOK H T. I.). Kak mpaswuio,
CyOBEKTOM SIBIISIETCSI YEJIOBEK, HY)KHAIOIMUICS B JIeYeHUH. B ONpeneneHHbIX BapUaHTaxX
OCYIIECTBIIEHHSI TEPMHUH «CYyOBEKT» O3HAdaeT CyOBEeKTa-4esOBEeKa, HYKIAIOIIErocsl B JICYCHUU
3a0oneBanns. B ompeneneHHbIX BapUaHTaX OCYLIECTBICHHS TEPMHH «CYOBEKT» O3HAdaeT
cyObekTa-ueyoBeka, Hyxparomerocss B JedeHun PKD. B onpepeneHHbIXx BapuaHTax
OCYIIECTBIIEHHS] TEPMHUH «CYyOBEKT» O3HauaeT CyOBEeKTa-4esOBEeKa, HYKIAIOIIErocsl B JICYCHUU
TajacceMHH. B ONpeneneHHbIX BapHaHTaX OCYLIECTBIEHHS TEPMHH «CYOBEKT» O3HadaeT
CyObeKTa-ueoBeKa, HYKIAIOMIErocss B JICUEHHH CEPIOBUAHOKJIETOUHOro 3aboneBaHus. B
OTIPENEIEHHBIX BAPUAHTAX OCYIIECTBJICHUS] TEPMUH «CYOBEKT» O3HAYaeT B3POCIOrO YEJIOBEKA B
BO3pacTe crapuie 18 jer, HyXIaromerocs: B JeUeHNH 3a00eBaHus. B onpeneneHHbpIX BapuaHTax
OCYILIECTBIIEHUsI TEPMHUH «CyOBEKT» O3HauaeT peOeHKa B BoO3pacTe He crapimie 18 e,

HY>KZAIOLIEerocss B JieueHUW 3abojeBaHus. B omnpeneneHHBIX BapHaHTax OCYLIECTBIEHUS
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CyOBEKTOM SIBIISIETCS MALMEHT, HY)KTAIOIIUHCS B PEryJsIpHBIX IEpelnuBaHUAX Kposu. Ilpu
WCIOJIb30BAHUU B JAHHOM JOKYMEHTE peryJisipHOe NepeauBaHue KPOBHM O3HA4aeT M0 MEHbIIeH
Mepe 4 nmpoueaypbl NepPEeIuBaHus 3a S2-HeNeabHbIN epruo nepen jeueHueM. B onpeneneHHbix
BApPHAHTAX OCYLIECTBJIEHUsl PEryJsIPHOE MEpeNNUBAaHUE KPOBHM O3HAYAET MO MEHbLIEH Mepe 5
IpOLEAyp NepenuBaHus 3a S2-HeNeNbHBbIM IMEepuon mepen JedeHueM. B omnpeneneHHbIX
BAPHAHTAX OCYLIECTBJICHUs] PEryJSIPHOE MEpeNUBaHME KPOBH O3HAYaeT MO MEHbLIEH Mepe 6
npouenyp IepenuBaHus 3a S2-HenenbHbIM Nepuoj Imepen JedeHuem. B omnpeneneHHbIX
BapHaHTaX OCYLIECTBJIEHUs PEryJsIpHOE MepesiiBaHHe KPOBU O3HA4YaeT MO MeHbluel mepe 7
MpoLEeAyp TMepeNuBaHus 3a S2-HeAedbHbIH Tmepuoja Tmepen JedueHueM. B ompeneneHHbIX
BapHUAHTAX OCYLIECTBIEHHs CyOBEKTa C IO MEHBLICH Mepe OTHUM M3 MOKA3aHUH, BBIOPAHHBIX U3
CEepIOBHIHOKIIETOYHOrO 3aboseBanusi, TamacceMuu, PKD mnpu peryasipHOM NepenuBaHUN |
TpaHcdysnonHo-He3aBucuMmyro PKD, He mnoxsepranmu neiictButo cortatepuenta (ACE-011),
aycnarepuenta (ACE-536), pykconutunnba i reHHOW Tepanuu. B onpeneneHHpIX BapHaHTaX
OCYIIECTBIIEHHUsI TakoW CyOBEKT He NpUHUMaeT WHruouropsl nuroxpoma P450 (CYP)3A4,
crnbHble HHAYKTOPBI CYP3 A4, cunpHble HHTHOUTOPHI P-rimkonporenna (P-gp) Wiy AUrOKCHH.
B ompeneneHHBIX BapuaHTax OCYINECTBJICHUS TaKOW CyOBEKT HE TMIONy4aeT CpencTB
AHTHUKOATYJITHTHOH TEPaINiy B TEYEHHUE MPOJOJLKUTENIHOTO MEPHOAa BPEMEHH, aHAOOJIMUECKUX
CTEPOUIOB, CPEACTB, CTHUMYJHUPYIOIIMX KPOBETBOpPeHHE (HAmNpUMep, SPHUTPOIOSTHHBI,
I'PaHyJIOLHUTAPHBIE KOJIOHUECTUMYJIHPYOIHe (PaKTOPbI, TPOMOOIIOITHHBI) I UMEET aJUIEPTHIO
Ha CyJb(OHAMUIBI.

[0054] TepmuH «dapMaleBTHUECKH MPUEMJIEMbIH HOCHUTENb» O3HAYAeT HETOKCUYHBIH
HOCHUTEJIb, BCIIOMOIaTENIbHOE CPENCTBO MU Cpeny-HOCUTENb, KOTOpble HE OKa3bIBAIOT
OTPHLIATENILHOTO BJIMSHUS Ha (PapMaKOJOTrHYECKY0 aKTHMBHOCTb COEAMHEHUs, ¢ KOTOPBIM OHHU
COCTaBJICHbl, M KOTOpPbIE TAKXKE SIBIISTFOTCS O€30MacCHBIMHM Il NPUMEHEHHS B OTHOIIEHHU
YEJIOBEKa.

[0055] IIpu wmCHONB30BAaHHMM B JAHHOM JOKYMEHTE TEPMHUHBI «IPUOIUZHTENBHO» H
MPUMEPHO», B CIy4ae MHCIOJb30BAHUA B KOMOHMHALMU C YHUCJIOBBIM 3HAYCHHEM WIIH
AVAana3s0OHOM 3HA4Y€HW, MHCMONb3yeMbIX Ui OINHCAHUS  XapaKTEepPUCTUK  KOHKPETHOM
KPUCTALTHUECKOH (HopMbl, aMOp(HOH (HOPMBbI COCAMHEHHUS I HMX CMECH, O3HA4yaeT, 4TO
3HauU€HUE WIN JUana30H 3HaU€HUN MOTYT OTKJIOHSATBHCS 70 CTENEHH, CUNTAIOIIENCs TPUeMIIeMOi
CHIEeLHAUCTOM B JAHHOH OOJIACTM TEXHWKH, TMPU OSTOM ONHUCBHIBAS  KOHKPETHYIO
KPUCTAJUTHYECKYEO (opMy, aMOpdHYIO (OPMY HITH UX CMECH.

Coenunenus

[0056] B nanHOM JOKyMeHTe TMpencTaBjeHa Kpucraumdyeckas ¢opma A

reMucyJib(haTHOM COJIM COeNUHEHUs, XapakTepusyromeiics ¢popmyoit (I):

« 112 H,80,

@,
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rae reMucyib(paTHas COJNb COCOMHEHUS B KPHUCTAIMUECKOW ¢dopme A mpencraBisieT
co0OM CECKBUTHIPAT.

[0057] Ilpm wmcrmonb30BaHMM B JAHHOM JOKYMEHTe Kpuctajumueckas ¢opma A
npencTaBisier  CoOOH  CecKBUTHApAT  TreMucyibdara  COCTUHEHUs I, N-(4-(4-
(LMKJIOTIPOTMTUIIMETHT ) TUTIEPA3HH- | -kKapOoHMIT ) eHMIT)X MIHOJUH-8-Cy Tb(OHAMHUAA. Crnenyer
NOHUMATh, YTO KPUCTAUITMYECKYIO (OpMY A MOJKHO Ha3BaTh «CECKBHTHIPATOM IeMHCYJb(ara
1-(mxnonponuaMeTn)-4-(4-(X uHONUH-8-CyTb(OHAMUI0 ) OEH3OMI )TUTIEPA3HH- | -1sD»,
XapaKTepu3yrImuMcs: GopMyIioi A, WITH, B Ka4eCTBE allbTEPHATHBBI, KTPUTHAPATOM CyJjbdaTa
1-(umxnonponuaMeTn)-4-(4-(X uHONUH-8-Cy Tb(OHAMU IO ) OEH3O M )TUTIEPA3HH- | -Us1»,

XapakTepusyrmumcs Gopmynoit B, mokasaHHBIME HUXKE:

(

*1/2 Hy804 » 312 Hy0

0
&N@NJKQ Q\S - H,S0, - 3H,0
<N

N 0 N I)2

[0058] Cnenyer moHUMAaTh, YTO KpUCTaUTU4ecKass ¢popMa A MOXKET COOTBETCTBOBATH

dbopmyna A,

¢dbopmyna B.

moo ¢popmyne A, nubo Gopmyne B B3anmozameHsemo.

[0059] Ilpu wcrmoONB30BaHUM B JNAHHOM JOKYMEHTE TEPMHH «TeMHCYJb(aT» O3HAYaeT,
YTO CTEXHOMETpHueckoe cooTHoweHue coeauHenuss 1 u  H,SOs4 cocraBmser 2:1 B
KpHCTaJUTNUecKor (opme (T. €. KpucTaumdeckast opMa COAEpPIKUT ABE MOJIEKYJIbI COEANHEHUS
1 na onny monexyny HySOy).

[0060] Ilpm ucnonb3oBaHMM B JaHHOM JOKYMEHTE€ TEPMHUHBI «CECKBUTHIPAT» WU
«TPUTHIpAT» O3HAYAKT, 4YTO CTEXHOMETpHUecKoe cooTHoueHue coeauHenus 1 u HyO
cocTaByisieT 2:3 B KpUCTALTUUECKOH (opme A (T. e. Kpucrayuindeckass popma A COAEPKUT JIBE
MOJIEKYJIbl COEIMHEHUsI | Ha TPU MOJIEKYJIbI BOJBI).

[0061] B onmHOoM acmekte KpucTajiudeckas ¢GopMa A XapaKTepHU3yeTCsl MUKAMHU
MOPOLIKOBOH PEHTT€HOBCKOH Nu(pakiuu Mpu 3Ha4eHusIX yria 20 (+ 0,2°), cocraisromux 9,9°,
15,8° u 22,6°. B omnpeneneHHbIX BapHaHTaX OCYLIECTBICHHsS KpHUCTajuiMdeckas ¢opma A
XapaKTEePU3yeTCsl MUKaMH MOPOIIKOBOH PEHTTCHOBCKONW AUPPAKINK NPU 3HAYSHHIX yria 260 (+
0,2°), cocraBmsirormx 9,9°, 15,8° u 22,6°, v 0 MeHbIIEH Mepe OMHUM TOTIOJTHUTEbHBIM THKOM
MOPOLIKOBOH PEHTI€HOBCKOW An(pakimu mnpu 3HadeHusx yrna 20 (+ 0,2°), BbIOpaHHBIX U3
15,0°, 17,1°, 21,3° u 21,9°. B onpeneneHHbIX BapHaHTaX OCYLIECTBJEHUS KPUCTAJUINYECKas
dopma A xapakTepusyeTcs MHKaMH MOPOIIKOBONW PEHTTEHOBCKOH AM(paKLUU NMPU 3HAYSHHSIX
yrma 20 (£ 0,2°), cocraBmmrommx 9,9°, 15,8° m 226° uw mo MeHbIed Mepe ABYMs
JOTIOJIHUTEBHBIMU TTHKAMHU MOPOLIKOBOH PEHTT€HOBCKON AM(paKLUK MpH 3HAYEHHUX yria 20

(+ 0,2°), BeiOpanubIx U3 15,0°, 17,1°, 21,3° u 21,9°. B emme ogHOM aJbTepHATUBHOM BapUaHTE
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KpucTajnueckas popma A xapakTepu3yeTcst IMKaMU MOPOLTKOBON PEHTI€HOBCKON AM(paKiuu
npu 3HaUeHusix yria 260 (+ 0,2°), cocrapmsiromux 9,9°, 15,8° u 22,6°; 1 no MeHblIel Mepe Tpems
JOTIOJIHUTEBHBIMH TTMKAMHU MTOPOLIKOBOH PEHTI€HOBCKON AM(pakiuy Mpu 3HAUEHUsIX yria 20
(= 0,2°), BbIOpamHbIx u3 15,0°, 17,1°, 213° u 21,9°. B omnpeneneHHbIX BapHaHTaX
OCYILIECTBIIEHHUs] KpUCTajulndeckas ¢opmMa A  XapakTepusyercss INHMKaMH IOpPOIIKOBOM
PEHTreHOBCKOH aupakumy npH 3HaYeHusx yria 26 (+ 0,2°), cocrasnsromux 9,9°, 15,0°, 15,8°,
17,1°, 21,3°, 21,9° u 22,6°. B onpeneneHHbIX BapUaHTaX OCYINECTBIEHHS KPUCTAJLTMUECKast
dopma A XapakTepusyeTcsi MMKAMHU MOPOIIKOBOW PEHTTEHOBCKOW AUGPAKIMU TPU 3HAYCHHUSIX
yrna 26 (£ 0,2°), cocraBmsirornmx 9,9°, 11,4°, 15,0°, 15,3°, 15,8°, 17,1°, 17,7°, 21,3°, 21,9°, 22,6°
u 23,5°. B omnpeneneHHbIX BapuaHTAaX OCYINECTBJICHUS KpuUCTajnueckas ¢opma A
XapaKTepPU3yeTCsl MIKaMH MOPOILIKOBOH PEHTTCHOBCKOW AUPPAKIUK NPU 3HAYSHHSIX yria 26 (+
0,2°), cocraBmsromux 4,9°, 9.9° 11,0°, 11,4°, 11,7°, 12,3°, 12,8°, 13,6°, 13,9°, 14,2°, 15,0°,
15,3°, 15,8°, 17,1°, 17,4°, 17,7°, 18,8°, 19,1°, 19,8°, 21,3°, 21,9°, 22,6°, 23,0°, 23,2°, 23,5°,
23,8°, 24,1°, 24,5°, 25,3°, 25,6°, 26,1°, 27,1°, 28,1° u 29,8°. B omnpeneneHHbIX BapHaHTax
OCYIIECTBIIEHHs] KpUCTAJUTMYecKast (opma A XapakTepH3yercs MOPOIIKOBOW PEHTTEHOBCKON
audpakTOrpaMMoi, o cyTH nopodHoi nokazanHol Ha @HUTI. 1. B eme oqHOM anbTepHATHBHOM
BapHaHTe KpHUCTajuindeckass Gopma A xapakrepusyercs TepMorpammoi auddepeHnmanbHOM
ckanupyromeii  kamopumerpun  (DSC), comepskamieii  SHAOTEPMHYECKHE TMHKH  TPH
npudmmsutenso 159°C + 5°C u 199°C + 5°C. B eme ogHOM ajgbTepHATUBHOM BapUAHTE
Kpucraimmueckass ¢opma A xapakrtepusyercst  TepMorpammoirt  auddepeHnnaIbHOMN
ckanupyromeit kanopumerpun (DSC), mo cyru nmomoOHO# TepMmorpamme, M300pakeHHON Ha
®UI'. 2. B eme oaHOM aJbTePHATHBHOM BapuUaHTe KpuUcTauimyeckas ¢opma A
XapakTepusyercs TepMorpaMMoi TepMorpaBumerpudeckoro anammza (TGA), conepskarueit
3Ha4YeHHe TIOTePU Beca, CocTapysirouee npuomsureabHo 4,5 + 0,5%, npu 180°C + 2°C. B eme
OZTHOM aJIbT€PHATHBHOM BapHaHTe KpUCTAIMYecKasi popMa A XapakTepu3yeTcsi TepMOrpaMMOM
tepMmorpaBuMerpudeckoro aHanmmuza (TGA), mo cytu momoOHON TepMmorpamme, HU300paKeHHOMH
Ha ®UI. 2. B eme OOHOM aNbTePHATHMBHOM BapUaHTE KpUCTAJIMUecKas ¢opma A
xapaktepusyercs: Tepmorpammoini DSC, no cytu mogoOHO# TepMorpamMme, M300pakeHHOW Ha
®Ur. 3.

[0062] Kak Oonee moapoOHO oOCyxkmaercs B mpuMmepax, ObUIO OOHAPYKEHO, HTO
Kpuctajnueckass ¢opmMa A reMUCYIb()ATHOW CONMM  COCOUHEHHUS, XapaKTePHU3YIOLIeHCs
dopmyoii (I) obnamaer psaoM MpeanoOYTHTENBHBIX (PU3HKO-XUMUYECKUX CBOWCTB, B TOM YHCIIE
BBICOKOW KPHUCTAJTMYHOCTBIO, CTaOMJIBHOCTBIO B HECKOJIbKHX CHCTEMaxX pacTBOpPHUTENEH
(HampuMep, B YAaCTHOCTH, CONEPIKALIUX BOMY), OTHOCHUTEIBHO HEOOJBIIUM Pa3MEpPOM YaCTHII
(marmpumep, MeHee 20 MKM NOJ] MUKPOCKOIIOM, YTO 00eCIIeYMBaeT BO3MOKHOCTD MOTEHIIUAIBHO
n30eKaTh MOCIEAYIOUIeH MUKPOHU3ALNHN) U CTAOMIIBHOCTBIO B YCJIOBHSIX BJIQKHOCTH (HAmIpUMep,
npu no Mmesbwed mepe 20% RH wnm npm akTuBHOCTH BOABI MO MeHblied mepe 0,2), u
IEMOHCTPHPYET MPENNOYTHTEbHbIE TPOPIIN 3aBUCUMOCTH KOHLIEHTPALUU B IUIa3Me KPOBU OT
BpeMeHH U (papMaKOKHHETUYECKHE MapaMeTpPhl.

[0063] Takxke B HaHHOM JOKYMEHTE TMpencTaBiieHa Kpucrauindeckas ¢opma B
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reMHCYJIb()aTHOMN COJI COETMHEHUSI, XapaKTePHU3YIOIEHcs: (POpMyJIOit:

rae reMucyib(arHas COJb COEIMHEHUs B KpuUCTajuimueckod ¢opme B mpencrasiser
co0O¥ COBBAT C STAHOJIOM.

[0064] B omHoMm acmekTte kpucrajuimdeckas Gopma B xapakrepusyercss Mo MeHbLIek
Mepe TpeMsl MMKaMU Ha MOPOIIKOBOH PEHTTeHOBCKOHN Audpakuuu mpu 3HaUeHHsx yria 26 (+
0,2°), BeiOpanHbIX U3 9,9°, 10,6°, 12,7°, 15,7°, 16,9°, 22,0° u 22,5°. B ka4ecTBe abTEPHATUBBI,
Kpuctajuimueckass ¢opma B xapakrtepusyercss MO MeEHbIIEH Mepe YeThIpbMs IHKaMHU
MOPOLIKOBOH PEHTT€HOBCKON AM(pakiuu npyu 3HaueHusx yriaa 20 (£ 0,2°), BeiOpaHHbIX U3 9,9°,
10,6°, 12,7°, 15,7°, 16,9°, 22,0° wu 22,5°. B gapyroMm albTepHATUBHOM BapHaHTE
Kpucrtajmueckass ¢opma B xapakrepmsyercss TSTBIO  TpeMsl MHKaMH  OPOIIKOBOM
PEHTIeHOBCKON MU(paKIMU MPH 3HAUYEHMsIX yriaa 260 (+ 0,2°), BeiOpanHbx u3 9,9°, 10,6°, 12,7°,
15,7°, 16,9°, 22,0° u 22,5°. B eme ogHOM aJIbTEPHATUBHOM BapUaHTE KpUCTauTndeckasi opma
B xapakrtepusyercs no MeEHbIIEH Mepe MIECTbI0 IMKAMHM IMOPOIIKOBOM PEHTT€HOBCKOU
audpakuuu npu 3HaYeHusx yraa 20 (£ 0,2°), BeiOpannabix u3 9,9°, 10,6°, 12,7°, 15,7°, 16,9°,
22,0° m 22,5°. B eme OOHOM aJbTEPHATUBHOM BapwaHTe Kpuctajuindeckas ¢opma B
XapaKTepU3yeTCsl MUKaMH MOPOLIKOBOH PEHTT€HOBCKONW AN(PAaKIM NPU 3HAYSHHX yria 26 (£
0,2°), cocraBmsiromx 9,9°, 10,6°, 12,7°, 15,7°, 16,9°, 22,0° u 22,5°. B eme ogHOM
aNbTEPHATHBHOM BapHaHTEe KpUCTajuindeckas ¢popma B xapakrepusyercs mukamMu NOPOIIKOBOM
PEHTreHOBCKOH aupakuuy npH 3HaYeHusx yria 26 (+ 0,2°), cocrasnsromux 9,9°, 10,6°, 12,7°,
13,9°, 14,6°, 15,7°, 16,9°, 22,0°, 22,5° u 27,6°. B eme onHOM aJbTePHATUBHOM BapUaAHTE
KpucTajnueckas popma B xapakrepusyercs MMKaMu MOPOLIKOBON PEHTI€HOBCKOH Audpakiuu
npu 3HaYeHusix yria 20 (£ 0,2°), cocrasmstomux 7,0°, 7,8° 9,9° 10,6°, 11,7°, 12,7°, 13,1°,
13,5°, 13,9°, 14,6°, 14,9°, 15,3°, 15,7°, 16,1°, 16,9°, 17,6°, 19,3°, 19,7°, 20,7°, 21,2°, 22,0°,
22,5°, 23,3°, 24,0°, 24,7°, 25,1°, 25,7°, 26,1°, 27,2°, 27,6°, 28,4°, 29,3° u 29,8°. B emme onHom
AJbTEPHATHBHOM BapUaHTE KpHUCTauiMdeckas ¢opmMa B  xapakTepusyercss NOpPOIIKOBOM
PEHTI€HOBCKOH NHU(PAKTOrpaMMOii, o cyTH nogo0HOH noka3zaHHoH Ha @HUT. 6. B eme ogaoM
aNIbTEPHATHBHOM BapuaHTe KpUcTajuimdeckas ¢opma B xapaxrepusyercs tepmorpammoii TGA
w DSC, no cytu nonoOHo# nokasannoii Ha @UT. 7. B eme ogHOM anbTepHATHBHOM BapHaHTE
Kpuctajuimueckass ¢opma B xapakTtepusyercss  Tepmorpammoi  nuddepeHIranbHOM
ckanupyromeii  kamopumerpun  (DSC), comepkamieii  SHAOTEPMHYECKHE TMHKH  TPH
npudmmsuTensHo 154 + 5°C. B eme oqHOM ajbTepHATUBHOM BapUaHTe KpUCTAJIHUYecKast opma
B xapaxrepusyercs Tepmorpammoii TGA, conepskalueil 3HaueHne MOTEPU Beca, COCTABISAIOIIEE
npudmmsuTensHo 4,3 + 0,5%, npu 200°C + 2°C.

[0065] Takxe B HaHHOM JOKyMEHTe IMpencraBiieHa kpucraumndeckas (opma C

reMHUCyJIb(haTHOMN COJIM COETMHEHUSI, XapaKTepU3yoImencs: (opMyJIoit:
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[0066] B onmHom acmekte kpucraiuueckas (opma C XapakTepusyercsi MUKAMH
MIOPOLIKOBOM PEHTT€HOBCKOM nu(pakiuu Mpu 3HaYeHusX yria 20 (+ 0,2°), cocraBsrouux 6,9°,
10,4° u 12,0°.

[0067] Taxxke B HaHHOM JOKYMEHTe TMpPEICTaBIeHAa KpucCTaiuueckas ¢opma D

reMUcCyJib(haTHOMN COJTM COENMHEHUSI, XapaKTEPU3YIOIIEHCs (POPMYJIONt:

«1/2 H,;S0,

rae reMucysibgaTHast coiib coenuHeHus B opme D siBsiercs: 0e3BOAHOM.

[0068] B omHoMm acmekTe kpucratudeckas ¢opma D xapakrepusyercss MO MeHbIIEH
Mepe TpeMsi MUKaMH MOPOIIKOBOI PEHTIeHOBCKOH audpakiuy npyu 3HaueHusx yria 20 (£ 0,2°),
BbIOpanHbIXx w3 5,8°, 10,0°, 10,2°, 19,3°, 22.9°, 23,3° u 25,2°. B kauecTBe albTEPHATHUBBI,
kpucraimmueckass ¢opma D xapakrepusyercss mo MeHbIIEH Mepe YeThIPbMS ITHKaMH
MOPOLIKOBOH PEHTT€HOBCKOH Au(pakiuu npu 3HaueHusx yria 20 (£ 0,2°), BeiOpaHHbIX U3 5,8°,
10,0°, 10,2°, 19,3°, 229° 23,3° u 25,2°° B papyroMm ajbTepHAaTUBHOM BapUaHTE
Kpucramnueckas ¢popma D xapakTepusyercsi 1o MeHbIIel Mepe MATbI0 MUKAMH MOPOIIKOBOM
PEeHTreHOBCKOH audpakimu mpu 3HaueHusx yria 26 (+ 0,2°), BeiOpannbix u3 5,8°, 10,0°, 10,2°,
19,3°,22,9°, 23,3° u 25,2°. B eme ogHOM aJbTEPHATUBHOM BapUaHTe KpHUCTaJIHUYecKasi (hopMa
D xapakrepusyercs MO MeEHbIIEH Mepe LIECTbIO IMKAMHM TMOPOIIKOBOM PEHTT€HOBCKON
nudpakuuu npu 3HadeHusx yria 20 (£ 0,2°), BeiOpannbix u3 5,8°, 10,0°, 10,2°, 19,3°, 22,9°,
23,3° u 25,2°. B eme OAHOM aJlbTEPHATUBHOM BapuaHTe KpucTaindeckas ¢opma D
XapaKTepPU3yeTCsl MUKaMH MOPOIIKOBOH PEHTTCHOBCKOW AUMPAKIINK NPU 3HAYSHHSIX yria 260 (£
0,2°), cocraBmsromux 5,8°, 10,0°, 10,2°, 19,3°, 229° 233° u 25,2°. B eme omgHOM
aJIbTEPHATHBHOM BapHaHTEe KpUCTauindeckas ¢opma D xapakrepusyercss MUKaMH MOPOLIKOBON
peHTreHOBCKOM nudpakuuu npu 3HadeHusx yria 20 (£ 0,2°), cocrapmsromux 5,8°, 10,0°, 10,2°,
12,2°,17,3°, 17,6°, 19,3°, 22,9°, 23,3°, 23,6° u 25,2°. B emme oqHOM albTepHATUBHOM BapHaHTE
Kpuctanueckas ¢popma D xapakrepusyercs MMKaMy MOPOLIKOBOH PEHTI€HOBCKOW MU(ppPaKLUN
npu 3HaueHusix yria 260 (= 0,2°), cocrasmsromux 5,8°, 10,0°, 10,2°, 11,3°, 11,5°, 12,2°, 13,6°,
14,1°, 14,7°, 15,4°, 16,0°, 17,3°, 17,6°, 19,3°, 20,0°, 20,8°, 22,1°, 22,9°, 23,3°, 23,6°, 24,4°,
25,2°, 26,4°, 27,4°, 28,3° u 29,6°. B ewe onHOM ajJbTePHATUBHOM BAPUAHTE KPHUCTAJTMYECKAS
dopma D xapakTepusyercsi TMOPOLIKOBOW PEHTTEHOBCKOW IU(PPAKTOrPAMMOM, MO CYTH
nonoOHo# nokasanHoi Ha @UTI. 8. B eme oqHOM albTepHATUBHOM BapHAHTE KPUCTAIIIMUECKAs

dopma D xapakrepusyercs TepmMorpammoit nudepeHIrnanbHON CKAaHUPYIOLIEH KaJOpUMETPHUH
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(DSC), conepxkameit muk npu 239,0°C £ 2°C. B eme OgHOM albTEepPHATUBHOM BapUAaHTE
kpucramnnueckas ¢opma D xapaxrepusyercsi Tepmorpammoi DSC, mo cytm mnomoOHOI
nokazanHoi Ha PUI'. 9. B eme oqHOM anbTepHATHBHOM BapHuaHTe Kpuctajumdeckas Gopma D
xapaktepusyercs: Tepmorpammoin TGA, conpepxkalueii 3Haue€HUE MOTEPU BECA, COCTABIAOLIEE
npubmmsurensHo 0,62 £+ 0,5%, mpu 220°C + 2°C. B eme ofHOM albTepHATUBHOM BapUaHTE
kpuctajuimueckast ¢opma D xapakrepusyercs tepmorpammoin TGA, mo cytu mnomoOHOH
nokasaHHoi Ha @HI'. 9.

[0069] Taxke mpencraBieHa Kpucrtajuimueckas ¢opma E remucynbdaTHOW cou

COEIMHEHHUS, XapaKTepU3yIoLIecst HopMyJIOii:

« 112 H,50,

[0070] B omHOM acmekTe kpuctauimueckas ¢opma E xapakTepusyercss nukamu
MOPOLIKOBOH PEHTT€HOBCKOH AM(pakiuy npHu 3HaueHusx yriaa 20 (+ 0,2°), BeiOpaHHBIX U3 4,6°,
9,0°, 13,5° m 22,5°. B npyrom acriekte kpucrajuimdeckas gopma E xapakrepusyercs: muKkamu
MOPOLIKOBOH PEHTT€HOBCKOH NMu(pakiuy Mpy 3Ha4eHUsIX yriaa 20 (+ 0,2°), cocrapsromux 4,6°,
9,0°, 13,5°, 15,1°, 18,5°, 21,7° u 22,5°. B apyrom ajgbTe€pHaTUBHOM BapUAHTE KPUCTAJUIUYECKAS
dopma E xapakrepusyercss mMKaMy MOPOIIKOBOM PEHTT€HOBCKON MU(PPAKLUU MPH 3HAYEHHUSX
yraa 26 (+ 0,2°), cocraBmsromux 4,6°, 9,0°, 9,9°, 11,0°, 13,5°, 15,1°, 15,8°, 18,5°, 19,8°, 20,4°,
21,7°, 22,5° u 28,1°. B eme onHOM ajJbTEpHATUBHOM BapuwaHTe Kpuctaumueckas gopma E
XapaKTepU3yeTcsi TOPOLIKOBOH PEHTIeHOBCKOH IU(PPAKTOrpaMMOH, MO CyTH MOXOOHOM
nokasaHHoi Ha ®HI'. 11.

[0071] Takke B JaHHOM JOKYMEHTE TMpeACTaBlieHa Kpucrajuimdeckas ¢opma F

reMucysib(GpaTHOMN COJIM COENMHEHUsI, XapaKTEPU3YIOIIEHCs (POPMYJION:

[0072] B omHOM acmekTe Kpuctamiudeckas ¢opma F xapakTepusyercss MNHKaMH
MOPOLIKOBOH PEHTT€HOBCKON AM(pakiuu npu 3HaueHusx yriaa 20 (£ 0,2°), BeiOpaHHbIX U3 5,0°,
9,9° u 14,7°. B kauecTBe albTEepHATUBBI, Kpuctauindeckas Gopma F xapakrepusyercst mukamu
MOPOLIKOBOH PEHTI€HOBCKON AM(paKuy npu 3HaueHus1X yriaa 260 (+ 0,2°), BeiOpaHHbIX U3 5,0°,
9,9°, 14,7°, 16,5°, 19,6°, 21,6° u 24,4°. B npyrom aabTepHaTUBHOM BapUAHTE KPUCTAJUIUUECKAS
¢dopma F xapakrepusyercst MUKaMu MOPOIIKOBONW PEHTT€HOBCKON AU(PPAKLUU MPH 3HAYEHHUSIX
yraa 26 (+ 0,2°), cocraBmsromux 5,0°, 9,9°) 11,1°, 14,7°, 16,5°, 19,6°, 21,6°, 22,8° u 24,4°. B
ele OJHOM aJbTEPHATHBHOM BapuaHTe Kpucrajuinyeckas ¢opma F xapakrepusyercs

MIOPOIIKOBOH PEHTT€HOBCKOM NH(PPaKTOrpaMMoii, 1Mo ¢yt nonodHo# nokazanHoi Ha OUT. 12.
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B eme omHOM anpTepHATUBHOM BapuaHTe Kpucrajuimdyeckas ¢(opma F xapaxrtepusyercs
tepmorpammoit DSC, conepskameii nuk npu 101,0°C £ 2°C. B eme ogHOM albTepHATUBHOM
BapuaHTe Kpucrammyeckas ¢gopma F xapaxrtepusyercs tepmorpammoit TGA, comep:kaiieit
3HaUEHHeE TMOTEPH Beca, cocTapiistomee npudmusutensHo 8,8 + 0,5%, mpu 182°C + 2°C. B eme
OJTHOM aJIbTEPHATUBHOM BapHaHTe KpHucTamanueckas ¢popma F xapakrepusyercss TepMmorpaMmMoi
TGA umu DSC, no cytu nono6Hoii nokasanuoit Ha ®UT. 13.

[0073] Taxxe mnpencraBieHa Kpucrajumdeckas ¢opma G remucynbpaTHOH CoH

COEMHEHUS, XapaKTePU3YIOLIEHCst HOpMyJIOii:

[0074] B onmHoM acmekrte Kpucrainueckas ¢opma G XapakTepu3yeTcs NMHKaMH
MOPOLIKOBOH PEHTT€HOBCKON AM(pakiuy npu 3HaueHusx yriaa 20 (£ 0,2°), BeiOpaHHbIX U3 4,7°,
9,4° u 14,1°. B kadecTBe aJbTepPHATUBBI, KpucTatnieckast opma G XapakTepU3yeTcsi MUKAMHU
MOPOLIKOBOH PEHTI€HOBCKON AM(paKIuu NMpHu 3HaUeHUs X yriaa 260 (+ 0,2°), BeiOpaHHBIX U3 4,7°,
9,4°,11,0°, 14,1°, 18,9°, 21,2° u 23,8°. B npyrom aapbTepHaTUBHOM BapUAHTE KPUCTAJUIUUECKAS
dopma G xapakTepusyeTcs MUKaMU MMOPOIIKOBON PEHTTEHOBCKOW AU(PPAKIMM TMPU 3HAYEHUSIX
yria 26 (+ 0,2°), cocrapysromux 4,7°, 9,4°, 11,0°, 13,3°, 14,1°, 15,9°, 16,2°, 18,9°, 21,2°, 22 8°,
23,8°, 26,7° u 28,5°. B eme ogHOM albTEpPHATUBHOM BapHaHTe Kpucrajuimdeckas popma G
XapaKTepU3yeTcsl TOPOLIKOBOM PEHTIeHOBCKON AudpakTorpaMMoil, Mo CyTd MomoOHOH
noka3aHHoi Ha PUI'. 14. B emme ogHOM aJbTepHATUBHOM BapuaHTe Kpuctaummyeckas Gopma G
xapakrepusyercst Tepmorpammoit DSC, conepxxawmeit muk npu 156,7°C + 2°C. B eme onHom
aIbTEPHATUBHOM BapuaHTe KpHucTayuindeckast popma G xapakrepusyercs: repmorpammoit TGA,
cozieprkallel 3HaYeHre MOTePU Beca, CocTaBistoee mpudausutenbHo 2,6 = 0,5%, npu 176°C +
2°C. B eue OnHOM aJbTEPHATUBHOM BapuaHTe Kpucraumdeckas gopma G xapakrepusyercs
tepmorpammoit TGA wiu DSC, no cytu nogoOHoit nokazannoi Ha ®UT. 185.

[0075] Takxke mnpencraBneHa kpucramudeckas (opma H remucynbdarHoit conu

COEIMHEHMUS, XapaKTepU3yIIIecst GopMyJIOii:

» 12 H;:‘%Q@

[0076] B omnoMm acmekrte kpucrajuimueckas Gopma H xapakrepusyercs mo MeHbIIEH
Mepe TpeMsi MUKaMH MOPOIIKOBOI pEHTIeHOBCKOH audpakiiy npy 3HaueHusx yria 20 (£ 0,2°),
BbIOpaHHbIX W3 4,6°, 7,4°, 9,2° 11,1°, 13,5°, 14,9° u 223°. B kauecTBe albTEPHATHUBBHI,
kpucramnnueckass ¢opma H xapakrepusyercs mo MeHbIIEH Mepe YeThIPbMS IHKaAMH

MOPOLIKOBOH PEHTT€HOBCKOHN AM(pakiuu npu 3HaueHusx yriaa 20 (£ 0,2°), BeiOpaHHbIX U3 4,6°,
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7,4°, 9,2°, 11,1°, 13,5°, 14,9° u 22,3°. B apyrom ajgpbTepHaTUBHOM BapUaHTE KPUCTAJUIMYECKas
¢dopma H xapakrepusyercs MO MEHbIIEH Mepe MSATHI0 MHKAMHU MOPOIIKOBOH PEHTTEHOBCKOM
nudpakuu npu 3HaueHusx yria 20 (£ 0,2°), Beibpanubix us3 4,6°, 7,4°, 9,2° 11,1°, 13,5°, 14,9°
u 22,3°. B ele ogHOM albTEepPHATUBHOM BapHaHTe kKpuctauindeckas ¢popma H xapakrepusyercs
10 MEHbIIEeH Mepe IIEeCTbI0 MHUKAMU MOPOIIKOBOH PEHTTEHOBCKOW NU(paKLUU MPU 3HAYEHHUSIX
yraa 26 (£ 0,2°), BeiOpannbIx u3 4,6°, 7,4°, 9,2°, 11,1°, 13,5°, 14,9° u 22,3°. B eme ogHOM
aJIbTEPHATHBHOM BapHaHTEe KpUCTauindeckas ¢popma H xapakrepusyercs muKkamu MOPOLIKOBOM
peHTreHOBCKOM nudpakuuu npu 3HadeHusx yria 20 (£ 0,2°), cocrapistomux 4,6°, 7,4°, 9,2°,
11,1°, 13,5°, 14,9° u 22,3°. B elie ogHOM aJIbTEPHATUBHOM BapUaHTE KpUCTajindeckasi Gopma
H xapakTepusyercsi mukamMy MOPOIMIKOBOH PEHTTeHOBCKON MU(PaKIMU MPU 3HAUYEHUSIX yria 20
(= 0,2°), cocrapmsromux 4,6°, 5,4°, 7,4°, 9,2°, 10,3°, 11,1°, 13,5°, 13,8°, 14,9°, 16,9°, 17,6°,
18,4°, 19,5°, 20,7°, 22.3°, 229° 234°, 24,1°, 24,8° 26,5°, 27,2° u 29,5°. B eme omgHOM
aNbTePHATHBHOM BapuaHTe Kpuctajumdeckas ¢opma H xapakTepusyercss MOPOLIKOBOM
PEHTTEHOBCKOM MU(PaKTOrPaMMOH, 1Mo CyTH MoAo0HOM nokazanHnoit Ha ®UT'. 16.

[0077] Takxke mnpencraBieHa Kkpucrammndeckas ¢opma [ remucynbdatHoit comm

COEIMHEHMS, XapaKTePU3YIOIIecst HOpMyJIO:

(

5

rae reMucyib(darHas COJb COEAMHEHUs B KpucTamiandeckoi (opme I mpexncrasmiser
co0OM CONBBAT C HTAHOJIOM.

[0078] B onmHOoM acmekte Kpucrajuindeckas ¢opma [ xapakrepusyercs THKAMH
MOPOLIKOBOM PEHTT€HOBCKOH nupakiuu mpu 3Ha4eHusx yria 26 (£ 0,2°), cocrasisitorneii 6,7°,
9,5° u 19,7°. B xadecTBe albTePHATUBBI, KpUCTAIUINYECKass (popma | xapakTepusyercss mUKaMH
MIOPOLIKOBOH PEHTT€HOBCKOM NMu(pakiuu Mpu 3HAYeHUsIX yria 20 (+ 0,2°), cocrapsrouux 6,7°,
9,5° wm 19,7°, m 1o MeHbIIEH Mepe OIHUM JOIMOJHHUTENbHBIM IHUKOM TMOPOIIKOBOM
PEHTIeHOBCKOW NU(paKIMU MpH 3HaueHusx yria 26 (£ 0,2°), BbiOpanHbIX U3 9,9°, 12,6°, 15,8°,
21,9° wm 223° B ppyroM ajpTepHATUBHOM BapHaHTe Kpucrajumdeckas ¢opma [
XapaKTEePU3yeTCsl MIKaMH MOPOIIKOBOH PEHTTCHOBCKOW AUPPAKINK NPU 3HAYSHHUIX yria 260 (+
0,2°), cocraBsiromux 6,7°, 9,5° u 19,7°; 1 mo MeHbIIIeH Mepe NByMs IOMOJHUTEIbHBIMU TUKAMH
MOPOLIKOBOH PEHTT€HOBCKON AM(pakiuy npu 3HaueHusx yriaa 20 (£ 0,2°), BeiOpaHHBIX U3 9,9°,
12,6°, 15,8°, 21,9° u 22,3°. B eme onHOM albTepHATHBHOM BapuaHTe KpHUCTauTndeckasi popma I
XapaKTePU3yeTCsl MMKaMH MOPOIIKOBOH PEHTI€HOBCKOW AM(PAKIIUK NPU 3HAYSHHSIX yria 26 (£
0,2°), coctaBistromux 6,7°, 9,5° u 19,7°; u mo MeHbIIeH Mepe TpeMsl TOMOJHUTEIbHBIMH TUKAMH
MOPOLIKOBOH PEHTT€HOBCKON AM(pakiuy npu 3HaueHusx yriaa 20 (£ 0,2°), BeiOpaHHbIX U3 9,9°,
12,6°, 15,8°, 21,9° u 22,3°. B eme onHOM aJbTepPHATUBHOM BapUaHTe KpHcTajuindeckas ¢popma I
XapaKkTePU3yeTCsl MIUKaMH MOPOLIKOBOH PEHTI€HOBCKONW AN(PAaKIK NPU 3HAYEHHX yriaa 26 (£
0,2°), cocraBmsiromux 6,7°, 9,5°, 99° 12,6°, 15,8°, 19,7°, 21,9° u 223° B eme omgHOM
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aNbTEPHATHBHOM BapuaHTe KpucTtaumdeckas gopma I xapakrepusyercss MUKaMu MOPOIIKOBOM
peHTreHoBCcKOM nudpakuuu npu 3HadeHUsx yria 20 (£ 0,2°), cocrapisromux 6,7°, 7,7°, 9,5°,
9,9°, 10,5°, 11,6°, 12,6°, 13,4°, 13,8°, 14,3°, 15,2°, 15,8°, 16,8°, 17,2°, 19,0°, 19,7°, 20,5°,
20,9°, 21,9°, 223° 23,9°, 24,6°, 25,5°, 26,0°, 27,5°, 28,3° m 29,3°. B ewme omHOM
aNbTEPHATHBHOM BapHaHTe Kpuctajuindeckas ¢opma [ xapakrepusyercs NOpPOIIKOBOM
PEHTTeHOBCKOH AN(PaKTOrpaMMOM, MO CyTH 1ogo0HoI nokasanHoi Ha @HUTI. 17. B emme ogHOM
aNIbTEPHATUBHOM BapHaHTe Kpuctamimdeckas opma I xapakrepusyercss tepmorpammoit DSC,
comepxkameit nuk npu 134,7°C + 2°C. B eme OZHOM aJbTEPHATUBHOM BapUaHTE
kpucranueckass popma I xapakrepusyercst tepmorpammoit TGA, copmepskaiuell 3HaueHUe
NOTEepPHU Beca, cocTamsiroinee npudausuTenbHo 6,9 £ 0,5%, mpu 180°C £ 2°C. B eme omHOM
aJIbTEPHATHBHOM BapHaHTe Kpucrauimdeckas gopma I xapaxrepusyercs: tepmorpammoit TGA
wi DSC, o cytu nogoOHoi noka3anHoit Ha ®UT'. 18.

[0079] Taxxke mnpexncraBieHa Kpuctaumueckas ¢opma J remucynbdaTtHOl comu

COEIMHEHMs, XapaKTepU3YIOIIecst HOpMyJIOi:

[0080] B onmHOM acrmekte kpuctajmueckas (opma J XapakTepusyercs IMHKaMH
MOPOLIKOBOH PEHTI€HOBCKOW Au(pakimu mnpu 3HadeHusx yrna 20 (+ 0,2°), BbIOpaHHBIX U3
12,4°, 13,2°, 14,6°, 20,4° u 23,7°. B xadecTtBe ajbTepHATUBBI, KpHCTauIndeckass ¢opma J
XapaKTepU3yeTcsl MUKaMH MOPOIIKOBONH PEHTIeHOBCKOHN nupakivy Mpy 3HAYCHUsIX yria 20 (+
0,2°), BbiOpanHbIx U3 12,4°, 13,2°, 14,6°, 15,7°, 20,4°, 23,3° u 23,7°. B npyrom aipTepHATHBHOM
BapHaHTe KpucTauimdeckas Gopma J xapakTepusyercss MUKaMU MOPOILIKOBOH PEHTTEHOBCKOM
audpakuu npu 3HadeHusx yria 20 (+ 0,2°), cocrapmsromux 12,4°, 13,2°, 14,6°, 15,7°, 20,4°,
22,0°, 23,3°, 23,7° u 28,0°. B npyrom ajbTepHATUBHOM BapHWaHTe KpHUcTajuimdeckas opma J
XapaKTepPU3yeTCss MOPOLIKOBOH PEHTT€HOBCKOH IU(PAKTOrpaMMOH, MO CyTH MNOJOOHOH
nokasanHoii Ha @UT'. 19.

[0081] Takxke B TaHHOM OKYMEHTE MpeCTaBjIeHa KpUcTainyeckasi popma cBOOOIHOTO

OCHOBaHUS COeMHEHUs 1, XapakTepHu3yromerocs: opMyJioit:

[0082] B ogHOM acniekTe KpucTauindeckas popma CBOOOIHOTO OCHOBAHUSI COSAMHECHHSI
1 xapakTtepusyercsi MUKaMH MOPOIIKOBOH PEHTIEHOBCKOUW nupakLuu MpH 3HAYCHUSX yria 20
(+ 0,2°), BeIOpanHbIX U3 6,9°, 13,5°, 19,8° 1 20,3°. B kadecTBe aabTepHATUBBI, KPUCTAJTHYECKAS

¢dopma CcBOOOIHOrO OCHOBaHHUSI coenuHeHMs 1 XapakTepusyercsi IUKaMH IOPOLIKOBOMN
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PEHTTeHOBCKOM Audpakimu npu 3HaUYeHusX yria 20 (£ 0,2°), BeibpanHbx U3 6,9°, 13,5° 19,8°,
20,3° u 25,7°. B pmpyrom anpTepHaTHMBHOM BapHaHTE KpUCTaJundeckas (opma cBOOOAHOrO
OCHOBaHUs coenuHeHus: 1 xapakTepusyeTcss MUKaMU MMOPOILIKOBOW PEHTI€HOBCKON AU(pPaKIIH
npu 3HadeHusIx yriaa 20 (+ 0,2°), cocrapmsrommx 6,9°, 13,5°, 15,7°, 15,9°, 19,8°, 20,3°, 23,6° u
25,7°. B emme OOHOM aJbTEPHATUBHOM BapHaHTE KpUCTAUMYecKas (opma CBOOOIHOrO
OCHOBaHMsI coennHeHus1 1 XapakTepusyeTcss MOPOIIKOBOH PEHTI€HOBCKOHW AM(PaKTOrpaMMOH,
1o CyTH nonoOHo# nmokasanHoi Ha @UT. 25.

[0083] Takske B JaHHOM IOKyMEHTE TpencTaBiieHa amopdHas Gopma reMucyibhaTHOM

COJIU COEUHEHMSI, XapaKTePU3YIOIencs (POpMYyIION:

\/

« 112 H,50,

[0084] B onHOM acriekTe COENMHEHUs], ONMMCAHHBIE B TAHHOM JOKYMEHTE, MPEACTABIISIFOT
coboli Ha Mo MeHbIneil Mepe 60% MOHOKPHUCTAJUINYECKYIO (opMy, Ha Mo MeHbIueil mepe 70%
MOHOKPHUCTATNYECKYIO (opMy, Ha 1o MeHbineii mepe 80% MOHOKpHCTaLIUYeCKyro Gopmy, Ha
no MeHbmer mepe 90% MoOHOKpHUCTAUIMYeCKyl0 (opMmy, Ha mo MeHbineld wmepe 95%
MOHOKPUCTAJUTMYECKYIO (POPMY MJIM Ha O MeHbLIeH Mepe 99% MOHOKPHCTAILTHUECKYIO (hopMy
IO BECY.

[0085] B opHOM acmekTe COEAUMHEHHUs, ONUCAaHHbIE B JAaHHOM JOKYMEHTE,
XapaKTEePU3YIOTCS XUMUUECKOM YUCTOTOM, COCTaBIIAIOIIEH 0 MeHbLIel Mepe 60%, 1o MeHbLIen
mepe 70%, no menbiueii mepe 80%, no meHbiueit mepe 90%, no meHbiueit Mmepe 95% wunu no
MeHblIel Mepe 99% 1o Becy.

[0086] B ogHOM acmekTe COeAMHEHMs], ONMCAHHbIE B JAHHOM JIOKyMEHTE, MO CYTU He
comepxat aMopdHbIX Gopm, T. €. mpucyrcrByer meHee 10% amopdHoit Gopmbl, Hampumep,
npucyTCTByeT MeHee 5%, meHee 3%, menee 2% wu meHee 1% amopdHOU GopmbL

[0087] Takske mpencTaBieHbl CIOCOOBI MOJYYEHHS PACKPBITBIX KPUCTAIMYECKUX |
amopdHbIX PHopM.

[0088] B onmHOM acmekTe B JaHHOM JOKYMEHTE MpPENCTaBlieH crocod oOpa3oBaHMs
KPUCTAJLUTMUECKOH (OpMBI A, TPU 3TOM CIIOCOO MPEAyCMATPUBAET OCYIIECTBICHHE PEaKIUH

coenuuenus 1:

@);
¢ H,SO4 B ciupToBoM pactBope. B ogHOM acnekTe MONISIpHOE COOTHOLIEHUE COSTUHEHUS

dopmynsr 1 u HoSO4 cocraBnsier npubnusutensHo 2:1. B apyrom acnekre criupToBoii pacTBOp

JOMOJHUTENIBHO COAEPKUT BoAy. B ogHOM acmekrte cnoco® o0pa3oBaHUsl KPUCTAIMYECKOH
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¢dbopMbl A, OMCAaHHOHN BBIIIE, TOTOJIHUTENBHO MPEIYCMATPUBAET CTAIUIO - KOTOPYIO MPOBOIST
nocie ocymectsieHust peakuuu ¢ HpSO4 - mobaBneHus 1OCTaTOYHOrO KOJHUYECTBA BOIBI C
ocakJieHNeM KpucTtaundeckoi opmbl. B oqHOM acnekTe ciupT npencrasiseT coO0H MeTaHOIM
WIM 5TaHoJd. B japyroMm acmekre pacTBOp ONOJNHUTENBHO COAEPKUT apOMaTHYECKUIN
pacTBopuTenb. B ipyrom acnekre apoMaTHUECKU pPAaCTBOPUTEIb MPEACTAaBIISET COOOH TOIYOII.

[0089] B omHOM anbTepHATMBHOM BapHaHTE KPUCTAJUIMYECKYIO (GopMmy A moay4aroT
nyTeM ocyluecTBieHusi peakuuu coeaunenus 1 ¢ HoSO4 B pacTtBOpe, comepikaineM aleToH U
Boay. B ogHOM acrniekTe pacTBOp mpencTasisieT codoi cMech aneToH:Boaa (9:1/06.:00.).

[0090] Takxke mpencraBieH crnocod oOpa3oBaHUsI TeMUCYJb(ATHONH CONM COETUHEHUS,

XapaKkTepU3yIoIencs: popmyIioii:

5

Opd 3TOM Croco0 TpPeayCcMaTpHBAaeT OCYLIECTBICHHE pPEAKUUH OTJIIMYHOTO OT
KPHUCTAJTMUECKOTO CBOOOJHOTO OCHOBAHMSI COENMHEHHsI | ¢ pacTBOPOM CEpHOH KHCIOTHI B
EtOAc. B opHOM acmekte KOHLEHTpamusi cepHor kuciaorel B EtOAc cocraBisier oOT
npubnusutensHo 15 Bec. % no mpubmusurensHo 30 Bec. %. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHsI KOHLIEHTpaLust cepHor kucioTel B EtOAc cocrasiser npuOnusurensHo 24 Bec.
%.

[0091] B onHOM anbTepHATHBHOM BapUaHTE TeMUCYJIb(ATHYIO COJb MOIYYAOT IMyTEM
ocywecTBieHus peakunu coegqunenus 1 ¢ HoSO4 B pacTBOpe, coneprkaliieM BOAY U CIIUPT, TAKOU
xak MeOH wnnu EtOH.

[0092] Taxke mpencraBieH crnocod oOpazoBaHusi amopdHON GopMbI reMuUCyTbpaTHOM

COJIM COeTUHEHUsT POPMYJIBL:

«1/2 H,S0,

;
IpU 3TOM CHOCO0 MpeayCcMaTpUBAaeT OCYIIECTBICHHWE KpucTaum3anuu (Gopmbr A

reMHUCYJIb()aTHOMN COJTM COENMHEHUSI, XapaKTePU3YIOIEeNcs: (POpMY IO

N/

«1/2 H,S0,

k4

nyreM Bbimapusanuss u3 MeOH. B kaudectBe anbrepHaTHBBl, amopdHyr (opmy

FGMHCYJ'II:(I)&THOFI COJIn MOXKHO MOJIY4YUTDb nyrem OCYHIECTBIICHUA Kpucrajuim3anuu
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KpucTaymnueckon ¢opmbl A remucynbdatHoit comu u3 THF. B oxgHOoM acnekre
KPHUCTAJTU3ALHMIO BbITApUBaHHEM poBoAsT B MeTanose min THF npu npubnusurensro 50°C.

Komnosuuuu u BBeeHNE

[0093] B naHHOM JOKYMEHTE IIpeACTaBlieHbl (hapMalleBTHUECKHUE KOMIIO3ULIUH,
comepkalie OAHy WM Oojee  PacKpbIThIX  KpUCTALIMYeCKUX (GopM  (Hampumep,
KPHUCTAJUTNYECKYIO GOopMy A) MM PacKpBITYIO aMOopdHYy0 GopMy BMecTe ¢ (papMaLeBTHIECKH
npuemieMblM HocureneM. KonndecTBo KpuUCTauIMUecKoH wiu  amMopdHOi  (opmel B
NPEACTABJICHHON KOMITO3MLIMU SIBJSIETCS. TaKUM, YTOOBI OHO SBJISIOCH 3(QeKTHBHBIM ISt
monyssinuu PKR Ha usmepsieMoM ypoBHE y CyObeKTa.

[0094] dapmaneBTHYECKHE KOMIIO3ULIMM, ONHUCAHHBIE B JAHHOM IOKYMEHTE, MOXKHO
MOJIydaTh € TMOMOIINBIO JIFOOOro crnocoba, M3BECTHOrO U3 objacTu (papMakojoruu. B menmom,
Takue CrnocoObl TMOYYEHUs] BKIFOYAIOT CTAJAMU TNPHUBEOCHHS ONHOH Win 0ojiee pPacKpPbIThIX
KpUcTaTuecKkux (opM (Hampumep, KpHCTAIHMYeCKOH (GopmMbl A) B KOHTAaKT C HOCHUTENEM
W/wi ogHMM WM Oonee JAPYrMMH BCIOMOTATENbHBIMH HHIPEAHEHTAMH, a 3aTeM, €CIH
HEOOXOIMMO H/WJIH JKeNaTeNbHO, (POPMOBAHUS W/WIIM YIIAKOBBIBAHUS MPOAYKTA B HEOOXOAMMBIIA
KOHTEHHEp IJIs1 ONHON UJIN HECKOJIBbKUX A03.

[0095] dapmaneBTHUECKH IpUEMJIEMble HOCUTENH, NPUMEHSIEMble B W3TOTOBIEHUU
NPEACTABJICHHBIX (apMaLEBTHUECKUX KOMITO3MIMH, BKIIOYAOT WHEPTHBIE pa30aBUTENH,
IUCTIEPTUPYIOIHE CPENCTBA W/HMIN CPEACTBA IJIsl IPaHYJIMPOBAHUS, MOBEPXHOCTHO-AKTHUBHBIE
CPeACTBAa W/WIJIA SMYJIbIaTOPBI, PA3pPBIXJIUTENH, CBA3YIOIINE, KOHCEPBAHTHI, Oy(depHbIe CpencTBa,
cMaspIBarOIMe cpeacTtsa w/minu macna. Hocurenn, Takue Kak Macio Kakao M BOCKH IS
CYNIMO3UTOPUEB, Kpacsllhe CPeACTBA, CPEACTBA AJi1 HAHECEHUs IOKPBITUS, MOACIACTUTENH,
apoOMaTH3aTOPbl M APOMATH3UPYIOLIUE CPEACTBA, TAKKE MOT'YT IPUCYTCTBOBATH B KOMITO3ULIMH.

[0096] UnmrocTpaTuBHBIE pa30aBUTENH BKIFOUAIOT KapOOHAT KaJbIys, KapOOHAT HATPUS,
dochar xanbuus, Gocdar nukambUMs, Cyab(aT KaJdblus, ABy3aMeIleHHbIH ¢ochaT KanbLus,
docdar HaTpus, TAKTO3Y, Caxapo3y, LEJUIFOJI03Y, MUKPOKPUCTAJUTHUECKYIO LEJUTIOJIO03Y, KAOJUH,
MaHHHUT, COPOMT, MHO3UT, XJIOPHUI HATPHs, CYXOH Kpaxmaj, KyKYpPy3HbIH KpaxMaj, CaxapHYHO
NyApPY YU UX CMECH.

[0097] WnmrocTpaTUBHBIE CpPENCTBA IJisi TPAHYJIMPOBAHUS W/WIIM JUCTIEPTUPYIOLIHE
CPEACTBa BKJIFOYAIOT KapTO(ENbHBIH KpaxMmal, KYKYPY3HbIH Kpaxmaj, MAaHHMOKOBBIA KpaxMall,
KPaxXMAJITJIUKOJIAT HATPUs, TJIHMHBI, AJbIHHOBYIO KHCIOTY, T'YapOBYIO KaMelb, LUTPYCOBYIO
NyJbIly, arap, OEHTOHUT, LEJUTFOJIO3y M MPOAYKTHI HA OCHOBE JIPEBECHUHBI, MPHPOIHYIO T'yOKY,
KaTHOHOOOMEHHBIE CMOJIbI, KapOOHAT KaibLiUs, CHJIMKAThI, KapOOHAT HATPHsL, CIOUTHIH
NOJTU( BUHIIITUPPOIUAOH) (KPOCIIOBUIOH), KapOOKCUMETHUIIKpaxMasl HaTpusi (KPaXMaTJIUKOJIST
HATpUsi), KapOOKCHMETWIILEIUIIONIO3Y, CIIUTYI0 KapOOKCHMETHIIIEIUTION03Y (KPOCKapMEIIo3y)
HATPUs,  METHILEIUIIONIO3Yy,  NPEeKeNaTHHU3UPOBaHHbI  kpaxman  (kpaxman  1500),
MUKPOKPHCTAIITHYECKHUI Kpaxmad, HEPaCTBOPHUMBII B BOJIE Kpaxmal,
KapOOKCHMETWIILIEIUTIONO3y Kajblvs, alfoMocwidkaT Marausa (Veegum), naypuicyiabdar
HATPUsl, COEMHEHUS YeTBEPTUYHOTO AMMOHUS U UX CMECH.

[0098] HmocTpaTUBHBIE TOBEPXHOCTHO-AKTUBHBIE CPEACTBA W/HIIKM 3MYJIbIaTOPhI
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BKJIFOYAIOT TPUPOAHBIE 3MYJIBraTopsl (Hanpumep, apaBUNHCKYIO KaMedb, arap, ajlblHHOBYIO
KHUCJIOTY, ajlbTUHAT HATPUs, TPArakaHT, KappareH, XOJECTePHH, KCAHTaH, NMEKTHH, JKEJaTHH,
SIUYHBIN JKENTOK, Ka3€HH, MIEPCTSHOM KHUP, XOJECTEPUH, BOCK U JICLIUTHH), KOJJIOUAHbIE TJIMHbBI
(nanpumep, OeHTOHUT (CUJIMKAT amoOMUHMA) Hu  Veegum (aTIOMOCHIMKAT —MAarHus)),
NPOM3BOJIHBIE JJTMHHOLIETIOYEYHBIX aMHHOKHUCIIOT, BBICOKOMOJIEKYJIAPHBIE CIIUPTHI (Hanpumep,
CTE€apPUWJIOBBII CIIUPT, LETHJIOBBIN CIUPT, OJIEMJIOBBIN CIUPT, TPUALETHHMOHOCTEAPAT, AUCTeapaT
STUJIEHTJIMKOJIS, TIMLEPUIMOHOCTEapaT M MOHOCTeapaT MPOMUJIEHIVIUKOIS, MOJMBUHUIOBBINA
CIHPT), KapOomepsl (Hanpumep, KapOOKCUTIOJMMETHIIEH, TIOJMAKPHIIOBYIO KUCIIOTY, TTOJUMEP Ha
OCHOBE AaKPWJIOBOM KHCJIOTHI U KapOOKCHUBHHWJIOBBIA TOJHMMEp), KappareHaH, MPOU3BOIHbBIC
LEJUTIONIO3bI (Hanpumep, KapOOKCHMETHILEIUIFOJI03y HATPUsi, MOPOLIKOOOPAa3HYIO IMEJUTIOJIO3Y,
THIPOKCUMETHIILIEIUTIOJIO3Y, THAPOKCHITPOMIIILEIIIIONO03Y, THAPOKCHIIPOIHIMETUIILEIUTIONIO3Y,
METHJILEJUTIONIO3Y),  CJIOXKHbIe 3(upel  copOuTaHa W JKUPHBIX  KUCIOT  (Hampumep,
nonuokcuaTHieHcopoburanmonosaypar (Tween 20), monmokcusTminencopburan (Tween 60),
nojuokcusTUiIeHcopouranmonoonear (Tween 80), copOutanmononmamemurar (Span 40),
copbutanmoHocTeapar (Span 60), copburantpucreapar (Span 65), TIHLIEPUIMOHOOJEAT,
copbutaamoHoonear (Span  80)), crnoxkHbIe 3QUPHI  MONHOKCHSTWIEHA (Hanpumep,
NOJHOKCHUAITUIICHMOHOCTeapaT (Myrj 45), TOJMOKCHATHIIEH-THIPOTEHU3NPOBAHHOE KaCTOPOBOE
Maclio, TOJMITOKCUIMPOBAHHOE KAacTOPOBOE MAcCioO, MOJHMOKCHMETHIeHcTeapaT u  Solutol),
CJIO’KHBIE 3(PUPBI Caxapo3bl U SKUPHBIX KUCIIOT, CIOKHBIE 3(UPBI MOTUITUIICHTIUKOIIS M KUPHBIX
kucnotr  (wanpumep, Cremophor™), mnpocTele >QUpPbl TOJIMOKCUITUIICHA, (Hanpumep,
NOJMOKCUATUIICHNIAypUJIOBbI ~ mpocToit  3dgup  (Brij  30)), nonu(BUHUINUPPOIHIOH),
IVSTUIIEHTTUKOJIbBMOHOJIAY PAT, OJieaT TPUITAHOJIAMUHA, OJIeaT HaTPHsl, OJleaT Kajusl, STUJIOJeaT,
OJIEMHOBYIO KHUCIJIOTY, 3TWUIaypat, Jaypuicyiabdar Harpus, Pluronic F-68, Poloxamer-188,
OpoMHI LIETPUMOHWUSI, XJIOPUA LETUIITUPUANHIS, XJIOpUA OSH3aJIKOHHS, TOKY3aT HATPUs W/Win
UX CMECH.

[0099] HMnnrocTpaTHBHBIE CBSI3YIOIIUE BKIIOYAIOT KpaxMman (Hanpumep, KyKypy3HbIH
KpaxMmajl W KpaxXMajibHbIM KJIEWCTep), KeNaTwH, caxapa (Hanpumep, caxapos3y, TJIHOKO3Y,
IEKCTPO3y, AEKCTPUH, BUABI MEJNACChI, JIAKTO3Y, JAKTHT, MAHHHUT # M. O.), TPUPOIAHBIE H
CHUHTETHUYECKHE KaMmenu (Hanpumep, apaBUICKYH0 KaMmelb, aJbIHHAT HATPHS, 3KCTPAKT
UPJAHICKOTO MXa, KaMeIOb KAacCHHM, KaMelb TIXaTTH, CJIU3b MIeJIyXH IOJAOPOKHHUKA,
KapOOKCHMETHIILEIUTION03Y, METWILEIITION03Y, JSTHILEIUII0N03Y, THUAPOKCHUITHIIEIUIIOJIO3Y,
THIPOKCUIIPONMILEIUTION03Y,  THAPOKCHIPONMIMETHILEIUTION03Y, MHKPOKPUCTAILTHUECKYIO
LEJUTIOJIO3Y, AleTHIILEIUTIONI03Y, TOMH(BUHIIMMUPPOIUIOH), aTFOMOCHIMKAT Maraus (Veegum) u
apaOWHOTaNaKTaH JIMCTBEHHHUIIbI), QJbIHHATBHI, TOJMITHIEHOKCHI, IOJU3TUJICHIJIUKOIIb,
HEOPraHMYECKUE COJIM KaJbIHsl, KPEMHEBYIO KHUCJIOTY, TOJIMMETaKPUJIAThI, BOCKH, BOAY, CIIUPT
W/WTH X CMECH.

[00100] HnmoctpaTuBHbIe KOHCEPBAaHTEI BKJIFOUAIOT AHTUOKCHUJAHTHI,
XeNaTooOpasyroIe CpPencTBa, IMPOTUBOMUKPOOHBIE KOHCEPBAHTHI, IPOTHBOTPHOKOBBIE
KOHCEPBAHTBI, CIIUPTOBBIE KOHCEPBAHTHI, KUCJIOTHbIE KOHCEPBAHTHI M APYrHe KOHCEPBaHTHL. B

OMNPEACIICHHBIX BaApHUaHTAX OCYLICCTBIICHUA KOHCCPBAHT MPCACTABIIACT coboit aHTUOKCHUIAHT. B
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APYyTrUX BapHaHTax OCYILIECTBIEHUsS KOHCEPBAHT NPEACTABIsieT COOON XenarooOpasyroiee
CPEACTBO.

[00101]  MmmocTpaTwBHBIE ~ aHTHOKCHUAAHTBI  BKJIIOHAIOT  aliba-Tokodepou,
acKOpOMHOBYIO ~ KHCJIOTY,  acKOpOWJInanbMHUTaT,  OyTUIMPOBAHHBIM  THIAPOKCHAHHU3OIL,
OyTHJIMPOBAHHBIN THIPOKCUTONYOJ, MOHOTHOTJIULIEPUH, METAOUCYIb(UT Kajus, IPOIUOHOBYIO
KHCIIOTY, NMPONMWIrajulaT, ackopbat Harpus, OuCyab(puUT HaTpus, MeTabucyiabpuT HATpus H
CyNb(pUT HATPHSL.

[00102] HNnmrocTpaTuBHbIE xeJaToo0pas3yrolime cpeacTaa BKJIFOYAIOT
sTuneHauamMuHTeTpaykcycHyro kuciaoty (EDTA) u ee comum u rupparsl (nHanpumep, >neTat
HATPUs, dAETAT JUHATPHS, HETAT TPUHATPUS, SETAT KaJIbLUs-IHHATPUS, SETAT AUKAIHS H T.
I.), JUMOHHYIO KHUCJIOTY U €€ COJH W TUApaThl (Hanpumep, MOHOTHIPAT JUMOHHOH KHUCIIOTBI),
(yMapoByr0 KHUCJIOTY M €€ COJM M TUAPATHI, SOJIOUHYIO KHCJIOTY U €€ COJIM U TUAPATHI,
dochopHyrO KHCIOTY M €€ COJNM M TUAPATBl U BHHHYKO KHCJIOTY U €€ COJNM U THIPATHL
HnmocTpaTHBHBIE TPOTHBOMUKPOOHBIE KOHCEPBAHTHI BKIIIOYAIOT XJIOPUA OSH3AIKOHUS, XIJIOPH
OeHzeroHMsi, OEH3WJIOBBIH CHHPT, OpPOHOMON, LETPUMHJI, XJOPUA  LETHIMHPUANHUS,
XJIOPTeKCHIUH, XJIOPOYTaHOJ, XJIOPKPE3OJ, XJOPOKCHJICHOJN, KpPe30J, JTHJIOBBIH CIHPT,
TIULEPUH, TEeKCITHIUH, UMHIOMOYEBUHY, (PEeHON, (PEeHOKCHITAHON, (HEHWISTHIIOBBIN CIHPT,
HUTpAT (EHWIPTYTH, TPONUIICHIJIUNKOJb U THOMEPCAT.

[00103] MnnmrocTpaTUBHBIE TPOTUBOTPHOKOBBIE KOHCEPBAHTBI BKIKOYAIOT OyTHimapadeH,
MetmimnapadeH, stwimnapaben, nponwimapabeH, OEH30HHYI0 KHCIIOTY, TUIAPOKCHOEH30HHYIO
KHUCJIOTY, OeH30aT Kaimusi, copOaT kanus, OEH30aT HATPHs, NMPOMHOHAT HATPHUSI U COPOUHOBYIO
KUCJIOTY.

[00104] MHnmocTpaTuBHBIE  CHUPTOBbIE  KOHCEPBAHTBI  BKJIKYAIOT  3TaHOI,
NOJIMATUJICHTJINKONb,  (eHOJ,  (QeHOJbHbIE  CoenuHeHus, OucdeHos,  XJopOyTaHOJ,
T'HAPOKCUOEH30aT U (hEHUIIDI THIIOBBIH CITUPT.

[00105] UnmocTpaTUBHBIE KHUCIOTHBIE KOHCEPBAHTHI BKJIIOUAIOT BUTAMHH A, BUTaMHH
C, Buramun E, Oera-kapoTWH, JIMMOHHYIO KHUCJIOTY, YKCYCHYIO KHCJIOTY, AETHAPOYKCYCHYIO
KHCJIOTY, aCKOPOUHOBYIO KHCJIOTY, COPOMHOBYIO KHUCIIOTY U (PUTHHOBYIO KHUCJIOTY.

[00106] dpyrue KOHCEpBaHTHI BKIIIOUAIOT TOKO(epos1, Tokodepona anerar, AeTepoKkcruma
Me3WiaT, LeTpuMHn, OyTwimpoBaHHbIH  ruapokcuanuzon (BHA),  OyrunupoBaHHBIH
runpokcuronyon (BHT), stunennuamus, naypuncyibsdar Hatpus (SLS), maypumdupcynbdar
Hatpusi (SLES), 6ucynbdur Hatpus, MmeraOucynbpur HaTpus, CyinbPUT Kanus, MeTabucyIbpuT
kamusi, Glydant Plus, Phenonip, merunmnapaben, Germall 115, Germaben II, Neolone, Kathon u
Euxyl.

[00107] WnmroctpatuBHble OydepHbIE CpPENCcTBAa BKIIIOUAIOT LUTpaTHble OydepHble
pacTBOphL, aneratHoie OydepHble pacTBOpbL, (ocdarHbie OydepHble pacTBOPBI, XJIOPHI
aMMOHUsI, KapOOHAT KaNbLUsl, XJIOPWUZA KaJbLUs, LHUTPAT KaJbLMs, TJIOOMOHAT KaJbLHs,
TJIFOLENTAT KaJbIMs, TIIIOKOHAT KajblMs, D-TIIFOKOHOBYIO KHUCIOTY, rimnepodocdar Kaibuus,
JAaKTaT KaJbLUs, TMPOMAHOBYIO KHCJIOTY, JIEBYJMHAT KaJbLUs, TEHTAHOBYIO KHCIIOTY,

IBYXOCHOBHBIN (ocdar kampiusi, (HOCHOpHYIO KUCIOTY, TPEXOCHOBHBINH (ochar KaibLus,
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rugpokcudocdaT KanbLus, alueTaT Kajlus, XJIOPH KaJus, IIIOKOHAT KaJIusi, CMECH COJIEH KaJIusi,
IBYXOCHOBHBIN (ocat kanusi, OmHOOCHOBHBIN (ocdar kanus, cMecu Gocharos Kamus, anerart
HaTpusi, OukapOOHAT HATPUs, XJIOPUJ HATPHs, LUTPAT HATPHSI, JIAKTAT HATPHUS, ABYXOCHOBHBIN
dochar HaTpHsL, OMHOOCHOBHBIH (ocdar Hartpus, cmecu (ocdaToB HATpPUs, TPOMETAMUH,
TUIPOKCHJ MAarHus, THAPOKCHI aJIOMHHMs, aJbI'MHOBYIO KHUCIJOTY, AalMpOTE€HHYIO BOAY,
W30TOHUYECKUI COJIEBON PacTBOp, pacTBOp PUHIrepa, 3TUIOBBIN CIUPT U UX CMECH.

[00108] MnmocTpaTUBHBIE CMa3bIBAIOLINE CPEACTBA BKIIOYAIOT CTE€ApaT MarHus, creapar
KaJbLMs, CTEAPUHOBYIO KHCJIOTY, IUOKCUZI KPEMHHUsS, TajbK, COJIOA, TJIMLEpUIOereHar,
THIPOT€HU3UPOBAHHBIE PACTUTENIbHBIC MAacia, MOJIMATHIIEHTIMKOIb, OSH30aT HATpHs, aleraT
HATPUs, XJIOPUA HATpUs, JICHIWH, JaypwicyibdaT MarHus, Jaypuicyibdar HaTpus,
creapmwipymMapat HATPHSL U UX CMECH.

[00109] UnmrocTpaTuBHBIE MPUPOAHBIE Macla BKIHOYAIOT MHUHIAIBHOE MAacjo, Maclio
aOpUKOCOBBIX KOCTOYEK, aBOKazo, Oabaccy, Oepramora, CeMsIH YepHOH CMOPOIMHBI, OI'yPEYHOM
TPaBbl, MOXKKEBEJIbHUKA, POMAIIKH, KAHOJBI, TMHHA OOBIKHOBEHHOI'O, KapHayObl, KaCTOpPOBOE
MAaclio, Macjo KOPHIBL, Maclo Kakao, KOKOCOBOE MAcjo, MAaclio NMEeUeHH TPECKH, KodelHoe,
KYKypy3HO€ Macjo, Macli0 CeMsIH XJIOMUaTHUKA, SKUP 5MY, MAacjO 3BKAJMNTA, HPUMYJIbI
BEUEpHEW, pBIOMI JKUp, MAacjiO CEeMsiH JIbHA, T€PaHHW, THIKBBI, CEMsH BHUHOTPAAa, JICHIMHBI
OOBIKHOBEHHOH, HCCOMa, W30MPONMUIMHPHCTAT, MAacjo >KO0X00a, IUIOAOB CBEYHOIO JepeBa,
JaBaHIMHA, JIABAaHABI, JIUMOHA, JUTHEH KyOeba, opexa MakagaMu{, MaJbBbl, CEMSH MAaHIO,
CeMsIH NEHHHKA JIyTOBOIO, JKHUP HOPKH, MAcjl0 MYCKAaTHOTO Opexa, OJMBKOBOE Macijo, Macio
amiesIbCHHA, XUP ATJIAHTHYECKOrO OOJBIIEroJIoBa, MajbMOBOE, MAJbMOSIPOBOE MACJIO, MAcio
MEPCUKOBBIX KOCTOYEK, apaxMCOBOE MAC]IO, MAacllO CEMSIH MaKa, CEMsIH ThIKBbI, PAalICOBOE MAacIIo,
MacJI0 PUCOBBIX OTpyOei, po3mapuHa, caguopoBoe Macjo, Macjio CaHAAJIOBOIO AEPeBa, MACIO
KaMeJIMM CacaHkBa, Macio 4alepa, OOJNeNMMXHM KPYLUIMHOBHIAHOH, KYH)KYTHO€ MAacjo, Macjo
JepeBa 11, CWINKOHOBOE, COEBOE, MOICOIHEYHOE MACJIO, MacyIO YaiiHOrO JepeBa, YepTOIoIoXa,
KaMeJINH, BETUBEPTUU, IPELIKOr0 Opexa M Maclio U3 3apopbllieil mimeHulsl. MnmocTpaTuBHbIe
CHHTETHUYECKHE Macjia BKJIIOYAIOT 0e3 orpaHuyeHust OyTUJICTeapaT, TPUIVIMLEPU I KarpHIOBOM
KHUCJIOTBI, TPUTJHLEPH] KAPHUHOBOW KHCJOTHI, LUKJIOMETHKOH, AMATHICE0Anar, JUMETHKOH
360, W30OMPONMUIMUPHUCTAT, MUHEPAJTbHOE MAaCJO, OKTHJIJOACKAHON, OJICUJIOBBIM CITHPT,
CHUJINKOHOBO€ MacJiO U UX CMECH.

[00110] Komno3uiuu, onucaHHble B JAHHOM JOKYMEHTE, MOXKHO BBOAHUTH MEPOPATBHO,
NapeHTepalbHO, C TIOMOINBIO CIpes [ WHralsAlU{, MECTHO, pEeKTaJbHO, Ha3allbHO,
TPaHCOYKKaJIbHO, TPAHCMYKO3aJbHO MM B BHIE O(PTAIBMOJOIHYECKOro mpemnapara. TepMuH
«TapeHTepajbHbIi» TIpPU HCIOJIb30BAHUU B JIAHHOM JOKYMEHTE BKIIIOYA€T METOAUKHU
MOAKOKHOW, BHYTPUBEHHON, BHYTPUMBIIIEYHOH, BHYTPHUCYCTABHOM, WHTPACUHOBUAJIBHOM,
BHYTPUIPYIUHHON, UHTPATEKAIbHON, BHYTPUIIEYEHOUYHON, BHYTPHOYAarOBON U BHYTPUUYEPETHOU
uHbEeKIMN Ui nHQY3un. B ogHOM acniekre gpapManeBTHUECKHE KOMITO3ULUH, TIPEICTaBICHHBIE
B JAHHOM JIOKYMEHTE, BBOZSAT IMEpPOpalbHO B IPUEMJIEMON A NEepOpajbHOrO NPUMEHEHMs
JEKapCTBEHHOHN (opMe, BKIOHaOImel Oe3 OrpaHHuYeHHs! KarcyJibl, TaOJNETKH, SMYJIbCUU H

BOJIHBIE CYCHEH3UH, IUCIIEPCUM U pacTBOpel. B ciydae Talnerok ans mepopajbHOro
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NPUMEHEHUs1 OOBIYHO TMPUMEHSEMble HOCHUTENN BKJIIOYAIOT JIAKTO3Y M KYKYPY3HBIH Kpaxmal.
Taxke, kak npaBuiio, HOOABISIOT CMa3bIBAIOINNE CPEACTBA, TaKHe Kak creapar MarHus. [l
NepOpaNbHOTO BBEECHUS B (OpMe KarCyjbl NMPUTOAHbIE pa30aBUTENHM BKJIOYAKOT JIAKTO3Y U
CyXOH KyKypy3HbIH kpaxmai. Eciau BogHBIE CyCIIEH3UM W/WIM 3MYJBCHH BBOIST NMEPOPAIBHO,
AKTHBHBI HWHIPEMEHT MOXeT ObITb CYNEHOUPOBAH WM PAcTBOPEH B MacisiHON (ase,
OOBEAMHEHHOW € OSMyJbIUPYIOIIUMHM W/WIM  CYCHEHAUPYIOIIUMH  cpeacTtBamu. Ilpu
HEOOXOAMMOCTH ~ MOXKHO  A00aBISITH  ONpeAeNieHHble  IMOJACIAIIMBAIOLINE, n/unm
apOMAaTU3UPYIOIINE, H/UJTH KPaCsIIUe CPENCTBRA.

[00111] KonuyecTBO MpPeACTABICHHOH KPUCTAUTMUECKOH WM aMOophHOU (GOpMBI,
KOTOpOe MOXHO OOBENUHSTh C MAaTepUaTaAMU-HOCUTENISIMH C TIOJYYeHHEM KOMIIO3UIUH B
€IMHUYHON JIEKapCTBEHHOH (opme, Oymer HU3MEHSAThCS B 3aBUCUMOCTH OT CYOBEKTa,
MOJUIEXKAIIETO JIEYCHUIO, U KOHKPETHOTO pekuMa BBeleHus. Hampumep, KOHKpeTHas 1o3a |
cxeMa JieueHHusl Il JEoOOro KOHKpPETHOro cyOwekta Oyner 3aBHCETh OT psiga (aKTOpOB,
BKJIFOYAIOILIIMX BO3PACT, BEC Teya, oOlIee COCTOSTHHE 30POBbs, TOJ, AHETY, BPEMsl BBEICHUS,
CKOPOCTb 3KCKPEIMH, KOMOWHAIMIO JIGKAPCTBEHHBIX CPEACTB, PELIEHHE JIeUallero Bpada H
TSDKECTh KOHKPETHOTrO 3a00JeBaHusl, MOAJIeKAINero JedeHno. KonmudecTBo mpencTaBleHHON
KPUCTANTMUECKOH (OpPMBbI B KOMIIO3MLIMH Takke OyAeT 3aBUCETb OT KOHKPETHOH (HOpMBI
(mampumep, ¢opmel A, B, C, D, E, F, G, H, I wimm J) B xomnosunun. B omHOM acmekre
NPEACTaBJICHHAS KOMIIO3MIMS MOXET OBITh COCTaBJI€HAa TAaKUM O0pa3oM, 4YTOObI CyOBEKTY,
NOJyYaKoLeMy JaHHblE KOMIIO3MLIUK, MOXKHO OBUIO BBOAMTH 03y, OSKBHUBAJIEHTHYIO OT
npubnusutensHo 0,001 no mpubOmmsurensHo 100 MI/Kr Maccel Tena/CyTKH COenuHEHHs |
(marmpumep, ot npubausurensHo 0,5 no npubnusutensHo 100 mr/kr coenunenus 1). B xauectse
aNbTEPHATHBBI, TAK)XXe SIBJISIOTCS NPUEMJIEMbIMU N103bl, SKBUBaJieHTHbIe OT 1 mr/kr go 1000
mr/kr coenuHeHust | kaxnabie 4-120 vacos. Ilpu MCnonab30BaHMM B JAAHHOM JOKYMEHTE 1032
O3Ha4aeT KOJIMYECTBO COEJUHEHHUs | B KOHKpPETHOH Kpucrayumdeckoi ¢opme. Kommdectso
KOHKPETHOH KPHCTaJTMUeCKOU (popMbl OyIeT pacCUUTAHO HA OCHOBE SKBHBAJIEHTHOCTH (popme
CBOOOJTHOTO OCHOBAHUSI COETUHEHUSI 1.

[00112] B omHOM acriekTe pacKpbiTasi KpHcTajuindeckas (Hampumep, KPUCTALTHIeCKast
dbopma A) wiu amopdras (opma coCTaBieHa Uil BBEAEHUsS B J103€, SKBUBAJIEHTHOW OT
npuOIU3NTENBEHO 2 Mr 10 ipubm3uTenpHO 3000 Mr coenunenust 1. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHsI 71034 TMPENCTaBisieT CoOOH 03y Ui MEepopajbHOro NpUMeHeHus. B
ONpENEeNeHHbIX BapHAHTaX OCYLIECTBIICHHWS pPaCKphITas KpUCTAUIMYeCcKass (Hampumep,
Kpuctaynueckass gopma A) wmm amopdHast ¢opMa COCTaBlieHa KaK SKBHBAJEHTHAs OT
npubIU3NTENBEHO 2 Mr 10 ipubmsuTensHo 3000 Mr coennbenus 1. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHsI PACKPbITAsl KPHUCTAIMUYECKas (Hampumep, Kpucramimdeckass Gopma A) wnmm
amopdHuas popma cocTaBieHa KaK YKBUBAJICHTHAS OT MPHUOJIU3UTENBHO 5 MT 10 MPUOIU3UTEIBHO
350 wMr coemnunenus 1. B omnpeneneHHBIX BapuaHTaX OCYLIECTBJIEHMS PaCKpbITas
KpUCTAJUTHUECKast (HarmpuMep, Kpuctawimueckas ¢opma A) wim amopdHas Gopma cocTaBiieHa
KaK 3KBHUBAJIEHTHAsl OT NMPUONU3UTENBHO 5 Mr ao npubnusutenpHo 200 mr coempunenus 1. B

OMpPEACIICHHBIX BapHuaHTax OCYLICCTBJICHUA  pPAaCKpbITast  KpUCTAJJIMYECKas (Haan/IMep,
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Kpucrajmmueckass ¢gopma A) wunm amopdHast ¢(opma cocraBieHa KaK SKBHBAJEHTHAs OT
npubnu3uTensHO S Mr 1o npudnusutensHo 100 Mr coennHenust 1. B onpeneneHHbIXx BapuaHTax
OCYILECTBIICHHsI PACKpbITasl KpHUCTANIM4YecKas (Hampumep, Kpucramiandeckas ¢opma A) wnmm
amopdHasi Gopma COCTaBjIeHA KaK SKBHBAJICHTHAs MPUOMU3UTENBHO 5 Mr coeauHeHus 1. B
ONpENENeHHbIX ~BapHAHTaxX OCYLIECTBJIEHMs pPacCKphiTas KpUCTaM4eckas (Hampumep,
Kpuctajuimueckast ¢opma A) wim  amopdHas ¢GopMa COCTaBIeHA KaK OSKBHBAJICHTHAsS
npubmmsutensHo 10 Mr coennnenus 1. B onpeneneHHbIX BapHaHTaxX OCYLIECTBICHHS PACKPHITAS
KpUCTAJTMUECKast (HarmpuMep, Kpuctainueckas ¢opma A) wim amopdHasi Gopma cocTaBiieHa
KaK DKBUBAJICHTHas NPHONMM3UTENIbHO 15 Mr coemuHenuss 1. B ompeneneHHBIX BapuaHTax
OCYIIECTBIIEHHs] PACKpbITAs KPHUCTAIMUecKasi (Hampumep, Kpucrauinueckas gopma A) wim
amop¢Hasi ¢opMa COCTaBJIeHA KaK SKBHBaJIEHTHass mpuOmuzutenbHo 20 mr coemuHeHus 1. B
OTpeieNIeHHbIX BapuaHTax - 25 Mr. B ompeneneHHbIX BapuaHTax OCYIIECTBIIEHHUS PaCKpbITast
KpUCTAJUTHUECKast (Harmpumep, Kpuctaminueckas ¢opma A) wim amopdHas Gopma cocTaBiieHa
KaK SKBUBAJICHTHas mnpuoOmmsurenbHo 30 Mr coemuHeHuss |. B ompeneneHHBIX BapHaHTax
OCYIIECTBIIEHHSI PACKPBITAsl KPHUCTAIMUYECKass (Hampumep, Kpucramindeckas Gopma A) wimm
amopdHasi ¢opMa COCTaBJIeHA KaK SKBHBaJIEHTHass mpuOmu3utensHo 40 mr coemuHeHus 1. B
ONpENEeNeHHBbIX BAaPHAHTAX OCYINECTBJIEHHUs] PACKpbITas KpHUCTAJIMYECcKass (Hampumep,
Kpucraymueckass ¢opma A) win amopdras ¢Gopma CcocTaBieHa Kak 3KBHUBAJICHTHAs
npuOIM3UTENbHO 45 Mr coenuHeHus 1. B onpeneneHHbIX BapuaHTax OCYINEeCTBICHHS PACKPBITAs
KpUCTAJUTHUECKast (Harmpumep, Kpucrawindeckas ¢popma A) uinu amopdHasi Gopma cocraBieHa
KaK SKBHUBaJIeHTHas mnpuOmusurenbHo 50 Mr coemuHenuss 1. B ompeneneHHBIX BapuaHTax
OCYILIECTBIIEHHsI PACKpbITasl KpHUCTaIH4YecKas (Hampumep, Kpucramianudeckas ¢opma A) wnmu
amopdHas ¢opma coCTaBjieHAa KaK 3KBHUBaJieHTHas mpuoOnusurenbHo 60 mr coenunenus 1. B
OTNpENIeNIEHHbIX ~ BAapHAHTaxX OCYLIECTBJIEHMs pPaCKpbTash KpUCTaM4eckass (Hampumep,
Kpuctajuimueckast ¢opma A) wim  amopdHas ¢GopMa COCTaBIEHA Kak OSKBHBAJICHTHAS
npubm3uTeNnbHo 70 Mr coenuHeHus 1. B onpeneneHHbIX BApHAHTAX OCYINECTBICHHUS PACKPBITAS
KpUCTAJTHUECKast (HarmpuMep, KpucTtamiudeckas ¢opma A) wim amopdHas Gopma cocTaBjieHa
KaK DKBUBaJIeHTHas mnpuoOmmsurenabHo 80 Mr coemuHenuss |. B ompeneneHHBIX BapuaHTax
OCYIIECTBIIEHHsI PACKPbITAsl KPHUCTAUIMUYECKas (Hampumep, Kpucramamueckas Gopma A) wmm
amop¢Hasi ¢popMa COCTaBJIeHA KaK 3KBUBaJieHTHasi mpuOmmsurenbHo 90 mr coemuHeHus 1. B
ONPENEeNeHHBbIX BapHAHTaX OCYLIECTBJICHHWS pPACKpBITas KpUCTAUIMYEeCcKass (Hampumep,
Kpucrtanueckass ¢opma A) win amopdras ¢opma CoOCTaBieHa Kak 3KBHUBAJICHTHAsS
npubnusutensHo 100 mr coenuHenns 1. B onpeneneHHBIX BapHaHTax OCYIIECTBIICHUS
packpeITasi KpUCTajulndeckast (Harmpumep, Kpucraminueckass Gopma A) wnu amopdHast dpopma
COCTaBJIEHA KaK SKBHBaJeHTHash npudnusutenbHo 110 mr coemmnenuss 1. B ompeneneHHbIX
BapUAHTaX OCYLIECTBJICHUS PACKPBITasi KPUCTAJUIMYECKasn (Harmpumep, Kpucrauimdeckas ¢popma
A) nmm amopdHras popma cocTaBiieHa Kak SKBUBaJIeHTHAs! mpuOmu3uTenpHo 120 Mr coennHeHus
1.

[00113] B ompeneneHHbIX BapuUaHTaxX OCYILECTBJICHUS PACKpPbITas KPUCTAJUIMUECKAsi

(Hampumep, kpuctammnueckas Gopma A) wim amopdras fopma coctaBieHa ISl BBEICHUS B
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703€, SKBUBAJIEHTHOH OT mpuOIu3uTenpHo 2 Mr 1o npudbmmsurensHo 3000 mr coenuHenus 1 B
CyTKU. B ompeneneHHbIX BapHaHTax OCYINECTBJICHUS PACKPBITAasl KpPUCTAJUIMYECKas (Hampumep,
kpucramnnueckas ¢opma A) wmnum amopdHas Qopma cocTaBieHa ISl BBEIACHHS B JI03€,
SKBHMBAJIEHTHON OT MPHOIM3UTENIBHO 5 Mr 10 npudamsurenbHo S00 mr coenunenus | B cytku. B
ONpENENeHHbIX ~BapHAHTaxX OCYLIECTBJIEHMs pPacCKphiTas KpUCTaM4eckas (Hampumep,
kpucrajnueckass popma A) wnum amopdHas ¢opma cocTaBieHa ISl BBEIACHHS B JI03€,
SKBUBAJIEHTHON OT MPUOIM3UTENBHO 5 Mr 1o npubmmsurensHo 200 mr coennHenus 1 B cyTku. B
OMpEeNeNeHHbIX BapHAHTAX OCYLIECTBJICHHMsS pPACKpBITas KpUCTAUTMYecKas (Hampumep,
kpucranueckass gopma A) wim amopdHas ¢opma cocTaBieHa IUIsI BBEIACHHS B JI03€,
SKBHUBAJICHTHOW MPHOIM3UTENBHO 5 Mr coeanHeHusi | B CyTku. B ompeneneHHbIX BapHaHTax
OCYIIECTBIICHHsI PACKPbITAsl KPHUCTAIMUYECKass (Hampumep, Kpucraminueckas Gopma A) wnmm
amopdHrast popMa cocTaBiieHa JJisl BBEACHUS B 103€, SKBUBAJICHTHOW OT MPUOIU3UTENBHO S5 MI
no npubsmmsutenbHo 10 Mr coennaeHus 1 B cyTku. B onpeneneHHbIX BapuaHTaX OCYIIECTBICHUS
packpeITasi KpUCTaJuIndeckast (Harmpumep, Kpucraminueckas Gopma A) wiu amopdHast dpopma
COCTaBJIEHAa NIl BBEACHMS B J103€, SKBHUBAJEHTHOH npubmmsuTenbHo 15 Mr coenuHeHust 1 B
CyTKU. B ompeneneHHBIX BapHaHTaxX OCYINECTBJICHUS! PACKPBITas KpPUCTAJUINYECKasl (HAmpuMep,
kpucraymueckass gopma A) wim amopdHas Qopma cocTaBieHa ISl BBEACHHS B JI03€,
SKBHUBAJIEHTHOW mpubmmsutenbHo 20 Mr coequHeHus 1 B CyTKU. B ompeneneHHBIX BapuaHTax
OCYIIECTBIIEHHsI PACKPbITAsl KPHUCTAIMUYECcKas (Hampumep, Kpucramiandeckas Gopma A) wmm
amopdHasi ¢popMa COCTaBJieHa IUIsi BBENEHUS B J03€, SKBUBAJEHTHOW MPUOIHM3UTENBHO 25 Mr
coennHeHUs1 | B CyTku. B ompeneneHHbIX BapHaHTax OCYILIECTBIEHHUS pPaCKpBITas
KpUCTAJUTHUECKast (Harmpumep, Kpuctawinueckas ¢opma A) wim amopdHasi Gopma cocTaBieHa
I BBEIEHUS B J103€, HKBHUBAJEHTHOW mnpuOmmsurenbHo 30 Mr coenuHenus 1 B cyTku. B
OTNpENIeNIEHHbIX ~ BAapHAHTaxX OCYLIECTBJIEHMs pPaCKpbTash KpUCTaM4eckass (Hampumep,
KpucTajuimueckast ¢opma A) mnu amopdHas Qopma cocTaBleHa sl BBEIEHUS B J03€,
SKBHUBAJICHTHOW MPUOIM3UTENIBHO 35 Mr coenuHeHusi 1 B CyTku. B onpeneneHHBIX BapHaHTax
OCYIIECTBIICHHsI PACKpbITAsl KPHCTAIMUYecKas (Hampumep, Kpucrajmanueckas Gopma A) wmm
amopdHasi ¢popMa COCTaBieHa IJisi BBENEHHUS B J03€, SKBUBAJIECHTHOW MPUONU3UTENHHO 40 Mr
coenvHeHUs1 | B CyTku. B ompeneneHHbIX BapHaHTax OCYIIECTBICHUS PACKPBITas
KpUCTAJUTHUECKast (Harmpumep, Kpuctawinueckas ¢opma A) wim amopdHas Gopma cocTaBiieHa
IUI BBEICHUST B J103€, SKBUBAJCHTHOW mNpuONM3uTeNbHO 45 Mr coenuHeHus | B cyTku. B
ONpENEeNeHHbIX BapHAHTaX OCYLIECTBIICHHWS pPaCKphITas KpUCTAUIMYeCcKass (Hampumep,
kpuctajumueckas ¢opma A) wmiu amopdHas ¢dopMa COCTaBlieHa IJisi BBENEHUS B JO03€,
SKBHUBAJICHTHOW mpubmm3uTenbHo 50 mMr coenuHenus 1 B CyTku. B ompeneneHHBIX BapuaHTax
OCYIIECTBIIEHHsI PACKPbITAsl KPHUCTAIMUYECKas (Hampumep, Kpucramimdeckass Gopma A) wnmm
amopdHasi ¢popMa COCTaBJieHa Ui BBENECHUS B J03€, SKBHBAJCHTHOW MpHOIM3UTENbHO 60 Mr
coenuHeHUst |1 B CyTku. B ompeneneHHbIX BapHaHTax OCYLIECTBICHHUS PACKPBITas
KpUCTAJUTHUECKast (HarmpuMep, Kpuctawimueckas ¢opma A) wim amopdHas Gopma cocTaBiieHa
I BBEIEHUS B J103€, HKBHUBAJEHTHOW mnpuOnmsutenbHo 70 Mr coexuHeHuss 1 B cyTku. B

OMpPEACIICHHBIX BapHuaHTax OCYLICCTBJICHUA  pPAaCKpbITast  KpUCTAJJIMYECKas (Haan/IMep,
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kpucraymmueckass Qgopma A) wmim amopdHas Qopma cocTaBieHa ST BBEINCHHS B JI03€,
SKBHUBAJIEHTHOW mpubamsutenbHo 80 mr coenuHeHus 1 B cyTku. B ompeneneHHBIX BapuaHTax
OCYILECTBIICHHsI PACKpbITasl KpHUCTANIM4YecKas (Hampumep, Kpucramiandeckas ¢opma A) wnmm
amop¢Hasi ¢popMa COCTaBjieHa Ui BBENEHHUS B J103€, SKBUBAJIEHTHOW MpuONMU3uTEeNsHO 90 mr
coenuHeHust | B CyTku. B ompeneneHHbIX BapHaHTax OCYLIECTBIEHHUsS PACKpBITas
KpHUCTaTHuecKas (Harmpumep, Kpuctaminueckas ¢opma A) uau amopdHasi popma COCTaBjeHA
Il BBEAEHUWs] B J103€, SKBHUBAJIEHTHOH mnpuOmusurensHo 100 mr coenuHenust | B cytku. B
OMpEeNeNeHHbIX BapHAHTAX OCYLIECTBJICHHMsS pPACKpBITas KpUCTAUTMYecKas (Hampumep,
kpuctajuimueckas ¢opma A) wiu amopdHas ¢Gopma CoCTaBlieHa Uil BBEAEHUS B J03€,
SKBHUBAJICHTHOW MpuOmm3uTenbHo 110 mMr coenuuenus 1 B cyTku. B onpeneneHHbIX BapHaHTax
OCYIIECTBIICHHsI PACKPbITAsl KPHUCTAIMUYECKass (Hampumep, Kpucraminueckas Gopma A) wnmm
amopdHasi opMa COCTaBJIeHA Uil BBEIEHUS] B J103€, SKBUBAJICHTHOW NpuOIu3uTeapbHo 120 Mr
coenvHeHUs1 | B CyTku. B ompeneneHHbIX BapHaHTax OCYLIECTBICHHUS PACKPBITAs
KpUCTAJUTHUECKast (Harmpumep, Kpuctaminueckas ¢opma A) wim amopdHas Gopma cocTaBiieHa
IUI BBENEHUS] B J103€, SKBHBaJEHTHOW mpubmmsutenbHo 130 mr coenmHenuss 1 B cyTku. B
ONpENEeNeHHbIX BapHAHTaX OCYLIECTBIICHHWS pPaCKphITas KpUCTAUIMYecKass (Hampumep,
kpucraymueckass gopma A) wim amopdHas Qopma cocTaBieHa ISl BBEACHHS B JI03€,
SKBHUBAJIEHTHOW mpuOmm3uTenbHo 140 mr coennnenust 1 B cyTku. B onpeneneHHbIX BapHaHTax
OCYILIECTBIIEHHs] PACKPbITAsl KpHUCTAJUTMUEcKass (Harmpumep, Kpucraminueckass gopma A) uim
amopdHasi opma COCTaBJIeHA IJIsi BBEIEHUS B 03€, SKBUBAJICHTHON MPUOIM3UTENbHO 150 Mr
coennHeHus 1 B cyTkH. BBeneHne 10361 MOJKHO OCYIIECTBIISATh OJUH pas, ABa pa3a WK TPU pasa
B CyTkH. B opHOM acmekre, HampuMmep, packpbiTas KpHCTauiMueckas (Hampumep,
kpucramnnueckas ¢opma A) mnu amopdHas Qopma cocTaBieHa ISl BBEINEHHS B JI03€,
SKBHUBAJICHTHOW MPHOJM3UTENBHO 5 Mr coenuHeHusi | aBa pasa B CyTKH. B omHOM acmekre,
HarpuMep, pacKpbiTas KpUCTaUIMueckas (Hampumep, Kpucraimueckas ¢opma A) wuim
amopdHasi popMa COCTaBjieHa Uil BBENEHHUS B J03€, SKBUBAJECHTHOU MPUONIU3UTENHHO 20 Mr
coennHeHUs1 | 1Ba pasa B CyTKH. B OIHOM acmekTe, HampuMep, PacKpbITas KPHCTaJUTHYECKast
(Hampumep, kpuctammudeckas Gopma A) wnm amopdras Gopma coctaBieHa ISl BBEIACHHS B
703€, SKBUBAJICHTHOH mnpubmusurenbHo S50 mr coepmHeHust 1 aBa pasa B CyTku. B omHOM
acIieKTe, HapuMep, PACKPhITask KpUCTALIMUECKas (HarnpuMep, Kpuctajundeckast popma A) uim
amopdHasi (opma COCTaBjieHa JJIsl BBEIEHUS] B J103€, SKBUBAJIEHTHOU nmpudausutenpbHo 100 mr
coennHeHUs1 | 1Ba pasa B CyTKH. B OIHOM acmekre, HampuMep, pacKpbITas KPHCTAJUTHYECKast
(Hampumep, kpuctamnueckas Gopma A) wim amopdras Gopma cocTaBiaeHa Hyisi BBEICHUS B
703€, SKBHBAJICHTHOW MPHUOJIM3UTENBHO 5 Mr COequHeHHs | onuH pa3 B ABa AHA. B omHOM
acrieKTe, HalpuMep, PACKPBITask KpUCTALIMUECcKas (HarpuMep, Kpuctajummdeckast popma A) uim
amopdHasi ¢popMa COCTaBJieHa Ui BBENEHHUS B J03€, SKBUBAJCHTHOW MPUONM3UTENHHO 20 Mr
coennHeHUs | ouH pa3 B 1Ba AHA. B omHOM acniekre, HanpuUMep, pacKpbITasi KPUCTAJUTUIECKAsT
(mampumep, kpuctammueckas Gopma A) wim amopdras Gopma coctaBiaeHa ISl BBEICHUS B
103€, SKBUBAJICHTHOW npubnusurenpbHo 50 Mr coeawHeHust | oquH pas B nBa AHs. B omHOM

acrieKkTe, HalpuMep, PacCKpbITast KpUCTaIMUecKas (HarnpuMep, Kpuctauideckast popma A) nimm
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amopdHasi opma COCTaBJIeHA IJIsi BBEIEHUS B J03€, SKBUBAJIEHTHON mpuOau3uTenbHo 100 mr
coennHeHus 1 OMMH pa3 B Ba JHS.

[00114] B onnoMm acnekte packpbitas ¢popma (kpucramindeckas ¢opma A, B, C, D, E, F,
G, H, L, J, xpucrammueckas gopma cBOOOZHOro OCHOBaHUs WK amopdHas popma) coctaBiieHa
B BHAE KOMIIO3UIMU JUISl TOJyYeHHs] TabJNeToK BMecTe ¢ (hapMaleBTUUECKH NPHEMIIEMbIM
HocuTeneM. B ogHOM acmekre HOCHTENb BBIOpaH W3  OAHOrO WM Oosee U3
MHUKPOKPUCTATMYECKOH LEJUTF0JIO3bI, MAHHHUTA, KPOCKapMeJUIo3bl HaTpusl U creapuidymapara
HaTpusi. B oqHOM acrniekTe HOCHUTENb MPENCTaBIsET COOOH MUKPOKPHCTAIIMUECKYIO LIEJUTHOJIO3Y,
Harpumep, NPUCYTCTBYIOLIYIO B KojmuecTBe oT 50% Bec/Bec no 70% Bec/Bec (£2%), ot 55%
Bec/Bec 1m0 65% Bec/Bec (£2%), ot 58% Bec/Bec mo 62% Bec/Bec (£2%), 59% Bec/Bec (£2%),
60% Bec/Bec (£2%), 61% Bec/Bec (£2%), 62% Bec/Bec (£2%), 61% Bec/Bec wnu 62% Bec/Bec. B
APYyroM acmeKTe HOCHTEIb TNPENCTaBjsieT cOOOH MaHHMT, HAlpHUMEp, MPHCYTCTBYIOLIUI B
koymuectBe oT 15% Bec/Bec (£2%) nmo 35% Bec/Bec (£2%), ot 20% Bec/Bec (+2%) mo 30%
Bec/Bec (£2%), ot 22% Bec/Bec (£2%) mo 26% Bec/Bec (£2%), 22% Bec/Bec (£2%), 23% Bec/Bec
(£2%), 24% Bec/Bec (£2%) unu 23% Bec/Bec. B apyromM acnekre HOCHTENb MPEACTABISET COOOM
KPOCKapMeJIo3y HaTpHsl, HalpuMep, MPHUCYTCTBYIOIYI0 B KomudecTBe oT 1% Bec/Bec mo 5%
Bec/Bec (£2%), ot 2% Bec/Bec no 4% Bec/Bec (+2%), 2% Bec/Bec (£2%), 3% Bec/Bec (£2%), 4%
Bec/Bec (£2%) wmm 3% Bec/Bec. B japyrom acmekTte HOCHTENb MPENCTaBIsieT COOOM
creapmipymapar, HapuMep, MPUCYTCTBYIOIIMK B koinuectse oT 1% Bec/Bec mo 5% Bec/Bec
(£2%), ot 2% Bec/Bec no 4% Bec/Bec (£2%), 1% Bec/Bec (£2%), 2% Bec/Bec (£2%), 3% Bec/Bec
(£2%) nmu 2% Bec/Bec. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHUS KpHCTauinueckas gopma A
NPUCYTCTBYET B KOMIIO3MLIMU MJISI NOJYy4eHUs] TaOJETOK B KOJHMYECTBE, HSKBUBAJEHTHOM OT
npubmmsutensHo 1 po npubmmsutensHo 200 Mr coenmHenusi 1. B HEKOTOpbIX BapuaHTax
OCYLIECTBJICHHsI KpUCTAIM4Yeckass (popMa A HPUCYTCTBYEeT B KOMIIO3ULIMU MJISI TIOJYYEHUS
TabJETOK B KOJMYECTBE, SKBHBAJIEHTHOM OT npubiamsurensHo 1 mo mpubnusurensHo 150 mr
coenvHeHUs 1. B HEKOTOpBIX BapWaHTaX OCYINECTBJIECHUS KpHCTainueckas ¢opma A
NPUCYTCTBYET B KOMIIO3MLIUHU JJISi TOJy4eHHs TaOJETOK B KOJHYECTBE, HSKBHBAJEHTHOM OT
npubnusutensHo 1 no npubmmsutensHo 100 Mr coepmueHus 1. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHs] KpHCTaJIMUecKast ¢opmMa A NPUCYTCTBYET B KOMIO3HMLMHU Ui TOJNYYESHHUS
TabJIETOK B KOJIMYECTBE, SKBUBAJICHTHOM MPHUOIM3UTENBHO 5 Mr coenuHeHus: 1. B HekoTopbIx
BAPHUAHTAX OCYIIECTBJICHUS KpUCTAJUIMYeCcKast ¢opmMa A NPUCYTCTBYET B KOMITO3MLIHUU IS
NOJIy4YeHHUsT TaOJIETOK B KOJUYECTBE, SKBUBAJICHTHOM Npubnu3uTensHo 20 mr coennnenus 1. B
HEKOTOPBIX BapHAaHTaX OCYLIECTBJIEHHs] KpUCTaJuIM4yeckas ¢opmMa A TPUCYTCTBYeT B
KOMITO3ULIUH JUTS TTONy4eHHs1 TabJETOK B KOJMYECTBE, SKBUBAJEHTHOM MPHUONMU3UTENBHO SO M
coennHeHUs1 1. B HEKOTOpBIX BapWaHTaxX OCYINECTBJICHUS KpHCTauinueckas ¢opma A
NPUCYTCTBYET B KOMIO3MLMHU /Uil TOJNy4eHHUs TaOJIETOK B KOJUYECTBE, SKBHUBAJIEHTHOM
npuOIM3uTeNIbHO 75 Mr coeguHeHwss 1. B HEKOTOpPBIX BapuUaHTaxX OCYINECTBJICHHS
KpucTajmuueckass ¢opMa A TPHCYTCTBYeT B KOMIIO3ULMM [JIsI TOJYy4eHUs TabJIeTOK B
KOJINYECTBE, SKBUBAJIEHTHOM NpuOnusutensHo 100 Mr coennnenns 1.

[00115] ITpu ucronb30BaHUU B JAHHOM JTOKYMEHTE COOTBETCTBYIOLIEE 103€ KOJIMUECTBO
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kpuctraummueckoit opmer A, B, C, D, E, F, G, H, I, J wiu amopdHoii ¢hopMbl OCHOBaHO Ha
SKBHUBAJIEHTHOCTU (OpMBI CBOOOJHOrO OCHOBaHHUs coenuHeHust 1. Hampumep, BwipaxkeHue
«Kpuctayumyeckas Gopma A, MPUCYTCTBYIOINAs B KOMIIO3UIIUU B KOJMYECTBE, SKBUBAJIEHTHOM
npubnusutensHo 1,0 Mr coeauHeHus 1» O3Ha4aeT, YTO B KOMIIO3MLMU TIPUCYTCTBYET
npubmusutensHo 1,18 Mr kpuctaymndeckod Gopmbl A M 3TO SKBUBAJIEHTHO NPUOIM3UTETBHO
1,0 Mr ¢cBOOOAHOTO OCHOBAHUS COeTUHEHUS 1.

[00116] B omHOM acmekTe KOMIO3HMLMS AJisi monydeHuss Tabjerok comepkut 10%
Bec/Bec  ((£1%) KpuCTAIUIMYECKOrO CBOOOTHOrO  OCHOBaHus, 62% Bec/Bec (+2%)
MHUKPOKPUCTAJNINYECKON Heuntoio3bl, 23% Bec/Bec (+2%) wmannuta, 3% Bec/Bec (£2%)
KpockapMeso3bl HaTpusi u 2% Bec/Bec (£2%) creapuidymapara.

[00117] B omHOM acriekTe KOMIIO3ULIMS JJIsl TOJydeHust Tabnetok comepxut 11,78%
Bec/Bec (+1%) xpucrammmueckoin ¢opmbr A; 62% Bec/Bec (+2%) MUKPOKPHUCTAIUTHYECKOU
uesutroo3br;, 23% Bec/Bec (+2%) mannuta, 3% Bec/Bec (£2%) kpockapmerio3bl HaTpust u 2%
Bec/Bec (+2%) creapundymapara.

[00118] B onpeneneHHbIX BapuaHTax OCYIIECTBIIEHUS MpencTaBjieHa GpapMareBTuaeckast
KOMITO3UIIMS, CONeprKaIlas KPUCTAIUINYECKYyI0 (opMy A u (papmManeBTUYECKH MPHEMIIEMBbIi
HOCUTeNb. B ompeneneHHbIX BapuaHTaX OCYIIECTBICHUS NpEACTaBieHa (papManeBTHYecKast
KOMITO3ULIMSI, COZep’KaIlasi KPUCTAJUINYECKYI0 (GopMy A, KOTOpas IO CYTH HE CONEPKUT
coenuaeHust IM-1 w/umu coemmuenust IM-2 (cm. mpumepsl). B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHS (papMaLieBTUYECKasi KOMITO3ULIUS, cofepskamasi popMy A, 1Mo CyTH HE CONEPIKUT
APYTruxX KpHUCTauindeckux (opm remucyibdarHoil comu coenuHeHus 1. B ompeneneHHbIX
BapHaHTaX OCYIIECTBJIEHUS] OAMH I Oosiee Hocuteneli obpadboTaHbl ¢ 0Opa3OBaHUEM YaCTHII
COOTBETCTBYIOLIETO pa3Mepa. B ompeneneHHbIX BapuaHTax OCylIeCTBIeHHsT 00paboTka MopoIIKa
(T. e. xpuctajumueckod (GOpMbl A) HpeaycMaTpUBaeT U3MENIbUSHHE IMOPOIIKA B TEUSHHE
KOJIMYECTBA BPEMEHH, JOCTaTOYHOro sl oOecredyeHus: HeoOXOOMMOro pasMepa YacTHI
(«M3MENbYEHHBIH TMOPOIIOKY»). B HEKOTOpPhIX BapHaHTaX OCYINECTBJICHUS pa3Mep YaCTHI]
U3MEJIbYEHHOTO TMOPOLIKA COCTaBisieT MeHee 4eM npubmusutenbHo 400 MM, B HexoTopbix
BapHaHTaX OCYILIECTBJIEHHs] pa3Mep YacTHLl W3MEIbY€HHOI'O IMOPOIIKAa COCTABIISIET MEHEee ueM
npubnusutensHo 300 MKM. B HEKOTOpPBIX BapHaHTax OCYINECTBJIEHUS pa3Mep YaCTHII
U3MEJIbYCHHOTO TMOPOIIKA COCTaBIsIeT MeHee 4deM npubmmsutenbHo 200 MkM. B HEKoTOpBIX
BapHaHTaX OCYILIECTBJIEHMs] pa3Mep 4acTULl W3MEeJIbUY€HHOI'O IMOPOIIKA COCTABISET MEHEee ueM
npubnusutensHo 100 MKkM. B HEKOTOpHIX BapHaHTax OCYIIECTBJICHUS] pa3Mep YaCTHII
U3MEJIbYEHHOTO TOPOINKA COCTaBIsIET MeHee 4yeM npubmusutenbHo 90 MkM. B HekoTopbIx
BapHaHTaX OCYILECTBJIEHHs] pa3Mep YacTULl U3MEJbYEeHHOIO IMOpOIIKa COCTAaBJIsIET MEHee 4eM
npubnusutensHo 80 MKM. B HEKOTOpBIX BapHaHTax OCYIIECTBIEHHUS pa3Mep YacCTHI]
U3MEJIbYEHHOTO TOPOINKA COCTaBIsIET MeHee 4deM npubmusutenbHo 70 MkM. B HekoToOpbIx
BAapHAHTaX OCYILIECTBJIEHMsI pa3Mep 4acTULl W3MEJIbUYEHHOIO MOPOIIKAa COCTAaBJIsIET MEHEe 4eM
npubnusutenbHo 60 MKM. B HEKOTOpBIX BapMaHTax OCYLIECTBIEHHUS pa3Mep YacCTHIl
U3MEJIbYEHHOr0 TOPOIIKA COCTaBIsIET MeHee 4yeM npubnusutenpHo 50 MkM. B HekoTopbIx

BapuaHTax OCYILICCTBJICHHUS Pa3sMEp YaCTUL U3MCEJIbUYCHHOI'O IMOPOIIKa COCTABJIIET MCHEC YEM
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npubnusutensHo 40 MKM. B HEKOTOpBIX BapMaHTax OCYIIECTBIEHUS pa3Mep YacCTHIl
M3MEJbYEHHOr0 TOPOINKA COCTaBIsIeT MeHee 4yeM npubmusutenpHo 30 MkM. B HekoTOpbIX
BAapPMAHTaX OCYLIECTBJIEHHUS pa3Mep YaCTULl M3MEJIbYEHHOIO IOPOLIKA COCTABISIET MEHEE 4YEM

npubnusutensHo 20 MKM. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUS pa3Mep YacTHIl

U3MEJIbYEHHOT O
npUOIU3UTENBHO
U3MEJIbYEHHOT O
NPUOTU3UTENIBHO
U3MEJbYEHHOTO
NPUOTU3UTENIBHO
U3MEJIbYCHHOTO
NPUOITU3UTENEHO
U3MEJbYEHHOTO
NPUOTU3UTENBHO
U3MEJIbYEHHOTO
NPUOTU3UTENBHO
U3MEJbYEHHOTO

NPUOITU3UTENBHO

NOpOIIKAa HAaXOAMTCS B JuWama3oHe OT npuommsurenbHo 10 MM 1o
400 MxkM. B HeEkOTOphIX BapuaHTax OCYLIECTBJEHHUS pa3Mep YacCTHI]
NOPOIIKA HAXOAUTCS B JuanazoHe oOT npubiusurenbHo 10 MkM 10
300 MxkM. B HEKOTOpBIX BapuaHTax OCYLIECTBJEHHUS pa3Mep 4YacCTHL]
NOpOIIKAa HAXOAWTCS B JWama3oHe OT mnpudmmurenbHo 10 MM 10
200 MxM. B HEKkOTOpBIX BapuaHTax OCYLIECTBJIEHHUS pa3sMep 4YacCTHL]
NOpOLIKA HAXOAWTCS B JUama3oHe OT mnpubiamsurenbHo 10 MM 10
100 MxM. B HEKOTOpBIX BapHaHTax OCYIIECTBJIECHUS pa3Mep 4YacTHUII
MOpOLIKAa HAXOAWTCA B JAuama3oHe or npudmmsurenbHo 10 MM 1o
80 MkM. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUS pa3Mep YacTULl
MOpOLIKAa HAXOAWTCS B JAuama3oHe or npudbmmsurensHo 10 MM 1o
70 MxkM. B HeEkOTOpBIX BapuaHTax OCYLIECTBIEHUS pa3Mep 4YacTHULl
MOpOLIKAa HAXOAWTCS B JAWama3oHe or npudmmsurensao 10 MM 1o

60 MkM. B HEKOTOpBIX BapuUaHTax OCYILIECTBJIEHUsS pa3Mep YaCTHIl

U3MENbYEHHOTO TMOpPOIIKAa HAXOAUTCS B JAMANa3zoHe oOT npudbnusutenbHo 20 MKM 10
npubnusutensHo 60 MkM. TepMuH «mpuUONU3UTENBHO» IPH HCHOJIB30BAHUU B JTAHHOM
TOKYMEHTE 110 OTHOLICHHUIO K Pa3Mepy YacTHIl O3Ha4YaeT +/— 5 MKM.

[00119] B HekoTOpbIX BapuUaHTax OCYLIECTBIEHMs MO MeHbuell wmepe 90%
WUTIOCTPATHBHOTO 00paslia M3MENbYE€HHOI'O MOpPOIIKA XapaKTePH3yeTCs PasMepPOM YaCTHI
menee npubmmurensHo 100, npubmusurensro 80, npubnusurensro 70, mpubnausurensHO 60,
npubmmsutensHo 50, mpubmusutensHo 40, npubmusutensHo 30, npubmusurensHo 20 wam
npubnusutensHo 10 MkM. B HEKOTOpBIX BapHaHTaX OCYILIECTBJCHHs 1O MEHbIIEH Mepe
npubnu3uTensHO 90% HILTIOCTPATUBHOTO 00pasia U3MENTbYSHHOTO MOPOIIKA XapaKTepH3yeTCs
pa3MepoOM YacTHULl MEHEe YeM MPUOITU3UTETHEHO 60 MKM.

CriocoObI NieueHust ¥ MyTH MPUMEHEHUS] COeNMHEHUH U KOMITO3HIIUN

[00120] B ogHOM acriekTe KpuUcTaIndeckue u aMopdHbie GOpPMBbI, OMMCAHHBIE B TAHHOM
JTOKYMEHTE, U KOMITO3ULIMY Ha UX OCHOBE SIBJISTFOTCS aJlJIocTepuieckuMu aktuatopamu PKR u,
KaK IPaBUJIO, MPUTOAHBIMHU JJIs1 JICUEHUs JIeXkKalero B OCHOBe cocTosiHusg PKD.

[00121] Takum oOpa3om, B HaHHOM JOKYMEHTE MpPENCTaBJICHBI CIIOCOOBI JICYCHHSI
neduuurta nupysatkuHasbl (PKD) y cyObekra, Hy»Xparomerocss B 3TOM, IPEAyCMaTPHUBAIOLINE
BBeIeHNE CyOBeKTy 3¢ dexkTuBHOrO KommuecTsa kpucraumieckoit ¢opmet A, B, C, D, E, F, G,
H, I v J, nim amopduoit ¢opmsel coenunenust ¢opmynsr (1), wmm QapmaneBTudeckoi
KOMITO3HIINH Ha UX OCHOBe. Takske mpencrasiensl kpuctammaeckas Gopma A, B, C, D, E, F, G,
H, T wm J, wm amopduas c¢opma coegunenust ¢opmynsl (I), wim QapmaneTudeckas
KOMITO3ULIMSI HA MX OCHOBE Ul NPUMEHEHHus B jedyeHHH aeduuura nupysatkuHassl (PKD) y
cyObekTa, Hy)XOamomerocss B  3TOM.  JlOMONHUTEIBHO

npeacTaBJICHO IMPUMCHCHUE
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kpuctramueckoi opmet A, B, C, D, E, F, G, H, I, wnu J, wnu amopdHoii Gopmbl coenrnHEHHS
dopmyner  (I), wnmm ¢dapmaneBTHUECKOH KOMIIO3MLMM HAa WX OCHOBE B HW3TOTOBJICHHUH
JIEKApCTBEHHOrO Tpemnapara i jedeHus aepunura nupysatkusassl (PKD). IIpuseneHHbie B
KauecTBe Mpumepa CocTosiHus, csizaHHble ¢ PKD, BkrO9arOT 0e3 orpaHUYeHUs BUIAbI aHEMUH,
XOJICLMCTOJNTHA3, KAMHH B JKETYHOM MY3bIpe, TaXUKAPAHMIO, TeMOXPOMATO3, JKENThble OeNKH
IJ1a3, CINIEHOMETAINIO, I3Bbl HOT, JKEITYXy, YTOMJIIEMOCTb U OABILKY. Kak OnucaHo B TaHHOM
nokymenre, PKD mpencrasmser coboii nepuumr PKR. B omnpenenenHeix BapuaHTtax
ocywmecteineHus aeguuut PKR accounnposan ¢ mytarnueii PKR.

[00122] [Hdedunur mmpysatkuHasel (PKD) mnpencraBnser coOoil TNTMKOJUTHYECKYIO
SH3UMOMNATHIO, KOTOPasi IPUBOAUT K MOKU3HEHHON MeMOJIMTUYECKON aHeMuu. B onpeneneHHbIx
BapHAHTaX OCYINECTBIeHUs CyObekToM, umeromuM PKD, siBisieTcs ManueHT, MMEIOIUN o
MeHblIe Mepe 2 wMmyTtaHTHble autenun B reHe PKLR. B onpegenennelx BapuaHTax
ocyuiecTBiieHUs: cyobekTom, umeromum PKD, sBisieTcs manueHT, IMEIoIni Mo MEHbIIeH Mepe
2 myranthele ajuienu B reHe PKLR, u nmpu 3TOM mo MeHbIIEeH Mepe OAHA U3 HUX SIBJISAETCA
muccenc-mytanuei. Cm. Canu. et.al, Blood Cells, Molecules and Diseases 2016, 57, ctp. 100-
109. B ompeneneHHBIX BapuUaHTax OCYIIECTBIEHUs CyObekT, wumeromuii PKD, wumeer
kKoHueHTpauuo Hb, xoropas menbine wiu pasusiercss 10,0 r/mn. B onpeneneHHbIX BapuaHTax
ocymecTBieHust cyopekToM, umeromuMm PKD, sBnsiercs B3pocCiblii 4eIOBEK, KOTOPOrO He
NOJIBEPTalOT PEryJISPHBIM TEPEMBAaHUAM KpPOBH (Hampumep, mHoaBeprain He Oonee uem 4
nporenypaM IepenuBaHus 3a 12-MecsyHbI Nepuox mepen JedeHneM). B omnpeneneHHbIX
BapHaHTaX OCYyIIeCTBIIeHUsI CyObekToM, mmeromuM PKD, siBisieTcst B3pOCHbIii 4esoBeK, He
UMEIUil NOTPeOHOCTH B IEpPeNUBAaHUSAX KPOBH (HampuMep, KOTOPOTO IOABEpPraju
nepenuBaHuio He Oonee uyem 3 enumnun RBC 3a 12-mecsiuHblii mepuon A0 JedeHwus). B
OTpeNeIeHHbIX BapUaHTaX OCYINECTBiIeHUs cyObekToM, umeromum PKD, siBisieTcst B3poCIblit
YeJIOBEK, KOTOPOT'O MOJBEPral0T PEryJSIPHBIM MEPEIHBAHUSAM KPOBH (HAIIPUMEp, MOABEPTAIOT 10
MeHbLIeH Mepe 4 mpouenypam MepeuBaHusl (HampuMep, MO MEHbLIEH Mepe 6 mpolenypam
nepenuBaHusi) 3a 12-MeCsiuHbIA TepHoA A0 JiedeHus). B onpeneneHHbIX BapUaHTaX
ocyuiecTBiieHUs: cyObekTa, umeromero PKD, moasepranu B oOleM KOJUYECTBE MO MEHBIIEH
Mepe S mporeaypam NeperBaHus 3a BCe BpeMs )KM3HU cyObekTa. B onpeneneHHbIX BapuaHTax
ocyuiecTBiieHUs: cyObekTa, umeromero PKD, nogsepranu B o0IEeM KOJMHYECTBE MO MEHBIIEH
mepe 10 mpoueaypam nepennBaHus 3a BCE BpeMsl )KU3HU CyObekTa. B onpeneneHHbIX BapHaHTax
ocyuiecTBiieHUs: cyObekTa, umeromero PKD, noxgsepranu B o0IEeM KOJIHYECTBE MO MEHBIIEH
Mmepe 15 mpoueaypam nepennBaHus 3a BCe BpeMsl )KU3HU CyObekTa. B onpeneneHHbIX BapHaHTax
ocyuiecTBiieHUs: cyObekTa, umeromero PKD, noxgsepranu B o0ImEeM KOJMHYECTBE MO MEHBIIEH
mepe 20 mpoueaypamM nepenBaHus 3a BCe BpeMsl )KM3HU CyObekTa. B onpeneneHHbIX BapuaHTax
ocymiecTBiieHUs1 cyObekTa, umeromero PKD, noxgsepranu B o0ImEeM KOJIHYECTBE MO MEHBIIEH
Mepe 25 mpoueaypaM nepeIuBaHus 3a BCe BpeMsl )KU3HU CyObekTa. B onpeneneHHbIX BapuaHTax
ocymecTBiieHUs1 cyObekTa, umeromero PKD, moxgsepranu B o0meM KOJHMYECTBE MO MEHBLICH
mepe 30 mpoueaypam nepeauBaHus 3a BCe BpeMsl )KU3HU CyObekTa. B onpeneneHHbpIx BapuaHTax

ocymecTBiieHUs1 cyobekTa, umeromero PKD, noxgsepranu B o0meM KOJIHYECTBE MO MEHBIIEH
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mepe 40 mpoueaypam neperBaHus 3a BCe BpeMsl XKHU3HH CyObekTa. B onpeneneHHbIX BapuaHTax
ocymecTBiieHUs1 cyobekTa, umeromero PKD, noxgsepranu B o0ImeM KOJIHYECTBE MO MEHBIIEH
Mmepe 50 mpoueaypam nepenuBaHus 3a BCe BpeMsl )KU3HU CyObekTa. B onpeneneHHbIX BapuaHTax
ocymecTBiieHUs1 cyobekTa, umeromero PKD, nmoxgsepranu B o0IieM KOJIHYECTBE MO MEHBIIEH
Mmepe 60 mpoLeaypaM nepeauBaHus 3a BCe BpeMsl )KU3HU CyObekTa. B onpeneneHHbIx BapuaHTax
ocyuecTBieHust cyobpekTa, umeromero PKD, noasepranu B oOiieM KOJIUYeCTBE MO MEHbLIEH
mepe 70 mpoLenypam NepenuBaHus 3a BCe BpeMsl )KU3HU CyObeKkTa. B onpeneneHHbIX BapuaHTax
ocyuiecTBiieHus1 cyObekT, umeromuii PKD, He uMmeer romo3urotHoi mytaiuud R479H wnu He
uMeeT 2 MyTalui, OTIIMYHBIX OT MHUCcCceHC-MyTauuy, B reHe PKLR. B onpenenenneix BapuaHTax
ocywmectBieHust cyobekt, wumeromuid PKD, mnpu perynsipHOM mepeilMBaHUM  KPOBHU
xapakTepusyercst ypoBHeM remoryiobnna (Hb) <12,0 r/an (ecnu myskckoro mona) wiu <11,0 r/mo
(ecnu JKEHCKOTo TOJia) A0 JICYeHUsI. B onpeneneHHbIX BapUaHTaX OCYLIECTBICHUS y CYOBEKTa,
nMeromero PKD, mpu peryisipHOM MNepeIuBaHUM KPOBU IEPEIMBAHME OCYIUECTBISIIOT B
CpelHEeM OJWH pa3 Kax[bple TPU HEAEeNH WIH MeHblle. B onpeneneHHbIX BapUaHTax
ocymecTBieHust cyorekT, nmerommii PKD, monyunn nmo menbiuein mepe 0,8 mr (Hampumep, mo
meHbLIei Mepe 1,0 Mr) ¢ponneBoli KUCIOTHI B CYTKH (HAIPUMEp, B TEYEHHUE 110 MEHbIIel Mepe 21
IOHs) O JiedeHWs. B ompeneneHHBIX BapuaHTax ocyliecTBieHusi y cyowekra ¢ PKD mpu
PEryJSIpHOM TEpeNMBaHWU KPOBU JIOCTUTAETCSl yMEHbIIEHHe O0IIero HeoOXOauMOoro
KOJIMYECTBA TIEPENMBAHUI KpPOBH (HampuMmep, yMeHbIIEHHE Ha 1O MeHblued wmepe 33%
kommuectBa eanHull RBC, mepennBaHue KOTOPBIX OCYLIECTBISIIOT) B TedeHHE S5 Hexmenb, 10
Hedenb, 15 Hemenb, 20 Hemenb unu 24 Hexenb, 28 Hemenb WM 32 Hedelb JiedueHUs. B
OTIpeJIeNIEHHBIX BApUAHTAX OCYLIeCTBIEHUs CyObekT, nmeromuii PKD, kotoporo He monsepraioT
pEryJsIpHBIM IepeNUBaHUSAM KPOBH (MOABEPraoT He Oonee 4 mpoueaypaM nepenuBaHus 3a 12-
MECSYHbIA MEPUOA 0 JIEUEeHHs W/WIN He TIOABEPrajiy IMEepeMBAHUI0 B TEYEHHE 3 MECSILEB 10
JedeHus) Xapakrepusyercst yposHeM remornoduna (Hb) <10,0 r/an He3aBucuMo OT mosa 1o
JedeHus. B omnpeneneHHbIX BapHaHTaX OCYyIECTBIeHUs cyObekTa, umeromero PKD, noasepranu
CIIJIEH3KTOMUHU.

[00123] B ompeneneHHbIX BapHaHTaxX OCyIeCTBIeHUs y cyObekTa ¢ PKD mocturaercs
OTBET B OTHOIIEHUHM TeMOMIOOMHA, TPENCTaBIBIOINI COO0H yBenuueHne koHueHTparmu Hb
MIOCJIE JIEYEHHUs] [0 CPABHEHUIO C UCXOIHBIM YPOBHEM [0 JIEYEHUs], COCTABJISIOLIEE 110 MEHbIIEH
mepe 1,0 r/nn. B onpeneneHHbIX BapuaHTax ocyuiecTsieHus y cyowpekta ¢ PKD nocruraercs
OTBET B OTHOIIEHUH TeMOMIOOMHA, TPENCTaBIBIOIINI COoOOH yBenuueHne koHueHTpannu Hb
OTHOCHUTEJIbHO MCXOJHOTO YPOBHS JIO JICYEHHs], COCTaBJIsiIolee o MeHbmed mepe 1,5 r/nn. B
OTIpeeNIeHHbIX BapHaHTaxX ocyiecTsieHus y cyonbekra ¢ PKD mocturaercst oTBET B OTHOILICHHUH
reMorjoOnHa, TPenCTaBIIomui  cobol  yBennueHne KoHOeHTpauun Hb oTHocHTenbHO
HCXOIHOTO YPOBHSI JIO JICYSHHsI, COCTABJISIIOLIEE TI0 MeHbIIel mepe 2,0 /1.

[00124] B omHoMm BapuaHTe ocyuiectBieHuss myTtantHas (opma PKR BbeiOpana wu3
rpynmnsl, coctosied uz A31V, A36G, G37Q, R40W, R40Q, L73P, S80P, P82H, R86P, 190N,
T93I, GO9SR, M107T, G111R, A115P, S120F, H121Q, S130P, S130Y, V134D, R135D, A137T,
G143S, T153T, A154T, L155P, G159V, R163C, R163L, T164N, G165V, L167M, G169G,
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E172Q, W20IR, 1219T, A221Y, D221IN, G222A, 1224T, G232C, N253D, G263R, G263W,
E266K, V269F, L272V, L272P, G275R, G275R, E277K, V280G, D281N, F287V, F287L,
V288L, D293N, D293V, A2951, A295V, I310N, I314T, E315K, N316K, V320L, V320M,
S330R, D331IN, D331G, D331E, G332S, V335M, A336S, R337W, R337P, R337Q, D339N,
D339Q, G341A, G341D, I342F, K348N, A352D, I357T, G358R, G358E, R359C, R359H,
C360Y, N361D, G364D, K365M, V368F, T3711, L374P, S376I, T384M, R385W, R385K,
E387G, D390N, A392T, N393D, N393S, N393K, A394S, A394D, A394V, V395L, D397V,
G398A, M4031, G406R, E407K, E407G, T408P, T408A, T4081, K410E, G411S, G411A,
Q421K, A423A, A423A, R426W, R426Q, E427A, E427N, A431T, R449C, 1457V, G458D,
A459V, V460M, A468V, A468G, A470D, T477A, R479C, R479H, S485F, R486W, R486L,
R488Q, R490W, I494T, A495T, A495V, R498C, R498H, A503V, R504L, QS505E, V506l,
R510Q, G511R, GS11E, R518S, R531C, R532W, R532Q, ES38D, G540R, D550V, V552M,
G557A, R559G, R559P, N566K, M568V, R569Q, R569L, Q58X, E174X, W201X, E241X,
R270X, E440X, R486X, Q501X, L508X, R510X, E538X, R559X. Takue MyTaruu ONHMCaHbI B
Canu et.al., Blood Cells, Molecules and Diseases 2016, 57, ctp. 100-109. B ogHom BapuanTe
ocymectsieHus: mytantHast popma PKR BeiOpana uz G332S, G364D, T384M, K410E, R479H,
R479K, R486W, R532W, R510Q u R490W. B onpeneneHHbIX BapHaHTax OCYILECTBICHMUSI
myTtanTHas ¢popma PKR BeiOpana u3z A468V, A495V, 190N, T408I, u Q421K, u R498H. B
OTIpPENeNIEHHBbIX BapHaHTax oOcCyllecTBiIeHuss MyTaHTHas (opma PKR mnpencrasmser coboit
R532W, K410E unu R510Q. B onpeneneHHbIX BapuaHTaX OCYIIECTBJICHHS MyTaHTHasi ¢opma
PKR npencrasmsier coboit R510Q, R486W unu R479H.

[00125] B ngpyrux acmekTax IpeACTaBJIE€Hbl CHOCOObI JieueHUs 3a0oieBaHus,
BBIOPAHHOI'O U3 T'€MOJUTHYECKONH aHEMUHU, CEPIIOBHIHOKJIETOYHOrO 3a00JIe€BaHuUs, TAIACCEMUH,
HACJIEZACTBEHHOTO C(epOIMTO3a, HACIEACTBEHHOTO SJUTMITOLUTO3a, a0eTaIUIONpOTEHHEMUH,
cuHapoma baccena-KopHuBelira u mapokCHU3MajbHOH HOYHOI reMorjaoOuHypuu, y cyOBeKxTa,
HY KIAIOLIEroCsl B 3TOM, MpeAyCMaTpUBalOIne BBeAeHHEe CyOBeKTy 3(PPEeKTHBHOrO KOJMUYECTBA
kpuctanueckoii opmel A, B, C, D, E, F, G, H, I wnu J, unu amopdroii Gopmbl coequHeHwMsI
dbopmynbl (I), win (apmManeBTHYECKONH KOMIO3MIIMM HA WX OCHOBE. Takke MPencTaBIeHbI
kpuctaunueckas opma A, B, C, D, E, F, G, H, I unu J, unu amopduast popma coenuHeHwMsI
dbopmyinsl (I), win papmaneBTHHECKass KOMITO3WIUS HA UX OCHOBE JJIsl IPUMEHEHUS B JICYCHUH
3a00neBaHMs, BBIOPAHHOTO U3 FEMOJIMTHYECKOW aHEMHUH, CEPIIOBHIHOKIETOYHOTO 3a00JIeBaHNS,
TaJacCeMUH, HaCJIeZICTBEHHOTO cepounTosa, HaCJIEeJICTBEHHOTO 3JUIMIITOLIUTO3A,
aberanunonporenHeMuy, cuHIpoMa baccenHa-KopHuBelira W mapoKCH3MaibHON HOYHOH
reMorJoOnHypuH, v CyObekTa. JOMOSHUTENhHO NMPEACTABICHO NPUMEHEHNE KPUCTATHIECKOM
dopmet A, B, C, D, E, F, G, H, I unu J, i amopdnoi#t popmer coennnenust popmyast (1), nmm
dapmaneBTHIECKONH KOMIIO3MIIMM HAa WX OCHOBE B H3TOTOBJICHHH JIEKAPCTBEHHOIO Mperapara
IUIs JIeueHns1 3a00NeBaHNsA, BBIOPAHHOTO U3 F€MOJIMTUYECKON aHEMUH, CEPIIOBHIHOKIETOYHOTO
3a00NeBaHMsl, TANACCEMHUHU, HACIIEACTBEHHOIO C(hepOLNTO3a, HACIEICTBEHHOTO 3JUIMIITOLUTO3,
aberanmunonporenHeMuy, cuHapoma baccena-KopHuselira u mapokCH3ManbHON HOYHOMN

reMOrJIOONHYpHH, Y CyObeKTa, HYKAAoIlerocs B 3TOM. B opgHOM acmekre 3a0oseBaHue,
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NoJUIeKalee JEUSHHIO, MIPEACTABISIET COOOH TeMOIINTHYECKYIO AHEMHIO.

[00126] B nmpyrux acmektax B JaHHOM JOKYMEHTE NPEACTaBJIECHbI CIIOCOOBI JIEUEHHS
TanacceMuu (Hampumep, Oera-TajacceMHM WJIN TpaHC(Py3MOHHO-HE3aBUCHUMOHN TallaCCEMHUH) Y
CyOBeKTa, HYXKJAIOIIErocs B 3TOM, MPeNyCMaTPUBAIOINNE BBEAEHUE CYOBEKTY 3((HEeKTHBHOrO
koyuuecTBa kpucrauindeckoit popmel A, B, C, D, E, F, G, H, I wnu J, unu amopdHO# GopMmer
coenunenust opmyner (I), wnu QapmareBTUYECKONH KOMIO3HLIMM HAa UX OCHOBe. Takike
npencrasiensl kpucraunueckas gopma A, B, C, D, E, F, G, H, I wnu J, nnu amopdnuas ¢popma
coenuaenus popmysl (1), unm papmaneBTHUecKkass KOMIO3HLMS HA KX OCHOBE ISl TPUMEHEHHSI
B JICUEHHH TajlacCeMuM (Hampumep, OeTa-TajacceMud WM TpaHC(Hy3MOHHO-HE3aBUCUMOMN
TanacceMun). JIOMONHUTENBPHO MPEICTABICHO MPUMEHEeHHE KpucTaummyeckon ¢popmel A, B, C,
D, E, F, G, HH I wm J, wm amopdpuoii ¢opmer coeaunenust ¢opmynsr (I), wm
(apMaeBTHYECKOH KOMIIO3MIIMU HAa UX OCHOBE B M3TOTOBJICHHH JIEKAPCTBEHHOI'O Mperapara
IUIA JIEYeHUs] TajacceMuu (Hampumep, Oera-TajacceMu Wi TpaHC(y3MOHHO-HE3aBUCUMOMN
TaJaCCeMHUH).

[00127] B pmpyrux acmektax B JaHHOM JOKYMEHTE MPEACTaBJICHbI CIIOCOOBI JICUEHHS
TanacceMun (Hampumep, OeTa-TajacceMHH WM TPaHC(y3MOHHO-HE3aBUCUMON TallaCCEMHUH) Y
cyObeKTa, HYXIAIOIIErocsi B 3TOM, MPeNyCMaTPUBAIOLINE BBEACHHE CYOBEKTY 3(()EeKTHBHOTO
KOJINYECTBA KPUCTAJUTNYECKOH (PopMbl A mimn (papManeBTHUECKON KOMITO3ULMHM Ha €€ OCHOBE.
Taxke mpencraBneHa Kpucraminueckas Gopma A uinm papmMareBTHYecKass KOMIIO3ULHS Ha ee
OCHOBE Ul TPUMEHEHHUs B JIEYEHWH TajlacceMuu (Hampumep, Oera-TajacceMuu WU
TpaHC()Y3MOHHO-HE3aBUCUMOH TajaccemMuu). JIOMONHUTENBPHO TMPENCTAaBICHO NPUMEHEHHE
KpUCTAINUeCKO ¢opmpl A wunn  (apMaleBTHUYECKON KOMIO3MLMM Ha €€ OCHOBE B
W3TOTOBJICHUH JIEKAPCTBEHHOTO Ipemapara Ui JIe4eHUsl TajacceMun (Hampumep, Oera-
TAJTACCEMHH WA TPaHC(Y3MOHHO-HE3aBUCUMOM TAJIACCEMHH ).

[00128] B pmpyrux acmektax B JaHHOM JOKYMEHTE MPEACTaBJICHbI CIOCOOBI JICUSHHsI
Tanaccemun (Hampumep, OeTa-TajgacCeMHM WIH TPaHC(Y3MOHHO-HE3aBUCUMOMW TaJlaCCEMHUU) Y
CyOBbeKTa, HYKOAIOIIErocs B 3TOM, MPEAyCMaTPUBAIOIIKNE BBeneHUE CyObekTy 3(h(eKTHBHOTO
KOJINYECTBA KpUCTATHYECKOi Gopmbl D mmn apmanieBTHUECKON KOMITO3ULIMHM HA €€ OCHOBE.
Taxke mpencrasieHbl Kpuctamtnueckas gopma D nimn gapmanieBTudeckass KOMIO3HLIMS Ha €€
OCHOBE Ul TPUMEHEHHUs B JIEYCHUH TajlacCeMHuH (Hampumep, Oera-TajacCeMuul MU
TpaHC()Y3MOHHO-HE3aBUCUMOH TajacceMun). JIOTMONHUTENBHO TMPENCTABICHO NPUMEHEHHE
KpUCTaTueckol ¢opmel D wmnm  ¢dapmaneBTHUECKOH KOMIO3MLMU Ha €€ OCHOBE B
W3TOTOBJIEHUH JIEKAPCTBEHHOrO Tperapara JUis JIeUeHHs TanacceMuu (Hampumep, Oera-
TaJacCeMUH WJIH TPAHC(Y3MOHHO-HE3aBUCHUMON TaJIACCEMUH).

[00129] B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHUS CyOBEKTOM SIBISIETCS B3POCIbIH
CyOBeKT ¢ Tajaccemueil. B ompeneneHHBIX BapHaHTax OCYINECTBJICHUS y CYOBEKTa HMeEeTcs
TajacceMus, Takas Kak mnpomexyrouHas Qopma [-tamaccemun, HbE-B-tamaccemus, o-
tanaccemus (3aboneBanue, cesizanHoe ¢ HbH) wim B-tanmaccemust ¢ myrauusimu B 1 umu Ooee
reHax o-ueneil. B ompeneneHHbIX BapuaHTaX OCYINECTBJIEHUS Yy CyObekTa umeercs: Oera-

TajJlaCCCMuUsA HJIIN TpaHC(by3I/IOHHO-HGSaBI/ICI/IMaﬂ Tanaccemus. B OMNPEACIICHHBIX BapHUaHTax
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OCYIIECTBIIEHHSI CyOBEKTOM SIBISIETCS] B3POCIIBIN CYOBEKT MYKCKOTO T0JIa C TallaCCEMHUEH, TaKOH
Kak Oera-TajacceMusi WM TpaHC(Py3UOHHO-HE3aBHCHMAsl TajlacceMusi. B ompeneneHHbIX
BapUAHTaX OCYLIECTBIEHHs CYOBEKTOM SIBJISETCS CYyOBEKT JKEHCKOIO MOJIa ¢ TajlacCeMUeH, Takon
Kak Oera-TajacceMusi WM TpaHC(Py3UOHHO-HE3aBUCHMasl TajlacceMusi. B ompeneneHHbIX
BapUAHTAX OCYINECTBJICHUS CyOBEKTOM SIBISIETCS B3POCHBIH CYyOBEKT JKEHCKOro Imosa ¢
TajacceMuel, Takoi kak Oera-TanacceMusi WM TpaHC(y3MOHHO-HE3aBUCHMAs TajacceMusi. B
OIIpEAENCHHBIX BAPUAHTAX OCYLIECTBICHHU KOHIIEHTPALNS T'eMOro0uHa y CyOBeKTa COCTABIIAET
6,0 r/an wuam MeHbine. B OmpeneseHHbIX BapUAaHTaX OCYIIECTBJICHUS KOHLIEHTPALIHSI
remorjiobnHa y cyOwbekta cocraBysier 7,0 ©/anm wnM MeHblne. B onpeneneHHBbIX BapUaHTaX
OCYIIECTBJICHUS] KOHIIEHTpAIUs TeMorioduHa y cyobekra cocrasisier 8,0 r/nn wiu MeHblne. B
OTpEeNeICHHBIX BAPUAHTAX OCYIIECTBJIEHUS] KOHLIEHTPALHSI FeMOTJIO0ONHA y CyOBeKTa COCTABIISIET
9,0 /mn wnu MeHbie. B oOmnpeneneHHbIX acmeKkTax CyOBbeKT, UMEHOIIHH TpaHCHY3HOHHO-
HE3aBUCHMYIO TAJACCEMUIO, HE IMEET M3BECTHOIO aHaMHe3a (HampuMmep, ObUT AMarHOCTUPOBAH B
nporuutom) HbS- umu HbC-popm tanaccemun. B onpeneneHHbIX BapHaHTaX OCYINECTBIICHHS
TEPMHH «TPaHC(HY3UOHHO-HE3aBUCHMAs» TAJIaCCEMHUsl OTHOCUTCS K CYyOBEKTaM C TalacCeMHeH,
XapakTepusyrImuMcs: He Oosnee ueM 4 (Hampumep, naTeio) eaumanuamMu RBC, mepenuBanme
KOTOPBIX OCYIIECTBIIIOT B TeUeHHe 24-HENeNbHOro IMepHoAa 10 NEepBOrO JHS BBEIEHHS
KPUCTATMUECKON wian  aMoppHOW (OpPMBI, ONMUCAHHOH B JAHHOM JOKYMEHTE, W/HUJH
orcytcrBueM nepenuBanusi RBC 3a 8 Henmenb 10 mepBOro AHS BBEACHUS KPUCTAJUIMYECKON TN
amopdHOIt popMBI, OMMCAHHOH B TAHHOM JIOKYMEHTE.

[00130] B opyrux acrnekTax B JaHHOM JIOKYMEHTE IPEICTaBJIEHbI CIIOCOOB! YBEIHMUEHHUS
NPONOJDKUTENBHOCTH ku3HU sputpounuToB (RBC) y cyObekrTa, HyXKOAOIIErocss B 3TOM,
npenyCMaTpUBaKOLINe BBeAeHUE CyOBekTy 3()(EKTUBHOrO KOJMYECTBA KPUCTATMYECKOU
dopmet A, B, C, D, E, F, G, H, I unu J, umu amopdnoit popmbl coenunenust popmysl (I), mnm
(apmaLieBTHIECKOI KOMITO3UIIMN HAa UX OCHOBE. Tak»ke MpeACTaBlIeHbl KpUCTAIIMYECKas: popma
A, B, C, D, E F, G H I um J, wimu amoppuas dopma coeaunenusi popmynst (I), wum
dapmanieBTHYECKasi KOMIIO3WMLUSI HA HMX OCHOBE /Ui TPUMEHEHHs B  YBEJIHYECHUH
NPONOJLKUTEIBHOCTH KU3HU 3puTtpountoB (RBC) y cyObekTa, HYKOAOIErocss B 3TOM.
JIOTIOTHUTETBHO TIPECTaBIeHO TpuMeHeHne kpucraummueckoit popmet A, B, C, D, E, F, G, H, I
i J, mu amopdHoi popmel coenunenust popmysl (1), niam GapmaneBTH4eckoll KOMIO3ULIUH
HA WX OCHOBE B H3TOTOBJICHHWH JIGKAPCTBEHHOTO Tpenapara JUIsl  YBEJIHUYEHHS
NPONOJLKUTEIBHOCTH Jku3HU spuTporutoB (RBC). B ogHOM acnekre KpUCTaLTHYECKYIO (hopMy
A, B, C D, E F, G H, I wm J, unu amoppuyro ¢opmy coenmnenuss popmynsr (1), wmm
(dapManeBTUYECKYI0O  KOMIIO3MIMIO HAa HMX OCHOBE JSKCTPAKOPIOPaJbHO  JOOABISIOT
HETIOCPEACTBEHHO K LIEJIbHOW KPOBU HITH 3PUTPOLIUTAPHON Macce.

[00131] B gpyrux acmekrax B JaHHOM JOKYMEHTE IPEICTABIIEHBI CIIOCOOBI PETYJISIIUH
ypoBHed 2 3-mudocdoriamuepara B KPOBH Y CyOBbeKTa, HYXKNAIOIIErocs B  3TOM,
NpeAyCMaTPUBAIOINE TPUBEACHHE KPOBH B KOHTAaKT C 3((EKTUBHBIM KOJIUYECTBOM
kpuctraumueckoit opmet A, B, C, D, E, F, G, H, I wnu J, unu amopduOo#i Gpopmbl coeqrHeHHS

dopmynbr (I), wmu QapmaneBTHUECKONH KOMIIO3MIMU HAa WX OCHOBE. Takke MPencTaBIeHbBI
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kpuctramummueckas opma A, B, C, D, E, F, G, H, I unu J, wiu amopduast popma coequHeHHS
dbopmysl (I), unn papmaneBTHHIECKass KOMIIO3UIUS HA UX OCHOBE ISl IPUMEHEHHSI B PETYJISILIIH
ypoBHe# 2,3-nudocdoraunepara B KPOBU y CYOBEKTa, HYKAAOIMErocst B 3TOM. J{OTIOJIHUTETBHO
npencTaBieHo npuMeHeHue kpucrtautndeckoir ¢dopmel A, B, C, D, E, F, G, H, I wim J, wim
amopdHoit popmel coenuneHus: ¢opmynbl (1), umu papmaneBTHUECKONH KOMMO3ULMHU HA HUX
OCHOBE€ B H3TOTOBJIEHUHU JIEKAPCTBEHHOIO TIpenapara mJid peryjsauud  ypoBHeH 2.3-
nudochorauuepara B KpOBH.

[00132] B pmpyrux acmektax B JaHHOM JOKYMEHTE MPEACTaBJICHbI CIOCOOBI JICUSHHSI
aHeMHH y CyOBeKTa, HYXKJAIOLIErocss B OTOM, MPENyCMATPHUBAIOLINE BBEIEHHE CYOBEKTY
s dexTuBHOrO KONMMUecTBa Kpuctaumueckoit Gopmel A, B, C, D, E, F, G, H, I unu J, unu
amopduoit popmbr coenunerus ¢opmyibl (1), nam apmaueBTHUECKON KOMIO3WLUK HA WX
ocHoBe. Taxke mpexncrasnensl kpucrauimdeckas ¢popma A, B, C, D, E, F, G, H, I unu J, unmu
amopdHasi dopma coenuHerust Gopmynsl (1), wim dapmManeBTUYECKass KOMITO3UIUSI HA WX
OCHOBE JJis1 TPHUMEHEHHs B JIEYEHUH aHEeMHUU VY CyOBbeKTa, HYKTAIOIIErocss B 3TOM.
JIOTIOTHUTENTBHO TIPENCTaBIeHO TpuMeHeHue kpucraummueckoit popmet A, B, C, D, E, F, G, H, I
i J, mu amopdHo# popmer coenunerust popmysl (1), niam GapmaneBTHIeckoll KOMIO3ULIUH
Ha MX OCHOBE B M3TOTOBJICHUH JIEKAPCTBEHHOIrO Iperapara i JieueHHs aHeMudu. B omHOM
acTieKTe aHeMUsi, TOAJIeXkKalasi JICUSHUIO, TPENCTaBiseT COOOH AMU33PUTPONOITHUECKYIO
AHEMUIO.

[00133] B ompeneneHHBIX BapHaHTax OCYINECTBJICHUS aHEMHs NPEACTaBIsieT COOOM
IU33PUTPOTIOITUIECKYIO AHEMHIO, TAKYIO KaK BPOXKIEHHAs TU33PUTPOIOITUYIECKAs aHEMHSI TUIIA
I, II, Il unu IV. B ompeneneHHbIX BapHaHTaX OCYIIECTBJIEHHsS] aHEMUs MPENCTaBIsET COOOM
IeMOJIMTHYECKYI0 aHEMHUIO. B ompeneneHHBIX BapHaHTax OCYILECTBJICHUS T'€MOJUTHYECKAs
aHEeMUsI TPEICTaBIAeT COOO BPOXKAECHHYIO /MM HACIENCTBEHHYIO (OPMY I'€MOJHTHYECKON
aHemuH, Takyro kak PKD, cepnoBunHOKIeTOUHOE 3a001€BaHNe, BH/bI TAJIACCEMUHU (HATIPHMED,
anba- wim Oera- WM TPaHCPY3HOHHO-HE3ABUCHUMYIO TalaCCEMHIO), HACIEICTBEHHBIM
cepounTo3, HACASACTBEHHbIH 3JUIMNTOLUTO3), MAPOKCH3MAIBHYI) HOUHYIO TeMOTJIOOUHYPHIO,
aberanmunonporenHemuro (cuHapoM baccena-Kophiseiira). B ompeneneHHbIX BapuaHTax
OCYIIECTBJIEHHUs] ~ TEMOJIUTHYECKass  aHeMHUsl  NpeAcTaBisieT  co0oil  MPUOOPETeHHYIO
IeMOJIUTHYECKYI0 aHEMHIO, TaKyK Kak, HalmpuMep, ayTOMMMYHHAsl F€MOJHTUYECKAs aHEMHUs,
IeMOJIUTHYECKAsl aHEeMHsl, WHIYyLHUPOBAaHHAs JIEKAPCTBEHHBIM CPEACTBOM. B ompeneneHHbIX
BAPUAHTAX OCYIIECTBJICHHs] TE€MOJMTHYECKAas AaHEMHUS NPEACTaBIsieT Co0OH  aHEeMHUIo,
SIBIITFOLIYIOCST COCTABIISIFOLIEH MYJIBTUCHCTEMHOTO 3a00JIEBaHUs, TAaKyl0 KaK aHEeMHUsl TpHU
BPOXKIEHHON SPHUTPOIOSTUYECKON mpoTonopdupuy, aHemust Pankonu, aHemus JlaiiMoHna-
brekdena.

[00134] Ilpu wuCHOAB30BAHMM B AAHHOM JOKYMEHTE€ TEPMUH «AaHEMHUS» O3HA4aeT
nedurur >purpountoB (RBC) w/mnmu remornoduna. [Ipu ncnonp30BaHUN B JAHHOM JOKYMEHTE
aHEeMHUs BKJIFOUAET BCE TUIIbI KIMHUYECKH BBIPAXKEHHOH aHeMuH, Hanpumep (0e3 orpaHuveHus),
MHUKPOLIMTAPHYIO AaHEMHIO, >KeNe30AeQULUTHYI0 aHEMMIO, I'€MOTJIOOMHONATHH, HapyIIeHHe

CHHTE3a IeMa, HapylLIeHHWe CHHTe3a TIJIOOMHA, CHAEpOOJACTHYIO aHEMHIO, HOPMOLIUTAPHYIO
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AHEMHUIO, aHEMHIO TIPHU XPOHUUYECKOM 3a00JI€BaHUH, aINIACTUYECKYI0 aHEMUIO, T€MOIUTHYECKYIO
AHEMMUIO, MAKPOLIUTAPHYIO aHEMHIO, MErajlo0NaCTHYECKYI0 aHEMHIO, MEPHUIMO3HYI0 aHEMHIO,
IUMOP(QHYI0O aHEMMIO, AHEMHUIO y HENOHOIIEHHBIX, aHeMuio MaHKOHM, HACJIEACTBEHHBIN
ceponnTo3, CEpNOBUIHOKIETOYHOE 3a00JIeBaHNe, ayTOUMMYHHYIO T'€MOJIUTHYECKYIO aHEMHIO
TEIUIOTO THUNA, TEeMOJUTHYECKYI0 AaHEMHIO C XOJIOJOBBIMH AarrIIOTUHHHAMH, OCTEONETPO3,
TAJACCEMMIO U MUEJIOJUCIIIIACTUYECKUN CUHIPOM.

[00135] B onpeneneHHbIX BApUAHTaX OCYLIECTBIEHHUs AaHEMHIO MOXHO JIUarHOCTUPOBATh
IO Pa3BEPHYTOMY KIMHHYECKOMY aHAJHM3y KPOBH. B ornpeneneHHbIX BApHAHTAX OCYLIECTBICHHUS
AHEMHIO MOKHO TMArHOCTHPOBATh HA OCHOBE M3MEPEHUsI OJJHOrO MK OoJiee MapKepOB reMoJIH3a
(Hammpumep, KOJIUYECTBA RBC, reMorjo0OuHa, PETUKYJIOLIUTOB, IIHACTOLMTOB,
naktataeruaporenassl (LDH), rantornoOuna, OwnupyOunHa u (GeppuTHHA), W/HIH CPEIHErO
oopema spurpouura (MCV) mnpu TeMOCHACPUHYPHM, W/WIM LIMPUHBI PaCIpeesIeHHs
sputpouuToB 1o 00vemMy (RDW). B koHTeKCTE HacTOALIEr0 N300PETEHNST aHEMUS IPUCYTCTBYET
B TOM Cjly4ae, eciii KOHIeHTpanusi remoriobuna (Hb) y mHnuBHIyyMa HaXOOUTCS Ha YPOBHE
HIDke TpeOyemoro, Hampumep, koHueHtpauus Hb cocraBmser menee 14 1/mn, Oonee
NPeATNoYTUTENbHO MeHee 13 r/mn, Oomee mpexnmoutwrenbHO MeHee 12 r/anm, Oonee
npeanodTuTensHO MeHee 11 r/an mnn Hanbonee npeanouruTensHo Meree 10 /.

[00136] B ompeneneHHbIX BapHaHTaX OCYIIECTBJIEHUS B JaHHOM JIOKYMEHTE
NPEACTaBJIEH CHOCOO TOBBIIIEHUS KOJWYECTBA IeMOIJIOOMHA y CyObeKTa MyTeM BBEICHHUS
s¢pdexTuBHOrO KONMMUecTBa Kpucraummueckoit gopmel A, B, C, D, E, F, G, H, I umm J, unu
amop¢Hoit popmer coennnenus: Gopmynsl (1), wm ¢dapmManeBTHUECKONH KOMIIO3UIIMM HA HUX
OCHOBE, ONMCAHHBIX B JAHHOM JIOKyMEHTE. B omnpeneseHHbIX BapuaHTax OCYINECTBIICHUS TaKxkKe
B JJAHHOM JOKYMEHTE MPECTaBJIeH COCO0 MOBBIMIEHHS KOJMYECTBA MeMOTIOONHA Y CYyOBeKTa,
UMEIOIIEro TAJIACCEMUIO, TIPEAYCMATPUBAIOIINI BBeZeHUE CYOBEKTY 3P PEeKTHBHOrO KOJINYECTBA
kpucramnueckoit popmel A, B, C, D, E, F, G, H, I unu J, uiu KpucTajuin4eckoro ¢cBOOOIHOTO
ocHOBaHusl, Wi amopduoit Qopmbl coemuHenus ¢Gopmyasl (1), unm dapmaueBTHUECKOI
KOMITO3UIIMM Ha MX OCHOBE. JOTIOJHUTENBbHO MPEACTABIEH CHOCOO TMOBBILICHUS KOJIUYECTBA
reMorjoOnMHa y  CyOBeKTOB, HMEIOLIMX TPaHCPY3HMOHHO-HE3aBUCHMYK)  TaJlaCCEMHUIO,
NPEeAyCMAaTPUBAIOINUN BBEACHHE CYOBEKTY 3(PQPEKTUBHOrO KOJIMYECTBA KPUCTAJUTHYECKOM
dopmer A, B, C, D, E, F, G, H, I wiu J, wim kpucTainueckoro cBOOOAHOrO OCHOBAHMS, HITU
amopduoit popmbr coenunerns ¢opmyiel (1), nan apmaueBTHUECKOH KOMNO3MLUK HA WX
OCHOBE, ONHCAaHHBIX B JaHHOM JOKYMEHTE. B ompeneneHHbIX BapuUaHTaX OCYLIECTBICHHS
NPEACTaBJICHbl CIOCOOBI TMOBBIIIEHUST KOHLEHTpAaLMH TreMorjobmHa y cyObekra. B
OTIPENIEIEHHBIX BAPUAHTAX OCYIIECTBIICHHUS MPEACTABICHbI CIOCOOBI MOBBIIEHNST KOHIIEHTPALUH
Hb o tpeGyemoro ypoHsi, Hampumep, 6onee 10 r/mn, Oonee npennouyrurenbHo Ooee 11 r/mn,
bonee mpenmoutuTenbHO Oosiee 12 r/mn, Oonee mpeanouyrurensHo O6omnee 13 r/m unn Haubosee
npeanouTuTensHO Oonee 14 r/an. B onpeneneHHbIX BapHaHTax OCYLIECTBICHHS MPEICTABIICHBI
criocoOb! MOBbIeHUs KOHIeHTpauuu Hb Ha mo mensweil mepe npubmmsurensHo 0,5 r/mn. B
OTIpeIeIEHHBIX BAPHAHTAX OCYINECTBIIEHHUS MPEICTaBIECHbI CIOCOOBI MOBBIIIEHUS] KOHLIEHTPALIH

Hb Ha mno wmenbmeit mepe npubmmsurenbHo 1,0 r/an. B onpeneneHHBIX BapHaHTax
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OCYIIECTBIIEHHSI NIPEACTABIEHbI CIIOCOOBI MOBBIMEHUs] KOHIIeHTpauuu Hb Ha mo mMeHbIneil mepe
npubnusutensHo 1,5 r/an. B ompeneneHHBIX BapuaHTaX OCYIIECTBIEHHS] IPEACTABICHBI
crioco0b! MOBbIEeHUs KOHIeHTpauuu Hb Ha mo menbweit mepe npubnmsurensHo 2,0 r/mn. B
OTIpeJIeIEHHBIX BAPHAHTAX OCYINECTBJIEHHUS MPENCTaBIEHbI CIOCOOBI MOBBIIIEHUS] KOHLIEHTPALIH
Hb Ha mno wmeHbmedi wmepe mnpubnmusurensHo 2,5 r/mn. B onpeneneHHbIX BapHaHTax
OCYLIECTBJICHHS TIPEICTABICHBI CIIOCOOBI MOBBIIEHUs] KOHLeHTpaunuy Hb Ha nmo MeHbel mepe
npubmmsurensHo 3,0 r/an. B ompeneneHHBIX BapHaHTaX OCYILIECTBICHHS IPEICTABICHBI
crocoObl MOBbIIEHHUsT KOHIEeHTpauuu Hb Ha mo menblneil Mepe npubnmsurensHo 3,5 r/mn. B
OTpeeIEHHBIX BAPUAHTAX OCYIIECTBJICHUS MPEICTaBICHbI CIOCOOBI MOBBIIIEHUS] KOHLIEHTPALH
Hb Ha mno wmenbmeit wmepe npubmmsurensHo 4,0 r/mn. B onpeneneHHBIX BapHaHTax
OCYIIECTBIIEHHsI PEACTABIECHBI CIOCOOBI MOBBIMEHUs] KOHIIeHTpauuu Hb Ha mo MeHbIel mepe
npubnusutensHo 4,5 r/mn. B ompeneneHHBIX BapuaHTAX OCYIIECTBIIEHHS] MPEACTABICHBI
cnoco0bl MOBbIEeHUsT KOHLIEeHTpauun Hb Ha mo menbuieit mepe mpubmusutensHo 5,0 r/mn. B
OTpENeIEHHBIX BAPUAHTAX OCYIIECTBIIEHUS MPEICTABICHBI CIOCOOBI MOBBIIEHUS] KOHLIEHTPALIH
Hb Ha mno wmenbmeit wmepe mnpubmmsurensHo 5,5 r/mn. B ompeneneHHBIX BapHaHTax
OCYILECTBIIEHHsI MIPEICTABIEHBI CIIOCOOBI MOBBIEHUsT KoHLeHTpaund Hb Ha mo mMeHbLIel mepe
npubnusutensHo 6,0 r/m1. B ompeneneHHBIX BapuaHTAaX OCYINECTBJICHUS TOBBIIIEHHE
KoHUeHTpauun Hb ompenensiercss OTHOCHTEIBHO MCXOOHOTO YPOBHS NPH OXHOM MK Oolee
OLIEHUBAHMAX Mexay Henened | m Hemeneit 20 (Hampumep, Mexxay Heneneit 2 u Henmenen 15,
Mexay Henmened 3 u Hemeneil 15 m mexny Hemeneil 4 m Henmenel 12) nmedeHHs! ¢ MMOMOIIBIO
s¢pdexTuBHOrO KONMMUecTBa Kpucraummueckoit opmel A, B, C, D, E, F, G, H, I umm J, unu
KPHUCTAJITMYECKOr0 CBOOOHOTO OCHOBaHUsI, Win amopdHoii popmbl coenunenus popmyast (1),
Wi (papMaleBTUYECKOH KOMIIO3UIMM HAa HX OCHOBE, OINMCAHHBIX B JIAHHOM JOKyMeHTe. B
OIpeAENICHHBIX BAPUAHTAX OCYLIECTBJICHHS MTPEACTaBIEHbI CIIOCOOBI MOBBILIEHUS] KOHIIEHTPALIMN
Hb, xak onucaHo BblIle, y CyObEKTOB KEHCKOTO MOJIa, UMEIOINX TalacCeMUro (Hampumep, Oera-
TAJACCEMHI0 WJIM TPaHC(Y3MOHHO-HE3aBHCUMYIO TallaCCeMHI0). B ompeneneHHbIX BapHaHTax
OCYIIECTBIICHHs] TPENCTaBIE€Hbl CHOCOOBI MOBBIIIEHUsT KOHIEHTpauuu Hb oTHocuTeNnbHO
UCXOHOTO YPOBHsI A0 MpHOIM3HTENbHO 12 1/m1 y CyOBEKTOB JKEHCKOrO I0JIa, UMEROLIUX
TajacceMuro (Harmpumep, OeTa-TalacCeMHIO WU TPAHC(Y3MOHHO-HE3aBUCHMYIO TalacceMuio). B
OTPENEIEHHBIX BAPUAHTAX OCYINECTBIIEHUS MPEICTABICHBI CIOCOOBI MOBBIIEHUS] KOHLIEHTPALIH
Hb, xax ommcaHO BbIIE, y CYOBEKTOB MYKCKOTO MOJA, MMEIOLIMX TaJTaCCEMUIO (HampuMmep,
Oera-TajacceMu0 WM TPaHC(Y3MOHHO-HE3aBUCHUMYIO —TajacceMHio). B ompeneneHHBIX
BAPUAHTAX OCYLIECTBICHHS MPEACTABICHBI CIOCOOBI TOBBIMIEHHUs KOHUIEHTpauun Hb
OTHOCHTEJIbHO MCXOJHOTO YPOBHS O MPpUONM3UTENbHO 13 /11 y cyOBEKTOB MY’KCKOTO TOJa,
UMEIOIINX TajacCeMuro (Hampumep, OeTa-TajacCeMHI0 WM TPaHCHY3HOHHO-HE3aBUCUMYIO
TaJACCEMHIO).

[00137] B HEKOTOPBIX aCHEKTaXx B JAHHOM JIOKYMEHTE IPEACTaBJIEHbI CIIOCOOBI JIEUSHHSI
T€MOJIUTHYECKON aHEMHH Y CyOBeKTa, HYXKAAIOLIErocs B 3TOM, MPENyCMaTPUBAIOIINE BBECHHE
cyonekty s dexTuBHOro Kommuectna kpucraummueckoit popmet A, B, C, D, E, F, G, H, [ wum J,

i amopdHo# Gopmel coenunenust popmydsl (I), mnmn papmaneBTuueckoil KOMIO3ULUU HA UX
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ocHoBe. Taxxe mpexncrasnensl kpucrajuimdeckas ¢opma A, B, C, D, E, F, G, H, I unu J, win
amoppuass ¢opma coenmHenus: ¢opmyaer (I), wim Qapmanesrudeckass KOMIIO3UIUS HA HX
OCHOBE JUJIsl IPUMEHEHHsI B JICUEHUHU NeMOJUTHUYECKONW aHEeMHH Y CyOBeKTa, Hy KIAIOIIerocs B
5TOM. JIOTIOTHUTENBHO MPENCTABIEHO NMPUMeHeHue kpucraundeckoit popmsel A, B, C, D, E, F,
G, H, I wnu J, unu amopdnoii popmbr coenunenust popmyinel (I), mnmn dapmanesruueckoit
KOMITIO3UIMM HAa HMX OCHOBE B W3rOTOBJIEHHM JIEKAPCTBEHHOrO Ipernapara Ui JIeUeHUs
reMOJIMTHYEeCKON aHeMuu. B ofHOM acriekTe reMojuTHdeckas aHeMMsl, TOJUIeXKallasl JICUEHHIO,
npeAcTaBisieT COOOW HACHENCTBEHHYIO W/MJIM BPOKACHHYIO T'€MOJIMTHYECKYI0 aHEMHUIO,
NpUOOPETEHHYI) TE€MOJUTHUECKYI0 AHEMHIO WM aHEeMHUIO, SIBJISIOLIYIOCS COCTaBJISIOLIEH
MYJIBTHCUCTEMHOTO 3a00JICBAHMUSI.

[00138] B HEKOTOPBIX aCMEKTaX B JAHHOM JOKYMEHTE MPEICTaBIECHbI CIIOCOOBI JICUSHHSI
CEpIOBHAHOKIETOYHOTO  3a0ojeBaHMss Yy  CyObeKTa,  HYKAAOIIErocss B 3TOM,
NpeayCcMaTpUBAOINE BBeACHHE CYOBEKTY S((EKTHUBHOTO KOJMYECTBA KPUCTAJUINYECKOM
dopmet A, B, C, D, E, F, G, H, I unu J, miu amopdno#t popmbl coennnenust popmyast (1), nmm
(apmareBTHIECKON KOMITO3ULIMM Ha UX OCHOBE. TakiKe MpencTaBiIeHbl KpUCTAJUTNYECKas opma
A, B, C, D E F, G H I umm J, wim amopdpnas ¢opma coenunenusi popmynsr (I), nmm
dapmaneBTHUECKasT KOMIIO3WIMSI HAa WX OCHOBE Ui TNPUMEHEHUS B  JICUEHHUH
CEpIIOBHIHOKIIETOYHOTO 3a00JIeBaHUsA Y CYOBEKTa, HYXKOAIOIIETrocsi B 3TOM. JlONMOJHHUTENIBHO
NpeacTaBieHo nmpuMeHeHue kpuctaundeckoir ¢popmbl A, B, C, D, E, F, G, H, I wm J, wim
amop¢Hoit popmer coenunenusi ¢opmyisnsl (1), mwmu (dapmareBTHUECKONH KOMIO3ULIHMHA HA HX
OCHOBE B H3TOTOBJICHUH JIEKAPCTBEHHOIO IIpernapara IJisl JIEUYeHHs CEepIIOBUIHOKIETOYHOTO
3a00JeBaHus.

[00139] B HeKOTOPBIX acneKkTax B JaHHOM JOKYMEHTE MPEACTaBIIEHbI CIIOCOOBI JIeUEeHUsI
TaJaCcCeMMUH, HACJIEICTBEHHOTO cepornmrosa, HACJIE[ICTBEHHOI'O  3JUIMNTOLINTO34,
aberanmumonporenHeMun wWin  cHUHApoMa baccena-KopHiseiira, ceprnoBHIHOKJIETOYHOTO
3a00NeBaHMs, MAPOKCHU3MAIBHOW HOYHOH reMorioOuHypHuH, MpUOOpPETEeHHOH TeMOJUTHYECKON
AaHEeMHMH WA aHEMHH TNPH XPOHHYECKUX 3a00JieBaHMSIX y CyOBEKTa, HY)KIOAIOIIErocs B 3TOM,
npeayCcMaTpUBAKOIUE BBeACHHE CYOBeKTYy S((EKTHMBHOTO KOJMYECTBA KPUCTAJUIMYECKOM
dopmet A, B, C, D, E, F, G, H, I wnu J, wiu amopdHo# popmel coennnenust popmyst (1), nmm
(apmarieBTHYECKON KOMITO3ULIUM Ha UX OCHOBE. TakiKe MpencTaBjIeHbl KpUCTAJUTNYECKas opma
A, B,C D, E F, G H I um J, winm amopdpuas ¢opma coequnenus: popmynsr (I), umm
¢dapmanieBTHUECKasT KOMIIO3MLIMS HAa HMX OCHOBE JUII NPUMEHEHHs B JICUEHHH TaJIACCEMUH,
HACJIEICTBEHHOTO C(epoLnTo3a, HACIENCTBEHHOIO 3JUIMINTOLNTO3a, a0eTaTunonpOTeHHEMHUH
win cunapoma baccena-KopHiiBeiira, ceproBHIHOKIETOYHOTO 3a00JIeBaHMsI, TAPOKCH3MAITBHOM
HOYHOH reMOrJIOONHYpHH, TPUOOPETEHHOH IeMOJUTUYECKONH aHEMUU WM aHEMHH y CyOBEeKTa,
HY KZAIOIIEerocsi B 3TOM. JIOMOHUTEIBHO MPEACTABICHO MPUMEHEHNE KPUCTAITHYECKOH (POPMBI
A, B, C D, E F G, H I utu J, unu amopdpuoi popmsl coenunenust popmyiner (1), mmum
dapmareBTUIECKOH KOMIIO3MIIMM HAa UX OCHOBE B M3TOTOBJICHHH JIEKAPCTBEHHOI'O Mperapara
IUIs JIEYEHUS] TAJaCCEMHHM, HACIEICTBEHHOrO C(epoInTo3a, HACIEACTBEHHOIO 3JUIMNTOLUTO3,

aberanmunonpoTeMHeMun WM cuHApoMma baccena-KopHiBeiira, ceprnoBHUAHOKJIETOYHOIO
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3a00neBaHMs, MAPOKCHU3MAIbHONW HOYHOH reMOrioOMHypHH, MPUOOPETEHHONH TIeMOJUTHYECKON
AaHEMUH TITH AaHEMHH.

[00140] B HekOTOpBIX acrekrax B HAaHHOM JOKYMEHTE IPEICTaBJICHBI CIIOCOOBI
aktuBauun PKR nukoro tuma wmmm mytantHoit ¢opmbl PKR B spurpoumrtax y cyObekTa,
HY>KZIAIOLIErocsl B 3TOM, MPeAyCMaTpUBAIOIINe BBeeHHE CyOBeKTy 3(PPeKTUBHOrO KOJMUYECTBA
kpucranueckoit popmsel A, B, C, D, E, F, G, H, I unu J, unu amopduoit hopmbl coenrHeHsI
dopmyner (I), mnm ¢papmaneBTHUECKOH KOMIIO3MLIMM HAa MX OCHOBe. Takke IpeacTaBJIeHBI
kpuctanueckas opma A, B, C, D, E, F, G, H, I unu J, unu amopduast popma coequHeHwMsI
dbopmysl (1), unu papmanieBTHYECKast KOMIIO3UIIMS HA UX OCHOBE ISl IPUMEHEHMSI B aKTHBALIMH
PKR pukoro tumna unu mytantHoit ¢popmel PKR B sputponuTax y cyObekTa, HYKIAKOMIErocs B
3TOM. JIOTIOTHUTENBHO MPENCTaBIeHO MpuMeHeHue kpucramdeckoi ¢popmet A, B, C, D, E, F,
G, H, I wimm J, win amopdnoii popmsr coenmrenust popmyiner (I), mwim dapmauesruaeckoit
KOMITO3UIIMN HAa WX OCHOBE B M3TOTOBJICHHUH JIEKAPCTBEHHOrO mnpemnapara aisi aktuBauuu PKR
JAUKOTO THIA WK MyTaHTHOH (popmbl PKR B sputponmrax.

[00141] ITpencraBiennsie kpuctammudeckas popma A, B, C, D, E, F, G, H, I wuu J unm
amopdHasi popma coenunenusi popmyisl (1) u papmManeBTHHIECKIIE KOMITO3UIIUU, OMMCAHHBIE B
JAHHOM JIOKYMEHTE, SIBIIIOTCS akThBaTopamMu MyTaHTHBIX ¢opm PKR, xapaxrepusyrommxcs
0ojiee HU3KMMH YPOBHSIMH aKTUBHOCTH IO CPAaBHEHHIO C TAKOBBIMH y AMKOTO THUIIA, MO3TOMY
OHU SIBJIIFOTCS] PUMEHUMBIMH JUIsI CIIOCOOOB 1O HACTOsALIEMYy H300peTeHnto. Takue MyTanuu B
PKR w™oryr BamMATh Ha aKTUBHOCTh (epMeHTa (KaTaJuTU4YeCKyr 3(PPEeKTUBHOCTB),
peryJsTopHble CBOMCTBa (MOAYJSLMIO ¢ momolubio oucdochara ¢ppykxrossl (FBP)/ATP) w/mnu
TepMocTabubHOCTD pepMmenTa. [Ipumeps! Takux MyTaruii onucansl B Valentini et al, JBC 2002.
Hekotopble mpumeprl MyTaHTHBIX (POPM, KOTOPBIE AKTUBUPYIOTCSI COEAMHEHUSIMH, OMMCAHHBIMU
B aHHOM JoKyMeHTe, BKmovaoT G332S, G364D, T384M, R479H, R479K, R486W, R532W,
R510Q u R490W. be3 orpanuveHuss KaxkoH-iuO0 TeopHel, B OINpPEAETIeHHBIX BapHAHTAX
OCYIIECTBIICHHSI COSTUHEHMUsI, OITMCAHHBIC B JAHHOM JIOKYMEHTE, BJIHUSIOT HA YPOBHU aKTUBHOCTH
myTaHTHBIX (popM PKR myrem aktuBupoBanust MyTaHTHbIX (popm PKR, He BOCpUHUMYHMBBIX K
FBP, BoccTaHOBIIEHHs TEPMOCTAOMIBHOCTU Y MyTAHTHBIX (POPM C TIOHMIKEHHON CTa0MIIBHOCTHEO
WIA BOCCTAHOBJICHUSI KaTaTUTHYeCKOH 3(dekTMBHOCTH y MyTaHTHbIX (OpPM C HAPYLICHHOM
¢yHKUMEH. AKTUBHUPYIOINYIO AaKTHBHOCTb COEAMHEHWH TI0 HACTOSIIEMY W300pPETeHUIO B
otHomeHnH MyTaHTHBIX (opm PKR MokHO uccnenoBaTb B COOTBETCTBHH CO CIIOCOOOM,
onucaHHbIM B npuMepax. CoenuHEeHHs, ONHCAHHBbIE B JAHHOM JOKYMEHTE, TaKXKe SIBISIFOTCS
aktusatopamu PKR aukoro tumna.

[00142] B  ompemeneHHBIX ~ BapuaHTaxX  OCYLIECTBJIEHUS  MPEACTaBICHHBIC
kpuctraummueckas opma A, B, C, D, E, F, G, H, I unu J unu amopdHas popma coequHeHHs
dopmyner (I) u dapmaneBTHYECKHE KOMITO3ULIUM, OIUCAHHbIE B JaHHOM JOKYMEHTE,
yBennunBaroT apdurnoctb PKR k ¢ochoenommupysary (PEP). B ompeneneHHsIx BapuaHTax
OCYIIECTBJIEHUs NpencTaBieHHble kpuctamnaeckas ¢dopma A, B, C, D, E, F, G, H, I wiu J wim
amopdHas ¢popma coenunenusi popmyinsl (I) u papmaneBTHUECKIIE KOMITO3UIUY, OMMMCAHHBIC B

TAaHHOM JIOKyMeHTe, BoccTaHaBuBatoT criocoOHocTs RBC npespamats PEP u ADP B nupysar u
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ATP.

[00143] B ompeneneHHbIX BapUaHTaX OCYIIECTBJIEHUS B JaHHOM JOKYMEHTE
NPEACTaBJIEHbl CIOCOOBI CHIDKEHMs 4YacTOThl IepelnBaHus KpoBU y cyObekta ¢ PKD,
npeaycMaTpuBaroIue BBeneHne cyobekTy kpucrammueckon ¢opmel A, B, C, D, E, F, G, H, 1
win J unu amop¢Hoi ¢opmel coenuHenuss Gopmynsl (I) u papmaneBTHIECKUX KOMITO3ULIUH,
ONMCAaHHBIX B JIaHHOM JOKYMeHTe. B omnpeneneHHbIX BapHaHTaX OCYLIECTBJIECHUS BBOAAT
KpUCTaJUIMUecKyr0 ¢opMmy A. B onpeneneHHbIX BapHaHTaX OCYLIECTBIEHUS YacCTOTY
NepeNuBaHusl KPOBH CHIDKAIOT Ha 10 MeHbluell Mepe 5% xonudectBa enuHul RBC,
NepeuBaHNe KOTOPBIX OCYINECTBJSIIOT B Te4YeHUWE MO MeHblell Mepe 15 Henmens. B
ONpENENEHHbIX BAPUAHTAaX OCYLUECTBJIECHUs YaCTOTY IEpPEIUBAaHUs KPOBU CHUKAIOT HA IIO
Menblneir mepe 10% xommuectBa enunnn RBC, mepennBaHue KOTOPBIX OCYIIECTBJISIIOT B
TEUCHHUE MO MeHblIel Mepe 15 Hemenb. B ompeneneHHbIX BapUaHTaxX OCYILECTBJIEHUS YaCTOTY
NepenuBaHusl KPOBU CHHXKAIOT Ha Mo MeHbineld Mepe 15% xonuuectBa enununy RBC,
NepeNMBaHue KOTOPBIX OCYINECTBJSIIOT B Te4YEHHWE MO MeHbled Mepe 15 Henmens. B
ONpENENeHHBbIX BAPUAHTAaX OCYLIECTBJIECHUS YaCTOTy IMEpPEUBAHUSI KPOBHU CHIDKAIOT HA MO
Menblein mepe 20% xommuectBa enunni, RBC, mnepennBaHue KOTOPBIX OCYIIECTBJISIIOT B
TEUCHHUE MO MeHbIIel Mepe 15 Henmenb. B onpeneneHHbIX BapuaHTax OCYLUECTBJICHUS YaCTOTY
NepeNuBaHusl KPOBU CHHXXAIOT Ha MO MeHbined Mepe 25% xonuyectBa exuHull RBC,
NepeIMBaHNe KOTOPBIX OCYINECTBJSIFOT B TEYEHHWE MO MeHbuen Mepe 15 Hemens. B
ONPENENCHHBIX BAPUAHTAaX OCYLIECTBJICHUS YaCTOTY IEpPEIUBaHUs KPOBU CHIIKAIOT HA IO
Menblielr Mepe 30% xommuectBa enunull RBC, mnepennBaHue KOTOPBIX OCYIIECTBJSIOT B
TEUECHHUE N0 MeHblIel Mepe 15 Henenb. B onmpeaesneHHbIX BapuaHTaxX OCYIUECTBJIEHUs 4acCTOTY
NEepeNuBaHusl KPOBU CHWXKAIOT Ha MO MeHblued Mepe 35% xonuyectBa exuHunl RBC,
NepeauBaHue KOTOPBIX OCYLIECTBJISAIOT B TEYEHHE 10 MeHbllell wmepe 15 Hemens. B
ONPENEIEHHBIX BAapUaHTAaX OCYLIECTBJIEHUs YaCTOTY IEPEIUBAaHUs KPOBU CHHXKAIOT Ha IO
Menblneln mepe 40% xonmuectBa enununi; RBC, mepennBaHue KOTOPBIX OCYIIECTBJISIOT B
TeueHue 1o MeHbluel Mepe 20 Henenb. B omnpeneneHHbIX BapuaHTax OCYLUECTBJICHUS YaCTOTY
NepeNuBaHusl KPOBH CHIDKAIOT Ha MO MeHblnell mepe 5% xonudectBa eauHul RBC,
NepeNuBaHue KOTOPBIX OCYINECTBJSIFOT B TedeHWe no MeHbuell mepe 20 Henmens. B
ONpENENeHHBbIX BAPUAHTAaX OCYLIECTBJIECHUS YAaCTOTY MEpPEIUBAaHUs KPOBU CHUKAIOT HA IO
menblneir mepe 10% xommuectBa enunnny RBC, nepenmBaHue KOTOPBIX OCYIIECTBJISIIOT B
TeueHue 1Mo MeHblueil Mepe 20 Henenb. B onpeneneHHbIX BapHaHTaX OCYIIECTBJIEHHUs YacCTOTY
NepenuBaHusl KPOBU CHHXKAIOT Ha Mo MeHbiued Mepe 15% xonuuectBa enunun RBC,
NepeNuBaHue KOTOPBIX OCYINECTBJSIIOT B TedeHWe no MeHbmedn Mmepe 20 Henmens. B
ONpENENeHHBbIX BAPUAHTAX OCYLIECTBJIECHUs YaCTOTy MEPEIMBAHMS KPOBU CHIDKAIOT HAa IO
Menblnein mepe 20% xommuectBa enunull RBC, mnepennBaHue KOTOPBIX OCYIIECTBJSIOT B
TeueHue 1Mo MeHblue Mepe 20 Henenb. B onpeneneHHbIX BapuaHTax OCYLUECTBJICHUS YaCTOTY
NEepeNuBaHusl KPOBU CHIXKAIOT Ha MO MeHblued Mepe 25% xonudectBa exuHull RBC,
NepeIMBaHNEe KOTOPBIX OCYINECTBISIIOT B TedeHue no MeHbwedn wepe 20 Hexmens. B

OMNPEACJICHHBIX BapUaHTaxXx OCYLICCTBJIICHUSA YaCTOTY IMCPCIMBAHUA KPOBU CHUXKAOT Ha IO
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Menblein mepe 30% xommuectBa enunull RBC, mnepennBaHue KOTOPBIX OCYIIECTBJSIOT B
TeueHue no MeHpueil Mepe 20 Henenb. B onpeneneHHbIX BapuaHTaX OCYLUECTBJIEHUS] YacCTOTY
NepeNuBaHusl KPOBU CHIXKAIOT Ha MO MeHblued Mepe 35% xonuyectBa eauHunl RBC,
NEepeIMBAaHUE KOTOPBIX OCYIUECTBJISIOT B Te4eHue no MeHbuwend Mepe 20 Henmens. B
OTIPEAENICHHBbIX BAapHAHTAX OCYIIECTBJIEHMs] YaCTOTy IEpeIuBaHUs KPOBH CHIDKAKOT Ha IO
meHblnei mepe 40% xonuyectBa enuHull RBC, mnepennBaHne KOTOPBIX OCYIIECTBISIOT B
TeUeHue 1o MeHbleil mepe 20 Heneb.

[00144] B HekOTOpBIX acrekTax B MaHHOM JOKYMEHTE TIPEICTaBJEeHbl CIIOCOOBI
OLIEHWBaHHUsA CyOBEKTa, TMPU 3TOM CHOCOO MpeayCMaTpUBAaeT BBENEHHE CYOBEKTY
kpuctamnueckoi opmet A, B, C, D, E, F, G, H, I unu J, unu amopdro#i Gopmbl coequHeHuHsI
dbopmyinsl (I), wiu GapManeBTHYECKOW KOMIIO3UIIUN HA X OCHOBE U MOJIy4YE€HUE 3HAYECHUS ISl
YPOBHSI KPHCTAJTMUECKON MM amopdHON ¢opmel, ypoBHs 2,3-nudochormunepara (2,3-DPG),
ypoBHst aneHosuHTpH(pochara (ATP) wmm yposHs axtuBHocTH PKR y cyObekra c
o0ecrieueHreM, TaKUM 00pa3oM, OLIeHHBaHUS CyObekTa. B HEKOTOPBIX acmeKkTax 3HaueHHe IS
YPOBHSl MOJy4arOT IyTeM aHalu3a KOHLEHTPALUU B IUIa3Me€ KPOBU KPUCTAIIMYECKONH WU
amopduoit ¢opmbl. B HekoTopeIx acmekTtax ypoBeHb 2,3-DPG monmy4aroT myTeM aHajm3a
koHueHTtpauuu 2,3-DPG B kpoBu. B Hexkoropbix acnektax ypoBeHb ATP mnomydaror mytem
aHanu3za koHueHTpauuu ATP B kpoBu. B HekoTopbIx acnekrax ypoBeHb akTuBHOCTH PKR
MOJIy4aroT MyTEeM aHajin3a KOHLIEHTpaLuu BC-merkn B KpoBH. B HEKOTOpBIX acmekTax aHalu3
NPOBOIAT IyTE€M aHaiu3a OOpas3loB OWONOTMYECKOM KHUIKOCTH. B HEKOTOpBIX acmekrax
Ounonornyeckass >KUAKOCTb NPEACTaBsieT COOOM KpoBb. B HEKOTOPBIX acmeKkTax aHaju3
IPOBOAAT C TOMOIIBI0 MAacC-CIIEKTPOMETPUU. B HEKOTOpBIX acmeKkTax aHajau3 MPOBOIAT C
nomoinbso LC-MS.

[00145] B HeKOTOpBbIX acmeKTax B JaHHOM JOKYMEHTE MPEACTaBICHBI CIOCOOBI
OLIEHMBAHMsI CyOBEKTa, MPH 3TOM CIOCOO MPEeAyCMaTPUBAET MOJYyUEHHE 3HAUYEHHs [Tl YPOBHS
kpuctamnueckoii opmet A, B, C, D, E, F, G, H, I unu J, unu amopdHo#i Gopmbl coequHeHHsI
dbopmynsl (I), wmm papmaneBTUYECKON KOMIIO3UIIMH HA WX OCHOBe, ypoBHs 2,3-DPG, ypoBHs
ATP wnu ypoust aktuBHOCTH PKR y cyObekTa, KOTOpPOro MOABEPraiy JICYEHUIO C IMOMOLIBIO
kpuctamueckoi opmet A, B, C, D, E, F, G, H, I wnu J, unu amopdroii Gopmbl coequHeHwHsI
dbopmynbl (1), win papMaeBTUYECKON KOMIO3WIMK HAa MX OCHOBe, ¢ OOecredeHHeM, TaKUM
o0pa3oM, OLEHUBaHUS CyOBEeKTa. B HEKOTOpPBIX acrekTax NOJIy4YeHHE MpeayCMaTpUBaeT
nojyyeHue oOpa3ma oT cyOpekTa. B HEKOTOpBIX acmekTax NOJy4eHHE MpeayCMaTpUBaeT
nepenady 3HauYeHHs APYTUM JHUIaM. B HEKOTOPBIX acmekTax APyroe JIMIO MPEenCTaBisieT coOoit
JIUII0, KOTOPOE OCYIIECTBIISIO BBeneHue kpucraummueckoi ¢popmel A, B, C, D, E, F, G, H, [ i
J, nnmu amopdHOo# popmel coenrrenust popmynsl (1), nam papmaneBTHUECKON KOMITO3ULIUN Ha
UX OCHOBE.

[00146] B HEeKOTOpBIX acmekTax B JAHHOM JOKYMEHTE MPeNCTaBICHBI CIIOCOOBI JICUCHHSI
cyObekTa, MpH 3TOM CIocod TPEeAyCMATPUBAET BBEACHHE CYOBEKTY TepameBTUYECKH
s¢pdexTuBHOrO KONMMUecTBa Kpucraummueckoit gopmel A, B, C, D, E, F, G, H, I umm J, unu

amopdHoit popmel coenunenusi ¢opmynnl (1), umu papmManeBTUYECKONH KOMIO3ULHMHA HA HUX
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OCHOBE U TIOJIyUYE€HUE 3HAYSHMs IJI1 YPOBHS KPHCTAIMUECKONH min amopdHOit Gopmbl, ypoBHS
2,3-nudocpormuuepara (2,3-DPG), yposHs aneHozuntpudochara (ATP) wnmm  ypoBHs
aktuBHOCTH PKR y cyOBekTa ¢ obecrnieuennem, TakuM o0paszom, JieUeHUs: CyObeKTa.

[00147] B pmpyrom acmekre B JQHHOM JAOKYMEHTE IPEACTaBJIEHbI CHOCOOBI JIEUEHHS
nedurnura nupysatkuHasbl (PKD) y cyObexra, Hy»KIAOIErocss B 3TOM, IPeayCMaTPHBAOIINE
BBeleHHE CYOBEKTY A(PQPEKTUBHOrO KOJMYECTBA KPHCTAJUINYECKOH (opMbl CBOOOIHOTO
OCHOBaHMsI coelHeHus 1 i (papMalieBTHUeCKON KOMIIO3HIIMH Ha ee OCHOBe. B onpeneneHHbIx
Bapuantax ocymectieHust naepurmut PKR accoumumpoBan ¢ wmyrtanumeit PKR. Takxke
NpEeACTaBJeHa KpHUCTauindeckass ¢Gopma CBOOOJHOrO OCHOBAHHMS COEOUHEHUs |  wiH
(apmanieBTHYECKasi KOMITO3UIIMS HA €€ OCHOBE /JIsi TNPUMEHEHUsT B JiedeHHH Jedunura
nupysatkuHasbl (PKD) y cyObekra, Hyxparomerocs B 3TOM. J{OMOJHHUTENBHO MPENCTaBICHO
NPUMEHEHUE KPUCTAJUINYEeCKOH (OopMbl CBOOOAHOTO OCHOBAHMS COENUHEHHs | WM
(apmareBTHIECKON KOMITO3UIIH HA €€ OCHOBE B M3TOTOBJICHUH JIEKAPCTBEHHOTO Ipenapara Jyist
neuenns aeduuunra nupysarkuHassl (PKD).

[00148] B ngpyrux acmekTax TNPEeACTaBICHbl CHocoObl JiedueHus 3aboieBaHUs,
BBIOPAHHOTO W3 TE€MOJMTHYECKOW AaHEMHUH, CEepPIIOBHIHOKJIETOYHOH aHEMHH, TaJlaCCEMUH,
HACJIEICTBEHHOTO C(EepOINTO3a, HACIEACTBEHHOIO 3JUIMIMTOLUTO3a, abeTalunonpoTeNHEMHH,
cunapoma baccena-KopHiBelira u mapoKCH3MajbHOW HOYHON TeMOTJIOOMHYpHUH, y CYOBEKTa,
HY>KZAIOIIET0Csl B 3TOM, MPEAyCMaTPUBAIOIINE BBEACHHE CYOBEKTY 3(PPEeKTHBHOrO KOJMUYECTBA
KPUCTAITNUECKOH (OpMBbI CBOOOIHOrO OCHOBaHHs coequHeHuss | unm (apmaneBTHUECKOM
KOMIIO3UI[MM Ha €€ OCHOBe. B opHOM acmekre 3a0ojeBaHue, TOAJEXKAIIee JIEUEHHIO,
NPEACTaBIIsIET COOOH reMOUTHYECKYIO AHEMHUIO.

[00149] B pmpyrux acrekTax B AaHHOM IOKYMEHTE MPEACTaBJIECHbI CHOCOOBI JIEYEHUsI
IeMOJIUTUYECKON  aHEeMHUM, NpenyCMaTpHBaIOIINe BBeNEHHE CyObekTy 3(QeKTHBHOro
KOJIMUECTBA KPUCTAIMYECKOH (opMbl CBOOOJHOrO OCHOBAaHUSI COEOWHEHWs |  win
(apmMareBTHYECKON KOMITO3ULIMM Ha UX OCHOBE. Takike MpenCcTaBIeHbl KPUCTAJINYeCcKas (hopma
CBOOOJHOTO OCHOBaHUs coequHeHust | min (apMaleBTHUECKOH KOMITIO3UIMH Ha €€ OCHOBE IS
NPUMEHEHUS] B JICUEHHHM TEeMOJUTHYECKOH aHeMHH y CyOBbeKTa, HYKIAOMIEerocs B 3TOM.
JIOTIOJTHUTENBHO MPECTABICHO MPUMEHEHHE KPUCTAITHYECKOH (POpMBI CBOOOTHOTO OCHOBAHUS
coenuHeHUs1 | wim  (HapMaLEeBTUYECKON KOMIIO3UIMM HAa €€ OCHOBE B H3TOTOBJICHUH
JIEKapCTBEHHOTIO Mpernapara AJisl JeUeHUs] TeMOJIUTHYECKON aHeMUU.

[00150] B nmpyrux acmektax B JAHHOM JOKYMEHTE MPENCTaBJICHBI CIIOCOOBI JICYSHHSI
CEpIIOBHIHOKIETOYHOTO  3a00JeBaHus, npenycMaTpHuBaroLIye BBEICHUE  CYyOBEKTY
3¢ PexTUBHOrO KOMUYECTBA KPHUCTATUYECKOW (HOpMBI CBOOOIHOTO OCHOBAaHUS COEAMHEHUs |
Wi papMareBTUYECKOH KOMITO3UIIMU Ha €€ OCHOBE. Takike NMpenCcTaBIeHbl KPUCTAJUTMYECKAast
¢dopma cBOOOIHOTO OCHOBaHHUS COeAMHEHHs | wiu (papMareBTHYECKONH KOMIIO3UIMH Ha ee
OCHOBE IUIsI TPUMEHEHUs B JICUEHHH CEPIIOBHIHOKJIETOYHOro 3a00jeBaHusl y CyOBeKTa,
HY>KAIOIIErocsi B 3TOM. JIOMOJHUTEIBHO NPEACTABICHO MPUMEHEHNE KPUCTAITHIECKON (POpMBI
CBOOOZTHOTO OCHOBaHUS COoeNUHEHHs | win (papManeBTHYecKold KOMIIO3HIMU Ha €€ OCHOBE B

U3TOTOBJICHUH JICKAPCTBCHHOTO IperiapaTta AJist JICUHCHUA CECPIIOBUAHOKICTOYHOI'O 3a00JIeBaHHUS.
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[00151] B pmpyrux acmektax B JAHHOM JOKYMEHTE MPEACTaBIIEHBbI CIOCOOBI JICUEHUS
TanmacceMuu (Hampumep, Oera-TalacCeMuH), TPEeNyCMaTPUBAIOLINE BBEIEHHE CYOBEKTY
3¢ PexTUBHOrO KOJUYECTBA KPUCTALUTUYECKOU (HOpMBI CBOOOAHOTO OCHOBAHUS COEAMHEHUS |
win (apMaLeBTHUECKOH KOMIO3MLMU Ha €€ OCHOBe. Take NMpencTaBlieHa KPUCTAJTMYECKas
¢dopma cBOOOAHOrO OCHOBaHUS CoequUHEHUs | win (papmaLeBTHYECKas KOMIIO3MLUS Ha ee
OCHOBE Ul NPUMEHEHHs B JICYEHUH TajlacceMuM (Hampumep, Oera-TajgacceMum) y CyObekTa,
HY’KIAIOLIEerocs: B 3TOM. JIOMOIHUTEIBHO NMPEACTABICHO MPUMEHEHNE KPUCTAIUINIECKOH (HOpMBI
CBOOOZTHOTO OCHOBaHUSI CoenuHEeHMst | miu papMareBTUYeCKOH KOMITO3MIIMM HAa €€ OCHOBE B
W3TOTOBJICHUH JIEKAPCTBEHHOTO TMpernapara JUis JIedeHHs TanaccemMuu (Hampumep, Oera-
TaJaCCeMUH).

[00152] B npyrux acmekTax B JaHHOM JOKYMEHTE NPEICTaBJICHbI CIIOCOOBI YBEIHYESHHUS
NPONOJDKUTENBHOCTH Ku3HU 3puTpountoB (RBC) y cyObekra, Hy)XKDArOIErocss B 3TOM,
NpeayCcMaTpUBAOINE BBeACHHE CYOBEKTY S((EKTHUBHOTO KOJMYECTBA KPUCTAJUINYECKOM
¢dbopMBl CBOOOZHOrO OCHOBaHUSI coenuHeHHs | M (papMareBTHYECKOH KOMITO3MLIMM Ha €e
OCHOBe. B oHOM acnekTe KpUCTaIUINIeCKyI0 (PopMy CBOOOTHOTO OCHOBAHUS COENMHEHHs | mn
(dapMaleBTUYECKYI0O  KOMITO3WIIMIO HAa €€ OCHOBE OKCTPAKOPIOPAIbHO  JTOOABISIOT
HETIOCPEACTBEHHO K ILEJNIbHOW KPOBU WM SPUTPOLUTApHONW Macce. Takxke MpencTaBiieHa
KpucTajnueckass (popma CBOOOJHOrO OCHOBaHUSI coenuHeHus | wim ¢apMareBTHUeCKas
KOMITO3UIMsI Ha €€ OCHOBE Ul INPHMEHEHHs B YBEIWYEHUU MPOAOJDKUTEIBHOCTH >KU3HH
spurporutoB (RBC) y cyObekra, Hyxparomerocss B 3TOM. JIONOJHUTENBHO MPEACTABICHO
NPUMEHEHNE KPHUCTAJUINYEeCKOH (opMbl CBOOOAHOTO OCHOBaHMS COENUHEHHWs 1 WM
bapmareBTUIECKONH KOMITO3ULIMH HA €€ OCHOBE B M3TOTOBJIEHUH JIEKAPCTBEHHOTO IpernapaTa JJIs
YBEJINYEHUS POIOJIKUTENBHOCTH ku3HU 3puTpouuTos (RBC).

[00153] B mpyrux acmekrax B JaHHOM JOKYMEHTE MPEICTABIIEHbI CIIOCOOBI PEryJISIUH
ypoBHeil 23-mudocdormumepara B KPOBH Yy CyOBEKTa, HYXAAKOLIErOCs B 3TOM,
NpeAyCMAaTPUBAIOINNE TPUBEACHUE KPOBH B KOHTAKT C O((EKTUBHBIM KOJIUYECTBOM
KPUCTAJLUTHUECKOH (HOpMbI CBOOOTHOTO OCHOBaHHs coenuHeHuss | wminn (papmaneBTHUECKOi
KOMIIO3UIIMM Ha €€ OCHOBe. Takke NpPeACTaBICHbl KpHUCTajuinueckass (opma CBOOOTHOTO
OCHOBaHUS CoeuHEeHUs1 | nim GpapMarieBTHIeCKOil KOMITO3UIIUHN HAa €€ OCHOBE Il PUMEHEHUsI
B peryysiuuu ypoBHe# 2,3-nudocdormumepara B KpoBH Y CyObeKTa, HYKAAOIIETOCS B 3TOM.
JIOTIOJTHUTENBHO MPEACTABICHO MPUMEHEHHE KPHUCTAILTHYECKOH (POpPMBI CBOOOHOTO OCHOBAHUS
coenuHeHUs1 | wim  (apmManeBTHYECKOH KOMIO3MLIMM HAa €€ OCHOBE B HM3TOTOBJICHUHU
JIEKapCTBEHHOT'O Tpernapara JAJisl peryJisiiuu ypoBHeit 2,3 -audocdornuiepara B KpOBH.

[00154] B nmpyrux acmektax B JAHHOM JOKYMEHTE MPENCTaBJICHBI CIIOCOOBI JICYCHHSI
aHeMHH y CyOBeKTa, HYXXAAIOLIErocs B O5TOM, NPEAyCMaTPHBAIOIINE BBEIAEHHE CYOBEKTY
3¢ PeKTUBHOTO KOMUYECTBA KPHUCTALUTHYECKOW (HOpMBI CBOOOIHOTO OCHOBAHUS COEAMHEHUsS |
Wi (papmManeBTUUECKON KOMIIO3UIMHM Ha €€ OCHOBE. B OnHOM acriekte aHemusi, MOAJeKaIas
JEYSHHIO, TIPENCTABJSET COOOW IU33PUTPONOITHYECKYI0 AHEMMIO. Takke IpencTaBieHa
Kpucrajumdeckass (popma CBOOOAHOrO OCHOBaHHUsI coenuHeHWst | wnu ¢apmareBTUdecKas

KOMIIO3uliMss Ha €€ OCHOBE Ji1 TMPUMCHCHHSA B JICHCHUHM AaHCMHUH B KPOBH Y Cy6’beKTa,
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HY>KZAIOLIEerocsi B 3TOM. JIONOJHUTEIBHO MPEACTABICHO MPUMEHEHNE KPUCTAITHYECKOH (POPMBI
CBOOOZTHOTO OCHOBaHUS COeqUHEHMs | M (apManeBTUYeCKOH KOMITO3HIMM Ha €€ OCHOBE B
M3TOTOBJIEHUH JIEKAPCTBEHHOI'O Ipenapara AJisl JeUeHUs] aHEMUH.

[00155] B ompeneneHHbIX BapHaHTaX OCYIIECTBJIEHUS B JaHHOM JOKYMEHTE
NPENCTABICH CIOCOO TOBBIIICHUS] KOJMYECTBA TeMOIJIOOMHA y CyOBeKTa MyTeM BBEICHUS
3¢ (}eKTUBHOTO KOJIMYECTBA KPUCTATMUECKOH (HOpMbI CBOOOAHOTO OCHOBaHHS COenuHEHHs |
i (GapMaLeBTUYECKOH KOMITO3HMIMU Ha €€ OCHOBE. Takke NMpeacTaBiieHa KPHUCTAJLTHMYECKas
¢dopma cBOOOAHOrO OCHOBaHMs coenuHeHHMs | wnu (papmaLeBTHUECKAsh KOMIIO3HMLIUS Ha ee
OCHOBE JIJIsl TPUMEHEHHsI B MOBBILICHUH KOJMYECTBA IeMOTTIOONHA Y CYOBEKTa, HYKAAKLIErocs
B 5TOM. JIOTMOJHUTENBHO TPEACTABICHO NMPUMEHEHHE KPHUCTALTHYECKOH (OopMbI CBOOOTHOTO
OCHOBaHUS COeMHEHMs | niam papMaleBTHYECKOW KOMITO3ULMH Ha €€ OCHOBE B M3TOTOBJICHUH
JIEKApCTBEHHOTO Iperapara JJIsl IOBBILICHUST KOJIMYECTBA FeMOTJIO0HHA.

[00156] B HekOTOpBIX acrekTax TepaneBTHuYecku 3(PpPeKTHBHOE KOIUIECTBO PACKPBITON
dopwmnl (kpuctrammmueckoit popmet A, B, C, D, E, F, G, H, 1, J, kpuctramindeckoro ¢cBoOOIHOTO
OCHOBaHUSI WM aMOp(HOI (OpPMBI) MOKHO BBOAMTH B KJIETKH B KYJBTYpe, HAMPUMED, in Vitro
WIA eX Vivo, WiIh CyOBeKTy, Hampumep, in Vvivo, IJsl JIEYeHUs, NPEAYNPEKIEHUs W/ Wi
JUArHOCTUKYU psifia HapylIEeHUH, B TOM UHCJe HapyLIeHUH, OMUCAHHBIX B JAHHOM JOKYMEHTE
HUXKE.

[00157] B omHOM acmekTe pacKphITbIe KOMIIO3MLIMHM, CIIOCOOBI JIEYEHUS U IMYTH HX
MPUMEHEHUs1, MPeayCMaTPUBAOIINEe PacKphITyr0 hopmy (kpucrammnaeckyio ¢popmy A, B, C, D,
E, F, G, H, I, J, xpucrammueckyro ¢popMy cBOOOIHOr0 OCHOBaHMs WM amMopdHY (opmy),
JOTIONIHUTENIBHO MPENyCMaTPUBAIOT BBEIEHUE WM NTpUMeHeHHne (osreBoil KUciaoTel. Beenenue
WM TpuMeHeHHe (oNueBOod KHUCIOTbI MOMKHO OCYINECTBJIATH Iepel BBEIEHHUEM WU
NPUMEHEHHEM KPUCTAJUTNYECKOH Wi aMOopdHOH (OpM, ONMMCAHHBIX B AAHHOM JOKYMEHTE, BO
BpeMsi w/win mociae Hero. OmHAKO B OAHOM acrekTe (OJMEBYIO KHCIOTY BBOIST WIIH
NPUMEHSIIOT 10 packpbitoit ¢opmbl (kpuctaumyeckoir Gpopmel A, B, C, D, E, F, G, H, [, J,
KPUCTAJTMYECKOrO CBOOOTHOTO OCHOBaHUs MM aMOp(HON (GopMbI) W/HIIM OTHOBPEMEHHO C
Heil. Takum 0Opa3om, B OJHOM aclekTe B JAHHOM JOKYMEHTE IMPENCTaBJIeH Croco0 JeYeHUs
COCTOSIHUS, ONHMCAHHOTO B JaHHOM JOKyMmeHTe (Hampumep, PKD, aHemuu, Takoil Kak
TeMOJIUTHYECKAsT aHeMUs, MPHOOPETeHHAas] TeMOJIMTHYECKAas] aHEMHsI U CEPIIOBUAHOKJIETOUHAS
aHemusi, Tajaccemun (Hampumep, Oera-Tamaccemuu, anbda-TanmaccemMuu, TpaHCHY3UOHHO-
HE3aBUCHMOH TalacCeMHHM U T. 1I.), CEPIOBUIHOKJIETOYHOTO 3a00JI€BaHMS, HACIEICTBEHHOTO
cdeponnTo3a, HACIENCTBEHHOTO 3JUTMNTOLMTO3a, abeTalunonpoTenHeMuy, cuaapoma bacceHa-
KopHnusetira u napokCu3MaibHOW HOUHOW reMOTrJIOONHYPHH); YBEITHMUEHHs! TIPOJOJIKUTEIBHOCTH
xu3Hn RBC; perymsauun ypoBHe#t 2,3-mudocdornunepara B kposu; aktuBaunu PKR nukoro
TUna WM MyTaHTHOW ¢opmbl PKR B spurpounTax; MOBBILIEHHS KOJMYECTBA TI'€MOTJIOOWHA,
oueHuBaHus ypoBHs 2.3-nudocdornunepara (2,3-DPG), yposus anenosuntpudochara (ATP)
i yposHs aktuBHOCTH PKR; onenuBanms yposus 2,3-nudochormunepara (2,3-DPG), ypoBHs
anenosunrpudocdara (ATP) unu yposus aktuBHoctu PKR y cyOwekra, Hyxkparomerocs B

5TOM, MPENYCMaTPUBAIOLINI BBeIeHHE CYObeKTY 3(h(hEeKTHBHOIO KOJIMIECTBA PACKPBITOH (POPMBI



48

(xpucramummueckoit popmel A, B, C, D, E, F, G, H, I, J, kpucrammmdeckoro ¢BoOOIHOTO
OCHOBaHUs WK aMopdHOit popmbl) U PoTMEBOI KHCIOTHL

[00158] B acmekrax, rae (OJIHEBYIO KHCIOTY BBOIST WM MPUMEHSIIOT IO PACKPBITOM
dopwmel (kpuctrammrueckoit opmet A, B, C, D, E, F, G, H, 1, J, kpucraninueckoro ¢cBoOOIHOTO
OCHOBaHHUsI WU aMOp(HOM (opMel), HONUEBYIO KHCIOTY MOKHO NPUMEHSTH 3a MO MEHbIIeH
Mmepe 5 aHel, mo MeHblie mepe 10 nHeli, mo meHbluel Mepe 15 anHeil, no MeHbuield mepe 20
AHEH WM 1O MeHbLIed Mepe 25 nHeil 10 BBEACHUS WM IMPUMEHEHUs PacKphIToil ¢popmbl. B
OITHOM acrekTe (POJIMEBYIO KHUCJIOTY BBOAST WJIM NMPUMEHSIOT 3a MO MeHbleil mepe 20, mo
MeHblIeH Mepe 21, mo MeHblel Mepe 22, o MeHbluel Mepe 23, o MeHbIlelH Mepe 24 uiu 1o
MeHbLIeH Mepe 25 nHel N0 BBEICHUs WM MPUMEHEHUsT pacKpbITol Gopmbl. B npyrom acmnekre
(dboNMeBy0 KUCJIOTY BBOIST 3a MO MeHblned mepe 21 neHb 1O BBEACHUS WM MPUMEHEHUs
packpeiToii ¢opmbl. B npyrom acmekre ¢GosueByr KHUCJIOTY BBOIST WIM MPUMEHSIOT 3a 1-30
IHEH 10 BBEICHUS WIIM MIPUMEHEHUsT PacKphITOi (popMel. B npyrom acnekre (onneByro KUCIOTY
BBOJST WJIM MPUMEHSOT 32 5-25 NmHeW N0 BBEACHUs WM MPUMEHEHHs PacKpbITol (opmbl. B
OpyroM acrekTe (POTHEeBYI0 KUCIOTY BBOAST WIH MPUMEHSIOT 3a 10-30 nHel 10 BBEeIEHUS WU
NpUMEHEHUs1 packpbIToii (opmbl. B npyrom acmekre (OSHEBYIO KHCIOTY BBOIAT HIIH
npuMeHsitoT 3a 10-25 nHeW 1o BBEeNEeHUs WM MPUMEHEHHs PacKpbITod ¢opmbl. B npyrom
acniekTe (DOJIMEBYIO KHUCIOTY BBOIST WM TPUMEHSIOT 3a 15-25 nHeill 10 BBEeOEHUs WM
NpUMEHEHUs1 packpbiToii (opmbl. B nmpyrom acmekre (OSMEBYI0 KHCIOTY BBOIAT WM
npUMeHsTIoT 3a 20-25 nHel 1o BBeNEHUs WM MPUMEHEHUST PacKPbITON (YOPMBI.

[00159] KonkperHble konuuecTBa (hONMEBON KHUCIOTHI, MOJJIEXKALIEH BBEACHHUIO HIIH
NPUMEHEHUIO C PpackpbITod (opmoli, OynyT HU3MEHATbCA B 3aBHCUMOCTH OT CyOBeKTa,
NOJJIEKALIEr0 JICUEHUI0, U KOHKPETHOIO peXuma BBeleHus. B ompeneneHHbIX acmekTax
3¢ dekTUBHOE KOJIMUYECTBO (DOJUEBOM KHCIOTHI COCTaBjsier OT mnpubmusutensHo 0,1 Mr nmo
npubmmsutensHo 10 mr B cytku. B ompenenenHbix acnextax 3()(exkTHBHOE KOJIMYECTBO
(dbonueBol KUCIIOTHI cocTaBisieT mo Menbieii mepe 0,1, 0,2, 0,3, 0,4, 0,5, 0,6, 0,7, 0,8, 0,9 wnu
1,0 mr B cytku. B onHOM acniekte 3¢ (eKTHBHOE KOMNYeCTBO (POTHEBOI KUCIOTHI COCTABIISIET 1O
MeHbLIel Mepe 0,8 Mr B CyTKH WK IO MeHbIel Mepe 1,0 Mr B CyTku.

[00160] ITpenamonaraercsi, 4TO KOIUYECTBO (POIMEBOIH KHUCIOTHI MOXKHO OOBEAMHSTH C
JTFOOBIM KOJMYECTBOM PACKPBITOH (POPMBI, OITMCAHHON B JAHHOM JOKyMeHTe. Takum oOpaszom, B
OTNPENEeNIeHHBIX AaCMEeKTax B JaHHOM JOKYMEHTE IPENICTAaBJIEH CIOCO0 JIEYEHHsT COCTOSHUS,
ONMHCAHHOTO B JAaHHOM nokyMeHTe (Hampumep, PKD, aHemum, Takoi Kak IeMOJUTHYECKAs
aHeMHMsi, TPUOOpPETeHHAsh TeMOJHUTUYECKas AaHEeMUs ¢ CEePIIOBHIHOKJIETOYHAS aHEMHUS,
Tajaccemun (Hampumep, Oera-TanmacceMuu, ajbda-TaJacCeMuH, TPAaHCPY3HMOHHO-HE3aBUCUMOU
TAaCCeMHH U T. J.), CEPIIOBHIHOKJIETOYHOTO 3a00JIeBaHUS, HACJIEACTBEHHOro C(epouunTosa,
HACJIEICTBEHHOTO 3JUTMNTOLUTO3a, adeTaaumnonporenHemMun, cuaapoma baccena-KopHiseiira u
NApOKCH3MAJIbHOW HOYHOW IeéMOTJIOOMHYPHUH), YBEIHUEHHs MPOAOJLKUTENbHOCTH XKU3HH RBC;
peryymsiuuu ypoHe# 2,3-mudocdornmunepara B kpoBu; aktuBauud PKR pmkoro Tuma wimu
myTaHTHOH (popmbl PKR B spuTpounTax; MOBBIIEHUS KOJINYECTBA IT€MOrJIOOMHA; OLIEHUBAHHS

ypoBHs 2,3-nudocormuuepara (2,3-DPQG), yposus apenosunrpudocdara (ATP) nnm ypoBHs
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aktuBHocTH PKR; ouenmBanus ypoBHs 2,3-mudocdormunepara (2,3-DPG), ypoBHs
anenosuaTpudocdara (ATP) mmu yposus aktuBHoctu PKR y cyOwekra, Hykmaromerocst B
5TOM, TPEeNyCMaTPUBAIOLINKA BBeAeHHE CYOBeKTY 3(PQPEeKTHBHOrO KOJIMYECTBA PACKPBITON
¢dbopmbl, onucaHHOHN B TaHHOM AoKyMeHTe (kpucrammuueckoit popmsl A, B, C, D, E, F, G, H, I,
J, xpucrammmyeckoil (Gopmbl CBOOOJHOrO OCHOBaHUSI WM aMOpHON (opmbl), u (POIHEBOH
KUCJIOTBI, T7ie (OJTMEBYIO KHCIOTY BBOIST O PAcKpbITON (opMbI (Hampumep, 3a 1O MEHbIIeH
mepe 21 neHb 10 5TOro) W/MiIM OXHOBPEMEHHO C HeM, PU 3TOM PacKphITyio GopMy (Hampumep,
¢dopmy A) BBogsT B kosmuectse 5, 20 wim 50 mr BID, u npu 5ToM (HoNHeBy0 KHCIOTY BBOAST B
KOJINYECTBE MO MeHbIel Mepe 0,8 Mr/cyTku.

IlosicHenue Ha mpuMepax

[00161] Kak moka3aHO B mpuMepax HIKE, KPUCTALIMYECKHE U aMopdHbIe (HOPMBI
MOJIYHYar0T B COOTBETCTBUH CO CJIENYIOLIIMMHU OOLITIMH IPOLETYPaMU.

[00162] Tunu4yHbIE HCTIOIB3YEMbIE COKPAILEHUS PUBEICHBI HUXKE.

PacTBopuTen
HaszBanmue Cokpamenue
1-nponanon 1-PA
2-TIpOMnaHoN IPA
ALIETOHUTPUI ACN
ben3unoselil cnupT BA
Jluxnopmeran DCM
Jumeruncynbpokcu DMSO
JrtaHon EtOH
Ortunauerar EtOAc
H3onponunauerart IPAc
Meranon MeOH
Merunauerar MeOAc
MeTua0y THIIKETOH MBK
MeTun3TuIKeToH MEK
MeTu300yTUIIKETOH MIBK
N, N-numerunaueramua DMAc
N, N-gumerundopmamu DMF
N-MeTunnuppoauIoH NMP
Tper-OyTrnmeTunosslit 3¢hup MtBE
Terparunpodypan THF
TpudropykcycHast Kuciora TFA

Tpudropstanon TFE
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EnuHnne! n3amepeHus

Haspanue Cokpainenue
Lenbcus C
['panxycel °
OKBUBAJICHTbI 3KB.
I'pamm r
Yac 9.
KenbBun K
JIutpel 1
MunnurpaMmsl Mr
MunnunuTpsl MJI
MunyTa MUH.
Bropuunsiit BTOD.
Obpem 00.
Barr Br
Bec BEC.

[00163] Amnamu3 mNOPOIIKOBOI

orpakeHreM. OObIUHOE CKAHUPOBAHNE OCYLIECTBIISIETCS MPH 3HaUeHHsAX 260 ot 4 1o 30 rpagycos
¢ pasmepom mara 0,05 rpaayca 3a nate MuHyT npu 40 kB u 15 MA. CkaHupoBaHue C BBICOKUM
paspelIeHreM OCYLIECTBIIAECTCS NpU 3HaYeHusAX 20 ot 4 go 40 rpagycos ¢ pasmepom mara 0,05
rpanyca 3a tTpuauate MuHyT npu 40 kB u 15 MA. Tunuunsle napamerpsl XRPD nepeunciens

HUXKE.

PEHTI€HOBCKOH  UpaKIiH

IMapameTpsl peskuMa OTPaAKEHUS

JUtrHA BOJIHBI
PEHTT€HOBCKOTO H3JTyYEHUS
Y cTaHOBKa pEHTT€HOBCKOM

TPyOKH
[TapameTpel wenu

Pexxum ckanupoBaHust
Jlnana3oH CKaHUPOBAHUS
(°2TH)
Pasmep mara (°2TH)

CKOpOCTh CKAHUPOBAHUS

CuKal, 1,540598 A,

Cucrema ¢ LIEbIO MEPEMEHHOTO pa3Mepatc

HIesblo GUKCHPOBAHHOTO pa3Mepa

40 xB, 15 MA

HenpeprisHO
4-30

0,05
5

OCYIIECTBIISLIN
ucnons3oBanueM Rigaku MiniFlex 600. OOpa3npl monyyanu Ha IIACTHMHAX U3 Si C HYJIEBBIM
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(°/mun.)

[00164] Anamu3z ¢ nomombio auddepeHIrnanbHON CKAHUPYIOMIEH KaJOpUMETPHH
oCyIeCTBIIANNA ¢ Hucronb3oBannem Mettler Toledo DSC**. Heobxomumoe komudecTBo 06pasia
B3BELIMBAJIN HENOCPEIACTBEHHO B TE€PMETHYHOM AaJIOMHHHEBOM THUIJIE C MHKPOOTBEPCTHEM.
OObiuHast Macca obOpasia cocrapisier 3-5 mr. OObIUHBIN AMANA30H TEMIEPATyp COCTABISIET OT
30°C no 300°C npu ckopoctr HarpeBanus 10°C B munyty (oOuiee Bpemsi 27 MUHYT). THUnU4HbIE

napameTpsl 1t DSC nepeuncieHs! HIKe.

IHapameTtpbi
Crniocob BricTpoe nuHeitHOe I3MeHeHue
Pa3mep obpasua 3-5Swmr
CxopocTb HarpeBaHusI 10,0°C/muH.
Jnana3zoH Temneparyp ot 30 no 300°C
I"a3, ucnonp3yeMelii B criocode N> npu 60,00 mu/mMuH.

[00165] TepmorpaBumerpudeckuii aHamu3 W AUGGEPESHIUAIBHYIO CKaHUPYIOMIYEO
KaJOPHMETPHIO OCYLIECTBISIA ¢ ucronb3osanneM Mettler Toledo TGA/DSC™. Heobxommumoe
KOJIN4eCTBO 00paslia B3BEUIMBAIN HETOCPEACTBEHHO B IN€PMETHYHOM AIFOMUHHUEBOM THUTIIE C
mMukpootsepctueM. OObuHas macca obpasua s u3MepeHus: cocrasisier 5-10 mr. OObraHBIN
nuanasoH temmeparyp cocrasiseT ot 30°C go 300°C npu ckopoctu HarpeBanust 10°C B MUHYTY
(obmee Bpemst 27 MUHYT). 3allUTHBIE W MPOAYBOUHBIE ra3bl MPEACTABIIOT coOoi azot (20-30

wr/mMuH. 1 50-100 mu/muH.). Tunmunsle mapamerpsl DSC/TGA nepeunciens! HIDKe.

ITapameTrpbi
Crocob beicTpoe nuHelHOe U3MEHEeHNE
Pasmep obpasua 5-10 mr
CkopocTb HarpeBaHus 10,0°C/muH.
Jnana3zoH TeMmeparyp ot 30 1o 300°C

[00166] Anamu3 ¢ momoupl0 AUHaMHU4Yeckol copOumu mapa (DVS) BeImonmHsM C
ucnomp3oBanueM DVS Intrinsic 1. OOpasen 3arpyxaid B Tureib 1Jsi obOpasua W
CyCneHIupoBaiu 3 MUKpoBecoB. OObMHas Macca oOpas3ua st u3MepeHust nmocpenctsom DVS
coctaBysieT 25 mr. ['a3000pasHblii a30T, 0apOOTHPOBaHHBIN uYepe3 MUCTHJUIMPOBAHHYIO BOAY,
o0ecrieunBaeT HEOOXOOUMYI) OTHOCHUTENBHYI BJIAKHOCTb. OOBIYHOE H3MEPEHHE BKIFOYAET
Clenyrolye CTaluu.

1. YpasHosewmuBanue npu 50% RH.

2. 01 50% mo 2% (50%, 40%, 30%, 20%, 10% u 2%).

Brinep:xuBaHue B TEUEHHME MUHUMYM 5 MHH. U MakCUMyM B TedeHue 60 MHUHYT IpHU
KaXJIOM 3Ha4eHuHu BiIaxxHOCTH. Kpurepuit mpoxoskaenus coctasiisieT MmeHee 0,002% n3meHeHusl.
3. Ot 2% 1o 95% (2%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95%).

Brinep:kuBaHue B TEUEHHME MUHUMYM 5 MHH. U MakCUMyM B TedeHue 60 MHUHYT IpHU

Ka)XJOM 3HaueHuu BiaaxxHocTu. Kpurepuit npoxoxaenus coctasisier meHee 0,002% n3MeHeHusl.
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4. Ot 95% 1o 2% (95%, 80%, 70%, 60%, 50%, 40%, 30%, 20%, 10%, 2%).

Brinep:kuBaHue B TE€UEHHME MHUHUMYM 5 MHH. U MakCUMyM B TedeHue 60 MHUHYT IpHU
Ka)XJOM 3HaueHuu BiaaxxHocTH. Kpurepuit npoxoxaenus coctasisier meHee 0,002% n3MeHeHus!.

5. Ot 2% 1o 50% (2%, 10%, 20%, 30%, 40%, 50%).

BrinepxuBaHue B T€UEHHE MUHUMYM 5 MHUH. M MAaKCUMyM B TedeHue 60 MHUHYT NIpHU
Ka)KI0M 3Ha4eHnH BraxxHocTu. Kpurepuii npoxosxaenus cocrasisier MmeHee 0,002% n3MeHeHHs!.

[00167] ITpotonnsit AMP ocymectsisiiu Ha criektpomerpe Bruker Avance 300 MIm.
Teepabie BemecrBa pactBopsuin B 0,75 M neHTEpUPOBAHHOIO PACTBOPUTENST BO (hJIAaKOHE
o0beMoMm 4 mut u epeHocuu B TpyOky st AMP-cnexrpockonuu (Wilmad ¢ TOHKOM CTEHKOH S
myM, 8¢, 200 MI'm, 506-PP-8). OObrHOe u3MepeHHe OOBIMHO NpeAcTaBisier coboit 16

ckanupoBaHuil. Tunnynele napamerpsl AMP nepednciens! HUXKE.

IapameTrpbi
Cnextpomertp Bruker Avance 300 MI'i
ITpubop
Cnexrpomertp Bruker Avance 500 MI'i
Temnepartypa 300K
5 mm PABBO BB-1H/DZ-GRD
30H1
Z2104275/0170
KonnuecTBo ckaHUpOBaHUN 16
3anepiKka penakcauuu 1,000 ¢
JIIMTeNbHOCTh UMITYJIBCA 14,2500 mxc
Bpewms uccnenosanus 2,9999 ¢
300,15 T
YacroTa criekrpomeTpa
500,13 T'u
Anpo IH

[00168] Turposanue no merony Kapna-®urepa st onpeneneHus: BOAbI OCYIIECTBIISIIH
¢ ucnojs3oBanrem 785 DMP Titrino u 703 Ti Stand, ocHaIlleHHBIX TBOHHBIMH IJIATHHOBBIMH
npoBOJIOYHbIME 3JiekTponamu 6.0338.100. OOpasubl pacTBOPsUIM B METAHOJIE CO CTENEHBIO
yuctoTel, npurogHod miusi HPLC, wnu B 0e3BOJHOM MeETaHOJE W TUTPOBAIU C TOMOINBIO
Hydranal-Composite 5. O0praHast Mmacca obpasua mist m3mepenns cocrasisier 0,03-0,10 r. s
kamuOpoBKku ucnonb3yroT Hydranal, cranmgapt Bons, 1 Bec. %.

[00169] Coenunenne 1, a IMEHHO HEKPHUCTAJUIMYECKOE CBOOOTHOE OCHOBAHUE, MOJKET

6bITb MOJIY4E€HO B COOTBETCTBUMH C MPOLEAYpPaMHU, OITUCAHHBIMU HUXKE.
Honyuenne 3Tuia-4-(XuHOMTUH-8-cyaboHamu0)6eH30aTa

Q} Cramgus 1

N\ A\

- ITupuaun:, CH3CN Os
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[00170] PactBop, conmepskamuii 3Trin-4-amuHoOens3oat (16,0 r, 97 Mmonb) U nMUpUIUH
(140 r, 177 mmomp) B aueronutpune (55 wi), nmobaemsim B TeueHue 1,2 waca K
nepeMeIInBaeMoil CyCIieH3UN XUHOINH-8-cyabponuixnopuaa (20,0 r, 88 mmonp) B 6€3BOTHOM
aneronurpuiie (100 mm) mpu 65°C. Cmech nepememnBanu B TedeHue 3,5 vaca mpu 65°C,
oxnaxnam 10 20°C B Teuenue 1,5 "aca ¥ BbIAEPIKUBAIHN 0 T€X MOp, MOKA HE NOOABISIIN BOAY
(140 mn) B Teuenme | waca. Teepaple BemecTBa W3BJIEKAIH IOCPEACTBOM (UIIBTPALHH,
npombiBaiy 2 paza (mo 100 mur Kaxablii pa3) ¢ MOMOIIBIO cMecu aueToHuTpui/Bopa (40/60
BeC./BEC.) M BBICYIIMBAJIHN O JOCTH)KEHHUS] MOCTOSIHHOTO Beca B BakyyMHoU mneuu npu 85°C. B
pesyabraTe aHanmusa Oenoro TBepmoro BemiectBa (30,8 r, 87 mmonb) oOHapyskwim, 4to (A)
YHCTOTa 3THII-4-(XHHONUH-8-cynbhoramuao)oensoara cornacHo HPLC cocrasnsier 99,4%, (B)
LC-MS cootserctByet cTpykType (M+1)= 357 (xononka C18 ¢ 3mronpoBaHrueM ¢ IOMOIIBIO 95-
5 CH3CN/Bonpbl, MOIU(HUIIUPOBAHHBIX C TOMOIIBI0 MyPaBbUHON KHUCJIOTBHI, B TEUEHHE 2 MUHYT),
u (C) "H SIMP coorserctByer crpykrype (400 MI', DMSO-dg* = & 10,71 (s, 1H), 9,09 (dd,
J=43, 1,6 I'u, 1H), 8,46 (ddt, J=15,1, 7,3, 1,5 I'u, 2H), 8,26 (dd, J=8,3, 1,4 I'u, 1H), 7,84-7,54
(m, 4H), 7,18 (dd, J=8,6, 1,3 'y, 2H), 4,26-4,07 (m, 2H), 1,19 (td, J=7,1, 1,2 ', 3H).

onyuyenne 4-(xuHOIHUH-8-Cy/ibPoOHAMUI)0eH30IIHOMH KHCJIOTHI

Cragusa 2

o Q} NaOH . Q}
o s W= THF/H20 o s W=
Etd HO

[00171] Pacteop NaOH (16,2 r, 122 mmonb) noGaensnu B TedeHue 30 MHUHYT K

nepeMeInuBaeMoil  CyCreH3un  STHI-4-(XuHOJMH-8-Ccyb(onamuno)oenzoara (20,0 r, 56,2
mmodb) B Bozae (125 mi) mpu 75°C. Cmech nepemerinBanu npu 75°-80°C B TeueHue 3 4acos,
oxjaxnamu a0 20°C w BbiepkuBaiM A0 TeX mnop, moka He nobasmsyiu THF (150 wm).
Xnopucroopoponnyto kucnoty(11% HCI, 81 mu, 132 mMMoib) n00aBisuin B TeUEHHE Nepuoaa
6onee 1 yaca no noctkenus pH 3,0. TBepabie BelecTBa U3BJICKATN MOCPEACTBOM (PUIIbTPALIUN
npu 5°C, npombiBasmu Bonoit (2x100 M) U BBICYIIMBAJIN 0 MOCTOSTHHOTO BECa B BAKYYMHOM
neun npu 85°C. B pesymprare ananmza Oemoro TBepmoro BemiectBa (16,7 r, 51 mMmomb)
oOHapyxkwimi, 4to (A) uncrora 4-(XMHONUH-8-CYNbGOHAMUN)OCH30HHONH KHCIOTHI COTJIACHO
HPLC = >999%, LC-MS coorserctByer crpykrype (M+1) = 329 (komonka C18 c
3IFOMPOBaHNEM ¢ TOMOIIbI0 95-5 CH3CN/Boabl, MOAH(PHULIMPOBAHHBIX C TIOMOLIBIO MypPaBbUHON
KHCJIOTBI, B T€YCHHE 2 MUHYT), U 'H stMP cootBercTBYeT cTpykType (400 MI'i, DMSO-dg) = 6
12,60 (s, 1H), 10,67 (s, 1H), 9,09 (dd, J=4,2, 1,7 I'u, 1H), 8,46 (ddt, J=13,1, 7,3, 1,5 I'y, 2H),
8,26 (dd, J=8,2, 1,5 I'u, 1H), 7,77-7,62 (m, 3H), 7,64 (d, J=1,3 ', 1H), 7,16 (dd, J=8,7, 1,4 I'Ly,
2H).

Honyyenne 1-(UMKIONPONUIMETHI)TUNIEPASMHAUTHAPOXT0opUAA (4)
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1) NaBH(OAC)s
VIPA
W 1Y

2) HCIH,0
2 3 AUECTOH 4

[00172] B peaktop oobemoM 1 11 B atmochepe N, 3arpykanu Tper-OyTui-numnepasus-1-
kapOokcunar (2) (100,0 r, 536,9 mmonb), uukionponankapdansaerun (3) (41,4 r, 590,7 mmons),
tonyou (500,0 mi) u 2-npomnanon (50,0 mi). K nonyyennomy pactBopy nodasisuin NaBH(OAC)s
(136,6 1, 644,5 Mmmoab) 1o dacTam rpu 25-35°C u cmech nepememusaiu rnpu 25°C B Teuenue 2
4. Jlo6asnsuiu Boay (300,0 mut) ¢ mocnenyromum aodassenrem pacrsopa NaOH (30%, 225,0 mn)
10 AocTHkeHus 3HaueHus: pH, pasHoro 12. Cnou pasnessiiv 1 OpraHuyecKuil Cjaol MpOoMbIBAJIH
Bonoit (100,0 M x 2). K opranudeckomy ciow A00aBISUIM XJIOPUCTOBOJOPOIHYIO KHCIOTY
(37%, 135,0 mn, 1,62 monb) u cMech nepemernnBany npu 25°C B Teuenue 6 4. Crou pasmensiim
¥ BOIHBIN CIoit 1o0aBsiu k auetody (2,0 i) mpu 25°C B Teuenue 1 u. ITony4eHHYIO CYCIIEH3HIO
oxnaxnamu g0 0°C. Teepnoe semectBo (unbrpoBamu npu 0°C, TPOMBIBANK C TOMOIIBIO
anerona (100,0 mi x 2) m BeIcymmBanu ¢ nosnyueHueMm coenuHeHust 4 (1050 r) ¢ 92%
¢daktuueckum BeixomoM. IlocpencrBom LC-MS (komonka C18 ¢ smomposanuem 90-10 ¢
nomomso CH3;CN/Bozbl B Tedenne 2 MuHyT) 0GHapyxmmi, uro (M+1) =141. 'H SIMP (400
MI'u, DMSO-dg) & 11,93 (br.s, 1H), 10,08 (br., 2H), 3,65 (br.s, 2H), 3,46 (br.s, 6H), 3,04 (d,
J=7,3 ', 2H), 1,14-1,04 (m, 1H), 0,65-0,54 (m, 2H), 0,45-0,34 (m, 2H) ppm.

Iony4enne N-(4-(4-(nuxnonponuaMeTHI)nunepasu-1-

KapOoHnJ)(peHn)XHHOIUH-8-cyabponamuaa (1)

0 Q} Nj@\
s - N col ‘ o, |
D@ﬁm N= HN(\:J/\:‘:? . ‘{:&Nm,} NS
H

Q.v‘

HO 2H DMA
5 4 1

[00173] B peaktop obbemom 2 15 B armochepe N, 3arpyxkanu 4-(XUHOJUH-8-
cyabonamuno)oensoiinyro  kuciory (5) (100,0 r, 304,5 mmoms) u DMA (500,0 mm). K
nojy4yeHHon cycrien3uu podasmsuin CDI (74,0 r, 456,4 mmonp) no vactsim npu 25°C u cMmech
nepememmBany npu 25°C B Tedenwe 2 4. K mnonyueHHOM cycmeHsum moGaBnusi |-
(umMKIONpONMIIMETHIT ) TIUTIepasuHa guruapoxiopun (4) (97,4 r, 457,0 MMonp) B BHIE OXHOM
vactu ipu 25°C u cmech nepemermusany npu 25°C B Teuenune 4 4. JloGasmsm Boxy (1,0 i) B
Teuenne 2 4. Teepmoe BemecTBo (punbTpoBamu mpu 25°C, MPOMBIBAIM C MOMOLIBIO BOABI M
BbICYIIMBaMM 1ox BakyymoMm mpu 65°C ¢ mnonmyuenuem coemunenus 1 (124,0 r) ¢ 90%
¢daktuueckum BeixomoM. IlocpencrBom LC-MS (komonka C18 ¢ smomposanuem 90-10 ¢
nomomeio CH3;CN/Bozb! B Teuenne 2 MuHyT) 0OHapyxmim, uro (M+1) =451. 'H SIMP (400
MI'u, DMSO-de) 6 10,40 (br.s, 1H), 9,11 (dd, J=4,3, 1,6 'y, 1H), 8,48 (dd, J=8,4, 1,7 I'y, 1H),
8,40 (dt, J=7,4, 1,1 I'u, 1H), 8,25 (dd, J=8,3, 1,3 I', 1H), 7,76-7,63 (m, 2H), 7,17-7,05 (m, 4H),
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3,57-3,06 (m, 4H), 2,44-2,23 (m, 4H), 2,13 (d, J=6,6 I'u, 2H), 0,79-0,72 (m, 1H), 0,45-0,34 (m,
2H), 0,07-0,01 (m, 2H) ppm.

[00174] Ha nanHO#M cTanuy CHHTE3a TaKkKe MACHTU(PULUPOBAIH aABe npumecu. [leppas
npuMech mpeactasisia codol coenunenue IM-1 (mpouent momann npudmusuTensao 0,11%

Ha ocHoBe wunoctpatuBHoit HPLC) co cnenyroreit crpykrypoii.

0O
N~ o)
H O

Coenunenue IM-1 monyuanu 3a cueT NMpUCYTCTBUS N-MeTUINUINEpPa3HHA, NPUMECH B

Nx (Coenunenue IM-1)

COEMHEHUH 2, U MEPEeHOCHJIN JJIsl OCYLIEeCTBIIEHUsl peakuuu ¢ coeauHeHueM 5. Ilocpeactsom
LC-MS o6uapysxum, uro (M+1) =411,2; (M-1)=409,2. "H SIMP (400 MI', DMSO-d6) & 10,43
(brs, 1H) 9,13-9,12 (m, 1H), 8,52-8,50 (m, 1H), 8,43-8,41 (m, 1H), 8,26 (d, J=4,0 T'u, 1 H), 7,73-
7,70 (m, 2H), 7,15-7,097,69 (m, 4H), 3,60-3,25 (brs, 4H), 2,21 (brs, 4H), 2,13 (s, 3H).

[00175] Btopast mpumech mpencrasisiia codoit coenunenue IM-2 (MPOLIEHT TUIOIIATU

npudmmsuTensHo 0,07% Ha ocHoBe wiuntoctpatusHo HPLC) co cienyroreit CTpyKTypoil.

(Coenunenue IM-2)

Coemunenne IM-2 nmnony4yanu 3a  CcYeT MNPUCYTCTBUSA IMIIEPA3UHA, MPUMECH,
00pa30BaHHOH MOCPENCTBOM YAAJCHUS 3AIMUTHON IPyIIbl U3 coenuHeHus 2. Ilunepa3snHOBBINH
OCTaTOK MEPEHOCHUIIN ISl B3aUMOJECHCTBUS C ABYMsI MOJIEKYJIAMH COEIUHEHUs 5 ¢ MOJy4YeHUEM
coennuennst IM-2. TTocpencrsom LC-MS o6apyxmmm, aro (M+1) =707. 'H SIMP (400 MTI',
CF;COOD) & 9,30-9,23 (m, 4H), 8,51 (s, 4H), 8,20-8,00 (m, 4H), 7,38-7,28 (m, 8H), 4,02-3,54
(m, 8H).

DKCIepUMEHTHI 10 PaCTBOPUMOCTHU

[00176] UsmepeHusi pacTBOPUMOCTU MPOBOAMIIA TOCPEICTBOM TI'PABUMETPUIECKOTO
merona B 20 pa3MYHBIX PACTBOPUTENSIX NMPU ABYX 3HadeHusx temmeparypsl (23°C u 50°C).
B3semmBanu npubnmsurensHo 20-30 Mr popMel A, CUHTE3 KOTOPOH ONHMCaH HIDKE, U A0OaBISIIH
0,75 mn pactBopuTesi ¢ oOpa3oBaHHEM B3BecH. B3Bech 3aTeM MepeMelnBajii B TEYCHHE JyX
CYTOK TpH yKa3aHHOH Temriepatype. PrakoH LEeHTPU(PYTHPOBAIN M HAJOCATOYHYIO KUIKOCTD
cobupanu [l HM3MEPEHHsT PACTBOPUMOCTH TIOCPEIACTBOM TI'PABHUMETPUYECKOrO METOHA.
HacplieHHy0 HafoCaAO4YHYI0 O KMAKOCTb IE€PEHOCHIM B IPEIBAPUTENILHO B3BEIIEHHBIE
¢naxoner anst HPLC obbemom 2 Mi 1 B3BemuBanu cHoBa ((puakon+xkuakocts). He 3akpbIThIit
¢makoH 3areM ocTaBsuM Ha ropsuedt mumre npu S0°C s MEUIEHHOrO  BBIAPUBAHHS
pacTBopuTens B TeueHue Houu. PrakoHbl 3aTeM OCTaBisid B neun npu 50°C u nox BaKkyyMoM

AJIis1 yAAJIEHUsT OCTATOYHOI'O0 KOJIMYECTBA PAaCTBOPUTEISA, TaKUM o6pa30M, OCTaBaJIOCh TOJIBKO
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pacTBOpPeHHOE TBepaoe BemecTBo. DiakoH 3aTeM B3BelnnBaiu ((hJIakoH+TBEpaOe BellecTBo). B
pe3yabpraTe STHX TpexX B3BEIIMBAaHUM, (IakoH, (GIaKOHTKUAKOCT U (rakoH+TBEpHOE
BEIECTBO, PACCUUTHIBAJM BEC PACTBOPEHHOIO TBEPAOIrO BEINECTBA M PACTBOPHUTENS. 3aTeM,
UCTIONIB3YSl 3HAUEHHE IUIOTHOCTH PACTBOPHTENS, PACCUMTHIBAIN 3HAYEHHE DPACTBOPUMOCTH B

BUZE MI' TBEPIOro BeIleCTBa/MII pacTBoputess. JlaHHbIE TO PACTBOPUMOCTH OOOOIIEHBI B

Tadauue 1.
Tabauna 1
PacTBopurennb PacTBOpUMOCTB, MI' TBEPAOTO
(cooTHOIIEHHSI MPHUBEJEHBI 0 BeleCcTBA/MJI PACTBOPHTEJIS
o0bemy) 23°C 50°C
MeOH 393 >765
EtOH 0 1
IPA 0 2
AneToH 1 6
MtBE 1 3
EtOAc 0 2
ALETOHUTPIIT 4 6
Iuknorexcan 1 1
MEK:Boga (20:1) 0 2
HECMEIINBAEMO
Tonyom: EtOH:Bona (10:5:1) HECMEIINBAEMOe .
Tonyon: EtOH:Bona (10:5:0,5) 1 4
Tonyon 0 2
THF 2 26
IPAc 0 1
aneToH:Boza (8:2) 5 16
THF:Boga (8:2) 14 77
IPA:DMSO (8:2) 11 28
IPA:DMSO:Bopna (80:18:2) 1 6
IPA:DMSO:Bona (70:25:5) 2 9
IPA:DMSO:Bopna (70:20:10) 1 8
DCM 2 H/I

[00177] ITockonbKY pacTBOPUMOCTb B METaHOJE ObljIa 3HAUYUTENBHO BBIIIE, U3MEPEHUE
NPOAOJDKANN [0 TOJNyYeHUs: OONBLIErO KOJMYECTBA CHCTEM pAacTBOPHUTENEH, CMEIIAHHBIX C
MeTaHOJIOM. Pe3ynbrarhl nokasans! B Tadaune 2. 20-30 mr ¢popmsl A orBeuInBasu BO (IakoH

obvemoM 2 mut 1 nodasisuin 500 MK cucteMsl pactBopureneil Ha ocHoBe MeOH, kak ykaszaHo B
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tabyuue. Eciu mpoucxonuio pacrBopeHue, 100apisiii 00Jbiee KOJMUYECTBO TBEPIAbIX BELIECTB
s 00pa3oBaHUs B3BECH. 3aTe€M B3BECH IEpEMEIINBAIN B TEUEHHE IBYX CYTOK. DIaKkOHbBI
LHeHTPU(YTUPOBAIM U HAAOCAIOYHYIO JKUAKOCTb COOMpanu Il W3MEPEHHUs PacTBOPUMOCTH
MOCPEACTBOM TIPaBUMETpPUYECKOro Meroaa nyreM Bbimapusanus npu 50°C. Amanuz XRPD
IPOBOJMJIN B OTHOLIEHUH TBEPJIOTO BELIECTBA MOCe (PUIbTPALIUU B3BECEH.

[00178] Bopma okasbiBajla 3HAYMTENBHOE BJIMSHME HAa PAacTBOPUMOCTH (popmbl A.
Hanpumep, B cucreme MeOH:Boma (1:1) pacTBOpMMOCT NHpH KOMHATHOH TeMIeEpaType
cocraBimsia 208 mr/mu, 118, 39 m 5 mns coorBerctBeHHo 0 00. %, 1%, 2,5% u 5%.
CnenoBarenbHo, mpoctoe nodasyieHue S 00. % BOOBI YMEHBINAJIO PAaCTBOPHMOCTb B 42 pasa.
Ucnonp3oBanmu Tpu kommno3uimu pacteoputeneit MeOH:Boga (99:1 mo 00.), (98:2) u (95:5).
[pubnmsurensro 25 mr ¢gopmbl A orBemmBagn BO (yakoH obdbemMoM 2 mMiul U nobaBisin 6
00BEMOB PACTBOPUTEJIS, 3aTEM MEIUICHHO HArpeBaliil IUJIsl pacTBOpeHUs. JJisi SKCrepuMeHTa

5% BOIBI MPOBOIMIIN OTIOJHUTENBHBINA TeCT ¢ 8 00. pacTBopureneir. Cm. Tadauny 3.

Tabauua 2
PacTBOpPHMOCTB, MI' TBEPIOT0 BEIIECTBA/MJI
PacTBOopuTenn
pacTBopuTes
(cooTHOLIEHHsI MPUBeEHbI N0 00beMy)
23°C 50°C
MeOH:Bona (1:1) 7 27
MeOH:Bona (8:2) 10 59
EtOAc:MeOH (1:1) 21 240
EtOAc:MeOH (9:1) 0 9
EtOAc:MeOH (1:9) 359 531
EtOH:MeOH (1:1) 2 11
EtOAc:MeOH (1:1) u 5 06. % BOxbI 3 12
MeOAc:MeOH (1:1) u 5 06. % Boxbl 5 26
MeOAc:MeOH (1:1) 208 340
MeOAc:MeOH (1:1) u 1_.06. % Boabl 118 236
MeOAc:MeOH (1:1) u 2,5_06. % BozsI 39 143
Tabauua 3
PacTBOopuMoOCTD,
O6bem | Temmepartypa HonosnurebH ludpaxror
MTI’ TBEPIOT0
PacTrBopuTens | pacTBOpH npu o€ KOJIMYECTBO | pamMma
BelecTBa/MJI
Tejast  [pacTBopeHu, °C BOJBI XRPD
pacTBopHUTeNs
B+nononnu
MeOH:Bogna
6 00. 23 >167 H/11 TEJIbHOE
(99:1)
KOJIMYECTBO
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MeOH:Boga
6 00. 35 167 /1 B
(98:2)
MeOH:Boga
6 00. 60 167 4 00. A
(95:5)
MeOH:Bona
8 00. 50 125 4 00. A
(95:5)

[00179] C uenbio cpaBHEHHsI paCTBOPUMOCTb COeNUHEHUs 1, T. €. HEeKPUCTAIUTMYECKOTO
CBOOOJTHOTO OCHOBAHUS, TAKXKE M3MEPSUIM B JIBYX CHCTEMAax PAcCTBOPUTENEH Ui HAOIIOIEHUs
BIMSIHUSL BOABL 2,5 00. % BOABI HE OKa3bIBAJIO KaKOTrO-JIUOO BIUSHHUS Ha PacTBOPUMOCTH

coequHeHus 1. Cm. Tabauny 4.

Tabnuua 4
PacTtBopuMoOCTB, MI TBEPAOIO
PacTBopuTesb BelIeCTBA/MJI PACTBOPHUTEJISI
23°C 50°C
MeOAc:MeOH (1:1) 15 34
MeOAc:MeOH (1:1) n 2,5.06. % Bozas! 15 36

DKCHEepUMEHTHI 10 CKPUHUHTY

1. B3Becu ¢ KOPOTKUM CPOKOM CYLECTBOBAHMS

[00180] Teepable BemecTBa U3 B3BECH, IMOJYUEHHBIE B IMPOLIECCE SKCIIEPUMEHTOB IO
U3MEPEHUI0 PAaCTBOPUMOCTH, cobmpanu s aHanuza XRPD, nokasanHoro B Taluaumme S.
CtpykTypa A ocraBajach HEM3MEHHOH B OOJIBLIMHCTBE CUCTEM PACTBOPHUTENEH BO B3BECH CO
CPOKOM JIBO€ CYTOK. B HEKOTOpBIX Cilydasx OHa Tepsil CBOI KPUCTAJNIMYHOCTD, YTO YKa3bIBAJIO
Ha TO, 4TO OoJjiee UIMTENbHOE NMepeMellNBaHue, BO3MOXKHO, NPUBENET K M3MEHEHHIO (POPMBL
Habmronamu Tpu HOBBIX CTpyKTyphl: cTpykrypa B B EtOH mpu k. T. 1 50°C; cTpykrypa A+C B
IPA mpu k. T.; ctpykrypa D B IPA u aneronutpune npu 50°C. Ctpykrypa D+kpucramiueckoe
ceobonHoe ocHoBanue B [PA:DMSO (8:2) npu 50°C.

[00181] Kpome TOro, B3BECh CPOKOM 2 CYTOK MOJyd4ald B CMECSX pacTBOpUTeNel Ha
OCHOBE METAHOIIa, U pe3yJbTaThl IpUBeeHbl B Ta0auue 6. B ciydae, eciu npucyTCTBOBAIO MO
MeHbLIel Mepe 2,5 00. % Boabl CTPyKTypa A ocTaBajach HEM3MEHHOH. [Ipy HaNIWYMK TOJBKO
1% Boawl cTpykTypa A Tepsija CBOWO KpucTanmmyHocTs npu 50°C, mpu 3TOM OHa OCTaBajiach
HEM3MEHHOH NMpH KOMHATHOHM TEMIIepaType BO B3BECH CO CPOKOM JBOE€ CYTOK. B 0e3BOmHBIX
CMeCsIX, T[A€ MPHCYTCTBOBAJIO 3HAUUTENIbHOE KOJMYECTBO METaHOJA, CTPYKTypa A Oblia
HEeCTaOMIIbHOM.

Tabauua S

Hudpakrorpamma XRPD nns B3ecu uepes 2

PacrBopuren CYTOK

23°C 50°C
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CtpykTypa A ¢ HU3KOH

MeOH A CTEIEHBIO
KPUCTAJUINIHOCTH
EtOH B B
IPA A+C D
Aneron A A (DOTIOTHUTENBHBIH MUK
npu ~ 5,8)
MtBE A A
EtOAc A A
AUeToHUTpHI A D
IMuknorekcan A A
MEK:Bona (20:1) A A
Tonyon:EtOH:Boma (10:5:0,5) A A
Tonyon A A
THF A A
IPAc A A
anetoH:Boxa (8:2) A A
THF:Bona (8:2) A A
IPA:DMSO (8:2) A D-+kpucrannuyeckoe
CBOOOZTHOE OCHOBaHUE
IPA:DMSO:Bona (80:18:12) A A
IPA:DMSO:Bopna (70:25:5) A A
IPA:DMSO:Bopna (70:20:10) A A
DCM A H/71
Tabauua 6
Hudpakrorpamma XRPD nocae odpazoBanus
PacTrBopurenn B3BeCH
K. T 50°C
MeOH:Bona (1:1) A A
MeOH:Bona (8:2) A A
EtOAc:MeOH (1:1) B D
EtOAc:MeOH (9:1) A A
CtpykTypa A ¢ HU3KOI CTENEHBIO
EtOAc:MeOH (1:9) A
KPHUCTAJNTNYHOCTH
EtOH:MeOH (1:1) B B
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EtOAc:MeOH (1:1) u 5 06. % BOmBI A A
MeOAc:MeOH (1:1) u 5 06. % BombI A A
CtpykTypa A ¢ HU3KOH CTENEHBIO
MeOAc:MeOH (1:1) A
KPUCTAJUIMYHOCTH
CtpykTypa A ¢ HU3KOH CTENEHbIO
MeOAc:MeOH (1:1) u 1_06. % BoabI A
KPUCTAJUIMYHOCTH
MeOAc:MeOH (1:1) u 2,5.06. % BombI A A

2. DKCIIEPUMEHTBI CO B3BECHIO KPHCTALTHYECKOTO CBOOOJHOTO OCHOBAHUS

[00182] Coenunenue 1, T. e KpUCTAUIMYECKOEe CBOOOIHOE OCHOBAaHHUE, TaKKe
CyCI€HAUPOBAJIM B HECKOJIBKHUX CHUCTEMaxX paCTBOpHTeHefI, B KOTOPBIX FeMI/ICy.Hb(baTHaSI COJIb
IeMOHCTpHpOBaiia pasziuuHble audpakrorpamMmbl XRPD ¢ wnensto cpaBHeHms. CoOomHOe

OCHOBAHUE OCTaBaJIOCh HCU3MCHHBIM BO B3BCCH 4HCPE3 ABOC CYTOK. PeBy.]'IbTaTbI IMMOKa3aHbI B

Tadauue 7.
Taoauna 7
Hudpakrorpamma XRPD nocye o0pa3oBanus B3BecH

PacrBopurenn
23°C 50°C
MeOAc:MeOH (1:1) FB-A FB-A

MeOAc:MeOH (1:1) u 2,5 06. %

BOJIbI FB-A FB-A
EtOH He Buimonssiu FB-A
ACN He BrInmonssim FB-A
IPA:Boma (8:2) He BrInmonssim FB-A

FB-A OTHOCHUTCS K KpUCTAJUTH4ECKOH (hopme CBOOOIHOTO OCHOBaHUS coenuHeHust 1

3. DkcriepuMeHTHI ¢ 00pa3oBaHHEeM aMOPPHOH HOpPMbI

[00183] Jlmopumusauuro B ACN:Bome (2:1 00.) ocymecTBisuin myisi OOpa3OBaHMsI
amopduoro marepuana. [IpubmusurensHo 250 Mr ¢popmbl A oTBEIIMBaIM BO (JIAKOH 00BEMOM
20 M u pobaBisii 6 MII CMECH pAcTBOPUTENs, 3areM cMmech HarpeBaiu ao 40°C wu
BbIiepkuBa B TedeHue 0,5 9., 3aTeM momemajiv B MOpo3wibHYK kamepy (-20°C). Yactb
3aMOPOKEHHOW cMecu (MPUOMU3UTENPHO TIOJOBHHY) YJABIWBAIM Ha (QUIbTpe TNepen
IUIABJICHUEM JUIsl aHajm3a. Jlpyryro TMOJNOBHHY pacIUIaBiBLIH, 3aTeM n00aBisu 1 Mi cMecH
ACN:Bona (2:1 mo 06.) u 1 M BOZIbI U CHOBA MIOMEIAJIN €€ B MOPO3WIIbHYIO KaMepy. Hakonery
JAHHYI0 CMECh BBIACPKHBAIN B CyOJIMMALMOHHON CyIIWJKE B TeYeHHWe Houu. lIpoBommmu
ananu3 XRPD nony4yeHHbIX TBepAbIX BemecTs. CM. Tadauny 8.

Tabnuua 8
PacTrBopuresn Hudpaxrorpamma XRPD Cnoco0

6 M1 ACN:Bona |@opma E (BnaxkHasi, ordunbrpoBanHas, 1 XRD nposenex
QunbpTpanys
(2:1) HeMeMJIeHHO, 57-1-BrakHast)




61

®opwma F (cyxas BakyymHas rieub, 57-1-cyxas)
®opwma E npespainanack B popmy A, KOrja BIaKHbIH

ocanok ¢popmel E ocraBisinu Bo ¢pakoHe HA HOYb

1 mn ACN:BOza CybnumanmonHas
®opma A
(2:1) + 2 mn BOJBI CyLIKa

[00184] Ha ocHOBaHMU pe3yjabTaTa KPUCTANIM3ALUM IOCPEACTBOM BbIAPUBAHMUS
oOpa3oBaHue amoppHOro marepuana HadOmomanu nias odpasua B THF. JlanHbIi SKCIEpUMEHT

HOBTOPSIIN, HO BMECTO 3TOro Habmonanu crpykrypy D. Cm. Tadaunmy 9.

Tabauua 9
PacTtBopurenn O0beM pacTBOpUTEISA, MKJI Hudpaxrorpamma XRPD
THF 13380 ®opma D

[00185] Kpucrannusanus BblllapuBaHueM B pacTBopuTese Ha ocHoBe MeOH npusoauia
K obpasoBanuo amopdHOro marepuana. J{aHHbIH SKCIIEPUMEHT MOBTOPHO OCYLIECTBISUIN IMPH
55°C nmocpenctsom nobasnenus 1,5 06. MeTanomna st pactBopeHus: popmer A. 3aTeM pacTBOp
noMelanu B BakyymMHyro neub npu 50°C Ha HOub. XPRD neMoHcTpupoBasna, 4TO MOJYyYEHHOE
TBepAoe BemecTBO sBisUIoch amopdubM. TGA/DSC Takike NeMOHCTpUpOBajia HEOOJBIIOH
SHAOTEPMHUECKUH TMPOIECC, KOTOPBIH COMPOBOXKIAJCS IOCTENEHHOH TMOTepel  Beca,

cocrasistouieit 2,7%. Cm. Tadauny 10.

Tabauna 10
PacrBopuTenn O0bem pacTBopHTeIsI, MKJ Hudppaxrorpamma XRPD
MeOH 70 Awmopduas popma

[00186] Cnocob monmy4enus: amop¢HOH (HopMbl CBOOOAHOTO OCHOBaHUS coenuHeHus 1
ObuT OOHApPYIKEH U ONKCAH Jajee.

[00187] IlpubGnusurensHo 4 M aUeTOHUTpWIA OOBEAWHSIM ¢ 2 MJI BOAbL B
CUUHTHUSITUOHHOM  (piakoHe o0bemMoM 20 MJT CyCHEHIUPOBAIU H30BITOYHOE KOJHYECTBO
TBEPJIOrO BellecTBa coequHeHusi 1 B CMeCH pPacTBOpUTENEH TakuM OOpa3oM, YTO TBEpPIbIE
BEIECTBA PACTBOPSUIMCH HE MOJHOCTHIO. CIMHTWIISIHHOHHBIN (DJIAKOH 3aKPBIBAIA M CUCTEMY
NOMEIIAJIM B BaHHY JJISl YJIBTPA3BYKOBOH 0Opa0OTKM MPH KOMHATHOH TeMIlepaType B TCUSHHE
10-15 munyt. Cycnensuro ¢punbTpoBau yepes 0,45-MKM MINpUIeBOi GUIbTP B KPYTJIOAOHHYIO
Koy obbemom 100 My 1ist MONMY4YEHHs HYHUCTOrO pacTBOpa. PacTBOp 3aMOpakMBajiH C
UCTIONIb30BAaHUEM OaHM C CYXHUM JIbJOM/ALETOHOM W 3aMOPOKEHHBIH pPACTBOP TMOMEINAIN B
arnodmIn3aTop Ha Mo MeHblnedl mepe 18 4. ¢ momyueHnem amopdHON popmbl coennHeHus 1.
XRPD nonyuenHoii amopduoii popmbl nokasana Ha ¢wur. 23. Tepmorpammsl TGA u DSC nns
aMop(HOTO CBOOOTHOTO OCHOBAHMS COeNMHEeHHs | MoKa3aHbl Ha (ur. 24.

4. Kpucrannusauus BbIIApUBAHUEM

[00188] IIpubmmsurensro 0,3 ™mia-0,5 M HacellmeHHOro pacrtBopa (opmsel A B
Pa3NUYHBIX CHUCTEMaxX paCTBOPUTENIEH BBIMAPHBAIM [0 CYXOrO COCTOSIHHUS W IPOBOIMIN

npuMmennMbiii aHam3 XRPD. Bemapusanue ocymectsisui npu S0°C u npu atmochepHOM
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nasinennu (Tadauma 11). Bo MHOTMX Ciydasix KOJHYECTBO TBEPAOrO BEINECTBA OBUIO OYCHB
MajibIM BcliencTtBue cnaboid pactBopumoctu. udpakrorpamma XRPD  nemonctpupoBaia
COXPaHMBINYIOCS CTPYKTYPY A mist oOpasuos B MeOH mpu k. T., B cMecu anieToH:Boza (8:2) mpu
K. T. 1 50°C; cBoOOHOE OCHOBAaHHE C HU3KOW CTENEHbI0 KpUCTAIIMYHOCTH Habmonamn B ACN

npu k. T. 1 50°C; amop¢Hast popma odpasossiBasack B MeOH npu 50°C u 8 THF mpu 50°C.

Taoauua 11
Hudpaxrorpamma XRPD, nonydennas npu
KpI/ICTaJIJII/I3aHI/II/I BbIHapI/IBaHl/leM
PacrBopureasn
OO0pa3oBaHue B3BecH NpU
Oopa3zoBanue B3Becu npu 50°C
23°C
MeOH ®opma A amopdHas popma
HEOOJIBIIIOE KOJTHYECTBO HEOOJIBIIOE KOJTHYECTBO
EtOH TBEPAOrO BELIECTBA TBEPAOrO BELIECTBA
HEOOJIBIIIOE KOJTHYECTBO HEOOJIBIIIOE KOJTHYECTBO
IPA TBEPAOTrO BELIECTBA TBEPAOTrO BELIECTBA
HEOOJIBIIIOE KOJHYECTBO HEOOJIBIIIOE KOJTHYECTBO
ALieToH TBEPJIOTO BEIIECTBA TBEPIOTO BEIIECTBA
HEOOJIbIIIOE KOJHYECTBO HEOOBIIIOE KOJTHYECTBO
MeBE TBEPAOrO BELIECTBA TBEPAOTrO BELIECTBA
HEOOJIbIIIOE KOJTUYECTBO HEOOIBIIIOE KOJTHYECTBO
EtOAc TBEPJOrO BELIECTBA TBEPAOrO BELIECTBA
CB0OOIHOE OCHOBAHUE C
HHU3KOH CTENEeHbIO CB0OOIHOE OCHOBaHUE C HU3KOM
ACN KPUCTAJUTMYHOCTH CTENEHBI0 KPUCTAININYHOCTH
HEOOJIBIIOE KOJTHYECTBO HEOOJIBIIOE KOJTHYECTBO
I{ukorekcan TBEPIOTO BEIIECTBA TBEPJIOTO BEIIECTBA
HEOOIBIIIOE KOJTHYECTBO HEOOJIBIIOE KOJTHYECTBO
MEK:Boga (20:1) TBEPAOrO BELIECTBA TBEPAOrO BELIeCTBa
HEOOJIBIIIOE KOJTHYECTBO HEOOIBIIOE KOJTHYECTBO
Tonyon:EtOH:Bona (10:5:1) TBEPJIOTO BELIECTBA TBEPJIOTO BEIIECTBA
HEOOIBIIIOE KOJTHYECTBO HEOOIBIIIOE KOJTHYECTBO
Tonyon TBEPJIOTO BEIIECTBA TBEPIOTO BEIIECTBA
HEOOJIbIIIOE KOJUYECTBO
THF TBEPAOTrO BELIECTBA amopdHas popma
IPAc HEOOJIbIIIOE KOJTUYECTBO HEOOBIIIOE KOJTHYECTBO
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TBEPAOTO BEILICCTBA

TBEPAOTO BELIECTBA

Anueron:Boza (8:2)

®opma A

®opma A

THF :Bona (8:2)

HeOOJIBLIOE KOJINYECTBO

TBEPAOTO BCILIECTBA

®opma A ¢ HU3KOMH CTETEHbIO

KPUCTAJINIMIHOCTHU

IPA:DMSO (8:2)

HEeOOJIBLIOE KOJIUYECTBO

TBEPAOTO BEUICCTBA

HEOOIBILIOE KOJIUUYECTBO

TBEPAOTO BEUIECTBA

IPA:DMSO:Bopna (80:18:12)

HEOOJIBLIOE KOJIMYECTBO

TBEPAOTO BEIICCTBA

HEOOJIBLIOE KOJIMYECTBO

TBEPAOTO BEILICCTBA

IPA:DMSO:Bona (70:25:5)

HEOOJIBLIOE KOJIMYECTBO

TBEPAOTO BEIICCTBA

HEOOJIBLLIOE KOJIMYECTBO

TBEPAOTO BEIIECTBA

IPA:DMSO:Bopna (70:20:10)

HEOOJIBLIOE KOJIMYECTBO

TBEPAOTO BEIICCTBA

HEeOOJIBLLIOE KOJIMYECTBO

TBEPAOTO BEILIECTBA

DCM

HeOOJIBLIOE KOJIMYECTBO

TBEPAOTO BEILICCTBA

/1

[00189] Kpucrannuzauuro BbITAPUBAHUEM BBITIOJHSJIA B CUCTEME PAcTBOPHUTENCH Ha

ocHoBe MeOH mocne usmepenus pacTBOpUMOCTU. Pe3ynbTaThel mokasaHel B Tadjauue 12. B

HEKOTOPBIX CJIydasX KOJMYECTBO TBEPAOIO BellecTBa ObUIO OUEHb MaJIbIM BCIIEACTBHE CIadoi

pactBopumoctH. Jugpakxrorpamma XRPD nemoHCTpHupOBajia COXPaHUBIIYIOCS CTPYKTYpPY A

nns oopasuos B cmecu MeOH:Bona (1:1) npu 50°C, B cmecu MeOH:Bona (8:2) npu k. T. u 50°C,

u B cmecu EtOAc:MeOH:Bona (1:1:0,05) mpu 50°C; crpykrypa B oOHapykuBamace B cmecH
EtOH:MeOH (1:1) npu 50°C; ctpykrypy F nabmonanu B cmecu MeOAc:MeOH (1:1:0,05) npu
50°C;, amopduas ¢opma obOpasoseiBanace B cmecu EtOAc:MeOH (1:1) mpu 50°C wu
MeOAc:MeOH(1:9) mpu k. 1. u 50°C.

Tabauua 12
Huppaxrorpamma XRPD, nosryuyennas npu
KPHCTAIM3ALUHN BbINAPHBAHHEM
PacTrBopurenn
Oo0pa3oBanue B3Becu npu |O0pa3oBaHue B3BeCH NMPH
23°C 50°C
Hebonbmoe xonu4yecTBo
MeOH:Bona (1:1) dopma A
TBEPIOTO BEIIECTBA
MeOH:Bona (8:2) dopma A dopma A
Hebonbimoe konugyecTso
EtOAc:MeOH (1:1) AwmopdHras popma

TBEPAOTO BEIIECCTBA

EtOAc:MeOH (9:1)

TBEPAOTO BEIIECTBA

Hebopioe xonmuyectso

HeGospluoe koau4ecTso

TBEPAOTO BELIECTBA

EtOAc:MeOH (1:9)

AmopdHnas popma

AwmopdHnast popma
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Hebonblioe KOIU4ecTBO
EtOH:MeOH (1:1) ®opma B
TBEPAOTO BEIIECTBA

Hebonblioe konu4ecTso
EtOAc:MeOH (1:1) u 5 06. % BombI dopma A
TBEPJIOTO BELIECTBA

Hebobluoe Koau4ecTBo
MeOAc:MeOH (1:1) u 5 06. % BOmBI ®opma F
TBEPAOrO BEIECTBA

5. Kpucranmnmmuzauusi ¢ MEAJIEHHBIM B OBICTPBIM OXJIAXKIEHHEM

[00190] DkcrepuMeHTbI ¢ MEJIEHHBIM M OBICTPHIM OXJIAKIECHHUEM TMPOBOIUIM IS
uccnenoBanus mnoauMmopdHoro xapakrepa ¢opmel A. B 3KcnepuMeHTaX ¢ MEJIEHHBIM
oxJaxnenueM npudmusutenbHo 20-35 mr popmbr A pacteopsuin nipu S5°C B pa3HbIX CUCTEMax
pacTtBopuTeneit u 3ateM oxJjiaxkaaau 10 K. T. (23°C) B TeueHue 5 4acoB, U €CIM He HAOJIOIAIOCh
ocaxkneHust, obpasipl oxyaxknanu a0 S°C B teuenue 1 uaca. B skcmepuMeHTax ¢ OBICTPHIM
oxJjiakneHneM pactBopbl Gopmber A mpu S55°C Owbictpo oxmaxkmamu ao 0°C mocpenctBom
noMmerneHus: prakoHa B OaHIO ¢ JISASTHON BOAOH W, €CJIM HE MPOUCXOIUIIO OCAKIEHUS, 00pa3Ibl
NOMeEIIAJ B MOPO3WIbHYKO Kamepy npu -20°C 0e3 mepemMeInuBaHUs AJsl JOMOJHUTEIBHOTO
OXJTXK/ICHUSI.

[00191] Kak B skcmepuMeHTax C OBICTPBIM, TaK M C MEIJICHHBIM OXJIAXKJACHHUEM, He
HaOmonmamu ocaxpenuss B cMecu [PA:DMSO (7:3) u B cmecu IPA:DMSO:Boma (65:30:5).
dopma A He pactBopsuiack 77 obwvemax cmecu MeOH:EtOH (3:7). BsBecr B cmecu
MeOH:EtOH (3:7) ¢QunpTpoBasii U MOABEprajd aHAJIN3y, KOTOPBIH JEMOHCTPHUPOBAI
npeBpalieHne B CTpyKTypy B. B skcnieprumMenTe ¢ ObICTPBIM OXJIaXKAEHUEM TOJTyYay BE HOBbIE
CTPYKTYphI: CTpykTypy G B cMecu aueroH:Bona (8:2) u ctpykrypy H B cmecu MeOH:EtOAc
(1:1). B okcmepuMeHTax ¢ MEMJICHHbIM OXJIAXICHHEM IOJNyuYeHHash TBepAas CTPYKTypa
npencTaBisuia coOol CTpykTypy A B cMecu aneroH:Boma (8:2) m crpykrypy B B cmecu
MeOH:EtOAc (1:1). Cm. Tabauny 13.

Tabnuua 13
Huppaxrorpamma XRPD, nosryuyennas npu
O6bem
PacTrBopuTenn KPHCTAJIM3ALIMH OXJIAKAEeHHEM
pacTBopuTest
BricTpoe Mennennoe
Aueron:Boza (8:2) 72 ®opma G ®opma A
IPA:DMSO (7:3) 14 Hert ocaxxnenus Hert ocaxxnenus
MeOH:EtOAc (1:1) 17 ®opma H ®opma B
IPA:DMSO:Boxa (65:30:5) 196 Her ocaxnenus Her ocaxnenus
He pactBopsinace (B3BeCh
MeOH:EtOH (3:7) 77 He pactBopsinace NpeaCcTaBIsiia COOOH

cTpykTypy B)

6. Kpucrannusauus ¢ UCIIONIb30BAHUEM aHTUPACTBOPUTEIS



[00192] DkcnepuMeHTbI
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C HUCIOJB30BAHHUEM AaHTUPACTBOPUTECIIA TMPOBOAWIIN  IJIA

TOTIONIHUTENBHOTO HCCIIENOBaHMUs MOIMMOpgHOro xapakrepa ¢gopmel A. B skcnepumenTtax c

NPSIMBbIM HCIIOJIb30BAHUEM aHTHPACTBOPUTENST aHTUPACTBOPUTENb NOOABISAIHN K pacTBopy 20-25

Mr Gopmsl A, pacTBOpeHHOH B 3 oobemax MeOH, ¢ noGasneHusMu no 25 Mk Kaxaeli pa3. B

SKCHEepHMEHTaXx C oOpaTHbIM pno0aBieHUEM pacTBOp aAo0aBmsIM cpasy kK 6 oObemam

AHTUPACTBOPUTENS. DKCIIEPUMEHTHI IPOBOAWIN MPU K. T. Pe3ynbraTel nokaszaHel B Tabauue 14.

Tonbko B cucreme MeOH/EtOH 06pa3oBbIBaiCh TBEpABIE BEIECTBA B XOA€ SKCIIEPUMEHTOB.

Ta6auua 14
PacrBop| AuTupacreopure| Kpucrannmsauus c ucnonn3osannem | JAudpakrorpamma
ureasb (3 Jb AHTHPACTBOPUTEJISI XRPD
00.) (6 00.) [pamas Oo6patnas |IlIpsamas | O0paTHas
BricTpoe
bricTpoe ocaxkaeHne U | OCaKICHUE U
pacTtBopenue (He pacTtBopenue (He
MeOH EtOAc H/71 H/1
HaOJTIOTAIOCh TBEPIOTo | HAOII0IAI0Ch
BEIECTBA) TBEPIOTO
BEIIECTBA)
Habmronanoch
OCaXKJIeHHE U Habmronanoch
oOpa3oBaHue OCaXKICHHE U
MeOH IPAc pa3baBneHHOI B3BecH, | OOpa3oBaHHE H/It H/It
HeOOIbLIOE KOINYECTBO KJIEWKOTO
TBEPIOTO BEIIECTBA BEI[ECTBA
nociie pUIbTPaLK
MeOH AuetoH Her ocaxxnenust Her ocaxxnenus H/71 H/11
®opma B ¢
O0bpazoBaHue HU3KOU
MeOH DTaHoN Ocaxnenue KJIGHKOTO ®opma B| crenennio
BELL[ECTBA KPUCTAJLTHY
HOCTH
MeOH Bona Her ocaxxnenust Her ocaxxnenus H/71 H/1

7. DKCIEPUMEHT C HW3MeNbYeHHEeM IIpH JI0OABJIEHUU Karelb PAacCTBOPUTENS COJIU

CTPYKTYpBI A

[00193] DOxcrepuMeHTbI ¢ U3MEJIbUYEHHEM TIpH AOOABJICHHH Karelb PaCTBOPUTEIIS

NPOBOIMIIN JIJIs1 OLIEHKH nojumopdHoro xapakrepa Gopmsl A. IlpubnusurensHo 25 mMr Gopmsl

A B3BemIMBaNIM B KalCyje IIApPOBOM MENbHHLBI, 3aTeM A00aBIsUIM 25 MKJI pPacTBOPUTEIS.
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TBepnoe BemecTBo U3MeNbyaIn TpU pasa 1o 30 ¢ kaxabid pas3. TBepaoe BEIECTBO KaXKIAbIN pas3
COCKaOMMBAIM CO CTEHKH KarCyJibl JUIsl MPEAOoTBpalleHuss KOMKoBaHUs. Kpome Toro, cyxoe
usMenbueHue GopMbl A B OTCYTCTBUE PAacTBOPUTENsI OBUIO MPENCTABICHO B KaYECTBE STAJIOHA.
HOCpeI[CTBOM XRPD IMOKa3aHO, YTO MOJJIYYC€HHBIC TBEPAbIC BCIICCTBA OCTABAJINCh HCU3MEHHBIMU
IIOCJIE OCYIIECTBJIEHUs IpOLlecca H3MENbYEeHUsl NpHU A0OaBJIEHUU Karelb pPacTBOPHUTENS, 3a
UCKJIFOUeHHeM 00pasiia, MOJY4YEeHHOrO MPU CYXOM H3MENbYEHHUHU, YTO MPUBENIO K IMOJYUYEHHIO

dopMbl A C HHM3KOH CTENEHbIO KPHCTAJUIMYHOCTH, MNpakThuuecku amopduoit ¢opmsel. Cwm.

Tabauny 185.
Ta6nuua 15
PacrBopurenn O0bem pacTBopuTeIsi, MKJI Hugppaxrorpamma XRPD
MeOH:Bona (95:5) 25 dopma A
AueroHn:Boza (8:2) 25 dopma A
MeOH:MeOAc (1:1) 25 Dopma A
®opma A ¢ HU3KOMN CTENEHbIO
IPAc 25
KPHUCTAJTMYHOCTH
AHunzon 25 ®opma A
Cyxoe TBepAOe BELIECTBO bes pacTtBopurens ITpakTrueckn amopdHas popma

8. OOpa3oBanue reMucybhaTHON COIU
[00194] IlonyueHue conu OCYILECTBIISUIM MOCPENCTBOM CYCIIEHIUPOBAHUS COECAUHEHMS
1

nocyieAyomum 1obasjieHneM pacteopa cepHoii kuciotsl B EtOAc. B Havane monydanu pactBop

T. €. HCEKPUCTAJUINYCCKOIO CBO6OI[HOFO OCHOBAHNMsI B PAa3JIMYHBIX PACTBOPUTECIAX C

)
cepuoit kuciaotel B EtOAc (koHuentpauusi mpumepHo 24 Bec. %). 3arem 25-30 wmr
HEKPUCTAIIIMYECKOT0 CBOOOHOTO OCHOBaHMs coennHeHus 1 B3BemmBanu BO (akoHe 00beMOM
2 mn ¢ mocneayroummM nodasieHueM 15 00. pactBoputens. 3atem noOaBisuid HEOOXOIUMOE
KOJIMYECTBO SKBUBAJIEHTOB CepHON KuciaoThl. B3Becu Harpesann no 45°C u Bbliep:KUBalld B
TedyeHue | yaca M 3aTeM OXJIAXKJIAIH 10 K. T. B TEYeHUE 2 4acOB, 3aTEM BbIICP)KUBAJIH B TEUCHUE
Houn. B3Bech QuubpTpoBamm W 3areM aHamu3upoBanu mnocpenctsoM XRPD. Pesynbrarhl

oKasadel B Ta0auue 16.

Tabauua 16
Ha0/0AeHue Hudpakrorpamma XRPD
PacrBopurenan | 0,5 3kB. cepHoOl 1,0 3kB. cepnoii | 0,S 3xB. cepHoii [ 1,0 3KB. cepHOH
KHCJIOTHI KHCJIOTHI KHCJIOTBI KHCJIOTBI
pa3baBneHHas pa3baBneHHas
FB-A c auskoii | FB-A ¢ Huskoi
B3BECH U B3BECH U
CTETNEHBIO CTETEHbIO
IPA HE3HAYUTEIIbHOE HE3HAYUTEJIbHOE
KPUCTAJUIMYHOCT | KPUCTAJUIUYHOCT
KOJINYECTBO KOJIMYECTBO
u u
KJIEMKOTO BEIECTBA | KJIIEHKOrO BELIeCTBa
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pa3baBneHHas ®Popma A ¢
B3BECh U HU3KOU
PactBop nns
ALETOHUTPUI HE3HAYUTEJIbHOE CTEIEHbBIO ®opma D
oOpa3oBaHHs B3BECU
KOJINYECTBO KPHUCTAJIMYHOCT
KJIEHKOTO BEIEeCTBa u
MeOAc:MeOH AmopdHast AwmopdHast
PactBop* PactBop*
(1:1) dbopma dbopma
EtOAc:MeOH Amop¢Hast AwmopdHas
PactBop* Pactop*
(1:1) dbopma dbopma
dopma A ¢
HU3KOMU
MeOAc:MeOH AwmopdHas
PactBop* PactBop* CTETIEHBIO
(1:1); 5% Boner ¢dbopma
KPHUCTAJITMYHOCT
u
EtOAc:MeOH pacTBop ISt AwmopdHast
PactBop* ®opma A
(1:1); 5% Bonel |0Opa3zoBaHMs B3BECH bopma
MeOAc:MeOH AwmopdHas
PactBop* PactBop* dopma A
(1:1); 10% Boz®I ¢dopma
pa3baBiieHHast FB-A ¢ Huskoi
B3BECh U CTETIEHBIO
AueroH B3Bech HE3HAYUTEJbHOE |KPUCTAJNIUYHOCT ®opma D
KOJINYECTBO u
KJIEWKOTrO BELIeCTBa
FB-A ¢ auskoii | FB-A ¢ Huskoi
CTETIEHBIO CTETIEeHBIO
THF B3Bech B3Bech
KPHUCTAJLUTMYHOCT | KPUCTAIUTHYHOCT
u u
pacTBop At
OTtaHon B3Bech ®opma | ®opma D
oOpa3oBaHUs B3BECU
pa3baBneHHas pa3baBneHHas 5
FB-A ¢ HU3KOM
B3BECH U B3BECh U
CTETIeHBIO
IPAc HE3HAYUTEIIbHOE HE3HAYUTEIIBHOE FB-A
KPHUCTAJITHYHOCT
KOJINYECTBO KOJINYECTBO
u

KJIEMKOT'O BELIECTBA

KJIEHKOI'O BEelleCTBa
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FB-A ¢ uuskoii

MeOAc:MeOH CTEINEHbIO AwmopdHas
PactBop* PactBop*
(1:1); 1% BonpI KPUCTAJTHYHOCT ¢dbopma
u

* Ocaxxnenust He HaOMO#ANOCh uepe3 3-4 yaca NepeMelIMBaHKs, 3aTeM PaCTBOPUTENb
BeimapuBain. FB-A OTHOCHTCS K KpHCTAIINYECKOH (hopMe CBOOOTHOrO OCHOBAHMS COCAMHEHUS
1

[00195] T'emucynbdar Ttakxke oOpaszoBbBaicss B cmecu MeOAc:MeOH (1:1) B
NPUCYTCTBUH U B OTCYTCTBHE BOJBI. | OTOBWJIM PacTBOp CEpHON KHUCIOTHI B Boae 43 Bec. %
(rmotHOCTh: 1,3072 r/™Mit) 1 mpuMeHsuM ero it oOpasoBaHust nmonycond. Cm. Tadauny 17.

Tabauua 17. O6pa3oBanue comu B cucreme pacreoputeieid MeOAc:MeOH c

noMombio pacreopa 0,52 3kB. cepHoii kucaorol B Boae (40-50 Bec. %)

PactBOp
Cepnasi | cepnoii |PacTBoOp Audpakrorpamma
KHCJIOTA, | KHCJIOTHI | HTEb, Onucanue 3KcePUMEHTA XRPD - BiaaxkHoe

3KB. B BOJIE, MKJI TBepAOe BelecTBO

MK.JI

Jobapnsiiu 6 00bEMOB CMECH
MeOAc:MeOH (1:1) mpu k. T.;
nobasisnu 0,52 5KB. KUCJIOTHI, pacCTBOP
JOCTUTAJl HEKOTOPBIX CBONCTB TBEPOTO
BELIECTBA.

0.52 19.4 578.4 JloGaBisny CTPYKTYpPY A B KauecTse dopwa ]
3aTPaBKU.

Hobasnsiu cTpykTypy B B kauectse
3aTPaBKU.
Breinepxusanu 1 yac 1o 3aryimenus.

IMoaroroska obpasnos mis XRPD.

Harpesanu no 50°C

Jobansiiu 6 00bEMOB CMECH
MeOAc:MeOH (1:1) mpu k. T.
Jobasnsim 0,52 3KB. KHCIOTBL, pacTBOP
0,52 18,6 555 | mocturan HEKOTOPBIX CBONCTB TBEPIOIO ®opma A
BEILECTBA.

ITo xamsam nodaesian 0,4 06. % BOABIL.

Brinepxusanu 2 yaca niisl 3ary1ieHust.
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Ounprposanu gt XRPD

Jobapnsiiu 6 00bEMOB CMeECH
MeOAc:MeOH (1:1) mpu k. T.
Harpesanu no 45C
Jobasmnsinu 0,52 5KB. KUCIOTHI, pACTBOP
JOCTUTAJI HEKOTOPBIX CBONWCTB TBEPIOTO
0,52 19.8 591 BEIIIEeCTBA. ®opma A
ITo xarutsam modassian 0.4 06. % BOABIL.
Briaep:xuanu B Teuenue 30 MUH. U
OXJIAKJIAJU 710 K. T. B Te4eHue 1 4.
Beinepxusanu 1 yac 1o 3aryuieHus.

Ounbrposanu ansg XRPD

Jobapnsiiu 6 00bEMOB CMECH
MeOAc:MeOH (1:1) mpu k. T.
Jobasnsim 0,52 3KB. KHCIOTHL, pacTBOP
JOCTUTAJl HEKOTOPBIX CBONCTB TBEPOIO
0,52 18,6 555,6 BELLECTBA. ®opma A
Jobapnsiu 1 06. % BOabI B TeUeHUE 2
4acoB
Breinepxusanu 1 yac 1o 3aryuieHusl.

dunbTposanu ans1 XRPD

[00196] Tlony4yeHue reMuCyab(paTHOH CONMM TakXKe MPOBOAWIH IOCPEACTBOM
CyCIIEHIUpPOBaHUs coeqrHeHus: 1 B MeTaHOIe ¢ MOCISAYIOIUM N00aBIEHUEM PacTBOpa CEPHOI
kucinotsl B Bome (43 Bec. % BomH.). IlpubmusurensHo 100 wmr coenmnHenus 1,
HEKPUCTAJUTMYECKOTO CBOOOIHOrO OCHOBAHUs, B3BEMIMBAIM BO (iakone obdbemMoM 4 M ¢
nocnenyromum jaobasienneM 6 00. pactBopuress. 3atem pobasimsuin 0,52 3KBUBajieHTa
pacTBOpa CepHOI KHCIIOTHI B Boae (KOHIEHTpalusi mpuMepHO 43 Bec. %), 4TO MPUBOIMIIO K
MIOJIHOMY PacTBOPEHHUIO NPU KOMHATHOI Temneparype. [l skcriepumenTa | cHavyana 1o Karisim
no0aBysIM ONMH OOBEM BOXBI, B KadeCTBE 3aTPaBKH NOOABJSUIM OYEHb MAJo€ KOJHYECTBO
CTPYKTYpHI A, 3aTeM B TeueHue | daca moOaBisiim 5 0ObeMOB BOIBL, ISl SKCIIEPUMEHTA 2 BOIY
He no0aBisun, 00e CTpYKTypbl A U B nobaBisiiu B KauecTBe 3aTPaBKU; U SKCIIEPUMEHTA 3
nobaBysiiM  1IeCTb OOBEMOB BOABI B TeueHHe 2 yacoB 0Oe3 3arpaBku. Bcee (uakonb
nepememnBanin B TeueHue Houn (O/N). B3pech ¢unpTpoBanm M 3aTeM aHAIM3HPOBAIH
nocpenctBoM XRPD. Bexon cocraBmsin npubmusurenbHo 80% st SKCIIEpUMEHTa  C
nobaByieHUEM BOAbI M MpUOIM3UTENbHO 60% ans skcnepuMeHnTta Oe3 10O0aBJIEHUS BOIBI, YTO
npuBeaeHO B Ta0uuel8.

Tabauua 18
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O0bem Cepnasn Koneunas |[lo6aBaen|/{ludpaxror
PactBoO HNobGaByieHHast
pACTBOpPHTEJ KHCJIOTA B KOMIIO3HIH| HAasA pamMma |Bbixog
puTeab BOAA, MKJI
1, MKJI BOJE, MKJI A 3arpaBka| XRPD
MeOH:Bona
MeOH 572 19,2 595 ®opma A | DPopma A | 84%
(50:50)
MeOH:Bona| ®opma
MeOH 552 18.4 0e3 BOozbI ®opmaB | 63%
(98,5:1,5) A+B
MeOH:Bona| ©Oe3
MeOH 577 194 600 dopma A | 82%
(50:50) | 3aTpaBku

[00197] O6pazoBanue reMucyaIb(paTHON COMHM TaKKe MPOBOAMIN B CMECH METAHOJ:BOAA
(95:5) ¢ ucronp3oBaHKEM CBOOOIHOTO OCHOBAHUS U CEpHOU KUCHOTHL. [Tpubnusurensao 150 mr
coennaeHus 1 oTBemmBaIM BO (iakoH o0beMoM 4 Mt U 100aBIsTH 8§ 0OBEMOB PACTBOPUTEIIS.
Cwmecpr mepememmBaim npu 500 o0./MuH. u 3arem poOGammsimn 0,52 5KB. pacTBOpa CEpHOM
KHCJIOTHI B BOZIe (KOHLIEHTpauus npuMepHo 43 Bec. %). JlanHyto cmech Harpesanu 10 45°C, uto
NPUBOANJIO K TIOJIHOMY PAaCTBOPEHHIO C Mocienyromum godasnerHreM 0,5 o0beMOB BOZBI, 3aTeEM
OXJIKNAMU O K. T. U BBICPKUBAIM B TE€YCHHE HOYU. OJTO MNPHBOAMIO K OOpPa3OBAHHIO
JKUAKOTEeKy4del B3BecH. 3areM pobamBmsuii 3,5 00. Bombl u uubTpoBamu. Anamuz XRPD
OEMOHCTPHUPOBAT CTPYKTYpYy A. Bbxom cocraBmsut npubnusurenbHo 84%. PesynbraTel

npencrasyieHbl B Tabdaune 19.

Tabauua 19
Cepnasn Jluppaxror

PactBopu | PacTtBopur Temneparypa Koneunas

KHCJIOTA B pamma |Bbixoa

TeJb eJib, MKJI (marpesanu n0), °C | koMno3uuust

BOJE, MKJI XRPD

MeOH:Box MeOH:Bona
1200 30,2 45 ®opma A | 84%
a (95:5) (63:37)

[00198] MacmTaOupOBaHHbIH SKCIEPUMEHT it (HOPMBI A TPOXOAMI CIEAYIOLIIM
obpazom.

[00199] ITpubnmsurensho 1,0253 r coequuenus 1 nodasnsiu B kondy odobemom 100 mit.
3arem nobasmsuin 8 00. pactBoputens Ha ocHoBe MeOH:Bona (95:5 mo 06.) (8,2 mu) u cmech
nepemernuBaiy npu 300 00./MHUH. ¢ UCTIONB30BaHHEM TYPOUHHON MEIIAKH ¢ 4-Msl HAKJIOHHBIMU
nonactsmu (4-PBT) nuamerpom 3,5 cm. Bpyunyro nodasisuiu 0,52 3KB. CepHON KHUCIIOTHI B BOJE
(~43 Bec. %) (206 mkm) u cmech HarpeBanmu oT 23°C pmo 45°C B tewyenue 10 MuH., 4YTO
NPUBOIWIO K TOJNHOMY pactBopeHuto. Jlobasmsmu 0,5 06. Bombr (0,512 mu1) m pactBOp
BblIEpKUBAN B TeueHue 10 muH., oxnaxaanu a0 23°C B TeueHue 1 4. U BbIAEPKUBAIUA TPH
nepemeluBaHuu B TeueHne Houn. OcaxneHust He HaOmonanu. 3atreM B TedeHue 1 daca
nobasnsimu 4 00. BOABI M PAacTBOP OCTABAJICS NPO3PAvHBIM B TEUYEHHE BCErO BPEMEHH
nobaByieHUst BOABI NMPU KOMHATHOH Temmepatype. Bcekope (15-30 mmH.) mocne 3aBepiueHus

noOaBieHUsT BOABI HAaYMHAIOCH ocaxaeHue. OOpaszen aHamu3upoBaiu mnocpenctsoM XRPD,



71

KOTOpasi mokasbiBasia CTPykTypy A. Cmech 3arem oxnaxpanu no 15°C B Teuenue 1 daca,
BBIIEPKUBAJIM B TEUEHHE 3 YacOB MPH MEPEMEIINBAHUU U 3aTeM (UIBTPOBAIN U IIPOMBIBAIH C
nomomipio 2 00. MeOH:Boma (1:1). Anamuz XRPD BnaxkHOro ocaaka I€MOHCTPHUPOBAT
cTpykTypy A. IIpOonyKT BBICYIIMBAJIU B Te€UEHHE HOUMU B BakyyMHOH meuu nipu S0°C. Beixon
cocraBimsin 1,1143 r conu cTpykTypel A, mnpoaeMOHCTpupoBaHHON mnocpeactsoM XRPD.
OcrarouHoe kommuecTBO MertaHona cocrasisuio 0,18 Bec. % cormacno AMP. pH ¢unbrpara
U3MepsUTH ¢ UcTonb3oBaHreM pH-meTpa u ObuTo nokasaHo 3HaYeHHe, paBHOe 2,03.

9. MacitabupoBaHHe reMUCYIb(PATHON COU

[00200] T'emucynbgpaTHyrO COJb MOJydaou B MaciTade 2 rpaMma, Kak MOApOOHO
onucaHo Huxke. [TonyueHHOE TBEpIOE BEIIECTBO MPENCTABISIIO COOOH reMHUCyIb()aTHYIO COJb
¢dopmbl A. Bexon coctasiisin mpuOim3uTensHo 88%.

[00201] IMpubnmsurensho 1,9581 r coequuenus 1 nodasnsiiu B kondy odbemom 100 mut.
Hobaensmn 8 00. pactBopurenst Ha ocHoBe MeOH:Boma (95:5 mo 06.) (15,9 mi) u cmech
nepememuBaiu pu 300 00./mMuH. ¢ ucnonb3oBanueMm 4-PBT-memanku guamerpom 3,5 cm.
Bpyunyto nobGasnsiim 0,52 5kB. cepHoOil kuciotel B Bome (~43 Bec. %) (399 mxi). Cmech
HarpeBasin oT 23°C no 45°C B teueHue 10 MHH., YTO NPUBOAWIO K TOJHOMY PaCTBOPEHHUIO.
Hobasnsim 0,5 06. Boasl (0,993 M) 1 pacTBOp BEIAEPKUBAIHN B TeueHHe 10 MUH. M OXJIaKIaIu
no 23°C B Teuenue 1 u. JloGaBmsnu 4 00. Bogbl B Teuenwe 1 u. M nHabmromamu
3apofpllIeoOpa3oBaHue MOCie NPUOIU3UTENBHO 45 MHUH. BBIAEPKUBAHUS NIPU TEPEMEIINBAHHH.
Cwmecp oxnaxpanu 1o 15°C B Teuenne 1 4., BBIACPKUBAIN B T€UEHHE NMPUOIM3UTEIBHO 30 MUH.
IpU TEepeMeLIMBaHUNd U (UIBTPOBAIM U NMPOMBIBaIM ¢ momouipio 2 06. MeOH:Boma (1:1).
Anamus XRPD BnaxxHOro ocaaka IeMOHCTpUpPOBal CTPYKTypy A. IIponykT BeICyIIMBaiu B
Te€4YeHHe HOUYM B BakyyMHOH neuu npu 50°C. Dt1o obecneunsano nonydenue 2,04 r (88%) conu
CTpYKTypsl A, oOHapyxeHHOH mnocpeactBoM XRPD. OcratoyHoe KOJMYECTBO MeETaHOIA
coctasisiio 0,16 Bec. %o, kKak MPOAEMOHCTPUPOBAHO nocpeacTsom SAMP.

10. OnTumu3upoBaHHAs TMPOLEAypa MAcIITAOUPOBAHHS TeMHCYJbPATHOH CONU
KPHUCTAJLTHUECKOH (OpMBI A

[00202] OnrtumusupoBaHHOe monyueHHe (opMbl A B BUAE T'€MHUCYJIb(ATHOM
CECKBUTHJIPATHONW COJNM B MPUCYTCTBUHM U B OTCYTCTBHE BBEIEHHUS 3aTPaBKU IMPEACTABIEHO
HUXKE.

IHony4enne 1-(uuxaonponuameTni)-4-(4-(XxuHo I MH-8-
cyabpoHamMug0)0eH3ouT)nuNepasuH-1-us cyiabpara Tpuruapara (popmel A) nocpeacTeom

BB€ACHHSA 3aTPaBKH
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[00203] B peaktop oOvemom 2 1 B armochepe N, 3arpyxkamu N-(4-(4-

(IMKJIOTPOMTUIIMETHUT ) TIUTIEpa3HH- | -kapOormn)pennn)xunonus-8-cynsponamun (5) (1110 r,
246,4 MMOJb) U TIPEOBAPUTENILHO CMEINAHHBIH TEXHOJOTHYECKUH pPAaCTBOPHUTEIh Ha OCHOBE
sta”ona (638,6 r), Tonyona (266,1 1) u Boxs! (159,6 r). CycneH3uio nepeMeImnBaii U HarpeBaiu
no 6onee 60°C nnst pacTBOPEHUS TBEPIBIX BEINECTB M 3aTEM IMOJYYECHHBIH PacTBOP OXJIAXKIAIN
no 50°C. K pacreopy noGasmsmu Bomsblii pactBop HpSOs (2,4 M, 14,1 mn, 33,8 mMMmomb), ¢
MOCIEAYIOLINUM nobaBieHnEM 1-(mmxnonporuametnn)-4-(4-(XHHONMUH-8-
cyabonamuo)oen3onmn)nunepasun-1-us cynbdara tpuruapara (6) (1,1 r, 2,1 mmons). ITocne
nepeMelInBaHus B Te4eHrne |1 4. K CycrneH3uu no0aBisuii BogHbI pacteop HoSO,4 (2,4 M, 42,3
mit, 101,5 mmorb) B Tederne S 4. Cycnensuro oxnaxaanm 10 22°C 1 nepeMeInnBaiy B TEUSCHHE
8 u.  Tsepmble BemectBa ¢QuubTpoBau npu  22°C, TOpPOMBIBAJIM C  MOMOIIBIO
CBEXKEMPUTOTOBJIEHHOTO TEXHOJOrHYecKoro pacteoputens (2x175 1) M BbICylIMBaIH C
nonyueHuem mpoaykra (121,6 r) ¢ 94% dakruueckum BeixonmoMm. Ilocpenctsom LC-MS
(xononka C18 c smoupoBanueM ¢ nomombio 90-10 CH3CN/Boma B TeueHHe 2 MUHYT)
o6uapysxumm, uro (M+1) = 451, 'H AMP (400 MI't, DMSO-ds) 10,45 (s, 1H), 9,11 (dd, J=4,2,
1,7 I'n, 1H), 8,50 (dd, J=8,4, 1,7 I', 1H), 8,41 (dd, J=7,3, 1,5 I'y, 1H), 8,27 (dd, J=8,2, 1,5 I'y,
1H), 7,79-7,60 (m, 2H), 7,17 (d, J=8,4 I'u, 2H), 7,11 (d, J=8,4 I'y, 2H), 3,44 (d, J=8,9 I'u, SH),
3,03-2,50 (m, 6H), 0,88 (p, J=6,3 ', 1H), 0,50 (d, J=7,6 'y, 2H), 0,17 (d, J=4,9 I'u, 2H).
onyyenne 1-(uuxaonponuameT)-4-(4-(XuHo I MH-8-
cyabdonamuao)oenzona)nunepasud-1-us cyandara tpurnapara (popma A) 6e3 BBeaeHUus

3aTPaBKH
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[00204] B peaktop oovemom 50 i 3arpyxanu N-(4-(4-(QUKIOTPOIIIMETHI ) TUTIEPA3HH-
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1-xkapOonmn)pennn)xunonus-8-cynbporamun (5) (1,20 xr, 2,66 monb) u Bony (23,23 1) npu
28°C. Ilpu nepeMeIInBaHUU CYCIIEH3UU O KaruisiM 1o0aBisii BogHbIl pactop H2S04 (1,0 M,
261 r) B Teuenue 2 4. PeakiuoHHyro cmech nepememuBanu npu 25-30°C B TeueHue 24 u.
Tsepable BeecTBa (GUIBTPOBAIN U BBICYIINBAJIM IO BAKyyMOM Ipu Temneparype Huke 30°C
B TeueHue 96 4. ¢ noiaydeHueM npoaykra (1,26 xr) ¢ 90% daxruueckum BBIXOAOM.

11. Bocipou3BOACTBO U MONYYEHHUE PA3IUUHBIX CTPYKTYP

[00205] [Anst ompeneneHust XapakTEPUCTUK BOCIPOU3BOAMIIN CTPYKTYPBI, HAOMOAaeMble
BO BpeMmsi npenpinymux skcrnepuMenToB. Ctpykrypsl B, D, E, F sBnsinuch BoCIipoU3BOIUMBIMH.
CtpyxTypa G Obuta BocipousBeneHa ¢ HU3KOH CTeneHbto KpuctaumnaHocTu. Ctpykrypa I Obita

BOCIIPOMU3BCACHA, XOTsA HE Ha6m0):[an005 HECKOJIbKHUX ITUKOB. Pe?;y.]'IbTaTbI MpeEACTAaBJICHbI B

Tabdauue 20.
Tabauua 20
HeneBas | PakTHUYECKAS
PacTBopuTennb Cnocob Onucanue
CTPYKTypa| CTPYKTypa
VY nepxuBaeT METaHON
CYCIEHIUPOBaHHE NIPU v 3taHod. [pu
®opma B ®opma B EtOH
K. T. BBICYIIUBAHUH TEPSIET
KPHUCTAJUTUIHOCTb.
Crpykrypa C He ObL1a
BOCIPOU3BOANMON,
MOCKOJIbKY OHa MOTJIa
CyCHEHIUPOBaHNE PU
@®opma C+A| Dopma A IPA OBITb TOBOJIBHO
K. T.
HeCTaOMIIbHON U
NpeBpaIIaThCs B
CTPYKTYpy A
cycnennuposanue mpu | Ctpykrypa D siBrsieTcst
®opma D | Popma A+D ACN
50°C 0e3BOIHOMN
EtOH:MeOH |cycnennupoBanue mipu | [lonydeHHast cTpykTypa
®opma B ®opma B
(3:7) 55°C B
OueHb HU3KUH BBIXOJ
(5%).
KPHUCTAJLTU3ALHS
HecraOunbHas npu
®opma E ®opma E [ACN:Boma (2:1)| oxnaxaeHHeM Ipu -
BBICYIINBAHUH U
20°C
npeBparaercs B Gopmy
F
®opma F ®opma F H/11 ITonyuanu nytem ITpubnusurensHO 8
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BBICYIIUBAHHS Bec. %o IOTepHU NpHU
ctpykTypsl E pu 50°C|  TGA, uTo n0mxHO
U B BaKyyMe NPEACTABISATH COOOM
BOJly MCXO/IS U3 aHAJIN3a
nocpenctsoM AMP
[TpubnusurensbHO S
Popma G ¢
brictpas Bec. % norepu mpu
HU3KOHN
KPUCTAJUIN3ALUs TGA, uro nomkxHO
®opma G crenenptd  |ACN:Boma (8:2) .
OXJIAKICHUEM IIPH - | TPEACTABISITH COOOM
KPHUCTAJLTHYHOCT]
20°C BOJly UCXOJISl U3 aHAJIN3a
U
nocpeactsom AMP
IToutu
amopgHoe
Beictpas BosmosxHO 0Opa3oBaHue
TBEPIOE
MeOH:EtOAc KPUCTAJUIU3ALUs COJIbBATA C O4YE€Hb
®opma H BEILECTBO.
(1:1) OXJIAXKAECHUEM IIPH - HU3KOH CTENEHBIO
OtcyTcTByeT
20°C KPUCTAJUIMYHOCTH
OONBIINHCTBO
IIHKOB
PacTtBOpeHue npu K. T.
MeOH:Bogna ITonyueHHas cTpyKTypa
®opma B ®dopma B U BBEJICHHUE 3aTPABKU
(99:1) 5 B.
CO CTpyKTypoii A u B
Dopwma I - OGpasoBaHue comau co
Conepxur 8,5 Bec. %
OTCYTCTBYIOT CBOOOHBIM
®opwma | EtOH EtOH. BosmoskHoe
HECKOJIBKO OCHOBaHHEM H CEPHOU
o0Opa3oBaHHe CObBATA
MTUKOB kucnoroii B EtOAc
O0pazoBaHue COJIU CO
CBOOOHBIM Crpykrypa D siBisiercs
®opma D ®opma D ACN . .
OCHOBaHHEM H CEPHOU 0e3BOHOMN
kucnoroii B EtOAc
®opma B

[00206] ®opma B mMoxeT ObITh moJydeHa NMOCPEICTBOM CYCHEHIUpPOBaHMUs (GopMbl A B

npubnusutensHo 10 o0BeMax 3TaHONA MPU KOMHATHOW TEMIIEpaType B TEUEHHE HECKOJIBbKUX

cyTok o noiydenus: ¢opmel B. @opmy B 00BIMHO BBICYIINMBAIN MOCPEACTBOM BBICYIINBAHUS

npu 50°C nox BakyymoM. Jlpyrue criocoOb! noiydeHus: Gopmbl B onucans! Bblle, HarpuMep, B

Tabmunax 5, 6, 12-14, 18 u 20.
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®opma C

[00207] @opmy C monmyuaroT B BHAE cMecu ¢ (HOpMOH A Tmocie CyCleHANPOBAHHS
¢dopmel A B IPA B Teuenue 2 cytok npu npudnusutensHo 23°C. Cm., Hanmpumep, tabmuny 5.
ITuku XRPD nist popmel C nonyueHs! B pe3ynbTaTe BBIMUTaHUS TUKOB (POpMBI A.

®opma D

[00208] ®@opmy D nonydanu nmytem nobasienust 15 00. aneronurpuna u 3atem 0,52 3kB.
cepHON KUCJIOThI K coenuHeHnto 1 u HarpeBanus cmecu 10 50°C. Cmech 3aTeM BbIIEpPKUBAIIH
npu 50°C B Teyenue 30 MuH. U oxjaxkganu 1m0 K. T. [Tonydennsiii nmpoaykt, Gopmy D, 3atem
(UIbTPOBAIM U BBICYIIUBAIHA. AJIbTEPHATHBHO (opmMa A MOXkeT ObITh cycrneHaupoBana B [IPA
WIN aleTOHUTpUiIe mpu Temmeparype Oonee S0°C mo MeHblneill Mepe B TeueHHE 2 CYTOK IS
npespawmenus B Gopmy D. ITocnennuii cnocod ObLT HE Tak HaIEKeH, Kak NepBasi MPoLeaAypa, B
KOTOPOH HCHOJB3YIOT CBOOOAHOE OCHOBaHHWE. JlOMOJHHUTENbHBIE CIOCOOBI OMUCAHBI BBIIIE,
Hanpumep, B Tabnuuax 5, 6, 9, 16 u 20.

®opma E

[00209] ®@opma E moskeT ObITh moONTyueHa MOCPEACTBOM Ao0aBieHus 24 00beMOB CMECH
aneronutpwi:Boaa (2:1) x ¢opme A u HarpeBanus cmecu 10 S0°C st pacTBOpEHUsT MaTepUaa.
PactBop 3atem oxnaxaanu Ao -20°C u Bbiep:kuBaiu B TedeHue Houu. IlonydeHHbIN NpoayKT,
dopmy E, 3atem punbrposanu. Cm., Hanpumep, Tadiuiy 8 u 20.

®opma F

[00210] Popma F mosker ObITh mosyueHa MOCPENCTBOM BbICynBaHus (opmel E mpu
50°C nmon Bakyymom. Cwm., Hanpumep, Tabmuiy 20. JlonosHUTENbHbBIE CITOCOOBI ONUCAHBI BBILIE,
Hanpumep, B Tabnmuax 8 u 12.

®opma G

[00211] ®opma G MOkeT OBITh MOJyYeHA MOCPEACTBOM a00aBieHus 72 00bEMOB CMECH
aueronutpui:Boaa (8:2) x ¢opme A m 3arem HarpeBaHusi cMecu a0 S0°C mnst pacTBOpeHHUs
TBEPIbIX BelecTB. PacTBop 3arem ObicTpo oxnaxnanu a0 -20°C U BbIAEPKUBAIM B TEUCHHE
HouM i nojdydenusi ¢opmbel G. Cm., Hanmpumep, Tabmuiny 20. JlomonHUTENbHBIE CIIOCOOBI
OIHUCAaHbI BbILIE, HATpUMEp, B TaOnuue 13.

®opma H

[00212] ®opma H moxer ObITh MoOSy4eHa MOCPEACTBOM pacTtBopeHusi Gopmbl A B 40
oovemax cmecu MeOH:EtOAc (1:1) mpu 50°C u 3areM moOMelIeHUs pacTBOpa Ha Jem s
PE3KOro OXJIAKIAEHHsI pacTBOpa M 3aTeM OXJakaAeHus pactsopa ao -20°C. OOpasoBaBmmiics
ocanok, popmy H, 3aTtem prnpTpoBaiu 1 aHAIM3UPOBAIN KaK BIAKHBINA ocanok. CM., Hampumep,
tabmuuy 20. Bocnpoussenenue cTpykTypsl H mpuseno k obpa3oBaHuio aMOp(HOro TBEPIOTO
BEIECTBa, KOTOpoe He mMmeeT NHUKkOB (opmbl H. JlomomHuTENnbHBIE CIIOCOOBI OMHMCAHBI BBIIIE,
Hanpumep, B Tabmume 13.

®opma 1

[00213] ®@opma I mpencrasnsier cob0i BO3MOKHBIN COJBBAT, KOTOPBIH MOXKHO IOJNYYHUTh
nyreMm nobasneHuss 15 oObeMoB sTaHONa k coepmHeHuro 1 m HarpeBaHusi cmecu 1o 45°C ¢

nojydeHueMm B3BecH. 3areM noOammsmu 0,52 skB. cepHoit kucnorel B EtOAc u cmech
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BBIIEP)KUBAIN B TeUeHHE | 4., 3aTeM OXJIaXIajh IO KOMHATHOH TeMmepaTypbl B TeueHHE 2
4acoB, BbIAEPKUBAIH B TedueHue | 4. u punprpoBanu. IIpoaykt, popmy I, 3aTtem BeICyIIMBamM
npu 50°C u B Bakyyme. Cm., Hanpumep, Tabnuipt 16 u 20.

®opma J

[00214] ®@opma J moxet ObITh MOJyueHa myTeM nodasnenus coenunerus 1 u 6 oobeMoB
cmecu MeOAc:MeOH (1:1) npu komHaTHOI TemnepaTtype. 3atem nodasmsiian 0,52 5KB. CepHON
KUCIIOTBI, pa3baBieHHON 1m0 43 Bec. % B Boxe. Bseech 3arem HarpeBamu no 60°C ms
pPacTBOpPEHHsI CMECH U PACTBOP OXJIAXKIAIU 10 K. T. ¥ punbTpoBain. Popmy J monyyanu B BuIe
BJIAKHOTO OCaJKa, KOTOPBI NpPU BBICYMIMBAHUHM TpeBpamancs B Gopmy A. Cm., Hampumep,
tabmuny 17.

Kpucranauueckas popma cB000IHOr0 OCHOBAHUS COeqMHEHHs |

[00215] Kpucrammgeckass popma cBOOOIHOrO OCHOBaHHs coenrHeHus 1 MokeT ObITh

MOJIyd€Ha MOCPEACTBOM CICAYOUIETO criocoba.
QHCI
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[00216] 14,8 xr coequnenust S-1 u 120 xr DMAc¢ 3arpy»xanu B KpyTrJIOHOHHYIO KOJIOY,

Coemunenue 1

3aLIUIIEHHYIO TOCPeAcTBOM N2, U peakIIMOHHYI0 cMech nepemernnBaiu npu 30°C nox 3amuron
N2 B Teuenne 40 MHH. C MOJy4€HHEM MPO3PAYHOTro kentoro pacreopa. Jobasmsim 7,5 kr CDI
(1,02 5kB.) U peakUMOHHYIO cMech nepemeruBanu rpu 30°C B TeueHue 2,5 4. mox 3ammroi N2.
Hobasnsm 0,6 kr CDI (0,08 3xB.) mpu 30°C u cmech nepememmBainy npu 30°C B TeueHue 2 4.
nox 3amutoi N2. PeakiuOHHYI0 CMeCh CHOBAa T€CTUPOBAIM Ha pacxopoBaHue mMarepuana. 11,0
kr (1,14 3kB.) 1-(UHKIOMPONMUIMETIII)TUIIEPASHHXIIOPHUIA 3aTPYKAIU B KPYTJIOJOHHYIO KOJIOY
npu 30°C 1 peakIMOHHYIO CMECh NepeMeIInBaIN Mo 3aiuTol N2 B TeueHue 6 4. (po3pavHbIii
pactBop). Ilo kammsim gobaemsuim 7,5 X H20 B Teuenue 2 4., 0Opa3oOBBIBAJIOCH HEKOTOPOE
KOJIMYECTBO TBEPAOIO BELIECTBA M PEAKLMOHHYIO CMECh IepeMelINBalIu B TeueHue | 4. mpu
30°C. HobGaBmsum 16,8 X H20 B TeueHue 2,5 4. U PEAKIHOHHYIO CMECh MEPEeMEIIUBAIA B
teuerue 2,5 4. Jlobasmsuu 3,8 kr (0,25 X) NaOH (30%, Bec/Bec, 0,6 3KB.) U PeaKIMOHHYIO
cMmech nepemMernnBaiy B TeueHue 3 4. mpu 30°C. PeakuinoHHY0 cMech (PHIIBTPOBAIN U BIIAXKHBIH
ocanok mpomeiBamu ¢ nomomblo H20/DMAc=44 kr/15 kr. Ilonydamm 23,35 Kr BIIQXKHOTO
ocanka (KF: 4%). Ob6paseu mnepekpucrajummzopaiu myrem nodasienuss 10,0 X DMAc wu
nepememnBanus B TedeHue 1 4. mpu 70°C, mpospaussiii pactBop; nobasmsim 4,7 X H20 B
TedeHue 2 4. npu 70°C u peakLMOHHYIO CMeCh NepemMellnBaiu B TedeHue 2 4. npu 70°C; mo
karmsiv godasisun 12,8 X H20 B Tedenue 3 4. u nepememnBainu B TeueHue 2 4. npu 70°C;

PEaKLUOHHYI0 cMech 1oBoAUIM 10 30°C B TeueHue 5 4. U MepeMeIlnBalu B TeueHue 2 4. mpu
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30°C; peakuMOHHYIO CMeCh (HMIBTPOBAIM U BIAXKHBIA OCAZOK IPOMBIBAIM C ITOMOIIBIO
DMACc/H20=15 «r/29 xr u 150 xr H20. ITonyuamu 19,2 kr BnaxHoro ocagka. Marepuan
NePEeKPUCTAILTU30BBIBAIA CHOBA cienyromuM oopasoM. Ko BraxkHomy ocanky nodasisin 10,0 X
DMAc u peakuuoHHyIO cMechb nepememnBanu B TedeHue 1 4. mpu 70°C ¢ mosnyueHuem
npo3pauHoro pacteopa. ITo kamsm no6asmsum 16,4 X H20 npu 70°C u peakMOHHYIO CMeCh
nepemernBaiy B Tedenue 2 4. nmpu 70°C. PeakunonHyio cmech nosommiu 10 30°C B TeueHue
5,5 4. u nepememnBaau B TeueHue 2 4. mpu 30°C. PeakIMOHHYIO CMeCh LEHTPU(PYTHPOBATH U
nonyudanu 21,75 kr BraxHOro ocajgka. Marepuan BbICYyIIMBaiIM non BakyymMom mpu 70°C B
teueHue 25 u. Ilomywamu 16,55 kr xpucrammmueckod (Gopmbl CBOOOIHOTO OCHOBAHUS
coequnenus 1. Uucrora cocrasisuia 99,6%.

12. PacTBOPpUMOCTH B BOAE U B UMUTALIMUOHHOMN JKUJIKOCTH

[00217] PactBopumocthb cTpykTtyp A, B u D usmepsnu B Boge. TBepable BeliecTsa
CYCIIEHANPOBAJIM B KUJIKOCTSX B TeueHue AByx cyTok u npu 37°C. HapocamouHyro >KUAKOCTb
¢unbTpoBaANM Yepe3 MWNPULEBOH QUIBTP U MPUMEHSIH Ui aHamu3a nocpenctsoM HPLC. Jlns
cTpykTyp A u D moBTOpsiM M3MepeHne pacTBOPHUMOCTU M oOpasen otoupanu yepe3 1 4. mocie
oOpaszoBaHusi B3BecH. KamnOpOBOUHYIO KPHMBYIO MOJYYaIH C HMCIIOJNB30BAHHEM CTPYKTYpPBHI A.
JTOT aHaMM3 He OBl CKOPPEKTHPOBAH U, CIENOBATEIBHO, 3HAYCHNUSI PACTBOPUMOCTH OCHOBAHBI
Ha 3HAYEHUSIX JUISI TeMUCYJIb(PAaTHON CECKBUTHIPATHON COJIH.

[00218] Obe cTpykrypsl B 1 D npeBparnanucey B CTPYKTYpy A CIYCTsI IBO€ CYTOK TOCTIe
oOpaszoBanus B3BecH. Ctpyktypa D Takke mpespaimanach B CTPYKTYpy A B TedeHue 1 daca
nociae o0pa3oBaHUs B3BECH B MMHUTHPOBAHHOM JkelynodHoMm coke Hatomak (FaSSGF) umm B
Boze. Tonpko B MMHUTHpPOBaHHOM KuinedHoMm coke Hatomak (FaSSIF) crpykryper A u B
SBJSUTUCh  TUCTIPOMOPLMOHANBHBIME 110  OTHOIIGHUIO K KPUCTAJJIMYECKOMY CBOOOIHOMY
OCHOBAHHIO 4epe3 JIBOE CYTOK Mocie oO0pa3oBaHUs B3BECH U JEMOHCTPUPOBAIH OOjee HU3KYIO
pactBopumocTb. OnHako cTpykrypa D He sBmsinace qucnponopuuonansHoi B FaSSIF u BmecTo
3TOro npeBpamanach B CTpykTypy D. PacTBOpUMOCTH B BOJIE€ M B MMUTHPOBAHHOU KUAKOCTH
IJIE  TpeX CTPYKTYp CYIIECTBEHHO HE OTJIHYAJINCh. OJTO MOXKET ObITh O00YyCJIOBICHO
npespatieHrueM cTpyktyp B u D B crpykrypy A. JlaHHble KacaTelnbHO PacTBOPUMOCTH U

noJiyueHHasi B pesynbrate audpakrorpamma XRPD mnocne wu3MepeHUs: MNpencTaBieHbl B

Tabauue 21.
Tabauua 21. PactBopuMocTh B HMMHTHPOBAHHBIX KHAKOCTAX npu 37°C

Crpykrypa PacTtBopuMocCTE Mr Bpems

TBEPAOro BemecTBa/MJl CrtpykTypa CylIeCTBOBA

pacTBopuTes HHS B3BeCH
Bona A 2,69 A 2 CyTOK
Bona B 3,02 A 2 CyTOK
Bona D 2,71 A 2 cyTOK
FaSSIF A 0,24 FB 2 cyTOK
FaSSIF B 0,20 FB 2 CyTOK
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FaSSIF D 3,49 A 2 CcyTOK

HenocraTounoe KOIM4eCTBO
FaSSGF 6,80 TBEPJOTO BELIECTBA IJIs1 2 cyTOK

ocyiectsiaeHuss XRPD

FaSSGF B 6,53 A 2 cyTOK
FaSSGF D 5,94 A 2 cyTOK
Bona A 3,05 A 1 gac
FaSSGF A 7,07 A 1 gac

Bona D 2,62 A 1 gac
FaSSGF D 5,43 A 1 gac

FB o3Ha4aer kpuctajuinieckoe CBOOOTHOE OCHOBAHUE COSTMHEHUS 1.

13. CpaBHUTENBbHAS B3BECH

[00219] UYerblpe pasnuuHble pacTBOPUTENS MPUMEHSUIM JJi1 3KCIEPUMEHTOB CO
CPaBHUTENBbHON B3BECHIO. UeThIpe CUCTEMBbI pacTBOpHTENEH OBUTH BHIOPAHBI IS CPABHUTEIBHOM
B3BECH IPH JIBYX PA3JIMYHBIX 3HAUEHHUSIX TeMIepaTypbl. PacTBopurenu npencraBisum coOoit
anetoH, cMmech aieroH:Boma (9:1), IPA u cmece MeOH:Boma (95:5) u 3HaueHus: Temmeparyp
coctasysiu 23°C u 50°C. Bee pacTBOpUTenN U3HAYAJIbHO HACHIIIANN MyTEM CYCIEHIUPOBAHUS
CTPYKTYpPbl A TIpU ILIENIEBBIX 3HAYEHUSAX TEMIIEPATyphbl B TeUeHHE NPUOIU3UTENBPHO 2 YacoB,
3aTeM yOMpalu MarHWTHbIE MEIIAJKH W BbIAEPKUBAIM (PJIAKOH NPHU LEJNEBOH TeMmImeparype,
o0ecrieunBasi OCaXE€HHE TBEPAOrO BELIECTBA. 3aT€M HACBILEHHYI HAJOCAJOYHYIO0 XKHIKOCTb
NEPEHOCWJIM B HOBBIE IyCThIe (PIAKOHBI, KOTOpbIE YK€ ObUIM HArpeTsl O LeNEBbIX 3HAYEHUIH
TEMIIepaTyphbl Ha ropsiyeil miute. 3aTeM B JaHHbIE HACHIIIEHHbIE PACTBOPBI H00aBsin S5-10 mr
Kaxnoi u3 crpykryp A, B u D. Tsepayro cMmech CyClEHOUPOBAIM C NPUMEHEHUEM SIKOPS
MArHUTHOM MEILIAJIKK M MEPBbIA o0paszer] oTOupaiu depe3 2 CyTOK mocjie 00pa3oBaHUs B3BECH.
Bropoii obpasen otoupanu yepe3 1 Hemento. Ctpykrypa A Obuia CTaOMIBHON B PAaCTBOPUTEISIX,
KoTopbie conepskanu Boay. Ctpykrypa D Obuta cTabuiibHON B O€3BOMHBIX CHCTEMAX, OCOOEHHO
npu OoJjiee BBICOKMX 3HAYCHHUSX TEMIlEpaTypbl. BbIsiIcHEHO, 4TO CTpykTypa D, KOoTOpas
npeacrasisier cobol 0e3BOHOE TBEPAOE BELIECTBO, SIBISIETCS HaHMOOJee CTA0OMIbHBIM TBEPIBIM

BEIIIECTBOM IPHU MCIIOJIb30BAaHUH O€3BOJHBIX OPraHU4YeCKHX pactBopureneid. Cm. Tadaumy 22.

Taoauna 22
Ju¢ppaxrorpamma
HUcxopnas Huppaxrorpamma XPRD - 2 cyrok
PacTtBopurennb XPRD - 1 vepeas
CTPYKTYpa
K. T. 50°C K. T. 50°C
ArieToH A+B+D A+D D A+D D
AnieToH:BOZIA
A+B+D A A A A
(9:1)
IPA A+B+D D D D D
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HenocrarouHoe xoamu4ecTBo
MeOH:Boga

(95:5)

A+B+D A oOpasua st OCyIeCTBICHHUS A ---
ananusza XRPD

14. UccnenoBanue cTaOUIbHOCTU

ITpu nccnenoBanuu cTabMIbHOCTH GOPMBI A He HaOII0AIN KaKOro-Iubo pa3pyLIeHus B
CIIENYIONX TpPeX COCTOSHMAX: omauH Mecsn npu 40+£2°C/75+5% RH, tpum mecsua mpu
25+2°C/60+£5% RH, Tpu mecsina npu 30+2°C/65+5% RH, tpu mecsua npu 40+2°C/75% RH,
IBeHAAATh MecsiieB npu 25+2°C/60+£5% RH.

15. UnnrocTpaTUBHBIN COCTAaB TaOIETKH

@dopma A OblTa COCTaBJICHA B BUAE TAOJNETOK JIMOO MOCPEACTBOM MPSIMOTO MPECCOBAHUS
COCTaBa, MOJYYEHHOTO TMPSIMbIM CMELIMBaHHWEM, JIMOO TOCPEACTBOM TIIpoLecca CyXOoro
IPaHYJIUPOBAHUSI WJIM BJIAXHOTO TpaHyJupoBaHusi. Moryr ObITb 10OaBi€HBI Jpyrue
BCIIOMOTATEJIbHBIE BEIECTBA, TAKHE KaK CBS3YIOIINE /WM MOBEPXHOCTHO-aKTUBHBIEC BELIECTBA,
U TOKPBIBAIOINNE TUICHKH JJISI CIIOCOOCTBOBAHMS LIEIOCTHOCTH TAOJIETKH, MACKUPOBAHHIO BKYCa

U 5CTETUYECKHUX CBONCTB. MIUTFOCTPATHBHBII COCTaB TAONETKHU SIBISIETCS CIEYIOIIUM.

KomnonenT % Bec/Bec KOMIIOHEHTA
®opma A 11,70%
Muxkpokpucrannundeckas nemnono3a NF 60,18%
ManHuT 23,12%
Kpockapmennosa HaTpus 3,00%
Creapundymapar HaTpus 2,00%
Bcero, % 100,00%

15. KpaTkoe onucanue XapakTepHCTHK

Popma A
[00220] XRPD mns ¢dopmbl A mokasaHa Ha ¢ur. 1 ¥ NMepeyHH MHKOB IMOKAa3aHbI B
Tabauue 23.
Tabuauna 23
VYron, 2-© | MexaromHoe paccrosinue (A°) BricoTa (MMIyJIbCHI) OTH. uHTEHC.

4,9 17,8305 40 0.28%
9.9 8,9545 9363 66.,02%
11,0 8,02613 2418 17,05%
11,4 7,7313 4177 29,45%
11,7 7,56421 3209 22,63%
12,3 7,16163 635 4,48%
12,8 6,93632 2500 17,63%
13,6 6,51539 2286 16,12%
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13.9 6,38771 1644 11,59%
14,2 6,23136 3520 24.82%
15,0 5,88897 5689 40,11%
15,3 5,78752 4085 28.,80%
15.8 5,60806 12313 86,82%
17,1 5,17018 7400 52,18%
17.4 5,07818 2144 15.12%
17,7 4,99463 4146 29,23%
18.8 4,71113 2437 17,18%
19,1 4,63884 1177 8.30%

19.8 4,49007 3657 25.79%
21,3 4,17694 6577 46,38%
21,9 4,04794 6503 45.85%
22,6 3,92853 14182 100,00%
23,0 3,86945 1915 13,50%
23,2 3,82274 2764 19.49%
23.5 3,78695 4288 30,24%
23,8 3,73813 2177 15,35%
24,1 3,68699 1723 12,15%
24.5 3,63374 2387 16,83%
25.3 3,51767 3957 27.90%
25.6 3,47637 2258 15.92%
26,1 3,41137 1463 10,32%
27,1 3,28258 3975 28.03%
28.1 3,17265 2581 18.20%
29.8 3,00049 2969 20,93%

[00221] Anamuz TGA ¢opmbl A TPOAEMOHCTPUPOBAT MOTEPIO Beca MPHUOTU3UTENBHO
4,5% Brnote no 180°C. Cm. ¢ur. 2. Copepxkanue BOIBI, ompeneiaeHHoe nmo meroay Kapia-
Quiepa, coctaBysiio npudausuTenpHo 5,3%. JlBa TepMmuueckwx COOBITHS HAOMIONAIN Ha
tepmorpamMme DSC ¢ nepseiM nukom npu 159,9°C u sropeiM nukom npu 199,1°C. Cm. ¢ur. 3.
Ha nepBom muke Taxke ObUIO MOKA3aHO IUIEHO. AHAIN3 TUHAMUYECKOH COpOIMM mapa coiu
dopmer A mpu 25°C ne€MOHCTPUPOBAJ, YTO TBEPAOE BEINECTBO IOTJIOLIAET MPHOIU3UTENBHO
1,3% Bnaru mnpu OTHOCUTENbHOW BiaxHocTM OT 2% npo 95%. Cm. ¢ur. 4. DVS
IEMOHCTPHpOBajia OBICTPYIO IOTEPIO Beca MNpu BiaxHOCTH MeHee 10%, kortopas Obuia

obparumoii npu 1ukie copbuuu. Mzorepma DVS npu 40°C Oblna 1o cyTH TakoW ke, 4TO |
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uzorepma npu 25°C. XRPD ocraBanace Hem3meHHOU mocyie DVS mpu oboux 3HaUeHUsX
Temneparypsl. icnipiTaHue Ha BIaKHOCTh MPOoBOAMIHN Ha ¢popme A ¢ Bo3aeiicteuem 11%, 48% u
75% otHOocuTenbHON BnaxkHocTU npu 40°C B TeueHUU 2 HeAeNlb € MOCIEAYIOIIMM AHAIU30M
XRPD. XRPD ocraBamacb HEU3MEHHOH mocie aAByxHenenbHoro Ttecra. Cwm. ¢umr. S.
Kpucrannorpaduueckue nanubie 111 GopMbl A SBISIOTCS CIETYIOLIMH.

Owmnupudeckas popmyia: CisHg NgOq3 S3

MonexynsipHasi Macca o gopmyite coequrenus: 1053,22

Temmnepatypa: 173(2) K

JlnuHa BosHbL 1,54178 A

Kpucrannuyeckas cucrema, mpoCTpaHCTBEHHasl rpynna: MoHOKInHHasA, C 2/c

ITocTOsiHHBIE PELIETKH:

a=3,0748(5) A

b=10,2638(4) A

c=36,1371(12) A

=90 rpan.

$=97,340(3) rpan.

=90 rpan.

O6bem: 4809,8(3) A’

=4

Paccunrannas minoTHOCTD: 1,454 Mr/™m

Kosbduument nornomerus: 2,046 Mm™

F(000): 2224

Pasmep kpucramia: 0,171x0,156x0,061 mm’

Junana3oH Teta s cbopa naHHbIX: oT 2,47 no 72,03°, rpan.

Orpanu4uBaroLIye MOKa3aTesu:

-15<h <16

-12<k <12

-43<1<44

CobpanHnble/yHUKaIbHBIE OTpaxeHus 16676/4532 [R(int) = 0,0767]. IToanoTa: 95,6%

Meron yrounenusi: HauMenbine KBaapaThl 1O MOJTHOW MaTpULE OTHOCUTEIIBHO F?

JlanHbie/orpanndenus/mapamerpst 4532/0/336

Kpurepuii cornacust mo F* 1,096

®opma B
[00222] XRPD mns ¢opmer B mokasana Ha ¢ur. 6 u nepeyHH NHKOB IMOKAa3aHbI B
Tabauue 24.
Tabnuua 24
Yromn, 2-O MesxaTomMHOe paccTosiHue (A°) BricoTta (MMITyIBCHI) OTH. uUHTEHC.
7,0 12,57535 1083 8,57%

7.8 11,27583 1748 13,83%
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9.9 8,89921 10912 86.36%
10,6 8,33283 3619 28.64%
11,7 7,55341 2313 18.31%
12,7 6,95632 7739 61.25%
13,1 6,7694 1609 12,73%
13,5 6,53423 2490 19.71%
13,9 6,38636 3216 25.45%
14.6 6,06413 3446 27.27%
14,9 5,94981 2751 21,77%
15.3 5,79313 2471 19.56%
15,7 5,62485 4393 34.77%
16.1 5,51086 1536 12,16%
16.9 5,2332 7462 59.06%
17.6 5,02985 2722 21.,54%
19.3 4,60381 2787 22,06%
19.7 4,50087 2503 19.81%
20,7 4,29561 2454 19.42%
21,2 4,18049 1540 12,19%
22,0 4,03572 8193 64.84%
22,5 3,95619 12635 100,00%
233 3,81776 1530 12,11%
240 3,70488 985 7.80%
24,7 3,60111 2053 16.25%
25.1 3,54205 2015 15.95%
25,7 3,46451 521 4,12%
26,1 3,41725 1020 8,07%
27,2 3,27757 1417 11,21%
27.6 3,23088 3271 25.89%
28.4 3,1406 1887 14,93%
29.3 3,04578 1720 13,61%
29,8 2,99111 750 5,94%

[00223] dopma B moxer ynaepkuBaTh 3HAYUTEIbHOE KOJMYECTBO PACTBOPUTEIIS.
Opnnaxo nansublie TGA He cooTBeTCTBYIOT AaHHBIM SIMP 11 OpraHn4eckoro pacTBOPUTENs], UTO

MOIJIO OBITH OOYCIIOBJIIEHO T'MIPOCKONMUYHOM mpupopoit ¢opmer B. Cm., Hanpumep, d¢wur. 7.



83

Anamuz DVS ¢opmel B mpomemMoHCTpHpOBas, 4YTO TBEPAOE BEINECTBO IIOIJIOMIAET

npubnu3uTensHO 14% Biaru Mpu OTHOCUTENBHOM BIAXKHOCTH OT 2% 110 95%.

®opma D
[00224] XRPD nna ¢opmel D mnoxasana Ha ¢ur. 9 u nepeyHu NHUKOB IOKAa3aHbI B
Tabauune 26.
Tabauua 26
VYromn, 2-© MeskatomHoe paccrosinue (A°) Beicora (umnynbeer) | OTH. uHTEHC.

5.8 15,28058 4971 70,74%
10,0 8,87509 4389 62,46%
10,2 8,65751 6043 86,00%
11,3 7.82263 2566 36.52%
11,5 7,66971 749 10,66%
12,2 7,27684 3233 46,01%
13,6 6,51388 2448 34.,84%
141 6,28225 1365 19.43%
14,7 6,01924 2881 41,00%
15.4 5,74733 250 3.56%
16.0 5.52579 1652 23.51%
17,3 5,13037 3250 46.25%
17,6 5,03792 3136 44.,63%
19,3 4,59918 5083 72,34%
20,0 4,42807 1495 21,28%
20,8 4,26377 1928 27,44%
22,1 4,01598 1363 19,40%
22.9 3,88059 4961 70,60%
233 3,81849 7027 100,00%
23,6 3,76707 3176 45.,20%
24.4 3,6518 1755 24.98%
25,2 3,52644 4136 58.86%
26,4 3,37296 1305 18.57%
27.4 3,25211 610 8.68%
28.3 3,15078 553 7.87%
29,6 3,01482 615 8,75%

[00225] ®opmy D ompenensinu kak 6e3BogHyr0 ¢ nmukoM ruiaieHust npu 239°C. Cwm.,
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Harpumep, ¢ur. 9. [Iposoaunu anamu3 DVS nns ctpykTypbl D 1 TBepoe BELECTBO MOTJIOIAIIO
npubnu3uTeNnsHO 2% BIArd MPH OTHOCUTENBHOH BiakHOCTH OT 2% mo 95%. Cwm. dwmr. 10.
Hudpakrorpamma ocraBajach HEM3MEHHOM mocie mposeneHus aHanuza DVS, u BosnelicTue
OTHOCUTENIbHON BiaXHOCTU 75% B TeueHue oxHou Hemenn npu 40°C Takke HE BBI3BIBAJIO

HU3MCHCHMUA (1)0pr1.

®opma E
[00226] XRPD nnst ¢opmel E mokasana Ha ¢ur. 11 ¥ mepeyHn MUKOB MOKA3aHBI B
Tabauue 27.
Tabnuna 27
VYroumn, 2-O MeskaTomMHOe paccTosiHue (A°) Bricora (umnysbebl) | OTH. HHTEHC.
4,6 19,33569 1738.,68 42.,25%
9,0 9,8034 4115,26 100,00%
9.9 8,90634 170,17 4,14%
11,0 8,05091 182,67 4,44%
13,5 6,56847 222193 53.99%
15,1 5.86939 909,83 22,11%
15.8 5.59154 280,55 6.82%
18.5 4,78855 309,99 7.53%
19.8 4,48316 260,12 6.32%
204 4,34963 461,71 11,22%
21,7 4,09107 862,85 20.97%
22,5 3,94718 1259,97 30,62%
28,1 3,1714 143,14 3,48%
®opma F

[00227] XRPD pnst ¢opmer F nokasana Ha ¢ur. 12 u mepeyHH NMUKOB MOKA3aHBI B

tabauue 28 O6venunennsie TGA u DSC noka3ansl Ha ¢ur. 13.

Tabnuua 28
VYromn, 2-O MesxaTomHOe paccTosiue (A°) BricoTa (MMIyJIbCHI) OTH. UHTEHC.
5,0 17,63127 3501,15 68,88%
9.9 8,953 5083,17 100,00%
11,1 7,95783 175,54 3.45%
14,7 6,02129 1144,71 22,52%
16,5 5,3774 319,64 6,29%
19,6 4,52559 557,84 10,97%
21,6 4,11341 625,78 12,31%
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22,8 3,89996 383,12 7.54%
24,4 3,64257 313,08 6,16%
®opma G

[00228] XRPD mns gopmbl G mokasana Ha ¢ur. 14 U mepevyHd NHUKOB IOKA3aHbl B

tabaune 29. O6venunennsie TGA u DSC noka3ans! Ha ¢wur. 15.

Ta6uauna 29
Yron, 2-O MeskaTomHOe paccTosiue (A°) Bricora (ummysibebl) | OTH. MHTEHC.
4,7 18,70556 1242.,62 59,33%
9,4 9,36302 2094,33 100,00%
11,0 8,02324 393,11 18,77%
13,3 6,67148 95,37 4,55%
14,1 6,2664 1061,57 50,69%
15,9 5,58681 287,25 13,72%
16,2 5,46454 135,26 6,46%
18,9 4,69155 302,27 14,43%
21,1 4,20095 210,62 10,06%
21,2 4,17959 623,95 29,79%
22,8 3,89083 287,75 13,74%
23,8 3,74261 339,41 16,21%
26,7 3,3332 36,96 1,76%
28.5 3,12882 200,93 9.59%
®opma H
[00229] XRPD nmns ¢popmer H nokasana Ha ¢ur. 16 ¥ mepevyHH MHKOB TMOKAa3aHbI B
Tabdauue 30.
Ta6auua 30
Yromn, 2-0 MesxaTomHoe pacctosinue (A°) BricoTa (MMIyJIbCHI) OTH. uHTEHC.
4,6 19,00577 2892,58 100,00%
54 16,21955 656,39 22,69%
7.4 11,92606 1637,2 56,60%
9,2 9,58199 2031,32 70,23%
10,3 8,60629 244,93 8,47%
11,1 7,96834 1041,86 36,02%
13,5 6,53326 1064,3 36,79%
13,8 6,3908 495,71 17,14%
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14,9 5.92137 164091 56.,73%
16,9 5,24557 238.8 8,26%

17.6 5,03079 330,16 11,41%
18.4 4,82818 764.47 26,43%
19.5 4,55426 201,62 6,97%

20,7 4,28199 421,57 14.57%
22,3 3,98173 914,58 31,62%
22,9 3,88793 641,59 22,18%
23,4 3,80422 445,25 15.39%
24,1 3,68517 219,37 7.58%

24.8 3,58024 766,52 26.50%
26.5 3,36223 292,29 10,10%
27,2 3,27175 129,95 4,49%
29.5 3,0237 272,48 9.42%

®opma I

[00230] XRPD nmns ¢opmbr I mokazana Ha ¢ur. 17 U mepeyHH NMUKOB IMOKAa3aHbl B
tabauue 31. OO0venunennsle TGA u DSC mnokasaner Ha ¢ur. 18. Anamuz JMP BbisiBHI

Haymmuue npudnusurensHo 4,6% EtOH, ykaspiBaroiee Ha BO3MOXHBIN COJIbBAT.

Tabauna 31
VYromn, 2-0 MesxaTomHOe paccTosiHue (A°) BricoTa (uMnysibChI) OTH. UHTEHC.
6,7 13,16055 3581,49 96,93%
7,7 11,44901 740,16 20,03%
9,5 9,319 1710,55 46,29%
9,9 8,97128 3519,19 95.24%
10,5 8,45555 1052,24 28,48%
11,6 7,61244 855.25 23,15%
12,6 7,01279 1799,14 48.,69%
13,4 6,60237 1385.,62 37.50%
13,8 6,43395 850,03 23,00%
14,3 6,19667 516,23 13.97%
15,2 5,8277 722,04 19,54%
15.8 5,59406 1926,11 52,13%
16.8 5.26642 1316,92 35.64%
17,2 5,1627 745,55 20,18%
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19.0 4,65907 716,28 19.39%
19,7 4,50851 3694,98 100,00%
20,5 4,32796 526,56 14,25%
20.9 4,25526 540,88 14,64%
21,9 4,05301 2830,08 76.59%
22,3 3,97817 2205,69 59.69%
23,9 3,71963 1226,09 33,18%
24.6 3,61051 976,08 26.42%
25,5 3,48946 531,17 14,38%
26,0 3,42073 440,36 11,92%
27,5 3,24167 511,68 13.85%
28.3 3,15203 747,77 20,24%
29.3 3,0427 455,27 12,32%
®opma J
[00231] XRPD nmns ¢opmbr J nokasana Ha ¢pur. 19 u mepedyHu NMUKOB MOKA3aHBI B
Tabauune 32.
Tabauna 32
VYromn, 2-O MesxaTomHOe paccTosiHue (A°) Beicora (umnysbebl) | OTH. HHTEHC.
12,4 7,14209 722,37 100,00%
13,2 6,69075 254,54 35.24%
14,6 6,06522 348,12 48,19%
15,7 5,64077 168,89 23,38%
20,4 4,34313 213,59 29,57%
22,0 4,0429 79,01 10,94%
233 3,8076 179.4 24.83%
23,7 3,74601 213,97 29.62%
28.0 3,18475 87,25 12,08%

Kpucranmgeckoe cBOO0OAHOE OCHOBAaHHNE COETUHEHHS |
[00232] XRPD «kpucrammnueckoii (GpopMbl CBOOOZHOrO OCHOBAaHUSI COEAMHEHHUs |

MOKa3aHo Ha ¢ur. 25 1 nepeyHu MUKOB MOKa3aHbl B Tadaume 33.

Tabauua 33
VYron, 2-0 MeskatoMmHOe paccTosinue (A°) OtH. uaTeHCUBHOCTB (%0)
6.9 12,8 46,1

10,6 8.4 1.9
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12,1 7.3 0.8
13,5 6.5 100
14,3 6.2 2,2
15,7 5,6 10,3
15.9 5,6 10,1
17,3 5.1 5.9
17,9 4,9 2.9
19.8 4,5 32,6
20,3 4.4 44,0
21,0 4,2 3,0
21,7 4,1 2.8
22,2 4,0 1.0
23,6 3.8 13,5
24,0 3.7 7.8
24.8 3.6 10,6
25,7 3.5 23,1
26,0 34 2,2
26,7 3.3 1,7
27,1 3.3 2.9
27,6 3.2 0,6
28.4 3.1 4,0
29,7 3,0 9.7
30,6 2.9 3.3
31,0 2.9 0.7
31.5 2.8 1.4
32.1 2.8 5.8
33.9 2,6 2,2
35.6 2.5 0.4
36.3 2,5 0.7
37,1 24 0.8
39.0 2.3 0.6
39.5 2.3 29

DapmarokunemuyecKkas OyeHKd
[00233] Metoasl
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[00234] OnHOKpaTHYIO J03Y B CYCIIEH3UU C MCIIOJIb30BAHUEM KPUCTAJUIMYECKOH (HOPMBI
A, MUKPOHM3HUPOBAHHOH M HEMUKPOHM3UPOBAHHOH, W KPUCTAJUINYECKOTO CBOOOIHOTO
ocHOBaHusi coenuHeHust 1 BBogman camiy kpbickl Crper-Jloyiau B no3e 200 mr/kr. OOpasibl
kposu otOupanu B npucyrctBur KoEDTA u nenTpugyruposanu ¢ nonydeHueM Ijia3mbl. 3aTeM
IU1a3My aHAJIM3UPOBAJIM KacaTelbHO NaHHBIX coenuHeHuii nocpeacrsom LC/MS.

[00235] ITonyueHune TeCTUPYEMOro mpernapara JUis BBEEHUs 7103 CYCIIEH3UH Y KPbIC

[00236] Bcex >KMBOTHBIX, BKJIIOYEHHBIX B PEXKHUM JO3UPOBAHUS, B3BELUIMBAIU U UM
NPUCBANBAIN HOMepa. Bce CyCneH3HMOHHBIE COCTaBbl ObLIM CBEKEMPUTOTOBJICHHBIMU Tepen
npumMenenueM. Kaxxapiii pactBop nmonydanu npu 40 mr/mi B 0,5% pacTBOpe METHIILIEIITIOJIO3BI B
Bone. Conmepskumoe MPOOUPOK MepeMeIrBaIl BUXPEBbIM CHOCOOOM B TeYeHHE 2 MHH. U
nonseprain  00paboTke ynbTpa3ByKOM B TedeHne 30 MUH. ¢ TOJy4YeHHEM T'OMOTE€HHOU
CyCITeH31H OeJIoro 1BeTa.

[00237] Bce xuBOTHBIE (n=6/Tpymnma) Mojydaid A03y MEpOpajbHO B 00BEME S5 MIV/KT.
ITocne BBemeHHUs] NO3bl Y KaKAOH KPBICHI Opajii KPOBb B K&KIBIH M3 YKA3aHHBIX MOMEHTOB
BpemeHn. OOpasupl KpoBH OTOMpali W3 XBOCTOBOH BeHBL AJNHMKBOTBI KpoBH (150 Mk)
cobupanmu B npoOupku, mokpeiteie KoEDTA, akkypaTHO mepeMeInnBaiy, 3aTeM BbIIEPKUBAIIH
Ha by ¥ nertpudyruposanu npu 2000 g B Tederne S MuHyT npu 4°C Ha IPOTSHKEHUH TIEpUOaa
15 muH. nocie ordopa. Cobupanu CioH TTa3Mbl M BBIAEPIKUBAIH 3aMOPOKeHHBIMH TIpH -70°C
10 ranbHeNIel o0paboTKu.

[00238] buoaHamuTUYECKHE METOBI

[00239] TIlpoBomuiam  OWOAHATUTHYECKOE  KOJIMYECTBEHHOE  OMpeAeNieHHe  C
ucnions3oBanueM  HPLC/tpoiinoli  kBanpynosnbpHOl — Macc-cnektpomerpuu  (HPLC-MS).
Konuentpauuu B ruasme u T1/2 Obuti paccuuTaHbl ¥ IPUBEIEHBI.

[00240] Ananu3 mia3mel:

[00241] 1 mr/mn cranmapthblii pactBop B DMSO: meranon (20:80, 00./06.) pa3zbasisiiu
B 50 pa3 u 3arem cepuiiHO pa3baBisiu B 50% pacTBOpe MeraHoja B Boxe. CmemmBaiu
anukBoThI (10 MKJT) cepuiiHbIX pa3dasneHuii co 190 MKJT KOHTPOJIBHOM TIa3MBbl ISl TIPUMEHEHHSI
B KayeCcTBE CTaHHApTHOW KpuBoi. OOpasupl miua3mbl (50 MKJI) W CTaHZapTHBIE OOpPa3IbI
(HepasbaBnenHble) pazdapsid B 10 pa3 oxXJiakIEHHBIM Ha JIbAY AlETOHUTPHIIOM, COAEP KAIINM
40 Hr/mMn nekcamMerazoHa B KadeCcTBE BHYTPEeHHero craHmapra. OOpasmpl U CTaHOAPTHI,
OCaKJIEHHBIE ALETOHUTPHIIOM, TIEPEMELITHUBAII BUXPEBBIM CIIOCOOOM TPU 5 g B TeueHHe 2 MUH.
(BcrpsixuBatenb IKA), 3atem nenTpugyruposanu npu S000 g B TeueHue 10 MuH.

[00242] Jnst 10-xpaTtHOTO pa3daBieHUs CTAHAAPTHBIX 00pa3LOB H0OABISUIN aJTMKBOTY B
BUIE S5 MKJI 0Opasma u 45 MKJI KOHTPOJIBHOH MJIa3Mbl JUISI TIOJTyYeHUsT pa30aBIeHHbIX 00pas3IioB.
Ecnun tpebGoBancs cranmapTHbii obOpasen S0-kpaTHoro pasbasienus: noOasimsuim 10 MK
anukBOTHl pazdaBieHHOoro B 10 pa3 obpasua u 40 MKJI XOJOCTOW IUIA3Mbl ISl TTOJTYYCHHS
KOHEUHBbIX pa30aBlieHHBIX O0Opa3loB. 3aTeM Mpoueaypa HCCIeIOBaHUS i pa3OaBIeHHBIX
00pa3uoB ObL1a TAKOH K€, YTO U 1JIsl Hepa3z0aBIeHHbIX 00pa3LoB.

[00243] Obpasuper u crarmaptel (10 M) BBogmnu B cuctemy LC-MS, kak omnucano

Hiwke. KoHLeHTpauuy 103upyeMbIX pacTBOPOB YKAa3bIBAJIN B MI/MJI.
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[00244] Ananu3 nocpencrsom LC-MS

[00245] LC: 7,5 mkn kaxkgoro obpasna U cTaHgapTa BBOAWIM B KOJIOHKY Waters BEH
C18 (2,1 x 50 mm, 1,7 mkMm, BeimepxuBaemyro npu 60°C) co ckopoctero 0,6 Mi/MUH. C
nomotnbto UPLC. Kononky ypasHOBemmuBain ¢ nomouipio 10% aueronutpuna. CoenuHeHuUs
3JIFOMPOBAJIM C TIOMOIIBIO rpaguenTta 10 95% aueronurpuna. Bes noasmkHas dasa coneprkana
0,025% (006./06.) MypaBbuHON KUCIOTHI ¢ | MM arieraToM aMMOHHSI.

Taoauua 34. YcinoBus XxpoMaTorpaguyeckoro 3JIonpoBaHus

Bpewmst (MuH.) IMoneuwxnas pasa B (%)
Hayvano 10
0,20 10
0,60 95
1,10 95
1,15 10
1,50 10
[00246] MS: DJOeHT U3 KOJIOHKHU AHAJIU3UPOBAIU MOCPEACTBOM

3JIEKTPOPACTIbUIMTENbHON  MOHM3aLlMd B CHCT€ME€ TPOWHOIO  KBaJAPYINOJbHOIO  Macc-
cnektpoMerpa. CoCTaB 3JII0€HTAa AHAIU3UPOBAIN HA XAapaKTEPUCTUKU HMOHHOW mapbl IO
OTHOLIECHUIO K BHYTPEHHEMY CTAHAApPTy U AHAJIUTY COOTBETCTBEHHO.

[00247] ®apMaKOKMHETHUECKHE aHATU3bI

[00248] DkcniepuMeHTaNIbHBIE 00pAa3Ibl CPABHUBAIH C KPUBBIMH CTAaHIAPTHBIX 00Pa3IOB
IUTSI OTIpeNieNIeHHsI KOHLIGHTpauuii coenuneHnil. CpenHne KOHLIEHTPALUN COeqUHEHHH (B HI/MJI +
CTaH/IapPTHOE OTKJIOHEHHE) MPUBOAWIM AJISI KAKAOr0 MOMeHTa BpeMeHH Ilpenen oOHapyxeHus
(LLOQ) 6bu1 npuBeneH kak oOpaser] ¢ caMoil HU3KOW CTaHIaPTHOH KPUBOH, IEMOHCTPUPYIOLIHI
oTkJIoHeHne MeHee 20% OoT HOMHHAJIBHOH KoHUeHTpauun. PK-ananu3 nposoammm Ha Phoenix
Winnonlin; Cp,x omnpeaensiiu B Ka4eCTBE MAaKCUMAaJbHOW CpedHell KOHIIEHTPALUH,
HaOJI01aeMOl B YKa3aHHOM Touke, miomans nog kpusoi (AUC) ykasbiBaiu JIsi MOMEHTA OT to
0 thocne s, B HaCaX.

[00249] Kak moka3zano Ha ¢ur. 22 u B Tadauue 35, kpucraumyeckas (opma A
(MMKpOHM3HPOBAHHAs) M KpUCTAJUINYECKast popma A (HEMUKPOHH3HUPOBAHHAS) SIBISIIOTCSL OoJiee
pactBopumbiMu B (hochaTtHom Oydepe ¢ pH 7,4 mo cpaBHEHHIO C KPUCTAIITHYECKUM CBOOOTHBIM
ocHoBanueM coennHeHust 1. Korga npodmnm 3aBUCHMOCTH KOHIIEHTPALMU B IUIa3Me KPOBH OT
BpeMEHH H  (PapMAKOKMHETHYECKHE  MapaMeTpbl  KpUCTaJuIMdeckod  gopmbl A
(MMKPOHHU3MPOBAHHOW M HEMHKPOHU3MPOBAHHOW) CPABHUBAJIM C KPUCTAJUIMYECKUM CBOOOIHBIM
OCHOBaHHEM coefHeHMs1 1 mociie mepopajbHOro BBENEHUS A03bl B BUIE CYCIIEH3UH CaMIlaMm
kpbic Crper-/loynu Hatomak, AUC u Cmax 3HAYUTENbHO pa3andaiuchb. MUKPOHU3UPOBAHHAS
Y HEMHUKPOHHM3UPOBaHHAs KpucTtaummdeckas ¢popma A nemoncrpuposana AUC B 3,8 u 2,7 pasa
BBIIE [0 CPAaBHEHUIO C KPHUCTAUIMYECKUM CBOOOAHBIM OCHOBaHMEM coeauHeHus 1
COOTBETCTBEHHO. AHaNOru4HO MUKPOHU3UPOBAHHAs u HEMHKPOHU3UPOBAaHHAS

Kpucrannnueckas popma A nemoHctpupoBaia Cmax B 2 u B 1,6 pa3a BbIllIe 110 CPAaBHEHHIO C
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KPUCTAJNIMYECKUM CBOOOIHBIM OCHOBaHHEM coenuHeHHust 1 cooTBeTcTBeHHO. B oTimume ot
3TOrO MEXJy MUKPOHM3MPOBAHHBIMU U HEMHKPOHM3HPOBAHHBIMU (POPMaMHU KPUCTALTMUECKON
¢dopmbl A He ObLTO OOHAPYIKEHO 3HAYUTENBHBIX PA3IHUN.

Tabnuua 3S. Kparkoe onucaHue XapakTePUCTUK COEAVHEHWH, NPUMEHSEMBbIX B

(hapMaKOKHHETHUECKOM HCCIIEOBAHUN
Marepuainbl PSD

Kpucranmgeckas Gpopma A (MUKpOHH3UPOBAHHAS) D90: 10/D50=4,6/D10=1
Kpucramnuyeckas popma A (HemukpoHusuposanHas) — D90= 71/D50=32,6/D10 =11,55
Kpucramnmmueckoe ceoboanoe ocHoBanue coequaenus 1 D90= 521/D50=206/ D10 =32

Tabnuua 36. PapmakoKHHETHUECKHE IMapaMeTpbl IIOCJe IepOpPalbHOrO BBEIEHUS

kpbicaM Criper-Jloynu
dopma Kpucranmaeckas popmaKpucrammueckas dopma A Kpucrammmgeckoe

coenuHeHUs1 A (MUKpPOHU3MpPOBaHHAs1) (HEMHKPOHH3UPOBAaHHAS) CBOOOIHOE OCHOBAHHE

coenuHenus 1

IlepopanbHas 200 200 200
no3a (mr/kr)*
Cmax (ar/mn) 36700 + 6800 29800 + 5300 17900 + 3600
AUC ot 0 no 478000 + 87900 355900 £ 82900 124800 + 85800
HIOCJIE/THETO
(Hr/4a./mu)

*J103a IEMOHCTPUPYET HIKBUBAJIEHTHOCTD (POPMBI CBOOOHOTO OCHOBAHUS COeUHEHNUs | .

Xotst ObUT OMUCaH PsJ BaAPHMAHTOB OCYLIECTBJIEHUS, OOBEM HACTOSILIEr0o H300peTeHus
JOJDKEH ONPeNeNAThCs mpuiaraeMoii GopMyioi H300peTeHus], a He KOHKPETHBIMH BapUaHTaMH
OCYILIECTBIIEHHsI, KOTOpbIe OBUIM TNpEencTaBieHbl B KadecTBe mnpumepa. Conmepikumoe Bcex
CCBIJIOK (BKJHO‘IaSI JIUTEPATYPHBIC UICTOUYHUKH, BbIJAHHBIC IMAaTCHTDI, OHy6JII/IKOBaHHbIe 3as51BKU Ha
MaTCHTbl U OOHOBPEMEHHO 3aABJICHHBIC 3asBKHW Ha HaTeHT), LHUTUPYEMBIX I10 BCEH I[aHHOI\/‘I
3as4BKE, TAKUM 06pa30M, SABHBIM o6pa30M BKJIFOUECHO B I[aHHbeI AOKYMECHT IMOCPEACTBOM CCBUIKH
BO BCell cBOel nosiHOTe. Ecu He onpeneneHo nHoe, TO BCe TEXHUYECKUE U HAy4YHbIE TEPMUHBI,
HUCIIOJIB3YEMbBIE B JAaHHOM JOKYMECHTC, COOTBETCTBYIOT 3HAYCHMHIO, OOBIYHO HN3BECTHOMY

CIEIHAJIUCTY B JTAHHON 00J1aCTU TEXHUKH.
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®OPMYVYJIA H30BPETEHUA

1. Kpucrannndeckast Gopma CoeIMHEHUsI, XapaKTepH3yoIerocs: (hopMyJioi:

2. Kpucramnueckas ¢popma 1o 1. 1, re coequHeHne npencTaBisieT coO00H CoIbBaT.
3. Kpucrannuueckas ¢popma 1o 1. 2, e CoeqHEHNe NpecTaBisieT coO0i ruapar.

4. Kpucrammmueckas ¢opmMa 1o 1. 3, rHe COCAMHEHHE TPencTaBisieT CcoOok

CECKBUTHIpAT.

5. Kpucramnmyeckast ¢popma o 1. 1, e coenuHeHne SBISIeTCs] 0€3BOTHBIM.

6. Kpucrammmgeckast ¢opma 1o m. 2, rae COeAMHEHUE MPEACTaBIsieT cOOOH CONMbBaT C
STAHOJIOM.

7. Kpucranmueckast ¢popma 1o 1. 4, rae Kpucrauimieckas popma npeacrasisier coboi
KPUCTAUTHUECKYI0 (OpMy A, XapakTepU3YIOIIYIOCS MUKAMH IOPOLIKOBOH PEHTTEHOBCKOM
nudpakuu npu 3HadeHusx yria 20 (+ 0,2°), cocrasisiromumx 9,9°, 15,8° u 22,6°.

8. Kpucramnudeckast popma A mo m. 7, rae Kpuctaindeckasi popma XxapakTepu3yercs
NUKaMH TIOPOIIKOBOM PEHTTeHOBCKOH amdpakiuu npu 3HadeHusx yrma 20 (£ 0,2°),
cocTaBisommx 9,9°, 15,8° u 22,6°;, u no MeHblleH Mepe OAHUM, 10 MEHbLIEH Mepe ABYMsI WU
IO MEHbIIEH Mepe TPeMsI TOTOJIHUTENbHBIMU MTUKAaMH MOPOLIKOBOH PEHTI€HOBCKON TU(paKIuu
npu 3HaueHusx yria 26 (£ 0,2°), eibpannbix u3 15,0°, 17,1°, 21,3° u 21,9°.

9. Kpucramnuueckas ¢popma A mo n. 8, rae kpucrajundeckas GopMa XapakTepu3yeTcs
NMKaMU TOPOIIKOBOM PEHTIeHOBCKOW nudpakuuu npu 3HadeHWsx yrima 20 (£ 0,2°),
cocrassiroux 9,9°, 11,4°, 15,0°, 15,3°, 15,8°, 17,1°, 17,7°, 21,3°, 21,9°, 22,6° u 23,5°.

10. Kpucrammuyeckas Gopma A mo 1. 9, rae kpuctanandeckas Gopma XxapakTepu3yeTcs
NUKaMH TIOPOIIKOBOM PEHTreHOBCKOH amdpakuuu npu 3HaYeHusx yra 20 (£ 0,2°),
cocraBysrox 4,9°, 9,9°, 11,0°, 11,4°, 11,7°, 12,3°, 12,8°, 13,6°, 13,9°, 14,2°, 15,0°, 15,3°,
15,8°, 17,1°, 17,4°, 17,7°, 18,8°, 19,1°, 19,8°, 21,3°, 21,9°, 22,6°, 23,0°, 23,2°, 23,5°, 23,8°,
24,1°, 24,5°, 25,3°, 25,6°, 26,1°, 27,1°, 28,1° u 29,8°.

11. Kpucrammueckas popma mo 1. 6, rae Kpucrauimdeckas opMa MpencTaBisierT coOou
KPUCTALUTHUECKYI0 (opMy B, XapakTepusymoIIyrocss MO MEHbLIEH Mepe TpeMs, M0 MEHbIIEH
Mepe YeThIpbMs, IO MEHbIIeH Mepe MATHI0 MM [0 MEHbIIeW Mepe LIeCTbI0 INUKaMU
MOPOLIKOBOH PEHTT€HOBCKOH AM(pakiuy npu 3HaueHusx yriaa 20 (+ 0,2°), BbIOpaHHbIX U3 9,9°,
10,6°, 12,7°, 15,7°, 16,9°, 22,0° u 22,5°.

12. Kpucrammmueckas popma mo 1. 1, rae kpucrauimdeckas popma mpeacrasisier cooou
Kpuctamnueckyro ¢opmy C, XapakTepH3YIOLIYIOCS NHKAMH MOPOLIKOBOH PEHTTE€HOBCKOM
nudpakuu npu 3Ha4eHusIx yria 260 (+ 0,2°), cocrapmsironux 6,9°, 10,4° u 12,0°.

13. Kpucrammmueckas Gopma 1o 11. 5, rae kpucrauimdeckas: popma mpeacrasisier coooi

KpUCTAIHUecKyto ¢dopmy D, xapakTepusyromyrocs MO MEHbLIeH Mepe Tpems, MO MeHbIIeH
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Mepe YeThIpbMs, MO MEHbIIEeH Mepe NATbI0 MM [0 MEHbIIeHl Mepe IeCTbI0 IMHUKAMHU
MOPOLIKOBOH PEHTT€HOBCKOHN AM(pakiuu npu 3HaueHusx yriaa 20 (£ 0,2°), BeiOpaHHbIX U3 5,8°,
10,0°, 10,2°, 19,3°, 22,9°, 23,3° u 25,2°.

14. Kpucramnmnueckas popma mo 1. 1, rae kpucramuindeckas: opma mpeacrasisier coooi
Kpucramnueckyro ¢opmy E, xapakTepusyroulyrocs NHKaMH IOPOLIKOBONW PEHTT€HOBCKOMN
nudpakuuu npu 3HadeHusix yria 26 (+ 0,2°), BeiOpannbix u3 4,6°, 9,0°, 13,5° u 22,5°.

15. Kpucrammaeckas popma o 1. 1, rae kpucraumnueckas popma npeacTaBisier cooon
Kpuctaunueckyro ¢opmy F, XapakTepusyroInyrocsi MHKaMH TOPOLIKOBOW PEHTT€HOBCKOMN
nudpakuu npu 3HadeHusx yria 260 (= 0,2°), BeiOpannbix u3 5,0°, 9,9° u 14,7°.

16. Kpucrammuueckas popma mo 1. 1, rue kpucrajuimdeckas popma mpeactasBisier coOou
KpUCTATHUecKyto ¢GopMy G, XapakTepU3YIOIIYIOCS MUKAMH TMOPOLIKOBOH PEHTTeHOBCKOMN
audpakuu npu 3HadeHusx yria 20 (= 0,2°), BeiOpansbix u3 4,7°, 9,4° u 14,1°.

17. Kpucrammnueckas popma o 1. 1, rae kpucrajuimdeckas popma mpeactasisierT coOou
KpUCTaTHUecKyro ¢dopmy H, xapakTepusyromIyrOCs MO MEHbLIEH Mepe TpeMs, MO MEHbLIEeH
Mepe YeThIpbMs, O MEHbIIeH Mepe MATHbI0 WIM [0 MEHblIeH Mepe LIEeCTbl0 IHKAMHU
MOPOLIKOBOH PEHTT€HOBCKON AM(pakiuu npyu 3HaueHusx yriaa 20 (£ 0,2°), BeiOpaHHbIX U3 4,6°,
7,4°,9,2°, 11,1°, 13,5°, 14,9° u 22,3°.

18. Kpucrammmueckas popma mo 1. 6, rae Kpucrauimdeckas: popma MpencTaBisieT coOoi
KpUCTATMUECKYI0 GopMmy [, XapakTepu3yromyrocs NHKAMH ITOPOIIKOBOW PEHTTE€HOBCKOM
nudpakuuu npu 3HaueHusIx yria 20 (+ 0,2°), cocrasmsrommx 6,7°, 9,5° u 19,7°.

19. Kpucramnuaeckast ¢popma I mo m. 17, roe kpucrammndeckast popma XapaKTepHU3yeTCs
NUKaMH TIOPOIIKOBOM PpEHTreHOBCKON audpakiuu npu 3HadeHusx yrma 20 (£ 0,2°),
cocTaBisiromux 6,7°, 9,5° u 19,7°; u no MeHbluel Mepe OHUM, IO MEHbLIEH Mepe JByMsI HJIU IO
MEHbIIEH Mepe TpeMsl IOMOJHUTENbHBIMH MUKAMH ITOPOLIKOBOH PEHTI€HOBCKOW MU(paKINU
npu 3HaueHusx yrna 26 (£ 0,2°), BeiOpanHbx u3 9,9°, 12,6°, 15,8°, 21,9° u 22,3°.

20. Kpucrammueckas popma mo 1. 1, rae kpucraumdeckas popma mpeacTasBisieT coOou
KPUCTAUTHUECKYI0 GopMy J, XapakTepH3yIOLIVIOCS MUKAMH TOPOMIKOBOH pPEHTT€HOBCKOMN
nudpakuu npu 3Hadenusx yria 20 (= 0,2°), seiOpannbix u3z 12,4°, 13,2°, 14,6°, 20,4° u 23,7°.

21. Kpucramimueckoe CBOOOJHOE OCHOBAaHME COEAMHEHMs], XapaKTEePH3YIOIIErocs

bopmyioii:

22. Kpucrammudeckoe cBoOOAHOE ocHOBaHHMe To m. 21, roe kpucraummdeckas dopma
XapaKTepU3yeTCsl MUKAMH MMOPOINKOBON PEHTTEHOBCKOHN MU(paKLUU MPU 3HAUEHUSIX yria 20 (+
0,2°), BeIOpanHbIX U3 6,9°, 13,5°, 19,8° u 20,3°.

23. Kpucrammmueckas popma A, B, C, D, E, F, G, H, I, J wim xpucramimgeckoe

cBOOOZIHOE OCHOBaHHUE IO JMoO0OMy M3 mn. 1-22, rae coepMHEHHe NpeAcTaBisieT coOoi Ha 1o
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MeHblIel Mepe 60% MOHOKpUCTAUIMYECKYyH0 ¢opMy, Ha 10 MeHbineii wmepe 70%
MOHOKPHUCTATNYECKYIO (opMy, Ha 1o MeHbineii mepe 80% MOHOKpHCTaLIUYECKyro Gopmy, Ha
no Mesbled Mepe 90% MOHOKpHCTAIMYECKYI0 (opMy, Ha 1o MeHblled Mepe 95%
MOHOKPHUCTATMYECKYIO (JOpMY WIIM Ha MO MeHblIel Mepe 99% MOHOKpHUCTAIUTHYECKYIO (hopmy
IO BECY.

24. Kpucrammueckas popma A, B, C, D, E, F, G, H, I, ] wimu kpucramimyeckoe
cBOOOIHOE OCHOBaHME 1O JoOoMy u3 mi. 1-23, rae ¢popma coequHEHMUs O CYyTH HE COAEPIKUT
amopdubix popm popmysr (I).

25. AmopoHas ¢Qopma reMucysb(PaTHON COMM COSTUHEHMsS, XapaKTEPHU3YIOIIEHCs

bopmyoii:

26. Amopdnas ¢opma mo 1. 25, rOe COEOUHEHHE IO CYTH HE CONEPIKHT
kpuctaumaeckux Gopm popmyier (I).

27. @apmaneBTUYECKas KOMITO3ULIMS, Comeprkamasl kpucrammieckyro Gopmy A, B, C,
D, E, F, G, H, I, J] uim kpucrammndeckoe cBOOOAHOE OCHOBaHUE IO JitoOoMy u3 mir. 1-24 wmu
amopdryro Gopmy o 1. 25 wu 1. 26 u papManeBTHUECKH TPUEMIIEMbIII HOCUTENb.

28. KoMmozunust 11l MOJIy4eHus: Ta0NeToK, coneprkalas KpUCTAUINIeCKyo hopMy A,
B,C,D,E,F, G, H, I, J] unu xpucrajuimdeckoe cBOOOAHOE OCHOBaHHE IO I0OoMy u3 mi. 1-24
iy amopduyro Gopmy mo m. 25 unu 1. 26 U papMaeBTUIECKH TPUEMIIEMbIH HOCUTENb.

29. Komno3unus mo m. 27 wid KOMIO3HMLMS JJisl monydeHusi TabneTok mo m. 28, rae
HOCHTENb BBIOPaH W3 ONHOrO WM Oojiee M3 MUKPOKPUCTAJUIMYECKOH IeJUTIOJIO3bl, MAHHUTA,
KPOCKapMeJIO3bl HATPHS U CTeapriipyMapara HaTPHs.

30. Kommosuiusi st mojydeHus: TabneTtok mo m. 28 wiu m. 29, rae KOMITO3HIIUS
COAEPKHUT OT MPUOTU3UTENBHO 5,7 10 mpubiusutenbHo 5,9 mr, ot nmpubausutensHo 23,4 10
npubnusuTensHo 23,6 Mr wim oT npuOnusutenbHo 58,7 no mpubnmusurensHo 58,9 Mr
KpucTaueckoin popmer A; 62% Bec/Bec (+2%) MUKPOKPUCTAIUIMYECKON HEJUTFOJ03bI, 23%
Bec/Bec (+2%) mannuta, 3% Bec/Bec (¥2%) kpockapmesuio3bl Hatpus U 2% Bec/Bec (£2%)
creapuidymapara.

31. Kommnosunus no jgrobomy u3 mi. 28-30, rae kpuctainueckas (opMa mpeacTaBisieT
coboit popmy A.

32. Cnocob neuenus: nepunmra nupysatkuHasbl (PKD) y cyObekTa, HY:KOAOMIErocs B
5TOM, MPENyCMaTPUBAIOLINHA BBEACHNE CYOBEKTY 3()(PEeKTHBHOrO KOJMYECTBA KPUCTAILTMUECKON
dopmer A, B, C, D, E, F, G, H, [, ] unu kpuctaiimueckoro cBOOOIHOTO OCHOBAHHUS TIO JIFOOOMY
u3 . 1-24, unu amopdHo# ¢opmel no 1. 25 unu n. 26, uiau GapMaLeBTHUECKOH KOMITO3ULIUH
o Jirobomy u3 mm. 27-31.

33. Cmocob® nedeHust ceprioBunHOKIeTouHOro 3aboneBanus (SCD) y cyObekra,
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HY>KZIAIOLIEr0Csl B 3TOM, MPENyCMaTPHUBAIOLINI BBEEHNE CYOBEKTY 3(PPEKTUBHOIO KOJUIECTBA
kpuctraumueckoil popmel A, B, C, D, E, F, G, H, I, J] uim kpucrammdeckoro ¢BoOOIHOTO
OCHOBaHUsl MO Jrobomy u3 mm. 1-24, wnu amopdHo#t ¢opmer mo m. 25 wmm m. 26, wim
(apmMaeBTUYECKON KOMITO3ULIUH 110 JIF0OoMy 13 . 27-31.

34. Cnocol neuenuss Tanmaccemun (Takod Kak OeTa-TamacceMusi, TPaHC(PY3HMOHHO-
HEe3aBHCHMAsl TajacCeMHusi U  TPaHC(PY3MOHHO-3aBHCHMAsi  TajacceMus) y  CyOBeKTa,
HY’KIAIOLIErocsl B 3TOM, MPeNyCMaTpUBAIOLINI BBeeHNE CYOBeKTY 3(h(HEeKTUBHOTO KOJINYECTBA
kpuctanueckoi ¢popmbl A, B, C, D, E, F, G, H, I, ] uau kpucrayindeckoro ¢cBoOOIHOTO
OCHOBaHMsl MO Jirobomy u3 mm. 1-24, wim amopduoit ¢opmer mo m. 25 wmm m. 26, win
(hapManeBTUYECKON KOMITO3ULIUHU 110 JIEoOoMy u3 . 27-31.

35. Cnoco® nedeHus: reMOJIUTUYECKON aHeMUH y CyObeKTa, HYXKAAKLIEroCcs B 3TOM,
NPeAyCMAaTPUBAIOINUI BBEACHHE CYOBEKTY 3(PQPEKTUBHOrO KOJIMYECTBA KPUCTAJUTHYECKOM
dopmer A, B, C, D, E, F, G, H, [, ] uiu kpuctajimueckoro cBOOOIHOTO0 OCHOBAHHUS TIO JIIOOOMY
u3 . 1-24, nnu amop¢Hoi ¢popmer 1o 1. 25 unu n. 26, wiu GapMaLeBTHUECKOH KOMITO3ULIUH
o Jirobomy u3 mm. 27-31.

36. Cnoco0 nedeHus: 3a0oneBaHMsl, BBIOPAHHOTO M3 HACIEACTBEHHOTO C(HepoLuTo3a,
HACJIEICTBEHHOTO 3JUTMITOLUTO3a, adeTaIuIonpoTenHeMun, cuaapoma baccena-KopHuseiira u
NApOKCH3MAIbHOW HOYHOM TeMOrJIOOMHYpUH, Yy CyOBEKTa, HYKOAOIErocsi B 3TOM,
NPeAyCMAaTPUBAIOINUI BBEACHHE CYOBEKTY 3(PQPEKTUBHOIO KOJIUYECTBA KPUCTAIUTHYECKOM
dopmer A, B, C, D, E, F, G, H, [, ] unu kpuctaiimueckoro cBOOOAHOTO OCHOBAHHUS TIO JIFOOOMY
u3 . 1-24, unu amopdHo# ¢opmel no 1. 25 win 1. 26, uau GapMaLeBTUIECKOH KOMITO3ULIUH
o Jirobomy u3 mm. 27-31.

37. Cnocob perymsuuu ypoBHel 23-nudocdoriauuepata B KpOBU Yy CyOBeKTa,
HY’KIAIOLIErocsl B 3TOM, NMPEeNyCMaTpPHUBAOIINI BBeeHNE CYObeKTy 3((EeKTUBHOTO KOJMYECTBA
kpucranueckoit Gopmer A, B, C, D, E, F, G, H, I, J unu kpucramindeckoro cBOOOIHOTO
OCHOBaHUsl TO JiroOomy u3 mm. 1-24, wnm amopduoit ¢opmer mo m. 25 wmm m. 26, wiu
(hapManeBTUYECKON KOMITO3ULIUHU 110 JIE0OoMy u3 . 27-31.

38. Cnocob axtuBaumu PKR aukoro tuna mnm myrantHoi gopmsl PKR B spurpounTax
y cyOBeKTa, Hy KIAOIIErocsi B 3TOM, PEAYCMAaTPUBAIOIINH BBeIeHHE CYObeKTy 3 pekTHBHOrO
koymyecTBa Kpuctaummueckoit ¢popmel A, B, C, D, E, F, G, H, I, J wiu kpucramm4eckoro
cBOOOHOTO OCHOBaHUS MO J0O0My 13 mil. 1-24, unn amopgHoi ¢popmel 1o 1. 25 wm 1. 26, wim
(hapManeBTHYECKON KOMITO3ULIUHU 1O JIE0OoMy 13 . 27-31.

39. Crioco® MOBBILIEHNsT KOJUYECTBA TeMOTJIOONHA Yy CYOBEKTa, HYKAAOIIETOCS B 3TOM,
NPeAyCMaTPUBAIOIIUI BBEACHHE CYOBEKTY 3(PQPEKTUBHOIO KOIMYECTBA KPUCTAJUTHUECKOM
dopmer A, B, C, D, E, F, G, H, I, ] uinn kpucTasin4eckoro ¢cBOOOHOTO OCHOBAHUS O JTFOOOMY
u3 mm. 1-24, wim amopdHOo# Gopmel 1o 1. 25 uiu m. 26, uiu GapManeBTUIeCKOH KOMIO3ULIH
1o Jirobomy u3 mm. 27-31.

40. Cnoco0 ouenuBanus ypoeHsa 2,3-nudochormunepara (2,3-DPG), yposHs
anenosuaTpudocdara (ATP) unu yposus akrusHoctu PKR y cyOwekra, Hykmaromerocs B

5TOM, MPeNyCMaTPUBAIOLINN BBeAeHNE CYOBEeKTY 5(h(PEeKTHUBHOTO KOJINYECTBA KPUCTAIUINYECKON
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dopmer A, B, C, D, E, F, G, H, [, ] uinu kpuctaiinueckoro cBOOOAHOTO OCHOBAHHUS TIO JIFOOOMY
u3 . 1-24, unu amopdHo# ¢popmel o 1. 25 unu . 26, win papmManeBTHIECKOH KOMIO3HIIUU
1o Jirobomy u3 mm. 27-31.

41. Cnoco0 no mobomy u3 nm. 32-40, rae kpucramuindeckas Gopma npencTasisieT coooi
bopmy A.

42. Cnocob oOpazoBaHust KpUCTAIMYECKOI popMbl A no mobomy u3 mm. 7-10, m. 23 u

1. 24, npu 5TOM CIocod MpeaycMaTpUBaeT OCYIIECTBICHNE peakLuu coenuHerus popmyasl 1:

¢ H,SO,4 B criupToBOM pacTsope.

ITo noBepenHocTH
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