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OIIMCAHHUE U30BPETEHHUSA
2420-573138EA/030
KPUCTAJJIMYECKHUE ®OPMbI MOAYJISITOPOB CFTR

[0001] [lanHas 3asBKa MHCIpallMBaeT MPEUMYLIECTBO MPEABAPUTEIbHON 3asBKU Ha
nareHT CIHIA Ne 62/886565, momannoii 14 asrycra 2019 r., u npenBapuTenbHON 3asBKU Ha
nareHt CIIA Ne 63/015903, nomanHo# 27 amnpenst 2020 1., pacKpbITHS KOTOPBIX BKJIFOYEHBI
IIOCPE/ICTBOM CCBIJIKH B UX ITOJIHOM O0OBEME.

[0002] B HacrosimeM H300peTeHMH MPEOYCMOTPEHbI MOAYJSTOPBI  PEryJsiTopa
TpaHncMeMOpanHoi  mpoBomumoct  npu  MykoBuciuposde (CFTR),  ¢dapmauestuueckue
KOMITO3UIIUH CONEpPIKAIUE OSTHU MOAYJISATOPBL, CIIOCOOBI JIEYEHUS] MYyKOBHCLHAO3a 3TUMHU
MOJYJISITOPAMH M KOMIIO3ULIUSIMH M CIIOCOOBI MOJYYEHUST MOIYJISITOPOB.

[0003] Myxkouctunod (CF) mnpeacranser coOoOl peliecCMBHOE TIe€HETHUYECKOEe
3aboseBanne, KOTopoe nopakaer mpumepHo 70000 meteli 1 B3poOCibIX BO BceM mupe. HecMoTpst
Ha nporpecc B jgedernu CF, cmocoba n3neueHust He CyIIeCTBYET.

[0004] ¥V nmauuentos ¢ CF myrauun B CFTR, sHIOr€HHO 3KCIpeccupyeMoM B 3MUTEIHH
peCIMpaTOPHOrO TPaKTa, MPUBOAAT K CHIDKEHHIO alMKaJbHOM CEKpEeLMd aHHWOHOB, BbI3bIBasI
aucOanaHC B TPAHCIOPTE HOHOB M JKUAKOCTEH. Bo3HHKaroImee B pe3yjbTaTe CHUKEHHE
TPAHCIIOPTa AHUOHOB CIOCOOCTBYET W3JIMIIHEMY HAKOIUICHWIO CJIM3M B JIETKUX U
COIYTCTBYIOLIUM MHUKPOOHBIM HH(EKIMAM, KOTOPble B KOHEYHOM HTOT€ BBI3BIBAIOT CMEPTH
naimenToB ¢ CF. B pononmHenwe k pecriuparopHomy 3abosieBanuto manueHTol ¢ CF, kak
NPABUIIO, CTPAAAIOT OT JKEIYAOYHO-KUIIEYHBIX MPOOJIEM M HEAOCTATOYHOCTH IMOKETYAOYHOM
JKeNe3bl, KOTOpble, €CIM HUX OCTaBUThb Oe3 JedeHus, npuBoasaT k cMmeptu. Kpome Toro,
OOJBIIMHCTBO MY)KYMH C MYKOBHUCLMIO30M SIBJISIFOTCSL OECIUIOMHBIMH, a Yy JKEHIIUH C
MYKOBHCLHI030M (pepTHIIbHOCTD CHHIKEHA.

[0005] Amnamuz mnocnenosarenbHocTd reHa CFTR BbIsIBUT MHOXECTBO MyTaruii,
Bb3bIBarOIKX 3a0oneBanue (Cutting, G. R. et al. (1990) Nature 346:366-369; Dean, M. et al.
(1990) Cell 61:863:870 u Kerem, B-S. et al. (1989) Science 245:1073-1080; Kerem, B-S et al.
(1990) Proc. Natl. Acad. Sci. USA 87:8447-8451). Ha ceromusimHMi 1eHb OBLIO
unentudunuponano 6onee 2000 myrarwmii B rede CF; B HacTosmee Bpems 6a3a nanabix CFTR2
COAEPKUT UHPOPMALIUIO OTHOCUTENBHO 412 TakuX MACHTU(PUIUPOBAHHBIX MYTALHH, IPH 3TOM
CYLIECTBYIOT JOCTAaTOYHbIE OCHOBAHHA , YTOOBI OnpenenuTh 346 MyTauud Kak BbI3BIBAOLINE
3aboneBanne. Hanbonee pacnpoCTpaHEHHOH MyTalWeil, BbI3bIBAIOIIEH 3a00JeBaHMe, SBISETCS
neneuus ¢peHwnamaHuHa B monoskeHun S508 amuHokuciotHoW mocnenoBatenbHocTH CFTR,
KOTOpYI0 OObIYHO HasbiBatOT Mytanueil F508del. DTta myramus BcTpeuaercs B IPUMEPHO
MHOTHX CITy4asix MyKOBHCIIHI03a U aCCOLIMUPOBAHA C TSDKEIIBIM 3a00JIEBAHUEM.

[0006] Henenms ocratka 508 B CFTR mpemsaTcTBYyeT yKiIagke CHHTE3UPYEMOro Oenka
Ha/UIeKamuM 00pa3oM. DTO MPUBOAUT K HECIOCOOHOCTH MYTAHTHOTO Oejika BBIXOIUTH W3
sHAoIIa3MaTiHueckoro perukyiayma (ER) m HampaBneHHO mepeMernaTscsi K IJIa3MaTUYeCKON
meMmOpane. B pesynbrarte uncio kananoB CFTR nns TpaHcnopra aHHOHOB, IPUCYTCTBYIOIINX B

MeMOpaHe, HAMHOI'O MeHbIlle, YeM HaOmogaercs B kietkax, skcrpeccupyromux CFTR nukoro



tumna, T. €. CFTR, He umeromuii myrauuii. IloMmuMo HapyllleHUs MUTpallUU BELIECTB, MyTaLUs
F508del mpuBomur B pesymbraTe K aAedekraM BOPOTHOIO MEXaHHW3Ma HOHHBIX KaHAJIOB.
VY MeHbIIEHHOE YHCIIO KaHAJIOB B MeMOpaHe U 1e(eKThl BOPOTHOIO MEXaHH3Ma HOHHBIX KaHAJIOB
B COBOKYITHOCTH TNPHBOIAT K CHIDKEHHIO TPAHCIOPTAa aHHMOHOB U SKUAKOCTH 4epe3 SIUTENHil.
(Quinton, P. M. (1990), FASEB J. 4: 2709-2727). Kanabl, KOTOpBIE SBISIOTCS Ne()EeKTHBIMH H3-
3a myraumu F508del, Bce eme (pyHKIMOHANBHBI, XOTS U MeHee (DYHKIMOHAJIbHBI, Y€M KaHAJIbI
CFTR puxoro tuma. (Dalemans et al. (1991), Nature Lond. 354: 526-528; Pasyk and Foskett
(1995), J. Cell. Biochem. 270: 12347-50). B nononnenue k F508del, npyrue myrtammu B CFTR,
BbI3BIBAIOIIHE 3a00JIeBaHUE, KOTOPbIE MPUBOAST B pe3ysbTare K Ae(eKTaM MHUIPAL[UH BEIIEeCTB,
CHHTE3a W/WJHM BOPOTHOIO MEXaHM3Ma MOHHBIX KAHAJIOB, MOTYT TOABEPIaThCs aKTUBALIMU HJIH
J€aKTHBALMN C M3MEHEHHEM CEKPEeLMH aHWOHOB U Moau(UKaluedl MporpecCHpOBaHUsS /N
TSDKECTH 3a00JI€BaHUS.

[0007] CFTR mnpencrasmisier coboit TAM®D/AT®-onocpeoBaHHBIA aHUOHHBIA KaHA,
KOTOPBII 3KCIIPECCUPYETCS B PAa3IMYHBIX THUNAX KJIETOK, BKIOUYas abcopOupyromue u
CEKPETOPHBIE KJIETKU 3TMUTENHS, I7Ie OH PEryJMpyeT MMOTOK aHHOHOB Yepe3 MeMOpaHy, a TaKxkKe
aKTUBHOCTb JPYTUX HWOHHBIX KaHAJIOB U OenkoB. B kijerkax snuTenus HOPMalbHOE
¢ynkunonnposanne CFTR wumeer pemaromnee 3HaueHHe Ui TOAJEPXKAHUS TPAHCIIOPTA
3JIEKTPOJIUTOB IO BCEMY TEINy, BKIFOYAs TKAHU PECIHMPATOPHOTO M MHUINEBAPUTEIBHOTO TPAKTA.
CFTR coctout u3 1480 aMUHOKHCIIOT, KOTOPBIE KOJUPYIOT OENOK, COCTOSIIUI U3 TaHAEMHOI'O
NOBTOpa  TPAHCMEMOpAHHBIX  JOMEHOB, KaXKIblii W3  KOTOPBIX  COAEPKUT  INECTh
TPaHCMEMOpPAaHHBIX CHHpaliell M HYKJIEOTHUA-CBA3BIBAIOLIMKI AoMeH. JlBa TpaHCMeMOpaHHBIX
JOMEHa CBSI3aHbl OONBUIMM TOJSIPHBIM PeryJasTopHbIM (R)-TOMEHOM C MHOXKECTBEHHBIMU
caiitamu (pochopHUIUPOBAHUS, KOTOPbIE PETYJIHPYIOT AKTUBHOCTb KaHAJIOB U HAaIPaBJIEHHOE
nepeMelleHNe BEIleCTB B KJIeTKaX.

[0008] TpaHCnopT XJIOPUAOB MPOMCXOAUT 3a CUET CKOOPAWHHPOBAHHOW AKTHUBHOCTH
ENaC (snutenuaneHbiii HaTtpueBblii kanai) W CFTR, npucyTcTByrOmMX Ha amMKajabHON
membpane, a Ttaike Na'-K* AT®asHoro Hacoca um Cl'kaHanoB, SKCIPECCHPYEMBIX Ha
0azonarepanbHON MOBEPXHOCTH KIETKH. BTOPUYHBIA AaKTUBHBIH TPAHCIOPT XJIOpUAA C
JFOMHUHAJIBHON CTOPOHBI MPUBOIUT K HAKOIUICHUIO BHYTPHUKJIETOYHOTO XJIOPH/IA, KOTOPBIH 3aTeM
MOJKET MMACCHBHO MOKUAATh KJIeTKy yepe3 Cl” kaHaJbl, 4TO MPUBOAUT K BEKTOPHOMY TPAHCIIOPTY.
Pacnonoxenne Na'/2C1/K*-korpancnoprepa, Na'-K'-AT®asznoro nacoca u K'-xananos
OazonarepanpHON MeMmOpaHbl Ha OasomarepanbHoit moBepxHocTH M CFTR Ha momuHambHOM
CTOpOHE KoopauHupyeT cekpenuro xyopuna uepe3 CFTR Ha mroMHHANBHOM CTOpPOHE.
ITockonbKy BOAA, BEPOSATHO, HUKOTAA CaMa He MEPEHOCUTCS aKTHBHO, €€ TIOTOK uepe3 SMUTENNH
3aBUCUT OT HE3HAYMTENbHBIX TPAHCITHUTEIHAIBHBIX OCMOTHYECKUX TI'PAJHEHTOB, CO31aBAEMBIX
OCHOBHBIM ITOTOKOM HAaTPHS U XJIOPUAA.

[0009] HenaBHo Obut mpeHTHUIUpPOBaH psin coenuHeHuid, monyraupyromux CFTR.
OnHako Bce eme HEOOXOAMMBI COCOMHEHHS, KOTOPbIE CIIOCOOHBI JIEUUTh WM YMEHbIIATh
TSDKECTh MYKOBHCIIMZIO3a U pyrux 3abosnesanuii, onocpenosanHeix CFTR, u ocobenno Gonee

TSDKENBIX (PopM 3THX 3a00eBaHUHN.



[0010] Takum oOpa3oM, B OIZHOM acIeKTe HACTOSIIEro H300peTeHus MpPeayCMOTPEHO
coenunenne, moayiupyromee CFTR, (14S)-8-[3-(2-{ nucnupo[2.0.2.1]rentan-7-un j3Tokcu)- 1 H-
nupason-1-mil-12,12-qumernn-2A6-tua-3,9,11,18,23-nenraazareTpanukio
[17.3.1.111,14.05,10]rerpako3a-1(22),5,7,9,19(23),20-rekcaen-2,2,4-tpuoH (coenunenue I), u
ero (Qapmanestuiyecku mnpuemiemble conu. Coemunenue I  MOXXHO u300pa3uTh Kak
XapakTepU3yIoLIeecs CAeAYOIIed CTPYKTYpOIt:

G o0

WSy

I.

[0011] Coenunenne 1 BepBrie ObUTO OmucaHO B mMyOaukauu nateHTa cornacHo PCT Ne
WO 2019/161078 (BkjrO4eH B AaHHBIA JOKYMEHT MOCPEACTBOM CCBUIKH) Kak amopdroe
(cBoOOnHast hopMa) TBepAOe BEIIECTBO U KaK aMOp(HbIe KaJIbLIUEBbIE, HATPUEBBIE U KAJIUEBbIC
COJIHL.

[0012] Kpucrammnueckue (GoOpMbl NMPEACTABISAIOT HHTEpEC Il (hapMaleBTHUECKOM
NPOMBIIIJIEHHOCTH, TA€ KOHTPOJIb KPUCTAJUINYECKOH(KpucTaumiecknx) (Gopmei(popm)
AKTUBHOTO MHIPEIUEHTA MOXKET ObITh TpeOyeMbIM WM Aake HeoOXoauMbIM. BociponsBoanmeble
CHOCOOBI TONMYYEHUsT COEOUHEHUs C KOHKPETHOH KPHCTAIMUecKoW (OpMOH C BBICOKOH
YUCTOTON  MOryT TpeboBaTbCs AN COEAMHEHHWH, TOIJIeXAIINX  MPUMEHEHHIO B
(bapmMareBTHIECKHX Npenaparax, MOCKOJIbKY pa3Hble KpUCTaJUInYeckue (popMbl MOTYyT o0nanaTh
pasHbIMU cBolcTBaMu. Hampumep, pasHble kpuctaminyeckne GopmMbl MOTYT 00anaTh pa3HbIMU
XUMUYECKUMH, (usndeckumu w/uian  (papMaleBTUUECKUMH CBOMCTBAMH. B HEKOTOpBIX
BapUAHTAX OCYLIECTBJICHHs OJHA WM Ooyiee KPUCTAIMYECKHX (HOPM, PACKPBITHIX B AaHHOM
JIOKYMEHTE, MOTYT TPOSIBJIATh OOJiee BBICOKUH YPOBEHb YHCTOTBI, XUMHYECKOW CTAOUIBHOCTH
w/wm  QU3NYEeCKOl CTaOMJIBHOCTH 1O CpaBHEHUIO ¢ Qopmamu, mnojdy4eHHbIMH B WO
2019/161078. Hekoropbie kpuctaminueckue (opmbl (Hampumep, (GOpMbl KPUCTAUTHYECKON
cBoOomHast (Qopma, KPUCTAUTMYECKOW COJM, KPUCTAJUIMYECKOTO CONbBAaTa COJIU |
KPUCTAJUTMUECKOTO TUApaTta coiu coenuHeHuss 1 (BMecTe Ha3bIBaeMble «KPHCTALUTHYECKUE
(bOpMBI»)) MOTYT MPOSBISATh OOJiee HU3KYK) THTPOCKOIMUYHOCTb, 4eM (DOpPMBI, MOJyYeHHBIE B
WO 2019/161078. Takum obpa3om, Kpuctauindeckue (GOpMbI MO HACTOSILIEMY U300pPETEHHIO
MoryT obecreunBaTh NPEHMYINECTBA BO BpPEMS H3TOTOBJICHMS, XPaHEHHs M OOpaIIeHHUs C
JIEKAPCTBEHHBIM BEINECTBOM IO CPAaBHEHHUIO ¢ aMopdHBIMH (popmamu, moiydeHHbIMH B WO
2019/161078. Takum oOpa3oM, (apMaLeBTHUECKU IPUEMJIEMbIE KPUCTAJIHYECKHE (POPMBI
coennHeHus I MOTyT OBITh B 4HaCTHOCTH MPUMEHUMBIMU IS TIOJTYUEHUS JIEKAPCTBEHHBIX CPEICTB
1t nedenus 3abonesanuii, onocpenosanHbix CFTR.

[0013] B HEKOTOPBIX BapHaHTax OCYLIECTBICHHS KpUCTauIndeckas opma coenuHeHus 1
npencraBisier cobol  cBobomHyro ¢Gopmy. B HEKOTOpBIX BapHaHTaX OCYINECTBJICHHS

kpuctamnueckas ¢opma coenuHenuss 1 mpencrasisier coboit dopmy A coenuHeHus I



(cBoOonmHast ¢opma). B HEKOTOpPBIX BapuaHTAaX OCYIIECTBJIEHHUS KpUCTaUTHUecKas (opma
coennnenus I mpencrasinsier coboit popmy B coenunenus I (ceobonnas ¢popma). B HexkoTophIx
BapUaHTax OCYLIECTBIEHHs KpucTaumueckas ¢popma coenunenus I npencrasnser coboit popmy
C coemunenus 1 (cBobomnas ¢opma). B HEKOTOPHIX BapuaHTax OCYIIECTBJICHHS
Kpuctaunmueckass ¢opma coemunenuss 1 mnpeacrasisier coboit popmy D coenunenus 1
(cBoOonHas popma).

[0014] B HeKOTOPBIX BapHAHTAX OCYIIECTBICHUs KpUCTauIyeckas popma coenquaeHus 1
npeacTasisier coOOi conmpBaT. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS KPHUCTAJLTHUECKas
¢dopma coenunenus I nmpencrasisier coOoi CONbBAT KATBIMEBOH con. B HEKOTOPBIX BapuaHTax
OCYyIIECTBIIEHHs KpucTaunueckas Gopma coenunenus I mpencrasnsier cobori popmy A B BHIe
compBata ¢ EtOH kanbuumeBodt comu. B HEKOTOpeIX BapuaHTax  OCYIIECTBJICHMUS
kpuctayunueckas gopma coequnenus I mpencrasisier coboii popmy B B Bune conpeata ¢ EtOH
KaJbIIME€BOH conu. B HEKOTOPBIX BapuaHTaX OCYLIECTBJIEHUS KpHCTaJIMUecKas ¢dopma
coenunenus I npencrassier coboii popmy C B Bune conpBata ¢ EtOH kanpiueBoit conu.

[0015] B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHHUs KpHUCTaundeckas popma coequHerws 1
npeacrassier coOoi ruzppar. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHUS KPUCTAJUIMYECKAs
¢dopma coenunrenus I npencrasnser codoil ruapaT KaNbLUEeBOH conr. B HEKOTOPBIX BapuaHTax
OCYyIIEeCTBIIEHHs KpucTaunieckas gopma coenunenus I mpencrasnsier coboii popmy A B BHIE
rUpaTa KaJblMEeBOH comu. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHHs KpUCTaJUIN4ecKas Gpopma
coenunenus 1 mpeacrasnsier coboii popmy B B Buae rumpara KaubLueBOH coyid. B HEKOTOPBIX
BapUaHTax OCYLIECTBJIEHHs KpucTajuindeckas ¢popma coenunenus I npencrasnser coboit popmy
B B Bume rumpara/conmbBara ¢ MeOH xambpiueBoit comu. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHHsI KpUcTajutnueckas ¢popma coenunenns I npencrasmsier codoit popmy C B Buze
TUApaTa KaJblIMEeBOW CONM. B HEKOTOPBIX BapHaHTaX OCYILIECTBICHHs KPUCTAJUIMUecKas popma
coenunenus 1 npencrasnsier coboli popmy D B Buzme ruapaTa KajablMeBOi coiu. B HEKOTOpBIX
BapHaHTaX OCYIIECTBJICHUs KpucTaumdeckas ¢popma coequnerus I npencrasisier coboii hopmy
E rungpara kanpiueBoil cojiu. B HEKOTOpPBIX BapuaHTaX OCYLUECTBJICHUS KPUCTAJUITMYECKast
¢dopma coenunenus 1 npencrasnsier coboii popmy F. B HEKOTOpBIX BapuaHTaX OCYIIECTBIICHHS
Kpuctayunueckass ¢opma coenuneHust 1 mpencrasisier coboit popmy G B BHme ruapara
KaJblIMEeBOM conmu. B HEKOTOpBIX BapuaHTaX OCYLIECTBJIECHUS KpHUCTaLIHUecKas ¢dopma
coenunenus I npencrasnsier coboii hopmy H B Bue runpara KaibLIMEeBOH COJH.

[0016] B HekOTOPBIX BapHaHTaxX OCYLIECTBJICHHS KpUCTauTMIecKast opma coenuHeHus 1
npeAcTaBisier coOOi THApaT HATPUEBOW CONM. B HEKOTOpBIX BapUaHTaX OCYLIECTBIICHHS
Kpuctaynueckass ¢dopma coenunHeHust 1 mpexncrasisier coboit GopmMy A B BHaE THapaTa
HaTpUEeBOW coiu. B HEKOTOpBIX BapWaHTaxX OCYIIECTBJICHUS KpHCTAUITMYecKas Qopma
coenunenus I nmpencrasisier codoit popmy C B BuAe ruapara HaTPUEBOU cONMH. B HEKOTOPBIX
BapHaHTaX OCYIIECTBJICHUs KpUcTaundeckas ¢popma coenunenus I npencrasisier coboit popmy
D B Buae rugparta HaTPUEBOU COJIH.

[0017] B HeKOTOPBIX BapHaHTax OCYLIECTBIECHHs KpUCTaJundeckas opma coenuHeHus 1

npezacrasisieT coboit popmy B B Bune HatpueBoii conu (0e3 npumeceii).



[0018] B HEeKOTOpBIX BapHaHTaX OCYIIECTBJICHHS KpHCTaundeckas popma coequneHus 1
NpeACTaBsieT COOOW THIpaT KajlueBOH conu. B HEKOTOphIX BapHaHTAaX OCYLIECTBICHHS
Kpuctamnnueckas ¢opma coenuHeHust 1 mpencrasisier coboit GopmMy A B Buzme ruapara
KaaueBoil comu. B HEKOTOpBIX BapuaHTax OCYIIECTBIEHHS KpUCTajuindeckas ¢dopma
coenuHenus: 1 nmpexncrasnsier codoii popmy B B Bune rumparta xanueBoi comu. B HekoTOpbIX
BapHUaHTaxX OCYLIECTBIEHHs KpUcTajuinueckas ¢popma coenunenus I npencrasser coboit popmy
C B BuIe ruzpara KajaueBoH coiu. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHHs KPUCTAINYECKast
dbopma coenunenus I npencrasnser codoit popmy D B Buae ruapaTa KanaueBon COJH.

[0019] B HekOTOpBIX BapHaHTaX OCYIIECTBJICHUs KpHUcTaundeckas popma coequHerus 1
npencTasisier codoit popmy A B Buze ruapaTa aMMOHUWHOM COJIH.

[0020] B  npgpyrux  acmekTax — HACTOALIEro  W300peTeHHs:  MPeayCMOTpPEHBI
(apmareBTHUECKHE KOMIIO3ULIUY, copep:kaiie coenuHeHue 1 B moOoi u3 (apmaneBTHIECKH
NPUEMJIEMBIX  KPUCTAJUTMYECKHX (OPM, PACKPBITBIX B JAHHOM JOKYMEHTE, IpU 3TOM
KOMITO3UIIUM MOTYT AOTOJHHUTEIBHO BKIOYATh 1O MEHbINEH Mepe OIMH JOMOJHUTENbHBINA
aKTUBHBIN (hapMaleBTHUECKUI HHTPEIUEHT W/WIIH 110 MEHbINEH Mepe OUH HOCUTENb. JlpyruMu
aCTIeKTaMH  HACTOSILETO HM300pETEeHHs SBJISIIOTCS  CHOCOOBI  JIEUEHHs MYKOBHCIIHZIO3a,
npencTaBisiromero coboi 3abonesanue, omnocpenosanHoe CFTR, Brimouaromue BBeIeHHE
coenuaeHust 1 B moOoli w3 (QapmaneBTHYeCKH MNPHUEMIIEMBIX KPUCTAJUIMYECKHX (opM,
PAaCKpBITBIX B HAHHOM JOKYMEHTE, HeoOs3aTeNbHO B BHIE 4YacTH (papMareBTUYECKON
KOMITO3UILINH, CONeprKalleil Mo MeHbIIell Mepe OOUH OMOJHUTENbHBI KOMIIOHEHT (TakoH Kak
HOCHUTENIb WJIM JIOTIOJIHUTENIbHOE AaKTUBHOE CPENCTBO), CYOBEKTy, Hy)KHaroluemycs B 3ToM. B
ZOTIOJTHUTENIBHOM AaCIEeKTe€ HACTOSIIEro HU300peTeHHs NPEeAyCMOTPEHBbI CIOCOOBI MONYyYEHUs
KpHUCTATNUeCKuX popM coennHeHus I, paCKphITEIX B JAHHOM JIOKYMEHTE.

[0021] B oxHOM BapWaHTe OCYIIECTBJICHUS MPEIyCMOTPEH CIOCO0  JIeueHHs
MYKOBUCIIHI03a,  TMpeAcTaBisomero  coboii  3aboneBanue, onocpenoBanHoe CFTR,
Brirovaromuii BBepenue (14S)-8-[3-(2-{aucnupo[2.0.2. 1 rentan-7-un }3Tokcu)- 1 H-nmupaszon-1-
wil-12,12-numetun-2A6-tua-3,9,11,18,23-nenraazarerpanukio[ 17.3.1.111,14.05,10]reTpako3a-
1(22),5,7,9,19(23),20-rekcaen-2,2,4-tpuona  (coegunenne I) B  BuOe  OOHOW WX
(bapMaleBTHYECKH TMPUEMIIEMBIX KPUCTAIUIMYECKHX (DOPM, PACKPBITBIX B JAHHOM JOKYMEHTE,
ornenpbHo wiu B komOmHaumu ¢ (R)-1-(2,2-mudropbenso[d][ 1,3 ]auokcon-5-mm)-N-(1-(2,3-
AUruApoKcuriponin)-6-¢grop-2-(1-ruapokcu-2-metunmnponan-2-wn)- 1 H-uanon-5-
wi)uukionpomnankapookcamunom (coenunenue II) w/mmm N-[2.4-6uc(1,l-gumerrnsTin)-5-
rugpokcudennn]- 1,4-muruapo-4-okcoxnHonuH-3-kapookcamunom (coenunenue IIT) mmm N-(2-
(mpem-6yTn)-5-runpokcu-4-(2-(metmn-d3 ))nponan-2-un-1,1,1,3,3,3-d6)dpenwn)-4-okco-1,4-
IUTUAPOXUHONNH-3-KapOokcamunom (coennnenue 11I-d).

[0022] B HeKkOTOpBIX BapHaHTAaX OCYLIECTBJICHHs CIOCOO JIeYeHHsT MYKOBHUCIHIO03a,
npencTaBisiomero  codoit  3aboneBanue, omnocpenoBanHoe CFTR, BkirodaeT BBeAeHHE
coennHenus 1 B onHOM U3 papMaLeBTHUECKH IPUEMIIEMBIX KPUCTAJUINIECKUX (POPM, PACKPBITHIX
B JaHHOM JokyMmeHTe, B koMOmHammu ¢ coexmHennem IIT wmm III-d w 3-(6-(1-(2,2-

nudTopbenso[d][ 1,3 ]anokcon-5-ui)uUKIonponaHKapOOKCaMUIO0)-3-METHIIMTUPUINH-2-



m1)0eH30iHOo kucnoroi (coenunerne IV).

[0023] B HekoTOpBIX BapuUaHTax oOCylUlecTBiIeHusi coeauHeHue I B oxHOW U3
(bapMaleBTHUECKH MPUEMIIEMBIX KPUCTAJUIMYECKUX (POPM, PACKPBITHIX B JAHHOM JOKYMEHTE,
BBOZAST B OJHOM U ToM >xe xomno3uuuu ¢ coeaunenueM Il u coenunenuem III. B HexoTopbIx
BApUAHTAaX OCYLIECTBJIEHUs1 coenuHeHne I B oxHON U3 (apMaleBTHUECKH HPUEMIIEMbBIX
KPHUCTAJUTMYECKUX (OPM, PACKPBITBIX B JAHHOM AOKYMEHTE, BBOAST B OJHOW M TOW ke
komnosuun ¢ coenunenueM II u coenunenuem III-d. B HexoTOpBIX BapraHTax OCYIIECTBIIECHHS
coennHenue 1 B ogHOM U3 (hapMaLeBTHUECKH PUEMIIEMbIX KPUCTAJUINYECKUX (POPM, PACKPBITHIX
B JAaHHOM JOKYMEHTE, BBOIAT B ONHOHW W TOH ke Kommosuumu ¢ coenuHenuem III u
coennHenreM IV. B HekoToppIx BapumaHTax oOCylIeCTBiIeHUs coenuHeHne I B omHON W3
(bapMaeBTHYECKH MPUEMIIEMBIX KPUCTAIHYECKUX (POPM, PACKPBITHIX B JAHHOM JOKYMEHTE,
BBOJST B OAHOH U ToH ke komnosuiuu ¢ coequHennem III-d u coenunenuem IV.

[0024] B HekoTOpBIX BapUaHTAaX OCYIIECTBJICHHUS KOMIIO3UIHIO, COAEPKALIYIO
coennHeHue 1 B ogHOM U3 (hapMaLeBTHYECKH MPUEMIIEMBIX KPUCTAIUIMYECKHUX (POPM, PACKPBITHIX
B JJaHHOM JJOKYMEHTE, BBOJST COBMECTHO C OTZEIbHON KOMITO3ULNEH, CoiepsKalell CoeIMHEHNe
II wwumu coenunenne III. B HEKOTOpPHIX BapHaHTaX OCYIIECTBJIEHHS KOMIIO3ULIHUIO,
comepxainyro coenuHeHre I B ogHOW M3 (apMaLeBTHUECKH MPHEMIIEMbIX KPUCTAJUIMYECKHX
¢dbopM, pPaCKPBITBIX B AAaHHOM AOKYMEHTE, BBOAST COBMECTHO C OTAENIbHOW KOMITO3ULMEH,
conepxamieit coenuaenue II n/unm coennnenue I1II-d. B HekoTOpBIX BapHaHTax OCYIIECTBICHHS
KOMITO3UIIMIO, CONepKaIyro coeauHeHne 1 B OnHOM w3 (apManeBTUYECKH NPUEMIIEMBIX
KPUCTANTMUECKUX (DOPM, PACKPBITBIX B JAHHOM JOKYMEHTE, BBOAAT COBMECTHO C OTAEIbHOMN
xomnosunuen, copepxkameil coenuHenue III u coenunenue IV. B HekoTOpbIX BapuaHTax
OCYILECTBJICHHs] KOMITO3UIMIO, cozepskailyto coeauHeHue 1 B omgHON u3 (apmaneBTHUECKH
NPUEMJIEMBIX KPUCTATMYECKUX (POPM, PACKPBITBIX B JaHHOM JOKYMEHTE, BBOASAT COBMECTHO C
oTAeNnbHON Kommno3unuei, conepsxkamueii coenunenue III-d u coenunenue IV.

Kpartkoe onucanue rpadgpuueckux MaTepuasion

[0025] Ha ¢ur. 1 mpencrasneHa XRPD-pentrenorpamma kpuctaummdeckon Gopmbsr A
coenunenus I (cBoboaHas popma).

[0026] Ha dur. 2 nokasan *C-criextp TBeprodasnoro SIMP kpucTamindeckoii hopmbl
A coemunenus I (cBobonHast popma).

[0027] Ha ¢mur. 3 npencrasneHa XRPD-peHTreHorpaMma Kpuctauindeckoil ¢popmel B
coenunenus 1 (cBobomHas popma).

[0028] Ha dpur. 4 nokasan "C-criektp TBepodastoro IMP kpucrammaeckoii popms B
coenunenus 1 (cBobonHas popma).

[0029] Ha ¢mr. S npencrasnena XRPD-penTrenorpamma kpucramuimieckoilt ¢popmer C
coenunenus 1 (ceobonHas popma).

[0030] Ha ¢ur. 6 mpencraBnera XRPD-pentrenorpaMma Kpuctauinaeckoii GopmMel A B
BUZIE€ THpATa KaJIbLUEBOH conu coenuHenus 1.

[0031] Ha ¢mr. 7 mokasan ~C-crextp TBeprodastnoro SMP hopMel A B Buae ruapara

KaJbILIMEBOH coJiu coenuueHus 1.



[0032] Ha ¢ur. 8 npencrasnena XRPD-pentreHorpamma kpuctaminyeckoin popmsl B B
BUZIE€ TMpATa KaJIbILUEeBON conu coenrHenus 1.

[0033] Ha ¢mr. 9 mokasan "C-criektp TBeprodastoro SIMP dopmbr B B Bune ruapara
KaJIbLIUeBOM conu coequHenus L.

[0034] Ha ¢mr. 10 mokasan “C-cmextp tBepmopassoro SIMP ¢opmsr B B Buzme
ruapata/conbara ¢ MeOH kanbiueBoii conu coenunenus 1.

[0035] Ha ¢ur. 11 npencrasnena XRPD-pentrenorpamma kpucraminueckon Gopmer C
B BUJI€ TUApATa KAJIBbIHEBOM cou coenuuenus 1.

[0036] Ha dpur. 12 nokasan *C-criektp TBeprodastoro SIMP popmsi C B Brze rugpata
KaJIbLIUEeBOM conu coequHeHus 1.

[0037] Ha ¢wmr. 13 npencrasnena XRPD-peHTreHorpamMmma Kpuctauindeckoit ¢opmer D
B BUJI€ TUApATa KAJIBIHEBOH cou coenuHeHus 1.

[0038] Ha ¢ur. 14 nokazan 13C—cneKTp tBepaodaznoro AMP ¢opmsr D B Bume rugpara
KaJIbL{UeBOM conu coequHeHus 1.

[0039] Ha ¢wur. 15 npencrasnena XRPD-penrrenorpamma kpuctaminueckoit Gopmel E B
BUZIEC THIpATA KaJIbILUEBON coMM coenrHenus 1.

[0040] Ha ¢ur. 16 npencrasiena XRPD-penrreHorpamma kpucrajummieckoii popmsl F
coenuHenus L.

[0041] Ha ¢mr. 17 npencraBiena XRPD-penrreHorpamma kpucraminueckoi popmer G
B BUJI€ TUApATa KaJIbIHEBOH conu coenuneHus 1.

[0042] Ha ¢mr. 18 npencraiena XRPD-penrreHorpamMma KpucTamInuecko Gopmer A
B Buze conbbara ¢ EtOH kanbuuesoii conu coequnenus I.

[0043] Ha ¢ur. 19 npencrasnena XRPD-penTrenorpamMmma kpuctramudeckoi popmsl B
B Busie conbBara ¢ EtOH xanbruesoii conu coenunenus I.

[0044] Ha ¢ur. 20 npencrasnena XRPD-pentrenorpamma kpucraminueckoi popmsl C
B Buze coibBara ¢ EtOH kansruesoii conu coequnenus 1.

[0045] Ha d¢ur. 21A wu dur. 21B npeacrasnensl XRPD-peHTrenorpammel
KpucTaueckoro conpBata ¢ IPA kxanpimesoii conu coenunenus 1. dur. 21A npencrasiser
co0oii BiaxkHbIM oOpaser Gopmbl A B Buae cojbBata ¢ IPA kanbuueBol conmu coenuHenus 1.
®ur. 21B npexacrapinsier coOoi BLICYIIEHHBIN Ha BO3AyXe obpaserl ¢popmbl B B Bune conbBara ¢
IPA xanbiueBoii conu coequHeHus I.

[0046] Ha d¢ur. 22A wu dur. 22B npeacrasneHbsl XRPD-pentrenorpammel
KpucTajueckoro conbata ¢ NPA kanbuuesoii conu coenunenus I. dur. 22A npexacrasnsier
coboii BaxHbI oOpaszen ¢popmbl A B Buae conbBata ¢ NPA kanbLiueBoit conu coenuHerus 1.
®ur. 22B npexacrapisier coOOU BHICYIICHHBIN Ha BO3ayxe obpaser ¢popmbl B B Bune conbBara ¢
NPA xanbuueBoii conu coenuHenus 1.

[0047] Ha d¢ur. 23A wu dur. 23B npeacrasnensl XRPD-penTreHorpammel
Kpuctaumueckoro conbBata ¢ 2-BuOH xanpuueBoit comu coeauHeHust 1. ®wur. 23A
npencTasisier co0oit BiakHbIN 0oOpasen Gopmbl A B Buae conbbara ¢ 2-BuOH kanbuueBoii comm

coenunenus 1. ®ur. 23B npencrasnser coboil BRICYILIEHHBIH Ha Bo3nyxe oOpaser ¢opmbl B B



Buze conbbara ¢ 2-BuOH kaneruesoii conu coequnenus 1.

[0048] Ha ¢wmr. 24 npencraBiena XRPD-peHTreHorpamMmma KpucTainiaeckoit ¢popmer A
B BUJIE COJIbBATA C ALIETOHOM KaJbLIUEBOH conmu coenquHenus 1.

[0049] Ha ¢wmr. 25 npencrasnena XRPD-penrreHorpamMmma Kpuctamindeckoit ¢popmer A
B BUje conbbata ¢ DCM kanbpuuesoil conu coequnenus L.

[0050] Ha ¢mr. 26 nokasan C-criekrp TBepaodassoro SIMP GopMbl A B Bize COTbBATA
¢ DCM xkanbuuesoii conu coequnenus L.

[0051] Ha ¢wmr. 27 npencraBiena XRPD-peHTreHOrpaMma KpUCTALLTHUECKO# (HopMbl A
B BUJIE COJIbBATA C STHJICHTJIMKOJIEM KaJIbLMEeBOH con coenuHeHus 1.

[0052] Ha dpur. 28 nokasan *C-criextp tBeprodaztoro SIMP GopMbl A B BUIe conbBaTa
C STUJICHTJIMKOJIEM KaJIbIIHEeBOH conu coenuneHus 1.

[0053] Ha ¢wur. 29 npencrasiena XRPD-penTrenorpamMmma kpucraummdeckoi ¢popmsl B
B BUJIE COJIbBATA C STHJICHTJIMKOJIEM KaJIbLIMEeBOH con coennHeHus 1.

[0054] Ha ¢wmr. 30 npencraBnena XRPD-peHTreHOrpaMma KpuCTaLTHIECKOi HopMer A
B BUJIE COJIbBATA C 1,2-TMMETOKCUITAHOM KaJIbLIUEBOM COJIH coequHeHus 1.

[0055] Ha dur. 31 nokasan °C-criextp TBeprodazsoro SIMP hopMel A B Bue CoNbBaTa
¢ 1,2-IMMETOKCUATAHOM KaJIbLIHEBOM CONH coequHeHus 1.

[0056] Ha ¢ur. 32 npencrasneHa XRPD-penTrenorpamMmma kpucramumdeckoi popmsl B
B BUJIE COJIbBATA C 1,2-TMMETOKCHUITAHOM KaJIbLIMEBOM COJIM coequHeHus 1.

[0057] Ha ¢wmr. 33 npencraBnena XRPD-peHTreHorpamMmma KpucTaindaeckoil ¢popmer A
conpBata ¢ CPME kanbuueBoit conu coenunenus L.

[0058] Ha ¢wur. 34 npencrasnena XRPD-peHrreHorpamMmma KpucTaindeckoit ¢popmer A
B BUJI€ TUpaTa HaTPUEBON coiu coequHenus 1.

[0059] Ha dpur. 35 mokasan C-criextp tBepaodassoro SIMP dhopms A B Biae rumpara
HaTpUeBOH cou coenuneHus 1.

[0060] Ha ¢wur. 36 npencrasnena XRPD-penTrenorpamMmma kpuctaummdeckon ¢opmsl B
B BUJI€ HATPHEBOH coyn coenuueHus 1 0e3 mpumeceii.

[0061] Ha ¢wur. 37 npencrasiena XRPD-penTrenorpamma kpuctaummdeckon ¢popmsr C
B BUJI€ TUApAaTa HATPUEBOH CoNN coequHenus 1.

[0062] Ha ¢wur. 38 npencrasnena XRPD-peHTreHorpamMmma Kpuctauinaeckoit ¢popmsr D
B BUJI€ TUApAaTa HATPUEBOH CONM coequHenus 1.

[0063] Ha ¢wmr. 39 npencrasnena XRPD-peHTreHOrpaMma KpuCTaLTHIeCKOi HopMer A
B BUJI€ THApaTa KaJMEeBOW cou coequHeHus 1.

[0064] Ha ¢ur. 40 npencrasneHa XRPD-penTrenorpamMmma kpucraummdeckor ¢popmel B
B BUJI€ THpaTa KaJIMEeBON cou coequHeHus 1.

[0065] Ha ¢ur. 41 npencrasnena XRPD-penTrenorpamma kpuctammmdeckon ¢popmsr C
B BUJI€ TUpaTa KaJIMeBON conu coenuHenus 1.

[0066] Ha ¢wur. 42 npencrasnena XRPD-penrreHorpamma kpucraundeckoit ¢popmer D
B BUJI€ TUpaTa KaJMeBOH conu coenuHenus 1.

[0067] Ha ¢ur. 43 mokasan *C-criexrp tBepropazsoro SIMP popmsr D B BHze rugpata



KaJaueBoil conu coenuHenus L.

[0068] Ha ¢wur. 44 npencrasnena XRPD-peHTreHOrpamMma KpucTaiiniaeckoit ¢popmer A
B BUJIE TUApaTa aMMOHUNHOM conu coequHenus 1.

[0069] Ha ¢wur. 45 npencraBnena XRPD-penrreHorpamma kpucramuindeckoit ¢popmer H
B BUJI€ TUpaTa KaJbIMEeBOH conu coenunenus 1.

[0070] Ha dpur. 46 mokasan *C-criexrp tBeprodasuoro SIMP dopmsr H B Brze ruapara
KaJbLeBOH comu coenuHenus 1.

[0071] Ha ¢wur. 47 npencranena XRPD-peHTreHorpamma Kpuctaauindeckoit ¢popmer D
coenunenus I (cBobomHas popma).

[0072] Ha dpur. 48 nokasan ~C-criextp TBeprodastoro SIMP dopmer D coenumens I
(cBOOOmMHAst hopma).

[0073] Ha ¢ur. 49 npencrasinena XRPD-penrrenorpamma kpucraminueckoit popmel E B
BUJIE€ THIPATA HATPUEBOH COMM coequHeHus 1.

[0074] Ha dpur. 50 nokasan *C-criektp TBeprodastoro SAIMP kprcTaimmaeckoi hopmsl
E B Buzne ruapara HaTpuesoil conu coequHeHus L.

[0075] Ha ¢wmr. 51 npencraBaena XRPD-peHTreHOrpamMma KpuCTaLTHIECKOi HopMer A
B BUjie coibBarta ¢ [IPA (BnakHOro) HaTpueBoi conu coennneHus 1.

[0076] Ha ¢ur. 52 npencrasnena XRPD-penTrenorpamMmma kpucramumdeckoi popmsl B
B Buie combBara ¢ [PA (cyxoro) B BHIe HATpHEBOH conu coennHeHus 1.

[0077] Ha dpur. 53 nokasan *C-criextp TBeprodassoro AMP KpHCTALIHEECKOH hOpMBI
B B Buze conpBara ¢ IPA (cyxoro) HarpueBoii conu coenuHenus 1.

OnpenesieHus

[0078] «Coenunenue I», ucrmonbzyemoe Mo BCEMY TEKCTY HACTOSIIErO H300peTeHus,
otHocutcsi K (145)-8-[3-(2-{ nucnupo[2.0.2.1]renran-7-un }3T0okcu)- 1 H-nupazon-1-mi]-12,12-
aumeTui-2A60-tua-3,9,11,18,23-nenraasarerpaunkio[ 17.3.1.111,14.05,10]terpako3a-
1(22),5,7,9,19(23),20-rekcaen-2,2,4-TpuOHy,  KOTOpPbIi ~ MOeT ObITh  W300pakeH, Kak
XapaKTEPU3YIOIIMICS CIEAYIOLIEed CTPYKTYPOH:

G oo

W4

Coenunenne 1 Moxer mpencraBisaTh COOOH  paleMHYeCKyld CMeChb WU
sHaHTHOOOOramenny (Hampumep, >90% 3. u.,, >95% 3. u, >98% 3. u.) cMecb U30MEpPOB.
Coenunenne I moxer Haxomgurcs B ¢opMme (papMaleBTHUECKH NPUEMIIEMBIX COJIH, COJIbBATa
w/wmm ruapata. Coenunenne I i criocoObl moyueHUs! ¥ MPUMEHEHHsI coequHeHNs1 1 pacKpbIThI B
WO 2019/161078, BKJIFOYEHHOM B JaHHBIH JOKYMEHT NOCPEICTBOM CCBUIKH.

[0079] «Coenunenue II», ucronb3yemoe 1o BceMy AJaHHOMY HM300PETEHHIO, OTHOCHUTCS K

(R)-1-(2,2-mudropbenso[d][ 1,3 |auokcon-5-um)-N-(1-(2,3-gurunpoxcunponn )-6-prop-2-(1-
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THIPOKCHU-2-MeTHIponan-2-ui)- | H-uanon-5-un)unknonponankapookcaMuny, KOTOPBIi

MOJKHO M300pa3UTh KaK XapaKTEePU3YIOIMHUNCS CIeAYIOIel CTPYKTYPOl:
F._P° n W
F><O 1 OH
F N
\[GH

OH IL.

Coenunenue Il moxxker HaxomuTbes B (opMe (papMaleBTHUECKH MPUEMIIEMON COJH.
Coenunenne II u crmocoObl monmy4yenuss u npumeHeHus coenuHenuss II packpeiter B WO
2010/053471, WO 2011/119984 u WO 2015/160787, kaxnabIii U3 KOTOPBIX BKJKOYEH B JaHHBIMI
JTOKYMEHT TIOCPEICTBOM CCHUIKH.

[0080] «Coenunenue III», ucnonbp3yemoe 1Mo BCeMy aHHOMY PAaCKPBITHIO, OTHOCUTCS K
N-[2,4-6uc(1,1-gumerunstin)-S-rugpokcuderun|-1,4- turuapo-4-okCOXHHOUH-3-
kapOokcamuay (Takke H3BECTHOMY Kak N-(S-rumpokcu-2.4-nu-mpem-0yTun-Qermn)-4-oKkco-
1H-xuHONMMH-3-kapOOKCaMua), KOTOPBIH MOKHO H300pa3UTh KaK XapaKTePU3YIOLIUHCS

CIEAYILIEN CTPYKTYPOM:

COH
o 0
N
sen
N
H

Coenunenue III moxer HaxoauTbCcs Takke B (opMe (papMaleBTUYECKH MPUEMIIEMOMN

I1I.

comu. Coenunenne III u cnocoGs! monyuenus u npumeHenus coenunenus 111 packpeirsl B WO
2006/002421, WO 2007/079139 u WO 2010/019239, xakaplii U3 KOTOPbIX BKJIOYEH B JTAHHBIH
JOKYMEHT IOCPEACTBOM CCHUIKH.

[0081] B HekOoTOpBIX BapuaHTax OCYLIECTBJICHHUS AEUTEPUPOBAHHOE IPOU3BOIHOE
coenunaenus III (coenunenne III-d) MCMONB3yIOT B KOMIO3HMLMSIX U CIOCO0AX, PACKpPBITHIX B
JaHHOM JOKyMeHTe. XuMmudecknuM HazBaHueM coenuHenus III-d ssisercss N-(2-(mpem-Oytin)-
5-runpokcu-4-(2-(meruin-d3))nponan-2-ui-1,1,1,3,3,3-d6)denmn)-4-okco- 1 ,4- TUrHAPOX HHOJIUH-
3-kapOoKcamMHz, KOTOPbI MOXKHO H300pa3uTh Kak XapaKTepPH3YIOLIMHCS — Cleayromen

CTPYKTYpPOU:
OH CD;
CDsy

0O 0 D
N
Sen
N
H

Coenunenne III-d moxer Haxogutbes B popme papmanieBTUUECKH MPUEMIIEMOM COJH.

I11-d.

Coenunenue III-d u cioco6s! nonydenus u npumeHerus coenunenus III-d packpeirer B WO

2012/158885 u WO 2014/078842, BKIIIOUEHHBIX B JAHHBIH JOKYMEHT IOCPEICTBOM CCHUIKH.
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[0082] «Coenunenue IVy», ucnonp3yemoe B JaHHOM NOKYMEHTE, OTHOCUTCS K 3-(6-(1-
(2,2-mudpropbenso[d][ 1,3 | anoKCON-5- 1) HUKJIOTPONAHKaAPOOKCAMHUIO )-3-METHIIITAPUIUH-2 -
W1)OEH30HHON KHCIIOTE, KOTOPYI0 MOXKHO M300pa3uTh KaK XapaKTEPHU3YIOLIYIOCS CIEAYIOIIeH

CTPYKTYPOU:

O+ OH
N__N

F><O | =

F o O Z IV.

Coenunenne IV wmosker Haxomurcs B (opMme (apManeBTUYECKH MPUEMIIEMONW COJIH.
Coenunenne IV u cnocoObl monmydyenuss u npumeHenusi coenuHenuss IV packpeitel B WO
2007/056341, WO 2009/073757 u WO 2009/076142, BKIIOYEHHBIX B IaHHBIA JTOKYMEHT
MOCPEACTBOM CCBIJIKH.

[0083] Hcnonbzyemelii B naHHOM nokymeHTe TepmMuH «CFTR» o3nawaer perymnsrop
TpaHCMEMOPAaHHOH MPOBOIUMOCTH MPH MYKOBHUCIIUIO3€E.

[0084] MHcnonb3yemble B pAaHHOM JOKyMeHTe TepMmuHbl «moayiastop CFTR» u
«coeaunenue, moayiupyomee CFTR» B3auMo3aMeHsieMO OTHOCATCS K COEMHEHHUIO, KOTOpOe
noseimaer aktuBHOCTb CFTR. IloBblleHne akTuBHOCTH non aeiictBuemM monynsropa CFTR
OXBaThIBAeT 0€3 OrpaHWYEeHUs] COENUHEHMs, KOTOpPble KOPPEKTUPYIOT, CTHMYJIUPYIOT,
crabmmmsupyroT w/nnu yeunusarot Gyakimo CFTR.

[0085] Hcnonb3yemelii B JaHHOM AOKyMeHTe TepMuH «koppekrop CFTR» otHocuTcs k
COEAMHEHHI0, KoTopoe obnerdaer nporeccuHr u murpanuto CFTR nns yBennueHus: KoJuuecTsa
CFTR Ha knerounoil nosepxHoctu. Coeaunenus I u II, packpeiTble B TaHHOM AOKYMEHTE,
apsitoTes: koppekropamu CFTR.

[0086] Mcnonp3yemsiii B tTaHHOM AokyMeHTe TepMmuH «mnoreHuatop CFTR» orHOCHTCS
K COEIMHEHHIO, KOTOPOe yBeIM4YMBaeT akTHBHOCTh KaHanma Oenka CFTR, pacnosjokeHHOro Ha
KJIETOYHOW TOBEPXHOCTH, YTO TNPUBOJUT B pe3yJbTaTeé K YCHWICHUI) TPAHCIOPTa HOHOB.
Coenunenus III u ITI-d, packpeiTbie B JaHHOM NOKyMeHTe, sBistoTca ctumynsatopamu CFTR.
Cnenyer moHMMaTh, YTO KOIZa B JAHHOM JOKYMEHTE MPHUBOAMTCS ONUCAHHE KOMOHMHAIUH
coennHenus I u npyrux KoHKpeTHbIX cpencts, Monynupyromux CFTR, ccputka Ha «coennHeHue
III vu III-d» B cBsi3u ¢ komOuHaIMel o3Hadaet, uyto audo coenunenue III, n1bo coemuneHue
ITI-d, HO He 00a, BKIIFOYEHBI B KOMOMHALIHIO.

[0087] HUcrnonp3yeMblii B JaHHOM JOKYMEHTE TEPMUH «aKTHUBHBIA (hapMalleBTHUECKHIl
UHTPEOUEHT» WIH «TepamneBTudeckoe cpenacrso» («API») orHocutcs k OHoiorudecku
AKTUBHOMY COEAMHEHHIO.

[0088] IIpumeHsieMblii B TaHHOM JOKYMEHTE TEPMHUH «(papManeBTUUECKH IpuemiiemMast
KpHUcTaiueckas popma» OTHOCUTCS K KpUcTauTnueckoil popme coennnenus I mo Hacrosimemy
n300peTeHnIo, rae Kpuctauindeckas ¢popma (HarmpuMmep, KpUCTaIMdeckast cBoOonHass gopma,
KPUCTAJNIMUECKAs] COJIb, KPUCTAUTMYECKHH COJBBAT COJMM U KPHUCTAJUIMYECKUH THAPAT COJIH)

coennHeHus 1 sABJsIeTCs HETOKCUYHON M MOIXOAALIEH AN MpUMEHEeHUs B (apMaleBTHUYECKUX
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KOMITO3ULIHSIX .

[0089] TepMuHBI «IMaLMEHT» M «CYOBEKT» HCIIONB3YIOTCSA B3aHMO3AMEHSEMO H
OTHOCATCS K )KUBOTHOMY, B TOM YHCJIE JIFOMSIM.

[0090] Hcnonp3yemble B JaHHOM JOKYMEHTE TEPMHUHBI «JIEYEHHE», «OCYIIECTBICHHE
JedeHuss» U TonoOHble OObMHO o3HawatoT obnerdenne CF wmm ogHoro mnm Oonee ero
CHMITTOMOB MM yMeHblneHue Tsokectn CF mmm ogHoro mm 6onee ero CMMOTOMOB y CyOBeKTa.
IIpumensiemoe B NAaHHOM JOKYMEHTE <«JIEUEHHE» BKIIIOYAaeT 0e3 OrpaHMYeHUs Cleayollee:
yCHJICHHE POCcTa CyOBeKTa, yBeqnmueHne Habopa Beca, CHUKEHUE CONEPKAHUs CIIU3U B JIETKHX,
ynydiieHne (QYHKIMHM TOUKENYIOYHOH JKeNne3bl W/MIM TEeYeHH, CHIDKeHHe HHQeKunui
IBIXaTEIbHbIX MyTEH W/WIM CHIKEHMs Kalulsl Win oablmku. OOyerdeHue Wid yMEHbLISHHE
TSDKECTH JIFOOOrO M3 JAaHHBIX CHMIITOMOB MOJKHO JIETKO OLIEHHTh B COOTBETCTBHU CO
CTaHIAPTHBIMH CITIOCOOAMHU M METOAMKAMH, U3BECTHBIMH B JAHHOHW 00JIACTH TEXHHKH.

[0091] Hcmonp3yemblii B HaHHOM JOKYMEHTE TEPMHUH «B KOMOWHAIIMU C», €CIH
OTHOCHUTCSl K JIBYM MWJIH OoJiee COENMHEHHUSM, CPENCTBAM WJIHM OTOJHUTENBbHBIM aKTHBHBIM
dapManeBTHYECKIM HMHTPEOMEHTAM, O3HAa4aeT BBEACHHWE TMALMEHTY IBYX WIH Oolee
COEMHEHUH, CPEICTB MM AKTUBHBIX (DapMaleBTHUECKUX WHIPEOUEHTOB APYT MEpen APYTOM,
OJTHOBPEMEHHO WJIH APYT TOCJIE APYTa.

[0092] TepmMuHBI «IPUOITUZUTENBHO» U KIIPUMEPHOY, MPH HCIIOJIB30BAHUN B OTHOLICHUH
703, KOJHMYECTB HJIM TPOLEHTOB MO BECYy WHIPEIUEHTOB KOMIIO3MLIUM WM JIEKapPCTBEHHOMN
(bOpMBI, BKIIOYAIOT 3HAYEHHE YKA3aHHBIX JO3bI, KOJIMYECTBA WM MPOLEHTOB MO BECY WU
JMana3oH A03bl, KOJMYECTBA WIJIM IPOLEHTOB IO BECY, KOTOPbIA MOHUMAETCS CIELHAINCTOM
cpenHel kBanM(UKALUU B JaHHOW OONACTH TEXHUKHU Ui oOecriedeHus (papMakoJIOrHuecKoro
s¢¢ekra, SKBUBAJEHTHOIO TAKOBOMY, IMOJYYEHHOMY IPH YKa3aHHBIX 103€, KOJHYECTBE HIIU
NpPOLIEHTAaX MO Becy. TepMUHBI «IPUONU3UTEIBHO» W KIPUMEPHO» MOTYT OTHOCHUTHCS K
AOMYyCTUMOH OIINOKe AJsi KOHKPETHOTO 3HAuUeHMs, ONpeneNseMOll CHeLHaJuCTOM B JaHHOW
00J1aCTH, YTO YAaCTHYHO 3aBHCUT OT TOTO, KaK OTH 3HAUEHUS] M3MEPSIIOT WIH OnpenessitoT. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBICHUS «IPHOJIM3UTEIBHO» M «IPUMEPHO» O3HAYAIOT B
npenenax 15%, 10%, 5%, 4%, 3%, 2%, 1% unu 0,5% OT 3a7aHHOTO 3HAYEHUS UJTH AHara30Ha.

[0093] IlpumeHsieMblii B [NaHHOM JAOKYMEHTE TEPMHH «aMOpP(QHBIIN» OTHOCUTCA K
TBEPJIOMY MaTepHally, XapaKTepU3YIOIEMYCs OTCYTCTBUEM NAJIbHErO MOpPsiIKa B TOJOXKEHUU
CBOMX MOJIEKYJ. AMOpQHBIE TBEpAble BEINECTBA MNPEACTABISIFOT COOOH B LIEJIOM
NEePEOXJIAXKICHHBIE )KUIKOCTH, B KOTOPBIX MOJIEKYJIbl PACIIONIOKEHBI CIIy4aliHbIM 00pa3oM, Tak
YTO OTCYTCTBYET YETKO OIpeleNieHHass CXeMa pPacIoJIOKEHHs], HAlpUMEP MOJEKYJspHast
yIIaKOBKAa, W OTCYTCTBYET JHAJbHUH MOPSAOK. AMOpdHBIE TBepable BelecTBa OOBIYHO
U30TPOITHBL, T. €. TMPOSBISIFOT OJUHAKOBBIE CBOHCTBA BO BCEX HANpPABIEHUSIX M HE HMEIOT
OTNpeNeNeHHbIX TOo4YeK IuIaBineHns. Hampumep, amMopdHBI Marepuans NpPeACTaBisieT CoOOi
TBEPIbIH Marepual, XapaKTEePU3YIOIIUNCS OTCYTCTBUEM YETKOTO(YETKHX )
XapaKTEePUCTHUECKOTO(XapaKTEPUCTUIECKUX) TNHUKA(ITMKOB) KPUCTAJUIMUECKOTO BEIIeCTBa Ha
PEHTreHOrpaMMe, MOJYYeHHOH MPpU peHTreHOBCKOH nopowmkosoi nudpakuun (XRPD) (1. e. He

SIBJIIETCS KPUCTAJUIMYECKUM, Kak ompeneneHo ¢ nomoirpio XRPD). Bmecro storo Ha XRPD-
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PEHTIeHOTrpaMMe TOSIBJIIIOTCS OIWH WM HECKOJIbKO ILIUPOKUX IHKOB (HAIpPHMEp, aTOMBI
rajoreHa). [llnpokue MUKy sIBISIOTCS XapakTepHBIMU U1 aMmopdHOro Tepaoro Bemecrsa. Cm.
US 2004/0006237 nnsa cpaBHenuss XRPD amopdHOro marepmana M KpHUCTAIIHYECKOTO
Mmarepuaia. B HEKOTOpBIX BapuaHTaX OCYIUECTBJIEHUS TBEPAbIH MaTepuasl MOXKET COIEpKaTbh
amMopHOEe COeAMHEHHe, M MaTepuan MOXKEeT, HalpuMep, XapaKTepU30BaThCS OTCYTCTBUEM
YEeTKOrO(UeTKHUX) XapaKTePUCTHIECKOTrO(XapaKTePUCTUIECKIX ) nuKa(MuKoB)
KPHUCTATHUECKOTO( KPUCTAJNTUYECKNX ) MUKA(TIMKOB) BelIeCTBA(BEIIECTB) HA CBOEM CIIEKTPE
XRPD (t.e. marepuan He SBISETCS KPUCTAJUIMYECKUM, HO SIBJSIETCS aMOp(HBIM, Kak
onpeneneHo nocpeactsoMm XRPD). Bmecto sToro Ha XRPD-peHnTrenorpamMme marepuaia MOTYT
MOSIBUTHCS] OJTUH HJTH HECKOJIBKO HIMPOKHX MUKOB (Hampumep, rajio). Cm. US 2004/0006237 st
cpaBHeHnst XRPD amop¢HOro Matepuana u KpUCTALIHYECKOrO MaTepraia. TBepablil MaTepual,
cofepKalii aMophHOE COETUHEHHE, MOKET XapaKTePU30BATHCS, HAMPUMEp, Oojee HIMPOKHM
INaNa3oHOM TEMIIepaTyp IUIABJIEHUS TBEPAOrO MaTepuasia IO CPAaBHEHHIO C AHANA30HOM
IUIABJICHUSI YHCTOTO KPUCTAJUIMYECKOrO TBEPAOro BemecTBa. Jlpyrue Meronmbl, Takue Kak,
Hanpumep, TeepaodazHeii AMP, Takke MOXKHO HCHOJB30BaTh JJIsl  XapaKTEPUCTUKH
KPUCTAJUTHUECKHX HIJIA aMOPQPHBIX (hOpM.

[0094] Hcmomp3yeMble B JaHHOM JOKYMEHTE€ TEePMHUHBI «popMa KpHCTAIIAY,
«kpuctayumdeckass ¢opmay u «popMay B3aMMO3AMEHSIEMO O3HAYAKT KPHCTAUTHYECKYIO
CTPYKTYypy (Miam monumMopd) C ONPEneNeHHOW TIPYNIUPOBKONH MOJEKYJSIPHONW YIAaKOBKHU B
KpucTaymnueckoil pemrerke. Kpucrammudeckne (opmbl MOryT OBITh MAEHTU(HUIIMPOBAHBI U
pa3rpaHHMYeHbl JpPYyr OT JApyra C IOMOIIBIO OHOrO WM 0ojiee METOAHMK OIpeneseHus
XapaKTEePUCTUK, B TOM YHCIE, HAlpUMep, MOPOLIKOBOH peHTreHoBckoi nudppaximu (XRPD),
PEHTIeHOBCKOH M(ppaKius MOHOKpHCTAITA H ~C TBepao(asHOro SIEPHOro MATHHTHOTO
pesonanca (°C ssNMR). COOTBETCTBEHHO, HCIONb3yeMble B AAHHOM IOKYMEHTE TEpPMHHEI
«kpucranmmnyeckas gopma [X] coenunenus (I)» u «kpucranandeckas ¢opma [C] xanueBoit conu
coenrHenus (I)» OTHOCATCS K YHMKAJIbHBIM KPUCTAUTUYECKUM (pOpMaM, KOTOPbIE MOTYT OBbITh
UICHTU(QHULMPOBAHBI M pa3rPaHUYEHBbI APYT OT JIPyra C MOMOLIbI) ONHOW MK OoJiee METOAMK
OTIpENeNIeHUs] XapaKTEePUCTHK, B TOM uwucie, Harnpumep, XRPD, pentrrenoBckoit audpakmum
MOHOKpPHUCTAJJIA U BC ssNMR. B HEKOTOPBIX BAapUAHTaX OCYLIECTBJIEHUsS HOBBIE
KpHUCTAJTHUECKHe (HOPMBI XapaKTEPHU3YIOTCSI PEHTIC€HOBCKOW MOPOIIKOBON TU(PPAKTOrPAMMOM C
OIHUM WM OOJiee CHTHAJIaMH IPH OTHOM WK O0Jiee YKa3aHHBIX 3HAUEHUsIX yria nBa-tera (°20).

[0095] Hcnonp3yeMblii B JTAHHOM JOKYMEHTE TEPMHH «CBOOOIHAsI (POPMay OTHOCUTCS K
HEMOHM3UPOBAHHON BEPCHM COEAMHEHHUS B TBEPAOM COCTOSHUU. IIpumepbl cBoOOAHBIX (opm
BKJIFOYAIOT CBOOOHBIE OCHOBAHUS M1 CBOOOIHBIE KUCIIOTHI.

[0096] MHcnonb3yeMblii B JaHHOM JOKYMEHTE€ TEPMHH «COJbBAaT» O3HA4aeT
KPUCTAJUINYECKYI0 (OpMy, COAEp:KaIlylo OxHy unn Oojiee MOJEKYJl COEAUHEHUS II0
HACTOSIIEMY H300PETEHUI0 M BKJIIOYEHHBIE B KPUCTAJUIMYECKYIO PELIETKY OAHY WIH Ooiee
MOJIEKYJI PACTBOPUTENISL HJIN PACTBOPUTENIEH B CTEXUOMETPUUYECKHX MM HECTEXHOMETPUUECKUX
konudecTBax. Eciam pacTBopuTens IpencTaBisieT coOOW BOAY, TO COJNIbBAT HA3bIBAIOT

«rUapaTomM».
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[0097] B HeKOTOpPBIX BapuaHTax OCYLIECTBJEHUS TBEPAbIH MaTepual MOXKET COAEpKaTh
CMeCh KPHUCTAJJIMYECKUX TBEPABIX BEIIECTB M aMOP(HBIX TBEPABIX BEIECTB. |BepAbIil
MaTepHall, BKIIOYAKOIMINNA aMOoppHOE COeUHEHNE, MOXKET TaKXKe, HanpuMmep, coaepxkarb 10 30%
KPUCTAJJIMYECKOTr0 TBEPJAOro BellecTBa. B HEKOTOPBIX BapuaHTaxX OCYIIECTBICHUS TBEPIbIN
MaTepHal, MOJY4YEeHHBbIH C BKJIIOUEHHEM aMOpP(HOrO COEAMHEHHUS, MOXKET TakKXe, Halpumep,
comepxkath 10 25%, 20%, 15%, 10%, 5% wunu 2% KpUCTAIIMUECKOTO TBEPAOro BellecTBa. B
BAapPUAHTaX OCYIIECTBJIEHHUS, B KOTOPBIX TBEPAbII MaTepHall COIEPKUT CMECh KPUCTATUINYECKUX
TBEPIbIX BEINECTB M aMOP(HBIX TBEPIbIX BEINECTB, XapaKTEPUCTHUECKUE NaHHbIE, TAaKUE Kak
XRPD, moryt conmep:kaThb WHIMKATOPbl KaK KPHUCTAUTUYECKUX, TaK M aMOP(HBIX TBEPIBIX
BEIIECTB. B HEKOTOPBIX BapUaHTaX OCYLIECTBICHUs KPUCTAJUITMYECKas opMa MO HACTOSIIEMY
n300peTeHNI0 MOXKeT coxepskath He Oomee 30% amopdHOro coenuHeHHs. B HEKOTOPBIX
BApPHUAHTAX OCYLIECTBJECHHsS KPUCTAJUIMYECKHHA MpernapaT Ha OCHOBE coeamHeHust 1 Mosker
conepskathb He bonee 25%, 20%, 15%, 10%, 5% wnu 2% amMopHOTo TBEpAOTO BELIECTRA.

[0098] Hcnonb3yemblii B HaHHOM JOKYMEHTE TEPMHH «IIO CYIIECTBY aMOP(HBII»
OTHOCHUTCSI K TBEPIOMY MaTepHajy, XapakTepU3VIOIIeMycs CiabbIM NaJbHUM TOPSIIKOM B
NOJIOXKEHUH CBOMX MOJIEKYJl HIIM XapaKTepPH3YIOLIEMyCsl ero OTcyTcTBHeM. Hampumep, mo
CyLIeCTBY aMoOpQHBIE MaTepuaibl XapaKTEePU3YIOTCS KPHUCTAUIMYHOCTBIO MeHee 15%
(HampuMep, KPHUCTAJUIMYHOCTBIO MeHee 10%, KpHCTANIMYHOCTBIO MeHee 5%  uiH
KPUCTAJNIMYHOCTEIO MeHee 2%). Takke crienyer OTMETUTh, YTO TEPMHUH «II0 CYyTH aMOP(HBINY
BKJIFOYAET JAECKPUNTOP «aMOpP(HBII», KOTOPbIH OTHOCHUTCA K MaTrepHajaM C OTCYTCTBYIOLIEH
KpUCTATUIHOCTHIO (0%).

[0099] Hcnonb3yeMblil B JaHHOM [JOKYMEHTE TEPMHUH «IO CYTH KPUCTAJUIMYECKUI»
OTHOCUTCSI K TBEPIOMY MaTepuayy, COAepiKalleMy HEMHOro aMOpP(QHBIX MOJEKYJ] WM HX
orcyrcTBHeM. Hampumep, mo cyTH KpuUCTaJuIMYeCKHe MarepHuaibl conepxkar MeHee 15%
amopHBIX Mosekyn (Hampumep, MeHee 10% amopdHbIX Monekyd, MeHee 5% aMopgHBIX
MOJIEKYJ1 Wiu MeHee 2% aMop(dHbIX MosiekyJ). Takxke cienyer OTMETUTh, YTO TEPMHUH IO CYyTH
KPUCTAUTMUECKUH» BKJIIOYAET AECKPUNTOP «KPUCTAUIMYECKHI», KOTOPBI OTHOCHUTCS K
marepuaiam, Kotopbie Ha 100% HaxOmATCsl B KPUCTAIUINYECKOH (popme.

[00100] HMcnonp3yemasi B TaHHOM JOKYMEHTE KpUCTaUTH4eckasi opma SIBISIETCS IO
CYTH YHCTO», €CITH OHAa COCTABJIIET KOJIMYECTBO MO Becy, paBHOe 90% miu GOoJbIe OT CyMMBI
BCeX TBepAbIX (opM B oOpasue, UTO OMPENeNeHO C TMOMOIIBK CIoco0a B COOTBETCTBUHU C
YPOBHEM TEXHHMKH, Takoro kak koaudecTtBeHHass XRPD. B HekOTOpbIX BapHaHTax
OCYIIECTBIIEHHS TBepAask (popma SIBISIETCS IO CYTH YHCTOI», €CII OHA COCTABJISIET KOJIUYECTBO
no Becy, paBHoe 95% wim OosbIie OT CyMMBI BCEX TBEpABIX (opM B oOpasue. B HEKOTOpBIX
BapHUAHTaX OCYLIECTBJICHHS TBepAast (opmMa SIBISAETCS «IIO CYTH YUCTOI», €CIM OHA COCTABIISET
KOJIMYECTBO IO Becy, paBHOEe 99% win O0JbIe OT CYMMBI BCeX TBepaAbIX (hopm B obpasiie.

[00101] MHMcnonb3yemblii B paHHOM JokyMeHTe TepMuH «XRPD» o3Hauaer
AHATUTHYECKHH CITOCO0 OnpeaeneHns XapakTePUCTHK € TIOMOIIbBIO TOPOIIKOBONH PEHTI€HOBCKOMN
mudpakuuu. XRPD-gudpakrorpaMmel, pacKpbITble B JAaHHOM AOKYMEHTE, 3alMChIBAIU TPU

YCJIOBHUAX Opr)KaIOH_[eﬁ Cpe€abl C UCTIOJIB30BAHUEM T'€COMETPHUUN TIPOMYyCKAHUA UJIHN OTPAKCHUS C
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NpUMEHEHNEM U PAKTOMETPA.

[00102] Mcnionb3yeMblil B JaHHOM JOKYMEHTE TEPMHUH «YCJIOBHUSI OKPY’KAIOLIEH Cpenbl»
O3Ha4aeT KOMHATHYIO TEMIIEpPaTypy, YCJIOBHsS Ha OTKPBITOM BO3yX€ M HEKOHTPOJIHPYEMbIE
YCIIOBHUS BJIAXHOCTH. Te€PMMHBI «KOMHATHas TEMIIEpaTypa» U «TeMIepaTypa OKpy»Karolein
cpenb» o3HauaroT ot 15°C no 30°C.

[00103] HMcnonp3yeMble B JaHHOM JOKYMEHTE TEPMUHBI «PEHTI'€HOBCKAsl MOPOLIKOBAs
audpaxkrorpamMma, «TOPOILKOBAsI PEHTIeHOBCKas audpakTorpamma, «XRPD-
peHTreHorpammay, «cnekrp XRPD» B3aumMo3zaMeHs€MO OTHOCATCA K 3KCIEPUMEHTAIBHO
NOJIy4eHHBIM H(pakTOrpaMmMaM, Ha KOTOPBIX MOKa3aHbl KPUBbIE MOJIOKEHUH CHrHasia (Ha OCH
abcuucc) B 3aBUCUMOCTH OT HMHTEHCHBHOCTEW CHrHaja (Ha ocu opauHaT). UTo Kacaercs
amMop(HOro mMarepuana, peHTI€HOBCKAasl MOPOIIKOBAsi TU(PPAKTOrpaMMa MOXKET BKIIFOYAThb OJUH
win Oosiee IMUPOKUX CUTHAJIOB, M YTO KACAETCsl KPUCTAJUIMYECKOrO MaTepuaia, peHTTeHOBCKas
NOPOIIKOBast Au(pakTorpaMmMa MOKET BKJIFOYATh OIWH MM 0OJiee CUTHAJIOB, KaXKABIH U3
KOTOPBIX UICHTH()HLIUPOBAH IO €ro YrJIIOBOMY 3HAYEHHIO, KOTOPOE M3MEPEHO B Ipagycax yria
20 (°20), moka3zaHHOMY Ha OCH aOCIMCC PEHTI€HOBCKOW MOPOIIKOBOH AH(PpPaKTOrpaMmel,
KOTOPOE€ MOXKET OBITh BBIPAKEHO KaK «CHTHAJ IPH ... rpajycax yria aBa-T€Tay, KCUTHAI MpPHU
3HAYEHUHU(3HAYEHHSIX) ... yIja JBa-T€Ta» W/WIN «CUTHAJI TIPU MO MEHbIIEH Mepe
3HaYeHNH(3HAUYEHUSX ) YIJIa IBA-TETa, BHIOPAHHOM(BBIOPAHHBIX) U3 ... ».

[00104] «Curnan» unu «uK», UCIOJIb3yEeMbl€ B JAHHOM JIOKYMEHTE, 03HA4al0T TOUKY Ha
XRPD-gudpakrorpamme, rie MHTEHCHUBHOCTb, M3MEPEHHAs B UMIIYJIbCAX, YCTAHOBJIEHA NpPHU
JOKaJIbHOM Makcumyme. Crnernuanuct cpenHell KBaqu(UKalUKd B JNAHHOW OOJIACTH TEXHUKH
noWiMer, 4ro onuH minu Oonee curHanoB (uiam nukoB) Ha XRPD-npugpaxrorpamme moryt
NepeKpbIBaTbC W MOTYT OBITh, HAmpuUMep, HE BUAHbI HEBOOPYXXEHHBbIM rjiazom. U
AEeWCTBUTENIbHO, CIIELUANNCT CpeaHeH KBaln(UKaMu B JaHHOW OOJAaCTH TEXHUKU IOHMET, YTO
C MOMOLIBIO HEKOTOPBIX NMPUHATBHIX B JAHHOH OONACTH TEXHUKHU CIIOCOOOB MOKHO OINPENEIHTD,
BCTPEYAETCsl JIM CUTHAJI Ha AU(PpPAKTOrpaMMe, WIM OHU MOAXOLST AJIST 5TOrO, Kak, Hampumep,
yTOUHEHHUE 10 Putsenbny.

[00105] Hcnonb3yemblil B JaHHOM IOKYMEHTE «CUTHAJl TIpPU ... Tpaaycax ABa-TeTay
OTHOCATCSL K TIOJOXEHHUSIM OTPAKEHUS PEHTI'CHOBCKOTO HM3JIYYEHHs, W3MEPEHHbIM M|
HaOMIOIa€MBIM  TIPU  OKCMEPUMEHTAaX C HCIOJb30BAHHEM IMOPOIIKOBOH PEHTI€HOBCKOH
nudpakuuu (°20).

[00106] CxommmocTh YIJIOBBIX 3HAYeHUN HaxoAWTCs B aAwama3zoHe +0,2° 20, 1. e.
yIJIOBOE 3HAYEHHE MOXKET OBbITh Ha YPOBHE NMPHUBENEHHOrO yrioBoro 3HaueHus +0,2 rpamyca
yria aBa-TeTa, yriioBoro 3HaueHus —0,2 rpaayca yria aBa-TeTa WU JIIOOOro 3HAYEHUS MEKAY
STUMH ABYMSI KOHEYHBIMH TOUYKaMH (yriioBoe 3HaueHue +0,2 rpagyca yria aBa-TeTa U yriioBOE
3Hauenne —0,2 rpaayca yria aBa-TeTa).

[00107] TepMmuHBI «HUHTEHCUBHOCTH CUTHajla» W  «UHTEHCUBHOCTU  ITHKa»
B3aMMO3aMEHSIEMO O3HAYalOT OTHOCHTEJbHbIE MHTEHCHBHOCTH CHUTHAJa B NpeAesax TaHHOM
PEHTI€HOBCKOW MOPOIIKOBOH audpakrorpamMmel. PakTopbl, KOTOpble MOIYT BIUATH Ha

OTHOCUTCJIbHBIE HWHTCHCHBHOCTU CHUrHaJla WKW I[IHUK4, BKIHOYAOT TOJIIHUHY 06pa3ua u
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NPEATIOYTUTENbHYI0 OPUEHTALMI0 (HAMpUMep, KPHUCTAJNIMYECKUE HYacTHLbI HE pPacHpenesieHbl
MIPOU3BOJIBHBIM 00Pa3oM).

[00108] Hcnonb3yemas B JaHHOM JOKYMEHTE€ pEHTI€HOBCKas IOPOLIKOBAs
audpakTorpaMMa SIBJISIETCS IO CYTH MNOJOOHOW TAaKOBOM, IOKa3aHHONW Ha [KOHKPETHOM]
durype», ecinu nepekpbiBaeTcs o MeHblel Mepe 90%, kak, HarpuMep, Mo MeHbIuei mepe 95%,
no MeHbinedi mepe 98% wnu no MeHbliueli Mepe 99% curHanoB nByx audpakrorpamm. Ilox
OIIpeAeNeHNeM «3HAYUTENIbHOE CXOJICTBO» CIELMAINUCT CpeaHel KBaIU(pHUKALUN B TaHHOH
00JJaCTH TEXHHKH TMOMMET, YTO MOXET HMMEThb MECTO Bapualus WHTEHCHUBHOCTEH W/ Win
nonoskeHuii curHajga Ha XRPD-pgudpaktorpammax, naxke sl OIHOM HW  TOH  Ke
KpUCTATHUeCKOi (popmbl. Takum 00pa3oM, CIEMUANUCT CpeaHel KBaau(HuKauud B JaHHOM
00J1aCTH TEXHUKHU MOWMET, YTO MaKCUMAJIbHbIC 3HaUeHHs curHana Ha XRPD-nugpakrorpammax
(B rpagycax yria nBa-teta) B 00eM 0003HAYAIOT, YTO 3HAYEHHE HIESHTU(PUIIUPOBAHO Kak + 0,2
rpajyca yriia ABa-Te€Ta OT 3asBJIEHHOTO 3HAYEHHs, NPHUHSITAS B MAHHOW OOJNACTH TEXHHKH
BapHalysl.

[00109] Micrione3yeMblii B JAHHOM JOKyMeHTe ~C-CreKTp TBepao(asHOro sSmepHOro
MarHuTHOro pe3onaHca (ssSNMR) sBisiercss «rmo cyTH MOJOOHBIM TaKOBOMY, MOKAa3aHHOMY Ha
[koHKpeTHOI]| durypey», ecnu no MeHblie Mepe 90%, kak, HarpuMep, Mo MeHbIneil Mepe 95%,
no MeHbined mepe 98% wunum nmo MeHbuiedl Mepe 99%, curHanoB Ha JABYX CIEKTpax
nepekpbiBatoTcs. Ilox ompeneneHueM <«3HAUUTENbHOE CXOJCTBO» CIELUATHMCT CpeaHei
KBaTu(uKauUM B JAHHOH OOJACTH TEXHWKH MOWMET, YTO MOXKET HMMEThb MECTO BapHalus
WHTEHCUBHOCTEH W/miu nosioskeHuid currana Ha sSNMR-criekTpax, naxe ajisi OMHOW W TOH XKe
Kpucramnnueckoil ¢popmel. Takum oOpazom, crnenMaaucThl cpeaHel KBanu(UKaLUu B JaHHOH
00J1acTH TEXHUKHU MOWMYT, YTO XUMHU4eckue caBuru Ha ssSNMR-criekTpe! (B JTaHHOM JOKyMEHTE
o0O3HaueHHblE B YAaCTSIX Ha MWLUIMOH (ppm)) B oOumieM o00O3HAYAKOT, YTO 3HAUYEHHE
uneHTHGUIUPOBaHO Kak + 0,2 ppm OT 3asBJIEHHOTO 3HAY€HWs, NMPHHATAS B JAHHOW o0iactu
TEXHUKHU BapHaLlUs.

[00110] TepMuH «pEHTreHOBCKAasi MOPOINKOBasi AU(PPAKTOrpaMMa C CHUTHAJIOM TIPH ...
3HAUEHMSIX yrjia J[ABa-Te€Ta», MCIOJb3yeMbli B JaHHOM JOKyMeHTe, o3Hadaer XRPD-
nudpakTorpaMMy, KOTOpas MPenyCMaTPUBAET TMOJOXKEHHUS OTPAKEHUS PEHTTEHOBCKOTO
U3JIyYEHUs], I3MEepPEeHHbIe U HAOJIF0JaeMble IPU HKCIIEPUMEHTAX C UCIOJIb30BAHUEM ITOPOIIKOBOH
peHTreHoBckoi audpakimn (°aBa-TeTa).

[00111] Mcnonp3yemslii B naHHOM AokyMeHTe TepMuH «DSC» o3HagaeT criocod aHam3a
¢ oMot nudHepeHIHaTbHON CKAaHUPYIOIEH KaIOPUMETPHUH.

[00112] Hcnonb3yemblii B JaHHOM JOKYMEHTE TEPMHH «PACTBOPUTENb» OTHOCUTCS K
0001 KUIKOCTH, B KOTOPOH MPOAYKT SIBJISIETCS] 110 MEHbINEH Mepe YaCTHYHO PACTBOPUMBIM
(pacTBOPUMOCTD MPOIYKTA COCTaBIsieT >1 /7).

[00113] Hcnonp3yemblii B JAHHOM JAOKYMEHTE€ TEPMHUH «IUCIEPCUS» OTHOCHUTCS K
IUCTIEPCHOM CHCTEMe, B KOTOPOH ONIHO BEINECTBO, AMCIIEPCHas (aza, pacrpeneseHo B BUIAE
OUCKPETHBIX 3JIEMEHTOB BO BTOPOM BELIECTBE (HENpepbIBHOW (ase WU cpene-HOCUTEE).

Pasmep nucnepcHOil (a3bl MOKET 3HAYUTEIBHO BAapbUPOBATHCS (HANpPUMEpP, KOJJIOWUAHBIE
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YaCTHULIbl PA3MEPOM OT HAHOMETPOB JI0 HECKOJIBKUX MUKPOH). OOBIYHO mucTiepcHble (pa3bl MOTYT
OBITH TBEPABIMH BELIECTBAMH, JKUAKOCTSMHU HIIM razamMu. B ciydae TBepnol mucrnepcuu Kak
IUCTIEPCHAs, TaK U HeTpepbIBHAs (a3a sIBIAIOTCSA TBEPABIMH BelecTBaMu. B papmaneBrniyecknx
NPUMEHEHHUSX TBEPAsi IUCIIEPCHUsI MOXKET BKJIIOUATh KPUCTAJUIMYECKOE JIEKAPCTBEHHOE CPE/ICTBO
(nucnepcHas ¢asza) B amoppHOM mnonuMepe (HempepbiBHas (aza); WM, aNIbTEPHATHUBHO,
amop(dHOe JIeKapCTBEeHHOE CPeACTBO (aucnepcHas (asza) B aMmoppHOM monumMepe (HermpepbiBHAS
¢asa). B HEKOTOpBIX BapuaHTaX OCYIUECTBJIEHHs TBEpAas ANUCIEPCHUS BKIIIOYAET MOJIHUMED,
COCTABJISIFOLIMIA TUCTIEPCHYIO a3y, U JEKAPCTBEHHOE CPENCTBO, COCTABIIOLIEE HEMPEPBIBHYIO
¢dazy. HMnm TBepmas JaucnepcHsi BKJIIOYAET JIGKAPCTBEHHOE CPEACTBO, COCTABIISIIOLIEE
IUCTIEPCHYIO (hasy, U MOJMUMEp, COCTABIAIOIIUI HEMPEPbIBHYIO (azy.

[00114] Cnenyer oTMETUTh, YTO PacKpbITble KOJUYeCTBa coeanHeHus I mpuseneHsl Ha
ocHoBe ero cojgu Ca. Cnemuanuct B JaHHOH 0O0JacTH TEXHHMKH TOWMET, 4YTO, KOraa
PaCKpBIBAETCSI KOJIMYECTBO COCMUHEHHUs I, 3TO Takke OTHOCUTCS K KOJUYECTBY coenuHeHus I B
KPUCTAJUTHUECKOH (PopMe, KOTOPOe 3KBUBAJIEHTHO WJIM OMO’KBHMBAJEHTHO KOHLEHTPALIUU COJIH
Ca coenunenus 1. Hampumep, dpasy «100 mr coenunenust I» cienyer WHTEpIpETUPOBATH KaK
Takke OTHocsAmyrocss Tompko K 100 mr coemunenust 1 (cBoOomnast ¢dopma), a Takke K
KOJINYECTBY JIFOOOH U3 (papMaLeBTHUECKU MPUEMIIEMBIX KPUCTALUTUUECKUX (OPM, PACKPBITHIX B
JAHHOM JOKYMEHTE, KOTOpPO€ »JKBHUBAJICHTHO wid OuoskBuBaieHTHO 100 wmr comu Ca
coenuHenus L.

Kpucranaudeckas ¢gopma A coenunenus I (ceoboanas ¢opma)

[00115] B HekoTOpBIX BapHAaHTaX OCYINECTBJIEHUS B HACTOALIEM H300pETEHUH
npenycMoTpeHa kpucraummyueckas ¢opma A coemunenust I (ceoboxnast ¢popma). Ha ¢ur. 1
NPEACTABJI€HA PEHTI'€HOBCKasl MOpPOIIKOBas Au(pakTorpaMma KpHUCTAIMUECKOH (opMbl A
coenuHenus 1 (cBobonHas popma) npu KOMHATHOH TeMIeparype.

[00116] B HekoTOpbIX BapuaHTax ocyluecTBieHusi coeaunenue I (cobomHast opma)
npeAcTaBysieT OO0l MO CyTH YUCTYHO KPUCTAUTMYECKYIO (opMy A. B HEKOTOpBIX BapHaHTax
ocymectBiieHus: coenviHenne 1 (cBoOomHasi Qopma) mpencraBiasier coOOH MO CyTH
KPUCTATHYECKY0 (GopMy A. B HEKOTOpPBIX BapuaHTAaX OCYLIECTBIIEHHS KPUCTAJUTHYECKAs
dbopma A coemunenusi 1 (cBoOomHast ¢opma) XapakTepusyercs PEHTTEHOBCKOW MOPOLIKOBOM
I PaKTOrpaMMOM, TIOJTYUYE€HHON C MOMOLIBIO aHAJIN3a MOPOLTKOBOH PEHTT€HOBCKOM U pakunun
C TIOMOIIBIO NTyuKa nazgatroiiero usayderus Cu K.

[00117] B HekOTOpBIX BapHUaHTax OCYLIECTBICHUS KpHUCTautueckass ¢opma A
coenunenusi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTTCHOBCKOH  MOPOIIKOBOM
nudpakTorpaMmMoii ¢ cursanom npu 9,2 + 0,2 rpanyca yria aBa-terta. B HEKOTOPBIX BapHaHTax
OCYIIECTBIIEHHsI ~ Kpuctajuinyeckas ¢opma A coemmHenuss 1 (cBoOonmnas  ¢opma)
XapaKTePU3yeTCsl PEHTTE€HOBCKOW MOPOIMIKOBOH augpakTorpamMmoii ¢ curaaiom npu 11,3 £ 0,2
rpajgyca yria /Ba-Tera. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHs KpUCTaJuMdeckas gopma A
coennaenust 1 (ceobomnas ¢Qopma) xapakTepusyercs PEHTTEHOBCKOH  IMOPOLIKOBOMH
nudpakrorpamMmmoii ¢ cursanom npu 14,0 + 0,2 rpanyca yria nBa-Tera. B HEKOTOPBIX BapUaHTax

OCYILIECTBIIEHHUsI ~ Kpucrajuindyeckas ¢opma A coegmHeHuss I (cBoOonmnas  ¢opma)
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XapaKTePU3yeTCsl PEHTTE€HOBCKOW MOPOIMIKOBOH MU(pakTorpaMMoii ¢ cursaiom mpu 22,9 + 0,2
rpajgyca yria /Ba-Teta. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHMs KpUCTaundeckas gopma A
coenuHenust 1 (ceobomnas ¢Qopma) xapakTepusyercs PEHTTEHOBCKOH  MOPOLIKOBOM
IU(pPaKTOrpaMMoii ¢ MO MEHbIIEH Mepe OAHMM CHUTHAJIOM, BbIOpaHHbIM u3 9,2 + 0,2 rpaayca
yrna nsa-tera, 11,3 £ 0,2 rpaayca yrua nsa-tera, 14,0 £ 0,2 rpangyca yrna asa-tera u 22,9 £ 0,2
rpagyca yria IBa-TeTa. B HEKOTOpBIX BapHaHTaX OCYIUECTBIEHMS KpHCTaJuIMdeckass gopma A
coenuHenust 1 (cBoOomnast ¢opma) XapakTepusyercs PEHTI€HOBCKOHW  ITOPOLIKOBOH
IU(paKkTOrpaMMoOii C O MEHbIIEH Mepe AByMsi CUTHajaMu, BbiOpaHHbIME U3 9,2 + 0,2 rpagyca
yria asa-tera, 11,3 £ 0,2 rpanyca yria asa-tera, 14,0 £ 0,2 rpagyca yrna na-tera u 22,9 + 0,2
rpajayca yria JBa-Tera. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHs KpUCTaJuTM4deckas gopma A
coenunenusi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTTEHOBCKOH  MOPOLIKOBOM
auQpaKkTOrpaMMOii C MO MEHbIIEH Mepe TpeMsl CUTrHaJlaMH, BbIOpaHHbIMU U3 9,2 + 0,2 rpaayca
yria asa-tera, 11,3 £ 0,2 rpanyca yria asa-tera, 14,0 £ 0,2 rpagyca yrna asa-tera u 22,9 +£ 0,2
rpajgyca yria Ba-Tera. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHs KpUCTaJuTMdeckas gopma A
coenunenusi 1 (ceobomHast (Qopma) xapakTepu3yeTcss PEHTIC€HOBCKOH  MOPOIIKOBOM
nudpakrorpamMmoii ¢ curaanamu npu 9,2 + 0,2 rpanyca yrna asa-teta, 11,3 £ 0,2 rpanyca yria
nBa-teta, 14,0 = 0,2 rpanyca yria asa-tera u 22,9 + 0,2 rpagyca yria asa-Tera.

[00118] B HekOTOpBIX BapuUaHTax OCYLIECTBICHMs KpHCTamueckas ¢opma A
coenunenusi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTTCHOBCKOH  MOPOLIKOBOM
nudpakrorpamMmmoii ¢ (a) curHanom npu 9,2 + 0,2 rpagyca yria asa-tera, 11,3 + 0,2 rpanyca
yria nea-tera, 14,0 £ 0,2 rpaayca yrna aBa-tera w/mnu 22,9 = 0,2 rpaayca yrina nsa-teta (T. €.,
OHUM WM Oosiee CUrHajJamMu w3 3Tod rpynnbl) u (b) omHUM, ABYMS, TpeMsl WJIM YETBIPbMs
curHajgamu, BbiOpanHbiME n3 20,0 + 0,2 rpagyca yria asa-teta, 23,1 + 0,2 rpagyca yria gBa-
TeTa, 16,6 + 0,2 rpagyca yria asa-tera u 23,3 = 0,2 rpaayca yria asa-Tera.

[00119] B HexoTOpBIX BapHMaHTaxX OCYIIECTBIECHUS KpuUCTandeckas ¢opma A
coenunenuss 1 (cBobomHast (opma) XapakTepu3yeTcsi PEHTTEHOBCKOH  MOPOLIKOBOM
nudpakrorpamMmmotii ¢ (a) curHanom mpu 9,2 + 0,2 rpanyca yria asa-rera; (b) curnaigom npu 16,6
+ 0,2 rpamyca yrina nsa-tera u (¢) curHagom mpu 20,0 + 0,2 rpamyca yria ngsa-teta. B
HEKOTOPBIX BapUAHTAaX OCYLIECTBIEHHs Kpuctaumdeckas gopma A coenunenus: 1 (cBobonnas
¢dopma) XxapakTepu3yeTcsi pEHTT€HOBCKOH MOPOIIKOBOH TU(PPAKTOTPaMMOii ¢ (2) CHTHAJIaMH TIPH
9,2 £ 0,2 rpagyca yrna asa-tera, 16,6 = 0,2 rpagyca yrna asa-tera u 20,0 + 0,2 rpaayca yria
nBa-teta u (b) curnanamu npu 11,3 £ 0,2 rpanyca yrna nsa-tera, 14,0 + 0,2 rpagyca yria asa-
teta w/wnu 22,9 + 0,2 rpanyca yria 1Ba-TeTa.

[00120] B HekOTOpBIX BapuUaHTAaX OCYLIECTBJICHUS KpHUCTautmueckas ¢opma A
coenunennsi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTTCHOBCKOH  MOPOIIKOBOM
nudpakrorpamMmoii ¢ (a) curnanamu npu 9,2 + 0,2 rpagyca yria nsa-tera, 16,6 £ 0,2 rpaayca
yraa nBa-tera u 20,0 £ 0,2 rpanyca yria asa-teta u (b) OIHUM, OBYMsI, TPEeMs, YEThIPbMS,
NATBIO WM Oojiee curHanamu, BeiOpaHHbiMu u3 11,3 + 0,2 rpanyca yria nea-tera, 14,0 + 0,2
rpaayca yria asa-tera, 18,1 £ 0,2 rpaayca yria asa-tera, 22,9 = 0,2 rpagyca yria ABa-TeTa,

23,1 £ 0,2 rpangyca yrna asa-tera u 23,3 + 0,2 rpaayca yria aBa-Teta. B HEKOTOpBIX BapuaHTax
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OCYIIECTBIIEHHUsI ~ Kpuctajuinyeckas ¢opma A coemmHeHuss 1 (cBoOonmnas  ¢opma)
XapaKTePU3yeTCs PEHTTE€HOBCKOHW MOPOLIKOBOH Anu(pakTorpaMmoii ¢ curaaigamu npu 9,2 + 0,2
rpaayca yria asa-tera, 16,6 £ 0,2 rpaayca yraa asa-tera, 20,0 = 0,2 rpagyca yria aBa-Tera,
11,3 + 0,2 rpanyca yrua nsa-tera, 14,0 = 0,2 rpaagyca yrna asa-tera, 18,1 = 0,2 rpagyca yria
nBsa-tera, 22,9 + 0,2 rpaayca yrma asa-tera, 23,1 £ 0,2 rpagyca yrina asa-tera u 23,3 + 0,2
rpaayca yria ABa-TeTa.

[00121] B HexoTOpBIX BapHaHTaxX OCYIIECTBIEHUS KpuUcTandeckas ¢opma A
coenunenuss 1 (cBoOomHast (Gopma) XapakTepu3yeTcsi PEHTTEHOBCKOH  MOPOLIKOBOM
IUQPaKTOrpaMMOii, IO CyTH MOJOOHON TAaKOBOH, MOKa3aHHOH Ha ¢ur. 1.

[00122] B HeKOTOpBIX BapuUaHTaxX OCYLIECTBICHUs KpHUCTautueckas ¢opma A
coennuennst 1 (cBoGonnast hopma) xapakrepusyercst C-CIeKTpoM TBepAO(GA3HOro SIEpHOro
maruuTHOTO pesonanca (°C ssNMR) ¢ OXHHM, XBYMS, TPEMsi, YeTHIPbMS, ISATHIO, IIECTHIO,
CeMbI0 Wi OoJiee mMuKamu, BeIOpaHHbIMEH U3 163,2 + 0,2 ppm, 130,2 + 0,2 ppm, 104,6 £ 0,2
ppm, 103,9 + 0,2 ppm, 58,3 + 0,2 ppm, 49,7 + 0,2 ppm, 43,3 + 0,2 ppm u 37,0 + 0,2 ppm. B
HEKOTOPBIX BapUaHTaX OCYLIECTBIEHHs Kpuctayumyeckas gopma A coenunenus 1 (cBobonmnas
dopma) xapakrepusyercst °C ssNMR-criektpom ¢ makamu npu 163,2 + 0,2 ppm, 130,2 + 0,2
ppm, 104,6 £ 0,2 ppm, 103,9 £ 0,2 ppm, 58,3 £ 0,2 ppm, 49,7 + 0,2 ppm, 43,3 £ 0,2 ppm u 37,0
+ 0,2 ppm.

[00123] B HeKOTOpBIX BapuUaHTax OCYLIECTBIEHUs KpHUCTauiueckas ¢opma A
coennuenust I (cBoGomHast popma) xapakrepusyercs: ~C ssSNMR-CIEKTpOM, [0 CyTH IOXOGHBIM
TaKOBOMY, IIOKa3aHHOMY Ha ¢ur. 2.

[00124] B HekOTOpBIX BapuUaHTax OCYLIECTBIEHUs KpHCTauiueckas ¢opma A
coenuHenusi 1 (cBoOomnas ¢Qopma) xapakTepusyercs MOHOKIMHHON —KPHCTAJUIMYECKOH
CUCTEMON, NPOCTPAaHCTBEHHOW rpymnmnoi P2; u crnegyromuMu napaMeTrpamu 3J€MEHTapHOU
s4eliku, u3MepeHHbiMu npu 298 K Ha nudpaxromerpe Bruker, oCHaIIEHHOM HCTOYHHKOM
m3nyuenns Mo K, (A=0,71073 A) u nerexropom va CCD (ipuGop ¢ 3apsoBoii CBA3BIO).

a 15,48+ 0,01 A a 90°
b 12,74+ 0,01 A B 99,35+ 0,01°
c 16,37+ 0,01 A v 90°

[00125] B ppyrux acmektax HACTOSILIEro H300peTeHHsT MPEeayCMOTPEHbI CIOCOOBI
NOJIy4eHUs] KpucTauindeckoil gopmel A coenmHenuss 1 (cBobomnast ¢opma), BKIIFOHAIOIINE
olecrieyeHne KpUCTAJUIM3ALMN aMop(HOro coenuHeHuss I B TONyone W BBICYIIMBAHHE TIOA
BAKyyMOM C TOJIy4€HUEM KpucTtajumiaeckoil popmsl A coennaenus 1 (ceobonnas Gpopma).

Kpucranauueckas ¢gopma B coeaunenus 1 (ceo6oanas dpopma)

[00126] B HEKOTOpPBIX BapHAaHTaX OCYINECTBJIICEHUS B HACTOALIEM H300pPETEHUH
npenycMoTpena kpucrauimueckass ¢opma B coemunenmst 1 (cBobomnast ¢opma). Ha ¢pur. 3
NPEACTaBI€HAa PEHTICHOBCKAasl MOPOILIKOBas AU(pPaKTOrpaMMa KpUCTAJUINYecKoi ¢opmbl B
coennnenus 1 (cBoOonHas popma) mpu KOMHATHOH TeMmeparype.

[00127] B HekoTOpbIX BapMaHTax ocyluecTBieHus coeauneHue I (cobomHas dopma)

NpeAcTaBisieT co00i MO CYyTH YMUCTYIO KpHUCTAIIH4YecKyto ¢opmy B. B HekoTophIx BapuaHTax
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ocymectBieHus: coenuHenne 1 (cBobomHast Qopma) mpencraBiasier CcoOOH MO CyTH
Kpuctaymnueckyro ¢Gopmy B. B HekoToppIX BapmaHTax OCYLIECTBICHHs KPUCTAJUIMYECKas
¢dopma B coenunenus 1 (ceobomnas popma) xapakTepusyercss peHTTEHOBCKOM MOPOLIKOBOM
IU(GPaKTOrpaMMOi, TOJTy4YE€HHON C MOMOLIBIO aHAJIN3a MOPOLIKOBON PEHTT€HOBCKOM qudpakunun
C TIOMOILBIO NyuKa nagarouiero usiaydenus Cu K.

[00128] B HekoTOphIX BapuaHTax OCYINECTBJIEHHMs KpucTauimueckas ¢opma B
coenuHennst 1 (cBobomnast ¢opma) XapakTepu3yercs PEHTICHOBCKOH  IOpPOIIKOBOM
audpakTorpaMmMoii ¢ curHasiom npu 16,3 + 0,2 rpanyca yria nBa-Tera. B HEKOTOPBIX BapUaHTax
OCyIIECTBIIEHHUsT ~ Kpucrauimdyeckas ¢opma B coemunenms 1 (cBoOomnast  dopma)
XapaKTEePU3yeTCs: PEHTTEHOBCKOW MOPOMIKOBOH Iu(ppakTorpaMmoii ¢ curHaiom npu 17,7 + 0,2
rpagyca yria aBa-TeTa. B HEKOTOpBIX BapHaHTAaX OCYINECTBJIEHUS KpucTautnueckas ¢opma B
coenunenusi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTTeHOBCKOH  MOPOILIKOBOM
mudpakrorpaMmoii ¢ curHaitamu npu 16,3 + 0,2 rpaayca yria asa-tera u 17,7 + 0,2 rpagyca
yria [nBa-Tera. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHsS KpHCTamueckas ¢opma B
coenunenusi 1 (ceobomHast (opma) XapakTepu3yeTcss PEHTTCHOBCKOH  MOPOIIKOBOM
nudpakrorpaMmoii ¢ curaainamu npu 5,5 £ 0,2 rpanyca yria asa-tera, 16,3 £ 0,2 rpanyca yria
nBa-teta u 17,7 £ 0,2 rpaayca yria ABa-TeTa.

[00129] B HeKkOTOpBIX BapHaHTax OCYLIECTBIEHHUs KpuCTauindyeckas ¢opma B
coenunenusi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTTCHOBCKOH  MOPOLIKOBOM
nudpakrorpamMmoii ¢ (a) curHanom npu 5,5 + 0,2 rpagyca yria asa-tera, 16,3 + 0,2 rpanyca
yrma aBa-tera u 17,7 = 0,2 rpamyca yria asa-tera u (b) omamM wiu Ooyiee NMHUKaMH,
BbIOpanHeiMU 13 10,8 + 0,2 rpaayca yrna nBa-teta, 28,3 £ 0,2 rpagyca yria asa-tera u 25,9 +
0,2 rpaayca yria Ba-TeTa. B HEKOTOPBIX BapHaHTax OCYINECTBJIEHUS KpUCTaJuindeckas ¢popma
B coenunenust 1 (cBoOomnast ¢opma) XapakTepu3yeTcsi PEHTTEHOBCKOH MOPOIIKOBOM
audpakTorpaMmoii ¢ (a) curnaiom mpu 5,5 + 0,2 rpanyca yria aBa-TeTa, CUTHAJIOM npu 16,3 +
0,2 rpanyca yria nBa-teta U curaajgom npu 17,7 + 0,2 rpagyca yria asa-tera u (b) nByms wim
6osee nmukamu, BeiOpanHbiMU U3 10,8 + 0,2 rpanyca yria aBa-teta, 28,3 + 0,2 rpaayca yria asa-
Tera U 259 + 0,2 rpagyca yrina aBa-TeTa. B HEKOTOpPBIX BapuaHTax OCYLIECTBJIEHUS
kpuctaunueckas popma B coenunenus I (cBobonnast popma) XxapakTepusyeTcsi peHTT€HOBCKON
MOPOIIKOBOH MU(paKTOrpaMMoii ¢ curHaiamu nipu 5,5 £ 0,2 rpanyca yria asa-tera, 16,3 = 0,2
rpaayca yria asa-teta, 17,7 £ 0,2 rpaayca yria asa-tera, 10,8 = 0,2 rpagyca yria aBa-Tera,
28,3 £ 0,2 rpanyca yrna asa-tera u 25,9 = 0,2 rpanyca yria aBa-TeTa.

[00130] B HeKOTOpBIX BapHaHTax OCYLIECTBJIEHUs KpuUcCTauindyeckas ¢opma B
coenunenusi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTTCHOBCKOH  MOPOIIKOBOM
nu(paKTOrpaMMOH, IO CyTH MOAOOHON TAKOBOMH, MOKa3aHHOH Ha (wur. 3.

[00131] B HeKOTOpBIX BapHaHTax OCYLIECTBJIEHHUs KpuCTauindyeckas ¢opma B
coenunenus 1 (cBoOonHas popma) Xxapakrepu3yercs Be ssNMR-criekTpom ¢ omHUM ik OoJiee
nukamu, BeiOpaHHbiMU 13 142,8 + 0,2 ppm, 97,8 = 0,2 ppm, 18,1 £ 0,2 ppm u 2,3 + 0,2 ppm. B
HEKOTOPBIX BapUAHTaX OCYLIECTBIIEHHUs Kpuctamanyeckas Gopma B coenmnenus 1 (cBobonnas

13
dopma) xapakrepusyercst ~C ssNMR-cnekrpom ¢ (a) nBymst win Oosee MUKaMu, BIOPaHHBIMH
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u3 1428 £ 0,2 ppm, 97,8 = 0,2 ppm, 18,1 + 0,2 ppm u 2,3 + 0,2 ppm u (b) ogHUM, ABYM,
TPeMsi, YeThIPbMSI, TISITHIO WJIM IIECThIO MUKaMH, BbIOpaHHbIMU U3 166,3 £+ 0,2 ppm, 137,2 + 0,2
ppm, 108,1 + 0,2 ppm, 37,6 = 0,2 ppm, 25,3 £ 0,2 ppm u 20,1 £ 0,2 ppm. B HekoTOpBIX
BapHaHTaX OCYIIeCTBJIeHUs kpuctaymndeckas ¢opma B coemunenust 1 (cBobomnas ¢opma)
XapakTepU3yeTcst Be ssSNMR-cniekTpoM ¢ nukamu, BeiOpaHHbIMH U3 166,3 = 0,2 ppm, 142,8 +
0,2 ppm, 137,2 + 0,2 ppm, 108,1 £ 0,2 ppm, 97,8 + 0,2 ppm, 37,6 £ 0,2 ppm, 25,3 £ 0,2 ppm,
20,1 +£0,2 ppm, 18,1 £0,2 ppm u 2,3 £ 0,2 ppm.

[00132] B HeKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs KpUCTauindeckas ¢opma B
coennuenust I (cBoGonHast popma) xapaxrepusyercs: -C ssSNMR-CIeKTpoM, 0 CyTH IOZOGHBIM
TaKOBOMY, IOKa3aHHOMY Ha (ur. 4.

[00133] B npyrom acrnekTe HaCTOSIIErO U300pETeHHsI MPEAYCMOTPEH CIIOCO0 MOTyHIeHHSI
kpuctaueckoit popmbl B coennaenus 1 (cBoOogHas popma), BKIFOUAIOLIHIA TepeMelInBaHNe
¢opmer D B Bume ruapara KajbLUEBOW CONM COeOUHEHUs 1 B JKUAKOCTH, UMHTHPYROIIEH
JKENYJOYHBIA COK TMOCJe MpHeMa MHIIH, HeHTPU(PYrHpOBaHUE MOJYYEHHON B3BECH, yOAJCHUE
JKUAKOCTU Y BBICYLIMBAHHE TBEPJOIO BELIECTBA HA BO3AYX€ C IMOJyYEHHEM KPUCTAJUINYECKOM
dbopmbl B coenunenus I (cBobonnast hopma).

Kpucranauueckas ¢gopma C coenunenus I (ceob6oanas dopma)

[00134] B HekOTOpBIX BapUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETCHHUH
npenycMmoTtpena kpucraumueckas ¢opma C coegunennst 1 (cBobonmnast ¢opma). Ha ¢pur. 5
NPEACTABJI€HAa PEHTICHOBCKAasi MOPOLIKOBas nudpakrorpaMma Kpuctaumdeckoit ¢opmer C
coennHenus I (cBoOonHas popma) mpu KOMHATHOH TeMmeparype.

[00135] B HekoTOpbIX BapMaHTax ocyluecTBieHus coeauneHue I (cobomHast dopma)
IpenCTaBisieT cOOOH MO CYyTH YHCTYIO Kpuctamimdeckyiro ¢opmy C. B HEKOTOpbIX BapuaHTax
ocywmectBieHust coenuHenue 1 (cBoOonmuas ¢opma) mpencraBiasier coOOH MO CyTH
Kkpuctajuimueckyro ¢opmy C. B HEKOTOPbIX BapuaHTaX OCYLIECTBICHUS] KPUCTAJITMYECKas
dopma C coenunenusi 1 (cBoOomHasi Gopma) XapakTepU3yeTcss PEHTTEHOBCKOW MOPOLIKOBOM
I PaKTOrpaMMOi, TIOJTy4YE€HHON C MOMOIIBIO aHAJIN3a OPOLIKOBON PEHTT€HOBCKOM Tu(ppakuun
C TIOMOMIBIO My4Ka nagaromero usnydenus Cu K.

[00136] B HekOTOpBIX BapHaHTax OCYLIECTBIEHHs Kpuctaumueckas ¢opma C
coenunenusi 1 (ceobomHast (opma) XapakTepu3yeTcss PEHTTeHOBCKOH  MOPOIIKOBOM
nudpakTorpaMMoii ¢ curHaiom npu 6,3 + 0,2 rpanyca yria nBa-terta. B HEKOTOPBIX BapHaHTax
ocymecTBieHnst  kpucrauimieckas ¢opma C  coemunHenms 1 (cBoOomHast  dopma)
XapaKTepU3yeTCsl PEHTTCeHOBCKOW MOPOINKOBOH nudpakTorpaMmoii ¢ curHajgamu mnpu 6,3 + 0,2
rpaayca yria asa-teta, 14,8 £ 0,2 rpagyca yria asa-tera u 20,4 + 0,2 rpanyca yria aBa-TeTa.

[00137] B HeKOTOpBIX BapHaHTax OCYLIECTBIEHHs Kpucraumueckas ¢opma C
coenunenusi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTTCHOBCKOH  TMOPOLIKOBOM
nudpakrorpamMmoii ¢ (a) curnanamu npu 6,3 + 0,2 rpagyca yria nsa-tera, 14,8 £ 0,2 rpaayca
yrima asa-tera u 20,4 £ 0,2 rpagyca yria nsa-tera u (b) omHuM unm Oojiee CHrHAJIaMH,
BbIOpanHbIMU U3 15,5 + 0,2 rpanyca yrna asa-teta, 18,5 + 0,2 rpagyca yria nsa-tera, 19,2 + 0,2
rpaayca yria asa-tera, 20,1 + 0,2 rpanyca yrna nsa-tera, 23,8 £ 0,2 rpaayca yria aABa-TeTa U
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26,4 + 0,2 rpagyca yrya asa-tera. B HEKOTOPBIX BApUAHTAX OCYLIECTBJIEHUS KPUCTAINYECKas
dopma C coemmnenust 1 (cBoOonmHast Gopma) XapakTepu3yercss PEHTTEHOBCKOW MOPOLIKOBOM
nudpakrorpamMmmoii ¢ (a) curHanom npu 6,3 + 0,2 rpagyca yria nsa-tera, 14,8 + 0,2 rpanyca
yria asa-teta u 20,4 + 0,2 rpagyca yria nsa-tera u (b) nByms, Tpems, 4eTbIpbMs, MATHIO WU
IIECThIO CUTHANaMH, BbIOpaHHbIMU U3 15,5 £ 0,2 rpanyca yria nea-tera, 18,5 + 0,2 rpagyca
yrna asa-teta, 19,2 £ 0,2 rpaayca yria asa-tera, 20,1 + 0,2 rpanyca yria asa-tera, 23,8 + 0,2
rpagyca yriaa asa-tera u 26,4 + 0,2 rpagyca yria asa-Teta. B HEKOTOpBIX BapHaHTax
ocywectBieHust  kpucrauimdeckas ¢opma C  coemunenms 1 (cBoOomHast  dopma)
XapaKTePU3yeTCss PEHTTEHOBCKOM MOPOLIKOBON AU(PaKTOrpaMMOl ¢ curHajgamu npu 6,3 + 0,2
rpaayca yria asa-teta, 14,8 £ 0,2 rpaayca yria asa-tera, 15,5 = 0,2 rpagyca yria aBa-Tera,
18,5 + 0,2 rpanyca yrna nBa-teta, 19,2 £ 0,2 rpaagyca yrna asa-tera, 20,1 = 0,2 rpagyca yria
nBa-tera, 20,4 £ 0,2 rpaayca yria nBa-teta, 23,8 + 0,2 rpanyca yria asa-tera u 26,4 = 0,2
rpaayca yria aBa-TeTa.

[00138] B HeKOTOpBIX BapHaHTax OCYLIECTBIEHHs KpHucraumueckas ¢opma C
coenunenusi 1 (ceobomHast ¢Qopma) xapakTepu3yeTcss PEHTTCHOBCKOH  MOPOIIKOBOM
nu(paKTOrpaMMOH, IO CyTH MOAOOHON TaKOBOMH, MOKa3aHHOU Ha (wur. S.

[00139] B npyrom acrniekTe HACTOSIIETO U300pETEHHs MPEAYCMOTPEH CIIOCO0 TOMYIEeHHSI
kpuctamnueckoit popmel C coenmaenus 1 (cBoOogHas popma), BKIFOUAIOLINHA TepeMEeINBaHNE
dopmer A coenunenus 1 (cBobonnas ¢opma) B cmecu mszonpornmiosbiii ciupt (IPA)/H,O npu
25°C ¢ nonyuennem kpucraundeckoit popmbl C coequnenus 1 (ceobomHast popma).

Kpucranaudeckas ¢gopma D coennnenns I (cBoboanas ¢opma)

[00140] B HekOTOpBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETEeHUH
npeaycMoTpeHa kpucramanueckass opma D coeaunenus I (cBobonnas ¢opma). Ha ¢ur. 47
IPEe/ICTaBJIeHa PEHTIeHOBCKas MOPOIIKOBas audpakTorpaMma Kpucraminueckoit ¢opmber D
coenuHenus 1 (cBoboxHas popma) npu KOMHATHOI TemIepaType.

[00141] B HekoTOpbIX BapWaHTax ocyluecTBieHusi coeaunenue I (cobomHast dopma)
npeAcTaBisieT co00i MO CyTH YUCTYIO KpUCTAUTMYecKyro Gopmy D. B HEKOTOpBIX BapuaHTax
ocymiectBiieHus: coenuHenne 1 (cBoOomHasi Qopma) mpencraBiasier CcoOOH MO CyTH
Kpuctajnueckytro ¢gopmy D. B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHS KpPUCTAJUTMYECKAsS
dopma D coenmnenus 1 (cBobomnass gopma) XapakTepusyercss peHTTEHOBCKOH MOPOLIKOBON
I PaKTOrpaMMOi, TIOTYYE€HHON C MOMOIIBIO aHAIN3a TOPOLIKOBOH PEHTTEHOBCKOM U pakunn
C TIOMOIIBIO My4Ka nagaromero usnydenus Cu K.

[00142] B HeKOTOpBIX BapUaHTAaX OCYLIECTBJICHUS KpucTaymyeckas ¢opma D
coenunenusi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTITEHOBCKOW  MOPOIIKOBOH
mudpakTorpaMmMoii ¢ cursanom npu 3,7 + 0,2 rpanyca yria aBa-teta. B HEKOTOPBIX BapHaHTax
OCYIIECTBIIEHHUsT ~ Kpucrtajuimyeckas ¢opma D  coemmaenuss 1 (cBoOonmnas  ¢opma)
XapaKTEePU3yeTCsl PEHTTEHOBCKOH MOPOMIKOBOH IudpakTorpaMMmoil ¢ curnaiom npu 7,4 £ 0,2
rpajgyca yria /Ba-Tera. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHHs KpuUcTaymyeckas ¢opma D
coennaenust 1 (ceobomnas ¢Qopma) xapakTepusyercs PEHTTEHOBCKOH  MOPOLIKOBOM

audpakTorpaMmMoii ¢ cursanom npu 12,2 + 0,2 rpanyca yria nBa-Teta. B HEKOTOPBIX BapUaHTax
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OCYIIECTBIIEHHUsI ~ Kpuctajuinyeckas ¢opma D  coemmaenuss 1 (cBoOonmnas  ¢opma)
XapaKTePU3yeTCsl PEHTTE€HOBCKOHW MOPOLIKOBOH aAnu(pakTorpamMmoii ¢ curaaigamu npu 3,7 + 0,2
rpaayca yria asa-tetra, 7,4 + 0,2 rpaayca yrna asa-tera u 12,2 + 0,2 rpaayca yria asa-tera. B
HEKOTOPBIX BapUaHTax OCYLIECTBIIEHHUs Kpuctaymdeckas Gopma D coenunenus I (cBobonnas
dopma) XapakTepu3yeTcss PEHTIT€HOBCKON IMOPOLIKOBON AMPPaKTOrpaMMON C CHTHAaJaMH IIpH
3,7 £ 0,2 rpaayca yrna asa-tera, 7,4 £ 0,2 rpanyca yria nsa-tera u 17,3 + 0,2 rpangyca yria
nBa-TeTa. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHHs Kpucrammdeckas ¢opma D coenunenus I
(cBoOomHast (opma) XxapakTepu3yeTCss PEHTICHOBCKOH MOPOIIKOBOM audpakTorpaMmoin ¢
curHanamu npu 3,7 = 0,2 rpanyca yria nBa-tera, 7,4 £ 0,2 rpagyca yria asa-tera, 12,2 £ 0,2
rpaayca yria asa-tera u 17,3 +£ 0,2 rpagyca yria asa-tera.

[00143] B HeKOTOpBIX BapUaHTAaX OCYLIECTBJICHUS KpucTaymmmyeckas ¢opma D
coenunenusi 1 (ceobomHast (Gopma) XapakTepu3yeTcss PEHTTeHOBCKOH  MOPOILIKOBOM
nudpakrorpamMmmoii ¢ (a) cursanom npu 3,7 + 0,2 rpangyca yria asa-teta, 7,4 £ 0,2 rpagyca yria
nBa-tera w/wimu 12,2 + 0,2 rpagyca yria asa-tera (T. €., JIOObIM OJHHUM, JIFOOBIMH JIBYMS WJIH
BCEMH TpeMs u3 3Toi rpymnmsl) U (b) curHanom npu 7,3 + 0,2 rpagyca yrna asa-tera, 17,3 £ 0,2
rpanyca yrima asa-tera w/wim 10,4 £ 0,2 rpagyca yria aBa-TeTa. B HEKOTOpBIX BapHaHTax
OCyIIECTBIEHHUsT ~ Kpucrtajuimdeckas ¢opma D coemmaenuss 1 (cBoOonmnas  ¢opma)
XapaKTePU3yeTCs PEHTTC€HOBCKOH NMOPOIIKOBOI nudpakrorpamMmoii ¢ (a) cursanom mpu 3,7 £ 0,2
rpaayca yria asa-tera, 7,4 + 0,2 rpanyca yria asa-tera w/wm 12,2 + 0,2 rpagyca yria qBa-Tera
u (b) curnanom mipu 17,3 + 0,2 rpagyca yria asa-teta w/wim 10,4 + 0,2 rpanyca yria aBa-TeTa.
B HekoTOpBIX BapHaHTax OCyLIeCTBIeHUs Kpucraundeckas ¢popma D coenunenus I (cBobonnas
dbopma) xapakTepu3yercss PeHTTeHOBCKOH MOPOLIKOBOHN audpakTorpamMmoii ¢ CUTHaJaMU IIPH
3,7+ 0,2 rpanyca yrina nBa-tera, 7,4 £ 0,2 rpanyca yrna nBa-tera, 12,2 + 0,2 rpagyca yria asa-
teta, 17,3 + 0,2 rpagyca yria asa-tera u 10,4 = 0,2 rpaayca yrnia asa-Tera.

[00144] B HexoTOpBIX BapHAaHTaX OCYIIECTBJICHUs KpHCTauMdeckas ¢opma D
coenunenusi 1 (cBobomHast (Qopma) XapakTepu3yeTcsi PEHTIE€HOBCKOW  MOPOLIKOBOM
I paKTOrpaMMOH, MO CyTH MOAOOHOM TaKOBOH, MOKa3aHHOH Ha ¢ur. 47.

[00145] B HekOTOpBIX BapuUaHTAaX OCYLIECTBJICHUS KpucTammyeckas ¢opma D
coennuenust I (cBoGonuas popma) xapaxrepusyercs: ~C ssNMR-criekTpoM ¢ aByms win Gosee
nmuKaMu, BeiOpaHHbIMU 13 164,6 = 0,2 ppm, 149,6 £ 0,2 ppm, 135,7 + 0,2 ppm, 38,9 = 0,2 ppm,
27,6 £ 0,2 ppm u 15,7 £ 0,2 ppm. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIECHUS] KPUCTAJINYECKAs
dopma D coennnenust I (cBoGonuast popma) xapakrepusyercs C ssNMR-criekTpoM ¢ Tpewmst
win OoJyiee mukamu, BeIOpaHHbIMU U3 164,6 + 0,2 ppm, 149,6 + 0,2 ppm, 135,7 £ 0,2 ppm, 113,6
+ 0,2 ppm, 38,9 £ 0,2 ppm, 27,6 £ 0,2 ppm u 15,7 = 0,2 ppm. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHUsT ~ Kpucrtajuimieckas ¢opma D  coemmaenuss 1 (cBoOonmnas  ¢opma)
XapaKTepU3yeTcst Be sSNMR-criekTpoM ¢ "eTbIpbMsi HiH OoJiee MMKaMHu, BEIOpaHHBIMU U3 164,06
+ 0,2 ppm, 149,6 £ 0,2 ppm, 135,7 £ 0,2 ppm, 113,6 = 0,2 ppm, 38,9 = 0,2 ppm, 27,6 £ 0,2 ppm
u 15,7 £ 0,2 ppm. B HekoTOprIX BapuaHTax OCYIIECTBIEHHs Kpucrajuindeckas ¢opma D

13
coenunenus 1 (ceobonnast popma) xapakrepuzyercss ~C ssNMR-CieKTpoM ¢ MATBIO, MECTHIO,
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CEMbIO HJIH BOCEMBIO MTHUKaMU, BbIOpaHHbIMU U3 164,6 £ 0,2 ppm, 149,6 £ 0,2 ppm, 135,7 = 0,2
ppm, 113,6 £ 0,2 ppm, 38,9 + 0,2 ppm, 27,6 £ 0,2 ppm u 15,7 = 0,2 ppm.

[00146] B HekOTOpBIX BapuUaHTAax OCYLIECTBJIECHUS Kpucramamyeckas ¢opma D
coenunenns I (cBoGonuas hopma) xapakrepusyercs: "C ssNMR-CIeKTpoM, 110 CyTH TOXOGHBIM
TaKOBOMY, IIOKa3aHHOMY Ha (pur. 48.

[00147] B npyrom acnekTe HaCcTOSILIEro H300peTeHHs MPEIyCMOTPEH CIIOCO0 MONTyYeHHsI
kpuctajuimueckorn popmel D coenunenust 1 (cBobomHast dopma), BKiIOHaOmMMNA 100aBlIeHNE
nponaHosa K coequHenuro 1 (cBoOomHOM (opMe), KOHLEHTPUPOBAHHE CMECh MPU MOHUKEHHOM
JaBJIEHUU U TIOBTOPEHUE MPOLIEAYPBI C MPUMEHEHUEM TOIYOJIa.

dopma A B BHIe riipaTta KAaJbLHEeBOH COJIH coequHenus 1

[00148] B HekOTOpBIX BapuUaHTaX OCYLIECTBJICEHUS B HACTOSINEM H300pETEHUU
NPeAyCMOTPEHa KpHUcTauinueckas GopMa A B BHIE TUApaTa KajbLUEBOH coiu coexuHeHus L.
Ha ¢ur. 6 npexncraBieHa peHTTeHOBCKas MOPOIIKOBas nudpakrorpamma Gopmsl A B BHIE
ruzpara KajabLueBoi conu coenquHeHus I mpu KOMHaTHOMN TemrepaType.

[00149] B HexoTOpBIX BapHaHTax OCYLIECTBIEHHs (popMa A B BUAE rHIpaTa KaJbIIHEBOM
conu coenuHeHus 1 sBiseTcs Mo CyTH YUCTO KpUCTa/IMdeckoi. B HEKOTOphIX BapuaHTax
OCYIIECTBIIEHHs] THAPAT KaJbLMEBOW CONMM coenuHeHus 1 mpencraenser coOoil Mo CyTu
KpUcTamueckyro ¢Gopmy A. B HekoTOpbhIX BapmaHTax ocyliecTBieHuss (popma A B Bune
ruipata KalbLiueBOll conmu coenuHeHus | xapakrtepusyercsi pEeHTI€HOBCKON MOPOLIKOBOM
I PaKTOrpaMMOi, TIOJTy4YE€HHON C MOMOIIBIO aHAJIN3a MOPOLIKOBON PEHTTEHOBCKOM nudpakunuu
C TIOMOIIBIO NyuKa nagarouiero usiaydenus Cu K.

[00150] B HexoTOpBIX BapHaHTax OCyLIeCTBIEHHs (popmMa A B Buae ruzpara KajabLHeBOM
comu coequHeHuss 1 XapakTepu3yercsi pPEHTT€HOBCKOH IOPOIIKOBOM AU(PPAKTOrpaMMoi ¢
curHanamu nipu 4,2 + 0,2 rpaayca yrua nsa-tera, 18,0 £ 0,2 rpanyca yrna nsa-tera u 19,7 + 0,2
rpagyca yria aBa-TeTa. B HEKOTOpBIX BapuaHTax OCYIIECTBJIeHHs ¢opma A B BHUAE rMapara
KambplUeBOM conu  coenuHeHHs: 1 xapakrepusyercss  PEHTT€HOBCKOM  MOPOIIKOBOH
mudpakrorpamMmmoii ¢ curHanamu npu (a) 4,2 + 0,2 rpanyca yria asa-teta, 18,0 = 0,2 rpagyca
yria nBa-tera u 19,7 + 0,2 rpagyca yria nsa-tera u (b) curnanom npu 10,5 + 0,2 rpaayca yria
nBa-tera w/wim 10,6 + 0,2 rpaayca yria aBa-Tera.

[00151] B HexkoTOpBIX BapHaHTax OCYLIECTBIEHHs (popma A B BUE rHIpaTa KaJIbLIUEBOM
conu coenuHeHHs 1 XxapakTepu3yeTcst peHTTeHOBCKOH MOPOIIKOBOH 1N PaKTOrpaMMOii, 1O CyTH
no00HOH TaKOBOM, MOKa3aHHOMW Ha ¢mwur. 6.

[00152] B HexkoTOpBIX BapHaHTax OCYLIECTBIEHHs (opMa A B BUAE ruIpaTa KaJbLIHEBOM
conu coeauHenust I xapakrepusyercs Be ssNMR-cnekrpom ¢ nukom npu 17,0 = 0,2 ppm nunun
7,8 £ 0,2 ppm. B HEKOTOPBIX BapHaHTaxX OCylLIeCTBICHHU popmMa A B BHIE rHIpaTa KaJbIIHEBOM
conu coequHenus I xapakrepusyercs Be ssSNMR-cnektpom ¢ nukamu nipu 17,0 £ 0,2 ppm u 7,8
+ 0,2 ppm. B HeKOTOpBIX BapHaHTax OCyIIECTBIEHUs (opmMa A B BHUAE T'MIpaTa KaJbLUEBON
conu coemunenns I xapakrepusyercst °C ssNMR-cIiekTpoM ¢ (a) MHKaMH IPH OHOM HIH MPH
oboux m3 17,0 £ 0,2 ppm u 7,8 = 0,2 ppm u (b) ogaumM unm Gojee NMUKaMH, BHIOPAHHBIMH M3
178,3 +£ 0,2 ppm, 136,8 = 0,2 ppm, 93,6 + 0,2 ppm u 26,4 = 0,2 ppm.
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[00153] B HEexkoTOpBIX BapHaHTax OCyLIECTBIEHHs (popmMa A B BUAE ruipara KajJblHEBO
conu coemunenns I xapakrepusyercst °C ssNMR-ciekTpoM ¢ (a) MHKAMH IPH OJHOM HJIH MPH
oboux u3 17,0 £ 0,2 ppm u 7,8 £ 0,2 ppm u (b) nByms winu Oosee MUKaMH, BHIOPAHHBIMU U3
178,3 £ 0,2 ppm, 136,8 + 0,2 ppm, 93,6 = 0,2 ppm u 26,4 = 0,2 ppm. B HEKOTOpPBIX BapuaHTax
ocymecTsienns GopMa A B BHIe IHIpATA KanbLueBoii comu coemnuenus I xapakrepusyercs °C
ssNMR-cniektpom ¢ (a) mukamu npu OAHOM Wik ripu oboux u3 17,0 £ 0,2 ppm u 7,8 + 0,2 ppm u
(b) Tpems wnu Gonee mukamu, BeiOpaHHbIME U3 1783 + 0,2 ppm, 136,8 + 0,2 ppm, 93,6 + 0,2
ppm u 26,4 £ 0,2 ppm. B HEKOTOpBIX BapuaHTaxX OCyLIeCTBIeHHs ¢opma A B BHUIE THIpaTa
KaJIbLIEeBON conu coennHenus I xapakrepusyercs Be ssSNMR-cnexkrpom ¢ nukamu npu 178,3 +
0,2 ppm, 136,8 + 0,2 ppm, 93,6 = 0,2 ppm, 26,4 £ 0,2 ppm, 17,0 £ 0,2 ppm u 7,8 £ 0,2 ppm.

[00154] B HEeKOTOpBIX BapHaHTaxX OCYLIECTBIEHUs popmMa A B BUZE rHIpaTa KaJbIIHEBOM
conu coenuHeHus 1 xapakrepusyercs Be sSNMR-criekTpoM, 1o CyTH MOTOOHBIM TaKOBOMY,
MOKa3aHHOMY Ha ¢ur. 7.

[00155] B HekoTOpBIX BapHaHTax OCymecTBIeHHs popma A B BUIe TUApPATa KAJTbLUEBOM
comu coeaumHeHuss 1 xapakTepusyercs MOHOKJIMWHHONH  KPUCTAJUIMYECKOW  CHUCTEMOH,
npocTpaHcTBeHHOM rpynmo C2 M clenyroliuMMH [apaMeTpaMu 3JIEeMEHTapHON sdelku,
u3mepenHbiMu Tipu 100 K Ha nudpakromerpe Bruker, ocHameHHOM ncTOYHUKOM u3nnyueHust Cu
K, (A=1,5478 A) u nerextopom CCD.

a 11,13+ 0,01 A a 90°
b 13,77+ 0,01 A B 101,93 £ 0,01°
c 2221+0,01 A v 90°

[00156] B HexoTOpbIX BapHaHTax OCyLIeCTBIEHHs (opmMa A B Buze ruzpara KajabLHeBO
conu coeauHeHuss 1 xapakrepusyercss MOHOKJIMHHOM  KPUCTAJNIMYECKOH  CHUCTEMOM,
npoctpaHcTBeHHON rpynmnoit C2 M creayrollMMU IapaMeTpamMH 3JIEMEHTapHOW  stuelKw,
usMepenHbiMu nipu 298 K Ha nudpakromerpe Bruker, ocHameHHOM UCTOYHUKOM u3inyuenust Cu
K, (A=1,5478 A) u nerextopom CCD.

a 11,19+ 0,01 A a 90°
b 13,88 £ 0,01 A B 101,48 +0,01°
c 2241+0,01 A v 90°

[00157] B npyrom acrnekTe HACTOSIIETO U300pPETeHHsI PEAYCMOTPEH CIIOCO0 MOTyHIeHHSI
¢dbopmbI A B BuJie TUApATa KAJIbLUEBOH CONU coenuHenus I, BKIToUaronuii 3arpy3ky K ¢popme A
coenunenus 1 (ceobonnas popma) u Ca(OMe), IPA/H,O npu 70°C ¢ nonyyenuem Gopmsl A B
BUJIE TUAPATA KaJIbIIHEBOU CONU coenrHerus 1.

dopma B B Buae ruapara KaabuHeBou coau coequHenus 1

[00158] B HeKOTOpHIX BapHaHTaX OCYINECTBJIIEHHUS B HACTOALIEM H300pPETEHUH
npeaycMOTpeHa Kpucraminueckas ¢opma B B Buzme ruzmpara kaimbimeBoil conmu coenuHerus 1.
Ha ¢ur. 8 npencrasiena peHTreHoBCKasi mopourkosast auppakrorpamma ¢opmel B B Buze

rujipaTa KaJbLMeBOU conu coeanHeHus I mpu kOMHaTHOM Temneparype.
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[00159] B mexoTOpbIX BapuaHTax ocyluecTieHus: ¢opma B B Buae runpara KaabLHeBOi
conu coenuHeHus 1 sBisercs Mo CyTH YMCTO KPUCTANIMYEeCKOW. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHs] THAPAT KaJbLIMEBOW coju coenuHeHus 1 mpencraenser coOoil 1o cCyTu
Kpuctamnnueckyro ¢opmy B. B HekoToprix BapuaHTax ocyuiectBieHus ¢popma B B Buze
ruapata KaJbLUeBOH conu coenuHeHus 1 xapakrepusyercsi pEeHTI€HOBCKON MOPOLIKOBOM
audpakTorpaMMoi, MoJy4eHHOH ¢ IOMOIIBIO aHAIN3a IIOPOLIKOBOI PEHTI€HOBCKON TU(PaKLIH
C TMOMOMIBIO ITy4Ka najaromero usnaydenus Cu K.

[00160] B HexoTOpBIX BapHaHTax OcyluecTBieHus ¢popma B B Buae runpara KajabLlHEBOI
comu coemuHeHusi 1 XapakTepu3yercsi pPEHTT€HOBCKOH MOPOINKOBOH AudpakTorpaMmoin C
curHanamu npu 13,1 £ 0,2 rpanyca yrna nBa-tera, 14,6 £ 0,2 rpagyca yrna asa-trera u 17,7 £ 0,2
rpajyca yria aBa-TeTa. B HEKOTOpBIX BapHaHTaxX OCyIlecTBieHus ¢opma B B Buzme rumpara
KanplueBOl coimu  coequHeHuss 1 xapakTepusyercss  pPEHTT€HOBCKOM  MOPOLIKOBOM
nudpakrorpamMmoii ¢ curHanamu npu 12,2 + 0,2 rpagyca yrna asa-teta, 13,1 £ 0,2 rpagyca yria
nBea-Tera, 14,6 £ 0,2 rpaayca yrna asa-tera u 17,7 = 0,2 rpagyca yria asa-teta. B HeKOTOpBIX
BapHaHTax ocymiecTBieHuss Gopma B B Buae ruapara KamblueBOH comu coenawHeHus I
XapaKTePU3yeTCsl PEHTTEHOBCKOH MOPOLIKOBOH Mu(ppakTorpaMmoii ¢ (a) curHamamu npu 12,2 +
0,2 rpanyca yria asa-tera, 13,1 = 0,2 rpaagyca yrna asa-tera, 14,6 = 0,2 rpaayca yria aBa-Tera
u 17,7 £ 0,2 rpanyca yrna asa-teta u (b) onHuM miu O6onee CUrHanamu, BeIOpaHHBIME 13 16,2 +
0,2 rpanyca yrua nsa-teta, 20,4 + 0,2 rpagyca yria asa-tera u 21,3 £ 0,2 rpanyca yria asa-
TeTa.

[00161] B HexoTOpbIX BapuaHTax ocyluecTBieHus ¢popma B B Buae runpara KaabLueBoOil
comu coeauHeHus: 1 xapakrepusyercs peHTTeHOBCKOI MOpOLIKOBOH audpakTorpammoi ¢ (a)
cur"anamu npu 12,2 + 0,2 rpagyca yria asa-tera, 13,1 + 0,2 rpaayca yrna asa-tera, 14,6 = 0,2
rpanyca yria asa-teta u 17,7 = 0,2 rpagyca yria asa-teta u (b) omHMM, OBYMS, TpeMs HIIU
YeThIPbMsI CHTHAJIaMH, BbIOpaHHbIMU U3 16,2 + 0,2 rpanyca yria nsa-tera, 18,1 + 0,2 rpanyca
yria nBa-tera, 20,4 + 0,2 rpamyca yrma nBa-tera u 21,3 £ 0,2 rpaayca yria nBa-tera. B
HEKOTOPBIX BapUaHTaX OCyLIeCTBJIEeHUs (popma B B BUae runpara KajabLIUEBOW COJIU COETUHEHHSI
I xapakTepusyercsi peHTT€HOBCKOW MOPOINKOBOW MU(PPAKTOrPaMMOI ¢ CHrHaiaMu mpu 12,2 +
0,2 rpanyca yrna asa-teta, 14,6 £ 0,2 rpaayca yria asa-tera, 16,2 £ 0,2 rpagyca yria aBa-TeTa,
17,7 £ 0,2 rpanyca yrua nBa-teta, 18,1 £ 0,2 rpaagyca yrna asa-tera, 20,4 = 0,2 rpagyca yria
nBa-tera u 21,3 £ 0,2 rpaayca yria nBa-Tera.

[00162] B HexkoTOpBIX BapHaHTax ocyluecTBieHus ¢popma B B Buae runpara KaabLHeBOI
conu coenuHeHHs 1 XxapakTepu3yeTcst peHTT€HOBCKOH MOPOIIKOBOH AN PaKTOrpaMMOii, 1O CyTH
no00HOH TaKOBOM, MMOKa3aHHOMW Ha ¢mwur. 8.

[00163] B HexoTOpBIX BapHaHTax ocyluecTBieHus ¢opma B B Buae runpara KaabLHeBOi
comu coemmuenus I xapaxrepmsyercs C-CIIEKTpOM TBEPAODA3HOTO SIEPHOTO MATHHTHOTO
pesonanca (°C ssNMR) ¢ koM mpu 119,6 + 0,2 ppm u/mm 48,7 + 0,2 ppm. B HekoTopbIx
BapUaHTax ocymiecTBieHus (gopma B B Buae ruapara KampnueBoil coim coenawHeHus I
XapakTepu3yeTcs 13C-CHeKTpOM TBepAO(}ha3HOTO SIIEPHOr0 MATHUTHOTO PE30HAHCA (13C ssNMR)
¢ (a) muxkom mpu 119,6 = 0,2 ppm wunu 48,7 = 0,2 ppm u (b) onHuM wmnu Oonee MUKamy,
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BbIOpaHHbIMU U3 164,7 + 0,2 ppm, 148,9 £ 0,2 ppm, 114,3 £ 0,2 ppm, 97,7 £ 0,2 ppm u 25,9+
0,2 ppm. B HekoTOpBIX BapHaHTax ocyluiecTBieHus Gopma B B BUIe rumpara KaablHEeBOH COH
coemmuennss I xapakrepusyercss ' C-CIEKTPOM TBEPAODA3HOTO SIEPHOTO MATHHTHOTO
pesonanca (°C ssNMR) ¢ (a) muxom mpu 119,6 + 0,2 ppm u/mmm 48,7 £ 0,2 ppm u (b) aByM™s
wiu OoJiee muKaMu, BbIOpaHHbIMU U3 164,7 + 0,2 ppm, 148,9 + 0,2 ppm, 114,3 = 0,2 ppm, 97,7 +
0,2 ppm u 25,9+ 0,2 ppm. B HexoTOpbIX BapuaHTax ocyuectsieHust ¢opma B B Bune ruapara
KaJblMeBON comu coenuHeHus I xapakrepusyercs 13C—crIeKTpOM TBepAO(A3HOTO SIIEPHOTO
MaruTHOTO pesonanca (C ssNMR) ¢ (a) koM mpu 119,6 + 0,2 ppm w/unu 48,7 + 0,2 ppm u
(b) Tpemst unu Gonee mukamu, BeIOpaHHbIME U3 164,7 + 0,2 ppm, 148,9 + 0,2 ppm, 114,3 £ 0,2
ppm, 97,7 £ 0,2 ppm u 25,9+ 0,2 ppm. B HexoTopbIX BapuaHTax ocyuectBieHus Gopma B B
BHJIE THAPATA KAJBLHEBOH COMH coenuHenns I xapakrepusyercst - C-CrieKTpoM TBepaohasHOro
SIIEPHOTO MAarHUTHOI'O PE30HAHCA (13C ssNMR) ¢ nukamu npu 119,6 £ 0,2 ppm, 48,7 + 0,2
ppm,164,7 + 0,2 ppm, 148,9 +£ 0,2 ppm, 114,3 £ 0,2 ppm, 97,7 £ 0,2 ppm u 25,9+ 0,2 ppm. B
HEKOTOPBIX BapUaHTaX OCyLIeCTBJIEeHUs ¢popma B B Buae rumpara KaabLUEBOH COJU COETUHEHHS
I xapakrepusyercst C-CIeKTpOM TBepao(asHOro SIEpHOr0 MArHHTHOrO pesoHanca (-C
ssSNMR) ¢ (a) ogauMm miu Oosniee muKamu, BbIOpaHHbIMH U3 175,8 £ 0,2 ppm, 119,6 + 0,2 ppm,
48,7+ 0,2 ppm, 24,4 £ 0,2 ppm u 22,5 £ 0,2 ppm u (b) nuxkamu npu 164,7 £ 0,2 ppm, 148,9 +
0,2 ppm, 114,3 £ 0,2 ppm, 97,7 = 0,2 ppm u 25,9+ 0,2 ppm

[00164] B HexoTOpBIX BapHaHTax ocyluecTBieHus ¢opma B B Bune runpara KaabLHeBOi
conu coenuHenus 1 xapakrepusyercs Be ssSNMR-criekTpoM, 1o CyTH NMOIOOHBIM TaKOBOMY,
MOKa3aHHOMY Ha ¢ur. 9.

[00165] B HekOTOpBIX BapUaHTaX OCYILIECTBIEHHS M30MOpP(HBIE COJbBATBHI,
COJIBBAT/TUAPAT U TUAPAT XapakTepusyroTcs Takoi ke XRPD-audpaxrorpammoii, kak ¢popma B
B BHJE I'HIpaTa KajbLUeBOll comu coexamHeHus I. PacTBopurenn MOryT mpenctaBisTh coOOM
MeOH, EtOH, IPA w/unu Bony.

[00166] B HekoTOpBIX BapuaHTax ocyliecTBieHus Gpopma B B Bume runmpara/cosbBara C
MeOH kanbiuesoii conu coenunenus: I xapakrepusyercs Be ssSNMR-cnekTpom ¢ MUKOM NpHU
32,9 £ 0,2 ppm wwnum 23,3 + 0,2 ppm. B HeKoTOpBIX BapHaHTax OCylIecTBieHUs ¢popma B B
Buze ruapara/conbata ¢ MeOH kanbuueBoii comu coequnenus I xapakrepusyercs B¢ ssNMR-
cnekTpoM ¢ (a) mukoMm mipu 32,9 + 0,2 ppm w/mmm 23,3 + 0,2 ppm u (b) onHum wmiu Oonee
nuKaMu, BeIOpaHHbiMU U3 176,1 + 0,2 ppm, 164,7 £ 0,2 ppm, 148,9 = 0,2 ppm, 49,3 £ 0,2 ppm u
25,9 + 0,2 ppm. B HekoTOpbIX BapuaHTax ocymectsierus Gpopma B B Bune ruapara/conbpara ¢
MeOH kanbimesoii comn coenunenns I xapakrepusyercs ~C ssNMR-ciekTpoM ¢ (a) mHKOM
npu 32,9+ 0,2 ppm u 23,3 + 0,2 ppm u (b) omHuM nnu Oonee nmukamu, BbIOpaHHbIMU U3 176,1 +
0,2 ppm, 164,7 = 0,2 ppm, 148,9 + 0,2 ppm, 49,3 + 0,2 ppm u 25,9 + 0,2 ppm. B HexoTOpBIX
BapuaHTax ocymecTBieHuss popma B B Bume ruppara/combBata ¢ MeOH kanprmeBoil conu
coenuHenus I xapaxrepusyercs Be sSNMR-cnekrpom ¢ nukamu npu 32,9 = 0,2 ppm 23,3 £ 0,2
ppm, 176,1 + 0,2 ppm, 164,7 = 0,2 ppm, 148,9 + 0,2 ppm, 49,3 £ 0,2 ppm u 25,9 + 0,2 ppm.
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[00167] B mexoTOpBIX BapuaHTax ocyliecTBieHus gopma B B Bune runmpara/conpsara ¢
MeOH xanbuueBoii conu coenuHeHus I xapaxrtepusyercs Be ssNMR-cnektpom, 1no cyTtu
no700HBIM TAKOBOMY, NTOKa3aHHOMY Ha ¢ur. 10.

[00168] B mexkoTopbIx BapuaHTax ocyuiectsiieHus: popma B B Bune rumgpara/conbpara ¢
MeOH xanbuueBoit comu coenuHeHus I xapakTtepusyercs MOHOKIMHHOW KpPUCTAJJINYECKON
CHUCTEMON, NPOCTPAaHCTBEHHOW rpynmnoi P2; u cregyromuMu napaMeTpamu 3JI€MEHTapHOU
sqelikyu, msmepeHHeiMu npu 100 K nHa nudpaxromerpe Bruker, ocHalmeHHOM HCTOYHHKOM
uznygenns Cu K, (A=1,5478 A) u nerexropom CCD.

a 18,52+ 0,01 A a 90°
b 13,01 £0,01 A B 106,87 + 0,01°
c 31,22+ 0,01 A v 90°

[00169] B npyrom acrnekTe HaCTOSIIETO U300pPETeHHsI PEAYCMOTPEH CIIOCO0 MOTyHIeHHSI
¢dbopmbl B B BuAe runmpara KaublUEBOW COJNM COeNMHEHUs I, BKIFOYAOIIMIA CyCHEHAUPOBAHUE
KanpiueBoil comu u coegmHeHue 1 B cmecm EtOH/Boma. B HekoTopbIx BapuaHTax
OCYIECTBIIEHHSI B HACTOSIIEM H300pETEHIH PEAYCMOTpPEH crocold monyueHust popmel B B Buze
rugpata/conbara ¢ MeOH kanbuueBoli conmu coeannenus 1, Bxmouaromuii nodasnenne MeOH
K (hopme B B BHIe rumparTa KamblUeBOUH conu U coenuHeHwst 1.

dopma C B BUAE rHAPATA KAJILIHEBOH COJIH coeqnHenus |

[00170] B HekOoTOpBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETCHUH
npeaycMoTpeHa kpucramuindeckas ¢opma C B BHAe ruppara KajnblMeBoil conu coequHenus 1.
Ha ¢ur. 11 npencrasieHa peHTreHOBCKas mopouikosas audpakrorpamma popmer C B BHIE
rujpara KaJbLUeBOH conu coenuHenus I mpu KOMHaTHOMN TemrepaType.

[00171] B nexoTopbIx BapuaHTax ocyiuectsieHus popma C B Buae ruzpara KajabLHeBOM
conu coenuHeHust I sBiseTCS MO CyTHM 4YUCTO KpUCTAUIMYecKoil. B HeKOTOphIX BapmaHTax
OCYLIECTBJIEHHsT THUAPAT KalblHEeBOH comu coequHeHus 1 mpexncraBmser coboit mo cytu
kpucranueckyto ¢opmy C. B HekoTopwix BapmaHTax ocyuiectsienus ¢gopma C B BuUze
rupaTa KaJbLHEBOW Ccojau coenuHeHUs: 1 xapakTepusyercs PEeHTIeHOBCKOH MOPOIIKOBOM
T PaKTOrpaMMOi, TIOJTYYE€HHON C MOMOIIBIO aHAJIN3a TOPOLIKOBOH PEHTTEHOBCKOH MU paKkuu
C TIOMOIIBIO MyuKa nazgarouiero usiaydenus Cu K.

[00172] B HexoToOpbIX BapuaHTax ocyiuectieHus ¢opma C B BUAe ruzpara KajJbLHEBOMI
comu coenuHeHHs1 1 XapakTepu3yercsi PEHTT€HOBCKOH IOPOINKOBOH AudpakTorpaMMmon c
curnanamu npu 10,3 £ 0,2 rpaayca yrna asa-tera, 15,8 = 0,2 rpagyca yria nsa-tera u 20,8 + 0,2
rpagyca yria aBa-Teta. B HEKOTOpBIX BapHaHTax ocyiuecTBieHus ¢opma C B BUme rumpara
KaJlpleBol coinu  coequHeHust 1 xapakrepusyercss  pPEHTTE€HOBCKOM  MOPOLIKOBOM
mudpakrorpammoii ¢ curaanamu npu 4,0 £ 0,2 rpanyca yrna asa-tera, 10,3 £ 0,2 rpaayca yria
nBa-tera, 15,8 = 0,2 rpagyca yria nsa-tera u 20,8 £ 0,2 rpanyca yria nsa-tera. B HEKOTOpBIX
BapuaHTax ocymecTtBieHuss ¢popma C B BuAe ruapata KajblMeBOH coiau coepanHeHus I
XapaKTepPU3yeTCss PEHTTEeHOBCKOH MOPOIIKOBON AudpakrorpamMmoii ¢ (a) curHanamu npu 4,0 +
0,2 rpanyca yrina asa-tera, 10,3 = 0,2 rpaayca yrna asa-tera, 15,8 = 0,2 rpagyca yrna nsa-tera

u 20,8 £+ 0,2 rpagyca yrna asa-teta u (b) onHuM wiu O6onee CUrHanamu, BelOpaHHbIME 13 13,3 +
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0,2 rpanyca yrna nsa-teta, 14,3 + 0,2 rpangyca yria asa-tera u 19,0 = 0,2 rpanyca yria asa-
Teta. B HekoTophIx BapmaHTax ocyuiectieHus Gopma C B Buae ruzppara KajbLHEBOH CONU
coenuHeHust 1 xapakrepusyercss PEHTI€HOBCKOW IOPOIIKOBOHM udpakTorpaMmMoi ¢ (a)
curnanamu nipu 4,0 = 0,2 rpaayca yrna asa-rera, 10,3 £ 0,2 rpaayca yria asa-tera, 15,8 + 0,2
rpanyca yria nasa-teta u 20,8 + 0,2 rpaayca yria nsa-tera u (b) nBymsi uiau Oojee CUrHATaMHU,
BbIOpanHbIMU U3 13,3 + 0,2 rpagyca yria asa-teta, 14,3 + 0,2 rpagyca yria asa-tera u 19,0 +
0,2 rpagyca yria nBa-tera. B HeKOTOpbIX BapuaHTax ocyuectBienus gopma C B Buae ruapara
KaJIbplUeBON conu  coenuHeHust 1 xapakrepusyercss  PEHTTEHOBCKOM  MOPOLIKOBOM
nudpakrorpammoii ¢ curaanamu npu 4,0 £ 0,2 rpanyca yria asa-teta, 10,3 £ 0,2 rpanyca yria
nBa-tera, 13,3 +£ 0,2 rpagyca yrna nBa-tera, 14,3 £ 0,2 rpaayca yrna nBa-tera, 15,8 + 0,2
rpaayca yria asa-teta, 19,0 £ 0,2 rpagyca yria asa-tera u 20,8 + 0,2 rpanyca yria nBa-TeTa.

[00173] B HexoTOpbIX BapuaHTax ocyiuectieHus ¢opma C B BUAe ruzpara KajJbLHEBOM
conu coenuHeHus 1 XxapakTepu3yeTcst pEHTT€HOBCKOH MOPOLIKOBOH AU(PAKTOrpaMMOH, TIO CYTH
no00HOH TaKOBOM, OKa3aHHOM Ha ¢wur. 11.

[00174] B mexoTopbIX BapuaHTax ocyiuectieHus ¢opma C B Buae ruzpara KajJbLHEBOMI
conu coenuHeHust I xapaxrepusyercs Be ssSNMR-criekTpoM ¢ OOHUM WM OoJjiee THKaMHU,
BbIOpaHHbIMU U3 1157 + 0,2 ppm, 65,9 = 0,2 ppm, 52,7 + 0,2 ppm u 21,4 = 0,2 ppm. B
HEKOTOPBIX BapuaHTax ocyiiecTsieHus ¢popma C B BUAE ruapaTa KajabLIUEBOW COJU COETUHEHHS
I xapakrepusyercst “C ssNMR-CIIEKTPOM ¢ IBYMsI M GOJlee THKAMH, BbIOpaHHbIME 13 115,7 +
0,2 ppm, 65,9 £ 0,2 ppm, 52,7 = 0,2 ppm u 21,4 = 0,2 ppm. B HEKOTOpBIX BapuaHTax
ocymectsinenns Gopma C B BUze rUapaTa KaublieBoii comn coemunenns I xapakrepusyercs C
ssNMR-cniekrpoMm ¢ Tpemst wiu Oojee nukamu, BelOpaHHbIMU U3 115,7 £ 0,2 ppm, 65,9 + 0,2
ppm, 52,7 £ 0,2 ppm u 21,4 £ 0,2 ppm. B HexkoTopbIx BapuaHTax ocyuectsiaeHus ¢popma C B
BUJE TUapaTa KaJbLMeBOH comu coenuHeHusi 1 xapakrepusyercs Be ssNMR-cnektpom ¢
4yeTbIpbMsi WK Oosiee mukamu, BbiOpaHHbIMH 13 115,7 + 0,2 ppm, 65,9 + 0,2 ppm, 52,7 + 0,2
ppm u 21,4 + 0,2 ppm. B HekoTophIXx Bapuantax ocyuectieHus ¢opma C B BHae ruapara
KaJIbLIEeBON coiu coennHenus I xapakrepusyercs Be ssSNMR-cnexkrpom ¢ nukamu npu 115,7 £+
0,2 ppm, 65,9+ 0,2 ppm, 52,7+ 0,2 ppm u 21,4 + 0,2 ppm.

[00175] B HexoTOpbIX BapuaHTax ocyiectsieHus ¢popma C B Buae ruapara KajabLHEeBOH
conu coemuuennst I xapakrepusyercst °C ssNMR-criekTpoM ¢ (a) ofHHM Wi Goliee THKaMH,
BbIOpaHHbIMU U3 115,7 £ 0,2 ppm, 65,9 + 0,2 ppm, 52,7+ 0,2 ppm u 21,4 + 0,2 ppm u (b) onHUM
win Ooyiee mukamu, BeiOpaHHbiMU U3 1783 + 0,2 ppm, 155,9 + 0,2 ppm, 137,7 £ 0,2 ppm, 129.,6
+ 0,2 ppm, 112,0 £ 0,2 ppm, 100,0 + 0,2 ppm, 37,8 £ 0,2 ppm, 26,4 = 0,2 ppm u 19,9 £ 0,2 ppm.
B Hekoropeix BapmanTax ocymectieHuss ¢opma C B BHAe THapaTa KaJbLHUEBOH COJU
coenuuennss 1 xapakrepmsyercs ~C ssNMR-criektpoM ¢ (a) OXHMM M Gojee MHKAMH,
BbIOpaHHbIMU U3 115,7 £ 0,2 ppm, 96,0 £ 0,2 ppm, 65,9 + 0,2 ppm, 52,7 £ 0,2 ppm u 21,4 + 0,2
ppm u (b) 1ByMsI, TpeMsi, UETBIPbMS, TISITHIO, IIECTHIO MK OOJiee MMKaMu, BIOpaHHBIMH 13 1783
+ 0,2 ppm, 155,9 £ 0,2 ppm, 137,7 £ 0,2 ppm, 129,6 = 0,2 ppm, 112,0 = 0,2 ppm, 100,0 £+ 0,2
ppm, 37,8 + 0,2 ppm, 26,4 £ 0,2 ppm u 19,9 + 0,2 ppm.
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[00176] B mexoTopbIx BapuaHTax ocyiuectsieHus ¢opma C B Buae ruzpara KajabLHEBO
conu coenuHenus 1 xapakrepusyercs Be ssSNMR-criekTpoM, 1o CyTH NMOIOOHBIM TaKOBOMY,
MOKa3aHHOMY Ha ¢ur. 12.

[00177] B npyrom acnekTe HacTOSIIEr0 H300peTeHNs PEeyCMOTPEH CIIOCO0 MONyUeHHs
¢opmel C B Buze ruzapara KajbLHME€BOH COJM coenuHeHHs I, BKIFOYAIOLIUI MepeMelInBaHue
dopmbl A coemunenusi 1 (ceobonnas ¢popma) ¢ merokcunom kanbius (Ca((OMe),) B8 DCM (¢
10% BOJBI) U BbIIEJIEHUE U BBICYIINBAHIE TBEPOTO BEILIECTBA.

dopma D B Buae ruapara KaJablHEeBOH COH coequHenus 1

[00178] B HekOTOpBIX BapuUaHTaX OCYLIECTBJIEHUS B HACTOSIIEM H300pPETECHUH
npeaycMOTpeHa Kpucraumndeckas ¢Gopma D B Buae ruapara KanbLueBOH coiu coepauHeHus L.
Ha ¢ur. 13 npencraBieHa peHTreHOBCKas MopolnkoBas nugpaxrorpamma ¢popmel D B Buze
ruzpara KajabLueBoi conu coenquHeHus I mpu kOMHaTHOMN TemrepaType.

[00179] B HexoTOpbIX BapHaHTax ocyuiectsieHus popma D B Bune runpara KajabLHEBO
conu coenuHeHus 1 sBrusercd Mo CyTH YUCTO KpUCTaNIMYeckol. B HekoTOphIX BapuaHTax
OCYIIECTBIIEHHs] THAPAT KaJbLMEBOW CONM coenuHeHus 1 mpencraenser coOoil Mo CyTu
Kpuctanueckyro ¢opmy D. B Hekoropbix BapmaHTax ocymectBieHus ¢opma D B Buze
rupaTa KaJbLHEBOW coiau coenuHeHust 1 xapakrepusyeTcs PEHTICHOBCKOM MOPOIIKOBOM
IUQPaKTOrpaMMOM, TIOTYUYE€HHON C MOMOIIBIO aHAJIN3a OPOLIKOBOH PEHTTEHOBCKOM nu(ppakunn
C TIOMOIIBIO NyuKa nazgarouiero usiaydenus Cu K.

[00180] B HexoTOpbIX BapuaHTax ocyuiectsieHus popma D B Bune runpara KajabLHeBO
comu coenuHeHuss 1 XapakTepu3yercsi pPEHTT€HOBCKOH IOpPOIIKOBOM audpaxTorpamMmoi c
curnanamu npu 6,1 + 0,2 rpanyca yrua nsa-tera, 16,2 + 0,2 rpagyca yrna asa-tera u 22,8 = 0,2
rpajyca yria aBa-TeTa. B HEKOTOpbIX BapuaHTax ocyuiectBieHus popma D B Buzme rugpara
KaJgbllueBOM conmu  coeauHeHuss I Xxapakrepusyercss  PEHTI'€HOBCKOHW  MOPOLIKOBOM
nudpakrorpamMmmoii ¢ (a) curHamamu npu 6,1 + 0,2 rpanyca yria asa-teta, 16,2 + 0,2 rpagyca
yrina aBa-tera u 22,8 £ 0,2 rpagyca yria nasa-tera u (b) omHuM uiau Oojiee CHTHAJaMH,
BbIOpaHHbIMU 13 5,5 £ 0,2 rpagyca yria nsa-teta, 15,5 = 0,2 rpanyca yria aBa-teta, 19,7 + 0,2
rpaayca yria asa-teta, 21,5+ 0,2 rpanyca yrna asa-teta, 22,1 £ 0,2 rpagyca yria asa-tera, 23,0
+ 0,2 rpapyca yria nBa-tera u 27,6 £ 0,2 rpagyca yria gsa-Tera.

[00181] B HexoTOpbIX BapuaHTax ocyuiecTieHus popma D B Buae runpara KajablHEBO
comu coenuHeHUs1 1 xapakTepusyercs peHTTeHOBCKOH MOPOLIKOBOH aupakTorpammon ¢ (a)
curnanamu npu 6,1 £+ 0,2 rpaayca yrna nsa-tera, 16,2 + 0,2 rpagyca yrna asa-tera u 22,8 = 0,2
rpanyca yria nsa-tera u (b) nByms nnm 6ojee curHanamu, BbIOpaHHbIMU U3 5,5 + 0,2 rpaayca
yria nBa-teta, 15,5 £ 0,2 rpaayca yrna nBa-tera, 19,7 = 0,2 rpaayca yria asa-tera, 21,5+ 0,2
rpaayca yria asa-teta, 22,1 + 0,2 rpanyca yrna nsa-tera, 23,0 £ 0,2 rpaayca yria aBa-Tera u
27,6 £ 0,2 rpagyca yria aBa-Tera. B HEKOTOpPBIX BapuaHTax ocyuiecTsieHus ¢Gopma D B Buze
rupaTta KaJbLMEBOW coiu coenuHeHus 1 xapakrepusyercs PEHTIEHOBCKOHM MOPOIIKOBOM
nudpakrorpamMmmoii ¢ (a) curHamamu npu 6,1 + 0,2 rpanyca yria asa-tera, 16,2 = 0,2 rpagyca
yrima nBa-tera u 22,8 + 0,2 rpamyca yria aea-tera u (b) Tpems wiu Oojiee CHTHaJIaMU,

BbIOpaHHBIMU 13 5,5 + 0,2 rpagyca yria nsa-teta, 15,5 + 0,2 rpaayca yria asa-teta, 19,7 + 0,2



31

rpaayca yria nsa-tera, 21,5+ 0,2 rpanyca yrna asa-tera, 22,1 £ 0,2 rpaayca yria asa-tera, 23,0
+ 0,2 rpaayca yruna asa-teta u 27,6 = 0,2 rpaayca yria asa-Teta. B HEKOTOpPBIX BapHaHTax
ocymecteieHust ¢opma D B Bume runmpara kanpiueBol conu coenuHeHus I xapakrepusyercs
PEHTI€HOBCKOW MOPOLIKOBOH audpaxTorpammoii ¢ (a) curranamu npu 6,1 + 0,2 rpaayca yria
nBa-tera, 16,2 + 0,2 rpaayca yria na-tera u 22,8 + 0,2 rpaayca yria asa-tera u (b) uyeTeippms
win Oonee curHaymami, BelOpaHHbIMU U3 5,5 + 0,2 rpagyca yria asa-tera, 15,5 + 0,2 rpagyca
yria asa-teta, 19,7 £ 0,2 rpangyca yrna asa-tera, 21,5+ 0,2 rpanyca yrna nsa-tera, 22,1 + 0,2
rpaayca yria asa-teta, 23,0 £ 0,2 rpagyca yria asa-tera u 27,6 + 0,2 rpanyca yria 1Ba-TeTa.

[00182] B HexoTOpbIX BapuaHTax ocyuiectBieHus popma D B Bune runpara KajabLHEBOM
comu coemuHeHusi 1 XapakTepu3yercsi PEHTT€HOBCKOH MOPOIIKOBOH AudpakTorpaMMon ¢
curHajamu nipu 6,1 = 0,2 rpanyca yria asa-tera, 16,2 +£ 0,2 rpagyca yria asa-teta, u 22,8 £ 0,2
rpagyca yria asa-tera, u 27,6 £ 0,2 rpagyca yrna nBa-Tera. B HEKOTOPBIX BapHUaHTax
ocymecteineHust ¢opma D B Bume runmpara KaibLueBOW conu coenuHeHHst 1 Xapaktepusyercs
PEHTT€HOBCKOM MOPOIIKOBOH MU pakTorpaMmoil ¢ cursanamu npu 6,1 + 0,2 rpagyca yria nsa-
tera, 15,5 £ 0,2 rpanyca yrna asa-tera, 16,2 + 0,2 rpanyca yria asa-tera, 19,7 £ 0,2 rpaayca
yria aBa-teta, 22,8 £ 0,2 rpaayca yria asa-tera u 27,6 £ 0,2 rpaayca yria ABa-TeTa.

[00183] B HexoTOpbIX BapHaHTax ocyuiectsieHus popma D B Bune runpara KajabLHEBOM
conu coenuHeHns 1 xapakTepu3yeTcst peHTTeHOBCKOH MOPOIMIKOBOH AU PAKTOrpaMMOii, TI0 CYTH
no00HOH TaKOBOM, TOKa3aHHOM Ha ¢wur. 13.

[00184] B HexoTOpbIX BapuaHTax ocyuiecTieHus Gpopma D B Bune ruapara KanbIHeBOR
conu coenuHeHust I xapaxrepusyercs Be ssNMR-criekTpoM ¢ OgHUM mId OoJjiee THKaMH,
BbIOpaHHbIMU 13 179,8 + 0,2 ppm, 130,2 £ 0,2 ppm, 125,6 = 0,2 ppm, 120,9 £ 0,2 ppm, 55,2 +
0,2 ppm, 44,3 + 0,2 ppm, 35,0 £ 0,2 ppm u 1,6 £ 0,2 ppm. B HeEKOTOpbIX BapuaHTax
ocymectieHus popma D B Bune ruapara KanbLMeBOH coiu coennHenus 1 xapakrepusyercs Be
ssNMR-cniektpom ¢ aByms uim Oonee nukaMu, BeIOpaHHbiMU 13 179,8 + 0,2 ppm, 130,2 + 0,2
ppm, 125,6 £ 0,2 ppm, 120,9 + 0,2 ppm, 55,2 £ 0,2 ppm, 44,3 £ 0,2 ppm, 35,0+ 0,2 ppm u 1,6 +
0,2 ppm. B HEKOTOpBIX BapuaHTax ocylecTBieHus opma D B BUIe runpata KaablHEBOH COJH
coennHenust 1 xapakrepusyercs Be ssNMR-criektpoM ¢ Tpemsi wWid 0Oojiee THUKaAMH,
BbIOpaHHbMU U3 179,8 £ 0,2 ppm, 130,2 £ 0,2 ppm, 125,6 £ 0,2 ppm, 120,9 + 0,2 ppm, 55,2 +
0,2 ppm, 443 £ 0,2 ppm, 35,0 £ 0,2 ppm u 1,6 £ 0,2 ppm. B HekOTOpbIX BapuUaHTax
ocymectsieHus popma D B BuIe ruapara KaablUeBOH con coenuHeHus 1 xapakrepusyercs Be
ssSNMR-criekTpoMm ¢ deTbIpbMs WM OoJiee muKamu, BeiOpaHHbiME U3 179.8 £ 0,2 ppm, 130,2 +
0,2 ppm, 125,6 £ 0,2 ppm, 120,9 £ 0,2 ppm, 55,2 + 0,2 ppm, 44,3 + 0,2 ppm, 35,0 £ 0,2 ppm u
1,6 £ 0,2 ppm. B HekoTOpBIX BapuaHTax ocyuiecTBieHus Gpopma D B Buze rumpara KajablHEBO
conu coenuHeHus I xapakrepusyercs Be ssSNMR-cniekrpoMm ¢ msiTeio i Oojiee MHUKaMHu,
BbIOpaHHbIMU 13 179,8 + 0,2 ppm, 130,2 £ 0,2 ppm, 125,6 = 0,2 ppm, 120,9 + 0,2 ppm, 55,2 +
0,2 ppm, 443 £+ 0,2 ppm, 35,0 £ 0,2 ppm u 1,6 £ 0,2 ppm. B HeKkOTOpBIX BapHUaHTaX
ocymectsieHust popma D B BuIe ruapara KaablueBoi conu coenuneHus 1 xapakrepusyercs Be

ssSNMR-cniekrpom ¢ mecThro win 6osee nukamu, BeiOpanHbiME U3 179,8 + 0,2 ppm, 130,2 £ 0,2
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ppm, 125,6 = 0,2 ppm, 120,9 + 0,2 ppm, 55,2 £ 0,2 ppm, 44,3 £ 0,2 ppm, 35,0+ 02 ppm u 1,6 £
0,2 ppm.

[00185] B HexoTOpbIX BapuaHTax ocyuiecTsieHus popma D B Buae runpara KaabIlHeBOH
conu coenuHeHust I xapakrepusyercs Be ssNMR-criekTpoM ¢ OgHUM mIKd OoJjiee THKaMH,
BbIOpanHbIMU 13 130,2 £ 0,2 ppm, 125,6 £ 0,2 ppm u 35,0 £ 0,2 ppm. B HexkoTOpbIX BapuaHTax
ocyuectyieHus ¢popma D B Bune ruapara KanblLeBoOi coiu coennHenus 1 xapakrepusyercs Be
ssNMR-cniektpom ¢ aByms uiam Oonee nukamu, BeiOpaHHbiMU U3 130,2 + 0,2 ppm, 125,6 + 0,2
ppm u 35,0 £ 0,2 ppm. B HekoTOpbIX BapuaHTax ocyiuecTBieHus popma D B Buae rugpara
KaJIbLIEeBON conu coennHenus I xapakrepusyercs Be ssSNMR-cnexkrpom ¢ nukamu npu 130,2 +
0,2 ppm, 125,6 £ 0,2 ppm u 35,0 £ 0,2 ppm.

[00186] B HexoTOpbIX BapuaHTax ocyuiectsieHus popma D B Buae runpara KajabLHEBOM
conmu coemmuenus I xapaxrepusyercs ‘C-CIeKTpoM TBepAO(DASHOTO SIEPHOTO MATHHUTHOTO
pesonanca (°C ssNMR) ¢ (a) mukom mpu 130,2 + 0,2 ppm, 125,6 £ 0,2 ppm w/mu 35,0 £ 0,2
ppm u (b) mukom npu 176,9 + 0,2 ppm, 160,9 + 0,2 ppm, 142,0 + 0,2 ppm w/unm 98,6 + 0,2 ppm.
B HekoTopbIx BapmaHTax ocymectsieHuss ¢opmMa D B BuAe ruapata KalbLUEBOH COJU
coenuuenns I xapaxrepusyercs C ssNMR-criekrpom ¢ (a) mukom npu 130,2 £ 0,2 ppm, 125,6
+ 0,2 ppm w/unu 35,0 £ 0,2 ppm u (b) mukamu pu 176,9 + 0,2 ppm, 160,9 + 0,2 ppm, 142,0 +
0,2 ppm u 98,6 + 0,2 ppm. B HekoTOpBIX BapuaHTax ocymecTieHus: ¢opma D B Buzme ruapara
KaJbLeBON conu coenuHeHus I xapakrepusyercs Be ssNMR-cniekrpom ¢ (a) mukamu Impu
130,2 + 0,2 ppm, 125,6 £ 0,2 ppm u 35,0 £ 0,2 ppm u (b) nukom npu 176,9 £ 0,2 ppm, 160,9 +
0,2 ppm, 142,0 £ 0,2 ppm w/unu 98,6 £ 0,2 ppm. B HEKOTOPHIX BapuHaHTaX OCYLIECTBIIEHHS
dopma D B Bume ruzapara KanbLMeBOH conu coenuHeHus I xapakrepusyercs BC ssNMR-
cnekTpoM ¢ nukamu npu 130,2 £ 0,2 ppm, 125,6 £ 0,2 ppm, 35,0 + 0,2 ppm, 176,9 £+ 0,2 ppm,
160,9+ 0,2 ppm, 142,0+ 0,2 ppm u 98,6 £ 0,2 ppm.

[00187] B HexoTopbIX BapuaHTax ocyuiectsieHus Gopma D B Buzie ruapara KanbLueBon
conmu coenuHeHus: 1 xapakrepusyercs Be ssSNMR-criekTpoM, 1o CyTH MOTOOHBIM TaKOBOMY,
NOKa3aHHOMY Ha ¢ur. 14.

[00188] B HexoTOpbIX BapuaHTax ocyuiectBieHus popma D B Bune runpara KajabLHEBO
comu coequHeHust 1  xapakrepusyercsd  TPUKIMHHONW  KPUCTAJUIMYECKON  CHCTEMOH,
NPOCTpaHCTBeHHON rpymnoid Pl u crnenyromuMu napameTpaMH 3JIEMEHTAPHON  SYEHKH,
u3mepenHbiMu nipu 100 K Ha nudpakromerpe Bruker, ocHameHHOM HCTOYHUKOM u3inyueHust Cu

K, (A=1,5478 A) u nerekTopoM HA KOMILUIEMEHTAPHBIX CTPYKTYpaX MeTAJI-OKCHI-

nonynpoBogHuk (CMOS).
a 12,78 0,01 A a 64,93 + 0,02°
b 16,64+ 0,01 A B 75,10 + 0,02°
c 18,19+ 0,01 A v 68,22 + 0,02°

[00189] B npyrom acnekTe HacTOSIIETrO H300pETeHNs PENYyCMOTPEH CIIOCO0 MONyUEHHSI
¢dopmel D B Bune rumpara KanblueBoil conu coennnenus I, Bkirogaromuii 3arpysky k popme A
B BUjie ruzpara kanpiueBoii conu coennnenus I cmecu EtOH/Bona n Harpesanue no 65°C.

dopma E B BHAe ruapaTa KaablIHeBOM co0JaH coequHeHus 1




33

[00190] B HekoTOpBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETCHHUH
npeaycMoTpeHa kpucrajuindeckas ¢opma E B Bunme rumpara kampimeBoil conu coenuHeHus 1.
Ha ¢mur. 15 npencraBiena peHTreHoBcKas nopoiukosas nudpakrorpamma ¢opmel E B Buze
rujpara KaJbLueBOH conu coequHenus I mpu KOMHATHOMN TemrnepaType.

[00191] B HexkoTOpbIX BapuaHTax ocyiuecTsieHus popma E B Buzne runpara kajablueBoil
conu coenuHeHus I sBiseTcs MO CyTHM 4YUCTO KpHUCTAJUIMYecKoil. B HeKoTOphIX BapmaHTax
OCYLIECTBJIEHHsT THUAPAT KaJbLHEeBOH comu coequHeHus 1 mpeacraBnser coboit mo cytu
kpuctanueckyto popmy E. B HekoTopbix BapuanTax ocyuiecteienus ¢popma E B Bume rugpara
KamplUeBON conu  coenuHeHust 1 xapakrepusyercss  PEHTT€HOBCKOM  MOPOLIKOBOM
T PaKTOrpaMMOi, TIOJTYUYEHHON C MOMOLIBIO aHAIN3a MOPOLIKOBOH PEHTTEHOBCKOM qu(ppakunun
C TIOMOIIBIO MyuKa nazgarouiero usiaydenus Cu K.

[00192] B HekoTOpBIX BapHaHTax OCyluiecTBiIeHus ¢popma E B Buie rugpara KaabIHEeBO
comu coemuHeHHs1 1 XapakTepu3yercsi PEHTT€HOBCKOH IOPOINKOBOH AudpakTorpaMMon C
curnajnamu nipu 8,0 £ 0,2 rpanyca yria asa-tera, 12,0 + 0,2 rpagyca yria asa-tera u 24,2 + 0,2
rpagyca yria asa-teta. B HeKOTOphIX BapuaHTax ocymectsieHus ¢gopma E B Buzme rumgpara
KanpleBol conu  coequHeHuss 1 xapakrTepusyercss  pPEHTT€HOBCKOM  MOPOLIKOBOM
mudpakrorpamMmmoii ¢ curaaigamu npu 4,0 £ 0,2 rpagyca yrna nsa-tera, 8,0 £ 0,2 rpanyca yria
nBea-tera, 12,0 £ 0,2 rpaayca yrna nsa-tera u 24,2 = 0,2 rpagyca yria asa-teta. B HEKOTOpBIX
BapuaHTax ocymectsieHus gopma E B Buzme ruapara kxanbuueBoi comu coepuHeHus 1
XapaKTePU3yeTCsl PEHTTE€HOBCKOHW MOPOLIKOBOH augpakTorpammoii ¢ curaaigamu npu 4,0 + 0,2
rpaayca yria asa-tera, 8,0 = 0,2 rpanyca yria asa-tera, 12,0 + 0,2 rpanyca yria nsa-teta, 24,2
+ 0,2 rpanyca yrua nsa-teta u 28,3 = 0,2 rpagyca yrija gBa-Tera.

[00193] B HekoTOpBIX BapHaHTax ocyluiecTBieHus ¢popma E B Buzne rugpara KaabLeBoOil
conu coenuHeHus I xapakrepusyercst peHTTeHOBCKOI MOPOLIKOBOI TU(paKTOrpaMMON, O CYyTH
nonoOHOM TaKOBOH, MOKa3aHHOI Ha dwmr. 15.

[00194] B npyrom acrekTe HaCTOSIIErO H300pETeH sl TPEAYCMOTPEH CIIOCO0 MOTyIeHHSI
¢dopmbl E B BHIE ruapaTa KajabLHUEBOH COM COeqUHEHUs 1, BKIFOUArOLIHiA moaBepranue Gopmbl
A B BUze rumpara KajblueBoi conu coenuHenus I nuddysun ¢ Ga3oBbiM mepexoaoM «map-
TBepaoe BemecTso» B EtOAc.

dopma F coennnenuns 1

[00195] JlanHBIe 31IeMeHTHOrO aHanu3a AByx naptuil popmsl F coennnenns I mokazanu
npucytcrBue kak Ca, Tak m Na, 4ro ykaseiBaeT Ha TO, 4ro ¢opma F coenmnenus 1 moxxer
npeAcTaBisTh coboii cmemannyo conb Ca-Na coenunenns I nmm cmech comu Ca u comu Na
coennHeHust 1. B HEKOTOpPHIX BapWaHTax OCYIIECTBICHHUS B HACTOSINEM H300pETeHUH
npeaycMoTpeHa kpucramnueckas ¢opma F coemmnmenuss 1. Ha ¢ur. 16 mnpencrasnena
PEHTreHOBCKasi mopoukoBast audpakrorpamma ¢opmer F B Bume ruzppara KaibLUEBOW COJU
coennHeHus 1 mpu KOMHATHOM Temmeparype.

[00196] B HekoTophIx BapuaHTax ocyuiectBiieHus: ¢popma F coemuuenus I sisnsiercst mo
CYyTH YHCTO KPHCTANIMYECKOW. B HEKOTOpBIX BapuaHTaX OCYINECTBJIEHUS coeanHeHue I

npeAcTaBsieT cobol mo cyTu Kpuctasumdeckyro ¢opmy F. B HekoTopelx BapmaHTax
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ocymecteinenust ¢opma F coemunenms 1 xapakrepusyercs PEHTTEHOBCKOH IMOPOLIKOBOMN
I PaKTOrpaMMOi, TIOJTy4YE€HHON C MOMOIIBIO aHAJIN3a MOPOLIKOBONH PEHTTEHOBCKOM qudpakunuu
C TIOMOILBIO NyuKa nagarouiero usnaydenus Cu K.

[00197] B mHekoTopbIx BapuaHtax ocymectsieHus ¢opma F coemunenus 1
XapaKTepPU3yeTCs PEHTI€HOBCKOHM MOPOLIKOBON aAnu(pakTorpaMmoii ¢ curiaigamu npu 5,3 + 0,2
rpanyca yria asa-tera, 7,5 = 0,2 rpanyca yria nsa-tera u 9,1 £ 0,2 rpanyca yrna asa-teta. B
HEKOTOpBIX BapHaHTax OCYILECTBJIEHUs coeauHeHne 1 xapakrepusyercss PpeHTI€HOBCKOM
MOPOIIKOBOM nudpakTorpaMmoii ¢ curHajgamu npu 5,3 + 0,2 rpagyca yria asa-teta, 9,1 £ 0,2
rpagyca yriaa asa-tera u 11,9 £ 0,2 rpanyca yria asa-tera. B HEKOTOpPBIX BapHUaHTax
ocymectinenust ¢opma F coemunenuss I xapakTepusyercs PEHTTEHOBCKOH MOPOLIKOBOH
nudpakTorpaMmMoii ¢ curaaigamu npu 7,5 £ 0,2 rpagyca yria nea-tera, 9,1 £ 0,2 rpanyca yria
nea-tera u 11,9 + 0,2 rpanyca yria asa-Tera. B HEKOTOPBIX BapHaHTaxX OCyllecTBIeHUs Gopma
F coemunenns 1 xapakrepusyercs pPEHTTEHOBCKOW IOPOINKOBOW AH(PPAKTOTPaMMOH ¢
curHajnamu nipu 5,3 + 0,2 rpangyca yria asa-tera, 7,5 £ 0,2 rpagyca yrna asa-tera, 9,1 + 0,2
rpaayca yria asa-teta u 11,9 = 0,2 rpangyca yria asa-tera.

[00198] B mHekoTopeIx BapuaHTax ocymectsieHus ¢opma F coemmnenus 1
XapaKTePU3yeTCsl PEHTTC€HOBCKOHW MOPOIIKOBOH AM(pPaKTOrpaMMoi ¢ curaajgamu npu 5,3 + 0,2
rpaayca yria asa-tera, 7,5 + 0,2 rpaayca yrna asa-tera, 9,1 £ 0,2 rpaayca yria nsa-tera, 10,6
+ 0,2 rpanyca yrna asa-tera u 11,9 = 0,2 rpagyca yria gsa-tera.

[00199] B mHekoropeIx BapuaHTax ocymectsienus ¢opma F  coenunenms 1
XapaKTepU3yeTCsl PEHTTeHOBCKOH MOPOLIKOBOM MU(PaKTOrpaMMO, IO CYTH MOIOOHOH TaKOBOW,
MOKa3aHHOU Ha ¢wur. 16.

[00200] B Hexoropwix Bapuwantax ocyiuectsieHusi ¢opma F coenunenuss [ umeer

CJIEAYIOIINE XaPAKTEPUCTUKH.
Ne napTuu Ca CooTHomeHue Na CooTHomeHHE
coenqunenue I:Ca coenunenue [:Na
1 14% 1:2 5% 1:1
2 7% 1:1 3% 1:0,8

dopva G B BHIe rHAPATA KAJBIHEBOH COJH coearHenus |

[00201] B HeKOTOpBIX BapHAaHTaX OCYINECTBJIICHUS B HACTOALIEM H300pETEHUH
npeaycMoTpeHa Kpucraumndeckas ¢opma G B BHIe ruapaTa KajbLUeBOH coiu coexuHeHus I
Ha ¢mur. 17 npencraBieHa peHTreHOBCKas MOpoInkoBast nugpakrorpamma ¢opmel G B BUIE
ruzpara KajabLueBoi conu coenquHenus I mpu KOMHaTHOMN TemrepaType.

[00202] B HexoTOpbIX BapHaHTax ocyuiectsieHus popma G B Buae ruzpara KajablHEBOMI
conu coenuHeHus 1 sBisieTcs MO CyTH YUCTO KpUCTaNIMdeckod. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHsI THAPAT KaJbLMEBOW coiu coenuHeHus 1 mpencraenser coOoil mo CyTu
kpuctamnueckyro ¢opmy G. B Hekoropbhx BapmaHTax ocymectBieHus ¢popma G B Bune

rupaTta KaJbLIMEBOW coju coenuHeHust 1 xapakrepusyercs PEHTIEHOBCKON MOPOIIKOBOM
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I PaKTOrpaMMOi, TIOTy4YE€HHON C MOMOIIBIO aHAJIN3a MOPOLIKOBOH PEHTT€HOBCKOM MU pakunn
C TIOMOILBIO NyuKa nagaroiiero usaydenus Cu K.

[00203] B HexoTOphIX BapuaHTax ocymecTBieHus Gpopma G B BUAe ruapara KajabLUEBOM
comu coemuHeHuss 1 XapakTepu3yercsi pPEeHTT€HOBCKON IOpPOIIKOBOM audpaxTorpamMmoi c
curHaiamu mipu 5,9 = 0,2 rpanyca yrna aBa-teta, 8,8 £ 0,2 rpaagyca yria aBa-tera u 26,6 £ 0,2
rpagyca yria aBa-TeTa. B HEKOTOpBIX BapuaHTax ocyiiectBieHus ¢opma G B Buae ruapara
KaJgbliueBOM conmu  coeauHeHuss I Xxapakrepusyercss  PEHTI'€HOBCKOW  MOPOLIKOBOM
nudpakrorpamMmmoii ¢ (a) curHanamu npu 5,9 £ 0,2 rpaayca yria asa-tera, 8,8 + 0,2 rpanyca
yria aBa-tera u 26,6 £ 0,2 rpamyca yria nasa-tera u (b) omHuM uiau Oojiee CHTHAJaMH,
BbIOpanHbIMU U3 6,0 = 0,2 rpanyca yria asa-teta, 11,8 + 0,2 rpangyca yrina nea-tera, 11,9 £ 0,2
rpaayca yria asa-tera, 14,8 £ 0,2 rpagyca yria nsa-tera u 14,7 £ 0,2 rpanyca yria nsa-tera. B
HEKOTOPBIX BapUAHTaX OCyliecTBiIeHus popma G B BUE rUIpaTa KaJIbLIUEBOH COJU COSNUHEHHSI
I xapakrepusyercsi peHTTEHOBCKOM MOPOIIKOBON OU(PPaKTOrpaMMOii ¢ curnaizamu mpu 5,9 + 0,2
rpaayca yria asa-tera, 6,0 + 0,2 rpaayca yria asa-tera, 8,8 £ 0,2 rpaayca yria asa-tera, 11,8
+ 0,2 rpapyca yrna asa-tera, 11,9 = 0,2 rpanyca yrna asa-tera, 14,8 + 0,2 rpagyca yrna nsa-
tera, 14,7 + 0,2 rpaayca yria asa-teta u 26,6 = 0,2 rpanyca yria aBa-TeTa.

[00204] B HexoTOpbIX BapuaHTax ocyuiectieHus popma G B BUae ruapara KajablHEBOH
conu coenuHeHns 1 xapakTepu3yeTcst peHTTeHOBCKOH MOPOIMIKOBOH AU PAKTOrpaMMOii, TI0 CYTH
no00HOH TaKOBOM, TOKa3aHHOM Ha ¢wur. 17.

[00205] B npyrom acrnekTe HaCTOALIETO U300PETeHHsI IPEAYCMOTPEH CIIOCO0 MOTYIeHHS
¢dopmbl G B BUIE THApaTa KAIBLUHUEBOU CONMM CoenuHeHNs I, BKITIOYaro LIl ObICTpOe OXJIaKICHHUE
pactBopa popmsl A B Buae ruapata kanbuuesoi conu coennnenus 1 8 EtOH:H,0 (90:10).

dopma H xaabuueBoi coJiu coenunenus 1

[00206] B HeKkOTOpBIX BapHAaHTaX OCYIUNECTBJIEHUS B HACTOALIEM H300pEeTEHUH
npeaycMoTpeHa kpucramanueckas popma H kanbumesoit comu coenunenus 1. Ha ¢ur. 45
NpEeACTaBICHAa PEHTICHOBCKAsl MOPOLIKOBast nudpakrorpamma Gopmbl H B Bue KanabLUEBOI
conu coeanHeHus I mpu KOMHaTHOI TeMmeparype.

[00207] B HekoTOpBIX BapuaHTax OCyllecTBIeHus: coequnenue I mpencrasisier codoii mo
CYTH YHCTYH Kpucrajumdeckyro ¢opmy H kanpimeBoii comu. B HEKOTOpBIX BapuaHTax
ocymecTieHust coenuHeHne I mpencrasnser coboli mo cytu kpuctaumdeckyro ¢opmy H
KaJbIUEBOW CcoMu. B HEKOTOphIX BapuaHTax ocyuiecTsieHust Gopma H kanbumeBoi comm
coennHeHus 1 xapakTepu3yercss peHTTeHOBCKOW MOPOLIKOBOH ANU(PaKTOrpaMMOi, MOJTyYeHHOH
C MOMOIIBI0 aHAJN3a MOPOIIKOBOW PEHTI€HOBCKON MU(PAKINN C TIOMOIIBIO MyYKa MaJaroIero
nznydenus: Cu K.

[00208] B HekoTophix BapuaHTax ocymectBieHus (opma H kanbumeBoit conu
coennHeHus 1 XapakTepu3yeTcsi peHTTeHOBCKOH MOPOIIKOBOH AM(PPaKTOrpaMMO ¢ CHTHAJIaMH
npu 5,8 £ 0,2 rpagyca yrna asa-tera, 13,0 £ 0,2 rpagyca yrna asa-tera u 14,5 £ 0,2 rpangyca
yria paBa-tera. B HeKOTOpbIX BapuaHTax ocyinecTBieHus ¢opma H xanpumeBoit comm
coenuHeHust 1 xapakrepusyercss PEHTI€HOBCKOW IOPOIIKOBOHM mudpakrorpaMmMoi ¢ (a)

curnanamu npu 5,8 + 0,2 rpaayca yrua nsa-tera, 13,0 + 0,2 rpagyca yrna nsa-tera u 14,5 = 0,2
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rpaayca yria nea-teta u (b) omHUM wim Oojiee CUrHaIaMu, BIOpaHHbIMH U3 8,3 + 0,2 rpamyca
yria asa-tera, 12,0 £ 0,2 rpanyca yrna asa-tera, 19,5 + 0,2 rpagyca yrna nBa-tera u 27,9 = 0,2
rpajgyca yria JBa-Teta. B HEKOTOpbIX BapuaHTax ocyluecTieHus ¢popma H kampiueBoii comu
coennHeHus I xapakTepusyercs peHTT€HOBCKOH MOPOIIKOBOM MU(PPaKTOrpaMMOH ¢ CUTHANIaMu
npu 5,8 + 0,2 rpanyca yrina nsa-tera, 12,0 £ 0,2 rpagyca yrna nsa-tera, 13,0 = 0,2 rpagyca yria
nBa-teta, u 14,5 £ 0,2 rpanyca yria aea-tera u 27,9 + 0,2 rpagyca yrja aBa-TeTa.

[00209] B HekoTOpbIX BapuaHTax ocyuiecTBieHus ¢opma H kanpuumeBod conu
coennHeHus1 1 XxapakTepusyercss PEHTTEHOBCKOH MOPOLIKOBOW NU(PPAKTOrPaMMO, MO CYTH
no00HOM TaKOBOM, TOKAa3aHHOM Ha ¢ur. 45.

[00210] B HekoTOphIX BapuaHTax ocymectBieHus (opma H kanbuueBoit coju
coenuHeHust I xapakrepusyercs 13 C-cnekTpoM TBepAo(}a3HOTO SIIEPHOTO MArHUTHOTO
pesonanca (°C ssNMR) ¢ nukamu npu 148,9 = 0.2 ppm, 27,2 + 0,2 ppm u 4,8 £ 0,2 ppm. B
HEKOTOpBIX BapUaHTax ocymecTsieHust ¢opma H kanprmeBoit comu coepuHeHust 1
XapaKkTepU3yeTCst 13C—cneKTpOM TBepA0(ha3HOTO SIIEPHOr0 MArHUTHOTO Pe30HAHCA (13C ssNMR)
¢ (a) mukamu mipu 148,9 + 0,2 ppm, 27,2 £ 0,2 ppm u 4,8 £ 0,2 ppm u (b) ogauM nmm Oonee
nuKaMu, BeIOpaHHbiMU U3 164,7 + 0,2 ppm, 128,3 £ 0,2 ppm, 117,0 £ 0,2 ppm u 19,4 £ 0,2 ppm.
B Hekoropeix BapuaHTax ocymectBieHus (opma H kanpnmeBoit comu coenuHeHus 1
XapakTepu3yeTcs 13C-cneKTpOM TBepaOo(}ha3HOTO SIIEPHOTO0 MATHUTHOTO PE30HAHCA (13C ssNMR)
¢ (a) nuxkamu npu 1489 + 0,2 ppm, 27,2 £ 0,2 ppm u 4,8 + 0,2 ppm u (b) AByM™mS, Tpems uiau
YeThIPbMsI TUKaMU, BbIOpaHHbIMU U3 164,7 + 0,2 ppm, 128,3 + 0,2 ppm, 117,0 + 0,2 ppm u 19,4
+ 0,2 ppm.

[00211] B HexkoTOphIX BapuaHTax ocyluecTBieHuss ¢opma H xanbuueBoil comu
coequHenus I xapakrepusyercs Be ssNMR-crniekTpoM, 1o CyTH NOIOOHBIM TaKOBOMY,
NOKa3aHHOMY Ha (ur. 46.

[00212] B HekoTOpbIX BapuaHTax ocyuiecTBieHuss ¢opma H kampumeBod conu
coennHeHusi I xapakrepusyercss TPUKJIUHHOW KPUCTAJUTMYECKOW CHUCTEMOM, MPOCTPAHCTBEHHOM
rpynnoii P1 u cnenyrommmu napameTpamu 3J1€MEHTapHOH s4eiiky, usmepenseivu npu 100 K Ha

nudpakTomerpe Bruker ¢ HCMONL30BAHMEM CHHXPOTpOHHOro usnyuenus (0,7288 A) wu

nerekropa CMOS.
a 8,65+0,01 A o 82,47+0,01°
b 17,78+ 0,01 A B 86,95+ 0,01°
c 24,07+0,01 A Y 86,56 £0,01°

[00213] B npyrom acnekTe HacTOSILIEr0 H300pETeHHs MPENYyCMOTPEH CIIOCO0 MONTydEHHS
¢dopmel H B BuIe kanbuueBoli conn coequHenus I, Bkimovaromuii cmemmsanue Gpopmsl B B Bune
ruapata KanplpeBoi conu coenunenus 1 8 cmecu IPA/Bona.

dopma A B Buae coabsata ¢ EtOH kaabuuesod couau coennuenus I

[00214] B HekOTOpBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETCHHUH
npeaycMoTpeHa kpuctammdeckas ¢gopma A B Buae conbBata ¢ EtOH kanpumesoit comm

coenunenust 1. Ha ¢mur. 18 mnpencraBieHa peHTreHOBCKAas NOPOLIKOBas AuQpakTorpaMma



37

dopmbr A B BHme combBara ¢ EtOH kampumeBoidt comm coeguHeHuss I mpu KOMHaTHOH
TeMIiepartype.

[00215] B HekoTopbIX BapwaHTax ocyuiecTBieHus gopma A B Bume conpBata ¢ EtOH
KaJIbLIUEBON conu coenuHeHus I sBisercd mo CyTH YUCTO KPUCTAUIMYECKOH. B HeKoTOpbIX
BapHaHTax ocymectsieHus: popma A B Buze conbbata ¢ EtOH kanmbiuesoit conu coenunenus 1
SIBJISIETCS TI0 CYTH KPUCTAJUTMYECKOI. B HEKOTOPBIX BapuaHTax OCylLIeCTBIeHHs popMa A B BUZE
compBara ¢ EtOH xanpuueBoit comu coenuHeHust I xapakrepusyercs pEHTI€HOBCKOM
MOPOLIKOBOH  AupakTorpaMMoi, TOJYYEHHOH ¢ TOMOLIBID  aHaJIM3a  TMOPOIIKOBOH
PEHTTEHOBCKOM MU(PAKIUH ¢ MOMOLIBIO My4Ka naaatoinero usnydenus Cu K.

[00216] B HekoTOpbIX BapwaHTax ocyuiecTBieHus gopma A B Bume conbBata ¢ EtOH
KalplueBOl conu  coenuHeHuss 1 xapakTepusyercss  pPEHTT€HOBCKOM  MOPOLIKOBOM
nudpakrorpamMmmoii ¢ curaaigamu npu 4,1 £ 0,2 rpanyca yria asa-tera, 8,2 £ 0,2 rpanyca yria
nea-tera u 17,1 £ 0,2 rpanyca yria aBa-Tera. B HEKOTOPBIX BapHaHTaxX OCylIecTBIeHUs Gopma
A B Buzne conbpBata ¢ EtOH kanbiueBoii conu coenuHenust 1 xapakTepusyercsi peHTT€HOBCKOM
NOPOLIKOBOH nudpakrorpaMmoii ¢ (a) curnanamu npu 4,1 + 0,2 rpagyca yria ngsa-tera, 8,2 +
0,2 rpanyca yrna asa-teta u 17,1 £ 0,2 rpagyca yria nea-tera u (b) curnanom npu 8,5 + 0,2
rpaayca yria aBa-tera w/wim 16,5 + 0,2 rpaayca yria gsa-tera.

[00217] B HekoTOpbIX BapHaHTax ocyuiecTBieHus gopma A B Buze cosnbsata ¢ EtOH
KaJlpleBOol conu  coeguHeHuss 1 xapakTepusyercss  pPEHTT€HOBCKOM  MOPOLIKOBOM
IuQpaKkTOrpaMMoii C IO MEHbILIEH Mepe AByMs CUTHajaMu, BeiOpaHHBIME U3 8,2 + 0,2 rpagyca
yria asa-teta, 8,5 = 0,2 rpanyca yria nsa-tera, 16,5 + 0,2 rpaayca yrna asa-trera u 17,1 + 0,2
rpazxyca yria jBa-Teta. B HEKOTOpBIX BapHaHTax OCyLIecTBIeHHs ¢popMa A B BUJE COJNbBATA C
EtOH xanpuueBoli conu coeguHeHust I Xapakrepusyercs PpEHTI€HOBCKON MOPOLIKOBOH
nudpaxrorpammoii ¢ curnanamu npu 8,2 + 0,2 rpagyca yrina nsa-tera, 8,5 £ 0,2 rpagyca yria
nBa-teta, 16,5 £ 0,2 rpanyca yria nBa-tera u 17,1 £ 0,2 rpagyca yria asa-tera.

[00218] B HexoTOpBIX BapHaHTax OCyLIeCTBieHUs ¢opma A B Bume cojbpBata ¢ EtOH
KaJmplUeBON conu  coenuHeHust 1 xapakTepusyercss  PEHTTEHOBCKOM  MOPOLIKOBOM
nudpakrorpammotii ¢ (a) curnanom npu 8,2 + 0,2 rpangyca yria asa-teta, 8,5 £ 0,2 rpagyca yria
nBsa-tera, 16,5 = 0,2 rpangyca yrna asa-tera w/wim 17,1 £ 0,2 rpaayca yria nsa-tera u (b) mo
MEHBIIIeH Mepe OJHUM CHTHAJIOM, BbIOpaHHBIM u3 4,1+ 0,2 rpanyca yria nsa-teta, 4,8 + 0,2
rpaayca yria asa-tera, 5,6 = 0,2 rpaayca yria asa-tera u 20,3 £ 0,2 rpaayca yria aBa-TeTa.

[00219] B HekoTOphIX BapuaHTax OCyllecTBieHus ¢opma A B Bume cojbpBata ¢ EtOH
KalbplueBOl conu  coequHeHust 1 xapakTepusyercss  PeHTT€HOBCKOM  MOPOLIKOBOM
nu(pakTOrpaMMOH, MO CyTH MOAOOHOM TaKOBOH, MOKa3aHHOH Ha ¢ur. 18.

[00220] B npyrom acrnekTe HaCTOAIIETO U300pPETeHHsI IPEAYCMOTPEH CIIOCO0 MOTyHIEeHHSI
dopmer A B Buge conmbBata ¢ EtOH kxanbrueBoii conu coequuenus I, BkIrO4arommii ObICTpoOe
oXJIaXKAeHUe pacTBopa kanbiueBoi conu coenuHenus 1 8 EtOH:H,O (85:15).

dopma B B Buae coabpara ¢ EtOH kaannueBoi coJn coeannenus 1

[00221] B HeKOTOpBIX BapHAHTaX OCYIIECTBJIEHUS B HACTOALIEM H300pPETEHUH

npeaycMoTpeHa kpuctaminyeckass ¢gopma B B Bunme compBara ¢ EtOH xaneumeBoit comu
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coenuaenust 1. Ha ¢mur. 19 npencraBieHa peHTreHOBCKash NOPOIIKOBas AudpakTorpamMma
¢opmbr B B Buzme compBata ¢ EtOH xambiueBoit comu coenmunenuss 1 mpu KOMHATHOH
TeMIiepartype.

[00222] B HekoTOpbIX BapuaHTax ocyuiecTieHus ¢opma B B Bune conpBata ¢ EtOH
KaJIbLIUeBON conu coenuHeHus I sBisgercd Mo CyTHM YUCTO KPHUCTAUIMYECKOH. B HEKOTOpBIX
BapuaHTax ocymectsieHus Gopma B B Bune conmppara ¢ EtOH kanbimeBoii comu coenunenus 1
SIBJISIETCS 110 CYTH KPUCTAJUTMUECKOH. B HeKoTOpBIX BapuaHTax ocyuiecTsieHus Gopma B B Bune
compBata ¢ EtOH kanbumeBoit comu coenuHeHuss 1 xapakrtepusyercss pPeHTTEHOBCKOM
MOPOIIKOBOM  MU(PAKTOrpaMMOM, TOJYYEHHOW C TOMOINBI0  aHajiu3a  MOPOLIKOBOM
PEHTTEHOBCKOM MU(PAKIIK ¢ MOMOLIBIO My4Ka naaatoinero usnydenus Cu K.

[00223] B HekoTOphIX BapuaHTax ocymecTBiieHus ¢popma B B Buge conbbatra ¢ EtOH
KanplueBOl coimu  coenuHeHuss 1 xapakTepusyercss  pPEHTT€HOBCKOM  MOPOLIKOBOM
nudpakTorpaMmMoii ¢ cursasiom npu 15,4 + 0,2 rpanyca yria nBa-Tera. B HEKOTOPBIX BapHaHTax
ocymecteieHus: ¢opma B B Bume compBata ¢ EtOH xambriumeBoit comu coenuHeHust 1
XapaKTePU3yeTCsl PEHTT€HOBCKOW MOPOIIKOBOH AudpakTorpamMmmoii ¢ (a) curHanom mpu 15,4 +
0,2 rpanyca yria nea-teta u (b) curaanom npu 4,5 + 0,2 rpagyca yria asa-tera w/miu 5,0 £ 0,2
rpajayca yria aBa-Tera. B HEKOTOpBIX BapuaHTax ocyiecTBieHus popma B B Bume compBara ¢
EtOH xanbuueBoii conu coenuHeHus: I XapakTepusyercss PpEHTI€HOBCKON MOPOLIKOBOMN
nudpakrorpammoii ¢ (a) curnanom npu 15,4 + 0,2 rpanyca yria nea-tera u (b) mo MeHbLIeH
Mepe AByMsl CUTHajlaMH, BbIOpaHHbIMU U3 4,5 + 0,2 rpanyca yria asa-tera, 5,0 £ 0,2 rpagyca
yria asa-teta u 20,3 = 0,2 rpanyca yria aBa-Tera. B HEKOTOPBIX BapHaHTax OCYILLECTBIIEHUS
dopma B B Bume compBara ¢ EtOH xanbumesoit conmm coemunenus 1 xapaxrepusyercs
PEHTI€HOBCKOMN MOPOIIKOBON MU pakTorpaMmoil ¢ curnanamu npu 4,5 + 0,2 rpagyca yria nsa-
teta, 5,0 £ 0,2 rpagyca yrna asa-tera, 15,4 + 0,2 rpanyca yrna nsa-tera u 20,3 + 0,2 rpagyca
yrja Ba-TeTa.

[00224] B HexoTOphIX BapuaHTax ocyuecTBieHus Gopma B B Bume compBata ¢ EtOH
KaJmplUeBON conu  coenuHeHust 1 xapakTepusyercss  PEHTTEHOBCKOM  MOPOLIKOBOM
I paKTOrpaMMOH, MO CyTH MOAOOHOM TaKOBOH, MOKa3aHHOH Ha ¢ur. 19.

[00225] B npyrom acrekTe HaCTOSIIErO U300peTeH sl PEAYCMOTPEH CIIOCOO MOTyYeHHSI
¢dopmbl B B Buze conpata ¢ EtOH kanbuueBoii conu coequnenus 1, BKIIOYAOIINI HUKITHYHOE
u3MeHeHne Ttemmepatypsl or 60°C mo 5°C ¢opmbl A B BuAe THApaTta KajbLHEBOH COJH
coenunenusi 1 B cmecu EtOH:H-renmtan (1:1) cO CKOPOCTBIO OXJIAXKIEHHS, COCTABJISIFOIIEH
0,2°C/muH.

dopma C B Buae coabsata ¢ EtOH kaabuuesos coau coennuenus I

[00226] B HekOTOpBIX BapWaHTaX OCYLIECTBIICHUS B HACTOSINEM H300peTEHUU
npeaycMoTpeHa kpuctamummdeckass popma C B Buzme compBata ¢ EtOH xanbumesoi comm
coenuaenust 1. Ha ¢ur. 20 mnpencraBieHa peHTreHOBCKAash NOPOIIKOBas AUQpakTorpaMma
¢opmer C B Buzme compBata ¢ EtOH xambiueBoit comu coenmHenus 1 mpu KOMHATHOH

TeMIepaType.
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[00227] B HexoTopwix BapuaHTax ocymecTtsienus Gopma C B Bume compBata ¢ EtOH
KaJIbLIUEeBON conu coenuHeHus: I sABiaseTcss Mo CyTH YUCTO KPUCTAJUIMYECKUM. B HEKOTOpBIX
BapuaHrax ocymectsieHus: ¢popma C B Buze compata ¢ EtOH xanprmeBoii conu coennnenus 1
ABIIIETCS MO CYTH KPUCTANIMUECKUM. B HEKOTOpBIX BapuaHTax ocyuiectieHus ¢popma C B BUIe
compBata ¢ EtOH kanbumeBoii comu coenuHeHuss 1 xapakrtepusyercs peHTI€HOBCKOM
NOPOIIKOBOH  AM(PAKTOrPAaMMOM, IOJYYEHHOH C MOMOLIBIO  aHaIM3a  IOPOIIKOBOH
PEHTIeHOBCKOW TU(PaKIMK C TOMOIIBIO My4Ka najaaromero uinydenus Cu K.

[00228] B HexoTophix BapuaHTax ocymecTBiaenus Gopma C B Bume compBata ¢ EtOH
KampleBON conu  coenuHeHust 1 xapakrepusyercss  PEHTT€HOBCKOM  MOPOLIKOBOM
nudpakrorpamMmoii ¢ curaaigamu npu 4,2 + 0,2 rpagyca yria asa-tera, 5,0 £ 0,2 rpanyca yria
nBa-tera u 5,7 £ 0,2 rpagyca yria gBa-Tera.

[00229] B HexoTopwix BapuaHTax ocymecTsienus Gopma C B Bume compBata ¢ EtOH
KanplueBol conu  coenuHeHuss 1 xapakTepusyercss  pPeHTT€HOBCKOM  MOPOLIKOBOM
nu(paKTOrpaMMOH, MO CyTH MOAOOHOM TaKOBOH, MOKa3aHHOH Ha ¢ur. 20.

[00230] B npyrom acrnekTe HaCTOAIIETO U300pPETeHHsI IPEAYCMOTPEH CIIOCO0 MOTyIeHHSI
dopmel C B Bune conbbara ¢ EtOH kanpuueBol coiu CoOenqUHEHus |, BKITFOYAIOIMUN MOJTyYeHHe
B3BeCH amopdHOW KampuueBol comu coenuHenns 1 ¢ EtOH:H,O (9:1) nmpu xomHaTHOH
TeMIiepartype.

dopma A B BUIE rHAPATA HATPHEBOH CoJIH coeannenus 1

[00231] B HekOoTOpBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSINEM H300pETCHUH
IpeayCcMOTpeHa KpHucTaminueckas ¢opma A B Buze rujapara HaTpueBoi conu coenunenus 1. Ha
¢ur. 34 npeacraBieHa pEHTTEHOBCKasl MOPOLIKOBast AudpakTorpamMma GpopMsl A B Bue ruapaTa
HaTPUEBOH cOM coenuHeHus I mpu kOMHATHOMN Temneparype.

[00232] B HexoTOpBIX BapuaHTax OCylecTBiIEeHUs (opMa A B BUAE TMApaTa HATPUEBOIL
conu coequHeHus 1 sBiseTcs Mo CyTH YMCTO KPUCTAJUIMYECKUM. B HEKOTOpPBIX BapuaHTax
ocyuecTBieHust (opmMa A B BHIE THUapaTa HaTPUEBOH conmu coenuHeHus 1 siBisercs: mo Cytu
KPUCTAJUTMUECKUM. B HEKOTOpBIX BapuaHTax oOcyllecTBieHus ¢opmMa A B BUAE TUApaTta
HaTpueBOH conu  coenuHeHuss I XapakTepusyercss  PEHTTEHOBCKOM  MOPOILIKOBOM
T PaKTOrpaMMOi, TIOJTY4YEHHON C MOMOLIBIO aHAIN3a OPOLTKOBOH PEHTTEHOBCKOM U pakunun
C TIOMOIIBIO MTyuKa nazgarouiero usiaydenus Cu K.

[00233] B HekOTOpBIX BapuaHTaX OCYIIECTBIEHHsS (opMa A B BHIE HIpaTa HATPUEBOM
comu coemuHeHHs1 1 XapakTepu3yercsi PEeHTTeHOBCKOH IOPOIIKOBOW AM(paKTOrpaMMon ¢
curnanamu npu 5,4 + 0,2 rpaayca yrna nsa-tera, 15,9 + 0,2 rpagyca yrna nsa-tera u 17,6 = 0,2
rpajyca yria aBa-TeTa. B HEKOTOpBIX BapHaHTax OCyLIecTBIeHHs (popma A B Bume rumpara
HaTpueBOlM conu  coenuHeHuss I Xapakrepusyercss  PEHTTEHOBCKOM  MOPOLIKOBOM
mudpakrorpamMmmoii ¢ (a) curHamamu npu 5,4 + 0,2 rpanyca yria asa-tera, 15,9 = 0,2 rpagyca
yria nea-tera u 17,6 £ 0,2 rpanyca yria nsa-tera u (b) mo MeHsineii Mepe OJHUM, IO MEHBIIEH
Mepe ABYMs, MO0 MEHbLIEH Mepe TPeMs, IO MEHbIIEH Mepe YeThIPbMs WM IO MEHbLIEH Mepe
ISTHIO CUTHAJNAMH, BeiOpaHHBIME U3 15,3 £+ 0,2 rpaayca yrna asa-tera, 18,6 £ 0,2 rpanyca yria
nsa-tera, 21,3 + 0,2 rpanyca yruna nsa-tera, 23,9 + 0,2 rpagyca yria asa-tera, 20,0 = 0,2



40

rpaagyca yrja asa-tera u 26,7 +£ 0,2 rpanyca yria pAsa-Tera. B HEKOTOpBIX BapuaHTax
ocymecTtieHust popma A B BHIe rMapaTa HaTpHEBOH conm coenuHeHus 1 xapakrtepusyercs
PEHTI€HOBCKOMN MOPOIIKOBON MU pakTorpaMmoil ¢ cursanamu npu 5,4 + 0,2 rpagyca yria nsa-
tera, 15,9 + 0,2 rpanyca yrna asa-tera, 17,6 + 0,2 rpanyca yria nsa-tera, 15,3 + 0,2 rpaayca
yrna nBa-tera, 18,6 £ 0,2 rpaayca yria nsa-tera, 21,3 £ 0,2 rpanyca yria asa-teta, 23,9 + 0,2
rpanyca yria asa-tera, 20,0 £ 0,2 rpaayca yria na-tera u 26,7 £ 0,2 rpagyca yria qBa-Tera.

[00234] B HexoTOpBIX BapHaHTax OCyLIeCTBIEHHs (popma A B BHIE I'MApaTa HATPUEBOI
cou coenuHeHus 1 xapakTepu3yeTcsi peHTTeHOBCKOH MOPOIIKOBOM TU(PPAKTOrPaMMOii, O CYyTH
no00HOM TaKOBOM, TOKAa3aHHOM Ha ¢ur. 34.

[00235] B HekoTOpBIX BapuaHTaX OCYIIECTBIEHHsS (opMa A B BHIE HIpaTa HATPUEBOM
conu coenuHenus I xapakrepusyercs Be ssSNMR-cniekTpoMm ¢ o MeHbLIel Mepe OHUM IMHUKOM,
BbIOpaHHbIM U3 177,0 £ 0,2 ppm, 159,6 £ 0,2 ppm, 138,5 £ 0,2 ppm, 107,0 = 0,2 ppm, 96,4 + 0,2
ppm, 38,3 £ 0,2 ppm u 28,9 + 0,2 ppm. B HekoTOpBIX BapHaHTax OCyluecTBieHUs popma A B
BHUJIe TUIpaTa HAaTPUEBOW coju coenuHeHus 1 xapakrepusyercs Be ssNMR-cnekrpom ¢ 1o
MEHbBIIIeH Mepe NBYMsl MUKaMu, BeIOpaHHbIM U3 177,0 = 0,2 ppm, 159,6 + 0,2 ppm, 138,5 £ 0,2
ppm, 107,0 £ 0,2 ppm, 96,4 = 0,2 ppm, 383 £+ 0,2 ppm u 289 + 0,2 ppm. B HekoTOpBIX
BapUaHTaX OCyIIecTBIeHUs (Gopma A B BuAe ruapara HATPUEBOW CONM coenuHeHHs 1
XapaKTepU3yeTcst Be ssSNMR-criekTpoM ¢ 1o MeHbIIEH Mepe Tpemsl MUKaMH, BbIOPAHHBIM U3
177,0 £ 0,2 ppm, 159,6 = 0,2 ppm, 138,5+ 0,2 ppm, 107,0 £ 0,2 ppm, 96,4 £ 0,2 ppm, 38,3 £ 0,2
ppm u 289 £+ 0,2 ppm. B HeKOTOpBIX BapHaHTax OCyIIECTBIEHUs Popma A B BUAE T'HApaTa
HaTpueBol conu coenuHeHus I xapakrepusyercs Be ssSNMR-cniekTpoM ¢ mo MeHbLIEH Mepe
YeThIPbMs IMKaMH, BbIOpaHHbIM 13 177,0 £ 0,2 ppm, 159,6 = 0,2 ppm, 138,5 + 0,2 ppm, 107,0 +
0,2 ppm, 96,4 + 0,2 ppm, 383 + 0,2 ppm u 289 + 0,2 ppm. B HexkoTOpBIX BapHaHTax
ocymectieHus popma A B Buze ruapara HaTPUEBOIl conu coeauHenus 1 xapakrepusyercs Be
ssNMR-cniekTpom ¢ 1o MeHbLIel Mepe MAThI0 MHKaMu, BeiOpanHbIM u3 177,0 + 0,2 ppm, 159,6
+ 0,2 ppm, 138,5+ 0,2 ppm, 107,0 £ 0,2 ppm, 96,4 £ 0,2 ppm, 38,3 £ 0,2 ppm u 28,9 £ 0,2 ppm.
B HekoTOphIX BapuaHTax oOCyulecTBiIeHUss (opmMa A B BHUAE TuApaTa HATPUEBOHW COJIU
coenuHenus I xapakrepusyercs Be ssNMR-cnexkrpom ¢ nukamu nipu 177,0 = 0,2 ppm, 159,6 +
0,2 ppm, 138,5+ 0,2 ppm, 107,0 £ 0,2 ppm, 96,4 £ 0,2 ppm, 38,3 £ 0,2 ppm u 28,9 £ 0,2 ppm.

[00236] B HekOTOpBIX BapuaHTaX OCYIIECTBIEHHS (opMa A B BHIE HIpaTa HATPUEBOM
conu coenuHeHus 1 xapakrepusyercs Be ssSNMR-criekTpoM, 1o CyTH NMOIOOHBIM TaKOBOMY,
MOKa3aHHOMY Ha ¢ur. 35.

[00237] B HeKOTOpPBIX BapHaHTaX OCYIIECTBIEHHsS (opMa A B BHIE HIpaTa HATPUEBOM
comu coenuHeHuss 1 XapakTepusyeTcsi OpPTOPOMOMUYECKON KPUCTAUTUYECKONW CHCTEMOI,
NPOCTpaHCTBEHHONW rpymnmnoit P2,2,2; u ciaeayrolumMu napaMeTpaMy 3JIEMEHTapHON sS4elkwu,
u3mepenHeiMu ipu 100 K Ha mudpakromerpe Bruker ¢ mcmonb3oBaHmeM CHHXPOTPOHHOT'O
uznygenns (0,7288 A).

a 8,23 +0,01 A a 90°
b 11,85+ 0,01 A B 90°

c 33,00+ 0,01 A v 90°
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[00238] B npyrom acrnekTe HaCTOSLIETO U300pPETeHHsI IPEAYCMOTPEH CIIOCO0 MOTyIeHHS
dbopMbl A B BUAE THIpaTa HATPUEBOH COJNM coenwHEHUs I, BKJIFOYAIOIUN CMEIIUBAHHUE
amopdHoit HaTpueBoii conu u coenurenue I co cmecrro IPA/Boga npu KOMHATHOH TeMIiepaType
B TCHCHUEC ABYX HCACIIb.

dopma B B Buae HarpueBoi couu coeannHenns I 6e3 npumecen

[00239] B HeKOTOpbIX BapuUaHTaX OCYLIECTBJIECHHS B HACTOSIIEM H300peTeHUH
npenycMoTpeHa Kpucrauinueckas ¢opma B B Buae HatpueBoit comm coenuueHust 1 6e3
npumeceil. Ha ¢ur. 36 npencrasieHa peHTI€HOBCKasi MOPOLIKOBast nudpakTorpamma Gopmsl B
B BUJI€ HATPHEBOH coyn coennHenus 1 0e3 mpumeceii mpyu KOMHATHON TeMIepaType.

[00240] B HexoTOpBIX BapHaHTax oOcywiecTBieHHs ¢opma B B Bume HaTpueBol comu
coenuaenust 1 0e3 mpumeced sBIAETCS MO CYTH YHCTO KPUCTAUIMYECKOH. B HEKOTOpBIX
BapuaHTax ocymecteieHusi Gpopma B B Buae HaTpueBoil conmu coenunenust 1 0e3 mpumeceit
SIBJIIETCS 110 CYTH KPUCTAJUTNYECKOH. B HEKOTOpBIX BapuaHTax ocymecTsieHus: popma B B Buze
HaTpueBor cosu coenuHeHus I 6e3 mpumeceil XapakTepU3yeTCs PEHTT€HOBCKOW MOPOIIKOBOM
I PaKTOrpaMMOM, TIOTYUYEHHON C MOMOIIBIO aHAIN3a OPOLITKOBOH PEHTTEHOBCKOM MU paKknm
C TIOMOIIBIO NyuKa nazgarouiero usiaydenus Cu K.

[00241] B HekoTOpBIX BapuaHTax ocymiecTBieHHs ¢opma B B Buzme HatpueBoi comu
coennaeHus 1 0e3 mpumeceil xapakTepu3yeTcst pEHTTEHOBCKOI MOPOIIKOBOH U paKTOrpaMMoi
¢ curHajgom npu 11,0 £ 0,2 rpangyca yrna asa-tera, 18,1 + 0,2 rpaayca yrna asa-tera u 20,5 +
0,2 rpagyca yria nBa-TeTa. B HEKOTOpBIX BapwaHTax ocymecTsieHus ¢opma B B BuAe
HaTpueBol conu coenuHeHus 1 6e3 mpumeceil XxapakTepu3yeTcsi peHTT€HOBCKOW MOPOLIKOBOMH
audpakTorpaMmoii ¢ cursanom npu 12,8 + 0,2 rpanyca yria nBa-Tera. B HEKOTOPBIX BapUaHTax
ocymectBieHnss ¢opma B B Bume HatpueBoii conmmu coemuHenus 1 Oe3 mpumeceit
XapaKTepU3yeTCsl PEeHTTeHOBCKOH MOPOLIKOBOH audpaxTorpamMmoii ¢ (a) curHanom mpu 12,8 +
0,2 rpanyca yrna nsa-teta u (b) ¢ curnajiom mpu 11,0 + 0,2 rpanyca yria nsa-tera, 18,1 + 0,2
rpanyca yria asa-tera w/wim 20,5 £ 0,2 rpagyca yria aBa-TeTa. B HEKOTOpBIX BapUaHTax
ocymecteieHuss ¢Gopma B B Bume HaTpueBod coiau coemuHeHuss I 0e3 mpumeceit
XapaKTepU3yeTCsl PEHTIE€HOBCKOW MOPOIIKOBOH naudpakrorpammoii ¢ curaajgom npu 11,0 £ 0,2
rpaayca yria asa-teta, 12,8 + 0,2 rpanyca yrna nBa-tera, 18,1 £ 0,2 rpaayca yria nBa-tera u
20,5 £ 0,2 rpagyca yria asa-TerTa.

[00242] B HekoTOpBIX BapHaHTax ocymiecTBieHHs ¢opma B B Buzme HatpueBoi comu
coennHeHus 1 0e3 mpumeceii XxapakTepu3yeTcsi pEHTT€HOBCKOH IMOPOIIKOBOH AH(PPaKTOrpaMMOH,
1O CyTH MOOOHOM TaKOBOH, MOKa3aHHOH Ha ¢ur. 36.

[00243] B npyrom acrnekTe HaCTOSIIETO U300pPETeHHsI PEAYCMOTPEH CIIOCO0 MONyYeHUs
dopmer B B Bume HarpueBoi comm coenuHeHuss 1 0e3 mpumecel, BKIIOYAFOIIHIA
neconbBaTUpoBaHue/neruaparuposanue Gopmsel C B BUae ruapara HAaTPHEBOH CONM COSTUHEHHUS
I

dopma C B BUAE rHAPATA HATPHEBOH CoIH coeannenus 1

[00244] B HekOTOpPBIX BapUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETECHUH

npenycMoTpeHa kpucrauindeckas opma C B Bue ruaparta HaTpueBoi conu coennnenus 1. Ha
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¢ur. 37 npeacrapiieHa peHTI€HOBCKasl mopoLikoBast nudpakrorpamma Gopmer C B BuIe rumpara
HATPHUEBOH cojiu coenuHeHust I mpu KOMHATHOM TeMrepaType.

[00245] B mexoTOpbIX BapuaHTax ocyiecTBieHus gopma C B BUIe runpara HaTPUEBOM
conu coenuHeHus 1 sBnsercd Mo CyTH YUCTO KPUCTANIMYECKOW. B HEKOTOpBIX BapuaHTax
ocywecteienust ¢opma C B BuAe ruapara HaTpuUeBOW coim coeauHeHus I sBisercs mo cytu
KpHCTaJUIMUecKkod. B HekoTropeix Bapuantax ocymecrBienuss ¢popma C B BuAe ruapara
HaTpueBOoM coinu  coeguHeHuss 1 xapakrepusyercs — PEHTI'€HOBCKOW  MOPOLIKOBOM
IU(PaKTOrpaMMOi, TIOJTYUYEHHOW C MOMOLIBIO aHAIN3a TOPOLIKOBOH PEHTTEHOBCKOM qu(ppakuun
C TIOMOIIBIO MyuKa nagaroero usayuenus Cu K.

[00246] B mexkoTOpbIX BapuaHTax ocymecTBieHus gopma C B BuIe rumpara HaTPUEBOM
comu coemuHeHusi 1 XapakTepu3yercsi pPEHTT€HOBCKOH IMOPOIIKOBOH AudpakTorpaMMon ¢
curHanamu npu 6,1 £+ 0,2 rpaayca yrna nsa-tera, 13,4 + 0,2 rpagyca yrna nsa-tera u 19,2 = 0,2
rpagyca yria aBa-Teta. B HEKOTOpBIX BapHaHTax ocyiuecTBieHus ¢opma C B BUme ruapara
HaTpueBOM conu  coenuHeHuss I XxapakTepusyercss  pPEHTIE€HOBCKOM  MOPOLIKOBOM
nudpakTorpaMmMoii ¢ cursanom npu 4,5 + 0,2 rpanyca yria asa-tera u/nim 10,3 £ 0,2 rpagyca
yria aBa-Teta. B HEKOTOpBIX BapuaHTax ocymectsieHus ¢opma C B BHIE ruapaTra HaTPUEBOH
comu coenuHeHUs1 1 xapakTepusyercss peHTTeHOBCKOH MOPOILIKOBOH aupakTorpammoi ¢ (a)
curaajom npu 4,5 + 0,2 rpaayca yria asa-tera w/mum 10,3 £ 0,2 rpanyca yria asa-tera u (b) ¢
curHasiom nipu 6,1 + 0,2 rpagyca yrina nsa-tera, 13,4 = 0,2 rpapyca yria asa-tera w/minu 19,2 +
0,2 rpanyca yria aBa-tera. B HekoTopbIx BapuaHTax ocymectsieHus ¢popma C B Buae ruapara
HaTpueBOM conu  coenuHeHuss I XxapakTepusyercss  pPEHTTE€HOBCKOM  IOPOLIKOBOM
nudpakrorpamMmoii ¢ curiajgom npu 4,5 £ 0,2 rpaayca yria asa-tera, 6,1 £ 0,2 rpagyca yria
nsa-tera, 10,3 + 0,2 rpanyca yrma gsa-tera, 13,4 £ 0,2 rpagyca yrina asa-tera u 19,2 = 0,2
rpaayca yria aBa-TeTa.

[00247] B mexoTopeIx BapuaHTax ocyuectsieHus Gopma C B BUne ruzipata HaTpUEBOIl
cou coenuHeHus 1 xapakTepu3yeTcsi peHTTeHOBCKOH NMOPOIIKOBOM TU(PPAKTOrPaMMOii, 1O CyTH
no00HOM TaKOBOM, OKa3aHHOM Ha ¢wur. 37.

[00248] B npyrom acrnekTe HaCTOSLIErO U300peTeH sl MPEAYCMOTPEH CIIOCO0 MOTyYeHHSI
¢opmer C B BHIe ruapaTta HaTPUEBOW COJIM COeAMHEHUs I, BKIOYAIOIUN MepeMelIMBaHUe
amop¢Hoit HaTpueBoii conu coequHenus I ¢ ACN npu KOMHATHOH TeMreparype.

dopma D B BHae ruapara HATPUEBOH cOoH coearHenus I

[00249] B HekOTOpBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETEHHUH
npeaycMOTpeHa kpuctaundeckas ¢popma D B Buge ruapara HatpueBoi conu coenunenus 1. Ha
¢ur. 38 npencraieHa peHTTeHOBCKast MOpoLIKoBast Audpakrorpamma popmsl D B Buzie rugparta
HaTpueBOl coiu coenuHeHus I mpu kOMHaTHOMN Temneparype.

[00250] B HekoTOpbIX BapuaHTax ocymectBieHus ¢opma D B Bune runpara HaTpUEBOId
conu coenuHeHus 1 sBisieTcs MO CyTH YUCTO KpPUCTANIMYeCKOW. B HEKOTOpBIX BapuaHTax
ocymecteineHust ¢opma D B Bume runmpara HaTpueBoil conmu coenuHeHus 1 sBisercst mo cytu
KPUCTANIMUECKON. B HeKOTOphIX BapuaHTax ocyuiecTsieHus ¢opma D B Bume ruapara

HaTpueBOM conu  coenuHeHuss I XapakTepusyercss  pPEHTTE€HOBCKOM  MOPOLIKOBOM



43

I PaKTOrpaMMOi, TIOTy4YE€HHON C MOMOIIBIO aHAJIN3a MOPOLIKOBOH PEHTT€HOBCKOM MU pakunn
C TIOMOILBIO NTyuKa nagarouiero usiaydenus Cu K.

[00251] B HexoTOpbIX BapuaHTax ocyuecTieHus ¢opma D B Bune runpara HaTpUeBOil
comu coemuHeHuss 1 XapakTepu3yercsi pPEeHTT€HOBCKON IOpPOIIKOBOM audpaxTorpamMmoi c
curHaiamu nipu 7,8 £ 0,2 rpaayca yria nea-tera, 18,5 + 0,2 rpanyca yrna asa-tera u 19,9 + 0,2
rpagyca yria aBa-Teta. B HEKOTOpbIX BapuaHTax ocyuiecTBieHus ¢opma D B Bume ruapata
HaTpueBOM coinu  coeguHeHuss 1 xapakrepusyercs — PEHTI'€HOBCKOW  MOPOLIKOBOM
nudpakTorpaMmoii ¢ curaajgom npu 9,3 + 0,2 rpagyca yria asa-tera, 14,8 £ 0,2 rpanyca yria
nBa-teta, 27,3 + 0,2 rpagyca yrima nea-tera w/wiu 29,1 + 0,2 rpagyca yria nBa-tera. B
HEKOTOPBIX BapHaHTaX ocyliecTBiIeHus Gpopma D B BHae ruapata HaTPUEBOW CONM COENUHEHHSI
I xapakTepusyercst peHTT€HOBCKOH MOPOLIKOBOH AudpakTorpaMmoii ¢ (a) curHaiamu npu 7,8 +
0,2 rpaayca yria asa-tera, 18,5 + 0,2 rpaayca yrna asa-tera, u 19,9 + 0,2 rpaayca yria asa-
teta; u (b) curnanom npu 9,3 + 0,2 rpagyca yrna nea-tera, 14,8 + 0,2 rpanyca yria aa-Teta
w/wmm 27,3 £ 0,2 rpagyca yria aBa-teta. B HEKOTOpBIX BapuaHTax ocyuiectsieHus ¢opma D B
BHUJI€ THApPATa HATPUEBOH coyu coenuHeHus | xapakTepusyercs PEeHTT€HOBCKOHN MOPOIIKOBOM
nudpakrorpamMmoii ¢ curaaigamu npu 7,8 £ 0,2 rpagyca yrna nsa-tera, 9,3 £ 0,2 rpanyca yria
nBa-tera, 14,8 £ 0,2 rpanyca yrna asa-tera, 18,5 = 0,2 rpaayca yrna asa-tera, u 19,9 = 0,2
rpaayca yria asa-tera u 27,3 = 0,2 rpagyca yria asa-Tera.

[00252] B HekoTOpbIX BapuaHTax ocymecTsieHus ¢opma D B Bune runpara HaTpUEBOi
conu coenuHeHns 1 xapakrepu3yeTcst peHTTeHOBCKOI NMOPOIIKOBOH AU PaKTOrpaMMOii, 1o CyTH
no700HOM TaKOBOM, OKa3aHHOM Ha ¢ur. 38.

[00253] B npyrom acrnekre HaCTOALIErO N300pETeHHs MPEAYCMOTPEH CIOCO0 MOy YSHHS
¢dopmel D B BUne ruapara HaTpHeBOi conu coequHeHus I, BKIrouarouii BeICyIIUBaHUE (POPMBI
C B Buze runpara HaTpueBoi conu coequHenus I mox Bakyymom npu 80°C.

dopma E B BHae ruapara HATPpHEBOH coJiu coearHenus 1

[00254] B HekOTOpBIX BapuUaHTaX OCYLIECTBJIEHUsS B HACTOSINEM H300pETECHHUH
npeaycMoTpeHa kpucraundeckas ¢opma E B Buae ruapara HarpueBoit conu coenunenus 1. Ha
¢ur. 49 npencrasieHa peHTTEHOBCKAs MOPOIIKOBas nudpakrorpamma ¢popmel E B Bune rugpara
HaTpUeBOH cou coenHeHus I mpu KOMHATHOMN Temneparype.

[00255] B HekoTOpbIX BapHaHTax ocyuiecTBieHus ¢opma E B Buae ruapara HaTpHEBO
conu coenuHeHus I sBnsercs mo cyTu 4ucTo OM. B HEKOTOPBIX BapHaHTaxX OCYILIECTBJIECHMUS
dopma E B Bue runparta HaTpueBOi conu coenuHeHus 1 sSIBIsIeTCs MO CyTH KpUCTAJUTHYECKOH. B
HEKOTOPBIX BapHaHTaxX ocyluecTsieHus Gpopma E B Bue ruapaTa HaTpueBOi conu coennHeHus 1
XapaKTePU3yeTCsl PEHTTEHOBCKOHW MOPOIIKOBONW MU(PPAKTOrPAMMOM, MOJYYEHHOH C MOMOIIBO
aHaJIN3a MOPOLIKOBOH PEHTI€HOBCKOW MU(PAKLUN C MOMOIIBIO MyYKa MaJaroIIero H3JIy4eHUs
CuK.

[00256] B mekoTOphIX BapuaHTax ocyuiecTBieHus ¢opma E B Bune rugpara HaTpHEBOi
comu coemuHeHuss 1 XapakTepu3yercsi pPEeHTT€HOBCKOH IOPOIIKOBOW AudpaxTorpaMmoin ¢
curHajnamu nipu 4,3 + 0,2 rpanyca yria asa-tera, 13,0 £ 0,2 rpagyca yrna asa-tera u 14,9 + 0,2

rpagyca yria asa-tera. B HekoTopbIx BapuaHTax ocymectsieHus ¢popma E B Buzme rumpara
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HaTpueBol conu  coenuHeHus I XxapakTepusyercss  pPEHTTE€HOBCKOM  MOPOLIKOBOM
nudpakrorpamMmmoii ¢ (a) curHamamu npu 4,3 + 0,2 rpanyca yria asa-tera, 13,0 = 0,2 rpagyca
yria nsa-tera u 14,9 = 0,2 rpanyca yria asa-tera u (b) mo MeHbIneil Mepe OIHUM CHUTHAJIOM,
BbIOpaHHBIM U3 cur"aigamu npu 10,6 + 0,2 rpaayca yrna asa-tera, 11,7 = 0,2 rpanyca yria nsa-
teta, 13,4 + 0,2 rpaayca yrna nsa-tetra, 14,1 + 0,2 rpaayca yrna asa-tera, 14,2 + 0,2 rpaayca
yrna asa-teta, 17,3 £ 0,2 rpaayca yria asa-tera, 18,1 £ 0,2 rpanyca yria asa-tera, 18,8 + 0,2
rpagyca yria asa-tera, 19,2 + 0,2 rpagyca yria asa-tera, 20,0 + 0,2 rpagyca yria aBa-TeTa,
21,4 £ 0,2 rpanyca yrna nBa-teta, 21,5 = 0,2 rpanyca yrna nBa-tera, 22,3 + 0,2 rpagyca yria
nea-tera u 23,1 £ 0,2 rpagyca yria asa-Tera. B HEKOTOPBIX BapHaHTaxX OCyllecTBIeHUs Gopma
E B Bume runmpara HaTpueBoW conmu coeauHeHuss 1 xapakTepusyeTcsi PEHTTeHOBCKOMU
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnajgamu nipu 4,3 + 0,2 rpanyca yria asa-tera, 13,0 +
0,2 rpanyca yrna nsa-teta u 14,9 + 0,2 rpaayca yria nea-tera u (b) Mo MeHbLIEH Mepe ABYMS,
O MEHbIIEH Mepe TpeMs WM MO MEHbIIEH Mepe YeThIpbMs CUTHAJAMH, BBIODAHHBIMH H3
curHajnamu nipu 10,6 + 0,2 rpanyca yria asa-tera, 11,7 + 0,2 rpanyca yrna nsa-tera, 13,4 + 0,2
rpaayca yria asa-teta, 14,1 £ 0,2 rpaayca yria asa-tera, 14,2 = 0,2 rpagyca yria aBa-TeTa,
17,3 £ 0,2 rpanyca yrua nBa-teta, 18,1 £ 0,2 rpaagyca yrna aBa-tera, 18,8 = 0,2 rpagyca yria
nBa-tera, 19,2 £ 0,2 rpaagyca yrna nsa-tera, 20,0 £ 0,2 rpaayca yria nBa-teta, 21,4 + 0,2
rpaayca yria asa-tera, 21,5 £ 0,2 rpanyca yrna nBa-tera, 22,3 + 0,2 rpaayca yria ABa-TeTa U
23,1 £ 0,2 rpagyca yria asa-TeTa.

[00257] B mekoTopbIX BapuaHTax ocyuiecTBieHus ¢opma E B Bune rugpara HaTpHeBOit
comu coemuHeHuss 1 XapakTepu3yercsi pPEeHTT€HOBCKOH IOPOIIKOBOW audpaxTorpamMmoi c
curnanamu npu 4,3 + 0,2 rpaayca yrua nsa-tera, 13,0 + 0,2 rpanyca yria asa-tera u 23,1 = 0,2
rpajayca yrjia Ba-TeTa.

[00258] B HekoTopeIx BapuaHTax ocyuiectieHus ¢opma E B Bune ruznpara HaTpueBoit
conu coenuHeHus I xapakrepusyercst peHTTeHOBCKOH MOPOLIKOBOH Au(PakTOrpaMMOoii, 1Mo CyTn
noJ00HOM TaKOBOM, OKAa3aHHOM Ha ¢ur. 49.

[00259] B HekoTOpbIX BapHaHTax ocyuiecTBiaeHus ¢opma E B Buae ruapara HaTpHEBOM
conu coenuHenus I xapakrepusyercs Be ssSNMR-crniekTpoMm ¢ o MeHbLIel Mepe OTHUM ITHUKOM,
BbIOpaHHbIM U3 165,2 + 0,2 ppm, 1554 = 0,2 ppm, 142,7 + 0,2 ppm, 128,4 £ 0,2 ppm, 121,3 +
0,2 ppm, 101,0 £ 0,2 ppm, 93,1 + 0,2 ppm, 69,5 + 0,2 ppm, 62,6 + 0,2 ppm, 55,2 + 0,2 ppm, 50,6
+ 0,2 ppm, 50,0 £ 0,2 ppm, 21,1 £ 0,2 ppm, 17,2 £ 0,2 ppm, 7,2 £ 0,2 ppm u 2,1 £ 0,2 ppm. B
HEKOTOPBIX BapHaHTaxX ocymecTsieHus popma E B BUze ruapaTa HaTpueBoi conu coenrHeHus 1
XapaKTEepU3yeTcst Be sSNMR-criekTpoM ¢ ABYMsl, TpeMsl, YEThIPbMsl, MATHIO, IIECTHIO, CEMBIO
win Ooyiee mukamu, BeIOpaHHBIMU U3 165,2 + 0,2 ppm, 155,4 + 0,2 ppm, 1427 £ 0,2 ppm, 128 4
+ 0,2 ppm, 121,3 £ 0,2 ppm, 101,0 £ 0,2 ppm, 93,1 £ 0,2 ppm, 69,5 £ 0,2 ppm, 62,6 = 0,2 ppm,
55,2+ 0,2 ppm, 50,6 £ 0,2 ppm, 50,0 £ 0,2 ppm, 21,1 £ 0,2 ppm, 17,2+ 0,2 ppm, 7,2 + 0,2 ppm
u 2,1+ 0,2 ppm. B HekoTopsIx BapuanTax ocymecTtsienus ¢popma E B Bune ruapata HaTpHeBOit
conu coenuHeHus I xapakrepusyercs Be ssNMR-cnektpom mukamu npu 1652 + 0,2 ppm,
155,4 £ 0,2 ppm, 1427 = 0,2 ppm, 128,4 = 0,2 ppm, 121,3 £ 0,2 ppm, 101,0 £ 0,2 ppm, 93,1 +
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0,2 ppm, 69,5 £ 0,2 ppm, 62,6 £ 0,2 ppm, 55,2 + 0,2 ppm, 50,6 = 0,2 ppm, 50,0 + 0,2 ppm, 21,1
+0,2ppm, 17,2+ 0,2 ppm, 7,2+ 0,2 ppm u 2,1 £ 0,2 ppm.

[00260] B mekoTopsIx BapuaHTax ocyuiecTBieHus ¢opma E B Bune rugpara HaTpHeBOit
conu coenuHeHus I xapakrepusyercs Be ssSNMR-cnektpom ¢ nukamu npu 1774 + 0,2 ppm,
165,2 £ 0,2 ppm, 155,4 £ 0,2 ppm, 142,7 £ 0,2 ppm, 128,4 + 0,2 ppm, 121,3 £ 0,2 ppm, 101,0 +
0,2 ppm, 69,5 + 0,2 ppm, 62,6 + 0,2 ppm, 55,2 + 0,2 ppm, 50,0 £ 0,2 ppm, 30,9 + 0,2 ppm, 30,2
+ 0,2 ppm, 27,8 £ 0,2 ppm, 21,1 £ 0,2 ppm, 17,2 £ 0,2 ppm, 7,2+ 0,2 ppm u 2,1 £ 0,2 ppm.

[00261] B HekoTOpbIX BapHaHTax ocyuiecTBieHUus ¢opma E B Buae ruapara HaTpHEBOI
conmu coenuHeHus I xapakrepusyercs Be ssSNMR-criekTpoM, 1o CyTH MOIOOHBIM TaKOBOMY,
NoKa3aHHOMY Ha ¢ur. S0.

[00262] B HekoTOpbIX BapHaHTax ocyuiecTBieHus ¢opma E B Bune ruapara HaTpHEBOI
comu coenmHeHust 1 xapakrepusyercs OpTOPOMOMYECKOH KPHUCTAJUIMYECKOH CHCTEMOH,
IpocTpaHcTBeHHOM rpynmnoit C222; u napameTpamu 3J€MEHTapHON sluelKU, U3MEPEHHbIMH IIPU

100 K na nudppaxromerpe Bruker, ocHamennoM ncrounnkom mnyuenns Cu K, (A=1,54178 A).

a 12,66+ 0,01 A a 90°
b 13,16+ 0,01 A B 90°
c 39,93+0,01 A v 90°

[00263] B npyrom acrnekTe HaCTOALIETO U300PETeHHsI IPEAYCMOTPEH CIIOCO0 MOTyIeHHS
¢dopwmel E B Buze rungpara HaTpueBol cou coequHeHus I, Bkarovaromuii Harpesanue Gopmer A
B BUje ruapara HatpuesBoi conu coequHenus I B IPA u Boxe npu 65°C, oxnaxneHue cMecu 10
45°C, BBenieHHE 3aTPAaBKH KPUCTAJLIIOB (POpMBI A B BUJIE THApPATAa HATPUEBOH coiu coenuHenus I,
oxjaxnenue cmecu 1o 20°C, cOop u 3aTeM NMpOMbIBAaHHE TBEPIBIX BeIlecTB cMmechio IPA:Boma
(1:3 06.:00.), BEICYIIMBaHUE HA BO3AYXe, 3aTeM noOaBieHne K TBepaomy BeuectBy IPA, NaOH
U BOJbI, HarpeBaHue 10 73°C, ToHkas puibTpanus pactsopa, oxynaxaeHue 10 S8°C, nobasneHue
BOJIbI, BBEZICHUE 3aTPaBKH KpUCTAJUIOB (popmbl E B BUIe ruapaTta HaTpueBoil conu coenrHeHus 1
npu 40°C, oxnaxnenue no 5°C, cOOp TBepABIX BEIIECTB, NMPOMBIBAHHE TBEPHABIX BELIECTB
cMmechbio Bozabl u IPA u BeicymmBanue non Bakyymom npu 40°C ¢ nonyuenuem ¢opmsl E B Buze
ruzpara HaTpueBoi coiu coenuHenus 1.

[00264] B npyrom acrnekTe HACTOSIIETO U300pETEHHs MPEAYCMOTPEH CrOCcO0 MOy YeHHSI
¢dopmel E B BUIe ruppara HaTpueBoi conu coenrHeHus I, Birodarommii pactBoperne Gopmelr A
B BHIe ruapara HatpueBod comu coenuHenus I B cmecu IPA/Boma mpu 65°C, oxnaxneHue
pactBopa no 45°C, BBemeHue 3aTpaBKH, MPENCTaBISIOME coboli cMech ruapara GopMbl A H
¢dopmel E B Bune HaTtpueBoli conmu coequHenus I, nobasnenue Boabl, oxnaxaenne 1o 20°C, cbop
TBEpAbIX BEIIECTB, IPOMbIBAHHE TBEPABIX BelleCTB cMechbio BoAbl U IPA u BhicylMBaHHE MOA
BaKyyMOM c nosryueHueM ¢popmel E B Bune ruznpara HaTpueBoi coiu coequHenus 1.

dopma A B Buae coabsarta ¢ IPA (BJakHLIN) HATPHEBOH cOJIH coeauHenus 1

[00265] B HekOoTOpBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSINEM H300pETECHUH

npenycMmoTpena ¢popma A B Buae conbbara ¢ IPA (Bnaxubiil) HaTpueBoit conu coenunenus 1. Ha
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¢ur. 51 mnpencraBieHa peHTreHOBCKasi mOpoinkoBas audpakrorpamva (Gopmsel A B BHIE
conbBara ¢ [PA (BnakHbli) HATpUEBOI conu coenuHeHus I mpu KOMHATHOM TemIiepaTtype.

[00266] B nHekoTopbIx BapuaHTax ocyiiecteieHuss gopma A B Buzme cosbBara ¢ IPA
(BnakHbIM) HaTpueBOH conu coenuHeHus I sBIseTCs MO CYyTH YHUCTO KpUCTauIMdeckoil. B
HEKOTOPBIX BapUaHTax ocyliecTBieHus Gopma A B Bune conbpara ¢ IPA (BiaxkHbIil) HaTpUEBOI
comu coeauHeHuss 1 sBnseTcs mo CyTH KpucTajuiMdeckod. B HeKoTOpbIX BapuaHTax
ocymectsieHns Gopma A B Bune conbBata ¢ [IPA (BnaskHbIN) HaTpueBoil conu coenuHenus I
XapaKTepPU3yeTCss PEHTTEHOBCKOM MOPOIIKOBOW TU(PPAKTOTPAMMOM, MOJYYEHHOH C MOMOLIBEO
aHaJIN3a MOPOLIKOBOH PEHTI€HOBCKOW MU(PPAKLUU C MOMOIIBID My4YKa MAJA0INero U3JIyYeHHUs
Cu K.

[00267] B HekoTOpBbIX BapuaHTaxX OCyllecTBieHus Gopma A B Buae cojbBata ¢ IPA
(BnakHBI) HATPHEBOH conmu coenuHeHHss | XapakTepu3yercsi PEeHTTeHOBCKOH IMOPOLIKOBON
audgpakTOrpaMMoii ¢ CUTHaJIOM 1ipH 3,5 + 0,2 rpangyca yria aBa-TeTa |/ CHTHAJIOM IpH 3,06 +
0,2 rpanyca yria aBa-Teta. B HEKOTOPBIX BapHaHTax OCyLIeCTBIeHHs GopMa A B BUE COJIbBATA
¢ IPA (BnaxHbli) HaTpueBoW comu coeauHeHus: 1 XapakTepu3yercsi pPEHTI€HOBCKOH
NopoIKOBOH audpakTorpamMmoii ¢ (a) curHanoMm npu 3,5 + 0,2 rpanyca yria aBa-Tera W/iiu
curnaajom ripu 3,6 + 0,2 rpanyca yria asa-tera u (b) curnanom mpu 9,5 + 0,2 rpanyca yria qsa-
TeTa.

[00268] B mHekoTopbIx BapuaHTax ocyuiectBieHuss gopma A B Buzme cosbBara ¢ IPA
(BnakHbIM) HaTpHEBOH conmu coenuHeHHss 1 XapakTepu3yercsi PEeHTI€HOBCKOH IMOPOLIKOBOMH
audpakTorpaMMoii ¢ cursaigamu npu 3,6 £ 0,2 rpagyca yria nsa-tera, 3,5 £ 0,2 rpanyca yria
nsa-tera u 9,5 + 0,2 rpagyca yria gBa-Tera.

[00269] B nekoTopbIx BapuaHTax ocyiiecTBieHuss gopma A B Buzme cosbBara ¢ IPA
(BnakHbI) HATPHEBOH conmu coenuHeHuss | XapakTepusyercsi PEeHTTeHOBCKOH MOPOLIKOBOM
audpakTorpaMmoH, 1o cyTH NogoOHON TAKOBOM, ITOKa3aHHOH Ha ¢wur. 51.

[00270] B npyrom acrekTe HaCTOSIIErO U300pPETeH sl TPEAYCMOTPEH CIIOCO0 MOTyUIeHHSI
¢dopmbl A B BHne conbBata ¢ IPA (BnaxHbIi) HATPUEBOH CONMU coequHeHus I, BKITIOYAIOIUN
cycrieHaupoBaHue amopdHoii GopMbl A B BUIE rHapaTa HaTpueBol coiu coenunenus 1 B IPA.

dopma B B Buae coabBara ¢ IPA (cyxoii) HATpHUEBO¥ c0H coenrHenus I

[00271] B HEKOTOpPBIX BapHAHTaX OCYINECTBJIICHUS B HACTOSALIEM H300pETEHUH
npenycmotpena ¢popma B B Bune compBata ¢ IPA (cyxoit) Hatpuesoii conu coenurenus 1. Ha
¢ur. 52 mnpencraBieHa PEHTTEHOBCKas MOPOIIKOBas audpakrorpamma ¢opmel B B BHIe
conbBara ¢ IPA (cyxoii) HaTpueBoii conu coenuHeHus 1 mpu KOMHATHOI Temmeparype.

[00272] B nHekoTophIx BapuaHTax ocyuiectsieHus ¢opma B B Bume combBata ¢ IPA
(cyxoil) HaTpueBOil comu coemuHeHus 1 sBISeTCS TO CYTH HYHCTO KpHCTAUTMUecKo. B
HEKOTOPBIX BapUaHTax ocymecTBieHus ¢opma B B Bunme conpBata ¢ IPA (cyxoii) HaTpueBoi
conu coeauHeHuss 1 sBisieTcd MO CyTHM KpUCTAJUIMYeCKOW. B HEKOTOpIX BapuaHTax
ocymecteinenust ¢opma B B Buzme combBata ¢ IPA (cyxoii) HaTpueBoil comu coenuHeHus I

XapaKTepPU3yeTCss PEHTTEHOBCKOM MOPOIIKOBONW MU(PPAKTOrPAMMOM, MOJNYYEHHOH C MOMOIIBIO
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aHaJM3a MOPOLIKOBOH PEHTI€HOBCKOW MU(PPAKLUU C MOMOIIBIO IMyYKa MAJA0INEro U3JIyYeHUs
CuK.

[00273] B nHekoTopbIx BapuaHTax ocymectsieHus ¢opma B B Bunme combBara ¢ IPA
(cyxoil) HarpueBoil conmm coeanHeHust I XapakTepu3yeTcsi PEHTI'€HOBCKOM IOPOLIKOBOMN
nudpakrorpamMmmoii ¢ cursanom npu 4,0 = 0,2 rpanyca yrna nsa-tera u 5,3 £ 0,2 rpanyca yria
nBa-TeTa. B HEKOTOPBIX BapHaHTax ocyluecTBieHus ¢popma B B Bume combBata ¢ IPA (cyxoii)
HaTpueBOM coinu  coeguHeHuss 1 xapakrepusyercs — PEHTI'€HOBCKOW  MOPOLIKOBOM
nudpakrorpammoii ¢ (a) curnaigamu npu 4,0 £ 0,2 rpaayca yria asa-tera u 5,3 + 0,2 rpagyca
yria nsa-tera u (b) mo MeHbIIeil Mepe OIHUM CHTHAJIOM, BBIOPAHHBIM W3 CHTHAJIOB MpH 7,9 +
0,2 rpanyca yria aBa-teta, 9,7 + 0,2 rpanyca yrna asa-tera, 11,0 £ 0,2 rpaayca yria asa-Tera,
13,9 £ 0,2 rpanyca yrna nsa-teta, 18,5 +£ 0,2 rpanyca yraa asa-tera u 20,0 = 0,2 rpaayca yria
nBa-TeTa. B HEKOTOPBIX BapwaHTax ocyiuecTBieHus ¢opma B B Bume combBara ¢ IPA (cyxoii)
HaTpueBOoNM conu  coenuHeHuss I XxapakTepusyercss  pPEHTTE€HOBCKOM  MOPOLIKOBOM
nudpakrorpammoii ¢ (a) curnaigamu npu 4,0 £ 0,2 rpaayca yria asa-tera u 5,3 + 0,2 rpagyca
yria asa-tera u (b) curaasom npu omHOM, IBYX, TpeX WM deThipex u3 7,9 + 0,2 rpagyca yria
nBa-tera, 9,7 £ 0,2 rpagyca yria asa-tera, 11,0 £ 0,2 rpagyca yrna asa-tera, 13,9 + 0,2 rpaayca
yria aBa-teta, 18,5 £ 0,2 rpaayca yraa asa-tera u 20,0 £ 0,2 rpagyca yria aBa-TeTa.

[00274] B HekoTOpbIX BapuaHTax ocymecTBieHus ¢opma B B BHme combBara ¢ IPA
(cyxoil) HaTtpmeBoW conm coeauHeHUs I XapakTepu3yeTcsi PEHTI€HOBCKOHW IMOPOLIKOBOMN
nudpakrorpamMmmoii ¢ curaaigamu npu 4,0 £ 0,2 rpagyca yrna nsa-tera, 7,9 £ 0,2 rpanyca yria
nBa-tera u 9,7 £ 0,2 rpagyca yrija gBa-Tera.

[00275] B mHekoropbIx BapuaHTax ocymectsieHus ¢opma B B Bunme compBata ¢ IPA
(cyxoil) HarpueBoll conmmu coeauHeHuss I XapakTepu3yeTcsi PEHTI'€HOBCKOM IOPOLIKOBOMN
audpakTorpaMmoi, o cyTH NogoOHON TAKOBOM, ITOKa3aHHOH Ha ¢ur. 52.

[00276] B nHexoTophIx BapuaHTax ocyuiecTBieHus popma B B Bunme combBata ¢ IPA
(cyxoii) HaTpUEBOU Coiu coenuHeHus I xapakTepusyercs Be sSNMR-criekTpom ¢ 1o MeHbIIeH
Mepe OOHUM MUKOM, BbiOpanHbiM u3 180,3 £ 0,2 ppm, 178,7 £ 0,2 ppm, 164,7 = 0,2 ppm, 135,9
+ 0,2 ppm, 127,0 £ 0,2 ppm, 117,0 £ 0,2 ppm, 105,4 £ 0,2 ppm, 95,5 £ 0,2 ppm, 94,4 + 0,2 ppm,
68,9 £ 0,2 ppm, 67,6 £ 0,2 ppm, 64,1 = 0,2 ppm, 59,5 = 0,2 ppm, 54,5 +£ 0,2 ppm, 53,6 £ 0,2
ppm, 32,7 £ 0,2 ppm, 24,6 +£ 0,2 ppm, 20,2 + 0,2 ppm, 5,1 = 0,2 ppm, 3,6 £ 0,2 ppm. B
HEKOTOPBIX BapUaHTax ocymiecTBieHus ¢opma B B Bume conpBata ¢ IPA (cyxoii) HaTpueBoi
conu coenuHeHus I xapakrepusyercs Be ssSNMR-cniekTpoM ¢ nByMsl, TpEMsl, YETBIPbMs, MSThIO,
HIECTHIO, CEMbIO WK Oojiee mukamu, BeiOpaHHbiMu u3 180,3 + 0,2 ppm, 178,7 £ 0,2 ppm, 164,7
+ 0,2 ppm, 135,9 £ 0,2 ppm, 127,0 £ 0,2 ppm, 117,0 £ 0,2 ppm, 105,4 + 0,2 ppm, 95,5 £ 0,2
ppm, 94,4 + 0,2 ppm, 68,9 = 0,2 ppm, 67,6 £ 0,2 ppm, 64,1 £ 0,2 ppm, 59,5 £ 0,2 ppm, 54,5 £+
0,2 ppm, 53,6 £ 0,2 ppm, 32,7 + 0,2 ppm, 24,6 £ 0,2 ppm, 20,2 + 0,2 ppm, 5,1 + 0,2 ppm, 3,6 +
0,2 ppm. B HekoTOpbIX BapmaHTax ocyiuecTBieHus ¢opma B B Bunme compara ¢ IPA (cyxoii)
HaTpueBol conu coenuHeHus I xapakrepusyercs Be ssSNMR-cnekrpom ¢ nukamu mpu 180,3 +
0,2 ppm, 178,7+ 0,2 ppm, 164,7 £ 0,2 ppm, 135,9 £ 0,2 ppm, 127,0 £ 0,2 ppm, 117,0 = 0,2 ppm,
105,4 £ 0,2 ppm, 95,5 £ 0,2 ppm, 94,4 £ 0,2 ppm, 68,9 £ 0,2 ppm, 67,6 = 0,2 ppm, 64,1 + 0,2
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ppm, 59,5 £ 0,2 ppm, 54,5 £ 0,2 ppm, 53,6 £ 0,2 ppm, 32,7 = 0,2 ppm, 24,6 + 0,2 ppm, 20,2 £+
0,2 ppm, 5,1 £0,2 ppm, 3,6 £ 0,2 ppm.

[00277] B HekoTophIX BapuaHTax ocyuiectsieHus popma B B Bume combBara ¢ IPA
(cyxoii) HaTpueBoil conu coequHenus I xapakrepusyercs Be sSNMR-criekTpoM ¢ nukaMu mpu
180,3 £ 0,2 ppm, 178,7 £ 0,2 ppm, 164,7 = 0,2 ppm, 135,9 £+ 0,2 ppm, 127,0 £ 0,2 ppm, 117,0 +
0,2 ppm, 105,4 + 0,2 ppm, 95,5 + 0,2 ppm, 94,4 + 0,2 ppm, 67,6 £ 0,2 ppm, 59,5+ 0,2 ppm, 53,6
+ 0,2 ppm, 32,7 £ 0,2 ppm, 27,2+ 0,2 ppm, 24,6 + 0,2 ppm u 3,6 + 0,2 ppm.

[00278] B HekoTophIx BapuaHTax ocyuiecteieHus ¢popma B B Bume combBara ¢ IPA
(cyxoit) HatpueBoil comm coenuHeHust 1 xapakrepusyercs Be ssNMR-cnektpom, no cytu
noJ00HBIM TAKOBOMY, TTOKa3aHHOMY Ha ¢ur. 53.

[00279] B npyrom acrnekTe HaCTOSIIErO U300pETeH sl MPEAYCMOTPEH CIIOCO0 MOTyHIeHHUSI
dopmbl B B Bume combBata ¢ IPA (cyxoii) HatpueBoil comu coenuHeHus I, BKITFOHArOIIUI
cycrieHaupoBanue amopdHoi ¢opmbl A B BuIe runpara HaTpueBoi comu coenuHenus 1 B IPA,
3aTreM BbICyIIHMBaHue noa BakyymoM npu 40°C ¢ nonydeHuem ¢opmel B B Bune conbsara ¢ IPA
(cyxoii) HATPUEBOU CONU cCoeuHeHus 1.

dopma A B BUAE rHAPATA KAJHEBOH CO0JIH coequnenus |

[00280] B HekoTOphIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETCHUH
NpeayCcMOTpPeHa KpucTajumdeckas ¢opmMa A B BHIE ruapara KanueBoil comu coenuaenus 1. Ha
¢ur. 39 npencrasieHa peHTTEHOBCKast MOPOLIKOBast AudpakTorpamMmma GpopMsl A B BUE THIApPATA
KaJimeBo conu coequHenus I npu komMHaTHON Temmneparype.

[00281] B HekoTOpBIX BapHaHTax OCYIIECTBIEHHUs (popMa A B BHIE T'MApaTa KaJHeBOM
comu coenuHeHus 1 sBisercs MO CyTH YUCTO KPUCTANIMYECKOW. B HEKOTOpBIX BapuaHTax
ocyuiecTsieHust popma A B BHUe ruzapara KajqueBod coiu coenuHeHus 1 sBisercs mo cytu
KPHUCTAJUIMYECKOH. B HEKOTOpBIX BapuaHTax oOcCyllecTBiIeHus ¢opma A B BUAE Truapara
KanueBoll  comu  coemuHeHuss I xapakrepusyercs — pPEHTI'€HOBCKOM  MOPOLIKOBOM
AU PaKTOrpaMMOii, TIOJTyUYEHHON C MOMOIIBIO aHAIU3a TOPOLIKOBON PEHTTEHOBCKOM qu(ppaKkunun
C TIOMOIIBIO MyuKa nazgarouiero usiayuenus Cu K.

[00282] B HeKkOTOpBIX BapHaHTaX OCYINECTBJIEHUs opMa A B BHIE T'MApaTa KaJIUEBOM
comu coemuHeHusi 1 XapakTepu3yercsi PEHTT€HOBCKOH IMOPOIIKOBOH audpakTorpaMmon c
curHajom nipu 10,7 £ 0,2 rpanyca yria ABa-TeTa. B HEKOTOpPBIX BapuUaHTaxX OCYLIECTBJICHUS
¢opmMa A B BuAe ruzapara KajdueBOH coju coequHeHus 1 xapaxkTepusyercss peHTI€HOBCKOH
NOPOLIKOBOH nudpakTorpaMmoii ¢ curnaiom npu 10,7 + 0,2 rpagyca yria ABa-TeTa U CUTHAJIOM
npu 15,3 + 0,2 rpanyca yria asa-tera w/wim 20,4 + 0,2 rpagyca yria aBa-Tera. B HEKOTOpPBIX
BapUAHTaX OCYIIECTBICHUs (opmMa A B BUAE TuApaTa KajdueBOH comu coenuHeHus 1
XapaKTePU3yeTCsl PEHTTEHOBCKOW MOPOIMIKOBOH nudpakrorpamMmoii ¢ cursanom npu 10,7 + 0,2
rpaayca yria asa-teta, 15,3 £ 0,2 rpagyca yria asa-tera u 20,4 + 0,2 rpanyca yria aBa-TeTa.

[00283] B HekOTOpBIX BapHaHTax OCYIIECTBJIEHUs ¢opma A B BHIE I'MApaTa KaJIUeBOM
comu coenuHeHus1 1 xapakrepusyercs peHTTeHOBCKOH MOPOLIKOBOH aupakTorpammoi ¢ (a)
curiagom npu 10,7 £ 0,2 rpamyca yrma nsa-tera u (b) omHuM wiu Oojiee CHUTHAJIAMH,

BbIOpanHbeIMU U3 15,3 + 0,2 rpaayca yrna nBa-tera, 20,4 = 0,2 rpagyca yrna nsa-tera u 29,1 +



49

0,2 rpamgyca yria nBa-teta. B HEKOTOPBIX BapHaHTaxX OCyIlecTBieHUs popma A B Buae ruapara
KanueBol  conmu  coeauHeHus I Xapakrepusyercs — PEHTT€HOBCKOH  IOPOLIKOBOM
nudpakrorpammoii ¢ curranom ripu 10,7 = 0,2 rpanyca yrna asa-tera, 15,3 £ 0,2 rpaayca yria
nBa-tera, 20,4 + 0,2 rpanyca yria nsa-tera u 29,1 + 0,2 rpanyca yria nsa-tera.

[00284] B HekOTOpPBIX BapMaHTax OCYILECTBJIEHUs ¢opMma A B BHIE I'MApaTa KaJlueBOM
conu coenuHeHus I xapakrepusyercst peHTTeHOBCKOI MOPOLIKOBOH Mr(pakTOrpaMMoi, o cyTH
nogoOHOM TaKOBOH, MOKa3aHHOIH Ha ¢ur. 39.

[00285] B npyrom acrekTe HaCTOSIIErO U300pETeH sl PEAYCMOTPEH CIIOCO0 MOTyIeHHSI
dbopMbl A B BHIE THUApaTa KaJHUEBOW COJMU coenuHeHus I, BKIHOYAKOIIMIA OCYIIECTBICHHE
peakumu popmbl A coemunenusi 1 (cBoOomHast ¢opma) CO CMEChEO THIPHI Kalusi/Boma M
MOJIBEpPTraHue ABYM LIUKJIaM HarpeBaHus U oxjaxaeHus ot 60°C 10 KOMHATHOHN TeMIepaTyphbL.

dopma B B Buae ruapara kajaueBou coJiu coexuHenus 1

[00286] B HekOoTOphIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETEHUH
NpeaycMOTpeHa Kpuctaundeckas ¢opma B B Bune rumgpara kanueBor conu coennaenus 1. Ha
¢ur. 40 npencTaBiIeHa PEHTIEHOBCKAsI MOPOIIKOBast JudppakTorpamma Gpopmsel B B Buze rugpara
KaJmeBol conu coequHenus I nmpu koMHaTHON TeMmneparype.

[00287] B HekoTOpBIX BapHaHTax OCyllecTBieHus (opma B B Bume ruapara KajaueBoil
conu coenuHeHus 1 sBisieTcs MO CyTH YUCTO KpPUCTANIMYeckod. B HEKOTOpBIX BapuaHTax
ocymecteineHust popma B B Buzme rumgpara kanueBoil conmu coenuHeHus 1 siBisercst mo cyTu
KpUCTANIMUECKOH. B HekoTopeIXx BapmaHTax ocymiecTsieHuss ¢Gopma B B Buzme ruapara
KanueBol  conu  coeauHeHus I Xapakrepusyercs — PEHTT€HOBCKOM  MOPOLIKOBOM
IU(PPaKTOrpaMMOi, IOJTYy4YE€HHON C MOMOIIBIO aHAJIN3a OPOLIKOBON PEHTT€HOBCKOHN nudpakunu
C TIOMOILBIO NyuKa nagarouiero usiaydenus Cu K.

[00288] B HexoTOphIX BapHaHTax ocCyllecTBieHus ¢popma B B Buae rugpara KaaueBoit
comu coemuHeHust 1 XapakTepusyercss PEHTIeHOBCKOW IOPOLIKOBOH AM(PPAaKTOrpaMMoOil ¢
curHajnamu nipu 4,7 £ 0,2 rpagyca yria nsa-tera, 6,8 £ 0,2 rpagyca yria na-tera u 21,5 £ 0,2
rpajyca yria aBa-TeTa. B HEKOTOpBIX BapHaHTaxX OCyINecTBieHus ¢opma B B Buzme rugpara
KamueBol  conmu  coeauHeHus I Xapakrepusyercs — PEHTT€HOBCKOH — MOPOLIKOBOM
nudpakrorpamMmoii ¢ curaaigamu npu 4,7 £ 0,2 rpagyca yria nsa-tera, 6,8 £ 0,2 rpanyca yria
nBa-tera, 14,8 = 0,2 rpanyca yria nsa-tera u 21,5 £ 0,2 rpagyca yrua asa-tera.

[00289] B mekoTophIX BapuaHTax ocyuiecTsieHus Gopma B B Buzme rugpara KajaueBoit
conu coenuHeHus I XxapakTepu3yercs peHTT€HOBCKOH MOPOIIKOBOH U pakTorpamMmoii ¢ (a) 4,7
+ 0,2 rpangyca yria asa-tera, 6,8 £ 0,2 rpaayca yria asa-tera, u 21,5 £ 0,2 rpaayca yrna nsa-
teta u (b) Mo MeHbIIEH Mepe OMHUM CHTHAJIOM, BbIOpaHHbIM u3 14,8 + 0,2 rpagyca yria niBa-
tera, 15,2 £ 0,2 rpaayca yria asa-tera, 16,1 = 0,2 rpanyca yrina naa-tera u 19,0 = 0,2 rpanyca
yrjia aBa-Tera. B HEKOTOPBIX BapuaHTax OCymecTBieHus ¢opma B B Bume rumgpara kaineBoi
comu coenuHeHHss 1 XapakTepu3yercsi PEeHTT€HOBCKOH IOPOIIKOBOH audpakTorpaMmoin ¢
curHajnamu npu 4,7 = 0,2 rpangyca yria asa-tera, 6,8 £ 0,2 rpaayca yria asa-tera, 14,8 £ 0,2
rpaayca yria asa-tera, 15,2 £ 0,2 rpaayca yria asa-tera, 16,1 = 0,2 rpagyca yria asa-tera,
19,0 + 0,2 rpanyca yrua asa-tera u 21,5 = 0,2 rpanyca yria aBa-Tera,.
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[00290] B mexkoTophIX BapHaHTax ocyiiecTBieHus Gopma B B Bunme rugpara kanueBoit
conu coenuHeHns 1 xapakrepusyeTcst peHTTeHOBCKOI MOPOIMIKOBOH AU PaKTOrpaMMOii, 1o CyTH
1o 00HOH TaKOBOM, OKa3aHHOM Ha ¢wur. 40.

[00291] B npyrom acrnekTe HacCTOALIETO U300PETEHHSI IPEAYCMOTPEH CIIOCO0 MOTYIEeHHS
¢dopmel B B Buzme ruzppara kanueBOW CONM COEAMHEHUsS I, BKIIOUAIOIIMN IMOJydeHHE B3BECU
amop¢Hoi kanmueBoi conu coennHeHus 1 ¢ ACN npu KOMHATHOH Temmepatype U 3aTeM Ipu
60°C.

dopmva C B BUae ruapaTa KaaueBou coau coexuaenus I

[00292] B HekOTOpBIX BapuUaHTaX OCYLIECTBJIEHUS B HACTOSIIEM H300pETECHHUH
npeaycMoTpeHa kpuctaundeckas ¢popma C B Buae ruaparta kaaueBon conmu coenunenust 1. Ha
¢ur. 41 npeacraBieHa peHTIeHOBCKasl MOpoILKoBast nudpakrorpamma Gopmer C B BUe rugpara
KaJIUEeBOU coyu coeanHeHus I mpu KOMHATHOM Temmneparype.

[00293] B mekoTophIx BapuaHTax ocymectsieHus Gopma C B BuIe ruapara KaJaueBO
conu coenuHeHus 1 sBisercd Mo CyTH YUCTO KpUCTANIMYecKoW. B HeEKOTOphIX BapuaHTax
ocymectenenust popma C B Buzae rumpara KanaueBoll comu coenuHeHus 1 siBisieTcst mo CyTu
KPUCTANTMUECKOH. B HekoTopeIX BapmaHTax ocymectsierus ¢opma C B Buae ruapara
KanueBol  conmu  coeauHeHus I Xapakrepusyercs — PEHTTE€HOBCKOH — IOPOLIKOBOM
IUQPaKTOrpaMMOM, TIOTYUYE€HHON C MOMOIIBIO aHAJIN3a OPOLIKOBOH PEHTTEHOBCKOM nu(ppakunn
C TIOMOIIBIO NyuKa nazgarouiero usiaydenus Cu K.

[00294] B mexoTophIXx BapuaHTax ocymiecTsieHus gopma C B BuIe ruapara KajaueBO
comu coenuHeHuss 1 XapakTepu3yercsi PEHTTeHOBCKOH IOPOIIKOBOM AU(PPAKTOrpaMMoOi ¢
curnasiom mpu 4,8 + 0,2 rpaayca yria asa-tera, 6,3 = 0,2 rpanyca yria nsa-tera u 14,2 + 0,2
rpagyca yria asa-teta. B HeKOTOpbIX BapuaHTax ocyiuecTBieHus ¢opma C B Buzme ruapara
KaaueBoll  comu  coexumHeHust 1 xapakrepusyercs — PEHTI'€HOBCKOW  MOPOLIKOBOM
nudpaxrorpammoii ¢ curnanom npu 4,8 + 0,2 rpanyca yrina asa-tera, 6,3 £ 0,2 rpagyca yria
nBa-tera, 14,2 £ 0,2 rpaayca yrina nBa-tera, 13,5 + 0,2 rpanyca yrna asa-tera u 27,1 £ 0,2
rpagyca yria aBa-TeTa. B HEKOTOpBIX BapuaHTax ocymecTBieHusi popma C B BHIe ruapara
KamueBol  conmu  coeauHeHus I Xapakrepusyercs — PEHTT€HOBCKOH — MOPOLIKOBOM
nudpakrorpamMmmotii ¢ (a) cursanom npu 6,3 + 0,2 rpagyca yria asa-teta, 4,8 £ 0,2 rpagyca yria
nea-tera, 14,2 + 0,2 rpanyca yrima asa-tera, 13,5 £ 0,2 rpaayca yria nea-tera u 27,1 = 0,2
rpaayca yria nsa-teta u (b) curnajgom npu 19,0 + 0,2 rpagyca yria asa-tera w/wmm 15,8 + 0,2
rpagyca yria aBa-Teta. B HEKOTOpBIX BapHaHTax ocyiuecTBieHus ¢opma C B BUme ruapara
KanueBol  conmu  coeauHeHus I Xapakrepusyercs — PEHTTE€HOBCKOH  MOPOLIKOBOM
nudpakrorpaMmMoii ¢ curaaigamu npu 6,3 + 0,2 rpagyca yria nsa-tera, 4,8 £ 0,2 rpanyca yria
nBa-tera, 14,2 £ 0,2 rpagyca yrna nsa-tera, 13,5 £ 0,2 rpaayca yria nBa-teta, 27,1 = 0,2
rpaayca yria asa-teta, 19,0 £ 0,2 rpagyca yria asa-tera u 15,8 + 0,2 rpanyca yria nBa-tera.

[00295] B mexoTopsIx BapuaHTax ocymectsieHus popma C B BuIe ruapara KajaueBO
conu coenuHeHns 1 xapakTepu3yeTcst peHTTeHOBCKOI NMOPOIMIKOBOM AU PaKTOrpaMMOii, 10 CyTH

no00HOH TaKOBOM, MOKa3aHHOM Ha ¢wur. 41.
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[00296] B npyrom acrmekTe HaCTOSLIETO U300PETeHHSI PEAYCMOTPEH CIIOCO0 MOydeHUs
¢dopmel C B BUAe ruapata KajaueBoi coyiu coequuenus I, Bkimodaromuii cMemBanue aMmopHOM
xanuesoi conu coequHenus I ¢ ACN npu koMHaTHOH TeMmeparype.

dopma D B BHae ruapata KaJaueBoH coJH coeariHenus I

[00297] B HeKOTOpBIX BapHaHTaX OCYIIECTBJIEHHUS B HACTOSLIEM H300peTEeHUH
npeaycMoTpeHa kpuctauindeckast ¢opma D B Bune runpara kanueBoi coiu coenunenus: 1. Ha
¢ur. 42 npeacTaBieHa peHTTEHOBCKAask IOPOIIKOBast Augpakrorpamma ¢opmsl D B Bune ruapara
KaJIUEeBOU coyu coearHeHus I mpu KOMHATHOM Temneparype.

[00298] B HekoTOpBIX BapHaHTax OcylnecTBieHus ¢popma D B Bume ruaparta KajaueBOi
comu coenuHeHus 1 sBisieTcs Mo CyTH YUCTO KpUCTaUIMdeckoil. B HEKOTOphIX BapuaHTax
ocywmecteineHust popma D B BuAe ruzppara KamueBOH cCoiuM coenuHeHus 1 sBIseTCs MO CyTH
KpUCTAJUTMUECKOH. B HekoTopbIx BapwaHTax ocymecTBieHus ¢opma D B Bume rumgpara
KanueBol  conmu  coeauHeHus I Xxapakrepusyercs — PEHTT€HOBCKOH  MOPOLIKOBOM
T PaKTOrpaMMOi, TIOTy4YE€HHON C MOMOIIBIO aHAJIN3a OPOLIKOBOH PEHTTEHOBCKOMN MU pakunn
C TIOMOIIbIO NyuKa nazgarouiero usiaydenus Cu K.

[00299] B HekoTOpBIX BapHaHTax ocymuecTBieHus ¢popma D B BuIme ruaparta KanaueBoil
comn coenuHeHHs1 1 XapakTepu3yercsi PEeHTT€HOBCKOH IOPOIIKOBOH AudpakTorpaMmoin ¢
curnanamu npu 4,4 + 0,2 rpaayca yrna nsa-tera, 15,3 + 0,2 rpagyca yrna asa-tera u 13,1 = 0,2
rpagyca yria aBa-TeTa.

[00300] B HexoTopbIX BapmaHTax ocyinecTBieHus ¢popma D B Bunme ruapara KanaueBoit
comu coeauHeHust 1 xapakrepusyercs pEeHTT€HOBCKOI MOPOLIKOBOH audpakTorpammoi ¢ (a)
curnanamu npu 4,4 + 0,2 rpaayca yrua nsa-tera, 15,3 + 0,2 rpagyca yrna asa-tera u 13,1 = 0,2
rpaayca yrua asa-tera u (b) curnanom npu 8,8 + 0,2 rpaayca yria asa-tera. B HEKOTOpPBIX
BapuaHTax ocymecTtsieHuss ¢opma D B Bume ruzppara KanmeBoH coiu coenuHeHus |
XapaKTepU3yeTCsl PEHTTEHOBCKOI MOPOLIKOBOH AnudpakTorpaMmoi ¢ curraizamu npu 4,4 + 0,2
rpaayca yria asa-tera, 8,8 + 0,2 rpaagyca yria asa-tera, 13,1 £ 0,2 rpaayca yria aBa-teta u
15,3 £ 0,2 rpagyca yria asa-TeTa.

[00301] B HekoTOpBIX BapHaHTax ocylnecTBieHus ¢popma D B Bume ruapara KajaueBoOi
conu coenuHenus 1 xapakTepu3yeTcsi pEHTT€HOBCKOH MOPOIIKOBOH nudpakTorpammoii ¢ (a) 4,4
+ 0,2 rpaayca yria asa-tera, 8,8 £ 0,2 rpangyca yria nsa-tetra, 13,1 + 0,2 rpaayca yria aBa-tera
u 15,3 + 0,2 rpagyca yrna asa-teta u (b) mo MeHbIel Mepe OJHIUM CHUTHAJIOM, BBIOPAHHBIM M3
7,0 = 0,2 rpaayca yrna asa-tera, 8,1 £ 0,2 rpanyca yrina asa-tera u 21,9 + 0,2 rpagyca yrna
nBa-TeTa. B HEKOTOPBIX BapuaHTax ocyuiecTBieHus popma D B Buae ruppaTta KaJueBOW COJH
coennHeHUs1 1 XapakTepu3yeTcsi peHTTeHOBCKOH MOPOIIKOBONH AM(PPAKTOrpaMMON € CHTHAJaMH
npu 4,4 £ 0,2 rpanyca yria asa-tera, 7,0 = 0,2 rpagyca yria nsa-teta, 8,1 £ 0,2 rpangyca yria
nBa-tera, 8,8 £ 0,2 rpaayca yrna nsa-tera, 13,1 £ 0,2 rpagyca yria aBa-teta, u 15,3 £ 0,2
rpaayca yria asa-teta, u 21,9 £ 0,2 rpagyca yria asa-tera.

[00302] B HekoTOpbIX BapHaHTax ocynecTBieHus ¢popma D B Bume ruaparta xaniueBoit
conu coenuHeHns 1 xapakTepusyeTcst peHTTeHOBCKOI NMOPOIIKOBOH AU PaKTOrpaMMOii, 1o CyTH

1o7100HOH TaKOBOM, OKAa3aHHOM Ha ¢ur. 42.
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[00303] B npyrom acrnekTe HaCTOALIETO U300pPETeHHsI PEAYCMOTPEH CIIOCO0 MOTyIeHHS
¢dopmbl D B Buze ruapara KajaueBoOH COM COSAMHEHMs |, BKIIIOUAOLINI cMeITuBaHue aMOpHOM
kanueBoi conu coenuHenus I ¢ ACN npu kOMHATHOI TeMnepaType U BbicylnBaHue npu 29°C
O]l BAKYYMOM.

dopma A B BUAE rHAPATA AMMOHHHAHOH coJI coearHenus 1

[00304] B HeKOTOpPBIX BapHAHTAX OCYIUNECTBJIEHUS B HACTOALIEM H300pEeTEHUH
npenycMOTpeHa KpucTaunieckas Gopma A B BHIE I'HMApaTa aMMOHUNHOM conu coenuHeHus 1.
Ha ¢ur. 44 npencraBieHa peHTTeHOBCKasi MOPOIIKOBasi nudpakrorpamma GopMbl A B BHUIE
ruipaTa aMMOHHUHHOM cofiu coenuHenusi I mpu KOMHATHOM TeMmeparype.

[00305] B HekoTOpBIX BapuaHTaX OCYyLIECTBIeHHs ¢opmMa A B BHUAE TUApara
aMMOHUMHOHN conu coeanHeHus I sBIseTcs Mo CyTH YUCTO KpUCTAUIMUecKoil. B HekoTophIx
BapHaHTaX oOCywecTBieHust GopmMa A B BUAE TMApaTa aMMOHHMHWHOW coimu coenuHeHHs I
SIBJIIETCS 110 CYTH KPUCTAJUTMUECKOH. B HEKOTOPBIX BapuaHTax ocyuecTBieHus Gpopma A B BUIE
rurpara aMMOHHUIHONW conu coenuHeHus I xapakrepusyercs PeHTT€HOBCKOH MOPOLIKOBOM
IUQPaKTOrpaMMOi, TIOTYYE€HHON C MMOMOIIBIO aHAJIN3a MOPOLIKOBOH PEHTTEHOBCKOM U pakunn
C TIOMOIIBIO NyuKa najatoiiero usaydenus Cu K.

[00306] B HekoTOpBIX BapuaHTax oOCylecTBieHHss ¢opma A B BHAEe Tuapara
aMMOHUWHON CcOonu  coequHeHus 1 XapakTepusyeTcsi PEHTT€HOBCKOW  MOPOLIKOBOM
audpakTorpaMMoii ¢ cursanom npu 5,5 + 0,2 rpanyca yria nBa-terta. B HEKOTOPBIX BapHaHTax
ocymecTBieHust popma A B BHAE ruapaTa aMMOHUHHON conu coenuHeHus I xapakTepusyercs
PEHTI€HOBCKOMN MOPOIIKOBON JudpakTorpaMmoil ¢ curHanom npu 15,3 + 0,2 rpagyca yria nsa-
TeTa. B HEKOTOPBIX BapHaHTaxX OCyllecTBIeHHs GopMma A B BHIE r'MApaTa aMMOHHUIHON conu
coennHeHus: 1 xapakrepusyercss peHTI€HOBCKOH MOPOIIKOBONW AUPPAKTOrpaMMOI C CHUTHAJIOM
npu 17,7 + 0,2 rpanyca yrna asa-tera. B HEKOTOpBIX BapuaHTax OCyLIeCTBIEHUs ¢opma A B
BUJI€ TUApPATa aMMOHUIHON conu coenunHeHus I xapakTepusyercss peHTT€HOBCKOI MOPOLIKOBOM
nudpakTorpaMmoii ¢ curHanamu npu 5,5 £ 0,2 rpanyca yria asa-teta, 15,3 £ 0,2 rpanyca yria
nBa-tera w/wnm 17,7 £ 0,2 rpapyca yria nBa-tTera. B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHUS
¢dopma A B BHIe ruapata aMMOHHIHOHN coiu coenuHeHus: 1 xapakTepu3yercst peHTTeHOBCKON
MOPOIIKOBOH MU(PaKTOrpaMMOii ¢ curHanamu npu 5,5 £ 0,2 rpanyca yria asa-tera, 15,3 = 0,2
rpaayca yria asa-tera u 17,7 £ 0,2 rpangyca yria asa-tera.

[00307] B HekOTOpBIX BapuaHTaX OCyWEeCTBIeHUss ¢opmMa A B BHUAE TUApara
aMMOHUWHOW CONMM  coequHeHuss 1  XapakTepusyercss PEHTT€HOBCKOW  IMOPOIIKOBOM
nudpakrorpamMmmoii ¢ (a) curHamamu npu 5,5 + 0,2 rpanyca yria asa-tera, 15,3 = 0,2 rpagyca
yriaa nea-tera w/wmu 17,7 £ 0,2 rpanyca yrma nsa-teta u (b) mo MeHbIIEdl Mepe OZHUM
cUrHaJIoOM, BbIOpaHHBIM U3 19,6 + 0,2 rpanyca yria asa-teta, 20,9 + 0,2 rpagyca yria aBa-tera
u 18,0 £ 0,2 rpanyca yria asa-tera. B HEKOTOpBIX BapHaHTax OCyIIECTBIEHUs (popMa A B BUAE
rurpara aMMOHHUIHONW conu coenuHeHus I Xxapakrepusyercs peHTT€HOBCKOH MOPOLIKOBOM
nudpakrorpamMmmoii ¢ (a) curHamamu mpu 5,5 + 0,2 rpanyca yria asa-tera, 15,3 = 0,2 rpagyca
yria nea-tera w/wnu 17,7 £ 0,2 rpanyca yria nsa-tera u (b) curnanamu npu 18,0 = 0,2 rpanyca

yria asa-tera, 19,6 + 0,2 rpagyca yrina asa-tera w/wmu 20,9 + 0,2 rpanyca yria nsa-teta. B
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HEKOTOPBIX BapHaHTaxX OCyLIecTBIeHUs ¢opma A B BHAE TuApaTa aMMOHMWHOW CONU
coennHeHus1 1 XapakTepu3yeTcsi peHTT€HOBCKOH MOPOIIKOBOH AH(PaKTOrpaMMO ¢ CHTHAJaMH
npu 5,5 £ 0,2 rpangyca yrina nsa-tera, 15,3 £ 0,2 rpagyca yrna nsa-tera, 17,7 = 0,2 rpagyca yria
nsa-tera, 18,0 + 0,2 rpanyca yrma gsa-tera, 19,6 £ 0,2 rpagyca yrna asa-tera u 20,9 = 0,2
rpaayca yria ABa-TeTa.

[00308] B HekoTOpbIX BapHaHTax oOcCyliecTBieHus ¢opma A B BHAE THIpaTa
aMMOHHMIHON conmu  coenuHeHus I XapakTepusyercss PEHTI€HOBCKONH  MOPOLIKOBOM
I PaKTOrpaMMOi, IO CyTH MOJOOHON TAKOBOH, MOKa3aHHOH Ha (ur. 44.

[00309] B npyrom acrnekTe HaCTOSLIErO U300pETEHHsI PEAYCMOTPEH CIIOCOO MOTyUEeHHSI
dbopMbl A B BHAE THApaTa aMMOHHUIHOW CONMU coeAvHeHusi I, BKIIIOYAIOIIUN CMEIIMBaHHUE
amopduoit popmsl A coennnenus 1 (ceobonHas popma) ¢ THIPOKCHAOM AMMOHUS B BOJE.

Cnoco0blI J1eueHust

[00310] Coenunenne 1 B amopduoii ¢opme wim B modol u3 papMareBTHIECKH
NPUEMJIEMBIX KPHCTATMYECKUX (POPM, PACKPBITBIX B JAHHOM JOKYMEHTE, BBIOJHSIET (DYHKIIHIO
monynaropa CFTR, T. e., oHo moaynupyer aktuBHocTh CFTR B opranusme. UHnusuayymam,
CTpajaromuM OT MyTanuu B reHe, komupyromem CFTR, mosker ObITh MONE3HO MOJMyYaTh
monynarop CFTR. Mytamus CFTR moxer nosnusath Ha komuudectBo CFTR, T. e. uymcno
kanajioB CFTR Ha MoBepXHOCTH KJIETKH, WJIM OHAa MOxeT moBiusaTh Ha ¢yHkiuio CFTR, 1. e.
(YHKIMOHATBPHYIO CHOCOOHOCTh KaKIOTO KaHala OTKPbIBATBCS W TPAHCIIOPTUPOBATH HOHBL
Myrtauun, srnusitomue Ha konumdectBo CFTR, BkmOuaroT MyTauuu, BbI3bIBArOIIHNE Ne(eKThI
cuHTe3a (nmedexr kiacca ), Myrauuu, BbI3bIBarOIUEe Ae(EKThl INMPOLECCUHIa W MHIPALUH
BeecTB (nedext knacca 1), myranuy, BezbiBaromue cHkenue cuaresa CFTR (medekr kimacca
V), u MyTauuu, KOTopble CHUXaIT NoBepxHOCTHYIO crabmnbHOCTh CFTR (medext kmacca VI).
MyTtauuu, xoropsle BiuusitoT Ha ¢yskumio CFTR, BKIIOUarOT MyTanyu, KOTOpPbIE BbI3BIBAIOT
nedexTHOe nedeKkThl BOPOTHOrO MeXaHW3Ma MOHHBIX KaHaoB (nedekt kiacca II), u myrauumu,
Bb3bIBatOIIME Aedextsl mpoBoaumoctT (medekt kmacca IV). Hekoropeie myrtammm CFTR
00Jamar0T XapaKTepUCTUKAMU HECKONbKHX kyaccoB. Hekortopele myrtamuun B reHe CFTR
NPUBOJAT K MyKOBUCIIHIO3Y.

[00311] Takum oOpa3oM, B HEKOTOPBIX BapUAHTAX OCYIIECTBJICHHUS B HACTOSLIEM
u300peTeHNH  MPEeNyCMOTPEHBbl  CHOCOOBI  JIGUEHHs,  yYMEHBLICHHUS  TSDKECTH U
CUMITOMATHYECKOr0 JIEYeHNUsI MyKOBUCLMA03a V MALMEHTa, BKJIIOYAIOLUE BBEAEHUE MallUeHTY
s¢dexTuBHOrO KOIHMYecTBa coenquHenus 1 B Bune amopdHOro TBEpAOro BemecTsa Wid B JFOOOH
u3 (hapMaLeBTUUECKH MTPUEMIIEMBIX KPUCTAJUTNIECKUX (POPM, PACKPBITBIX B TaHHOM JOKYMEHTE,
OTAENIbHO WA B KOMOMHAIIMH C APYTUM aKTHBHBIM MHIPEAUEHTOM, TAKHM KaK JIPyroe CpencTBo,
monynupyroiiee CFTR. B HekoTOpbIX BapuaHTax OCYIIECTBJIEHUS NALMEHT UMEET TI'€HOTHI
F508del/munnmansras ¢pynkuusa (MF), renorun F508del/F508del (romo3urotHelii mo myranmu
F508del), remorun F508del/BopoTHBIi MeXaHW3M HMOHHBIX KAaHAJIOB WJIM TE€HOTHII
F508del/ocratounas ¢ynkums (RF). B HekoTOppIX BapHaHTax OCYINECTBJICHUS MAIL[UEHT
ABIIIETCS TE€TEPO3UTOTHBIM M uMeeT oxHy Myrtauuto F508del. B HekoropbIx BapmaHTax

OCYLLIECTBJICHUS MTALIUEHT SIBJIAETCS TOMO3UTOTHBIM 1O MyTauuu N1303K.
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[00312] B HeKOTOPBIX BapUaHTaX OCYLIECTBJEHUS MAIIUEHT SIBJIIETCA T€TEPO3UTOTHBIM U

umeer myrtanuro F508del Ha ogHOM amene W MyTanuio Ha APYroM ajuiesie, BHIOPAHHYIO W3

Tabmune! 1:

Ta6auua 1. Mytauuun CFTR

MyTanus
Q2X L218X Q525X R792X E1104X
S4X Q220X G542X E822X W1145X
W19X Y275X G550X WE882X R1158X
G27X C276X Q552X W846X R1162X
Q39X Q290X R553X Y 849X S1196X
W57X G330X E585X R851X W1204X
E60X W401X G673X Q890X [1254X
R75X Q414X Q685X S912X S1255X
L88X S5434X R709X Y913X W1282X
E92X S466X K710X Q1042X Q1313X
Q98X S489X Q715X W1089X Q1330X
Y122X Q493X L732X Y1092X E1371X
E193X W496X R764X W1098X Q1382X
W216X C524X R785X R1102X Q1411X
185+1G—T 711+5G—A 1717-8G—A 2622+1G—A  3+-1G—A
296+1G—A 712-1G—T 1717-1G—A 2790-1G—C 3500-2A—G
296+1G—T 1248+1G—A 1811+1G—C 3600+2insT
3040G—C
405+1G—A 1249-1G—A 181110 (G970R) 3850-1G—A
T.L.HA—G
405+3A—C 1341+1G—A 1811+1643G—T 3120G—A 4005+1G—A
406-1G—A 1525-2A—G 1812-1G—A 3120+1G—A  4374+1G—>T
621+1G—T 1525-1G—A 1898+1G—A 3121-2A—G
711+1G—T 1898+1G—C
182delT 1078delT 1677delTA 2711delT 3737delA
306insA 1119delA 1782delA 2732insA 3791delC
306delTAGA 1138insG 1824delA 28691insG 3821delT
365-366insT 1154insTC 1833delT 2896insAG 3876delA
394delTT 1161delC 2043delG 2942insT 3878delG
442delA 1213delT 2143delT 2957delT 3905insT
444delA 1259insA 2183AA—G 3007delG 4016insT
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457TAT—-G 1288insTA 2184delA 3028delA 4021dupT
541delC 1343delG 2184insA 3171delC 4022insT
574delA 1471delA 2307insA 3171insC 4040del A
663delT 1497delGG 2347delG 3271delGG 4279insA
849delG 1548delG 2585delT 3349insT 4326delTC
935delA 1609del CA 2594delGT 3659delC

CFTRdelel CFTRdelel16-17b 1461ins4

CFTRdele2 CFTRdelel17a,17b 1924del7

CFTRdele2,3 CFTRdelel17a-18 2055del9—A
CFTRdele2-4 CFTRdele19 2105-2117del13insAGAAA
CFTRdele3-10,14b-16 CFTRdele19-21 2372del8

CFTRdele4-7 CFTRdele21 2721dell1

CFTRdele4-11 CFTRdele22-24 2991del32

CFTR50kbdel CFTRdele22,23 3667ins4

CFTRdup6b-10 124del23bp 4010del4

CFTRdelel1 602del14 4209TGTT—AA
CFTRdelel3,14a 852del22

CFTRdelel14b-17b 991del5

A46D V520F Y569D N1303K

G85E AS559T L1065P

R347P R560T R1066C

L467P R560S L1077P

1507del AS61E M1101K

[00313] B HekOTOpBIX BapuUaHTaX OCYLIECTBJIEHUS B HACTOSINEM H300pPETECHUH
NPEAYCMOTPEHBI CIIOCOOBI JIEYEHHUS, YMEHBIICHUS TSHKECTH HIIM CUMIITOMATHYECKOTO JICUSHHSI
MYKOBHCIIHI03a Y TAIMEHTA, BKJFOYAIOLINE BBEACHUE MALUEHTY 3(PQPEKTHBHOIO KOJHYECTBA
coenuHeHust 1 B Buzme kpuctayummyeckod cBoOomHoW (opmbl coenmuenus I, gopmbr A. B
HEKOTOPBIX BapUAHTAX OCYLIECTBIECHUS B CIOCOOE UCTIONB3YIOT KPUCTAIMUYECKYIO CBOOOIHYIO
¢dopmy coemunenust I, ¢opmy B. B HEKOTOpbIX BapHaHTax OCYLIECTBICHHS B CIIOCOOE
UCTIOJIB3YIOT KPUCTAJUTHYECKYEO CBOOONHYIO (hopmy coenmnenus 1, popmy C.

[00314] B HekOTOpBHIX BapuUaHTaX OCYIIECTBJICHHS B HACTOSIIEM H300peTeHUU
NPEAYCMOTPEHBI CIIOCOOBI JIEYEHHUS, YMEHBIICHUS TSHKECTH HIIM CUMIITOMATUYECKOTO JICUEHHSI
MYKOBHCIIHJI03a Y TAIMEHTA, BKJOYAIOLINE BBEACHUE MALUEHTY 3(PQPEKTUBHOIO KOJHYECTBA
KpHUCTaIuecKkoro coenuHenus 1 B popme ruapara xkanpLueBoi conu. B HeKOTOpBIX BapuaHTax
OCYIIECTBIIEHHsI KpucTaunueckas gopma coenunenus I mpencrasnsier coboli popmy A B BuIe

ruapara KajablHeBOW coii. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUs KpUCTAJTMUecKas Gopma
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coenunenus 1 nmpeacrasnsier coboii popmy B B Buae rumpara KaabLueBOH coyid. B HEKOTOPBIX
BapHaHTaX OCYIIECTBJICHUs KpucTajumdeckas: popma coenuHenus 1 npencrasisier coboit popmy
C B BuAe ruagpaTa KajblMeBOH coiau. B  HEKOTOpBIX BapuaHTaX OCYLIECTBIIEHHS
Kpuctamnueckas ¢opma coenuneHuss 1 mpencrasisier coboit ¢opmy D B Buzme rugpara
KaJblMeBOM conmu. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHsS KpHCTaMueckass ¢opma
coenunenus 1 npencrasnsier coboit Gopmy E B Buae rumpara KanabLUeBOW COMH. B HEKOTOPBIX
BapUaHTaxX OCYLIECTBIEHHs KpHcTayumueckas popma coenunenus I npeacrasnser coboit hopmy
F. B HekoTOpbIX BapuaHTaX OCYLIECTBJICHHsS KpUCTauIMYeckas ¢opma coeauHeHus: 1
npeacrasisier coboii ¢popmy G B BUAE ruapara KajbLMEBOH coiu. B HEKOTOpBIX BapHaHTax
OCyIIeCTBIIEHHs KpucTaunueckas gopma coenunenus I mpencrasnsier cobori popmy H B BHae
KaJIbLIUEBOU COMH.

[00315] B HEKOTOpBIX BapHAaHTaX OCYIUECTBJEHUS B HACTOALIEM H300pETEHUH
NPEAYCMOTPEHBI CIIOCOOBI JIEYEHHUS, YMEHBIICHUS TSHKECTH HFIIM CUMIITOMATUYECKOTO JICUSHHSI
MYKOBHCIIHJI03a Y TAIMEHTA, BKJOYAIOLINE BBEACHUE MALUEHTY 3(PQPEKTUBHOIO KOJHUYECTBA
KpucTaynueckoil gopmbl coenmuenust I, rne kpucrammmdeckas Gopma MpencTaBisieT coOoH
COJIbBAT KaJbLIMEBOW CONM. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIECHHS KPHCTALUTHYECKOE
coenunenne I mpencrasisier coboit popmy A B Buae conbbata ¢ EtOH kxanpruuesoii comu. B
HEKOTOPBIX BapHAHTaX OCYLIECTBIICHHs KpHUCTaJuIndeckoe coenuHeHue I mpencramisier coboit
¢opmy B B Buze conbBata ¢ EtOH kanpimeBoii conu. B HeKOTOpBIX BapuaHTaX OCYLIECTBICHUS
Kpuctaumueckoe coequHenue I mpencrasisier coboit Gopmy C B Bume compBata ¢ EtOH
KaJIbLIUEBOU COJIH.

[00316] B HekoTOpBIX BapHAaHTaX OCYINECTBJIIEHUS B HACTOALIEM H300pETEHUH
IPEeNyCMOTPEHBI CIIOCOOBI JICUSHUS, YMEHBIICHNS TSKECTH UIM CHMIITTOMATHYECKOTO JICYSHUS
MyKOBHCLHI032 Y MAIMEHTa, BKJIIOYAIOIINE BBEACHHE MAaLUeHTY 5()(EKTHBHOTO KOJIHYECTBA
KpHUCTaJUINUecKor (Gopmbl coenuuenust I, roe kpucramaudeckas ¢popma MpeAcTaBisieT coOou
dbopMy A B BHIE TuApaTa HATPUEBOW coNHM. B HEKOTOPBIX BapHAHTAX OCYLIECTBJICHHUS
Kkpucranueckas popma coenuHenus 1 npencrasnser coboii Gpopmy B B Bune HatpueBoi conu
6e3 mpumeceil. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS KpUCTAJUTMYECKast (opMa COETHHEHHSI
I npencrasnsier coboii popmy C B BUIe ruapatra HaTPUEBOW COJMHM. B HEKOTOPBIX BapHaHTax
OCyIIEeCTBIIEHHs KpucTaunueckas gopma coenunenust I nmpencrasnsier coboii popmy D B BHIe
rUApaTa HaTPUEBOM COJU.

[00317] B HekOTOpBbIX BapUaHTaX OCYIIECTBJIEHUS CIOCOOBI JIEUEHUS, YMEHBIICHHUS
TSDKECTU WJIM CUMITOMAaTHYECKOTO JICYEHHsST MyKOBHCLHAO3a y MAMEHTa BKJIIOYAIOT BBEIACHUE
nanueHTy 3(QQPEeKTUBHOrO KOJUYECTBA KpUCTAJUIMYeckoW ¢opmel coenmHenuss I, rme
KpUCTajTueckasi ¢opma mpencrasiser codoii ¢popmy A B Buzae ruapara KaiaueBoi comu. B
HEKOTOPBIX BApHAHTAaX OCYINECTBJIEHUs KpucTajumdeckas gopma coenuHenus 1 mpencrasiser
coboit popmy A B Buze rupara KaJiueBOH COJH.

[00318] B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS KpUCTAJUINUecKas (opMa COeNUHEHHS
I, mpumeHsiemas B crioco0ax JeUeHHs], YMEHBIICHUS TSDKECTH HIIH CUMITTOMATHYECKOTO JIEUEHUS

MYKOBHCLHI03a [0 HACTOsIIIeMYy M300peTeHuto, npeacrasisier coboi popmy C B Buae rumpara
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KaaueBoil comu. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHMS KpHUCTAUTMUecKas Qopma

COCIUHCHUA 1 IMpUMECHACMAasA B crocodax JICUCHUA, YMCHBIICHUA  TAXECTU HJIN

>
CHUMIITOMAaTHYECKOr0 JIEUYEHHsT MYyKOBHUCLHZO03a IO HACTOALIEMY H300PETEHHUIO, MPENCTABISET
coboit popmy D B Buze ruzmpara KaineBoi COH.

[00319] B HekOTOpBIX BapHaHTaxX OCYINECTBJIEHUS KpUCTaIndeckas Gopma COeUHEHHs
I, npumensiemast B cioco0ax JieueHusl, yMEHbLICHHUS TSKECTH HIIH CUMIITOMATHYECKOTO JIeUSHHS
MYKOBHCIHI032 TI0 HACTOSILIIEMY M300pEeTeHuI0, MpeacTasisieT codoit ¢opma A B BUAe ruapara
aMMOHUIHOH COJIH.

Buabl koMOMHHUPOBAHHOI Tepanuu

[00320] B omHOM acmiekTe, paCKpbITOM B JAHHOM JIOKYMEHTE, MPENyCMOTPEHBI CIIOCOOBI
JieUueHus] MyKOBHCLIMIO03a U Apyrux 3adoneBanmii, onocpenosanubix CFTR, coemunenuem 1 B
KOMOWHAIMU ¢ APYTUMH (PapMaleBTUY€CKH aKTUBHBIMH CPEICTBAMH, BKIIFOUAIOIINMHE CPEICTBA,
moayaupyromue CFTR. B HexkoTOphIX BapuaHTax OCyIIECTBJICHHs coennHeHue I Haxomurtcs B
amoppHoii popme U MoxkeT ObITh BBEIEHO B KOMOWHAIIMKM C IO MEHbINEH Mepe OIHHM
JOTIOJIHUTEBHBIM aKTHBHBIM (papMalleBTUYECKHM HHIPEANEHTOM, TAaKUM Kak, Harpumep,
cpencteo, monyiupyromee CFTR. B HEKOTOpBIX BapuaHTax OCYIIECTBJICHHS 10 MEHBIIEH Mepe
OJIMH JOTOJHHUTEIbHBIN aKTUBHBIN (PapMaLleBTHUECKUH MHTPEINEHT BbIOpaH U3 (a) COeNNHEHHS
IT u ero dpapmanesTudecku npuemiiemsrx cosel u (b) coenunenus 111 win coenurenns I11-d u
dapmanestiuecku npuemiiemMbix cojieit coennaenus 111 wim coenunenus II-d. Takum obpazom,
B HEKOTOPBIX BAPUAHTAX OCYIIECTBIEHUS BUIAbl KOMOMHUPOBAHHON TEPAINH, IPEICTABICHHbBIE B
JaHHOM JOKYMEHTe, IpeaycMaTpuBaoT amopdHoe coenuHeHue I u mo MeHbineil mMepe omHO
coennHenue, BbiOpanHoe u3 coenunenus II, (coenunenus 111 wnn III-d) u ux ¢papmanesTruecku
NpUeMJIeMbIX cojied. B HEeKOTOpBIX BapHaHTaX OCYIIECTBJICHUS BUABI KOMOWHHMPOBAHHOW
TepaIny, NPEeACTaBJICHHbIE B JAHHOM JOKyMEHTE, IpeayCMaTpUBAOT MO MEHbLIeH Mepe OAHO
coenMHeHue, BbIOpaHHOe U3 amop¢Horo coenuHeHus I u ero gapManeBTHUECKH MPUEMIIEMbBIX
COJIe; W MO MeHbIueil Mepe ogHO coenuHenue, BbiOpanHoe u3 (coenmuenus III wmu IT1-d)
coenuaenus 1V w/wim ux GpapMaleBTHUECKU PUEMIIEMbIX COJISH.

[00321] B HekOTOpBIX BapHaHTaX OCYILECTBJEHHS MO MEHBIIEH Mepe OHO COeIUHEHNE,
BbIOpaHHOe u3 coenuHenus I B mr000i u3 GapMarieBTUYECKH MPUEMIIEMBIX KPUCTAJUTMYECKHX
(dopM, pacKpBITBIX B JaHHOM JOKYMEHTE, BBOAST B KOMOMHAIIMHM C TIO MEHbLICH Mepe OJHUM
COeNHEeHHeM, BbIOpaHHBIM U3 coenuHeHus 11 u ero ¢gapmarneBTudeckn npueMieMblx coiei. B
HEKOTOPBIX BApUAHTAX OCYIIECTBJICHUS 1O MEHBIIEH Mepe OJHO COCAMHEHHE, BBIOPAHHOE U3
coenuaeHust 1 B moOoli w3  (QapmManeBTHYECKH MNPHUEMIIEMBIX KPUCTAUIMYECKHX (opM,
PAaCKpBITBIX B JAHHOM JIOKYMEHTE, BBOIAT B KOMOWHAIIMM C IO MEHbIIEH Mepe OIHUM
coennHeHueM, BeIOpaHHBIM U3 coenuHerus III u ero gapmaneBTrueckn mpueMieMbIx coneil. B
HEKOTOPBIX BApHAHTAX OCYIIECTBJICHUS IO MEHbIIEH Mepe ONHO COeOUHEHHE, BBIOPAHHOE W3
coenuaenust 1 B moOoli w3 (QapManeBTHYECKH MNPHUEMIIEMBIX KPUCTAJUIMYECKHX (opM,
PACKpBITBIX B JAHHOM JOKYMEHTE, BBOIAT B KOMOWHAIIMM C IO MEHbIIEH Mepe OIHUM
coennHeHueM, BbiOpaHHbIM K3 coennneHus 11I-d u ero apmaneBTudecku npueMIEMBbIX COJIEH.

B HekoTOpbIX BapuaHTaxX OCYILECTBJIEHUS 0 MEHbIIEH Mepe OJHO COeAMHEHUE, BBIOpaHHOE M3
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coenuHenust 1 B moOoli w3 (QapmaneBTHYeCKH MNPHEMIIEMBIX KPUCTAJUIMYECKHX (opM,
PACKpBITBIX B JaHHOM JIOKYMEHTE, BBOAST B KoMOWHanuu ¢ coeguHeHusimu II mmm ux
bapMalieBTHYECKH TPHEMJIEMBIMH COJISIMH M IO MEHbIIEH Mepe OIHUM COEeIUHEHUEM,
BbIOpanHbIM U3 coenuHeHus III u ero ¢apmaunesruueckn npuemnemsix coneil. B HeKoTOphIX
BapUAHTaX OCYIIECTBJIEHUS IO MEHbIIENH Mepe OAHO COeNUHEHNUe, BhIOpaHHOe 3 coenuHenus I,
B J000H U3 (hapMalleBTUUECKH MPUEMIIEMbIX KPUCTAIIMYECKUX (POPM, PACKPBITBIX B JAHHOM
JIOKYMEHTE, BBOAAT B KOMOMHAIIMN C IO MEHbLIEH Mepe OIHUM COEAMHEHHEM, BHIOPAHHBIM U3
coenuaenust II u ero (apmaueBTHUECKM TPUEMIIEMBIX COJIEH, W MO MEHbIIEH Mepe OIHUM
coennHeHueM, BbIOpaHHbIM U3 coenunenust III-d u ero gapmarieBTHYecky MpUEMIIEMBbIX COJIEH.

[00322] Kaxnoe w3 coenunenmit 1 (B mo00H w3 (apMaLeBTHUECKH NPUEMIIEMBIX
KpucTajuueckux ¢opm, packpbiTbix B naHHOM paokymente), II w III wmm III-d u wux
(bapMaeBTHYECKH PUEMIIEMbIE COJTH HE3aBUCUMO MOKHO BBOJIUTB OJIMH Pa3 B CYTKH, JIBa pa3a
B CYTKHU WJIH TPU pasa B CyTKU. B HEKOTOpBIX BapuaHTax OCYIIECTBJIEHUs IO MEHblIeH mepe
OJTHO COeNUHEeHHe, BbIOpaHHOE M3 coenuHeHus 1 B m000i U3 (dapManeBTHUECKH MPUEMIIEMBIX
KPUCTAJTMUECKUX (POPM, PACKPBITBIX B JAHHOM AOKYMEHTE, BBOIAT OOWH pa3 B CyTKH. B
HEKOTOPBIX BapUAHTaX OCYIIECTBJICHUS 1O MEHBIIEH Mepe OJHO COCAMHEHHE, BBIOPAHHOE M3
coenuaenust 1 B moOoli w3 (QapManeBTUYECKH MNPHUEMIIEMBIX KPUCTAJUIMYECKHX (opM,
pPacKpBITBIX B JaHHOM JOKYMEHTE, BBOJASAT JiBa pa3a B CYTKU. B HEKOTOpBIX BapHaHTax
OCYILECTBIIEHHSI 10 MEHbIIIEH Mepe OAHO COeANHEHHUE, BpiOpaHHOe U3 coennHeHus 1 B moboit u3
(bapMaeBTHYECKH MPHUEMJIEMbIX KPHCTAIMUECKUX (OPM, PACKPBITHIX B JAHHOM JIOKYMEHTE, U
[0 MEHbIIeH Mepe OIHO coeAnHeHue, BriOpaHHOe u3 coenuHeHus II u ero ¢apmaneBTuuecku
IpPUEMJIEMBIX COJIEH, BBOIAT OAWH Pa3 B CYTKU. B HEKOTOpBIX BapHaHTax OCYILECTBJIECHMs IO
MEHbIIIEH Mepe OHO COeAMHEeHue, BriOpaHHoe n3 coequnenus I B mo06oit u3 dpapmaneBTHYECKH
NPUEMJIEMbIX KPUCTAIMYECKUX (POPM, PACKPBITHIX B JTAHHOM JOKYMEHTE, U [0 MEHbIIeH Mepe
OIHO coepnHeHue, BeiOpanHoe n3 coennHeHus Il u ero ¢apmManeBTHUECKH IPHEMIIEMBIX COJIEH,
BBOJST /Ba pa3a B CyTKU. B HEKOTOPBIX BapuaHTax OCYILIECTBJICHUS MO MEHbIIEH Mepe OIHO
coefnHEeHUe, BbIOpaHHOe M3 coeawHeHus I B moOOW W3 (papMaLEeBTHUECKU MPUEMIIEMbIX
KPUCTAJUTMUECKUX (OPM, PACKPBITBIX B JaHHOM JOKYMEHTE, M 10 MeHbIIEH Mepe OIHO
coennnaenue, BeiOpanHoe u3 coenuHenus 11T wmm ITI-d u ux dapmaneBTHUECKH MPUEMIIEMBIX
coJiell, BBOIST OAMH pa3 B CyTKU. B HEKOTOpBIX BapuaHTax OCYLIECTBIIEHHUS IO MEHbIIEH mMepe
OIHO COeNUHEHHE, BbIOpaHHOE M3 coenuHeHus 1 B m0OOH U3 (apMaleBTHUECKH MPUEMIIEMBIX
KPUCTAUTMUECKUX (OPM, PACKPBITBIX B JAHHOM JOKYMEHTE, M 10 MeEHbIIEH Mepe OJHO
coennnaenne, BeiOpanHoe n3 coenuHeHus 11T nmm ITI-d u ux dapmaneBTHUECKH MPUEMIIEMBIX
COJIEH, BBOJSAT ABA Pa3a B CYTKU.

[00323] B HEKOTOpBIX BapHaHTaxX OCYLIECTBJICHHS IO MEHBIIEH Mepe ONHO COENUHECHHE,
BbIOpaHHOe n3 coenuHeHus I B m000i u3 gapManeBTHYECKH MPUEMIIEMBIX KPUCTAJUIMYECKHX
¢dopM, PacKphITHIX B JaHHOM JOKYMEHTE, IO MEHbIIEH Mepe ONHO COeNUHEHHE, BBIOpAaHHOE M3
coenuaenust II u ero ¢apmarneBTHUECKH MPUEMIIEMBIX COJIel, M 1O MeHbIIEH Mepe OMIHO
coennnenue, BpiOpanHoe u3 coeaunHenus III nmm ITI-d u ux ¢apmaneBTHUECKH MPUEMIIEMBIX

COJIEH, BBOJST OJUH pa3 B CYyTKU. B HEKOTOPBIX BapUaHTaxX OCYIUECTBJICHHs [10 MEHBILIEH Mepe
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OJHO COeNMHEeHMe, BbIOpaHHOe M3 coenuHeHus 1 B mo0oi u3 papManeBTHUECKH MPUEMIIEMBIX
KPUCTANIMUECKUX (OPM, pPACKPBITBIX B JAaHHOM JAOKYMEHTE, II0 MEHbIIeH Mepe OJIHO
coennHenue, BpiOpanHoe u3 coeaunHeHus III nmm III-d u ux dapmaneBTHUECKH MPUEMIIEMBIX
CoJiell, M 1O MeHbIIeH Mepe OJHO coenuHeHHe, BblOpaHHOe u3 coexauHeHuss IV u ero
(dapmMaeBTHUECKH NPUEMJIEMbIX COJIEH, BBOAAT OAMH pa3 B CYTKU. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHHS 10 MEHbLIEH Mepe OTHO COEMHEHHe, BRIOpaHHoe u3 coenunenus 1 B moboit u3
(apmaLeBTHYECKH MPUEMIIEMbIX KPUCTAJUTHUECKUX (POPM, PACKPBITHIX B JAHHOM JOKYMEHTE, TI0
MeHbIIEeH Mepe OJHO coeauHeHue, BbiOpaHHOe u3 coenuuHenus II m ero (apmaneBTHUeCKH
NPUEMJIEMBIX COJIEH, M TIO MEHbIIEH Mepe OTHO coeqrHeHune, BeiOpanHoe u3 coequnenus 111 win
ITI-d u ux apmaueBTHUECKH NPUEMIIEMBIX COJIEH, BBOIST JIBA pa3a B CYTKU. B HEKOTOPBIX
BapHUAHTAX OCYIIECTBJICHHUS IO MEHbINEH Mepe OJHO COeNMHEHHe, BhIOpaHHOe U3 coenrHeHus 1
B JIF0O0OH M3 (papMaleBTHUECKU MPUEMIIEMBIX KPHUCTAUTUYECKUX (POPM, PACKPBITHIX B JAHHOM
JOKYMEHTE, 110 MeHbIIel Mepe OMHO coequHenue, BoiopanHoe u3 coequuenus 1T wim ITI-d u ux
(apManeBTHYECKH TPUEMIIEMBIX COJIEH, U 10 MEHbIIEH Mepe OHO COeNMHEHHEe, BBIOPAaHHOE U3
coennaenus IV u ero gapmaneBTHUECKN IPUEMIIEMBIX COJIEH, BBOAAT ABA pa3a B CYyTKH.

[00324] B HEKOTOpBIX BapHaHTaxX OCYIIECTBJIEHHUS MO MEHBIIEH Mepe OJHO COENUHECHHE,
BbIOpaHHOe n3 coenuHeHus 1 B mr000i n3 GapManeBTHYECKH MPUEMIIEMBIX KPUCTAJUTMYECKHX
(bopM, pacKphITHIX B JAHHOM JIOKYMEHTE, U TI0 MEHbIIEH Mepe OTHO COeIMHEHHE, BEIOPAHHOE U3
coennnenus 11 u ero ¢apmarneBTHyecKl NPUEMIIEMBIX COJIEH, BBOAST OAMH pa3 B CYTKH U IO
MeHbIIEH Mepe OIHO coenauHeHue, BeiOpaHHOe n3 coenuneHus I1I-d u ero ¢apmanesTuuecku
IpUEMJIEMBIX COJIEH, BBOAAT IBa pa3a B CYTKU. B HEKOTOpBIX BapUaHTaxX OCYLIECTBJIEHUS IO
MEHBIIEH Mepe OTHO COeANHEHHe, BhlOpaHHOoe 3 coenuHenus 1 B moboit u3 ¢papmaneBTHIECKH
NPUEMJIEMBIX KPUCTAJUIMYECKUX (POPM, PACKpPBITBIX B JAHHOM JIOKYMEHTE, U [0 MEeHbIIEH Mepe
OITHO COeUHEHMe, BhIOpaHHoe 13 coennHenus IV u ero gpapmaneBTHIeCKH IPUEMIIEMBIX COJIEH,
BBOJSIT €UHOXKIBI B CYTKH U T10 MEHbLIEH Mepe OHO COeUHEHUE, BHIOPAHHOE U3 COCAMHEHHS
IT1-d u ero apmaneBTHUECKU PUEMIIEMBIX COJIEH, BBOAST JBA pa3a B CyTKH.

[00325] B HeKOTOpBIX BapHaHTaX OCYILIECTBJICHUS MO MEHBIIEH Mepe OAHO COeTUHEHHE,
BbIOpaHHOe u3 coenuHenus 1 B m000# u3 GapMarieBTHYECKH MPHEMIIEMbIX KPUCTAJUTHYECKUX
(bOpM, paCKPBITHIX B TAHHOM JOKYMEHTE, BBOIAT B KojimdecTBe OoT S5 Mr a0 100 mr. B HEKOTOpBIX
BaPHUAHTAX OCYIIECTBJICHHUS IO MEHbINEH Mepe OJHO COeNMHEHHe, BhIOpaHHOe U3 coenrHeHus 1
B JIE00OH M3 (papMauLeBTHUECKH MPUEMIIEMBIX KPHUCTAUTUYECKUX (OPM, PACKPBITHIX B JAHHOM
NOKYMEHTE, BBOAAT B kosudectBe 5 mr, 10 mr, 15 mr mnm 20 mr B cyTku. B HEKOTOpBIX
BapHUAHTaX OCYIIECTBJICHHUS IO MEHbINEH Mepe OJHO COeNUHEHHe, BhIOpaHHOe U3 coennHeHus 1
B JE00OH M3 (papMauneBTHUECKH MPUEMIIEMBIX KPHCTAUTUYECKUX (OPM, PACKPBITHIX B JAHHOM
NOKYMEHTE, BBOAAT B Koaudectse 5 mr, 10 mr wnm 20 Mr oauH pa3 B CyTKU. B HEKOTOpPBIX
BapuaHTax ocymecTsieHuss 5 mr wim 10 mr coemmuenust 1 B moOoi u3 ¢dapmaneBTHUECKH
NPUEMIIEMBIX KPUCTAJUIMYECKUX (POPM, PACKpPBITBIX B JAHHOM JOKYMEHTE, BBOIST IBa pa3a B
CYTKH.

[00326] Coenunennii I (B moboii u3 papMalieBTUUECKH TPUEMIIEMbIX KPUCTAJUTNYECKUX

¢dopm™m, packpeiteix B gaHHOM nokymente), II, (III wmm III-d) m wux ¢apmaneBTHuecku
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IpUeMIIEMBbIE COJTM MOKHO BBOAHUTH B OJHOH (hapMaleBTHUECKOW KOMITO3UIMU UJIH Pa3AesIbHbIX
bapmareBTHUECKUX KOMMIO3UIUAX. Takue (apMaleBTUUECKHE KOMITO3UIIMM MOKHO BBOJWTH
OJIMH Pa3 B CyTKU WUJIM HECKOJIBKO pa3 B CYTKH, KaK, HallpUMep, /1Ba pa3a B CyTkU. Mcnonb3yemas
B JAHHOM JIOKyMeHTe ()pa3a o ToM, uTo aaHHoe konuuecTBo API (Hanpumep, coenunenus 1, II,
(II1, II1-d) mnu ero apmaneBTUYECKH MPUEMJIEMON COJIM) BBOAAT OJUH HJIM /IBAa pas3a B JI€Hb
WIH B CYTKH, O3HAYAET, YTO YKA3aHHOE KOJMYECTBO BBOAAT HA 03y OJMH WUJIU JBA pa3a B JACHb.
Hanpumep, ¢pasza o Tom, uro 50 mr coennnenns II wimm ero dapmauneBTHUECKH NPUEMIIEMON
COJM BBOIAT JABa pasa B JA€Hb WM B CyTKH, o3HaudaeT, uyto 50 mr coenunenus Il wumu
SKBHUBAJICHTHOE KOJIMYECTBO €ro (hapMalleBTUYECKU PUEMIIEMON COJTM BBOIAT Ha J03Y JIBA pas3a
B cytku (Hampumep, S50 wmr coenunHenus II wnaM 9SKBUBaJEHTHOE KOJIMYECTBO €rO
(dapMalleBTHUECKU TpUeMJIeMOi comu BBOOAT yrpoM u S50 wmr coeguHenuss II  wmum
SKBHUBAJICHTHOE KOJIMYECTBO €ro (papMaieBTUYECKH MPHEMIIEMOH COJT BBOSIT BEYEPOM).

[00327] B HekOTOpBIX BapHaHTaX OCYILECTBJIEHUs MO MEHbIIEH Mepe OHO COeIUHEHNE,
BbIOpaHHOe n3 coenuHeHus 1 B mr000i u3 gapMareBTUYECKH MPUEMIIEMBIX KPUCTAJUIMYECKHX
¢bopM, pacKpbITHIX B JAHHOM JOKYMEHTE, BBOIST B NEPBOH (hapMalleBTUIECKONH KOMITO3ULUH; T10
MEHbIIEH Mepe OJHO coennHeHue, BbiOpaHHOe u3 coenuHeHus Il m ero ¢apmaneBTHUecKn
NPUEMJIEMBIX COJIEH, BBOIST BO BTOPOH (papMarieBTUYECKOH KOMITO3ULMH U TI0 MEHbLIEH Mepe
OIHO coenuHeHue, BeiOpanHoe n3 coenunenns 111 u ero papmaneBTHYECKH MPUEMIIEMBIX COJEH,
BBOJIAAT B TPETheH (papMarieBTUIECKONH KOMITO3ULIUH.

[00328] B HEKOTOpBIX BapuaHTaxX OCYIIECTBJEHUS MO MEHBLIEH Mepe OJHO COEIUHEHHE,
BbIOpaHHOe n3 coenuHeHus I B mo0o0i 3 gapManeBTUYeCKH MPUEMIIEMBIX KPUCTAJUIMYECKHX
(b OopM, pacKphITHIX B JAHHOM JOKYMEHTE, BBOST B NEPBOH (hapMalieBTUIECKONH KOMITO3ULUH; T10
MEHbLIEH Mepe ONHO COeAMHeHHe, BbiOpaHHOe 3 coeamHenus II u ero ¢apmaueBTHUECKH
NpUEMJIEMBIX COJIEH, BBOIST BO BTOPOH (papMaLeBTHYECKOH KOMIIO3UIMU 10 MEHbIIEeH Mepe
omHO coenuHeHue, BeiOpanHOe n3 coenuHeHust III-d u ero dapmaueBTHueckH mpHEMIIEMBIX
COJieH, BBOIST B TpeThell (papMaleBTUYECKON KOMITO3UIINH.

[00329] B HekOTOpBIX BapHaHTaX OCYIIECTBJICHUS MO MEHBIIEH Mepe OAHO COeTUHEHHE,
BbIOpaHHOe u3 coenuHenus 1 B mr000i u3 gapMarieBTUYECKH MPUEMIIEMBIX KPUCTAJUTMYECKHUX
(bopM, pacKpbITHIX B JAHHOM JOKYMEHTE, BBOIST B NEPBOH (hapMalleBTUIECKON KOMITO3ULUH; T10
MeHbIIeH Mepe omHO coeanHeHue, BbiOpanHoe u3 coeauHeHuss III wmm III-d w wx
(apManeBTHYECKH IPUEMJIEMBIX COJIEH, BBOIST BO BTOPOH (hapMalleBTHUECKONH KOMIIO3ULIUH; 10
MEHbBIIEH Mepe ONHO COeAMHEHHWe, BhlOpaHHOe n3 coexamHeHus IV u ero ¢apmaneBTHUECKH
NPUEMIIEMBIX COJIEH, BBOAST B TPEThel (papMalleBTUIECKON KOMIIO3HLIUH.

[00330] B HekoTOpBIX BapHaHTaX OCYILECTBJEHUs MO MEHbLIEH Mepe OHO COeIUHEHHE,
BbIOpaHHOe n3 coenuHeHus 1 B mr000i n3 QapManeBTHYECKH MPUEMIIEMBIX KPUCTAJUIMYECKHX
(bopM, pacKpBITEIX B JAHHOM JOKYMEHTE, BBOAAT B MEPBOI (papMaleBTHUECKOH KOMIIO3ULIUK, U
0 MEHbIIEeH Mepe ONHO COoeAMHEeHue, BriOpaHHOe u3 coenuHeHus II u ero ¢apmaneBTHUECKH
IPUEMIIEMBIX COJIEH, M IO MEHbIIEH Mepe OHO coeqHeHne, BpiOpanHoe u3 coequnenus 111 mmun
ITII-d n ux ¢apmaneBTHUECKH NPUEMIIEMBIX COJIeH, BBOIAT BO BTOPOH (apMarieBTUYeCKOH

KOMIO3UIIMK. B  HEKOTOphIX BapuaHTax OCYLIECTBIEHUs BTOpas (QapMaleBTUdecKas
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KOMIIO3UILIUST COJAEPKUT IOJIOBUHY CYTOUHOH J03bl YKA3aHHOTO IO MEHbLIEH Mepe OJHOro
coennnenusi, BbiOpanHoro n3 coenuHenus III, III-d u ux ¢dapmaueBTHUECKH HpUEMIIEMBIX
COJIEH, ¥ APYTYIO MOJIOBHUHY YKAa3aHHOTO 10 MEHbINEH Mepe OTHOTO COEMHEHNs], BBIOPAHHOTO M3
coenunenust III, ITII-d u wux ¢apmaueBTHUECKH TNPHEMIIEMbIX COJIEH, BBOAAT B TpPEThei
(bapmManeBTHUECKONH KOMITO3ULIIH.

[00331] B HekoTOpBIX BapHaHTaX OCYILECTBJCHH MO MEHBIIEH Mepe ONHO COeIUHEHNE,
BbIOpaHHOE M3 coexuHeHus 1 B mo0oil u3 (apManeBTHUECKH NMPUEMIIEMbIX KPHCTAUTMYECKUX
(bopM, PacKpBITHIX B JTAHHOM JOKYMEHTE; IO MEHbIIEH Mepe OIHO COeIUHEHHUE, BHIOPAHHOE U3
coenuaenust II u ero ¢apmaneBTHYECKU MPHUEMIIEMbIX COJIeH, M 1O MeHbIIeH Mepe OJHO
coennnenue, BbiOpanHoe u3 coenunenus 111, ITI-d un ux apmaneBTHUECKN TPUEMIIEMBIX COJEH,
BBOJISIT B TIEPBOH (papMarieBTUYECKOH KOMMNO3ULIMH. B HEKOTOPBIX BapUaHTaX OCYLIECTBICHHUS
nepBy0 (hapMaLeBTHUECKY0 KOMIIO3HMIMIO BBOIAT MALMEHTY IBAa pa3a B ACHb. B HEKOTOpPBIX
BapHUAHTAX OCYIIECTBIECHHS MEPBYIO (HapMALEBTUUYECKYIO KOMITO3UIUIO BBOJST OAHMH Pa3 B ICHb.
B HEKOTOpBIX BapuaHTaX OCYLIECTBICHUS MEPBYIO (PapMaLeBTUUECKYIO KOMIIO3UIUIO BBOJIST
ONIMH Pa3 B JICHb W BTOPYI0 KOMITO3UIIMIO, coaepskainyio Toybko coenunenne I, BBomsiT onun
pa3 B I€Hb.

[00332] JlroObie monmxonsmue (apMaleBTHUYECKUE KOMITO3WLNY, H3BECTHBIC HTaHHOMN
00JacTH TEXHHMKH, MOXKHO HCHOJB30BaTh Ans coenwHeHus 1 (B mo0oil u3 (dapmaneBTHUECKH
NPUEMJIEMBIX KPHCTANIMYECKUX (POPM, PACKPBITBIX B JaHHOM JOKyMeHTe), coenuHenus I,
coenunenus III, coenunenus III-d u ux ¢apmauesTHueckn npuemieMsix cojei. Hekoropsie
WITFOCTPATUBHBIE (papMalieBTUYECKHe KOMITO3UIMHU Ut coeauHenus I u ero ¢apmaneBTHuecKu
NpUEMJIEMBIX COJIEH onucaHbl B mpumepax. HekoTopble WIOCTpaTUBHBIE (papMalleBTUYECKHE
xkommnosuun ans coenunenus I1 u ero gapmaneBrudecku MpUueMIEMBIX COJIEll MOJKHO HAaiTH B
WO 2011/119984 u WO 2014/014841, BKIIOYEHHBIX B HAHHBIA JOKYMEHT IOCPEICTBOM
ccbutku. HekoTopble niutrocTpaTrBHble (hapManeBTHUeckne komnosumu st coenunenns I u
ero (apmMaieBTHUECKH MPUEMIIEMBbIX cojiei MokHO Haiith B WO 2007/134279, WO
2010/019239, WO 2011/019413, WO 2012/027731 u WO 2013/130669, u HekoTOpbIe
WUTIOCTpAaTUBHbIE  (hapmaneBTHueckue komnosuuuu s coenmnenuss III-d  u  ero
(dapMaleBTHYECKU TIPUEMJIEMbIX cojieii MokHO HaWTu B mareHte CIITA Noe 8865902, mareHTte
CIIA Ne 9181192, marente CIIIA Ne 9512079, WO 2017/053455, u WO 2018/080591, Bce u3
KOTOPBIX BKJIFOYEHBbI B JAHHBIA JOKYMEHT MOCPEICTBOM CChUIKU. HekoTopble MIMIOCTpaTUBHbIE
dapmaneBTHUecKre KoMno3unuu st coenuHeHns 1V u ero ¢apmaneBTHdecku mpUEMIIEMbIX
couieti MoxkHO HakiTi B WO 2010/037066, WO 2011/127421 u WO 2014/071122, BKIIFOYEHHBIX B
JaHHbIN JTOKYMEHT ITOCPECTBOM CCHUIKH.

[00333] B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS KpUCTAJUTNUecKas (opMa COeNNHEHHS
I, npumensiemass B BHAax KOMOMHUPOBAaHHOH Tepaluyd N0 HACTOSIIEMY H300PETEHUIO,
npencrasisier codoii cBodonHy (opmy coenunenus I, popmy A. B HekoTOphIX BapuaHTax
OCYILIECTBIIEHHs] B KOMOMHHMPOBAHHOW Tepamuy HCIONB3YIOT KPUCTAJUIMUECKYIO CBOOOIHYIO
dopmy coenurenus 1, popmy B. B HEKOTOpBIX BapraHTaxX OCYLIECTBJICHHSI B KOMOWMHHUPOBAHHOM

Teparuy UCTIONIB3YIOT KPUCTATMUECKYI0 cBOOOAHYIO (hopmy coenuuenus 1, popmy C.
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[00334] B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS KpUCTAJUINUecKas (opMa COeNUHEHHSI
I, ucronedyemass B KOMOMHHPOBAHHOW TEpaNMU 0 HACTOSINEMY M300pPETEHUIO, MPENCTABISAET
co0Ol ruapar KaJbLMEeBOH CONMH. B HEKOTOPBIX BapMaHTax OCYLIECTBIEHHs KPUCTAJUINYECKas
dopma coenmuaenust I mpencrasnsier coboit Gopmy A B BHIE ruaparta KaiblueBOill comu. B
HEKOTOPBIX BapUaHTAaX OCYILECTBJIEHUs Kpucrajumdeckas gopma coenuHenus I mpencrasnser
coboit popmy B B Buae ruzmpara KanbLUeBOH coju. B HEKOTOPBIX BapHaHTax OCYIIECTBIICHHS
Kpuctajuimueckast Gopma coenuneHust 1 mpencrasisier coboit ¢opmy C B Bume ruaparta
KaJbIIMEBOH conu. B HEKOTOpBIX BapUaHTAaX OCYLIECTBJIEHUS KpHCTaIMueckas ¢opma
coenunenus 1 npencrasnser coboii popmy D B Bue rumpaTa KaibLUEBOH coM. B HEKOTOPBIX
BapHaHTaX OCYIIECTBJICHUs KpucTaumdeckas ¢popma coequnenus I npencrasisier codboii hopmy
E B Bume rugpara kajgpLUueBOW CONM. B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUS
kpuctanueckas popma coenurenus I npeacrasisier codboli popmy F. B HekoTOpBIX BapuaHTax
OCyIIEeCTBIIEHHs KpucTauindeckas gopma coennnenus I mpencrasnsier coboli popmy G B BHIe
rHIpaTa KaJbIHEeBOH coMu. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHs KpUCTaJUIN4ecKas gopma
coenunenus I npencrassier coboii popmy H B Bue kaibLueBOH COMH.

[00335] B HeKOTOpBIX BapHaHTaX OCYINECTBJICHHUS B KOMOMHHMPOBAHHOH TEpaIUU IO
HACTOSIIEMY H300PETEHHMIO HCIIONB3YIOT KpHCTAIMUecKylo Qopmy coenuHenns I, rme
KpucTaymueckass ¢opma mpencrasisier coOOH CONbBAT KajJbLMEBOH conmu. B HEKOTOpBIX
BapHUAHTaX OCYINECTBJIEHUS KpUCTaJuIMdeckoe coennHeHue I mpencrasisier coboit popmy A B
Buge conpBata ¢ EtOH xanmpuueBoil coinu. B HeKOTOpbIX BapuaHTax OCYILECTBICHMUS
KpucTauueckoe coequHenue I mpencrasisier coboit ¢opmy B B Bume compBata ¢ EtOH
KaJbIMEBOHN cONM. B HEKOTOPBIX BapuaHTax OCYINECTBJIEHUs KpUCTAJUINYecKoe coenuHeHue I
npezacrasysiet coboii popmy C B Bune conbbara ¢ EtOH kanbiiueBoii conu.

[00336] B HekOTOpBIX BapuaHTaX OCYINECTBJCHUS B KOMOMHHMPOBAHHON TEpAaIruu IO
HACTOSIIEMY H300pETeHHIO NpenycMaTpuBaeTcs Kpucramindeckas gopma coenuHenus I, rae
KpHUcTajuueckasi Gopma mpencraBiseT codoit popMy A B BHIE rHapaTa HaTpueBou coju. B
HEKOTOPBIX BapHAHTAaX OCYINECTBJIEHUS KpuUcTajuimdeckas (gopma coenunenus I mpencrasnser
coboii ¢opmy B B Bume HaTpueBoii conu 0e3 mnpumeceil. B HEKOTOpBIX BapHaHTaX
OCYIECTBIIEHHs KpUcTajuinieckas ¢opma coenunrenust I npencrasmser codoit popmy C B BHIe
rHpaTa HaTPUEBOH CONM. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUs KpUCTaJUTMYecKas ¢opma
coenunenus 1 npencrasnsier coboii Gpopmy D B Bue runpara HaTpUEBOW COJIH.

[00337] B HEKOTOpBIX BapUaHTaX OCYINECTBJICHHS B KOMOMHHMPOBAHHOH TEpaIruu IO
HACTOSIIEMY HM300PETEHHIO TPENyCMOTpPeHa Kpucrajuindeckas ¢opma coenuHenuss I, rme
KpUcTayueckass ¢opma npencrasiser codboii popmy A B Buzxe rumpara KanueBoi comu. B
HEKOTOPBIX BapHAHTAaX OCYINECTBJIEHUs KpUCTaJumdeckas popma coenuHenus 1 mpencrasnser
coboit popmy B B Buze ruapara KaaueBou COJH.

[00338] B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS KpUCTAJUINUecKas (opmMa COeNUHEHHSI
I, npumensiemass B KOMOMHMPOBAHHON TEPAIlMU 10 HACTOALIEMY HM300PETEHUIO, MPENCTABISAET

coboii ¢popmy C B BuAe ruapara KaaueBOH coiu. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHUS
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Kpuctaynueckass ¢opma coenuHeHus I, mpumeHsemas B KOMOMHHMPOBAHHOW TEpamuHl I10
HACTOsLIEMY U300peTEeHHUI0 TIpeacTaBIsieT codoi popmy D B Buae ruapaTa KaJiueBoOH COJIH.

[00339] B HeKOTOPBIX BapHaHTaxX OCYINECTBJIEHUS KpUCTaJUInueckas opmMa COeNUHEHHS
I, npumensiemass B KOMOMHUPOBAHHON Tepanuu IO HACTOALIEMY H300pPETEHUIO, MPENCTaBIISAET
coboit popmy A B Buze ruapaTa aMMOHUNHON COJTH.

KoopauHaumoHHasi CTPyKTYpa onpee/ieHHbIX KPHCTAJUINYeCKUX (Gopm

[00340] Omnpenenennble KpucTayumdeckue (HOpMbI MPEAyCMATPUBAIOT coeanHeHue I,
CBSI3aHHO€ KOOPIMHALMOHHBIMH CBsi3siMu ¢ uoHamu Ca. JlokanmbHas KOOpAMHALMOHHAS

CTPYKTYpa XapakTEePU3yeTCss XUMUYECKON CTPYKTYPOH, H300paskeHHOM Kak

R
R N
\C,//@\\ S/‘//"'O

] ]
I :

] ]
O.. 0

“Ca

rne R1 u R2 mpencrasisiroT coboli ocTaBmuecs: 4actu coequaenus 1.

[00341] B xaxaom ciydae MOH KaJlbLMA CBSI3aH KOOPAMHAIIMOHHBIMU CBS3SIMH C 6, 7
aubo 8 aToMamu, Tie MO MEHbBIIeH Mepe ABa aTOMa MPEACTABISIOT cOOOH ABa aTOMa KUCIOpOoAa
u3 coenuHeHus I, npyrue atomMbl B KOOPOWHAIIMOHHOW O0OJIOYKE MOTYT BKJIKOYATh IPYTHe
aTOMBI M3 MOJIEKYJbl coeanHeHus: I, aToMbl U3 Apyroi Mojekyiabl coenquHenus I, BOOHBIX Wiu
CIUPTOBBIX PACTBOPUTETIEH.

dapManeBTHYECKHE KOMIIO3HLINHU

[00342] B  pgpyroM  acmekTe — HACTOSIIIEro  M300pPETeHUs  MPEAyCMOTPEHBI
(dapmarieBTHYECKHE KOMIIO3HMLIMH, coaeprkamque coeauHenue I B Buae aMOppHOro TBEPAOro
BEIECTBA WIM B BUAe JIOOOH U3 (papMaleBTUYECKH MPUEMJIEMbIX KPUCTAUTHUECKUX (opm,
PacKphITBIX B JAHHOM JAOKYMEHTe. B HEKOTOpbIX BapuaHTax OCYLIECTBJICHHMsS B HACTOSLIEM
U300peTeHNH MPEayCMOTPEHBI (DapMalieBTHUECKHe KOMITO3ULIMK, cofepkaiiue coenuHnerue 1 B
BUIE aMOP(HOro TBEPAOrO BEIIECTBA MJIM B BHIE JIFOOOH M3 (hapMaLleBTHUECKU MPUEMJIIEMbIX
KPUCTALTHYECKHUX (OPM, PACKPBITHIX B JAHHOM JIOKYMEHTEe, B KOMOMHAIIMH C TIO MEHbIIEH Mepe
OITHUM JIOTIOJJHUTEJIbHbIM aKTUBHBIM (hapMalleBTUUYECKUM HWHIPEIHEHTOM. B  HEKOTOpPBIX
BapUAaHTaX OCYLUECTBJICHUSI MO MEHbLIECH Mepe OIUH JAOMOJHUTENbHBII  aKTHUBHbBIN
(dapmanieBTHYECKUN WHIpenueHT mnpeacrapisser coboit monynsatop CFTR. B HekoTopbIxX
BapHAHTaX OCYLUECTBJIEHUS MO MEHbLIECH Mepe OIUH JOMOJHUTENbHBII  aKTHUBHbIN
dapmaneBTHUECKNIT MHTpenueHT mpencrasisier codoi koppekrop CFTR. B HekoTopbIxX
BApUAHTaX OCYLUECTBJICHUS MO MEHbLIEH Mepe OIWH JAOMNOJHUTENbHBbII aKTHUBHbIN
(dapmaneBTHYECKUN MHTpequeHT npencraeiser cobor morenmuarop CFTR. B HekoTopbIx
BapHaHTaX OCYLIECTBJICHUs (hapMalleBTHUECKash KOMIO3UIUS COAEPKUT coenuHeHue 1 B Bume
aMOp(HOro TBEPAOro BELIECTBA MM B BUAE JO00H M3 (apMaleBTHYECKH MPUEMIIEMBIX
KPUCTAJUTHUECKHX (OPM, PACKPBITBIX B JTAaHHOM JOKYMEHTe, W IO MEHbIIEH Mepe IBa
JOTIOJTHUTEJIbHBIX aKTUBHBIX (hapMarleBTHUECKUX UHTPEANEHTa, OIUH U3 KOTOPBIX MMPEICTABIISET

coboit koppekrop CFTR u ogun u3 kotopslit npeacrasisier codoii norenunatop CFTR.



64

[00343] B HeKOTOpBIX BapuUaHTax OCYILECTBJEHUS IO MEHblLIEH Mepe OJuH
JOTIONTHUTENIBHBIN aKTUBHBIA (papMalleBTUYECKUH HHIPEONEHT BBIOPAH M3 MYKOJIMTHYECKHX
CpencTB, OpOHXOQWIATATOPOB, AHTUOMOTHKOB, TNPOTUBOMH(EKLMOHHBIX  CPEACTB |
IPOTUBOBOCTIAJIUTENBHBIX CPENICTB.

[00344] B HeKOTOpPBIX BapHAHTaX OCYINECTBJIEHUS B HACTOSALIEM U300pETeHUU
npenycMoTpeHa (papMaleBTHYECKas KOMIIO3UIMS, COAepkamas IO MEHbIIeH Mepe OIHO
coenMHeHue, BeIOpaHHOe U3 coequueHus I B Bume aMopHOro TBEpAOro BEIECTBA WM B BUJIE
mo0oit U3 (hapMaLEeBTUUECKH TPUEMIIEMBIX KPUCTAUIMYECKUX (OPM, PACKPBITBIX B JAHHOM
JIOKYMEHTE, U 10 MeHbIIEH Mepe OuH (papMaLeBTUYeCKH MPUEMIIEMbI HOCUTEITb.

[00345] B HekOTOpBIX BapUaHTaX OCYLIECTBJIEHUS B HACTOSINEM H300pPETECHUH
npeaycMoTpeHa (apmaneBTHYeckas KOMIO3WIus, conepskamiast (a) or 5 mr go 20 wmr
coennaenust I, rme coemmnenwe 1 mpencraBnsier coboit moOyo u3  (apMaLeBTHUECKH
NPUEMJIEMBIX KPHCTAIIMYECKHX (POPM, PACKPBITHIX B JAHHOM JOKYMeHTe, (b) Mo MeHbIIel mepe
OIHO coenuHeHue, BbiOpanHoe n3 coenuHenus II u ero gapmaneBTHUYECKH IPUEMIIEMBIX COJEH,
¥ (C) Mo MeHbIel Mepe OMH (papMalleBTHYECKH MTPHEMIIEMbII HOCUTENb.

[00346] B HekOTOpBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETCHHUH
npenycMoTpeHa (apmaneBTHdeckash KOMIO3WIMs, conepskamiast (a) or 5 mr go 20 wmr
coennaenust I, rme coemmnenme 1 mpencraBnser coOoii moOyro U3 (apMaLeBTHUECKH
NPUEMIIEMBIX KPHCTAIIIMYECKHX (POPM, PACKPBITBIX B TAHHOM OKyMeHTe, (b) mo MeHbIeii mepe
onHO coenuHeHue, BoiOpanHoe u3 coenquHenus 111, ITI-d u ux gapmaneBTHdecKl MPUEMIIEMBIX
coJjiei, 1 (c) Mo MeHbInei Mepe onuH (papMareBTUIECKH TPUEMIIEMbIH HOCUTENb.

[00347] B HekOTOpPBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300peTeHUn
npenycMoTpeHa (apmaneBTHdeckas KOMITO3WLMs, conepkamiast (a) or 5 mr go 20 wmr
coenuHenust 1, rme coemunenume I mnpexncraBmsier coboit MO0y u3  (apMaLEeBTHYECKH
NpUEMJIEMbIX KPUCTAJUTMYECKUX (POpM, pacKpBITHIX B JaHHOM A0KyMeHTe, (b) mo MeHbIuneit mepe
OJIHO coenuHeHue, BbiOpanHoe u3 coequHenus 11 u ero gapmaneBTHUeCKH MPUEMIIEMBIX COJIEH,
(c) mo MeHblIeli Mepe OOHO coenuHeHwe, BbIOpaHHOoe u3 coeguHenuss III u  ero
dapmaneBTHYECKH TpueMiieMbIx cojieil, u (d) mo MeHbluel Mepe OAauH (apMaleBTUYECKH
MIPUEMIIEMBII HOCUTED.

[00348] B HekOTOpBIX BapWaHTaX OCYLIECTBIIEHUS B HACTOSIIEM H300peTEHUU
npenycMoTpeHa (apmaneBTHYeckash KOMIIO3WIMs, conepskamiast (a) or 5 mr go 20 wmr
coennaenust I, rme coemmuenwe 1 mpencraBnsier coOoii moOyo U3 (apMaLeBTHUECKH
NPUEMJIEMBIX KPHCTAIIMYECKHX (POPM, PACKPBITBIX B JAHHOM AOKyMeHTe, (b) mo MeHbIeil mepe
OIHO coenHeHue, BbiOpanHoe n3 coenuHenus II u ero gapmaneBTHUECKH PUEMIIEMBIX COJEH,
(c) mo wMeHblmeld Mepe OHHO coenuHeHue, BbiOpaHHOoe wu3 coeaunenus III-d u ero
dapmaneBTHUECKH TpueMieMbIX coseil, u (d) mo MeHbluel Mepe OAWH (apMaleBTHUECKU
MPUEMIIEMBI HOCUTED.

[00349] B HekOTOpBIX BapUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300pETECHUH
npenycMoTpeHa (apmaneBTHdeckas KOMIO3WLus, conepkamiast (a) or 5 mr go 20 wmr

coenunenust I, rme coemunenne 1 mpencraBnser coOoit moOyro U3 (apMaLeBTHUECKU
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NPUEMJIEMBIX KPUCTAIIMYECKHX (POPM, PACKPBITHIX B JAHHOM JOKyMeHTe, (b) o MeHbIIel Mepe
onHO coenuHeHue, BbplOpaHHOoe u3 coenuHenus III wmmu III-d w ux ¢apmaneBTHUECKH
IpUEeMJIEMBIX COJIeH, (C) O MeHbIIel Mepe OJJHO COeAuHeHHe, BhIOpanHoe u3 coequnenus IV u
ero ¢apMaleBTUYeCKH NMpUeMIIEMBIX cojiel, U (d) mo MeHblued mMepe oauH (papMaleBTHUECKH
IpUEMIIEMBIH HOCUTEIb.

[00350] B HekoTOpBIX BapHaHTaX OCYIUECTBJIEHUS B HACTOALIEM H300pETEHUH
npeaycMoTpeHa GapMaleBTHYecKasi KOMIIO3HUIIHS, coAepariasi ot 5 mr 1o 20 mr coenunenus 1,
rne coenmHeHne 1 mnpexacraBisier cobol 0Oy U3 (hapMaLEeBTHYECKH MPHUEMIIEMBIX
KPUCTAJUTMUECKUX (OPM, PACKPBITBIX B JAHHOM JOKYMEHTE, U HeoOsi3aTeIbHO COAepsKaras
OIHO WM OoJiee NOMONHUTENbHBIX cpencts, monyupyromux CFTR. B HekoTOpsIX BapuaHTax
OCYIECTBIIEHHS] KOMITO3ULHS CONEPKUT MPHOJIMZUTEIBHO 5 Mr, npuOamsurenbHo 10 mr wim
npubnusutensHo 20 Mr coenuHeHuss 1 m ero (apmaneBTHUECKH NPUEMIIEMBIX COJEH |
HEeoOs13aTeNIbHO COAEPIKUT OHO WM OoJiee OMONHUTENbHBIX cpeacTs, Moayiupyromux CFTR.
B HekoTOpBIX BapuaHTaX OCYLIECTBICHHUS KOMITO3UIMA CONEpKUT (a) or 5 mr nmo 20 mr mo
MEHBIIEH Mepe OJHOrOo COeNMHEHHs, BbhIOpaHHOro u3 coeamHeHus I, roe coenmnenue I
npeacrasisier coboit moOyro u3 (papManeBTHYECKH NPUEMIIEMBIX KPUCTAJUTHYECKUX (opM,
PaCKpBITHIX B TaHHOM J0KyMeHTe, (b) or 50 mr o 100 mr coegunenus II u (¢) ot 150 mr go 300
mr coequHeHus III wmmu ot 50 mr go 150 mr coenunenus III-d. B HekoTOpbIX BapuaHTax
OCYIIECTBJICHHUsS] KOMITO3ULIUSI coaepkuT (a) ot 5 mr go 20 mr coennnenus I, roe coenunenue I
npeacTasisier coboit moOyr U3 (papManeBTHYECKH NPUEMIIEMBIX KPUCTATMUECKUX (opM,
PacKphITHIX B faHHOM nokyMeHTe, (b) 100 mr coequnenus II u (¢) 150 mr coenunenus 111 nnm
150 mr coequnenus I11-d.

[00351] B HekOTOpBIX BapHaHTaX OCYINECTBJIEHUS B HACTOALIEM H300pEeTEHUH
npenycMoTpeHa (apMmarieBTHUecKasi KOMIIO3MLIUS, copepkamas S5 mr coemuHeHus I, roe
coenuHenne 1 mpencraBiser coboit  moOy M3 (papMaLEeBTHYECKH  MPUEMIIEMbBIX
KPUCTAJUTMUECKUX (OPM, PACKPBITBIX B JAHHOM JOKYMEHTE, U HeoOsi3aTeIbHO COAepsKaiias
OHO WM OoJiee NOMONHUTENbHBIX cpencts, monyaupyromux CFTR. B HekoTOpbIX BapuaHTax
ocyiecTBieHust komnosuuus copepxxut 10 mr coenunenus I, rae coenunenue 1 npencrasnser
coboli o0y H3 (apMaLEeBTHUECKH MPHEMJIEMbIX KPUCTAUIMYECKHX (OPM, PACKPBITHIX B
JAaHHOM JOKYMEHTE, U HeOOS3aTeNIbHO COAEPIKUT OAHO WM OOjiee NOTOHUTENbHBIX CPENICTB,
monyupyromux CFTR. B HeKoTOpbIX BapWaHTaxX OCYIIECTBJICHHS B HACTOSIIEM U300pETEHHUU
NpeaycMOTpeHa (apMaleBTHUECKass KOMIIO3UIMs, conepxamas 20 mr coemmnenust I, rme
coennaenne 1 mpencraBmsier coboit MO0y w3 QapMaleBTUYECKH  MPUEMIIEMBIX
KPUCTAJTMUECKUX (OPM, PACKPBITBIX B JaHHOM AOKYMEHTE, M HEeOoOs3aTEeNbHO COnep Kaiast
OHO WM OoJiee NOMONHUTENbHBIX cpencts, monyiupyomux CFTR. B HekoTopsIX BapmaHTax
OCYIIECTBIEHHUsT KOMMO3uLus conepkut (a) 5 mr, 10 mr wmm 20 mr coemmnenust 1, rme
coenuaenne 1 mpencrasmsier coboit  moOy0 w3 (QapMaleBTUYECKH  IPUEMIIEMBIX
KPUCTANTNUECKUX (POPM, PACKPBITBIX B JaHHOM A0KyMeHTe, (b) SO mr unmm 100 Mr coennHeHUs
IT u (¢) 150 mr wim 300 mr coepuuenus III wam SO mr, 75 mr, 100 mr, 125 mr wmu 150 mr

coenuuenus I11-d.
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[00352] Jlrobas (papmameBTHUECKAs KOMIIO3HMLIMS, PACKPBITAs B JAHHOM JOKYMEHTE,
MOJKET COAep)kKaTb IO MEHblIeH Mepe oauH (apMaleBTHYECKH MpPHUEMIIEMbIi HOCHTENb. B
HEKOTOPBIX BapUAHTAaX OCYIIECTBIEHHs IO MeHbIIell Mepe OnauH (apMaleBTUIECKH
INpUeMJIEMBbIi HOCHTENb BbIOpaH H3 (apMaLEeBTHUECKH TNPUEMIIEMBIX Cped-HOCHTENIeH u
(bapMaleBTHYECKH IPUEMJIEMbIX BCIIOMOTraTeNbHBIX BellecTB. B HEKOTOpBIX BapHUaHTax
OCYLIECTBJICHHS IO MEHBIIEH Mepe OAHO GapMaLeBTHYECKH IPUEMIIEMOE BEIECTBO BHIOPAHO U3
(apmaLeBTHYECKH NPUEMJIEMBIX HAIOJHUTENeH, pa3pbIXJINTENeH, MMOBEPXHOCTHO-aKTHBHBIX
BEIIECTB, CBSA3YIOIIHNX CPEICTB, CMA30UHBIX CPENICTB.

[00353] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUS] KPUCTALTHUECKasi opMa COeNUHEHHSI
I B (apmaneBTHUECKUX KOMIIO3UIMSIX IO HACTOALIEMY H300pPETEHHIO MPENCTaBIsET COOOH
cBoOonHyro Qopmy coemuHenus I, ¢popmMy A. B HEKOTOpBIX BapuaHTaX OCYIIECTBIICHHS
(apmManeBTHYECKHE KOMIIO3ULIUHM COAEPIKAT KPUCTAJUTUIECKYIO CBOOOIHYIO (POPMY COCOMHEHUS
I, popmy B. B HeEKOTOpBIX BapuaHTaX OCYINECTBJICHUS (HapMaLeBTHUYECKHE KOMIO3HIIUU
COIlepIKaT KPUCTAJUTMYECKYIO CBOOONHYIO popmy coenmnenus 1, popmy C.

[00354] B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS KPUCTAJUTNYECKas (opMa COeUHEHHSI
I B (apmaueBTHUECKOH KOMNO3MLMHU IO HACTOSIIEMY H300PETEHUIO TMPENCTaBisieT CcoOOH
THIpPAT KaJbIMEBOH coMM. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHHs KpHCTaJIHUecKas ¢popma
coenunenus 1 mpeacrasnsier coboii popMy A B BUAE ruapaTa KaJlbLHUEBOH cONH. B HEKOTOPBIX
BapHaHTaX OCYIIECTBJICHUs KpucTaundeckas ¢popma coenuHenus I npencrasisier coboit hopmy
B B BHOe ruapaTta KalbLUEeBOM CONM. B HEKOTOpPBIX BapHaHTax OCYLIECTBJIEHUS
Kpucramnueckas ¢opma coenuneHust I mpencraenser coboit opmy C B Buzme ruaparta
KaJbLIMEeBOM conmu. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHs KpHCTalInueckass ¢dopma
coenuHenus I mpexncrasnsier coboii popmy D B Buze rugparta kanbLueBoil coinu. B HEKOTOpbIX
BapHUaHTaxX OCYLIECTBIEHHs KpUcTauinueckas ¢popma coenunenus I npencrasser coboit popmy
E B Bume ruapata KaibLUEBOH CcOJIM. B HEKOTOpPBIX BapuUaHTaX OCYLIECTBJICHUS
kpucranueckas popma coenunenus I npeacrasisier codbori popmy F. B HekoTOpbIX BapuaHTax
OCyIIeCTBIIeHHs KpucTaunueckas gopma coenunenust I mpencrasnsier cobori popmy G B BHIe
THIpaTa KaJbIHEBOH COMU. B HEKOTOPBIX BapuaHTaX OCYLIECTBICHHs KpUCTaJUIM4YecKas ¢opma
coenunenus I npencrasser codoii popmy H B Buie kanbLiueBOH COMH.

[00355] B HekOTOpBIX BapuaHTAaX OCYIIECTBIIEHUS (hapMalleBTHUECKHE KOMITO3UIIUHU 1O
HACTOSIIEMY H300pPETEHHIO COAepXKaT KpUCTALTHUecKyro ¢opmy coenmneHuss I, rme
KpUcTayueckass (¢opMa MpeacTaBisieT COOOH CONbBAT KajbLHMEBOH coiu. B HEKOTOpBIX
BapHUAHTaX OCYINECTBJIEHUS KpUCTaJuIMueckoe coennHeHue I mpexncrasisier coboit ¢popmy A B
Bunge conpBata ¢ EtOH xanmpuueBoil coiu. B HeKOTOpbIX BapuaHTax OCYILECTBIEHMUS
Kpuctajumueckoe coenuHenue 1 mpencrasisier coboii dopmy B B Bume compBata ¢ EtOH
KaJbIIMEBOHN CONMM. B HEKOTOPBIX BapuaHTaX OCYINECTBIICHUsS] KPUCTAJUINYECKOe coenuHeHue I
npexncrasisietr codoit popmy C B Bune conpBata ¢ EtOH kanmprmesoii conu.

[00356] B HekoTOpBIX BapuaHTax OCYIIECTBIEHUS (hapMaleBTHUECKHE KOMITO3ULIUHU IO
HACTOSIEMY H300pPETEHHIO COAepKaT KpucTtaumueckyro ¢opmy coeaunenuss I, rme

KpucTajuTHueckast ¢popma mpezacrasiisier codboii popMmy A B BHIE TUApaTa HaTpUEBOW coyu. B
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HEKOTOPBIX BapHAHTAaX OCYINECTBJIEHUs KpUCTajumdeckas gopma coenuHenus 1 mpencrasnser
coboit ¢opmy B B Bume HaTpueBoii conmm 0e3 mnpumeceil. B HEKOTOpPBIX BapHaHTax
OCYIIECTBIIEHHsI KpucTajuindeckas gopma coenunenus I npencrasnser codoit popmy C B BUae
ruapaTa HaTpUEBOH CoiM. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBJIEHUs KpUCTaJuIM4eckas Gopma
coenuHenus 1 npencrasmsier coboit popmy D B Buzme ruppara HaTpUEeBOH COJHL.

[00357] B HeKOTOpBIX BapHaHTAaX OCYINECTBIECHUS (hapMaleBTHYECKHE KOMITO3HLIUH I10
HACTOSAIIEMY H300pPETeHHIO COIepXKaT KpUCTautmueckyro ¢opmy coeaunenus I, rae
KpUCTajuTHueckasi ¢popma npencrasisieT coboii ¢popmy A B BUAe ruaparta KaiueBou conu. B
HEKOTOPBIX BapHAHTAaX OCYINECTBJICHUS KpuUcTajumdeckas gopma coenunenus 1 mpencrasnser
coboit popmy B B Buze ruapara KaaueBoii COJU.

[00358] B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS KPUCTAJUTNYECKas (hopMa COETUHEHHSI
I B ¢apmaneBTHUECKUX KOMIIO3ULMAX MO HACTOSALIEMY H300PETEHHIO MPENCTaBISET COOOH
¢opmy C B BHme rumpara KaqHeBOH COJHM. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHUS
Kkpucranueckas gopma coenmaenus I B papmManeBTHYECKHX KOMITO3ULHSAX IO HACTOSIIEMY
n300peTeHHIo npeacTasisieT codoit Gopmy D B Bune rumpara KaiueBOl CONH.

[00359] B HekOTOpBIX BapHaHTAX OCYIIECTBIECHUS KPUCTATHYECKast popmMa COeqMHEHHSI
I B (apmaneBTHUECKUX KOMITO3UIMSX IO HACTOALIEMY H300PETEHHIO MPENCTaBIsET COOOH
¢dbopMy A B BHIE THIPATa AaMMOHHIHOHN COJIHL.

[00360] OrmucanHble B JaHHOM JOKyMeHTe (DapMaleBTUYECKHE KOMIIO3HMLIUH
NPUMEHHUMBI JUTS JIEUEHHsI MyKOBHCIIMI03a U APYTUX 3aboneBanuii, onocpenoBanHbix CFTR.

[00361] Kak omucaHo Bblle, (papMaleBTUYECKHE KOMIIO3HMLIUHM, PACKPBIThIE B JAHHOM
JIOKYMEHTEe, He0Os3aTeNbHO MOTYT MAOIOJHHUTENIbHO COAEpXkKaTh IO MEHbLIEH Mepe OIUH
dapmaneBTHYeCKH mpueMiieMblii HocuTenb. Ilo MeHblIed Mepe oauH (apMaleBTHYECKH
HpUEeMJIEMbIH HOCHTENb MOXET ObITh BHIOpPAH M3 BCIIOMOTaTEIbHBIX BEIECTB U CPEN-HOCHTEJNEH.
ITo menbLIel Mepe onuH (papMaLeBTUYECKH MPHEMIIEMbIHi HOCHTEINb, IPUMEHSEMBbIH B JaHHOM
JOKYMEHTE, BKJIIOUAET BCE BO3MOXKHBIE PACTBOPUTENH, pa3OaBUTENH, APYTHE JKUIKHE CPEIbl-
HOCUTENH, NoOaBKM aisi OOpa3oBaHMs AWCIIEPCUM, NOOABKHM IJisi OOpa3sOBaHHs CYyCIIEH3UH,
MIOBEPXHOCTHO-aKTHBHBIE CPENCTBA, M30TOHHYECKHE CPEACTBA, 3aryCTHTENH, SMYJIbIHPYIOLIHE
CPeACTBa, KOHCEPBAHTHI, TBEPAbIC CBSI3YIOIIHE U CMA3bIBAIOLINE CPENCTBA, KOTOPbIE MOAXOISAT
1Tl KOHKPETHOM JketaeMoit JiekapcTBeHHOH (opmbl. B Remington: The Science and Practice of
Pharmacy, 21st edition, 2005, ed. D.B. Troy, Lippincott Williams & Wilkins, Philadelphia, and
Encyclopedia of Pharmaceutical Technology, eds. J. Swarbrick and J. C. Boylan, 1988-1999,
Marcel Dekker, New York packpbsITbl pa3nu4Hble HOCHTENH, MPUMEHSIEMbIE TIPU COCTABICHUU
(apManeBTHIECKIX KOMIO3HULUH, 1 U3BECTHBIE METOAUKH JIJIsI MX TIOJYYEHHUs. 3a UCKITIOUEHHEM
cJlydaeB, KOraa JIF0OOH TPaguLMOHHBI HOCHUTENb SIBISIETCS HECOBMECTHMBIM C COCIMHEHUSIMU
[0 HACTOSIIEMY M300PETEeHHIO, KaK, HalmpuMep, BBULY oOecredeHus: J000ro HeKeNaTebHOTO
Ounonornyeckoro 3gpQexra Ui UHOrO B3aUMOJEHCTBUS MaryOHbIM 00pa3oM ¢ JIFOOBIM(JIFOOBIME)
ApyruM(OPYTUMHU) KOMIIOHEHTOM(KOMITOHEHTaMH)  (hapMaleBTHUECKOH KOMIIO3ULIUU, €ro
NpUMEHEHHE  MpPEeOyCMOTPEHO B Ipefenax  o0beMa  HACTOSINEro  HM300peTeHus.

Heorpannuuparoniye mnpuMepbl MOAXOAAINNUX (PapMaLEeBTHUECKH TNPUEMIIEMBIX HOCHUTENEH
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BKJIFOYAIOT O€3 OrpaHNueHHsi HOHOOOMEHHbBIE BEIIeCTBA, OKCUJ AIFOMUHUS, CTe€apaT aTFOMHUHUS,
JIELIUTUH, CBIBOPOTOUYHbIE OENKM (TaKkue Kak ChIBOPOTOUHBINH anpOyMHUH denoBeka), OydepHbie
BellecTBa (Takne kKak (ocdarbl, TIUIUH, COpOUHOBAas KHCIOTa W cOpOaT Kayius), CMECH
HETIOJIHBIX TJIMIEPUIOB U3 HACBIIIEHHBIX >KUPHBIX KHUCJIOT PACTUTEIBHOIO IPOUCXOXKAECHUS,
BONy, COJM M DJIEKTPOJUTHl (Takue Kak Cyiabdar mnporamuHa, rugpodochaT AUHATPUS,
rugpodochar Kanus, XJOPHI HATPUS M COJMM LIMHKA), KOJUIOMIOHBIA JHOKCHI KPEMHHUS,
TPUCWIIMKAT MAarHUsl, TOJMBUHIIIHPPONIUIOH, IONHAKPUIATBI, BOCKH, OJIOK-COIMOJINMEPHI
NOJIMATUJIEHA W TOJIMOKCHUIIPOIIIIEHA, JIAHOJHH, caxapa (Takue Kak JIaKTO3a, IJII0KO3a |
caxapos3a), BHIObI Kpaxmaja (Takue Kak KYKYPY3HbIH Kpaxmajdl U KapTOoQelbHbIH Kpaxma),
LEJUTIOJIO3Y M €€ MPOM3BOIHbBIE (TaKHe KaK HATPHH-KapOOKCUMETHIILEIUTION03a, STHIILEIIIN03a
U aleTWINEJJIF0JI03a),  MOPOIIKOOOPa3HbId  TparakaHT,  COJION,  JKEJaTHH,  TaJbK,
BCIIOMOTATEJIbHBIE BEIIECTBA (TaKMe KaK Macjio Kakao M BOCKH JJIsI CYMIIO3UTOPUEB), Macja
(TakMe Kak apaxHCOBOE MacCJO, XJIOMKOBOE MAacjio, cadopoBOE MAaciO, KYHXKYTHOE MAacio,
OJIUBKOBOE MAcCJIO, KYKYPy3HO€ MacjO U COEBOE MACJIO), MINKONH (TaKHe KaK MPOIUIICHTJIUKOIb
U TOJIUATUICHIJIUKOJb), CIOXKHBIe 3(upbl (Takue Kak O>THIIONEAT W JSTUJUIAyparT), arap,
OydepHble cpencTBa (Takue Kak THAPOKCUI MAarHUsl U TUAPOKCUI AJFOMUHUS), aJTbTHHOBYIO
KHUCJIOTY, allUPOT€HHYI0 BOAY, M30TOHMYECKHUH COJIEBOM pacTBOp, pacTBOp Punrepa, 3TUiOBbIN
cupT, pocdaTtHbie OypepHbIe paCTBOPBI, HETOKCUYHBIE COBMECTUMbIE CMa3bIBAIOIINE CPEICTBA
(Takue Kak JaypwicyibdaT HaTPHUs M CTeapaT MarHus), Kpacsiiue CPeaCTBa, Pa3AeiUTEIbHbIE
CPEeACTBa, CPEACTBA AJISl HAHECEHUs! TIOKPBITHS, MOJCIACTUTENH, BKYCOAPOMAaTHIECKHE CPEACTBA,
apOMAaTU3UPYIOIINE CPEACTBA, KOHCEPBAHTHI U AHTUOKCUIAHTHI.
HnmocTpaTUBHBIE BAPHAHTHI OCYINECTBICHUS

1. Coenunenue I (cBobonnas popma)
0

(Coenunenue 1),

rne coequHenue I mpencrasisier codoil Mo cyTH KpuCTaTH4eckyro ¢opmy A (T. e., rie
meHee 15% coemunenusi 1 Haxomutcst B amopduoii ¢opme, rne menee 10% coenunaenus 1
HaxoauTcs B amopdHOH Gopme, rae menee 5% coennnaenus 1 HaxonuTcst B amopdHOI hopme).

2. Coenunenne I mo BapuanTy ocymectsinenus 1, raoe coenunenue I npencrasnser codoit
100% xpucramumdeckyo Gopmy A.

3. Coenunenne I o BapuaHTy OCyIIEeCTBICHUS | WM BapUAHTY OCYLIECTBICHUS 2, TOE
dopma A coemunenusi 1 (cBoOomnast ¢opma) XapakTepusyercss PEHTTEHOBCKOW MOPOLIKOBOM
nudpakTorpaMmMoii ¢ curaajom npu 9,2 + 0,2 rpagyca yria asa-tera, 11,3 £ 0,2 rpanyca yria
nBa-Teta, 14,0 + 0,2 rpagyca yrna nsa-tera w/mnu 22,9 + 0,2 rpagyca yria gBa-Tera.

4. Coequnenue I nmo BapuaHTy OCyLIeCTBIE€HUs | MM BapUaHTy OCYLIECTBJICHHUs 2, IZe
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dopma A coemunenusi 1 (cBoOomHast ¢opma) XapakTepusyercss PEHTTEHOBCKOW MOPOLIKOBOM
nudpakTorpaMmMoii ¢ curaajom npu 9,2 + 0,2 rpagyca yria asa-tera, 16,6 £ 0,2 rpanyca yria
nea-tera u 20,0 + 0,2 rpaayca yria ABa-TeTa.

5. Coenunenue I no BapuaHTy ocCylleCTBIEHUs | UM BapUaHTy OCYLIECTBJIEHUS 2, T1e
dopma A coemmuenus I (cBoOomHas (opma) xapakTepH3yeTcss PEeHTI€HOBCKOW IMOPOLIKOBOH
nudpaxrorpammoii ¢ (a) curnanamu npu 9,2 + 0,2 rpagyca yria asa-tera, 16,6 + 0,2 rpagyca
yrina asa-tera u 20,0 + 0,2 rpanyca yrna asa-tera u (b) curnanom npu 11,3 + 0,2 rpagyca yria
nBa-tera, 14,0 £ 0,2 rpagyca yrna nBa-tera, 22,9 £ 0,2 rpaayca yria nBa-teta, 23,1 + 0,2
rpaayca yria aBa-tera w/wim 23,3 + 0,2 rpaayca yria aBa-Tera.

6. Coenunenue I mo BapuaHTy ocyuiecTBieHusl | UM BapuUaHTy OCYLIECTBIIEHUS 2, e
dopma A coemunenusi 1 (cBoOomHast ¢opmMa) XapakTepusyercss PEHTTEHOBCKOW MOPOLIKOBOM
I paKTOrpaMMOi, IO CyTH MOJOOHON TaKOBOH, MOKa3aHHOH Ha ¢wur. 1.

7. ®opma A coemunenuss 1 (cBobomHasi ¢opma) mo OOOMYy K3 BapHAHTOB
OCYIIECTBJEHUsI 1-6, XapakTepu3yKoIIascsd MOHOKJIMHHON KPUCTAJUIMYECKON CHUCTEMOM,
MPOCTPAHCTBEHHON rpynnoi P2; m mapamerpamMu 3J€MEHTAPHON sYE€WKH, W3MEPEHHBIMU IPHU

298 K Ha nudppaxromerpe Bruker, ocHamenHoM ncTounnkoM m3nydenns Mo K, (A=0,71073 A).

a 15,48+ 0,01 A a 90°
b 12,74+ 0,01 A B 99,35+ 0,01°
c 16,37+ 0,01 A v 90°

8. ®opma A coemuneHuss 1 (cBoOomHast ¢opma) mo moOoMy HU3 BapuUaHTOB
ocymectsiennst 1-7, rne dopma A coemmmuenmst I (cBoGonmast hopma) xapakrepusyercs “C-
CIIeKTPOM TBepHO(a3HOro sIepHOro MarHuTHOro pesonanca (-C ssNMR) ¢ omgHuM, HByMs,
TpeMsi, YeThIPbMsl, MSATHIO, LIECThIO, CEMBIO MM Oojiee MMKamu, BbIOpaHHbIMU U3 163,2 £+ 0,2
ppm, 130,2 £ 0,2 ppm, 104,6 = 0,2 ppm, 103,9 + 0,2 ppm, 58,3 = 0,2 ppm, 49,7 + 0,2 ppm, 43,3
+ 0,2 ppm u 37,0 £ 0,2 ppm.

9. ®opma A coemunenuss I (cBoOomnas ¢opma) mo mr0OOMy U3 BapUAHTOB
ocywectsienns: 1-7, roe popma A coemunenus I (cBoGomuas dopma) xapakrepusyercs: C
ssNMR-cniektpom ¢ nukamu nipu 163,2 + 0,2 ppm, 130,2 = 0,2 ppm, 104,6 £ 0,2 ppm, 103,9 +
0,2 ppm, 58,3 £ 0,2 ppm, 49,7 + 0,2 ppm, 43,3 £ 0,2 ppm u 37,0 £ 0,2 ppm.

10. ®opma A coemunenuss I (cBobomHast ¢opma) mo rOOOMy U3 BApPUAHTOB
ocymectsiennst 1-7, roe popma A coemunenus I (cBoGommas dopma) xapakrepusyercss ~C
ssSNMR 1o cyTr mooOHBIM TAKOBOMY, TIOKa3aHHOMY Ha (pur. 2.

11. ®opma A coemunennss I (cBobomHast ¢opma) mo OOOMy U3 BApPUAHTOB
ocymecteineHust 1-10, monydeHHass C TOMOLIBIO CrHoco0a, BKIIOYAIOIIEro obecreueHue
KpucTam3anuu amopdHoro coeauHeHust 1 B Tonmyone W BBICYIIMBAHHE MO BAaKYYMOM C
NOJIy4eHHEM KpucTtaundeckoit popmsl A coenunenus I (ceobonnas ¢popma).

12. dapmaneBTHUeCKass KOMIO3UIMsS, copepskamasi popmy A coenmaenus 1 (cBobomHast
¢dopma) mo 0OOMYy M3 BapuaHTOB ocymecTBieHus 1-11 u HeoOs3aTeNbHO JOMOJHUTEIBHO
cozepKaliasi OHO WK OoJiee JONMOJHUTEIbHBIX coennHeHnH, moayaupyromux CFTR.

13. dapmaneBTHUecKasi KOMIO3HULUSA N0 BApUAHTY OCYILIECTBJIECHUs 12, rie OAHO WU
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bonee nonoaHUTENBHBIX coennHennit, Mmonymupyromux CFTR, npeacrasnstor codoit

(a) coenunenue 111 unu coenunenne I1I-d i

(1) coenunenue 11 u (i) coenunenue Il nnm coennnenue I11-d.

14. ®opma A coemmnenuss I (cBobomHast ¢opma) mo m0O0OMy U3 BapUAHTOB
ocymecteieHust 1-11 wnu papmaneBTuyeckass KOMIO3UIMS 110 BapUaHTy OCYIIECTBIEHHs 12
WJIN BapUAHTY OCYLIECTBJIEHUs 13 [T IpUMEHEeHHs B JIEUeHUH MyKOBUCLIM/I03A.

15. ITpumenenue ¢popmsl A coenunenus I (ceobonnast popma) o moOoMy 13 BapHaHTOB
ocywmecTBiaeHuss 1-11 unm xoMnosuuui IO BAapUAHTY OCYINECTBJICHWs 12 WM BapUaHTy
OCyIIecTBIIeHHs 13 B M3rOTOBJICHUH JIEKAPCTBEHHOTO TIpenapaTa Jyis JEYSHHsT MyKOBUCIIHIO3A.

16. Criocob yeyeHus: MyKOBUCIIM03a, BKJIIOYAOIUN BBeeHHe GopMbl A coenuHerus 1
(cBoOonmHast popma) mo 0OOMY U3 BapHAHTOB OocymiecTBieHus 1-11 wim papmaneBTUYECKOM
KOMITO3UIIMH TI0 BAPUAHTy OCYLIECTBICHHUs 12 WM BapHaHTy OCyLIeCTBIeHHs 13 CyObekTy,
HYKAIOLIEMYCsI B 3TOM.

17. CoenuHeHue 1Js1 NPUMEHEHHUs] MO BapUaHTY OCYLIECTBJIEHUs 14, mpuMeHeHHe Mo
BapHUAHTy OCYLIeCTBIeHHA |5 mim cmocod® mo BapuaHTy ocyiuecTBieHust 19, rme ¢opmy A
coenunenusi 1 (ceobomnast ¢popma) mo moOOMy M3 BapHAHTOB OCymecTBieHHs 1-11 BBOIST B
KOMOWHAIIMK C MO MEHbIIEH Mepe OIHUM AONOJHHUTEIBHBIM COCIUHEHHEM, MOAYJIHPYIOLINM
CFTR.

18. CoenuHeHnne, NpUMEHEHNE WK CrIOco0 M0 BapuaHTy ocyiuecTieHus 17, rae popmy
A coenunenns 1 (cBoOonHast popma) mo Jr00OMy U3 BapUaHTOB ocylnecTeieHus: 1-11 BBomAT B
KOMOWHAIINH C

(a) coenunennem 11T nnu coenunennem I-d;

(1) coenunenuem II u (i1) coenunenuem I nnu coenunennem I1-d nnm

(1) coenunenuem 1V wu (ii) coenunenunem I unu coenunenuem I11-d.

19. Kommnosunus, cnocod, NMprMEHEeHHe Wi COCOMHEHHE MO JI0O0OMy U3 BapHaHTOB
ocywmectenenus 13-18, rne coenunenue Il w/mnu coenunenue 111 HaxonsTcs B popme TBEpIO
TUCTIEPCUH.

20. Cnocob monyuenust ¢popmbl A coenunenusi 1 (cBobonmnas ¢opma) mo nodomy u3
BApUAHTOB ocyuiecTBiIeHus 1-10, BKIOYANOUIMIA OOecreYeHne KPUCTAUIM3aluu aMop(HOro
coennHeHus1 1 B Tonyosie W BBICYIIMBAHUE TOJ BAaKYYMOM C MOJYYEHHEM KPHUCTAJUINYECKOM
dopmnbl A coenunenusi I (cBobomHas popma).

21. Coenunenue I (cBobonHast popma), roe coenunenue I npencrasnsier codoit mo cytu
kpuctaumueckyro Gopmy B (T. e, rme menee 15% coemunenust I mHaxomutcst B amopdHO
dopme, rne menee 10% coenunenus 1 Haxomurcs B amopdHOH ¢opme, rne meHee 5%
coennHenus 1 Haxogurcest B amopdHOI popme).

22. Coenunenue I mo BapuanTy ocymecteienus 21, roe coenunenne I mpencrasnser
coboti 100% kpucrammmueckyro Gopmy B.

23. Coenunenue I no BapuaHTy ocyiiecTsieHus 21 M BapuaHTy OCYLIECTBJIEHUS 22,
rne popma B coennnenus I (cBoOonHas gopma) xapakTepru3yeTcsi peHTT€HOBCKOM MOPOLIKOBOM

audpakTorpaMMoii ¢ cursanom npu 16,3 £ 0,2 rpagyca yrua asa-tera w/unu 17,7 £ 0,2 rpagyca
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yria JBa-TeTa.

24. Coenunenue I no BapuaHty ocyiiecTsieHus 21 nuiu BapuaHTy OCYLIECTBJIEHUS 22,
rne popma B coenunenus I (cBoOonnas gopma) xapakTepusyercs peHTT€HOBCKOW MOPOLIKOBOM
nudpakrorpamMmoii ¢ (a) curHanom npu 16,3 + 0,2 rpaayca yrna asa-tera w/unu 17,7 £ 0,2
rpanyca yria asa-tera u (b) curnanom npu 5,5 + 0,2 rpagyca yria 1Ba-Tera.

25. Coenunenue I no BapuaHTy ocyluecTBieHus 21 WM BapUaHTy OCYLIECTBIEHHS 22,
rae ¢opma B coenunenus I (cBoOomHas ¢popma) XapakTepusyeTcss peHTT€HOBCKOH ITOPOLIKOBOH
I PaKTOrPaMMON, MO CyTH MOAOOHOM TaKOBOM, MOKa3aHHOH Ha ¢ur. 3.

26. Coenunenne I mo mobOomy M3 BapwaHTOB ocymecTBieHus: 21-25, rme ¢opma B
coennuennst 1 (cBoGonHast hopma) xapakrepusyercst C-CIeKTpOM TBepAO(GA3HOro SIEPHOro
marHuTHOTO pesonanca (-C ssNMR) ¢ OfHHMM, ABYMs, TpeMsi WM UeThIpbMs MHKAMH,
BbIOpaHHbIMU U3 1428 + 0,2 ppm, 97,8 + 0,2 ppm, 18,1 £ 0,2 ppm u 2,3 + 0,2 ppm.

27. Coemnunenune 1 mo mobOomy u3 BapmaHTOB ocymecTieHus: 21-25, rme ¢opma B
coennuenust I (cBoGonnas popma) xapaxrepusyercst °C ssNMR-criekTpoMm ¢ (a) OIHIM, ABYMS,
TpeMsl WIN YeThIPbMs TUKaMH, BbIOpaHHbIMU U3 1428 + 0,2 ppm, 97,8 £ 0,2 ppm, 18,1 £ 0,2
ppm u 2.3 + 0,2 ppm u (b) onHUM, OBYMs, TPEMs], YETHIPbMsI, MSATHIO WJIHM LIECTHIO TMHUKAMHU,
BbIOpaHHbIMU U3 166,3 £ 0,2 ppm, 137,2 £ 0,2 ppm, 108,1 £ 0,2 ppm, 37,6 = 0,2 ppm, 25,3 + 0,2
ppm u 20,1 + 0,2 ppm.

28. Coemunenune 1 mo moOomy u3 BapmaHTOB ocymecTsieHus 21-25, rme ¢opma B
coenunenns I (cBobonuas popma) xapakrepusyercs C ssNMR-criekTpoM ¢ rikamu mpu 142,8
+ 0,2 ppm, 108,1 £ 0,2 ppm, 97,8 £ 0,2 ppm, 37,6 £ 0,2 ppm, 18,1 £ 0,2 ppm u 2,3 £ 0,2 ppm.

29. Coenunenue 1 nmo moOomy u3 BapuaHTOB ocynecTBieHus 21-25, rme ¢opma B
coenunenus I (cBobonHast popma) xapakrepusyercs Be ssNMR-cniektpom ¢ nukamu npu 1428
+ 0,2 ppm, 166,3 £ 0,2 ppm, 137,2 £ 0,2 ppm, 25,3 £ 0,2 ppm u 20,1 +£ 0,2 ppm.

30. Coenunenne I mo moOomy u3 BapmanToB ocymectBieHus 21-25, rme ¢opma B
coenunenns I (cBoGonnas hopma) xapaxrepusyercs C ssNMR-CIIEKTpoM ¢ IHKamMu mpu 37,6
+ 0,2 ppm, 166,3 £ 0,2 ppm, 137,2 £ 0,2 ppm, 25,3 £ 0,2 ppm u 20,1 + 0,2 ppm.

31. Coenunenne I mo mobGomy w3 BapuaHTOB ocymectBienus 21-25, rme ¢gopma B
coennuenust I (cBoGonHas popma) xapaxrepusyercs: C ssNMR 110 ¢yTH NOI0GHBIM TAKOBOMY,
NOKa3aHHOMY (ur. 4.

32. dopma B coemunenms 1 (cBobomnas ¢opma) mo mobomMy u3 BapUAHTOB
ocymectiieHus: 21-31, moiydeHHass ¢ TOMOINBID CrMocoda, BKIFOYAIOIIErO TepeMelIBaHUe
dopmbl D B Bume ruapata KaJbLIMEBOH CONU COeNWHEHHs] | B JKUIKOCTH, UMHUTHUPYIOLIEH
JKEITyJOYHBIN COK MOCJIe MpUeMa MULIH.

33. Cnocob monyuenust ¢opmel B coenunenus 1 (cBobomgnas ¢opma) mo mobomy u3
BapHUaHTOB ocyuiecTieHus 21-31, Bkmouarommii nepememnBanne Gopmsl D B Buae rugpara
KaJIbLMEBON COJIU COCAUHEHUS | B JKMIKOCTH, UMUTHUPYIOIIEHN KETyAOYHbIA COK MOCJE NpUueMa
TTHUIIH.

34. ®apmaneBTudeckas KOMIo3uLus, coaepxamas Gopmy B coenunenus I (ceobonnas

dopma) mo moOOMy W3 BapuUaHTOB ocymecTBieHUs 21-32, HeoOs3aTeNbHO JOMOJHUTENBHO
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cozepaKaliasi OHO WK OoJiee JOMOMHUTEBHBIX coennHeHnH, moayupyromux CFTR.

35. @apmaneBTHUECKasi KOMIIO3ULIUSA [0 BApUAHTY OCYLIECTBIEHUs 34, rZie OAHO WU
Oonee nonoaHUTENBHBIX coennHenuii, moayaupyromux CFTR, npeacrasnstor codoit

coequnenue III nmu coenunenue II-d nnn

(1) coenunenue II u (i1) coenunenue III unu coennnenne 111-d.

36. d®opma B coemunenus 1 (cBobomnas ¢opma) mo mroOomMy U3 BapuUaHTOB
ocymectsieHus 21-32 win ¢dapmaneBTHUeCKass KOMIIO3ULMS IO BApPUAHTY OCYINECTBIEHMs 34
WJIM BapUAHTY OCYIIECTBIEHUS 35 IJIsl MPUMEHEHHs! B JISYEHUH MyKOBUCLIMI03a.

37. Ilpumenenue ¢popmbl B coenunenus I (cBoboaHast popma) mo Jr0OOMy U3 BApUAHTOB
ocywmectBieHust 21-32 win papmManeBTHYECKUX KOMITO3ULMHA 1O BapUAHTy OCYLIECTBIEHHs 34
WIM BapUaHTy OCYINECTBJIEHUs 35 B W3rOTOBJIEHMM JIEKAPCTBEHHOIO Mperapara Ui JIeUeHUs
MYKOBHCLIUJ03A.

38. Crocob yneyeHns MyKOBUCIIM03a, BKJIIOUArOInid BBeneHue ¢popmel B coenunenns 1
(cBoOonHast hopma) mo JFOOOMY M3 BApHAHTOB OCyINecTBIeHHs 21-32 win dapMaleBTUIECKOM
KOMITO3UIIMM TI0 BAPHAHTY OCYILIECTBICHHUS 34 WJIM BapHAHTY OCYLIECTBIEHHS 35 CYOBEKTY,
HY’KIAIOIIEMYCs B 3TOM.

39. CoenuHeHue 1l IPUMEHEHUs] N0 BapUAHTY OCYILIECTBJIEHUs 36, MpPUMEHEHHE IO
BapUAHTY OCYILIECTBIIEHHs 37 WK CIIOco0 1O BapUaHTy OCYINeCTBJIeHUs 38, rae coenuneHue 1
1o mo0OMy U3 BAPHAHTOB OCYINECTBIEHHUs 21-32 BBOAAT B KOMOMHALINY C

coenuHenureM III unu coequnenuem I1I-d;

(1) coenunenuem 11 u (i1) coenuaenuem III wnu coenunenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem II1 nunn coenunenuem I11-d.

40. Kommo3uuusi, mpuMEeHeHHe, CIoco0 WM COEeOMHEHHE MO JI0OOMy U3 BapHUaHTOB
ocymectsienus 35-39, rae coenunenue II w/ummn coenunenue III Haxonsarcst B popme TBeproi
OUCIIEPCUN.

41. Coenunenue I (cBoOonHast popma), rae coenunenue I npencrasisier codoit mo cytu
kpuctaunueckyro Gopmy C (1. e, rme menee 15% coemunenust I Haxomutcst B amMopgHO
dopme, rne menee 10% coenunenus 1 Haxomurcss B amopdHOH ¢opme, rne meHee 5%
coenuaeHus 1 Haxogurcst B aMmopdHO# popme).

42. Coenunenue I mo BapuanTy ocymecteienust 41, rome coenunenne I mpencrasnser
coboit 100% kpucrammmueckyro dopmy C.

43. Coenunenue I no BapuaHTy ocyiiecTsieHus 41 uiu BapuaHTy OCYLIECTBJIEHUS 42,
rae ¢popma C coenunenus I (ceobonHas popma) XapakTepu3yeTcsi PEHTT€HOBCKOH MOPOLIKOBON
nudpakTorpaMMoii ¢ curaaiioM npu 6,3 = 0,2 rpaayca yria aBa-TeTa.

44. Coenunenue I no BapuaHty ocyiiecTsieHus 41 M BapuaHTy OCYLIECTBJIEHUS 42,
rne popma C coenunenus I (cBoOonHas Gopma) xapakTepu3yercss peHTT€HOBCKOM MOPOIIKOBOM
nudpakrorpaMmMoii ¢ curHanamu npu 6,3 + 0,2 rpanyca yria asa-teta, 14,8 £ 0,2 rpanyca yria
nea-teta u 20,4 + 0,2 rpaayca yria aBa-Tera.

45. Coenunenue I no Bapuanty ocyiectsieHus 41 nuiau BapuaHTy OCYLIECTBJIEHUS 42,

rne popma C coenunenus I (cBoOonHas Gopma) xapakTepusyercsi peHTT€HOBCKOM MOPOLIKOBOM



73

nudpakrorpamMmoii ¢ (a) curHanom npu 6,3 + 0,2 rpanyca yrina asa-rera u (b) OqHUM, OBYMS,
TPeMsi, YeThIPbMsI, TISITHIO, IECThIO MIIM OoJiee CUrHajaMu, BbIOpaHHbIMU U3 14,8 + 0,2 rpagyca
yria asa-tera, 15,5 £ 0,2 rpanyca yria asa-tera, 18,5 £ 0,2 rpaagyca yrna asa-tera, 19,2 + 0,2
rpaayca yria asa-tera, 20,1 £ 0,2 rpaayca yria asa-tera, 20,4 = 0,2 rpagyca yria aBa-TeTa,
23,8 +£ 0,2 rpaayca yrua asa-tera u 26,4 rpaayca yria ABa-TeTa.

46. Coemunenne I mo mobomy wu3 BapuaHta ocyuectieHust 41 wim BapuaHTa
ocymectienus 42, rae ¢opma C coenunenuss 1 (cBobomnast ¢opma) xapakTepusyercs
PEHTTEHOBCKOM MOPOIIKOBOM AU(PPAKTOTPAMMON, MO CYyTH MOAOOHOW TaKOBOH, MOKAa3aHHOW Ha
¢ur. S.

47. ®opma C coemunenuss 1 (cBobomnas ¢opma) mo moOOMYy €3 BaAPUAHTOB
ocymiectBiieHus: 41-46, moyiyd4eHHass ¢ TOMOINBID Crocoda, BKIFOYAKOIIErO MepeMelIBaHUe
¢dopmbr A coenunenus I (cBobomnast popma) B IPA/H,O mpu 25°C.

48. Cnocob mnonyuenusi ¢popmer C coenunenus 1 (ceobomHas ¢gopma) mo mobomy u3
BApHUAHTOB ocyecTBieHust 41-46, Bkmovaromuil nepeMemnBanue Gopmbl A coenuHeHHs |
(cBobonHas popma) B IPA/H,O mpu 25°C.

49. dapmanesTHueckas komro3uuus, coaepxkamas popmy C coenunenus 1 (cBobomHast
¢dopma) mo moOOMy W3 BapuUaHTOB ocyinecTBieHUs 41-47, HeoOs3aTeNbHO OMOJHUTENBHO
cozepKalasi OHO WK OoJiee JOMOJHUTEBHBIX coennHeHnH, moayupyromux CFTR.

50. dPapmaneBTHUECKasi KOMIIO3ULIUSA [0 BApUAHTYy OCYILIECTBIeHUs 49, rne ofHO WU
Oonee nonoaHUTENBHBIX coennHenuii, Mmoayupyromux CFTR, npeacrasnstor codoit

coequnenue III nnu coenunenue IMI-d nnn

(1) coenunenue II u (i) coenunenue Il nnm coennnenue I11-d.

51. Coemuuenuss I mno moOoMmy u3 BapuaHTOB ocyumecTBieHus 41-47 wum
¢dapmaueBTHUECKas KOMIO3MIMS IO BapHaHTy oOCymlecTBiIeHUss 49 wuiIM  BapHaHTy
ocymectsiaeHus 50 7151 IPUMEHEHUs B JICYEHUH MyKOBUCLIU03A.

52. Tlpumenenue dpopmbl C coenuuenus I (cBoboaHas popma) mo Jr0OOMy U3 BApHAHTOB
ocywmectBieHust 41-47 vnu papmManeBTUYECKUX KOMITO3ULMH 1O BapUAHTy OCYLIECTBICHHs 49
WIM BapUaHTy ocyiuecTsieHuss 50 B U3rOTOBJIEHUM JIEKAPCTBEHHOIO Mperapara Ui JIeUeHUs
MYKOBHCLIUJ03A.

53. Crocob neyeHns MyKOBUCIIM03a, BKIOYaroIui BBeneHne ¢popmel C coenuHenus 1
(cBoOonHast hopma) mo JFOOOMY M3 BapHAHTOB OCyInecTBIeHHs 41-47 wiu papMaleBTUIECKOM
KOMITO3ULIMM TI0 BApHAHTy OCyllecTBIeHUs 49 win BapuaHTy ocyuiectBiieHHs 50 cyObekTy,
HY’KIAIOIIEMYCsl B 3TOM.

54. CoenuHeHue IUIsl IPUMEHEHHUs] MO BapUaHTy OCYLIeCTBJeHUs 51, mpumMeHeHHe MO
BapPHUAHTy OCYILIECTBIEHHUs 52 WM cmoco0 Mo BapuaHTy ocymectBieHus 53, rae ¢opmy C
coenunenus 1 (ceobonnast popma) mo JrOOOMYy M3 BapuaHTOB ocymecTBieHus 41-47 BBOIST B
KOMOMHAIIMK C MO MEHbIIEH Mepe ONHHUM IOIOJHHUTEIbHBIM COEIMHEHUEM, MOIYJIHPYIOIUM
CFTR.

55. CoenuHeHne, NpUMEHEHNE WIN CrIoco0 M0 BapUaHTy OCyLecTBiIeHus 54, rae Gopmy

C coenunenus I (cBobonHas ¢popma) rmo n0OOMy M3 BApUAHTOB OCyIIECTBiIeHU 41-47 BBOIAT B
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KOMOUWHALIUU C

coenunenureM III vnu coequnenuem I1I-d;

(1) coenunenuem 11 u (i1) coenunenunem III wnu coennnenuem I11-d nm

(1) coenunenuem 1V u (i1) coenunenunem I nunn coenunenuem II1-d.

56. Kommosuiusi, mpuMeHeHue, Crocod MM COeAMHEHHE IO JI0OOMY M3 BapHAHTOB
ocymectsienus 50-55, rae coenunenue II w/ummn coenunenue III vaxonpsarcst B opme TBeproi
JAUCTIEPCUU.

57. Coenunenue I (cBobomgnas popma), rae coenunenue I npencrasisier coboit mo cytu
kpuctaunueckyro Gopmy D (1. e., rme menee 15% coenunenus I Haxomutcss B amop¢HOM
dopme, rne menee 10% coenunenus 1 Haxomurcs B amopdHOH ¢opme, rne meHee 5%
coenunenus 1 Haxogurcst B aMmopdHO# popme).

58. Coenunenue I mo BapuwanTy ocyuiectsieHus 57, rae coenuHeHue I mpencrasmisier
coboti 100% kpucrammmueckyro popmy D.

59. Coenunenue I no BapuaHTy ocyllecTBiIeHUs] 57 WM BapUaHTy OCYLIECTBJIEHUs 58,
rne Gopma D coequnenwus I (ceobomnast hopMa) XxapakTepu3yeTcss peHTT€HOBCKOM MOPOIITKOBOM
nudpakrorpaMmoii ¢ cursaiom npu 3,7 + 0,2 rpanyca yria nsa-tera, 7,4 + 0,2 rpagyca yria
nBa-tera w/wim 12,2 + 0,2 rpaayca yria aBa-Tera.

60. Coenunenue I no Bapuanty ocyiuecTBieHUs 57 WM BapUaHTy OCYLIECTBJIEHHUs 58,
rne popma D coequnenwus I (ceobonnast opma) XxapakTepu3yercsi peHTT€HOBCKOM MOPOIITKOBOM
nudpakTorpaMmMoii ¢ curaaigamu npu 3,7 £ 0,2 rpagyca yrna nsa-tera, 7,4 £ 0,2 rpanyca yria
nea-tera u 17,3 £ 0,2 rpagyca yria aBa-Tera.

61. Coemunenne 1 mo nrobomy u3 BapuaHTa OCYINECTBJIEHHs 57 WM BapHaHTa
ocymectenenust 58, rae ¢opma D coenunenus I (cBobomnas ¢opma) XapakTepu3yeTcs
PEHTT€HOBCKOW MOPOLIKOBOH NU(PAKTOrpaMMOH, MO CyTH MOJOOHOM TAaKOBOM, MOKa3aHHOW Ha
¢ur. 47.

62. Coenunennie I no mobomMy u3 BapuaHTOB ocyiiecTBieHusi 57-61, roe ¢opma D
coennuennst 1 (cBoGonnast hopma) xapakrepusyercst C-CIeKTpOM TBepAO(A3HOrO SIEPHOrO
maruuTHOTO pesonarnca (°C ssNMR) ¢ 1BYMsi, TPeMsl, 4eThIPbMsi, ISITHIO, LIECTHIO, CEMBIO HIIH
BOCEMBIO MTUKaMU, BbIOpaHHbIMU U3 164,6 £ 0,2 ppm, 149,6 + 0,2 ppm, 135,7+ 0,2 ppm, 113,6 +
0,2 ppm, 63,0+ 0,2 ppm, 38,9 + 0,2 ppm, 27,6 £ 0,2 ppm u 15,7 + 0,2 ppm.

63. Coenunenne I mo mobomy U3 BapuaHTOB ocymiecTBieHust 57-61, roe ¢dopma D
coennuenust I (cBoGonHas popma) xapakrepusyercs: C ssNMR 110 cyTH NOZO0GHBIM TAKOBOMY,
MOKa3aHHOMY (ur. 48.

64. ®opma D coenmnenus 1 (cBoOomnas ¢opma) mo moOOMYy U3 BapUAHTOB
ocymiecTBiieHUs: S57-63, TONydeHHAass ¢ TMOMOIIBI0 Crocoda, BKIIIOUAIOIEro no0aBlieHHE
npornaHona K coenuHeHno | (cBobonHO hopme) 1 KOHLEHTPUPOBAHNE CMECH TPH TIOHIKEHHOM
JaBJIEHUH, TOBTOPEHHE MPOLIETYPhI C MPIMEHEHUEM TOJIYOJIa.

65. Cnocob monyuenust ¢opmel D coenunenust 1 (cBobonnas ¢gopma) mo mobdomy u3
BAPHAHTOB OCYIIECTBIIEHUsI 57-63, BKIIOUAIOMMUI H00aBJICHHE MPOIMAHONA K COENHMHEHHIO |

(cBOOONHON (hopMe) M KOHLEHTPUPOBAHHE CMECH IPH TMOHMKEHHOM MaBJIEHUH, MOBTOPEHHE
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IPOLEAYPHI C IPUMEHEHHEM TOJTYOJIA.

66. ®apmanesTudeckas KoMrnosuius, cogepxamas gopmy D coenunenns 1 (cBobonnas
¢dopma) mo 0OOMY W3 BAPUAHTOB OCYIIECTBICHHs 57-64, He0oOs3aTeNbHO JOMOJHUTENBHO
coziepaKaliasi OHO WK OoJiee JOMOJHUTENbHBIX coennHeHn, moayaupyromux CFTR.

67. ®dapmaneBTUYECKas] KOMITO3UIMS MO BAPUAHTY OCYILECTBJIEHUs 64, rae OOHO N
Oosee nonoaHUTENbHBIX coequHennii, moaymupyromux CFTR, npencrasnstot coboit

coenunenue III nnu coenunenue 11I-d nnu

(1) coenunenue 11 u (i) coenunenue I nm coennnenue I111-d.

68. dopma D coemmuenuss I (cBoOomHast ¢opma) mo mr0OOMy M3 BapUaHTOB
ocyuectBieHust 57-64 win (papmaneBTHUECKass KOMIIO3HMIUS 10 BAPHAHTY OCYLIECTBICHUs 06
WJIM BapUaHTYy OCYIECTBIEHUs 67 [JIsl IPUMEHEHHs! B JIeUeHUH MyKOBUCLINI03a.

69. IIpumenenne popmbl D coenunenus I (cBoGogHast popma) mo modoMy U3 BApUAHTOB
ocymecTBieHust 57-64 nnn papmManeBTHYECKUX KOMITO3UIMHA 1O BApUAHTY OCYIIECTBIEHHS 06
WIM BapUaHTy OCYyIIeCTBIeHUs 67 B U3rOTOBJIEHHMM JIEKAPCTBEHHOIO Mpernapara Ui JieUeHUs
MYKOBHCLIUJ03a.

70. Criocob sedeHns MyKOBUCIMI03a, BKJIIOYAOIINA BBeneHue ¢popmel D coennnenus 1
(cBoOonHast hopma) mo JFOOOMY M3 BApPHAHTOB OCYINECTBJICHHS 57-64 win (apMaleBTUIECKOM
KOMITO3UIIMM TI0 BAPHAHTy OCYILIECTBICHHs O6 WJINM BapHAHTY OCYLIECTBIEHHs 07 CyOBeKTy,
HY’KIAIOIIEMYCs B 3TOM.

71. CoenuHeHMe 111 IPUMEHEHUs MO BapHaHTy OCYILECTBIEHUs 08, MpUMEHEHue Io
BapUaHTy OCylIecTBIeHUs 69 uiam croco0 mo BapuaHTy ocymectsieHus 70, raoe ¢gopmy D
coenunenus 1 (ceobonnast popma) mo a0O0OMy M3 BapUAHTOB OCYLIECTBJICHHs 57-064 BBOIAT B
KOMOMHALIMM C MO MEHbIIeH Mepe OIHUM AONOJHHUTEIbHBIM COEIMHEHHEM, MOIYJUPYIOIIUM
CFTR.

72. CoenvHeHue, TPUMEHEHUE WM CIIOCO0 MO BapUaHTy ocyluecTeienus 71, rae popmy
D coenunenus 1 (cBoOonHas popma) rmo oOoMy M3 BAPHAHTOB OCYIIECTBIIEHUST 57-64 BBOIST B
KOMOWHAIIMH C

coenuHenueM III vnm coeqnnenuem I11-d;

(1) coennnenuem 11 u (ii) coequrenuem III wnn coenunenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem I nunn coenunenuem I11-d.

73. Kommo3uuusi, MpUMEHEHHUe, CIOCOo0 MM COEOUHEHHE 1O JFOOOMY W3 BapHUaHTOB
ocywmectenenust 67-72, rne coenunenue 11 n/wnm coenunenne II1 HaxonsaTcst B popme TBEpHOH
JIUCTIEPCUU.

74. Tlo cytu kpuctandeckast popma A B BUe ruapara KaibLHEeBOH cou coenuHeHus |
(T. e., roe meHee 15% coennnenus I Haxogures B amop¢HOi popme).

75. o cytu kpuctaundeckast popma A B BUe ruapara KaJibLUEBOH cou coenuHeHws |
10 BapUaHTy ocyuecTsieHus 74, rae meHee 10% naxomgurcs B amopdHoit popme.

76. Ilo cytu kpucrandeckast popma A B BUe ruapara KaJlbLHEBOH cou coenuHeHus |
IO BAPUAHTY OCYLIECTBIeHU 74, rae MeHee 5% HaxoauTcst B aMopHO popme.

77. Kpucramummueckasi popma A B BUAe ruapaTa KajabLHEBOU COJU coenuHEeHHs 1
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78. Kpucramnmueckass popma A B BuAe ruapara KaabLHUEBOH coju coenuHeHwsi 1 mo
moboMy W3 BAapHAHTOB OCYLIECTBICHHA 74-77, XapakTepU3YIOINAsCs PEHTT€HOBCKOMN
NOPOLIKOBOH audpakTorpammoii ¢ curHanamu npu 4,2 + 0,2 rpanyca yria asa-teta, 18,0 £ 0,2
rpaayca yria asa-tera u 19,7 = 0,2 rpangyca yria asa-tera.

79. Kpucramnmuueckast ¢popma A B Buae ruapara KajabLueBoH conu coeauneHus I mo
moOOMy W3 BapHAaHTOB OCYINECTBIEeHUS 74-77, XapakTepusyoLascs PpPEeHTIeHOBCKOM
NOpOLIKOBOH audpakrorpammoii ¢ (a) curamamu npu 4,2 + 0,2 rpaayca yria asa-tera, 18,0 +
0,2 rpaayca yria nBa-teta u 19,7 = 0,2 rpangyca yria aBa-tera u (b) CUrHaJIaMu TTPU OTHOM MJTH
oonee u3 10,5 £ 0,2 rpagyca yrna nea-tera, 10,6 = 0,2 rpagyca yrina aBa-teta u 17,8 = 0,2
rpaayca yria aBa-Tera.

80. Kpucramiuyeckass ¢opmMa A B BHUIE THUIpaTa KajblHeBOW conu coenuHeHus 1 mo
moboMy W3 BAapUAHTOB OCYLIECTBICHHS 74-77, XapakTepU3YIOINAsCs PEHTT€HOBCKOH
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnajgamu nipu 4,2 + 0,2 rpanyca yria asa-tera, 18,0 +
0,2 rpanyca yrna nBa-tera u 19,7 + 0,2 rpanyca yria nsa-tera u (b) curHagamu npu IBYM T
donee u3 10,5 £ 0,2 rpagyca yrna nea-tera, 10,6 = 0,2 rpangyca yrna asa-tera u 17,8 = 0,2
rpaayca yria aBa-TeTa.

81. Kpucrammyeckass ¢opmMa A B BHIE THUIpaTa KajblHEeBOW conu coenuHeHus 1 mo
moboMy W3 BApUAHTOB OCYLIECTBICHHS 74-77, XapakTepU3YIOINAsCs PEHTT€HOBCKON
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnaigamu nipu 4,2 + 0,2 rpanyca yria nsa-tera, 18,0 +
0,2 rpanyca yria gsa-tera u 19,7 + 0,2 rpaayca yria asa-tera u (b) curnamamm 10,5 + 0,2
rpaayca yria asa-tera, 10,6 £ 0,2 rpagyca yria asa-tera u 17,8 + 0,2 rpanyca yria nBa-Tera.

82. Kpucrammnyeckass ¢opma A B BHIE ruUIpaTa KajbLHEeBOW conu coenwHeHus I mo
moboMy U3 BAapUAHTOB OCYLIECTBIEHHUs 74-77, XapaKTepU3YIOINAsCsi PEHTT€HOBCKOMN
NOpOLIKOBOH AudpakTorpammoii ¢ (a) curnanamu npu 4,2 + 0,2 rpaayca yria asa-tera, 18,0 +
0,2 rpamyca yrma asa-tera u 19,7 £ 0,2 rpanyca yria asa-tera u (b) omHum mimm Oonee
curHasnamy, BeiOpanabiME u3 10,5 £ 0,2 rpagyca yria nsa-tera, 10,6 £ 0,2 rpaayca yria nsa-
tera, 17,8+ 0,2 rpagyca yria nsa-tera, 20,7 = 0,2 rpagyca yria nsa-tera u 25,1 £ 0,2 rpanyca
yTJjia 1Ba-TeTa.

83. Kpucraminyeckass ¢opmMa A B BHUIE THUIpaTa KajblHEeBOW conu coenviHenus 1 mo
mob0oMy U3 BApUAHTOB OCYWIECTBICHHs 74-77, XapaKkTepU3YIOINAsCs PEHTT€HOBCKOH
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnajgamu nipu 4,2 + 0,2 rpanyca yria asa-tera, 18,0 +
0,2 rpamyca yrma nBa-teta u 19.7 £ 0,2 rpagyca yria nea-tera u (b) aByms unu Oojee
curHanamy, BeiOpanabiME 13 10,5 £ 0,2 rpagyca yria nsa-tera, 10,6 £ 0,2 rpaayca yria nBa-
tera, 17,8+ 0,2 rpagyca yrna nsa-tera, 20,7 = 0,2 rpagyca yria nsa-tera u 25,1 + 0,2 rpanyca
yrjia J1Ba-TeTa.

84. Kpucrammyeckass ¢opmMa A B BHIE THUIpaTa KajblHeBOW comu coenwHeHus 1 mo
moboMy U3 BAapUAHTOB OCYLIECTBICHHS 74-77, XapakTepU3YIOINAsCs PEHTT€HOBCKOMN
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnaigamu nipu 4,2 + 0,2 rpanyca yria asa-tera, 18,0 +
0,2 rpagyca yria nea-teta u 19,7 + 0,2 rpanyca yrna nBa-tera u (b) Tpems wmiu Oosnee

curHanamy, BeiOpanHbiMHa U3 10,5 = 0,2 rpagyca yrna nsa-tera, 10,6 £ 0,2 rpaayca yria nBa-



77

tera, 17,8+ 0,2 rpagyca yrna nsa-tera, 20,7 = 0,2 rpagyca yria nsa-tera u 25,1 + 0,2 rpanyca
yrIJjia ABa-TeTa.

85. Kpucrammnyeckas ¢opma A B BHIE ruUuparTa KajbLHeBOW comu coenwHeHus I mo
moboMy U3 BAapUAHTOB OCYLIECTBIEHHUs 74-77, XapakTepU3YIOINAsCs PEHTT€HOBCKOMN
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnaizamu npu 4,2 + 0,2 rpanyca yria asa-tera, 18,0 +
0,2 rpagyca yria nsa-tera u 19,7 = 0,2 rpaayca yrna nsa-tera u (b) 4eTbippMsi win Oolee
curHanamy, BeiOpanabiME u3 10,5 = 0,2 rpagyca yria nsa-tera, 10,6 £ 0,2 rpaayca yria nBa-
tera, 17,8+ 0,2 rpagyca yria nsa-tera, 20,7 = 0,2 rpagyca yria nsa-tera u 25,1 £ 0,2 rpanyca
yrIJjia ABa-TeTa.

86. Kpucramiuyeckasi ¢opmMa A B BHIE THUapaTa KajbLHEeBOW comu coenviHeHus 1 mo
mob0oMy W3 BApUAHTOB OCYWIECTBICHHS 74-77, XapaKkTepU3YIOINAsCs PEHTTEHOBCKOH
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnajgamu nipu 4,2 + 0,2 rpanyca yria asa-tera, 18,0 +
0,2 rpagyca yrma nea-tera u 19,7 £ 0,2 rpangyca yria nasa-tera u (b) omHuM wiu Oonee
curHanamy, BeiOpanabiME U3 10,6 = 0,2 rpagyca yrna nsa-tera, 14,8 £ 0,2 rpaayca yria nBa-
tera, 17,8+ 0,2 rpanyca yrna nBa-tera, 19,6 £ 0,2 rpaagyca yrna nsa-tera, 20,7 = 0,2 rpagyca
yria aBa-Teta, 24,4 £ 0,2 rpaayca yraa asa-tera u 25,1 £ 0,2 rpaayca yria aBa-Tera.

87. Kpucramumyeckass ¢opmMa A B BHIE THIpaTa KajblHEeBOW conu coenuHeHus 1 mo
moboMy W3 BApUAHTOB OCYLIECTBICHHS 74-77, XapaKkTepU3YIOINAsCs PEHTT€HOBCKOMN
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnaigamu nipu 4,2 + 0,2 rpanyca yria asa-tera, 18,0 +
0,2 rpagyca yrima nmea-tera u 19,7 £ 0,2 rpagyca yrina aea-tera u (b) aByms minu Oonee
curHanamy, BeiOpanHbiME U3 10,6 = 0,2 rpagyca yrna nsa-tera, 14,8 £ 0,2 rpagyca yria nBa-
tera, 17,8+ 0,2 rpanyca yria asa-tera, 19,6 + 0,2 rpagyca yrna nsa-tera, 20,7 = 0,2 rpaayca
yria asa-teta, 24,4 £ 0,2 rpaayca yraa asa-tera u 25,1 £ 0,2 rpaayca yria asa-Tera.

88. Kpucrammuueckass ¢popma A B BHIE TMApaTa KaJbLHEBOW coju coemuHeHus 1 mo
moOOMy W3 BapHAaHTOB OCYINeCTBIEeHUS 74-77, XapaKkTepusyoLlascs PpPEeHTIeHOBCKOM
MOPOIIKOBOM mudpakTorpamMmoii ¢ (a) curnajgamu npu 4,2 + 0,2 rpanyca yria asa-tera, 18,0 +
0,2 rpagyca yria nmBa-teta u 19,7 + 0,2 rpamyca yrina nea-teta u (b) Tpems uimu Oojee
curHasiamy, BeiOpanabiME U3 10,6 = 0,2 rpagyca yria nsa-tera, 14,8 + 0,2 rpaayca yria nBa-
tera, 17,8+ 0,2 rpanyca yria nBa-tera, 19,6 + 0,2 rpaayca yrna nsa-tera, 20,7 + 0,2 rpagyca
yria aBa-teta, 24,4 £ 0,2 rpaayca yria asa-tera u 25,1 £ 0,2 rpagyca yria aBa-TeTa.

89. Kpucraminyeckass ¢opma A B BHIE THUIpaTa KajblHeBOW conu coenuHeHus 1 mo
mo00oMy W3 BApUAHTOB OCYLIECTBIEHHs 74-77, XapakTepU3YIOINAsCs PEHTT€HOBCKON
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnaigamu nipu 4,2 + 0,2 rpanyca yria asa-tera, 18,0 +
0,2 rpanyca yria aBa-tera u 19,7 + 0,2 rpaayca yria nea-tera u (b) deTsipbMsi win OoJjiee
curHanamy, BeiOpanabiME u3 10,6 = 0,2 rpanyca yrna asa-tera, 14,8 £ 0,2 rpaayca yria nBa-
tera, 17,8+ 0,2 rpangyca yria nsa-tera, 19,6 £ 0,2 rpaagyca yrna nsa-tera, 20,7 = 0,2 rpagyca
yria asa-teta, 24,4 + 0,2 rpangyca yria asa-tera u 25,1 £ 0,2 rpagyca yryia gsa-Tera.

90. Kpucrajummueckasi ¢opma A B BUAe TUApaTa KaJbLHUEBOW coiu coeawHeHus I 1o
moboMy U3 BAapUAHTOB OCYLIECTBICHHA 74-77, XapakTepU3YIOINAsCs PEHTT€HOBCKOMN

MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnaizamu nipu 4,2 + 0,2 rpanyca yria asa-tera, 18,0 +
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0,2 rpamyca yrima nBa-tera u 19,7 £ 0,2 rpamyca yria nsa-tera u (b) mareo win Oosee
curHanamy, BeiOpanHbiME 13 10,6 = 0,2 rpagyca yrna nsa-tera, 14,8 £ 0,2 rpagyca yria nBa-
tera, 17,8+ 0,2 rpanyca yria asa-tera, 19,6 = 0,2 rpagyca yrna nsa-tera, 20,7 = 0,2 rpaayca
yria asa-teta, 24,4 £ 0,2 rpaayca yraa asa-tera u 25,1 £ 0,2 rpaayca yria asa-Tera.

91. Kpucramnyeckass ¢opmMa A B BUIE I'MApaTa KajbLueBOW conu coenuHeHus I mo
moOOMy W3 BapHAaHTOB OCYINECTBIEeHUS 74-77, XapakTepusyoLascs PpPEeHTIeHOBCKOM
HOPOIIKOBOH AH(pakTOrpaMMoH, Mo CyTH NOAOOHOH TaKOBOM, MMOKa3aHHOH Ha (ur. 6.

92. Kpucramueckass ¢opMa A B BuJe TuapaTa KajblMeBOW comu coeauHenus I mo
moO0oMy W3 BAapHAHTOB OCYINECTBIEeHUs 74-91, XapakTepHu3yrOIascs MOHOKIUHHON
KPUCTAJUTMYECKON CUCTEMOM, MPOCTpaHCTBEHHON rpynmoi C2 U mapameTpamu 3JIeMEHTapHOU
sueriky, m3MepeHHbIMH npu 100 K Ha nudpakromerpe Bruker, OCHalmeHHOM HCTOYHHKOM
m3nygenns Cu K, (A=1,5478 A).

a 11,13+£0,01 A a 90°
b 13,77+ 0,01 A B 101,93 £ 0,01°
c 2221+0,01 A v 90°

93. Kpucrajummueckast ¢opma A B BUJAe ruaparta KajJblUeBOW comm coeamHeHus I 1o
moboMy W3 BAapHAHTOB OCYINECTBJIEHUs 74-92, XapakTepH3yIOIUAsCs MOHOKIMHHON
KPUCTAJUIMUECKON CHUCTEMOM, MpOCTpaHCTBEHHON rpynmnoil C2 u ciaeayroluMHu napaMeTpaMu
3JIeMEHTAapHOU sueliku, nm3MmepeHHbiMU mpu 298 K nHa mudpakromerpe Bruker, ocHameHHOM

ncrounukom usnydenns Cu K, (\=1,5478 A) u nerexropom CCD.

a 11,19+ 0,01 A a 90°
b 13,88+ 0,01 A B 101,48 £ 0,01°
c 22,41+0,01 A v 90°

94. Kpucramuveckas ¢GopmMa A B BUIE T'MApaTa KaJbLUEBOW COMU coenuHeHust 1 mo
a000My M3 BapUAHTOB OCYINECTBJIEHHUs 74-93, XapakTepu3yroLIasics Be ssNMR-cniektpom ¢
nukoMm npu 17,0 = 0,2 ppm.

05. Kpucrammueckass ¢opMa A B Buje Tuaparta KajblMeBOW comu coeanHenus I mo
a000My M3 BapUAHTOB OCYINECTBJIEHHUs! 74-93, XapakTepU3yOLIasiCs Be ssNMR-cniektpoMm ¢
nukoM npu 7,8 £ 0,2 ppm.

96. Kpucramummueckass ¢opma A B BUJAe TUApATa KaJIbLUEBOW COMM coeauHeHus I 1o
a000My M3 BapHUAHTOB OCYINECTBJIEHHUs 74-93, XapakTepU3yIOLIasics Be ssNMR-cniektpom ¢
nukamu npu 17,0 £ 0,2 ppm u 7,8 £ 0,2 ppm.

97. Kpucramumueckast ¢opma A B BUJAe ruaparta KajblUeBOUW comm coeanHeHus I mo
1r000My U3 BAPHAHTOB OCYLIECTBICHUs 74-93, XapaKkTepu3yromascs Be ssNMR-criektpom ¢ (a)
nukoM npu 17,0 + 0,2 ppm w/mmm nukom nipu 7,8 + 0,2 ppm u (b) onHuM niu OoJniee MUKaMHu,
BbIOpaHHbIMU U3 178,3 + 0,2 ppm, 136,8 £ 0,2 ppm, 93,6 + 0,2 ppm u 26,4 + 0,2 ppm.

98. Kpucrajummueckass ¢opma A B BUAe ruapaTa KajJblUeBOW coim coepwHenus I 1o
m000My U3 BAPHAHTOB OCYLIECTBJIECHUs 74-93, XapaKkTepu3yromascs Be ssNMR-criektpom ¢ (a)

nukoM nipu 17,0 £ 0,2 ppm w/mnu nukom npu 7,8 = 0,2 ppm u (b) nByms unm Gonee mukamu,
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BbIOpaHHbIMU U3 178,3 + 0,2 ppm, 136,8 + 0,2 ppm, 93,6 + 0,2 ppm u 26,4 + 0,2 ppm.

99. Kpucrajummueckass ¢opMa A B BUAe ruaparta KajablUeBOW comu coeawHeHus I 1o
mo00My U3 BAPHAHTOB OCYLIECTBJIECHUsS 74-93, XapaKkTepu3yromascs Be ssNMR-criektpom ¢ (a)
nukoM nipu 17,0 £ 0,2 ppm w/umu nukom npu 7,8 £ 0,2 ppm u (b) Tpems unu Oonee nmukamy,
BbIOpanHbIMU U3 178,3 £ 0,2 ppm, 136,8 £ 0,2 ppm, 93,6 + 0,2 ppm u 26,4 + 0,2 ppm.

100. Kpucramnuyeckast ¢popmMa A B BuAe rMApaTa KajbLHeBOH coiu coemauHeHus: 1 mo
ar000My U3 BAPHAHTOB OCYLIECTBJICHUs 74-93, XapaKTepH3yOIasics Be ssNMR-criektpom ¢ (a)
koM mipu 17,0 = 0,2 ppm w/unm nkom nipu 7,8 + 0,2 ppm u (b) nuxamu npu 178,3 + 0,2 ppm,
136,8 £ 0,2 ppm, 93,6 £ 0,2 ppm u 26,4 £ 0,2 ppm.

101. Kpucramnuueckass ¢opma A B BUIE THapaTa KaJlbLUEBOW conu coenvHenus 1 1o
a000My M3 BapUAHTOB OCYINECTBJIEHHUs 74-93, XapakTepU3yOLIasiCs Be ssNMR-cniektpoMm ¢
nukamu npu 17,0 £ 0,2 ppm, 7,8 £ 0,2 ppm, 178,3 £ 0,2 ppm, 136,8 £ 0,2 ppm, 93,6 £ 0,2 ppm u
26,4+ 0,2 ppm.

102. Kpucramnmueckast ¢popma A B BUIE THApaTa KalblUEBOW conu coenuHeHus 1 mo
m000My W3 BapHAHTOB OCYIIECTBJICHHsS 74-93, XapakTepHU3yrOINasics BC ssNMR o CyTH
NOJO0HBIM TAKOBOMY, MTOKa3aHHOMY ¢ur. 7.

103. Kpucrammmueckass ¢popma A B BUIE THApaTa KaJbLUEBOU conu coeawHenus 1 mo
JFOOOMy W3 BapHaHTOB ocymecTsieHuss 74-102, monydeHHas C TMOMOIIBIO Crocoda,
BKJTIOUAKOIIETo 3arpy3ky k gopme A coemmnenwus I (cBobomnast popma) u Ca(OMe), IPA/H,0
npu 70°C.

104. Criocob nonydeHus: KpUcTauindeckoii (opMel A B BUI€ THAPATA KaJbLIUEBOW COJU
coenuHeHust 1 mo moOOMy M3 BapuaHTOB OcCylnecTBieHUs 74-102, BKIIOUAIOLIMHA 3arpysky
dopmbl A coenunenust 1 (cBobonnoii popmbr) u Ca(OMe), IPA/H,0O npu 70°C.

105. @apmarneBTiueckasi KOMIO3UIIMS, COAEPIKALIasi KpUCTAIIMYECKYI0 popMy A B Bune
TUApaTa KaJblUeBoH conu coenurenus I mo moOoMy 13 BapuaHTOB ocyiuecTsieHus 74-103.

106. ®apmaueBTuyeckas KOMIIO3UIMS IO  BapuaHTy  ocyuiectBieHus 105,
JOTIOJTHUTEIBHO COAepIKAINasi OJHO MIJIM 0OJIee TOTOIHUTENbHBIX COSIMHEHUH, MOAYIUPYIOLIHX
CFTR.

107. ®apmaueBTudeckas KOMIIO3ULUS IO BapUaHTy ocyiuecTsiaeHust 105 wiu BapuaHTy
ocywectsieHus: 106, nononaurensHo conepxkaiuasi coenunenne I unu coenunenne I11-d.

108. ®apmaneBTUyeckas KOMIIO3ULUS IO BapUaHTy ocyiuecTsiaeHust 105 wnu BapuaHty
ocywmectenenust 106, nononHutensHO copepxkammast (a) coenunenue 11 u (b) coenunernne 111 mmn
coenunenue III-d.

109. Kpucramnmueckass ¢popmMa A B BUIE THApaTa KalbLUEBOU conu coeawHenus 1 1o
JF00OMy W3 BapuaHTOB ocymecTBiaeHust 74-103 wunmu dapmaneBTHdeckas: KOMITO3UIUSI T10
Mr00OMy M3 BapuaHTOB ocymecTsienus 105-108 mist npuMeHeHusI B IEYeHUH MyKOBHUCIIHIO34.

110. IlpumeneHue KpucTaIU4eckoil (opMbl A B BHIE TrHapaTa KaJbLIUEBOW COJH
coennnenus I no moboMy U3 BapHaHTOB ocyinecTBieHus1 74-103 MM KOMIO3ULIUH T10 JIFOOOMY
3 BapuaHTOB ocywectBieHuss 105-108 B M3roToOBIEHMM JIEKAPCTBEHHOrO MNpenapara s

JICHCHUS MYKOBUCIIMA034a.
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111. Cnocob nedeHMs MyKOBHUCHIMIO03a, BKJIIOUAIOIIMN BBEJEHHE KPHCTATHYECKON
dopmMel A B Buae rumapara KajblMeBOH comu coeauHeHuss I mo moOoOMy M3 BapHaHTOB
ocymectienust 74-103 wnu ¢apmaneBTHUECKOH KOMIO3ULMH 1O T0OOMYy H3 BapHaHTOB
ocymectsieHust 105-108 cyOpexTy, Hy KIaroImeMycs B 3TOM.

112. Crioco6 mo BapuanTy ocymuectienus 111, roe kpucrammuueckas popma A B BUIE
ruapaTa KaJbLUeBOW coju coenuHenus 1 mo nroOOMy M3 BapHaHTOB OcCyluecTBjeHus: 74-103
BBOISIT B KOMOMHAIIMM C TIO MEHbIIEH Mepe OJHUM MAONOJHUTEIbHBIM COECJUHEHHUEM,
monynupyrouum CFTR.

113. Cnocob mo BapuanTy ocymectsienus 112, rae kpucrammudeckas Gpopma A B BUIE
ruapara KaJbLMeBOH coju coemuHenus I mo mroOoMy W3 BapHaHTOB ocyluecTBieHus 74-103
BBOIAT B koMOuHanuu ¢ coenuaenueM 11 unu coequuenvem I11-d.

114. Cnoco0 mo BapuaHTy ocymectsienus 112, rae kpuctauimdeckas ¢popma A B BUze
ruapara KajblLMeBOH coju coeauHenus I mo mroOoOMy W3 BapHaHTOB ocyluecTBieHust 74-103
BBOIAT B KoMOuHauuu ¢ (a) coenunenueM Il u (b) coenunennem I unn coenunennem I11-d.

115. Cnoco0 mo BapuaHTy ocymectsienus 112, rae kpucrammmdeckas gopma A B BUze
ruapara KaJibLUeBOH coiu coeauHenus I mo moOoMy W3 BapHaHTOB ocymnecTBieHus 74-103
BBOIAT B KoMOMHaumu ¢ (a) coennnenuem 1V u (b) coennaenuem I1I wim coenunennem I11-d.

116. Crocob mo mobomy u3 BapuantoB ocymectBienus 107, 108 u 113-115, roe
coenunenue 11 w/unmn coenuaenne Il HaxonsaTcs B popme TBepAOH nuCTIEpCHH.

117. ITo cytu kpucraymmuueckas ¢popma B B Buae ruapara KaabIueBOi CONMM COSAMHEHUS
I (r. e, rne menee 15% coenunenust 1 Haxonmsarcs B amopdHoil ¢dopme, rne menee 10%
coenuHennsi 1 Haxomsrcs B amopduoi dopme, roe menee 5% coemuHeHust 1 HaxomsiTcst B
amopHoit popme).

118. Coenunenue 1 no Bapuanty ocymecrsienus 117, roe coenunenue I npeacrasiser
coboit 100% xpucramnueckyto ¢opma B B Bune ruapara KanbliieBOH COMH.

119. Kpucrammyeckast ¢opma B B Buzme ruppaTa KajabLHeBOH coiu coemauHeHus: 1 mo
BapuaHTy ocyuectBieHuss 117 wunm BapuanTy ocyiectsieHust 118, xapakrepusyromascs
PEHTT€HOBCKOW MOPOLIKOBOH U pakTorpaMmoii ¢ curnanamu npu 13,1 + 0,2 rpagyca yria nsa-
Tera, 14,6 + 0,2 rpaayca yria nBa-tera u 17,7 + 0,2 rpanyca yria aBa-TeTa.

120. Kpucrammueckast ¢opma B B Buzme ruppara kanbLueBoil coiu coepwHeHus 1 mo
BapuaHTy ocyumecTtsieHuss 117 wnm BapuaHTy ocyluectsieHus 118, xapakrepusyromascs
PEHTI€HOBCKOW MOPOIIKOBOH audpakTorpammoii ¢ (a) curnanamu npu 12,2 + 0,2 rpanyca yria
nBa-tera, 13,1 = 0,2 rpagyca yrna asa-tera, 14,6 = 0,2 rpagyca yria nea-teta u 17,7 = 0,2 u (b)
CUTHAJIOM NIPU OAHOM, JIBYX, TPeX UM deTbipex u3 16,2 = 0,2 rpaayca yria nsa-tera, 18,1 + 0,2
rpangyca yria asa-tera, 20,4 = 0,2 rpagyca yraa nsa-tera u 21,3 £ 0,2 rpagyca yria nsa-Tera.

121. Kpucrammueckast ¢opma B B Buzme ruzppara xanbLueBOW coiu coeauHeHus 1 mo
BapuaHTy ocyumecTtsiaeHuss 117 wnm BapuanTy ocywectsieHus 118, xapakrepusyromascs
PEHTI€HOBCKOW MOPOLIKOBOH JU(PAKTOrpaMMOH, MO CyTH MONOOHOW TaKOBOH, MOKAa3aHHOW Ha
(ur. 8.

122. Kpucrammueckast ¢opma B B Buzme ruppara xanbuueBoi coiu coeauHeHus 1 mo
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moboMy U3 BapuaHTOB ocymectsieHus 117-121, xapakTepusyromasics Be ssNMR-cnektpom ¢
MUKOM IPU OJTHOM, JIBYM, TpeM, 4eThIpbMs wiH msATu u3 175,8 £ 0,2 ppm, 119,6 £ 0,2 ppm, 48,7
+ 0,2 ppm, 24,4 + 0,2 ppm, 22,5 + 0,2 ppm.

123. Kpucrammueckas ¢popma B B Bume rumgpara xanblueBoi coju coenuneHus 1 mo
moboMy U3 BapuaHTOB ocyectsieHus 117-121, xapakTepusyrouiasics Be ssNMR-cniextpom ¢
(a) MIKOM IIpU OZTHOM, ABYM, TPeM, YeThIpbMs WM maATd u3 175,8 £ 0,2 ppm, 119,6 + 0,2 ppm,
48,7 £ 0,2 ppm, 24,4 £ 0,2 ppm u 22,5 + 0,2 ppm u (b) ogHUM, AByMsI, TPEMsl HIIN YETHIPbMS
MUKaMu, BeIOpaHHbIMEU U3 164,7 = 0,2 ppm, 148,9 £ 0,2 ppm, 97,7 £ 0,2 ppm u 25,9 £ 0,2 ppm.

124. Kpucrammyeckast ¢opma B B Buzme ruppara KajabLUEBOW conu coeauHeHus 1 mo
moboMy M3 BapuaHTOB ocyuiecTBieHus: 117-121, xapakrepusyromascs BC ssNMR 1o CyTH
NO0JJOOHBIM TAKOBOMY, MTOKa3aHHOMY ¢wur. 9.

125. Kpucrammuueckas ¢popma B B Bune ruppara/conbata ¢ MeOH kanbLueBoi conu
coenuHenus I, xapakrepusyromascs Be ssSNMR-cniekrpom ¢ nirkoMm mipu 32,9 + 0,2 ppm w/mu
nukoM npu 23,3 = 0,2 ppm.

126. Kpucramnuueckas ¢popma B B Bune ruppara/consata ¢ MeOH kanbLueBoi conu
coenuHenus I no Bapuanty ocyuectBieHus 125, XxapakTepusyoiascs Be ssNMR-cniektpom ¢
(a) muxom mpu 32,9 + 0,2 ppm w/mnm nukom npu 23,3 + 0,2 ppm u (b) ogHUM, ABYMS, Tpems,
YeThIPbMsI WJIH TISIThEO MTUKaMU, BeIOpaHHbIMU 13 176,1 = 0,2 ppm, 164,7 + 0,2 ppm, 148,9 + 0,2
ppm, 49,3 £ 0,2 ppm u 25,9+ 0,2 ppm.

127. Kpucrannuueckas ¢popma B B Bune runpara/consata ¢ MeOH kanbLineBoil conu
coequHenus: 1 mo BapuaHTy ocyuiecTtBieHus 125, xapakrepusyroimascs BC ssNMR 10 CyTH
1o7100HBIM TAKOBOMY, MOKa3aHHOMY (ur. 10.

128. Kpucramnuueckas ¢popma B B Bune runpara/conbata ¢ MeOH kanbLineBoit conu
coenuHenust 1 mo moOomy U3 BapuaHTOB ocyiiecTBieHus 125-127, xapakTepusyromascs
MOHOKJIMHHONW KPHUCTAJUIMYECKON CUCTEMOH, NMPOCTPAHCTBEHHON rpynnoi P2, u ciaepyromumu
napamMeTpamMH 3JIEMEHTApHOW sdeliku, u3MepeHHbiMu nipu 100 K Ha nudpakromerpe Bruker,

ocHameHHoM ucrounnkom nsnydenns Cu K, (\=1,5478 A) u nerexropom CCD.

a 18,52+ 0,01 A a 90°
b 13,01 £0,01 A B 106,87 + 0,01°
c 31,22+ 0,01 A v 90°

129. Kpucrammmueckas ¢popma B B Bume rumgpara KajablueBOu cojiu coenuHeHus 1 mo
JFOOOMy W3 BapWaHTOB oOcCyulecTBieHuss 117-125, moNydeHHBbId C MOMOIIBI Crocoda,
BKJIIOYAIOLIETO CYCNEHANpPOBaHUEe KajbnueBoi conmu coenunenuss 1 B EtOH/Boma, wimm
Kpuctaumueckas ¢popma B B Bune ruapara/consara ¢ MeOH kanbrueBoii conu coenuneHus 1
no JrOOMYy M3 BapHaHTOB OCyliecTBIeHHs 126-128, mOJy4eHHBbI € MOMOIIBIO crocoda
nobasnenust MeOH k ¢opme B B Bune rugpara kanbiueBoil conu coequHeHus 1.

130. Cnocob mony4enus: kpuctananyeckoi GopMbl B B Buie ruapaTa KanbLueBOH CONU
coenuHenust 1 mo moboMy w3 BapuaHTOB ocymecTtBieHus 117-125, Bxurouaromui
CycrieHaupoBaHue KayiblueBoi comu coenunenus I B cmecn EtOH/Boaa, miu KpucTauindeckoi

¢dopmbr B B Bune rumgpara/conbara ¢ MeOH kanbumeBoii conu coenunenus 1 mo mobomy u3
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BapUaHTOB ocyuiecTBiIeHus 126-128, Bkmovaromuii nodaneane MeOH x ¢gopme B B BHIe
ruzpara KajabLueBOi conu coenquHenus I.

131. dapmaneBTHUECKast KOMIIO3HIIMSI, COAepKAIIasi KpUcTaniaeckyo Gopmy B B Buze
ruapata KajibLMeBOM comu coenuHeHus I wunm  kpucramianueckyro ¢opmy B B BuIe
runpara/conbBata ¢ MeOH kanbumeBoii comu coenuHenuss I mo moOoMmy H3 BapHaHTOB
ocymectieHust 117-129, HeoOs3aTeNbHO TOMOJHUTENBHO COAeprKalasi OAHO WU Oolee
JOTIOTHUTENBHBIX coenuHenult, moaynupyromux CFTR.

132. ®@apmanieBTHdeCcKass KOMIO3HUIIMS [0 BapUaHTy ocyliecTBieHus 131, raoe oqHO umu
OoJee nonoaHUTENBHBIX coenuHennii, Mmoayupyromux CFTR, npencrasnstoTt coboit

coenunenue III nnu coenunenue INI-d nunu

(1) coenunenue 11 u (ii) coequnenune I nm coennnenue I11-d.

133. ®opma B B Buae ruzgpara kanbLMeBON conu coenuHeHus I wnm kpucranandeckast
dopma B B BUme runpara/conbBata ¢ MeOH kanbuueBoli conu coenuHenus 1 mo modomy u3
BapuaHTOB ocymecTsieHus 117-129 wunm QapmaneBrudeckass KOMIIO3WLHS MO BapUAHTY
ocymecTtsiaenuss 131 wnm BapuanTy ocywmecTBiaeHuss 132 pand NpUMEHEHUs B JIEYEHUU
MYKOBHCLIUJI03a.

134. Tlpumenenne ¢opmbl B B Bume ruapara KaimblUeBOW conu coenuHeHus 1 wm
KpucTayuiueckoi ¢popmel B B Bune runpara/conbeara ¢ MeOH kanpiueBoii conu coenunenus |
1o Jr000My U3 BapwaHTOB ocymecTBieHus 117-129 wnm papManeBTHUECKON KOMITO3ULUU T10
BapuaHTy ocywecTsieHus 131 wnm BapuanTy ocywectsiaeHuss 132 B M3rOTOBJICHUH
JIEKapCTBEHHOIO Npernapara JJisl JISYeHUss MyKOBUCLUA03a.

135. Cnoco0 neueHHMss MyKOBHCIMJO03a, BKJIOUArOIIMK BBeneHue ¢opmsl B B BHIe
rujapata KajbLMeBOM coiu coemauHeHuss 1 wnm  kpucramnmmdeckoit ¢opmel B B Buze
rugpata/conbBata ¢ MeOH kanbuueBoii conmu coeauHenusi I mo moOOMy W3 BapHaHTOB
ocymectsieHus 117-129 nnu apmaneBTHIeckoil KOMIIOZHLIMKM O BAPHAHTY OCYINECTBIICHUS
131 wnu BapuaHTy ocyuiecTBiieHus: 132 cyObekTy, HyKAAIIEMYCsl B 3TOM.

136. CoenuHeHue 1151 MPUMEHEHHs 10 BapHaHTy OcCyllecTBieHus 133, mpuMeHeHue 1o
BapHaHTy ocyiuecTBiaeHus 134 uau crocod mo BapuaHTy ocyuiectienus 135, roe ¢popma B B
BUJIE THJIpaTa KaJbLUEBOU conu coenuHenus I mo mrobOoMy u3 BapuaHTOB ocyiuecTBieHus 117-
129 BBOOAT B KOMOHMHALMU C MO MEHbLIEH Mepe OJHUM JONOJHHUTEIbHBIM COEIUHEHHEM,
monynupyroumum CFTR.

137. CoenuHeHue, NMPUMEHEHHE WM CIIOCOO MO BapHaHTy OCylecTBieHHs 136, rae
¢opmy B B Buzae ruzmpara kajapLueBoil conu coenmHeHus I wim kpucramimyueckyo ¢Gopmy B B
Bune ruapata/compBata ¢ MeOH kanbumeBoii conmu coenwHeHus 1 mo mr0OOMYy W3 BapUaHTOB
ocymectsieHus 117-129 BBoasAT B KOMOMHALIMY C

coequuenneM 111 unu coequuenuem I11-d;

(1) coenunenuem 11 u (i1) coenuaennem III wnn coennnenuem I11-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnn coenunenuem I11-d.

138. Komno3unusi, mpuUMeHeHHUe, Crocod WM COeNWHEHHE IO JIIOOOMY M3 BapHUaHTOB

ocymectenenust 132-137, rae coemmnenune Il w/mnu coenunenue III nHaxomsarca B dopme
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TBEPAOHN TUCIIEPCUH.

139. o cytu kpucranaeckasi popma C B Buae ruaparta KajablUEBOU COU COSITUHEH HsI
I (r. e, rne menee 15% coenunenust 1 Haxonmsarcs B amopdHoit ¢dopme, rne menee 10%
coenuHennsi I Haxomsrcs B amopduON ¢opme, rae menee 5% coemuHeHust 1 HaxomsiTcst B
amop¢Hoit popme).

140. Coenunennie I mo Bapuanty ocymectsienus 139, rae coenunenue 1 npencrasmisier
coboit 100% kpucrammnueckyro Gopmy C B BuIe ruaparta KaabLUEBOH COJIH.

141. Kpucrammyeckast ¢opma C B BuIE ruapata KajdbLIUEBOW cOlM coeauHeHus 1 mo
BapuaHTy ocyuiecTtBieHuss 139 unm BapuaHTy ocyiuectsieHust 140, xapakTepusyrolascs
PEHTT€HOBCKOW MOPOLIKOBOH nudpakrorpammoii ¢ curnanamu npu 10,3 + 0,2 rpagyca yria nBa-
tera, 15,8 + 0,2 rpaayca yria asa-tera u 20,8 = 0,2 rpanyca yria nBa-Tera.

142. Kpucrammyeckast ¢opma C B BUIE ruzapata KajdbLUEBOW cONM coeauHeHus 1 mo
BApUaHTy ocyluecTBieHuss 139 wunu BapuanTy ocywectsieHus 140, XapakTepu3yrolnascs
PEHTI€HOBCKOW MOPOLIKOBOH audpakrorpammoni ¢ (a) curranamu npu 4,0 + 0,2 rpaayca yria
nBa-tera, 10,3 £ 0,2 rpaayca yria nBa-teta, 15,8 £ 0,2 rpanyca yria asa-tera u 20,8 = 0,2
rpaayca yria nea-teta u (b) omaum mnm 6onee curHanamu mipu 19,0 + 0,2 rpanyca yria aBa-
tera, 14,3 £ 0,2 rpaayca yria nBa-tera u 13,3 + 0,2 rpanyca yria aBa-TeTa.

143. Kpucrammueckast ¢opma C B BUIe ruzapata KajdbLHUEBOW conu coepauHeHus 1 1o
BapuaHTy ocyuecTtBieHust 139 wunm BapuanTy ocywectsieHus 140, xapakrepusyrowascs
PEHTTEHOBCKOW MOPOIIKOBON AU(PAKTOrPaMMOH, IO CYTHU MOAOOHON TAKOBOW, IMOKA3aHHOW Ha
Gur. 11.

144. Kpucrammueckast ¢opma C B Buze ruzpara KajabLUeBOW conu coeauHeHus 1 mo
moOoMy U3 BapHaHTOB ocyecTBieHus 139-143, xapakTepusyrouiasics Be ssNMR-cniextpom ¢
nukom ripu 115,7 £ 0,2 ppm, 65,9 + 0,2 ppm, 52,7 + 0,2 ppm w/unu 21,4 + 0,2 ppm.

145. Kpucrammyeckast ¢opma C B BUIE ruapata KajbLIUEBOW cOlM coeauHeHus 1 mo
m000My M3 BapHaHTOB ocyiecTBieHus 139-143, xapakTepusyromasicst Be ssNMR-cnektpom ¢
(a) mukom mpu 115,7 + 0,2 ppm, 65,9 + 0,2 ppm, 52,7 + 0,2 ppm w/vnu 21,4 = 0,2 ppm u (b)
nukoMm npu 178,3 £ 0,2 ppm, 155,9 £ 0,2 ppm, 137,7 £ 0,2 ppm, 129,6 £ 0,2 ppm, 112,0 £ 0,2
ppm, 100,0 £ 0,2 ppm, 37,8 £ 0,2 ppm, 26,4 = 0,2 ppm u/umu 19,9 £ 0,2 ppm.

146. Kpucrammueckast ¢opma C B BUIe ruppara KajabLUEBOH coiu coexawHeHus 1 mo
BapUaHTy ocyuecTtBiaeHus 139 unm BapuaHty ocyuiectBieHus 140, xapakTepusyromascs Be
ssSNMR 1o cyTu mogoOHBIM TAKOBOMY, TOKa3aHHOMY ¢ur. 12.

147. Kpucrammueckast ¢opma C B BUIE ruzapata KajdbLUEBOW conu coeauHeHus 1 mo
JFO0OMy W3 BapHaHTOB ocymmecTBiieHuss 139-146, mony4eHHas ¢ TOMOIIBID Ccrocoda,
BKJIFOUAKOILIEero nepememnsanue Gopmbel A coenunenust 1 (cBobomHast popma) ¢ METOKCHAOM
Kajbuus B auxyopmerane (¢ 10% Bopa), U BbIIENEHNE U BBICYIINBAHIE TBEPAOTO BEIECTBA.

148. Cniocob monyuenust kpucrayummueckoi Gopmel C B BUae THapaTa KajJbLHEBOU COJH
coennnenus 1 mo moOoMy M3 BapHaHTOB ocynecTBieHUs 139-146, mony4eHHOH € MOMOIIBIO
cnocoba, BKIOHaromero mnepememnBanue Gopmbl A coeamHenuss 1 (cBoOomnas ¢opma) ¢

METOKCHJIOM Kayblius B auxjiopmerane (¢ 10% Bona), U BbIIEJICHHE U BBICYIINBAHUE TBEPIOTO
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BELLECTBA.

149. dapmaneBTHUeCcKass KOMIO3ULNSI, coAepKamas kpucramumdeckyto ¢popma C B Bune
ruapaTa KanbLueBol conmu coeanHeHus I mo moboMy u3 BapuaHTOB ocymecTBieHust 139-147,
HeoOs13aTeNIbHO JOMOHUTEIBHO COAep Kalasi OJHO WM OoJiee JOMOJHUTENbHBIX COeIUHEHUH,
monynupyromux CFTR.

150. ®apmaneBTudeckass KOMIO3HULMS IO BapUaHTy OCyllecTBiIeHus 149, roe ogHo unu
Oosee MONMOTHUTENBHBIX coenrHeHmi, monympytomux CFTR, npencrasnstoT codoi

coenunenue III nmn coenunenue INI-d nnu

(1) coenunenue 11 u (i) coenunenue Il nan coennnenue I11-d.

151. ®opma C B BHzme ruapata KaubLMEeBOH coiu coexuHeHuss 1 mo moOomy u3
BapUaHTOB ocymecTsieHus 139-147 wunm QapmaneBTudeckass KOMIIO3ULHSI IO BAapUAHTY
ocywmecTtsiaenuss 149 wnm Bapuanty ocymectBieHus 150 and npuMeHeHUs B JIEYEHUU
MYKOBHCLIMJ03a.

152. Tlpumenenne ¢opmel C B BUAE ruapara KaibLUEBOH conu coequHeHus I 1o
JFOOOMYy W3 BapHaHTOB ocymnecTBieHus 139-147 wnm ¢apMameBTUYECKON KOMITO3UIUHU TIO
BApUaHTy ocyliecTsieHus 149 wnm BapuanHTy ocywmectsiaeHuss 150 B HM3roToBIEHUU
JIEeKapCTBEHHOTIO Mpernapara AJisl JeUeHus: MyKOBHCLIMI03a.

153. Cnoco0 neueHHss MyKOBHCLHIO3a, BKJIIOUaromuii BBeneHue ¢opmel C B BHUIE
ruapaTa KajiblueBor conm coenuHeHus I mo mobomy u3 BapuaHTOB ocyiuecTBieHus 117-129
win  $apMaleBTHUECKOH KOMITO3MLIMK IO BapHaHTy OCYLIecTBIeHUs 149 wim BapuaHTy
ocymectsieHust 150 cyOpekTy, Hy KIaroImeMycs B 3TOM.

154. Coenunenue sl MPUMEHEHUs 110 BapUAHTY OCYILIECTBIeHUs 151, mpuMeHeHue mno
BapUaHTy ocyuiecTBieHust 152 mnu cnocod nmo BapuaHTy ocyuiectienus 153, rae ¢popma C B
BUJIE THIpATa KaJIbLHEBOH conu coenrHeHus I o moOoMy M3 BapHaHTOB OCyIuecTBieHus 139-
147 BBOmAT B KOMOMHALMM C IO MEHBbIIEH Mepe OAHUM JAONOJHHUTEIbHBIM COEAUHEHUEM,
monynupyrouum CFTR.

155. CoenunHeHue, MpUMEHEHHE WM CIIOCOO MO BapHaHTy ocywecTBiieHus 154, rme
¢opmy C B BuAe ruapara KaibLueBOW conmu coeauHeHuss I mo moOoMy W3 BapHaHTOB
ocymectsiieHus: 139-147 BBOISAT B KOMOMHALIMU C

coenunenueM III vim coennnenuem I11-d;

(1) coennnenuem 11 u (ii) coenquaenuem III win coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem II1 nnn coenunenuem I11-d.

156. Komno3unusi, MpUMEHEHHE, Crocod WM COENWHEHHE IO JIIOOOMY W3 BapHaHTOB
ocymectenenust 150-155, rme coemmuenme Il w/mnm coenunenne III maxomstcs B dopme
TBEPJOHN TUCIIEPCUH.

157. To cytu kpuctauudeckast popma D B Buge ruapara KaJlbLHUEBOH COJTU COSAUHEHHS
I (1. e, rne menee 15% coenunenus I HaxonuTcs B amopdHOit popme).

158. o cytu kpucramudeckast popma D B Buae ruapara KaabLUEBOH COMM COSTUHEHUS
I mo BapuanTy ocymectsienus 74, rae MmeHee 10% HaxonuTcst B amopdHO# popme.

159. o cytu kpucraudeckast popma D B Buae ruapara KaabLUEBOH COMH COSTHHEHUS
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I o BapuanTy ocymectsienus: 74, rae Mmeree 5% Haxonutcs: B amopdHOU hopme.

160. Kpucrammuaeckast popma D B Bune ruapara kaablueBoi cou coequHeHus 1

161. Kpucrammueckast ¢opma D B Buae rugpaTta KajbLHeBOH conu coequHeHus 1 o
moboMy U3 BapuaHTOB ocyiiecTBieHuss 157-160, xapakTepusyroInasicsi PEHTT€HOBCKOMN
NOPOLIKOBOH AudpakTorpamMmmoii ¢ curHanamu npu 6,1 = 0,2 rpanyca yria asa-teta, 16,2 £ 0,2
rpanyca yria asa-tera u 22,8 + 0,2 rpaayca yrja aBa-TeTa.

162. Kpucrammueckas ¢popma D B Bume ruzmpara KanbLueBoi conu coenuHeHus I mo
mo0oMy W3 BapHaHTOB oOcyuiecTBieHusi 157-160, xapakTepusyroIIasicsi pPEHTTeHOBCKOMH
MOPOIIKOBOM mudpakTorpamMmoii ¢ (a) curnajgamu npu 6,1 + 0,2 rpanyca yria asa-tera, 16,2 +
0,2 rpagyca yrima nea-tera u 22,8 + 0,2 rpagyca yria asa-tera u (b) omHum wiu Oonee
CUTHaJIaMH, BbIOpaHHBIMH U3 5,5 + 0,2 rpagyca yria aBsa-tera, 15,5 = 0,2 rpagyca yria nBa-
tera, 19,7 £ 0,2 rpanyca yria nBa-tera, 21,5+ 0,2 rpaayca yrna nsa-tera, 22,1 + 0,2 rpagyca
yrna asa-teta, 23,0 £ 0,2 rpanyca yria nsa-tera u 27,6 £ 0,2 rpagyca yria asa-Teta.

163. Kpucrammueckas ¢popma D B Bume ruaparta KaublueBOUW conu coenawHenus 1 1o
moboMy U3 BapHaHTOB ocymiecTBieHus 157-160, xapakTepusyroImasicsi PEeHTT€HOBCKOH
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnaigamu mpu 6,1 + 0,2 rpanyca yria nsa-tera, 16,2 +
0,2 rpamyca yrma nBa-teta u 22,8 + 0,2 rpagyca yrna nsa-tera u (b) aByms mimu Oonee
CUTHaJaMH, BeIOpaHHBIMH U3 5,5 + 0,2 rpagyca yrna naBa-tera, 15,5 = 0,2 rpagyca yrna nBa-
tera, 19,7 £ 0,2 rpanyca yria nsa-tera, 21,5+ 0,2 rpaagyca yria nsa-tera, 22,1 + 0,2 rpagyca
yria asa-teta, 23,0 £ 0,2 rpaayca yraa asa-tera u 27,6 £ 0,2 rpaayca yria aBa-TeTa.

164. Kpucrammmueckass ¢popma D B Bume ruppara kanblueBoil conu coeawHenus 1 mo
moboMy U3 BapuaHTOB ocyiuecTBieHuss 157-160, xapakTepusyroImascsi pPEeHTT€HOBCKOMN
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnaizamu npu 6,1 + 0,2 rpanyca yria asa-tera, 16,2 +
0,2 rpagyca yrina asa-teta u 22,8 + 0,2 rpamyca yria nBa-tera u (b) Tpemsi wiu Oonee
CUTHaJIaMH, BbIOpaHHBIMH U3 5,5 + 0,2 rpagyca yrna aBsa-tera, 15,5 = 0,2 rpagyca yria nBa-
tera, 19,7 £ 0,2 rpanyca yrina nBa-tera, 21,5+ 0,2 rpaagyca yrna nBa-tera, 22,1 + 0,2 rpagyca
yria aBa-teta, 23,0 £ 0,2 rpaayca yria asa-tera u 27,6 £ 0,2 rpagyca yria aBa-TeTa.

165. Kpucramnnueckas ¢popma D B Bume ruapara KanbLimeBOl comu coenuHeHus 1 mo
moboMy W3 BapHaHTOB oOcymiecTBieHust 157-160, xapakTepusyroIasicsi pPEHTTEHOBCKON
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnajgamu mipu 6,1 + 0,2 rpanyca yria asa-tera, 16,2 +
0,2 rpanyca yrna aBa-tera u 22,8 = 0,2 rpagyca yria nea-tera u (b) derbippmsi win Oojiee
CUTHaJIaMH, BbIOpaHHBIMH U3 5,5 + 0,2 rpagyca yria aBa-tera, 15,5 = 0,2 rpagyca yrna nBa-
tera, 19,7 £ 0,2 rpanyca yria nBa-tera, 21,5+ 0,2 rpaagyca yrna nBa-teta, 22,1 + 0,2 rpagyca
yria aBa-teta, 23,0 £ 0,2 rpaayca yria asa-tera u 27,6 £ 0,2 rpaayca yria aBa-TeTa.

166. Kpucrammueckass ¢popma D B Buae ruaparta KambLueBOUW conu coeawHenus 1 1o
moboMy U3 BapHaHTOB ocymiecTBieHus 157-160, xapakTepusyroImasicsi PEeHTT€HOBCKOH
MOPOIIKOBOH mudpakTorpamMmoii ¢ (a) curnaigamu nipu 6,1 + 0,2 rpanyca yria asa-tera, 16,2 +
0,2 rpamyca yrima nBa-tera u 22,8 £ 0,2 rpamyca yrma nsa-tera u (b) mareto win Oosee
CUTHaJiaMy, BeIOpaHHBIMH U3 5,5 + 0,2 rpagyca yrna aBa-tera, 15,5 = 0,2 rpagyca yrmna nBa-

tera, 19,7 £ 0,2 rpanyca yrna asa-tera, 21,5+ 0,2 rpagyca yrna nsa-tera, 22,1 = 0,2 rpanyca
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yria aBa-teta, 23,0 £ 0,2 rpaayca yraa asa-tera u 27,6 £ 0,2 rpaayca yria aBa-TeTa.

167. Kpucrammmueckass ¢opma D B Bume ruapara KanblueBoil conu coeawHenus 1 mo
moboMy U3 BapMaHTOB ocyiiecTBieHuss 157-160, xapakTepusyrommasicsi PpPEeHTT€HOBCKOMN
NOPOLIKOBOH AudpakTorpammoii ¢ curHanamu npu 6,1 + 0,2 rpanyca yria asa-teta, 16,2 £ 0,2
rpanyca yria asa-tera, u 22,8 £ 0,2 rpanyca yria na-tera u 27,6 £ 0,2 rpagyca yria aBa-TeTa.

168. Kpucrammuyeckast ¢opma D B Buae ruapaTta KajbLHeBOH coiu coemauHeHus: 1 mo
moOOMy U3 BapUAaHTOB oOcymecTBieHust 157-160, XapakTepu3yrolascsi PEHTIeHOBCKOM
MOPOIIKOBOM Mu(ppakTorpaMmMoii ¢ curnaigamu npu 6,1 £ 0,2 rpanyca yria asa-tera, 15,5 = 0,2
rpaayca yria aBa-teta, 16,2 £ 0,2 rpaayca yria asa-tera, 19,7 £ 0,2 rpagyca yria aBa-Tera,
22,8 £ 0,2 rpanyca yrna asa-tera u 27,6 = 0,2 rpanyca yria aBa-TeTa.

169. Kpucramnuueckas ¢popma D B Bume ruaparta KanbLieBOH conu coenuHeHus 1 mo
moboMy W3 BapHaHTOB ocymiecTBieHus 157-160, XapakTepusyroIasicsi PEHTTEHOBCKOH
MOPOIIKOBOH MU(PAKTOrpaMMON, IO CYTH NOJOOHOH TaKOBOH, MOka3aHHOH Ha ¢wur. 13.

170. Kpucrammmueckas ¢popma D B Bume ruapaTta KamblueBOu conu coenuHeHus 1 mo
moboMy W3 BapHAHTOB oOcCyliecTBiIeHus 157-169, xapakrepu3yromascs TPUKJIUHHON
KPUCTAJUIMYECKON CHCTEMOM, MPOCTPAaHCTBEHHON rpynnoi Pl u mapamerpamu 31€MEHTapHOU
sueriky, m3mepeHHbiMH npu 100 K Ha mudpakromerpe Bruker, ocHameHHOM HCTOYHHKOM
uznygenns Cu K, (A=1,5478 A).

a 12,78+ 0,01 A a 64,93 + 0,02°
b 16,64+ 0,01 A B 75,10 + 0,02°
c 18,19+ 0,01 A v 68,22 + 0,02°

171. Kpucramnmuueckast ¢opma D B Buae ruapaTta KajabLMeBOH conmu coeauHeHus I mo
moOOMy M3 BapHaHTOB ocyuiecTBieHus 157-170, XxapakTepusyomascs Be ssNMR-cniextpom ¢
nukoMm npu 130,2 + 0,2 ppm.

172. Kpucrammuyeckast ¢opma D B Buae ruapaTa KajbLHeBOH coiu coeauHeHus: 1 mo
m000My M3 BapHaHTOB ocyiecTBiieHus 157-170, xapakTepu3yrouasicst Be ssNMR-cnektpom ¢
nukoMm npu 125,6 = 0,2 ppm.

173. Kpucrammyeckast ¢opma D B Buae ruapaTta KajdbLHEBOH coiu coeawHeHus: 1 mo
m000My M3 BapHaHTOB ocyecTBiieHus 157-170, xapakTepu3yromasics Be ssNMR-cnextpom ¢
nukoMm npu 35,0 = 0,2 ppm.

174. Kpucrammyeckast ¢opma D B Buae ruapaTta KaJdbLHEBOH conu coenwHeHus 1 mo
mr000My M3 BapHaHTOB ocymecTBieHus 157-170, xapakTepusyromasics Be ssNMR-cnextpom ¢
koM nipu 130,2 £ 0,2 ppm, 125,6 = 0,2 ppm u/unm 35,0 £ 0,2 ppm.

175. Kpucrammueckast ¢opma D B Buae ruapaTta KajdbLHEBOH conu coenawHeHus 1 mo
m000My M3 BapHaHTOB ocymecTBieHus 157-170, xapakTepusyromasics Be ssNMR-cnextpom ¢
(a) muxom mpu 130,2 + 0,2 ppm, 125,6 £ 0,2 ppm, u/umm 35,0 £ 0,2 ppm; u (b) muxom npu 176,9
+ 0,2 ppm, 160,9 £ 0,2 ppm, 142,0 + 0,2 ppm w/mnu 98,6 = 0,2 ppm.

176. Kpucrammueckast ¢opma D B Buae rugparta KajablHMeBOH conu coemuHeHus 1 mo
moboMy M3 BapHaHTOB ocyecTsieHus 157-170, xapakTepusyrouiasics Be ssNMR-cnextpom ¢
(a) muxom npu 130,2 + 0,2 ppm, 125,6 = 0,2 ppm, u 35,0 £ 0,2 ppm; u (b) nuxkom npu 176,9 +
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0,2 ppm, 160,9 + 0,2 ppm, 142,0 = 0,2 ppm w/unu 98,6 + 0,2 ppm.

177. Kpucramnmuueckast ¢opma D B Buae rugpaTta KajabLHMeBOH conu coenawHeHus 1 mo
moboMy U3 BapHaHTOB ocymecTsieHus 157-170, xapakTepusyroniasics Be ssNMR-cnextpom ¢
(a) muxom npu 130,2 + 0,2 ppm, 125,6 £ 0,2 ppm, u/um 35,0 = 0,2 ppm; u (b) nuxom npu 176,9
+ 0,2 ppm, 160,9 + 0,2 ppm, 142,0 £ 0,2 ppm u 98,6 £ 0,2 ppm.

178. Kpucramnuyeckast ¢opma D B Buae ruapaTa KajbLMeBOH coiu coemuHeHus: 1 mo
moOOMy M3 BapUaHTOB ocyuiecTBieHus 157-170, XxapakTepu3yomascs Be ssNMR-cniextpom ¢
(a) muxom mipu 35,0 = 0,2 ppm u (b) nukamu nipu 176,9 + 0,2 ppm, 160,9 + 0,2 ppm, 142,0 £ 0,2
ppm u 98,6 + 0,2 ppm.

179. Kpucramnuueckas ¢popma D B Bume ruapara KaabLueBOW conu coenavHenus 1 mo
mo00My M3 BapuaHTOB ocyuiecTBieHus 157-170, xapakTepusyromasics BC ssNMR 1o CyTH
NOoJOOHBIM TAKOBOMY, MTOKa3aHHOMY (ur. 14.

180. Kpucrammueckass ¢popma D B Bume ruapara KamblueBOUW conu coenavHenus 1 mo
JFOOOMy U3 BapHAHTOB OCylIecTBiieHUsT 157-179, mONydYeHHBI C MOMOLIBI Crocoda,
BKJIFOUAIOLIETO 3arpy3Ky kK ¢opme A B BHIE IHIpaTa KaJbLUEBOH conu coenuHeHus | cmecn
EtOH/Bona u Harpesanue no 65°C.

181. Criocob nmonydenust kpuctaumndeckoit ¢opmer D B Buie ruapara KajbLUEBOH CONU
coennHeHust 1 kxampiust mo moOOMy W3 BapuaHTOB ocymectBieHus 157-179, Bxurouaromui
3arpy3ky ¢opmbl A B Buzxe ruapaTta KajublmeBoil comu coenuHenus 1 cmecun EtOH/Boma u
HarpesaHnue 710 65°C.

182. ®@apmarieBTHdecKas KOMIIO3MLNSA, CoAepKalias Kpuctamindeckyro Gopmy D B Bune
ruapaTa KaJableBol conu coeaunenus I mo moGomMy u3 BapuaHTOB ocymecTsiaeHus 157-180.

183. ®@apmaueBTuyeckas KOMIO3ULMS 10 BapuaHTy  ocyuiecTBieHus 182,
JOMOJHUTENBHO COZleprKalasi OAHO MU OoJiee TOMONHUTENbHBIX COSTUHEHHH, MOIYIUPYIOIIUX
CFTR.

184. ®dapmaneBTuyeckas KOMITO3ULUS IO BapUAHTY OCyIuecTBieHus 182 muiau BapuaHTy
ocywectsieHus 183, nononaurensHo conepxaiuas coequnenue I unu coenunenne I11-d.

185. ®apmaueBTuyeckas KOMITO3ULUS TIO BapUAHTy OCYINECTBIeHUs 182 miu BapuaHTy
ocywmectenenus 183, nononnurensHo copepxkammast (a) coenunenue I1 u (b) coenunenne 111 wmn
coenuHenue III-d.

186. Kpucrammueckass ¢popma D B Bume ruapaTta KaublueBOW conu coenawHenus 1 1o
JF00OMYy M3 BapuaHTOB ocymecTBiaeHus 157-180 wnu QapmaneBTHdecKass KOMIO3UIHS IO
JFOOOMY 3 BApUAHTOB OCymecTBieHus 182-185 mis npuMeHeHus B IeYeHHH MYKOBHUCLIUI034.

187. IlpumeneHne KpucTaTUUecKoil ¢opmel D B BHAe rumpara KajlbLMEBOH COJU
coennrenus I mo mobomy u3 BapuaHTOB ocyiuecTBieHus 157-180 uau koMno3uuuu no Jodomy
W3 BapuaHTOB ocyliecTBieHuss 182-185 B HM3roTOBIEHMM JIEKAPCTBEHHOrO mpenapara IJis
JieueHUs1 MyKOBHCLIUI03a.

188. Cnoco0 nedeHHMs MyKOBHCHIMZO3a, BKJIIOYAIOIINWN BBEIEHHE KPUCTAJUTMYECKON
¢opmel D B Bupme rumpara KajabuueBOHl conmu coeauHeHuss 1 mo moOOMy M3 BapHaHTOB

ocymectsieHust 157-180 wmm ¢apmaneBTHUECKONH KOMIIO3ULIMK IO JIFOOOMY H3 BapUAHTOB
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ocymectsieHust 182-185 cyOBexTy, HyKOAr0IeMycsl B 3TOM.

189. Cnocob no BapuanTy ocymectsienus 188, rne kpucramumdeckyro ¢opmy D B Bune
rugpara KajiblueBol coiu coequHeHus: 1 mo moboMy u3 BapuaHTOB ocyuiecTBiieHus: 157-180
BBOIAT B KOMOMHALIMM C 110 MEHbIIEH Mepe OIHMM JAOIOJHHUTEIbHBIM COEIUHEHHUEM,
monynupyromum CFTR.

190. Crniocob no Bapuanty ocymectsieHus 189, rne kpucrammdeckyro ¢opmy D B Buze
ruapara KajabLueBoi coiu coenuseHus I mo moOomy U3 BapuaHTOB ocyuiecTBieHus 157-180
BBOIAT B koMOuHanuu ¢ coenunenueM III wiu coeqnuenvem I11-d.

191. Cnocob no BapuanTy ocymuectsienus 189, rne kpucramumdeckyro ¢opmy D B Bune
ruapara KajblHeBOW cojiu coenuHeHus 1 mo moOoMy u3 BapuaHTOB ocyinecTByieHus: 157-180
BBOIAT B KoMOuHauuu ¢ (a) coenunenuem Il u (b) coenunennem I unn coenunennem I11-d.

192. Cnioco6 no BapuanTy ocymuectsienust 189, rne kpucraiummdeckyro ¢opmy D B Buze
ruapara KajblHeBOU coiu coequHeHus 1 mo moboMy u3 BapuaHTOB ocyinecTBiieHus: 157-180
BBOIAT B KoMOMHaumu ¢ (a) coennnenuem 1V u (b) coennaenuem I1I wim coenunennem I11-d.

193. Crnocob mo mobomy u3 BapuaHToB ocymectBienus 184, 185 u 190-192, roe
coennnenne 11 w/unmn coenuaenue III HaxonsaTcs B popme TBepaOH nUCTIEPCHHL.

194. Tlo cytu kpuctauindeckasi popma E B BuIe ruapaTa KajablHEBOW COM COSTHHEHUS
I (r. e, tne menee 15% coenunenust 1 Haxonmsarcs B amopdHoit ¢opme, rme menee 10%
coenunenusi 1 Haxomsres B amopdHON ¢opme, roe menee 5% coemuHeHus: I HaxomsiTcst B
amop¢Hoit popme).

195. Coenunenne I no Bapuanty ocyuectsienus 194, rne coenunenue I npencrasnser
coboit 100% kpucrammmueckyro ¢popmy E B Bune ruapara KaabLueBOl CONH.

196. Kpucrannnueckas ¢opma E B Bune rugpara xajibiueBod coju coenuneHus 1 mo
BAPHAHTy OCyllecTBIeHUs1 194 wunu BapuaHTy ocyimecTsiaeHus 195, Xapakrepusyromascs
PEHTIeHOBCKOH MOPOIIKOBOH audpakrorpammoii ¢ curnaisamu npu 8,0 + 0,2 rpanyca yria nsa-
tera, 12,0 + 0,2 rpaayca yria asa-teta u 24,2 + 0,2 rpanyca yria nBa-TeTa.

197. Kpucrannmueckast ¢opma E B Bune rumpara KanbLUeBOW coiu coeauHeHus 1 mo
BApUAHTy oOcCyllecTBiaeHuss 194 wunm BapuaHTy OCylIeCTBIEeHMs 195, xapakrepusyrolascs
PEHTT€HOBCKOW MOPOLIKOBOH nudpakrorpammoii ¢ (a) curnaigamu npu 8,0 + 0,2 rpaayca yria
nBa-tera, 12,0 + 0,2 rpagyca yrna asa-tera u 24,2 + 0,2 rpaayca yria asa-tera u (b) curHaiom
npu 4,0 £ 0,2 rpaayca yria asa-teta w/wnm 28,3 + 0,2 rpagyca yria 1Ba-Tera.

198. Kpucramnmuueckas popma E B Bunme rumgpara KajblpieBOi conu coenuHeHus 1 mo
BApUAHTy oOcCyllecTBieHuss 194 wunm BapuaHTy OCylIeCTBJIEeHHs 195, XapakTepusyrolascs
PEHTI€HOBCKOHN MOPOIIKOBON nudpakrorpaMmoil ¢ cursanamu npu 8,0 + 0,2 rpagyca yria nsa-
tera, 12,0 £ 0,2 rpagyca yrna asa-tera, 24,2 = 0,2 rpagyca yrna asa-tera u 4,0 = 0,2 rpagyca
yrjia 1Ba-TeTa.

199. Kpucrammuueckass ¢opma E B Bunme rugpara kajbiueBol coju coenuHeHus 1 mo
BapUaHTy ocyllecTBieHuss 194 wunm BapuaHTy OCylIeCTBJIEHHs 195, XapakTepusyrolascs
PEHTTEHOBCKOW MOPOIIKOBON MU(PAKTOrPAMMON, MO CYTH MOAOOHON TaKOBOH, MOKa3aHHOW Ha
(ur. 15.
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200. Kpucrammudeckast Gpopma E B Bume rumpara KajablueBOi conu coenauHernws 1 mo
JF00OMy W3 BapHAHTOB ocymecTBieHuss 195-199, mnonydyeHHas ¢ TOMOIIBIO criocoda,
BKJIFOUAIOLIEr0 mnojBepraHve ¢Gopmbel A B BUAE THUApATa KaJbLUEBOH CONU coenuHeHus I
muddysuu ¢ Ha3oBbIM MEPEXOAOM «nap-Teepaoe semecTsoy» B EtOAc.

201. Cnoco6 mosyueHus KpucTajutueckoi ¢popmsl E B Buie runparta KaubLHeBOH Conu
coenuHenus: 1 mo mobomy u3 BapuaHTOB OocyuiecTBieHHss 195-199, mony4eHHOH ¢ MOMOIIBIO
criocoba, BKIIIOYAOLIEro noasepraie Gopmsl A B BUIE FHIPaTa KaJbIUEBOW COJIH COSAUHEHUS
I muddysuu ¢ hazoBbiM nepexonom «nap-Teepaoe Bemectsoy» B EtOAc.

202. dapmaneBTHUECKass KOMIO3KULUS, conepskamas Kpucrammdeckas ¢popma E B Bune
rHpaTa KajbLUeBOW conu coeanHeHus I mo moboMy U3 BapuaHTOB ocymecTBieHus 195-200,
HEeOo0s13aTeNIbHO JOTIOJIHUTENBHO COMEpIKaIasi OMHO MM Oojiee HOMOIHUTEIbHBIX COSTUHEHUH,
monynupyromux CFTR.

203. ®apmatieBTHYECKas] KOMIO3UIMS 10 BapUaHTY ocyiuecTsieHus 202, rae oaHo uiu
Oonee nomoHUTENBHBIX coennHenuit, Mmoayiupyromux CFTR, npeacrasnstor codoit

coenunenue III nnu coenunenue INI-d nnu

(1) coenunenue 11 u (i) coenunenne Il i coennnenue I11-d.

204. ®opma E B Buae ruzapara KajbLueBOW coim coenuHeHuns 1 mo mobomy u3
BapUaHTOB ocymecTsieHns 195-200 wunm QapmaneBrudeckass KOMIIO3WULHMS IO BapUAHTY
ocymecteiaenuss 202 wnm BapuaHTy ocyuiectBieHuss 203 s NPUMEHEHUsT B JICUCHHUH
MYKOBHMCLIUJ03A.

205. Ilpumenenue ¢opmel E B Bume rumpara KajablueBOW coju coenuHeHus: 1 mo
ar000My M3 BapHaHTOB ocymecTsieHus 195-200 wnm ¢apManeBTUYECKON KOMITO3UIUHU I10
BapuaHTy ocywecTtsieHus 202 wnu  BapuaHTy ocyuiectsiaeHuss 203 B M3TOTOBJICHUH
JIEKapCTBEHHOTIO Ipemnapara AJis JeUeHUs: MyKOBHCLI03a.

206. Croco0 nedeHus MyKOBHCLMAO3a, BKJIIOYAKOMK BBereHue ¢Gopmbl E B Buze
ruapaTa KajgbLHMeBOU coiu coenmbeHus 1 mo mobomy M3 BapuaHTOB ocyuiecTBieHus 195-200
wii  ($apMaleBTHUECKOW KOMIIO3MLIMK IO BapHAHTY OCyIecTBieHus1 202 WM BapUAHTY
ocymectBieHust 203 cyOBeKTy, HYKIAIOIIEMYCsl B 3TOM.

207. CoenuHeHue JUIsl IPUMEHEHUs IO BapUaHTy ocyiuecTsieHus 204, mpuMeHeHue Mo
BapuaHTy ocymectsieHust 205 wiu crocod mo BapuaHty ocyuiectsienus 206, rne ¢opmy E B
BUJE TUAPATA KAJIbLIMEBOH COMM coeanHeHus 1 mo imoOoMy U3 BapUAaHTOB OCyLIecTBIeHHs 195-
200 BBOIAT B KOMOHMHALIMK C IO MEHbLIEH Mepe OOHUM JONOJHHUTEIBHBIM COEIHHEHHEM,
monynupyroumum CFTR.

208. CoenuHeHue, MPUMEHEHHE WM CIOco0 MO BapwaHTy ocymectsieHus 207, rae
dopmy E B Buzme rumpara kambrmeBoil coim coenmHeHuss 1 mo mro0oMmy W3 BapHaHTOB
ocymectsiieHus1 195-200 BBOISAT B KOMOMHALIMU C

coenuHenreM III vnu coequnenuem I11-d;

(1) coenunenuem 11 u (i1) coenuaennem III wnn coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem II1 nnn coenunenuem II1-d.

209. Komno3uuus, IpUMEHEHHUe, Crocod WM COeAMHEHHE IO JIIOOOMY W3 BapUaHTOB
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ocymectenenust 203-208, rme coemmuenue Il w/mnm coenunenne III maxomstcs B dopme
TBEPAOHN TUCIIEPCUH.

210. Ilo cyru kpucrammmueckas ¢opma F coemunenus I (1. e, rme menee 15%
coenuHenusi 1 Haxomsitcs B amopdHoii dopme, roe menee 10% coenunenusi 1 Haxonsarcs B
amopdHoit popme, rne meHee 5% coenunenus I Haxoasites B amopdHOi hopme).

211. Coenunenue I no Bapuanty ocymecrsiaenus 210, rae coenunenue I nmpencrasnser
coboti 100% kpucrammuueckyto popmy F.

212. Kpucramumyeckast popma F coenunennst I mo Bapuanty ocymectsienust 210 mmm
BapUaHTy  ocyliecTsieHus 211, xapakTepusymoolascs PpPEHTTEHOBCKOW  NOPOLIKOBOU
nudpakTorpaMmMoii ¢ curaaigamu npu 5,3 + 0,2 rpagyca yria nsa-tera, 7,5 £ 0,2 rpanyca yria
nBa-tera u 9,14 + 0,2 rpaayca yria nBa-Tera.

213. Kpucrannuueckoe coenunenue I F no Bapuanty ocymectsnenus 210 unu BapuasTy
ocymectsieHust 211, XapakTepu3yrOImUiCcs PEeHTIE€HOBCKON MOPOIIKOBON TU(PPAKTOTPAMMOM C
(a) curnanamu nipu 5,3 + 0,2 rpangyca yria asa-teta, 7,5 + 0,2 rpagyca yria nea-tera u 9,1 £ 0,2
rpaayca yria nsa-teta u (b) curnajgom npu 10,6 + 0,2 rpagyca yria asa-tera w/wmum 11,9 + 0,2
rpaayca yria aBa-TeTa.

214. Kpucrammyeckass popma F coenunenns I mo Bapuanty ocymecteinenust 210 nmm
BapuUaHTy  ocywecTsieHus 211, XxapakTepusyromascs pPEHTTEHOBCKOW  NOPOLIKOBOU
nudpakTOrpaMMOH, 1O CYyTH MOAOOHOM TaKOBOH, MOKa3aHHOH Ha ¢ur. 16.

215. Kpucrammueckas ¢opma F coemunenns I mo mobomy w#3 BapuaHTOB
ocymectBieHus: 210-214, monydeHHass € TMOMOIIBIO CMOCO0a, BKJIFOYAIOIIErO CMEIINBAHHUE
dopmbr A B Buzme ruapara kambuueBod comu coeguHeHuss I ¢ MEK mnpu xomnatHOMN
TeMIlepaType.

216. Cnocob monmyuenust kpucrasumdeckon ¢opmel F coenunenns 1 mo moGomy u3
BapUaHTOB ocymecTBieHuss 210-214, monydeHHOH C MOMOIIBIO Croco0a, BKIIFOYAKOIIErO
cMmernvBanue GopMbl A B BUIe rHapara KanblueBoil conu coenunenus: 1 ¢ MEK npu koMHaTHOH
TeMIieparype.

217. ®apmaueBTHYecKas KOMIIO3ULIUS, COIepKamas Kpuctaummdeckyro ¢opmy F
coenuHennss 1 mno moOomy wu3 BapuaHtoB ocyinectBieHuss 210-215, HeoOsi3aTeNnbHO
JOTIOJTHUTEIBHO COAepIKaINasi OJHO MIIM OoJiee TOTONIHUTENbHBIX COSAMHEHUH, MOAYJIUPYIOLIHX
CFTR.

218. ®apmarieBTHYECKAs KOMIIO3UIIMS 110 BapUAHTY ocyluecTsieHus 217, rae ogHo wiu
Oonee nonoaHUTENBHBIX coennHenunii, Mmonymupyromux CFTR, npeacrasnstor codoit

coenunenue III nnu coenunenue IMI-d nunu

(1) coenunenue 11 u (i) coenunenne Il nim coennnenue I11-d.

219. ®opma F coenunenns I mo mobomy u3 BapuaHTOB ocymectsieHus 210-215 umm
dapmaneBTHUECKasT KOMITO3ULMA [0 BAapUAHTy oOcyluecTBieHus 217 wuiam  BapHaHTy
ocylecTBiaeHus 218 i NpUMEHEHHs B JICHEHUH MYKOBHUCLIUI034.

220. Ilpumenenune popmsl F coenmunenus 1 mo moOoMy U3 BapMaHTOB OCYIIECTBIEHUS

210-215 unu papManeBTUYECKIX KOMIIO3ULIUI 1O BAPUAHTY OCYINECTBiIeHUs 217 unm BapuaHTty
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ocyLecTBiaeHus 218 B M3rOTOBJICHUH JIEKAPCTBEHHOIO Mpenapara AJisl JeYeHUs] MyKOBUCLUA03a.

221. Cniocob nedeHus: MyKOBUCIIHI03a, BKJIIOUYaOInii BBeneHue Gpopmsl F coennnenus 1
no JoboMy u3 BapuaHTOB ocymecTsieHus 210-215 wnmm papmManeBTUYECKON KOMITO3UIUH 10
BapUaHTy ocyIuecTBieHus 217 unu BapuaHTy ocyiuecTsieHus 218 cyObekTy, Hy KIaromeMycs B
5TOM.

222. CoenuHeHue A1 IPUMEHEHUs 110 BapUaHTy OCyliecTBieHus 219, npumeHeHue 1o
BapuaHTy ocyuectsierus 220 wim cnocod mo BapuaHTy ocyuiectsiaenus 221, roe dopmy F
coenunenus 1 mo mobomy u3 BapuaHTOB ocyuiectieHust 210-215 BBOAST B KOMOMHAIIMHM C TIO
MeHbIIIeH Mepe OTHUM JOTOJIHUTEIbHBIM coenuHeHneM, Mmonyaupyromum CFTR.

223. CoenuHeHue, NMPUMEHEHHE WM CIIOCO0 IO BAapHAHTY OCYLIECTBIIEHHs 222, rae
dopmy F coemmuenuss I mo moOomy u3 BapuaHTOB ocyiuectBieHuss 210-215 Beomst B
KOMOWHAIINH C

coenuHenneM III vim coeqnnenuem I11-d;

(1) coenunenuem 11 u (ii) coenuaennem III win coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnn coenunenuem I11-d.

224. Komno3unwsi, MPUMEHEHHe, CIOCo0 WM COSANHEHHE MO JIOOMYy W3 BapHUAHTOB
ocymectenenust 218-223, rme coemmuenue Il w/mnm coenunenne III maxomstcs B dopme
TBEPJAOHN TUCIEPCUH.

225. Io cytu kpucraumudeckast popma G B BUAe ruapara KaJlbLUEBON COM COSTUHEHUS
I (r. e, rne menee 15% coenunenust 1 Haxonmsarcs B amopdHoit ¢dopme, rme menee 10%
coenunenusi 1 Haxomsrcs B amopdHON ¢opme, rae menee 5% coemuHeHust I HaxomsiTcst B
amop¢Hoit popme).

226. Coenunenue I mo Bapuanrty ocyuectBienus 225, rae coenunenue I npencrapusier
coboii 100% kpucrammnueckyto Gopmy G B Buae ruapata KaJlbLHEBOH CONH.

227. Kpucrasumdeckas ¢opma G B Buae ruzaparta KajabLueBOi coiu coemuHeHus I mo
BApUAHTy OCYIIEeCTBJIEHUs 225 WM BapUaHTy OCYINECTBJIECHUsI 226, XapaKTepU3YIOLIAsCs
PEHTTeHOBCKOMW MOPOIIKOBOW MU(PAKTOrpaMMOil ¢ curHanamu npu 5,9 + 0,2 rpagyca yria nsa-
tera, 8,8 £ 0,2 rpaayca yria asa-tera u 26,6 + 0,2 rpanyca yria aBa-TeTa.

228. Kpucrannudeckast ¢popma G B BHIEe ruapaTa KaJbLMEeBOH coiu coemuHeHus 1 mo
BAPUAHTYy OCYIIECTBIEHUs 225 WM BapUaHTy OCYIUNECTBJICHMs 2206, XapakTepU3yHLIAsCs
PEHTTEHOBCKOW MOPOIIKOBOU MU(PPAKTOTPAMMOHM, MO CYTHU MOAOOHON TaKOBOW, MOKA3aHHOW Ha
¢ur. 17.

229. Kpucrannudeckast Gpopma G B BHIE TUApaTa KajablMeBOW coiu coemuHeHus 1 mo
JFOOOMY W3 BapHAHTOB OCYINeCTBIeHWsT 225-228, mony4eHHas ¢ TIOMOIIBID Ccrocoda,
BKJIFOUAIOILIET0 MojBepraHue ¢GopmMbl A B BUAE THApATa KaJbLUEBOH CONU coenuHeHus |
mnddysuu ¢ Ha3oBbIM NEPEXOAOM «Iap-TBepaoe Bemectso» B EtOAc.

230. Cnocob monyueHust Kpucraminueckoil popmsl E B BUIe ruzpara KaablUeBONH COU
coennaenus 1 mo moOoMy M3 BapHAaHTOB OCYINECTBIEHHs 225-228, MOJYYEHHOH C IMOMOIIBIO
crioco0a, BKIIIOHaroIero nojasepranue Gopmol G B BUIE THApPATa KAJIbLUEBOW COJM COEIMHEHUS

I nuddysuu c pazoBeiM nepexonom «nap-reepaoe Bemectsoy» B EtOAc.
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231. dapmarneBTHUECKAsT KOMIIO3HIINS, COepKaasi Kpuctamndeckyro Gopmy G B Bune
ruapaTa KajbLueBol conmu coeanHeHus I mo moOoMy U3 BapuaHTOB OCyInecTBieHHUs 225-229,
HEeoOs13aTeNIbHO JOTIOIHUTENBHO COMEpIKaIlasi OfHO WM Oojee JOTONHUTEIbHBIX COeIUHEHHH,
monynupyromux CFTR.

232. @apmaneBTHUECKAsT KOMITO3ULMS IO BAPUAHTY OCyliecTBiIeHus 231, rae oqHo miu
Oosee nonoaHUTENbHBIX coequHennii, moaymupyromux CFTR, npencrasnstot coboit

coenunenue III nnu coenunenue 11I-d nnu

(1) coenunenue 11 u (i) coenunenue Il nam coennnenue I111-d.

233. ®opma G B BuAe ruapata KajbLHMeBOW coju coeawHenus 1 mo mobOomy u3
BAPUAHTOB OCyLIeCTBICHHUA 225-229 wunm QapmManeBTHYeCKass KOMIIO3ULHS MO BapUAHTY
ocywmecTtsiaeHuss 231 wnm BapuaHTy oOcCyliecTBieHuss 232 A NPUMEHEHUs B JIEYEHUU
MYKOBHCLIUJ03A.

234. Tlpumenenue ¢opmbel G B BHIe ruapata KalbLUeBOH coyiu coenunHenust 1 mo
JFOOOMYy W3 BapUAHTOB OCYyINeCTBIeHHs 225-229 wnm (hapMameBTUYECKON KOMITO3UIUHU TIO
BAPUAHTy OCYILIECTBIE€HHs 231 wiM BapuaHTy OCYLIECTBiAeHUss 232 B H3TOTOBJIEHUU
JIeKapCTBEHHOTIO Mpernapara AJisl JeueHus: MyKOBHCLIMI03a.

235. Cnoco0 neueHHMss MyKOBHCIMIO3a, BKJIIOUarOIni BBeneHne ¢opmbl G B BHUIE
ruapaTa KajgblueBo conm coenuHeHus I mo moboMy M3 BapuaHTOB OCyIIeCTBiIeHUs 225-229
wii  $apMaleBTHUECKOH KOMITO3MLIMK IO BapHaHTy ocyliecTBieHus 231 wim BapuaHTy
ocyecTBieHust 232 cyOBeKTy, Hy KIA0IIEeMYCsl B 3TOM.

236. CoenuHeHue [UIsl IPUMEHEHUs TI0 BapUAHTY OCYILECTBJIeHMs 233, IpUMEHEHue 1o
BapUaHTy OCYLIeCTBIEHHs 234 unu crnocod mo BapuaHTy ocyuiectsieHus 235, rae ¢popmy G B
BUZIE€ TUApATA KaJIbLUEBOH conu coennHenus I mo moOoMy U3 BapUAHTOB OCYLIeCTBIeHUs 225-
229 BBOmAT B KOMOMHALIMM C IO MEHbIIEH Mepe OAHUM JAOIOJHHUTENbHBIM COEANHEHUEM,
monyaupyroumum CFTR.

237. CoenuHeHue, MPUMEHEHHE WM CIOCO0 MO BapHAHTY OCYLIECTBIIEHHs 236, rae
dopmy G B BHume ruapata KajblHeBOH comu coenuHenus I mo mroOoMy W3 BapHAaHTOB
ocyuiecTBiieHus 225-229 BBOIAT B KOMOMHALIMU C

coenuHenueM II vim coennnenuem I11-d;

(1) coennnenuem 11 u (ii) coenuaenuem III wnn coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnn coenunenuem I11-d.

238. Komnosuuus, mpuMeHeHHe, Crocod WM COeNWHEHHE IO JIIOOOMY W3 BapHUaHTOB
ocymectsnenust 232-237, rae coemmuenue Il w/mnm coemunenne III maxomsrcs B (opme
TBEPJOHN TUCIEPCUN.

239. o cytu kpucramndeckast popma H B Buge ruapara KaibLUEBOH COM COSTUHEHUS
I (t. e, tne menee 15% coenunenust 1 Haxonmsarcs B amopdHoit ¢dopme, rme menee 10%
coenunenusi 1 Haxomsres B amopdHON ¢opme, roe menee 5% coemuHeHus: I HaxomsiTcsi B
amop¢Hoit popme).

240. Coenunenue I no BapuanTy ocywmectsaenus 239, rae coenunenue I npencrasnser

coboit 100% kpucrammmueckyro ¢popmy H B Buze rumpara KaJibLHAEBOH CONH.
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241. Kpucrammueckast ¢opma H B Buae rugparta KajablueBOi conu coenwHeHus 1 mo
BapUaHTy oOcCyllecTBieHust 239 wunu BapuaHTy ocyiuectBieHus 240, XapakTepu3yrolascs
PEHTI€HOBCKON MOPOIIKOBON MU pakTorpaMmoil ¢ curnanamu npu 5,8 + 0,2 rpagyca yria nBa-
tera, 13,0 + 0,2 rpanyca yria nsa-tera u 14,5 + 0,2 rpanyca yria nsa-tera.

242. Kpucrannmuueckast ¢opma H B Buae runparta kajablueBoil comu coeguHeHus I mo
BAPHAHTY OCYLIECTBICHUs 239 unM BapuaHTy ocyiecTsiaeHus 240, XapaKTepHU3yHOLIAsAcs
PEHTIeHOBCKOH MOpPOIIKOBOH nudpaxrorpammotii ¢ (a) curHamamu npu 5,8 + 0,2 rpagyca yria
nBa-tera, 13,0 £ 0,2 rpaayca yria asa-tera u 14,5 = 0,2 rpaayca yria nsa-tera u (b) oqHum wiu
Oonee curHanamu, BbiOpanHbiMU U3 8,3 + 0,2 rpaayca yria asa-tera, 12,0 + 0,2 rpangyca yria
nBa-tera, 19,5 £ 0,2 rpanyca yrna nBa-tera u 27,9 + 0,2 rpanyca yria aBa-TeTa.

243. Kpucrammyeckast ¢opma H B Buae ruapaTta KajdbLHeBOH conu coenawHeHus 1 mo
BApUaHTy oOcyliecTBieHuss 239 unau BapuaHTy ocyluecTsieHHus 240, XapakTepu3yrolascs
PEHTT€HOBCKOW MOPOLIKOBOH NH(PAKTOrpaMMOH, MO CyTH MONOOHOW TAaKOBOH, MOKAa3aHHOW Ha
(ur. 45.

244. Kpucrammueckast ¢opma H B Buae ruapaTta KajdbLHeBOH conu coenwHeHus 1 mo
moboMy W3 BapHAHTOB OCyLIeCTBIeHUs 239-243, xapakTepH3yrOIIascs TPUKJINHHON
KPUCTAJUIMYECKON CHCTEMOM, MPOCTPAHCTBEHHON rpynnoi Pl u mapameTrpamu 31€MEHTapHOU
sueiiky, mMepeHHbIMH Tpu 100 K Ha nudpaxtomerpe Bruker ¢ wucnonb3oBaHHEM

CHHXPOTpOHHOTO u3yueHus (A=0,7288 A).

8,65+ 0,01 A 82,47+ 0,01°
17,78 £ 0,01 A 86,95+ 0,01°
24,07+ 0,01 A 86,56 + 0,01°

245. Kpucramyeckast ¢opma H B BuAe ruapaTta KajdbLHeBOH coiu coeawHeHus: 1 mo
m000My M3 BaPHAHTOB OCYIIECTBIIEHHs 239-244, XapakTepU3yOLIasics Be ssNMR-cnektpom ¢
nukoM npu 148,9 = 0,2 ppm, 27,2 £ 0,2 ppm u 4,8 = 0,2 ppm.

246. Kpucrammueckast ¢opma H B Buae ruapaTta KajdbLHeBOH comu coeawHeHus 1 mo
1000My M3 BaPHAHTOB OCYIIECTBIIEHHs 239-244, xapakTepU3yOLIasiCs Be ssNMR-cnextpom ¢
(a) muxamu mipu 148,9 + 0,2 ppm, 27,2 £ 0,2 ppm, u 4,8 £ 0,2 ppm; u (b) nukom npu 164,7 + 0,2
ppm, 1283 £ 0,2 ppm, 117,0 £ 0,2 ppm u/unu 19,4 + 0,2 ppm.

247. Kpucrammmueckast ¢opma H B Buae ruapaTta KajabLHeBOH conmu coenwHeHus 1 mo
m000My M3 BapUaHTOB OCYLIECTBJIECHUs 239-244, xapakTepu3yromascs BC ssNMR 1o CyTH
NoJ00HBIM TAKOBOMY, ITOKa3aHHOMY (ur. 46.

248. Kpucrammueckast ¢opma H B Buae runparta KaiablueBoi comu coeawHeHus 1 mo
JF00OMy W3 BapHAHTOB oOCymecTBieHHWss 239-244, mnony4eHHas € TIOMOIIBIO Criocoda,
BKJIIOYAIOLIETO cMelnBaHue (GopMbl A B BUZE KajblueBol comu coequnenws 1 8 IPA/H,0.

249. Cnoco0 monyueHust Kpucraumdeckoit ¢popmbl H B Buie ruagparta KajabLUEBON CONMU
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coenuHenus 1 mo moOoMy U3 BapHAHTOB OCYIIECTBIIEHUST 239-244, BKITIOUAIOLINI CMEIITHBAHUE
kaypLeBoil conmu coequnenust 1 8 IPA/H>O.

250. ®apmarneBTUdecKast KOMIIO3ULNSA, CoAeprKalias Kpuctanandeckyro ¢opmy H B Bune
ruapaTa KanbLueBol conu coeauHeHus I mo moOoMy U3 BapuaHTOB ocynecTBieHus 239-245,
HeoOs13aTeNIbHO JIOTIOJIHUTENBHO COMep Kalasi OJHO WM Oojee NOMONHUTEIbHBIX COSIUHEHUH,
monyaupyromux CFTR.

251. dapmaneBTHUECKAsT KOMITO3ULMS IO BAPUAHTY OcyliecTBieHus 250, rae oJHO win
Ooniee nonoHUTENBHBIX coennHenuii, moayaupyromux CFTR, npeacrapnstor coboit

coenunenue III nmn coenunenue INI-d umu

(1) coenunenue 11 u (i) coenunenue III nim coennnenue I11-d.

252. ®opma H B Bume rumgpara kamplueBod comu coeamHeHust I mo mobomy u3
BApUAHTOB ocCylecTBiIeHus 239-245 wunm QapmaneBTudeckass KOMIIO3WULHS MO BapUAHTY
ocymecTtsiaeHuss 250 wnm BapuaHTy oOcyuiecTBieHuss 251 nnd npuMeHeHuss B JIEUEHUU
MYKOBHCLIJ03A.

253. Ilpumenenue ¢opmel H B Bunme ruapata KanbLUeBOH coiu coenwHeHus 1 mo
JFOOOMY W3 BapHAHTOB OCyIIeCTBIeHHs 239-245 wnm (apMameBTUYECKON KOMITO3UIUHU TIO
BapuUaHTy ocywecTsieHus 250 wnm BapuaHTy ocywectsiaeHuss 251 B HM3rOTOBJICHHH
JIEKapCTBEHHOTIO Mpernapara AJisl JeUeHus: MyKOBHCLIMI03a.

254. Cnoco0 neueHHs MyKOBHUCLIMIO3a, BKJIOUarommuii BeeneHue ¢opmsl H B BHze
ruapaTa KajablueBoW conu coenuHeHus I mo moOomy M3 BapuaHTOB OCyluecTBieHus 239-245
wii  papMaleBTHUECKOH KOMIIO3MLIMM IO BapHaHTy oOcylnecTBieHuss 250 WM BapUaHTy
ocymecTBieHust 251 cyOBeKTy, Hy KIat0IeMycsl B 3TOM.

255. CoenuHenue sl IPUMEHEHUs TI0 BApUAHTY OCYILECTBJIECHMs 252, IPUMEHEHHUe 10
BapUAHTY OCYLIECTBJIEHHs 253 miu crnocol mo BapuaHTy ocyuiectsienus 254, roe ¢opmy H B
BUJIE THIpATa KaJIbLHEBOH conu coeauHeHus I o moOoMy U3 BApHAHTOB OCYIIECTBIEHUS 239-
245 BBOOAT B KOMOHMHALIMK C IO MEHbLICH Mepe OOHUM JOINOJHHUTENIbHBIM COEIUHEHHEM,
monynupyromum CFTR.

256. CoenuHeHue, NMPUMEHEHHE WM CIIOCO0 IO BAapHAHTY OCYLIECTBIIEHHs 255, rae
dopmy H B Bume rumpara kanbLueBOH conu coenwHeHus I mo Jgr0OOMy W3 BapUAHTOB
ocyuiecTBiieHus1 239-245 BBOIAT B KOMOWHALIMU C

coenuHenreM III vm coeqnnenuem I11-d;

(1) coenunenuem 11 u (ii) coenurennem III wn coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnn coenunenuem I11-d.

257. Komno3uuusi, MpUMEHEHHUE, Crocod WM COeNWHEHHE IO JIFOOOMY W3 BapHUaHTOB
ocymectenenust 251-256, rne coemmuenue Il w/mnm coenunenne III maxomstcs B (dopme
TBEPAOHN TUCIEPCUH.

258. o cytu kpucrammmueckas Gopma A B Buze conbBata ¢ EtOH xanbumesoi comu
coenunenus I (. e, roe menee 15% coenunenus I Haxomurcs B amopdHO# dopme, rie MeHee
10% coenunenus 1 Haxonurcs B amopdHoit popme, rae meree 5% coenunenust 1 Haxonurcs: B

amop¢Hoit popme).
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259. Coenunenne I no BapuanTy ocymectsienus 258, rune coenunenue I npencrasnsier
coboit 100% kpucrammmueckyro ¢popmy A B Bune conbbara ¢ EtOH kanbumesoit comnn.

260. Kpucrammuueckass ¢dopma A B Buzme compBata ¢ EtOH xanbuumeBoit comu
coequHenust I mo BapuaHTy oOcylecTBieHus 258 uIM BapuaHTy OCyLecTBieHUs 259,
XapaKTEePU3YIOINAsACs PEHTI€HOBCKON MOPOLIKOBOH An(pakTorpaMMoi ¢ curHajgamu npu 4,1 +
0,2 rpanyca yrna nsa-teta, 8,2 + 0,2 rpanyca yria asa-tera u 17,1 + 0,2 rpagyca yrna nsa-tera.

261. Kpucrammmueckass ¢opma A B Buae compBara ¢ EtOH kampumeBoi comim
coenuHeHust I mo BapuwaHTy ocyuecTBieHus 258 wiM BapuaHTy OCyLIecTBieHUs 259,
XapaKTEePU3YIOINAsCS PEHTTEHOBCKOM MOPOIIKOBOM TU(PAKTOrpaMMoii ¢ (a) curHanamu npu 4,1
+ 0,2 rpanyca yrna nsa-tera, 8,2 £ 0,2 rpagyca yrna asa-tera u 17,1 £ 0,2 rpanyca yria nsa-
teta u (b) curaanom npu 8,5 + 0,2 rpanyca yria nea-tera w/wm 16,5 £ 0,2 rpagyca yria asa-
TeTa.

262. Kpucrammmueckas ¢opma A B Buzme compBata ¢ EtOH xanpuueBoit comm
coenuHeHust I mo BapuaHTy ocyuecTBieHuss 258 wiIM BapuaHTy oOcCyllecTBieHus 259,
XapaKTEePU3YIOINAsCS PEHTTEHOBCKOM MOPOIIKOBOH ITU(PAKTOrpaMMoii ¢ (a) curHanamu npu 4,1
+ 0,2 rpanyca yrna asa-tera, 8,2 £ 0,2 rpagyca yrna asa-tera u 17,1 = 0,2 rpanyca yria nsa-
teta u (b) ogauM nm Oonee curnaiamu nipu 4,1 + 0,2 rpapyca yria nea-tera, 4,8 + 0,2 rpanyca
yria nBa-tera, 5,6 = 0,2 rpangyca yria aBa-teta, , 8,5 £ 0,2 rpagyca yria asa-tera, 16,5 + 0,2
rpaayca yria nsa-teta u 20,3 = 0,2 rpaayca yrija asa-Tera.

263. Kpucrammmueckas ¢opma A B Buzme compBata ¢ EtOH xanbuumesoit comu
coenquHeHust I mo BapuaHTy oOcyliecTBieHHs 258 UM BapuaHTy OCyLIecTBieHuUs 259,
XapaKTEePU3YIOINAsACS PEHTICHOBCKOW IOPOLIKOBONH AM(PPaKTOrpaMMol, MO CYTH IMOAOOHOM
TaKOBOW, NTOKa3aHHOU Ha (ur. 18.

264. Kpucramummueckass ¢opma A B Buae compBara ¢ EtOH kampumeBoi comim
coenuHenus: 1 mo moOomMy M3 BapHaHTOB OCyIIECTBIEHUS 258-203, mony4YeHHas! ¢ TMOMOLIBIO
croco0a, BKJIIOYAKOMIErO OBICTPOE OXJIaXKIEHUE PacTBOpa KaJbLUeBOW conu coenuHenus 1 B
EtOH:H,0 (85:15).

265. Cnocob monydenusi Kpuctauimueckoii ¢opmel A B Buae coipBata ¢ EtOH
KaJbIUEBOH conu coenuHerus 1 mo moboMy U3 BApUAHTOB OCYINECTBIICHUS 225-2, MoNy4YeHHON
C TMOMOINBI Croco0a, BKIFOYAKOMIEro OBICTPOE OXJIAXKIAEHHE pPacTBOpa KajbLHEBOH COJU
coequnenns I B EtOH:H,0 (85:15).

266. @apmManeBTUYECKas KOMITO3UIMSA, COAEpIKAIIasi KPUCTALIHYECKYIO GopMy A B BHIE
conpBara ¢ EtOH kanbumesoii comn coenunenus I mo moOOMy M3 BApHAHTOB OCYINECTBIICHHS
258-264, HeoOs3aTeIbHO IOTMOJHHUTEIBHO CONepsKallasi OJHO WK Oojiee TOMOJHUTENbHBIX
coenuHeHui, moaynupyromux CFTR.

267. ®apmalieBTHYECKas] KOMIIO3HUIIMS 10 BAPUAHTY OCYIIECTBIIEHHUs 260, rae OAHO WU
bonee nonoaHUTENBHBIX coennHennit, Mmonymupyromux CFTR, npeacrasnstor codoit

coenunenue III nnu coenunenue IMI-d nnun

(1) coenunenue II u (i) coenunenue Il nmm coennnenue I11-d.

268. ®opma A B Buze conbBara ¢ EtOH kanbrueBoit comu coenunenus I nmo moOomy u3
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BApUAHTOB oOcyliecTBIeHUs 258-264 wunm QapmaneBTudeckass KOMIIO3ULHS IO BapUAHTY
OCyLIECTBJEHUsI 200 WIM BapUaHTy OCyLIECTBIeHUs 207 pAyd NPUMEHEHUs B JIEYEHUU
MYKOBHMCLIUJI03A.

269. Ilpumenenne popmsl A B Buae conbbara ¢ EtOH kanbuueBoit conu coenunenus 1
1o J0OOMy W3 BapUAHTOB OCYyINECTBiIeHUs 258-264 wnu (apMaleBTHUECKOW KOMITO3UIMU IO
BAPMAHTY OCYLIECTBJEHUS 260 WIM BapUaHTy OCYLIECTBJEHUs 267 B HU3rOTOBJIEHUU
JIEKapCTBEHHOIO Ipemnapara AJis JeUeHUs MyKOBUCLIU03a.

270. Cnoco0 neuyeHHMss MyKOBHCLMIO3a, BKJIIOUAIOIIMN BBeneHHe (GopMmbl A B BHUIE
conbBara ¢ EtOH kanbuumesoii comu coenunenus I mo moOOMy M3 BApHAHTOB OCYILECTBIICHHS
258-264 wnu papMarieBTUYECKOH KOMIO3ULIUH 110 BAPHAHTY OCYLIECTBICHHs 206 WM BapUAHTY
ocyecTBiieHust 267 cyOBeKTy, HY KIAIOIIEMYCsl B 3TOM.

271. CoenuHeHue JUIsl IPUMEHEHUs TI0 BapUaHTy OCYILECTBJIeHUs 268, mpUMeHeHue 1o
BapHUaHTy ocymiecTBieHus 269 unn cnocod mo BapuaHTy ocyuiectsienus 270, rae ¢opmy A B
Bune compBata ¢ EtOH kampumeBoit comum coenuHenuss 1 mo moOoMy W3 BapuUaHTOB
ocymectBieHust 258-264 BBOAAT B KOMOMHALIMH C 110 MEHBIIEH Mepe OIHUM JOTOJHUTEIbHBIM
coenunennem, monynupyromum CFTR.

272. CoenuHeHue, NMPUMEHEHHE WINM CIOCO0 MO BapWaHTy ocymectsieHus 271, raoe
dbopmy A B Bune conbBaTta ¢ EtOH kanbuueBoii conmu coenunenus I mo moOoMy U3 BapUaHTOB
ocymiectByieHus 258-264 BBOIAT B KOMOMHALINU C

coenuHenureM III unu coequnenuem I1I-d;

(1) coenunenuem 11 u (i1) coenuaenuem III wnu coenunenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunenunem II1 nnn coenunenuem II1-d.

273. Komno3uuusi, IpUMEHeHHe, Crocod MM COeAMHEHHE MO JIIOOOMYy M3 BapHUaHTOB
ocymectBienus 267-272, rne coemmnenue II w/mmm coenunenue III maxomsatcst B ¢dopme
TBEPAON AUCIIEPCUH.

274. Tlo cytu kpuctrajuindeckas popma B B Bune conbBata ¢ EtOH kanbuueBoit conu
coenunenus I (T. e, roe menee 15% coenunenus I Haxomurcs B amopdHOi Gopme, rie MeHee
10% coenunenus 1 Haxonutcst B amopduoii popme, rne menee 5% coenunenus: I Haxogurcs B
amop¢Hoit popme).

275. Coenunenne I mo BapuanTy ocymectsienus 274, rne coenuaenune I npencrasnsier
coboit 100% kpuctammmueckyro ¢popmy B B Buae conbpara ¢ EtOH kanbuueBoii comu.

276. Kpucrannudeckas popma B B Buze conbbara ¢ EtOH kanbuueBoi coiiu COeTMHEHHSI
I no BapuanTy ocyiuecTBieHus 274 Uiy BapUaHTy OCYLIECTBJIEHUs 275, XapaKTepU3yroLIasics
PEHTI€HOBCKOW MOPOLIKOBOH MU pakTorpaMMoii ¢ curHanamu npu 15,4 + 0,2 rpagyca yria nsa-
TeTa.

277. Kpucramnmudeckasi popma B B Buze conbbara ¢ EtOH kanbumeBoi coiiu COeTMHEHHSI
I no BapuanTy ocyiecTBieHus 274 uiau BapUaHTy OCYLIECTBIEHHUs 175, xapakTepusyrouiasics
PEHTI€HOBCKOHN MOPOIIKOBON nudpakTorpaMmoil ¢ curHanamu npu 4,5 + 0,2 rpagyca yria nsa-
tera, 5,0 £ 0,2 rpaayca yrina asa-tera u 15,4 + 0,2 rpanyca yria nsa-Tera.

278. Kpucrannuueckasi popma B B Buze conbpara ¢ EtOH xanbuueBoii coiv COequHEHUs
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I no BapuanTy ocymecTsieHus 274 uau BapUaHTy OCyLIeCTBJIeHUs 175, xapakrepusyromasics
PEHTTEHOBCKOW MOPOIIKOBON MU(PAKTOTPAaMMOH, IO CYTHU MOAOOHON TAaKOBOH, IMOKAa3aHHOW Ha
(ur. 19.

279. Kpucrannuueckasi popma B B Buze conbpara ¢ EtOH kxanbuueBoii coyiv COequHEeHUs
I mo mobomMy M3 BapHaHTOB OCyIIECTBIEHUs 274-278, MOJyYEHHBIH C MOMOIIBIO CrIOco0a,
BKJIIOYAIOIIET0 LUKJINYHOE M3MEHEHHE TeMmepaTypbl (GOpMbl A B BHIE THMApaTa KaJlbLUEBOH
comu coenunenus 1 B cmecu EtOH:H-rentan (1:1) ot 60°C no 5°C co CKOPOCTBEO OXJIaKACHUS,
cocrapssiroreii 0,2°C/MuH.

280. Cnocob mnonydenusi kpuctamauueckoii ¢opmer B B BHume combBata ¢ EtOH
KaJblMeBOH comu coeawHeHuss 1 mo moOoMy W3 BapuUaHTOB oOCyLlecTBIeHUs 274-278,
MOJIY4€HHOM € TIOMOIIBIO CIIOCO0a, BKIFOYAKOIIETO IUKJINYHOE U3MEHEHHE TEMITEPATYPhI (HOPMBI
A B Buze ruapata kanmpiueBoit conu coequHenust I B cmecu EtOH:H-rentan (1:1) ot 60°C no
5°C co ckopocThro oxyakaeHus, cocrapiisttorneii 0,2°C/muH. .

281. @apmaneBTHYECKast KOMITO3ULIMSI, CONEprKalas KpUCTaTHIecKyo ¢opmy B B Buze
conpBara ¢ EtOH kanbumesoii comn coenunenus I mo moOOMy M3 BapHAHTOB OCYINECTBIICHUS
274-279, HeoOsi3aTeNbHO IOIMOJHHUTEIBHO CONepsKalnasi OgHO Wiu Oojiee IOMOTHHUTEIbHBIX
coenuHenui, moaynupyromux CFTR.

282. ®apmalieBTHYECKasT KOMIIO3UIMS 110 BApUAHTY OCyllecTBieHus 281, rae ogHo i
Oonee nonoaHUTENBHBIX coennHenuit, moayaupyromux CFTR, npencrapnstor codboit

coenunenue III nnu coenunenue IMI-d nnun

(1) coenunenue 11 u (i) coenunenue Il nnm coennnenue I11-d.

283. ®opma B B Bune conbbara ¢ EtOH kanbuuesoii conu coenunenus I mo modomy u3
BApPUAHTOB OCylLIeCTBICHUA 274-279 unm ¢apmaneBTudeckas KOMIIO3ULUS IO BapUaHTy
ocymectsieHuss 281 wnu BapuaHTy ocyuiecTBieHus 282 s NPUMEHEHUs B JICYEHUH
MYKOBHCLIUJ034.

284. Ilpumenenue Gopmel B B Bune conmpBata ¢ EtOH kanbuueBoit conu coenunenust 1
1o JIoO0OMy U3 BapHAHTOB OCyLIeCTBiIeHUs 274-279 wnu (apManeBTUYECKONH KOMITO3UIUH 10
BApUAHTy OCylLlecTBIeHUs 281 waum BapuaHTy oOcyllecTBiaeHuss 282 B  H3TOTOBJICHUH
JIEKapCTBEHHOIO Npenapara JJisl JIeYeHUss MyKOBUCLIUA03a.

285. Cnoco0 neueHHs MyKOBHCIMIO03a, BKJIOUArOIIMKA BBeneHue ¢opmsel B B BHIe
conpBara ¢ EtOH kanbuumesoii comu coenmaeHus I mo moOOMy M3 BApHAHTOB OCYINECTBIICHHS
274-279 unn papManeBTUIECKONH KOMIIO3ULIUH 110 BAPUAHTY OCyINeCTBiIeHUs 281 nim BapuaHTty
ocymecTBieHust 282 cyOBeKTy, HYKIAOIIEMYCsl B 3TOM.

286. CoenuHeHue [UIsl IPUMEHEHUs TI0 BapUAaHTy OCYIeCTBJIeHUs 283, mpuUMeHeHue 1o
BapUaHTy ocyuiecTBieHus 284 nimu crocod mo BapuaHTy ocyuecTtsieHus 285, rae ¢opmy B B
Bune compBata ¢ EtOH kampumeBoit comm coenmuenuss I mo moOoMy U3 BapuaHTOB
ocymectBieHust 274-279 BBOAAT B KOMOMHALIMH C 110 MEHBIIEH Mepe OIHUM JOTOJHUTEIbHBIM
coenunennem, moaynupyromum CFTR.

287. CoenuHeHue, NMPUMEHEHHE WM CIIOCO0 IO BapHaHTy OCyLlecTBIeHHs 286, rae

¢dopmy B B Buzme conbbara ¢ EtOH kanbiuesoit conu coenunenus: I mo moOboMy U3 BapUaHTOB
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ocyuiecTBiieHus 274-279 BBOIAT B KOMOMHALIUU C

coenunenureM III vnu coequnenuem I1I-d;

(1) coenunenuem 11 u (i1) coenunenunem III wnu coennnenuem I11-d nm

(1) coenunenuem 1V u (i1) coenunenunem I nunn coenunenuem II1-d.

288. Kommnosuiysi, mpuMeHeHHe, Crioco0 MM COeNUHEeHHe Mo JIIoOOMy H3 BapHaHTOB
ocymectsienus 282-287, rne coemmuenue II w/wmmm coenunenme III maxomsatcst B ¢dopme
TBEPAOU AUCIIEPCUH.

289. Tlo cytu kpucrauimdeckas popma C B Bune compBata ¢ EtOH xanbiuesoii conu
coenunenus 1 (. e, roe menee 15% coenunenus 1 mHaxomurcs B amopdHO# Gopme, rie MeHee
10% coenunenus 1 Haxonutcst B amopduoii popme, rne meree 5% coenunenus I Haxogurcs B
amop¢Hoit popme).

290. Coenunenne I no BapuanTy ocymectsienus 289, rne coenunenue I npencrasnsier
coboit 100% kpuctammmueckyro ¢popmy C B Buae conbpara ¢ EtOH kanbumeBoii comu.

291. Kpucrannudeckasi popma C B Buae conbpara ¢ EtOH xanbiueBoii coJiu COeqUHEHUS
I no BapuanTy ocymectsieHus 289 unan BapuaHTy ocyliecTBieHus 290, xapakTepu3yroIasics
PEHTI€HOBCKOMN MOPOIIKOBON MU pakTorpaMmoil ¢ curHanamu npu 4,2 + 0,2 rpagyca yria nsa-
teta, 5,0 £ 0,2 rpagyca yrna asa-tera u npu 5,7 + 0,2 rpaayca yria aBa-TeTa.

292. Kpucrammudeckas popma C B Buae conbbara ¢ EtOH xanbumeBoi coiiu COeTMHEHHS
I no BapuanTy ocymectsieHus 289 uiau BapuaHTy ocyliecTBieHus 290, xapakTepu3yroIascs
PEHTTEHOBCKOW MOPOIIKOBON AU(PAKTOrPaMMOH, IO CYTHU MOAOOHON TAKOBOW, IMOKA3aHHOW Ha
(ur. 20.

293. Kpucrammnueckasi popma C B Buze conbbara ¢ EtOH kanbumeBoi coiu coeTnHEeHHs
I mo mobGomy w3 BapuaHTOB ocymiecTBieHUst 289-292, mosydeHHas ¢ MOMOLIBIO Criocoda,
BKJIFOYAIOLIETO TOJyuYeHHe B3BecH aMopdHOi KanmbiueBon comu coeaunenus 1 ¢ EtOH:H,O
(9:1) npu KOMHATHOM TeMIepaType.

294. Cnocob mnonydenusi kpuctamaudeckoii ¢opmer C B Bume combBata ¢ EtOH
KaJbLUEBOH comu coeawHeHuss 1 mo moOoMy U3 BapuUaHTOB oOcCyllecTBieHUs 289-292,
MOJIY4€HHOW C TIOMOIIBIO Croco0a, BKITFOYANOIIEro MOJyYeHHe B3BECH aMOP(HOHN KabIHeBOI
comu coequrenus I3 EtOH:H,0 (9:1) npu koMHaTHOM Temmeparype.

295. ®@apmarneBTHYECKast KOMITO3ULIMSI, coneprKammas Kpucrauinieckyro ¢opmy C B Buze
conpBara ¢ EtOH kanbuumesoii comu coenunenus I mo moOOMy M3 BApHAHTOB OCYINECTBIICHHS
289-293, HeoOs3aTeNIbHO IOMOJHHUTEIBHO CONEpiKallasi OJHO WM 0ojiee TOMOJHUTEbHBIX
coenuHeHni, monynupyroumx CFTR.

296. ®apmalieBTHYECKas] KOMIIO3UIMS 110 BApUAHTY OCYIIeCTBIeHUs 295, rae oaHo uiu
bonee nonoaHUTENBHBIX coennHennit, Mmonymupyromux CFTR, npeacrasnstor codoit

coenunenue III nnu coenunenue IMI-d nnu

(1) coenunenue 11 u (i) coenunenue Il nim coennnenue I11-d.

297. ®opma C B Buze conbbara ¢ EtOH kxanbuumesoii conu coenunenus I mo modomy u3
BApUAHTOB ocyuiecTBiIeHus 289-293 wunm QapmaneBTudeckass KOMIIO3ULHS IO BapUAHTY

ocywecTsiaeHuss 295 wnM BapuaHTy OCyllecTBiaeHuss 296 g NPUMEHEHUs B JICYCHUU
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MYKOBHMCLIUJ03A.

298. Ilpumenenne popmel C B Bune compBata ¢ EtOH kanbuueoit conn coenunenus 1
1o JI000My U3 BapHaHTOB ocyuiecTBieHus 289-293 wnm apManeBTUYECKON KOMITO3UIUH 10
BApUAHTy OCYLIECTBJIEHUs 295 wiM BapuaHTy OCYLIECTBiAeHUs 296 B U3rOTOBJIEHUU
JIEKapCTBEHHOTI'O Ipemnapara AJis Je4eHUus: MyKOBHCLII03a.

299. Cnoco0 sedeHus MyKOBHCLHMIO03a, BKItoudaromuii BeeneHne (opmsl C B Buze
conbBara ¢ EtOH kanbuumesoii comu coenunenus I mo moOOMy M3 BApHAHTOB OCYILECTBIICHHS
289-293 wnu papmMarieBTUYeCKON KOMIO3ULIUH 110 BAPHAHTY OCYLIECTBICHHs 295 WM BapUAHTY
ocyiecTBieHus 296 cyOBeKTy, HY KIAIOIIEMYCsl B 3TOM.

300. Coenunenue it MPUMEHEHHs 0 BAPUAHTY OCYIIECTBIeHUs 297, mpUMeHeHue 1o
BapHUaHTy ocyecTBieHus 298 uimn cnocod mo Bapuanty ocymectieHus 299, roe gopma C B
Bune compBata ¢ EtOH kampumeBoit comu coenmuaenuss 1 mo moOoMy W3 BapHUaHTOB
ocymectsieHust 289-293 BBOAAT B KOMOMHALIMH C 110 MEHBIICH Mepe OIHUM JOMOJHUTEIbHBIM
coennnennem, monynupyromum CFTR.

301. CoenmHeHue, NMpUMEHEHHE HIIM CIOCOO Mo BapuaHTy ocymectsieHust 300, raoe
dopmy C B Buze conmbbara ¢ EtOH kanbiuesoit conu coenuuenus: I mo moOoMy W3 BapUAHTOB
ocyuiectBiieHus1 289-293 BBOIAT B KOMOMHALIMU C

coenuHenreM III vnm coequnenuem I11-d;

(1) coennnenuem 11 u (i1) coenuaennem III wnn coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnn coenunenuem I11-d.

302. Komno3uiusi, NpuMeHEHHe, Croco0 WM COeIUHEHHE MO JHOOMY W3 BapHAHTOB
ocymecteinenust 296-301, rme coemmnenune Il w/mnu coenunenue III nHaxomsarca B dopme
TBEPAOHN TUCIIEPCUH.

303. ITo cytu kpuctaundeckas Gopma A B BUIE TUApaTa HATPUEBOU COM CoeqrHEHus 1
(r. e, rne menee 15% coenunenuss 1 Haxomsarcs B amopgHOi ¢opme, rme menee 10%
coenunenus: 1 Haxomsitcs B amopHOi ¢opme, rae mMeHee 5% coemuHeHus I HaxomsiTCs B
amop¢Hoit popme).

304. Coenunenne I mo Bapuanty ocymectsienust 303, rne coenuHenue I npencrasmusier
coboit 100% kpuctaminueckyro GopMy A B BUIE THIPATa HATPUEBOW COJIH.

305. Kpucrannudeckas ¢opmMa A B BHUIE THapaTa HATPUEBOUW comm coeamHeHus 1 1o
BapuaHTy ocyuectsieHuss 303 wiau BapuaHTy oOcCyluecTBieHHs 304, xXapakTepusyrolascs
PEHTT€HOBCKOMN MOPOIIKOBON MU paKTOrpaMMoil ¢ curHanamu npu 5,4 + 0,2 rpagyca yria nsa-
tera, 15,9 + 0,2 rpaayca yrna asa-tera u 17,6 = 0,2 rpanyca yria nsa-Tera.

306. Kpucrammudeckas ¢opMa A B BHUIE THapaTa HATPUEBOUW comm coeamHeHus I 1o
BapuaHTy ocyumectsieHuss 303 wiau BapuaHTy oOcCyluecTsieHHus 304, XapakTepu3yrolascs
PEHTI€HOBCKOW MOPOLIKOBOH audpakrorpamMmoni ¢ (a) curranamu npu 5,4 + 0,2 rpaayca yria
nBa-tera, 15,9 + 0,2 rpagyca yria asa-tera u 17,6 = 0,2 rpaayca yria asa-tera u (b) curHaiom
npu 15,3 + 0,2 rpangyca yrna nsa-tera, 18,6 + 0,2 rpagyca yria asa-tera, 20,0 £ 0,2 rpaagyca
yria nBa-teta, 21,3 + 0,2 rpanyca yria nsa-tera, 23,9 + 0,2 rpagyca yria nsa-teta w/wiu 26,7 +

0,2 rpangyca yria nBa-Tera.
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307. Kpucrammudeckas ¢opMa A B BHUIE rHapaTa HaTpueBOH coim coeauHernws 1 mo
BapuaHTy ocyumectsieHuss 303 wuiau BapuaHTy oOcyluecTsieHus 304, XapakTepu3yrolascs
PEHTTEHOBCKOM MOPOIIKOBON AU(PPAKTOTPaMMOH, MO CYTHU MOAOOHON TAKOBOW, IMOKA3aHHOW Ha
(qur. 34.

308. Kpucrannuueckass ¢popma A B BHUIe TuapaTa HaTpueBOW conu coeanHeHus I mo
moOoMy U3 BapuaHTOB ocymecTBieHust 303-307, xapakrepusyromascs Be ssNMR-cniextpom ¢
nukoM nipu 177,0 £ 0,2 ppm, 159,6 = 0,2 ppm, 138,5 + 0,2 ppm, 107,0 £ 0,2 ppm, 96,4 = 0,2
ppm, 38,3 £ 0,2 ppm u/mnu 28,9 + 0,2 ppm.

309. Kpucrannudeckas ¢popmMa A B BHIE THapaTa HATPUEBOUW cojm coenuHenus I 1o
moboMy M3 BapuaHTOB ocyuiecTBieHus 303-307, xapakTepu3yromascs BC ssNMR 1o CyTH
NOoJO0OHBIM TAKOBOMY, MTOKa3aHHOMY (ur. 35.

309(a) kpucramudeckas ¢popmMa A B BHUIE ruapata HaTpueBoW comu coenuHenws 1 mo
moboMy #3 BapuaHTOB ocymecTBieHuss 303-309, xapakTepusyromascs OpTOpOMOMYECKON
KPUCTAJUIMUECKONH CHUCTEMOMN, MpocTpaHCTBeHHOW rpymmoii P2,2,2,, u mnapamerpamu
3JeMeHTapHOH stueliku, mMmeperabME npu 100 K va nudpakromerpe Bruker ¢ ncnonszoBanuem

CHHXPOTPOHHOTO u3yueHus (A=0,7288 A).

a 8,23+0,01 A a 90°
b 11,85+ 0,01 A B 90°
c 33,00+ 0,01 A v 90°

310. Kpucrammudeckas ¢popMa A B BHUIE rHapaTa HaTPUEBOW comm coexamHeHus I 1o
mobomy wu3 BapuaHTOB ocymecTBiaeHuss 303-309, mnonydeHHass € TOMOLIBIO CIOCO0a,
BKJIFOUAIOLIET0 cMelnBaHue amopdHoil HaTpuesoil conu coeauneHus 1 co cmecwro IPA/Bona
IIPU KOMHATHOW TeMIepaType B TEUEHUE IBYX HETENb.

311. Cnoco® nonyuyeHus: KpucTauinueckol popMel A B BUAE ruapaTa HaATPUEBOW COJU
coenuenus 1 mo mobOomy u3 BapuaHToB ocyiecTBieHus: 303-309, moay4eHHOH ¢ MOMOIIBIO
croco0a, BKIIOYAKOIIErO CMENIMBaHUE aMOpP(HOI HaTpueBOW conu coenuHeHus 1 co cMecho
IPA/Bona mpu KOMHATHOM TEMIIEpaType B TEYSHUE IBYX HENEJb.

312. dapmarieBTHYECKAs KOMITO3ULIUS, CONEpIKaIasi KpUCTAITHYECKY0 GopMy A B BUIE
rugpara HaTpueBol conu coenuueHus 1 mo ar0OOMYy M3 BapuaHTOB ocyiiectieHust 303-310,
HEeOoOs13aTeNIbHO JOMIOJIHUTENBHO COMEepIKaIIasi OMHO I Oojiee HOTONHUTEIbHBIX COSIUHEHUH,
monynupyromux CFTR.

313. ®apmarieBTHYeCKass KOMIIO3UILIMS MO BapUaHTy ocyluecTBiaeHus 312, rae ogHo wiu
bonee nonoaHUTENBHBIX coenuHenuii, Mmonymupyromux CFTR, npeacrasnstor codoit

coenunenue III unu coenunenue IMI-d nnu

(1) coenunenue 11 u (i) coenunenne I nim coennaenue I11-d.

314. ®opma A B BuAe ruapara HaTpUeBOH coiu coequHerns 1 mo modoMy U3 BapuaHTOB
ocymecteineHust 303-310 wnmm ¢apmaneBTHUECKass KOMITO3ULMUS 110 BAPUAHTY OCYIIECTBIICHHS
312 nnm BapuaHTy OCyLIeCTBIeHUs 313 [ NPUMEHEHHUs B JICHEHUN MyKOBUCLIU03a.

315. Ilpumenenue ¢popmel A B BHJE TUApaTa HaTpUEBOH conu coenuHenus I mo mobomy

u3 BapuaHToB ocymectBieHus 303-310 wnu (apmaneBTHUECKON KOMIO3MLMU 1O BapUaHTY
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ocyliecTBiaeHuss 312 wiM BapuaHTy OCYLIECTBJIEHUS 313 B HM3TOTOBJICHUHM JIEKAPCTBEHHOIO
npenapara AJis Je4eHus: MyKOBUCLIM03a.

316. Cnocob neueHMss MyKOBHCLMZIO3a, BKJIOYAOIUN BBeneHue (opMbl A B BHIE
ruapaTa HaTpueBoi conu coenunenus I no moOomy u3 BapuanToB ocymectsieHus 303-310 wu
(dapManeBTHUECKOH KOMITO3UIMM MO BapUaHTy oOCyllecTBieHus 312 wium  BapuaHTty
ocyuiectByieHHs 313 cyOBeKTy, HyKIAI0IEMYCsI B 3TOM.

317. CoenuHenue 1Js1 IPUMEHEHUs 110 BapUaHTy OCyluecTBieHus 314, mpumeHeHue 1o
BapHUaHTy ocyuiecTBieHus 315 uimn cnocod mo BapuaHTy ocyinectieHus: 316, rae ¢opma A B
BUJE THpaTa HATPUEBOW COJM coenuHeHus 1 mo mo0oMy M3 BapuaHTOB ocyinecTBieHust 303-
310 BBOAST B KOMOHMHAIMM C TO MEHBbLICH Mepe OIHHM JOMOJHUTENbHBIM COCTUHEHUEM,
monynupyroumum CFTR.

318. CoennHeHue, NMpUMEHEHHE MM CIIOCOO MO BapHaHTy ocymectsieHus 317, raoe
dopma A B BHOe ruzapara HaTpueBod cosnn coenuHeHust 1 mo moOomy H3 BapHaHTOB
ocymectsiieHus: 303-310 BBOIAT B KOMOMHALIMY C

coequuenneM I unu coequnenuem I11-d;

(1) coenunenuem 11 u (ii) coenuaennem III wnn coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnn coenunenuem I11-d.

319. Komno3umusi, NpuMeHEHHe, Croco0 WM COeIUHEHHE Mo JF0OOMY M3 BapUaHTOB
ocymectenenust 313-318, rme coemmuenme Il w/mnu coenunenne III maxomsrcs B dopme
TBEPAOHN TUCIIEPCUH.

320. Ilo cytu kpucrayundeckas ¢opma B B Bune Hatpuesoii comu coenunenus I (1. e,
rne meHee 15% coenunenus I Haxonsarcs B amopdHuoit dpopme, rae menee 10% coenunenus I
HaxoJATCs B aMmopdHOH popme, rae MmeHee 5% coenunenus I Haxopsres B amopdHOit popme).

321. Coenunenue I no Bapuanty ocymecreienus 320, rue coequnenue I nmpencrasmisier
coboit 100% xpucrammnueckyro opmy B HaTpueBoit conu 6e3 nmpumeceii.

322. Kpucrammnueckas ¢gopma B B Bune HatpueBoii conu coenunenus: 1 6e3 mpumeceit
N0 BApUaHTy oOcyluecTBieHus 320 uiaM BapuUaHTy OCYLIECTBJIEeHMs 321, xapakTepu3yrolascs
PEHTT€HOBCKOMW MOPOIIKOBON MudpakrorpaMmoii ¢ curHanom npu 11,0 + 0,2 rpagyca yria nsa-
tera, 18,1 + 0,2 rpaayca yrna asa-tera u 20,5 = 0,2 rpanyca yria nBa-Tera.

323. Kpucrammueckas ¢popma B B Bune HatpueBoil conu coenunaenus 1 6e3 mpumeceit
IO BApHUaHTy OcCyluecTsieHus 320 WM BapuUaHTy OCYLIECTBJIEHHs 321, xapakTepu3yrolascs
PEHTI€HOBCKOW MOPOLIKOBOH nudpakrorpammoii ¢ (a) curaanom npu 12,8 + 0,2 rpaayca yria
nBa-teta u (b) cursanom npu 20,5 + 0,2 rpagyca yria nsa-tera, 18,1 £ 0,2 rpanyca yrina asa-
tera w/wu 11,0 £ 0,2 rpanyca yria nBa-Tera.

324. Kpucramnnueckas ¢popma B B Bune HatpueBoil conmu coenunenus 1 6e3 mpumeceit
IO BApHUAHTy OcCyluecTBieHus: 320 WM BapuUaHTy OCYLIECTBJIECHHs 321, XxapakTepu3yrolascs
PEHTTEHOBCKOW MOPOIIKOBON AU(PAKTOTPAMMOH, IO CYTHU MOAOOHON TAaKOBOW, IMOKA3aHHOW Ha
(ur. 36.

325. Kpucrannuueckas ¢popma B B Bune HarpueBoil conu coenunenus 1 6e3 npumeceit

no Jr0OOMy M3 BapHaHTOB ocyuiecTBieHHs 320-324, monyueHHas C TOMOLIBIO Croco0a,
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BKJIFOUAIOLIETO JeCOJbBaTUPOBaHME/ neruapaTuposanue Gopmel C B BUAE rmapaTa HATPUEBOM
conu coequHenus 1.

326. Cnoco® mnonydeHue Kpucrajuimdueckoii ¢opmel B B Bumge HatpueBoi comu
coennnenus I 6e3 npumeceit o moOoMy U3 BapuaHTOB ocyuiecTBieHus 320-324, noixyueHHOH ¢
MIOMOIIBIO crioco0a, BKIIOYAIOINErO AecoibBaTHpOBaHME/nerunpupoBanue ¢Gopmsel C B BUIE
ruapaTa HaTpUeBOH conu coequHenus L.

327. @apmaneBTUUecKas KOMIIO3MIHMS, COAepKamas KpUCTAUIMYecKyro ¢opmy B
HaTpueBol coiu coenuHenus: I 6e3 nmpumeceii mo mOOOMY M3 BaApHAHTOB OCyIUeCTBiIeHUs1 320-
325

coenuHenni, moxynupyroumx CFTR.

2

HE00s13aTEIBLHO AOMOJIHUTECJIBHO COACpIKalasa OOAHO WA Oouee JOIIOJIHUTECJIbHBIX

328. ®apmareBTHYECKasi KOMIIO3ULIMS IO BaApUAHTY OCyllecTBIeHus 327, rae OaHO Wid
Oonee nonoaHUTENBHBIX coenuHenuii, Mmonymupyromux CFTR, npeacrasnstor codoit

coenunenue III nnu coenunenue INI-d nnu

(1) coenunenue 11 u (i) coenunenne Il nnm coennnenue I11-d.

329. ®opma B B Buzme HaTpueBoi comm coenuHenus 1 Oe3 mpumeceid mo modomy u3
BapUaHTOB ocymecTBieHus 320-325 wunm QapmaneBTudeckass KOMIIO3WULHS IO BapUAHTY
ocywmecTsiaeHuss 327 WM BapHaHTy OCyLIeCTBIeHUs 328 nisd NPUMEHEHUsT B JICYCHHUU
MYKOBHCLIUJI03A.

330. Ilpumenenue ¢opmbl B B Bune Hatpuesoil comu coenuHeHus: 1 6e3 mpumeceit mo
JF00OMYy W3 BapHaHTOB ocymecTBieHus 320-325 wnm ¢apManeBTUYECKON KOMITO3UIUHU IIO0
BapUaHTy OCyLIeCTBJIeHUs 327 WM BapuaHTy OCYLIECTBIeHUss 328 B H3rOTOBJICHUU
JIEKapCTBEHHOTIO Ipernapara AJis JeUeHUs: MyKOBHCLIMI03a.

331. Cnocob nedeHWs MyKOBHCIMIO3a, BKJHOUArOIIUii BBeneHue (opmsl B B BuIe
HaTpueBol conu coequHeHust 1 6e3 nmpumeceli nmo moOoMy M3 BapHAHTOB OCyIIeCTBIEHUs 320-
325 wmn ¢papMaleBTHUECKOW KOMITO3MIIMU IO BapUAHTy OCYIIECTBJICHUS 327 WM BapUAHTY
ocyiecTBiieHHst 328 CyOBeKTy, HY KIAIOIIEMYCsl B 3TOM.

332. CoenuHeHue s MPUMEHEHHs 110 BapHAHTY OCYIIECTBJICHUs 329, mpUMeHeHue 1o
BapuaHTy ocyuiectsiaeHus 330 win cnocod mo BapuaHTy ocymectsieHus 331, roe dopmy B
HaTpueBol coim coenuHeHus: 1 6e3 nmpumeceii mo mOOOMY M3 BapHAHTOB OCYyIIeCTBiIeHUs 320-
325 BBOZAT B KOMOHMHALMM C MO MEHBLIEH Mepe OJHUM JONOJHUTEIbHBIM COEIUHEHHEM,
monynupyromum CFTR.

333. CoennHeHue, NMpUMEHEHHE MM CIIOCOO MO BapHaHTy OCyLIeCTBIeHHs 332, rae
dbopmy B Harpuesoit comm coenuHeHuss 1 0e3 mnpumecedi mo JHOOOMYy M3 BAapUAHTOB
ocymiectsieHust 320-325 BBOIAT B KOMOMHALIUU C

coenuHenreM III vnm coeqnnenuem I11-d;

(1) coenunenuem 11 u (ii) coenuaennem III wnn coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunernnem II1 nnn coenunenuem I11-d.

334. Komno3uiusi, MpUMEHEHHe, Croco0 WM COeTUHEHHE MO JIOOMY W3 BapHAHTOB
ocymectenenust 328-333, rme coemmnenue Il w/mnm coenunenne III Haxomsrcs B dopme

TBEPAOHN TUCIIEPCUN.
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335. o cytu kpucraummyeckas Gopma C B BUe ruapaTa HATPUEBOM cou coequHeHus |
(r. e, rne menee 15% coenunenuss I Haxomsarcs B amopduoii dopme, roe menee 10%
coenunenusi I Haxomsrcs B amopdHON ¢opme, rae menee 5% coeguHeHus I HaxomsiTcst B
amop¢Hoit popme).

336. Coenunenue I no Bapuanty ocymecteienus 335, rue coequnenue I nmpencrasmisier
coboii 100% kpucrammunueckyto Gopmy C B BUAe rupata HATPHUEBOH COJH.

337. Kpucrannmueckas ¢opma C B Buae ruapara HaTpueBOW coiu coexuHenus I mo
BApUAHTy OCyIIeCTBIeHUs 335 WM BapuaHTy OCYINECTBIECHUsI 336, XapakTepU3yIOLIascs
PEHTTeHOBCKOMW MOPOINKOBOW MU pakTOrpaMmoil ¢ curHanamu mpu 6,1 + 0,2 rpagyca yria nBa-
teta, 13,4 + 0,2 rpaayca yria asa-tera u 19,2 = 0,2 rpanyca yria nBa-Tera.

338. Kpucrammuyeckas ¢opma C B BHIe rmapara HaTPUEBOW conu coenuHenus I 1o
BApUAHTy OCYyIIEeCTBJIeHUs 335 WM BapuaHTy OCYINECTBIECHHUs 330, XapakTepU3yHINascs
PEHTI€HOBCKOW MOPOLIKOBOH audpakrorpammoni ¢ (a) curnaiom npu 10,3 + 0,2 rpaayca yria
nBsa-tera w/wim 4,5 £ 0,2 rpagyca yria nea-teta u (b) curaanom mpu 19,2 + 0,2 rpagyca yria
nBa-teta, 13,4 + 0,2 rpangyca yrna nsa-tera w/mnu 6,1 + 0,2 rpagyca yria aBa-TeTta.

339. Kpucrammdeckas ¢opma C B BHIE rmapara HaTpUeBOW comm coenwHeHus I 1o
BApUAHTy OCYyLIEeCTBIeHUsI 335 WM BapUaHTy OCYINECTBJIECHHs 3306, XapakTepU3yHOLIAsCs
PEHTTEHOBCKOW MOPOIIKOBON MU(PAKTOTPAMMOH, IO CYTH MOAOOHON TAaKOBOW, IMOKA3aHHOW Ha
(ur. 37.

340. Kpucrammmyeckas ¢popma C B BHIOE ruapara HaTpUeBOW conm coenwHeHus I 1o
JF00OMy U3 BapHAHTOB OCyLIeCTBIeHUs 335-339, MONy4eHHBbI C MOMOLIBI Crocoda,
BKJIIOYAIOLIETO IepeMeinnBanue amopduoit HartpueBoil conu coeguHenns I ¢ ACN mpu
KOMHAaTHOM TeMIleparType.

341. Cnocob nosnyuenus kpucraumdeckoi ¢popmbel C B BUie TUApaTa HATPUEBOH COJU
coenuHenus I mo moOoMy M3 BapHaHTOB ocymecTBIeHUs 335-339, MONy4eHHOrO ¢ TOMOIIBIO
crocoba, BKIIIOYAIOLIErO MepeMennBaHue amopdHoit HaTpueBoit comu coenuuenusi 1 ¢ ACN
NP KOMHATHOMN TeMIleparype.

342. ®apmanieBTUYECKasT KOMIIO3UIIMS, conepskaias kpucrammdeckas popma C B Bune
ruapaTa HaTpueBOHl conu coenuueHus 1 mo JrOOOMYy M3 BapuUAHTOB ocylnecTBieHus: 335-340,
HeoOsI3aTeNIbHO JOMOJIHUTENBHO COMepIKaIIasi OMHO I Oojiee NOTONHUTEIbHBIX COSIUHEHUH,
monynupyromux CFTR.

343. ®apmareBTHYECKas] KOMIIO3UIIMS [0 BapUaHTY OCYIIeCTBIeHUs 342, rae OaHO Wiu
bonee nonoaHUTENBHBIX coenuHennii, Mmonymupyromux CFTR, npeacrasnstor codoit

coenunenue III unu coenunenue IMI-d unu

(1) coenunenue 11 u (i) coenunenne Il nim coennnenue I11-d.

344. ®opma C B BHIE THApATa HATPUEBOU con coenunenus 1 mo moOoMy 13 BapUaHTOB
ocymectBieHust 335-340 wnm (apManeBTHUECKass KOMITO3ULMUS 110 BAPUAHTY OCYINECTBIICHHS
342 unu BapuaHTy OCyLIECTBICHUS 343 11 IPUMEHEHUs B JICUEHUN MyKOBUCLIM03A.

345. Ilpumenenue ¢opmel C B BuAe TUApaTa HATpUEBOU conu coeanHenus 1 mo mobomy

U3 BapuaHTOB ocyuecTBieHus 335-340 wmnu (apmaneBTUUECKON KOMIO3MLIMU 1O BapUaHTY
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OCyIUeCTBJEHUsI 342 WM BapUAaHTy OCYLIECTBJIECHUS 343 B HM3TOTOBJICHUHM JIEKAPCTBEHHOIO
npenapara AJis Je4eHus: MyKOBUCLIM03a.

346. Cnocob neueHMs MyKOBHCLUMZO3a, BKIouaromui BBeneHue ¢opmsl C B BHIE
ruapaTa HaTpueBou conu coenunenus I no moOomy U3 BapuaHTOB ocyuecTieHus 335-340 wu
dapManeBTHUECKOH KOMIIO3UIMM MO BapUaHTy OCYLIECTBIEHHUs 342 WiIM BapUAHTY
ocyiectBiieHust 343 cyOBeKTY, HYKIAIOIIEMYCsl B 3TOM.

347. CoenuHeHue 1Js1 TPUMEHEHUs 110 BapUAHTy OCYLIECTBJIEHUs 344, mpuMeHeHue 1o
BapHUAHTy OCyIIecTBIeHHs 345 uin cnocod mo BapuaHTy ocyiuecTBieHus: 346, roe ¢opma C B
BUJE THpaTa HATPUEBOW CONM coenuHeHus 1 mo qo0oMy M3 BapUAHTOB OCYINECTBJIEHUs 335-
340 BBOZAT B KOMOHWHAIIMM C O MEHBbLICH Mepe OIHHM JOTOJHUTENBHBIM COCTUHEHUEM,
monynupyroumum CFTR.

348. CoennHeHuWe, NMPUMEHEHHE HJIM CIIOCOO MO BapHaHTy OcCyuiecTBiieHHus 347, rae
¢dopma C B BHAe rumpara HaTpueBOil comu coenuHenns 1 mo mroOoMy H3 BapUaHTOB
ocymiectsiieHus 335-340 BBOIAT B KOMOMHAIIMU C

coenuHenueM II vinn coeqnnenuem I11-d;

(1) coenunenuem 11 u (ii) coenuaennem III wnn coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnn coenunenuem I11-d.

349. Komno3umusi, NpUMEHEHHe, Croco0 WM COeTUHEHHEe Mo JI0OOMY M3 BapHAHTOB
ocymectsnenust 343-348, rune coemmuenue Il w/mnu coemunenne III maxomstcs B (opme
TBEPAOHN TUCIIEPCUH.

350. ITo cyrtu kpucraummdyeckasi popma D B Bune ruapara HaTpueBoi cou coenuHeHus 1
(r. e, rne menee 15% coenunenuss I Haxomsarcs B amopdHoil dopme, roe menee 10%
coenunenust 1 Haxomsarca B amopduoii popme, rae menee 5% coenunenuss 1 HaxopsTcs B
amopdHoii popme).

351. Coenunenue I no Bapuanty ocymecreienus 350, rne coequnenue I nmpencrasmisier
coboit 100% kpuctammrueckyro ¢popmy D B Bue rumpara HaTpUEeBOW COJIH.

352. Kpucrannudeckas ¢popma D B Buzme rumpaTa HaTpueBOU comu coeanHenus I mo
BapuaHTy ocyuectBiaeHuss 350 wuiam BapuaHTy oOCyluecTBieHMst 351, xapakTepusyrolascs
PEHTT€HOBCKOW MOPOLIKOBOH Iu(ppakTorpaMMoil ¢ curHanom npu 7,8 + 0,2 rpanyca yria asa-
tera, 18,5 + 0,2 rpaayca yria asa-tera u 19,9 = 0,2 rpagyca yria nsa-tera.

353. Kpucrammudeckas ¢opma D B Bume rumpaTta HaTpueBOUW comm coeamHeHus 1 mo
BAapUaHTy ocyiecTsieHuss 350 wiau BapuaHTy OCYINECTBIEHHs 351, XapakTepusyrolascs
PEHTI€HOBCKOW MOPOLIKOBOH audpakrorpammoni ¢ (a) curranamu npu 7,8 + 0,2 rpaayca yria
nBa-tera, 18,5 + 0,2 rpagyca yrna asa-tera u 19,9 + 0,2 rpaayca yria asa-tera u (b) curHaiom
npu 9,3 + 0,2 rpanyca yria nea-tera, 14,8 £ 0,2 rpagyca yrima nBa-tera w/miu 27,3 + 0,2
rpagyca yria aBa-TeTa.

354. Kpucrammudeckas ¢popma D B Bume ruzmpaTta HaTpueBOul comm coeamHeHus I 1o
BapuUaHTy ocyuecTBiaeHuss 350 wuiaM BapuaHTy OCYIIECTBJIEHHs 351, XapakTepu3yrolascs
PEHTTEHOBCKOM MOPOIIKOBON AU(PPAKTOrPaMMOH, MO CYyTU MOAOOHON TaKOBOW, MOKAa3aHHOW Ha
(ur. 38.
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355. Kpucrammudeckas ¢popma D B Buzme ruzmpaTta HaTpueBoul comm coeamHeHus I 1o
ar00OMy W3 BapwaHTOB ocyulecTBieHuss 350-354, mMONyd4eHHBI C MOMOLIBI Crocoda,
BKJIFOUAIOLIEero BbIcyimuBaHue ¢opmel C B BHAE I'MApaTa HaTPUEBOH CONMM coeauHeHus 1 mox
BakyyMmoM nipu 80°C.

356. Cnoco® nonyuenus: Kkpucrajuinueckoii popmel D B Bune ruapara HaTpUeBOW CONU
coenuenus 1 mo moOoMy M3 BapuaHTOB ocyliecTBiaeHus 350-354, MOIYYEHHOTO C MOMOIIBIO
criocoba, BKIIIOYarowero Bpicymusanue Gpopmer C B BUIe ruipaTa HATPUEBOI CONM COEANHEHUS
I mox Baxyymom npu 80°C.

357. ®apmaneBTU4ecKas KOMIO3HLUS, COAepKalias Kpuctaundeckyro ¢popmy D B Bune
rugpara HaTpueBol conu coenuueHus I mo arOOOMYy M3 BapuUaHTOB ocyliecTBieHus 350-355,
HEeOo0s13aTeNIbHO JOTIOJIHUTENBHO COMEpIKaIasi OMHO MM Oojiee HOMOIHUTEIbHBIX COSTUHEHUH,
monynupyromux CFTR.

358. @apmareBTHYECKas] KOMIIO3UILIMS IO BApUAHTY OCYyILeCTBIeHUs 357, rae OAHO WU
Oonee nonoaHUTENBHBIX coenuHenuit, Mmonymupyromux CFTR, npeacrasnstor codoit

coenunenue III nnu coenunenue INI-d nnu

(1) coenunenue 11 u (i) coenunenne Il i coennnenue I11-d.

359. ®opma D B Buze runpaTa HaTPUEBOU conu coennHenus 1 mo moOoMy 13 BapuaHTOB
ocymecteineHust 350-355 wnm (apmaneBTHUECKass KOMIIO3ULUS 110 BAPUAHTY OCYINECTBIICHHS
357 nnu BapuaHTy OCyLIECTBIEHUs 358 [ IPUMEHEHHUs B JICHEHUN MyKOBHUCLIU03a.

360. ITpumenenne ¢popmer D B Bune ruapata HaTpueBoit conu coenurenus I mo mobdomy
U3 BapuaHTOB ocymecTBieHus 350-355 wnu (apmaneBTHUECKON KOMIO3MLIMU 1O BapUaHTY
OCyluecTBiaeHUss 357 WJIM BapUAHTy OCYLIECTBJIEHUS 358 B HM3TOTOBJICHUHM JIEKAPCTBEHHOIO
npenapara AJisi JIS4eHUsI MyKOBUCLIU03a.

361. Cnocob neueHnss MyKOBHUCHIMZIO3a, BKJIIOYANOLINKA BBeneHue ¢opmel D B Bume
rHapaTa HaTPUEBOH conu coenuueHust 1 no modomy U3 BapuaHTOB ocymecTBieHus 350-355 wu
(dapMaleBTHYECKOW KOMIIO3ULMM MO BAapUAHTy OCYLIECTBICHUS 357 WJIM BapUAHTY
ocyecTBieHust 358 cyOBeKTy, Hy KIAIOIEeMYCsl B 3TOM.

362. CoenuHeHue Ui MPUMEHEHHsI 110 BAPUAHTy OCYyILeCTBIeHUs 359, mpuUMeHeHue 1o
BapuaHTy ocyuectsieHust 360 unu cnocod mo BapuaHTy ocyuiectsieHus 361, rne ¢opmy D B
BUJIE€ THIpaTa HATPUEBOW CoNM coenuHeHus 1 mo mo0oMy M3 BapHUAHTOB OCYINECTBJIEHHs 350-
355 BBOZAT B KOMOWMHAIMM C TIO MEHBbIICH Mepe OIHHMM JOTOJHUTENbHBIM COEIUHEHHEM,
monynupyrouum CFTR.

363. CoenmHeHue, NMpUMEHEHHE HIJIM CIIOCOO MO BapHaHTy OCyLecTBieHHs 362, rae
dopmy D B Buzme rumpara HaTpueBOW coiu coeauHeHus 1 mo moOOMy W3 BapuUaHTOB
ocymectsieHust 350-355 BBOIAT B KOMOMHALIMY C

coenuHenreM III vnm coequnenuem I11-d;

(1) coenunenuem 11 u (i1) coenuaennem III wnn coennnenuem I11-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnn coenunenuem I11-d.

364. Komno3uius, NpUMeHEHHe, Croco0 WM COeIUHEHHE MO JIOOMY W3 BapHAHTOB

ocymectenenust 358-363, rme coemmnenue Il w/mnu coenunenue III nHaxomsarca B dopme
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TBEPAOHN TUCIIEPCUH.

365. Ilo cytu kpuctaymueckas popma A B BUIe rUapara KaJueBol coiu coeanHeHus 1
(r. e, rne menee 15% coemunenuss I Haxomsarcs B amopdHoit dopme, roe menee 10%
coenuHennsi I Haxomsrcs B amopduON ¢opme, rae menee 5% coemuHeHust 1 HaxomsiTcst B
amop¢Hoit popme).

366. Coenunenue I no Bapuanty ocymectsienus 365, rue coequnenue I nmpencrasmisier
coboit 100% kpucrammnueckyro GopMy A B BUAE rHApaTa KaIUeBOM COJIH.

367. Kpucramnuueckass ¢popmMa A B BHUIE TuapaTa KajlueBou conu coenuHeHust I mo
BApUAHTy OCyIIeCTBIeHUs 305 WM BapuaHTy OCYINECTBIECHUsI 3606, XapakTepU3yHLIascs
PEHTT€HOBCKOMW MOPOIIKOBON MudpakTorpaMmoii ¢ curHanom npu 10,7 + 0,2 rpagyca yria nsa-
TeTa.

368. Kpucrammmueckass ¢popmMa A B BUAe ruapara KanueBol comu coenuHenust 1 1o
BApUAHTy OCYyLIEeCTBIeHUsI 305 WM BapUaHTy OCYILNECTBJIECHHs 360, XapakTepU3yHLIascs
PEHTI€HOBCKOW MOPOLIKOBOH audpakrorpammoini ¢ (a) curnaiom npu 10,7 £ 0,2 rpaayca yria
nBa-teta u (b) curnanom mpu 15,3 £ 0,2 rpagyca yria asa-tera w/wnm 20,4 + 0,2 rpanyca yria
JBa-TeTa.

369. Kpucrammmueckass ¢opmMa A B BUAE THApaTa KajueBOuW conu coeawHenus 1 1o
BApUAHTy OCYLIECTBJIEHUsI 305 WM BapUaHTy OCYIUECTBJIECHHs 360, XapakTepU3yHOLIAsCs
PEHTTEHOBCKOW MOPOILIKOBOU MU(PAKTOTPAMMOM, IO CYTH MOAOOHONW TaKOBOH, MOKa3aHHOW HA
(ur. 39.

370. Kpucramnmueckass ¢opmMa A B BUAE ruapara KajueBoul conu coeawHenus 1 1o
JF000OMy W3 BApHAHTOB OCYIIECTBICHHsS 365-369, monydeHHas € TOMOIIBIO CrHoco0a,
BKJIIOHAIOIIEro OcyluecTBieHne peakuun (opmel A coemunenust 1 (cBobomnas ¢dopma) co
cmecero runpun kanust/H,O u nmoaBepranue nByM LMKJIAM HarpeBaHus U oxyaxaeHue ot 60°C
70 KOMHATHOW TeMIepaTyphlL.

371. Cnocob mony4yeHus: KpUCTALITHYeCKOH (opMbl A B BHIE THIpaTa KaJlUeBOW COJIU
coenuaenus 1 mo moOoMy M3 BapHaHTOB OCYLIECTBICHUs 305-369, MOIYYEHHOTO C MOMOIIBIO
croco0a, BKIIFOYAIOIIEro OCYIIeCTBIeHHe peakuuu ¢popmel A coenuHenus 1 (cBobonnas popma)
co cmechro ruapun Kammst/H,O u moxBepraHue IBYM LIMKJIAM HArpeBaHHsl U OXJIXKACHUE OT
60°C 10 KOMHATHOM TeMITePaTyPhI.

372. ®apmaneBTu4ecKas KOMIIO3HLIUS, COAepIKaIlast KpUCTAIUTMIECKYI0 GopMy A B BHIIE
rHpaTa KajlueBOW comu coenuHeHus 1 mo moOoMy M3 BapHaHTOB OCylIecTBieHHs 365-370,
HEeo0s13aTeNIbHO JOTIOJIHUTENBHO COMEepIKAIasi OMHO MM Oojee NOMONHUTEIbHBIX COSIUHEHNH,
monynupyromux CFTR.

373. ®apmaleBTHYECKas] KOMIIO3ULIMS IO BApUAHTY OCYILECTBIEHUs 372, re OJHO WU
bonee nonoaHUTENBHBIX coennHennit, Mmonymupyromux CFTR, npeacrasnstor codoit

coenunenue III nnu coenunenue IMI-d nnun

(1) coenunenue 11 u (i) coenunenue Il nim coennnenue I11-d.

374. ®opma A B BuIe ruzpara KanueBoi conu coequHenus I mo mobomy U3 BapuaHTOB

ocymectieHust 365-370 wnu (apmaneBTHUECKass KOMIIO3ULUS 110 BAPUAHTY OCYIIECTBIICHHS
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372 wnu BapuaHTy OCyLIECTBIEHUs 373 A NPUMEHEHHUs B JICHEHUN MyKOBUCLIU03a.

375. Ilpumenenue Gopmbl A B BHIE ruapaTa KaIneBod conu coequneHus 1 mo modomy
U3 BapUaHTOB ocymecTBieHus 365-370 wmnu (apmaneBTUUECKON KOMIO3MLIMU 1O BapUaHTY
OCYIUECTBJEHUsT 372 WJIM BapUAHTy OCYLIECTBJIECHUS 373 B HW3TOTOBJICHUH JIEKAPCTBEHHOIO
npenapara Ajis Je4eHus: MyKOBUCLIMI03a.

376. Cnocob nedeHnss MyKOBHUCHIMZIO3a, BKJIIOYAIOUINK BBeneHHE (OpMbI A B BHUIE
ruapaTa KajaueBoil comu coeaunenus I mo moOoMy U3 BapHaHTOB ocyuiecTBieHus 365-370 wiu
(dapMaleBTHYECKOW KOMIIO3ULMM MO BApUAHTy OCYLIECTBJCHUS 372 WJIM BapUAHTY
ocyectBieHust 373 cyOBeKTy, HyKIAIOIIEMYCsl B 3TOM.

377. CoenuHeHue Ui MPUMEHEHUsI 10 BApUAHTY OCYLIECTBJIEHUs 374, MpUMEHEHHUE 10
BAPHUAHTY OCYLIECTBIEHHs 375 miu crocod Mo BapHaHTy ocylnecTBieHus: 376, rae popma A B
BUJE THIpaTa KaJIueBoi conu coequaenus I mo moboMy U3 BapuaHToB ocyuiecTieHus 365-370
BBOIAT B KOMOMHALIMM C IO MEHbIIEH Mepe OIHHM JOMOJHUTEIbHBIM COECIUHEHHEM,
monynupyromum CFTR.

378. CoenuHeHue, NMpUMEHEHHE HIJIM CIIOCOO MO BapHaHTy ocCylecTBieHust 377, rae
dbopMy A B BHIe ruapata KamueBOl coju coenuHeHuss I mo mroOOMy U3 BapUAHTOB
ocyuiecTBiieHuUs1 365-370 BBOIAT B KOMOMHALIMU C

coenuHenreM III vnm coequnenuem I11-d;

(1) coennnenuem 11 u (i1) coenuaennem III wnn coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnn coenunenuem I11-d.

379. Komno3uiusi, NpUMeHEHHe, Croco0 WM COeIUHEHHE MO JIOOMY W3 BapHAHTOB
ocywmectenenust 374-378, rne coemmnenue Il w/mnu coenunenue III nHaxomsarca B (opme
TBEPAOHN TUCIIEPCUH.

380. o cytu kpucramanueckas ¢opma B B Buae ruapara kanueBoit conu coequHenus I
(r. e, rmne menee 15% coenunenusi 1 Haxomsarcss B amopduoii dopme, roe menee 10%
coenunenus: 1 Haxomsitcs B amopdHoii ¢opme, roe meHee 5% coemuHeHusi I HaxomsiTCs B
amop¢Hoit popme).

381. Coenunenne I mo Bapuanty ocymectsienus 380, rne coenunenune I npencrasmusier
coboit 100% kpucrammmueckyro ¢popmy B B Buae runpaTa KaaueBOH COJH.

382. Kpucrammmueckass ¢popma B B Bume rumpara kamueBoul conu coeawHenust 1 1o
BapuaHTy ocyuecTtsieHuss 380 wiaM BapuaHTy OCyIlUeCTBJIeHHs 381, XapakTepu3yrolascs
PEHTI€HOBCKOMN MOPOIIKOBON MudppakTorpaMmoii ¢ curHanom npu 14,8 + 0,2 rpagyca yria nsa-
TeTa.

383. Kpucrammueckass ¢popma B B Bume rumpara kajaueBoil coju coenuHeHus 1 mo
BapuaHTy ocyumecTtsieHuss 380 wiaM BapuaHTy OCyIUeCTBJIEeHHMs 381, XapakTepu3yrolascs
PEHTI€HOBCKOHN MOPOIIKOBON nudpakTorpaMmoil ¢ curHanamu npu 4,7 £ 0,2 rpagyca yria nsa-
tera, 6,8 £ 0,2 rpanyca yrna asa-tera u 21,5+ 0,2 rpaayca yria asa-Tera.

384. Kpucrammmueckass ¢opma B B Buzme rumpara kajaweBoil coju coenuHeHus 1 mo
BapuaHTy ocyuecTtBieHust 380 WM BapuaHTy OCYIUECTBJIEHHs 381, XapakTepu3yrolascs

PEHTIeHOBCKON MOPOLIKOBOH nudpaxkrorpammoii ¢ (a) curnaigamu npu 4,7 + 0,2 rpagyca yria
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nBa-tera, 6,8 £ 0,2 rpagyca yria asa-tera, 14,8 £ 0,2 rpagyca yrna asa-tera, 21,5 + 0,2 rpaayca
yria asa-teta u (b) curnanom npu 15,2 + 0,2 rpanyca yria nsa-tera, 16,1 = 0,2 rpanyca yria
nBa-tera w/wim 19,0 + 0,2 rpagyca yria nBa-tera.

385. Kpucrammueckass ¢opma B B Buzme rumpara kajaweBoi coiu coenuHeHus 1 mo
BapuaHTy ocyuecTBieHust 380 WM BapuaHTy OCyIUECTBJIEeHHs 381, XapakTepusyrolascs
PEHTT€HOBCKOW MOPOLIKOBOH U(PaKTOrpaMMOH, MO CyTH MOXOOHOW TaKOBOMW, MOKA3aHHOW Ha
(ur. 40.

386. Kpucrammueckass ¢popma B B Bume rumpara kajaueBoil coiu coenwHeHus 1 mo
Jr0OMy W3 BapwaHTOB ocyinecTBieHuss 380-385, monydyeHHas ¢ TIOMOIIBID Croco0da,
BKJIIOYAKOIIErO MOJy4YeHne B3BecH amopdHoi kammeBor comu coenwHenus 1 ¢ ACN mpu
KOMHaTHOM Temrnepartype u 3atem mpu 60°C.

387. Cnocob mony4enus Kpucrauimuecko Gopmsel B B BuIe ruagpata KajaueBOH COJU
coennaenus 1 mo moOoMy u3 BapuaHTOB ocyuiecTBieHUs 380-385, MOIYYEHHOrO C MOMOIIBIO
criocoba, BKIIFOYANOIIEro MojiyueHue B3BecH amopdHol kammueBoi comu coenuHenust 1 ¢ ACN
IIpU KOMHATHOM Temnepatype u 3atem npu 60°C.

388. @apmaneBTHUeCKass KOMIIO3HUIMSA, COAEpIKaIIasi KpUCTALIHUYeCKyo Gopmy B B Buze
rugpara KajaneBod comu coenwHeHus I mo jr0o00My U3 BapuaHTOB ocyinectBieHus: 380-386,
HEeOoOs13aTeNIbHO JOMONHUTEBHO COAepIKaIIasi OJHO WM Oosiee AOMOJHUTEIbHBIX COCTUHEHHH,
monynupyroumux CFTR.

389. ®apmarnieBTHYECKas] KOMIIO3ULIMS IO BapUaHTY OCYyIlecTBIeHHUs 388, rae ogHoO uiu
Oonee nonoaHUTENBHBIX coennHenuii, moayupyrommux CFTR, npeacrasnstor codoit

coequnenue III nnu coenunenue IMI-d nnn

(1) coenunenue II u (i1) coenunenue I unu coennnenne 111-d.

390. ®opma B B Bune ruapara kanueBoi conu coeauHenus I mo mobomy U3 BaprHaHTOB
ocymectsieHus 380-386 wiu QapmaneBTHUYeCKass KOMIO3UIUS 10 BAPHAHTY OCYINECTBIICHUS
388 nnu BapuaHTy ocyuiecTsiaeHus 389 1 NPUMEHEHUs B JICHEHUH MyKOBUCLIUI03A.

391. I[Ipumenenue ¢opmel B B BUne rugpara kanmueBo conu coeaunenus 1 mo mobdomy
U3 BapuaHTOB ocymectBieHus 380-386 wmu (apmaneBTHUECKOH KOMIO3HLIMU 10 BapUAHTY
OCyllecTBJeHUsT 388 MM BapuaHTy OCylIEeCTBJeHUs 389 B HU3TOTOBJICHUH JIEKAPCTBEHHOIO
npemnapara AJis JeueHus: MyKOBHCLIM03a.

392. Cnocob neuyeHHss MyKOBHCIHIO3a, BKJIIOYAIOIIMK BBeneHue ¢opmsel B B BHIe
ruapaTa KajaneBoil conmu coenuneHus I mo moboMy u3 BapuaHTOB ocymectsieHus 380-386 wu
dapmaneBTHYECKOW KOMITO3UIMM MO BAapUaHTy oOcCyllecTBieHWs 388 wim  BapuaHTty
ocymectBieHust 389 cyOBeKTy, HY KIAOIIEMYCsl B TOM.

393. CoenunHeHue 1Uisl MPUMEHEHUS 110 BapUaHTy ocyluecTsieHus 390, npuMeHeHue 1o
BapuaHTy ocyuiectieHust 391 umu crocod mo BapuaHTy ocyiecTtsieHust 392, rae ¢popmy B B
BUZE THIIpaTa KauueBoil conu coenuaenus I mo mobomy u3 BapuanToB ocymectsieHus 380-386
BBOIAT B KOMOHMHALIMM C 10 MEHbIIEH Mepe OIHMM JOIOJHHUTEIbHbIM COCIUHEHUEM,
monynupyromum CFTR.

394. CoenuHeHue, NMpUMEHEHHE HIIM CIOCOO MO BapuaHTy ocyuiectieHus 393, rae
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dopmy B B Bume rumpara kanmeBou conu coenwHeHmss 1 mo Jr0OOMy W3 BapUAHTOB
ocymectsiieHus1 380-386 BBOIAT B KOMOMHALIMU C

coenuHenueM III unu coequnenuem I1I-d;

(1) coenunenuem 11 u (i1) coenunenuem I nnu coenunennem I1-d nnm

(1) coenunenuem 1V u (i1) coenunenuem III unn coenunenuem III-d.

395. Komnosunus, NpuMeHeHHe, Crocod WM COeOUMHEHHE IO JI0OOMY M3 BapHUAHTOB
ocymectsienns 389-394, rne coemmuenue II w/wmmm coenunenme III maxomsatcst B ¢dopme
TBEPJOIN TUCTIEPCUN.

396. Ilo cytu kpuctramandeckasi popma C B Bue ruapara KajaueBon conu coenvHenus 1
(r. e, rme menee 15% coenmnenusi 1 Haxomsarcss B amopduoii dopme, roe menee 10%
coenqunenus 1 Haxomsitcs B amopdHOU ¢opme, rae menee 5% coemuHeHus I HaxomsiTcs B
amop¢Hoit popme).

397. Coenunenne I mo BapuanTy ocyuectsienus 396, rne coenunenne I npencrasnsier
coboit 100% kpuctammmueckyro ¢popmy C B BUAe ruapaTa KaTHueBON COJH.

398. Kpucrammueckass ¢popma C B BUme ruapara KajueBou coju coenuHeHus 1 mo
BApUAHTy OCyllecTBiIeHUs: 396 WM BapuUaHTy OCYIUECTBJIECHHs 397, XapakTepu3yrLIascs
PEHTI€HOBCKOHW MOPOIIKOBON nudpakTorpaMmoil ¢ cursanamu npu 4,8 + 0,2 rpagyca yria nsa-
Tera, 6,3 £ 0,2 rpaayca yria asa-tera u 14,2 + 0,2 rpanyca yria nBa-Teta.

399. Kpucrammueckass ¢popma C B BHIe ruapara KajaueBou coju coenuHeHus 1 1o
BApUAHTy OCylleCTBIeHUs1 396 WM BapuaHTy OCYIUECTBJIECHHs 397, XapakTepU3yHLIascs
PEHTI€HOBCKOW MOPOLIKOBOH audpaxrorpammoii ¢ (a) curranamu npu 4,8 + 0,2 rpaayca yria
nBa-tera, 6,3 = 0,2 rpanyca yria nea-tera u 14,2 + 0,2 rpaayca yria nsa-tera u (b) ogHUM win
Gonee curHaiamu, BeiOpaHHbIMU U3 13,5 + 0,2 rpanyca yria nsa-teta, 14,2 + 0,2 rpaayca yria
nBa-tera, 15,8 = 0,2 rpagyca yrna asa-tera, 19,0 £ 0,2 rpanyca yraa gsa-tera u 27,1 + 0,2
rpaayca yria ABa-TeTa.

400. Kpucrammuueckass ¢popma C B Buae rumparta KajaueBoil conu coenuHenwsi 1 mo
BApUAHTy OCYyIIeCTBIeHUs 396 WM BapuaHTy OCYINECTBIECHUs 397, XapaKTepU3yroluascs
PEHTTEHOBCKOM MOPOIIKOBON AU(PPAKTOTPAMMON, MO CYyTHU MOAOOHONW TaKOBOM, MOKA3aHHOW Ha
¢ur. 41.

401. Kpucrammuueckass ¢opma C B Buae rumparta KaqueBol conu coenwHenwsi 1 mo
JFOOOMy W3 BApHAHTOB OCymecTBieHuss 396-400, monydeHHas C TIOMOIIBIO Croco0a,
BKJTIOYAKOIIETO CMelmuBaHue amopdHoi kanmmeBoit conu coenunenus I ¢ ACN npu KOMHATHOH
TeMIieparype.

402. Cnocob monydenusi kpuctamandeckor gopmer C B BHIE ruapata KaJIueBOH CONMU
coennaenust 1 mo moOoMy M3 BapHaHTOB ocymecTBieHUs 396-400, MOMy4eHHOH C MOMOIIBIO
criocoba, BKIIIOYAKOIIETO cMelnnBaHue amopdHoi kamueBoi comu coemuHenust I ¢ ACN mpu
KOMHaTHOM TeMIlepaType.

403. @apmaneBTUYECKast KOMITO3ULIMS, cozeprKaas Kpucraumaeckyo gopmy C B Buze
ruapaTa KanueBoil comu coenuHeHus 1 mo moOomy m3 BapuaHTOB ocyectieHust 396-401,

He00s3aTEIbHO AOMOJIHUTECJIbHO COACpIXKallass OAHO HJIN Oouee JAOINOJIHUTCJIbHBIX COCHHHGHHﬁ,
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monynupyromux CFTR.

404. ®apmarieBTHYECKass KOMIIO3UILMS 10 BapUaHTy ocyiuecTsieHus 403, rae ogHo wiu
Oonee nonoaHUTENBHBIX coennHenuii, Mmoayaupyromux CFTR, npeacrasnstor codoit

coequnenue III nnu coenunenue IMI-d nnn

(1) coenunenue II u (i1) coenunenue III unu coennnenne 111-d.

405. ®opma C B Buze ruaparta KanueBoil conu coequnenus I mo moOomMy u3 BapuaHTOB
ocymectBieHus 396-401 wnn QapmaneBTHYecKass KOMIO3UIMS 10 BAPHAHTY OCYINECTBIICHUS
403 nnu BapuaHTy ocyuiecTsiaeHus: 404 s NpUMEHEHHs B JICHEHUH MyKOBUCLIU03A.

406. IIpumenenue ¢popmbl C B BHIE TUAPATA KajIueBOH coju coenunenus I mo grodomy
U3 BapUAHTOB ocymecTBieHus 396-401 wmu (apmaneBTH4YECKOH KOMIO3MLIMU TIO BapUaHTY
ocywmecTtBiaeHuss 403 wiu BapuaHTy ocyuiecTBieHuss 404 B U3TOTOBJICHUHM JIEKAPCTBEHHOIO
npernapara AJis JeueHus: MyKOBHCLIMI03a.

407. Crnoco0 neueHHs MyKOBHCIHIO03a, BKJIIOUarommii BBeneHue ¢opmsel C B BHIE
ruapaTa KajaueBoil comu coeauHenus I mo moOoMy U3 BapuaHTOB ocymecTBieHus 396-401 wmun
dapmaneBTHUECKOW KOMITO3UIMM MO BapuaHTy ocymectsiennss 403 win  BapuaHTy
ocymiectBiieHUs1 404 CyOBEKTY, HYKIAIOLIEMYCSl B 3TOM.

408. CoenuHeHue [UIsl IpUMEHEHUs TI0 BapuaHTy ocyiunecTsieHus 405, npuMeHeHue mno
BapuaHTy ocyuectsieHus 406 uimu crocod mo Bapuanty ocymectsieHust 407, rae ¢opmy C B
BUZE THIpaTa KaIueBoil conu coenuHeHus I mo mobomMy nu3 BapuaHToB ocyuiecTBieHus 396-401
BBOIAT B KOMOMHALIMM C 10 MEHbIIEH Mepe OIHMM JAOIOJHHUTEIbHBIM COCIUHEHUEM,
monynupyroumum CFTR.

409. CoenuHeHue, NMpUMEHEHHE WIN CIOCO0 IO BapuaHTy ocyuiectieHus 408, rme
dopmy C B Buzme rumgpara kajaueBoil comu coeguHeHus I mo moOomy W3 BapHaHTOB
ocyectBieHust 396-401 BBOAST B KOMOUHALIMH C

coequnenreM III unu coenunenuem II1-d;

(1) coenunenuem I1 u (ii) coequaenuem II wnu coenunennem I1-d nim

(1) coenunenuem 1V u (ii) coenunennem I unu coenunenuem I11-d.

410. Komnosunusi, MpUMEHeHHe, Crocod WM COEAVMHEHHE MO JIOOMYy W3 BapHUAHTOB
ocymectenenust 404-409, rune coemmuenue Il w/wnmm coenunenne III Haxomstcs B (opme
TBEPJOHN TUCIIEPCUH.

411. TTo cytu Kpucrammmueckast popma D B Bune runpara KanueBoi cojiu coequueHus 1
(r. e, rne menee 15% coemmnenuss 1 Haxomsarcs B amopduOoit dopme, roe menee 10%
coenunenus: 1 Haxomsitcs B amopdHOU ¢opme, roe menee 5% coemuHeHust I HaxomsiTcs B
amop¢Hoit popme).

412. Coenunenne I no Bapuanty ocymectsnenus 411, rne coenunenne I npencrasnsier
coboit 100% kpucrammmueckyro ¢popmy D B Buze rumpara KaJiueBO CONH.

413. Kpucrammuaeckas ¢opma D B Bume ruapata KaiueBol comm coemuHeHwsi 1 mo
BapuaHTy ocyumectsieHuss 411 wunm BapuanTy ocywectsieHus 412, xXapakTepuU3yrolascs
PEHTI€HOBCKOM MOPOIIKOBON qudpakrorpaMmoil ¢ curnanamu npu 4,4 = 0,2 rpagyca yria gsa-

tera, 13,1 + 0,2 rpaayca yria asa-tera u 15,3+ 0,2 rpanyca yria asa-Tera.
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414. Kpucrannmueckass ¢opma D B Bume ruapara KaiaueBoil conmu coemuHeHus: 1 1o
BapuaHTy ocyumectBieHust 411 wunm BapuanTy ocywectsieHuss 412, xXapakTepu3yrolascs
PEHTTEHOBCKOM MOPOIIKOBOM audpakrorpammoii ¢ (a) curHanom npu 8,8 + 0,2 rpamyca yria
nBa-teta u (b) curnanom npu 4,4 £ 0,2 rpaayca yria nsa-rera, 13,1 = 0,2 rpagyca yrna nBa-tera
u 15,3 +£0,2 rpanyca yria asa-tera.

415. Kpucrananueckast ¢popma D B Buae ruapara KajaueBoil conu coemunHenus 1 mo
BapuaHTy ocymectBieHuss 411 wunm BapuaHTy ocyiuectBieHuss 412, xapakTepu3yrolascs
PEHTTEHOBCKOM MOPOIIKOBOW mudppakTorpammoii ¢ (a) curnanamu npu 4,4 = 0,2 rpaayca yria
nBa-tera, 8,8 £ 0,2 rpanyca yrna asa-tera, 13,1 £ 0,2 rpagyca yrna nBa-tera u 15,3 + 0,2
rpaayca yria asa-tera u (b) curnanom mpu 7,0 £ 0,2 rpaayca yria asa-teta, 8,1 £ 0,2 rpanyca
yrna nea-teta w/wnum 21,9 £ 0,2 rpanyca yria nBa-Teta.

416. Kpucrammudeckass ¢opma D B Bume ruapata kKanueBod comm coemuHeHwsi 1 mo
BapuaHTy ocyumectsieHuss 411 wunm BapuanTy ocywectBieHus 412, xapakTepu3yrolascs
PEHTTEHOBCKOW MOPOIIKOBON MU(PAKTOTPAMMOM, MO CYTH MOAOOHON TAaKOBOH, MOKA3aHHOW Ha
¢ur. 42.

417. Kpucrannmueckast ¢opma D B Bume ruapara kKanueBoil conmu coenwHeHust 1 1o
Jr00OMy ®3 BapwaHTOB ocymectsieHus: 411-416, mnony4eHHas ¢ TIOMOIIBID crocoda,
BKJTIOYAIOIIETO cMeluBaHue amopdHoi kanmmeBoit conu coennnenus 1 ¢ ACN npu KOMHAaTHOH
TeMIiepatype U BbicyiinBanue rnpu 29°C nox BakyyMoM.

418. Cnoco0 mony4yeHust KpucTamanueckoi Gopmsl D B Buzme ruzppara KajiueBoil CONH
coenuHenusi 1 mo moOomy u3 BapuantoB ocymecTsiaeHust 411-416, MOMy4YeHHOW C MOMOIIBIO
cnocoba, BKIIIOHAKOLIEro cMmemnBaHue amopdHoil kanmueBoi comu coenuHerust I ¢ ACN mpu
KOMHAaTHOM TemrepaType U BbicylnBanue npu 29°C nog BaKyyMoM.

419. dapmaneBTuuecKasi KOMIO3ULMS, COAEpIKalasi Kpuctamindeckyro Gopmy D B Buze
ruapara KanueBod conu coexmHeHus I mo moOomy u3 BapuaHTOB ocyinecTBieHust 411-417,
HEeo0s13aTeNIbHO JOTIOJIHUTENBHO COMEep KaIasi OMHO MM Oojiee JOMONHUTEIbHBIX COSTUHEHUH,
monynupyromux CFTR.

420. ®apmarieBTHYECKAsT KOMIO3UIMS 110 BapUaHTy ocyliecTBieHus 419, roe oqHo win
OoJiee nonoaHUTENBHBIX coenuHennii, Mmoaynupyromux CFTR, npencrasnstor codoit

coenunenue III nnu coenunenue INI-d nnu

(1) coenunenue 11 u (ii) coenunenne Il nnm coennnenue I11-d.

421. ®opma D B Buze ruppara xkanueBoi conu coenuHeHus I mo mobomy U3 BapUaHTOB
ocymecteneHust 411-417 wnu ¢papmaneBTHUECKass KOMIIO3ULHS 110 BAPUAHTY OCYINECTBIICHHS
419 nnu BapuaHTy ocylecTsiaeHus 420 Ay NPUMEHEHHNs! B JICHEHUN MyKOBUCLIU03a.

422. Tlpumenenue ¢popmbl D B Buzae ruapara kaiaueBoi conu coenuHenus 1 mo mobomy
U3 BapuaHTOB ocymectBieHus 411-417 wnu QapmaneBTHUECKOH KOMIO3WIMU 1O BapUaHTY
ocywecTtBiaeHuss 419 wimu BapuaHTy ocyumecTBieHuss 420 B M3TOTOBJICHUHM JIEKAPCTBEHHOIO
npenapara AJis JeueHus: MyKOBUCLIM03a.

423. Cnoco0 neueHHs MyKOBHUCLIMJO03a, BKJIIOUarOIuii BBeneHue ¢opmsl D B BHuze

ruapara KajaueBon coiu coequHeHus I mo moboMy u3 BapuanToB ocyuiectBienus 411-417 umu
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dapmaneBTHUECKOW KOMITO3ULMM MO BapuaHTy ocymectsieHus 419 wim  Bapuanrty
ocymectBiieHHs1 420 CyOBeKTy, HYKIAIOLIEMYCSI B 3TOM.

424. CoenuHenue sl IPUMEHEHUs TI0 BapUaHTy OCYyILecTBIeHMs 421, mpuMeHeHue 1o
BapUaHTy OCYLIeCTBIEHHs 422 uiu crocod Mo BapHaHTy ocyuecTieHus 423, rae ¢opma D B
BUZIE THJIpaTa KajaueBoil conu coeaunenus I mo moboMy U3 BapuaHToB ocyliecTiaeHus 411-417
BBOISIT B KOMOMHAIMM C TIO MEHbIIEH Mepe OJHUM MIONOJHUTEIbHBIM COECJUHEHHUEM,
monyaupyroumum CFTR.

425. CoenuHeHue, NMPUMEHEHHE WM CIOCO0 MO BapwaHTy ocymectBieHus 408, raoe
dbopmy D B Buzme ruapata KamueBOl coju coemuHeHuss 1 mo Jr0OOMy U3 BapUAHTOB
ocymectsiieHust 411-417 BBoaAT B KOMOMHALIMU C

coequuenueM I unu coequnenuem I11-d;

(1) coenunenuem 11 u (ii) coequaenuem III win coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem I nnmn coenunenuem I11-d.

426. Komnosuuus, mpuMEeHEHHe, Crocod WM COENWHEHHE IO JIIOOOMY M3 BapHaHTOB
ocymectenenust 420-425, rne coemmuenue Il w/wmmm coenunenne III maxomstcs B dopme
TBEPJOHN TUCIIEPCUN.

427. Tlo cytm kpucrammyeckas (opma A B BHAE TUApaTa aMMOHHMHHOW COJIK
coennnenus I (1. e, rne menee 15% coenunenus 1 Haxonmsitcs B amopdHOI dopme, roe MeHee
10% coenunenus 1 Haxomsarcs B amopduOit popme, rae meHee 5% coenunenus 1 HaxopsaTcs B
amop¢Hoit popme).

428. Coenunenue I no BapuanTy ocywmectsaenus 427, rue coenudenue I npencrasnser
coboit 100% kpucramamueckyro ¢GopMy A B BUE rUIpaTa AMMOHHITHON COJIH.

429. Kpucrammueckas ¢opma A B BUAE ruapaTa aMMOHMWHON cosu coenuHeHus 1 mo
BAPUAHTY OCYILIECTBIeHUs] 427 WM BapUaHTy OCYyIIECTBICHUs 428, XapaKTepU3YHOLIAsACs
PEHTIeHOBCKOH MOPOLIKOBOH AupakTorpamMmoil ¢ curaajiom npu 5,5 + 0,2 rpaayca yria aBa-
teta, 15,3 + 0,2 rpanyca yria na-tera w/wnu 17,7 + 0,2 rpagyca yria nsa-Tera.

430. Kpucrammuyeckas Gopma A B BUJAE THApaTa aMMOHHMWHON coji coenuHeHus I mo
BApUAHTy OCyllecTBiIeHUs1 427 Wi BapuaHTy OCYINECTBJIECHUs 428, XapakTepu3yHLIascs
PEHTTEHOBCKOM MOPOIIKOBOH maudpakTorpaMmoii ¢ (a) curHaiom mpu 5,5 £ 0,2 rpaayca yria
nBa-teta, 15,3 £ 0,2 rpagyca yrna asa-tera w/uinn 17,7 = 0,2 rpanyca yrna nsa-tera u (b)
curHasiom ripu 18,0 = 0,2 rpagyca yrna nsa-tera, 19,6 + 0,2 rpanyca yria apa-tera u/nim 20,9 +
0,2 rpagyca yria nBa-Tera.

431. Kpucrammuyeckas ¢opma A B BUJAE rUApaTa aMMOHHWHON cojiu coenuHenHwus 1 mo
BApUAHTy oOcCyllecTBieHus: 427 Wiau BapuaHTy OCYIUECTBJIECHHs 428, XapakTepu3yroLIascs
PEHTTEHOBCKOW MOPOILIKOBON MU(PAKTOTPAMMOH, IO CYTH MOAOOHON TAaKOBOW, MOKA3aHHOW Ha
(ur. 44.

432. Kpucrammueckass ¢opma A B BUAe ruapaTta aMMOHHIHON cojiu coequHeHwus 1 mo
JF00OMy W3 BapHaHTOB ocymecTsieHuss 427-431, monydeHHas € TIOMOIIBIO Crocoda,
BKJIIOUAKOLIEro cMemmBaHue amopdHol ¢opmbel A coegmnenuss 1 (cBoOomnas ¢opma) ¢

TUAPOKCUIOM aMMOHHMUS B BOAC.
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433. Criocod nmony4eHus: KpUCTAUTNIECKO (JOpMbI A B BHJIE THAPATa aMMOHUIHOHN COMM
coenuHenusi 1 mo moOomy U3 BapwaHTOB ocymecTBiaeHus 427-431, MOMy4YeHHOW C MOMOIIBIO
crioco0a, BKJIOYAOINEro cMemmBanne amopdHoit popmbr A coennnenus I (ceobonnas ¢popma) ¢
TUJIPOKCUIOM aMMOHUS B BOJIE.

434. @apmarneBTUdecKast KOMIIO3ULNSA, COAEpIKaLas KpUCTAIINYECKY0 GopMy A B BUIE
ruapaTa aMMOHUIHON conu coenuHenus I o moOoMy U3 BapUaHTOB OCyIuecTBiIeHus 427-432,
Heo0s3aTeNIbHO JOMOIHUTEIBHO CONIEepIKallas OHO MM OoJiee NONOJHUTEIbHBIX COSTUHEHUH,
monynupyrouux CFTR.

435. ®apmarieBTHYECKass KOMIO3HUIIMS 110 BApUAHTY OCYyIleCTBIeHUs 434, rae OaHO Wiu
Oonee nomoHUTENBHBIX coenuHenuii, Mmoayaupyromux CFTR, npeacrapnstor coboit

coenunenue III nnu coenunenue INI-d nnu

(1) coenunenue 11 u (i) coequnenune I i coennnenue I11-d.

436. dopma A B BUAe ruapaTa aMMOHUUHOHN conmu coenunHeHuss 1 mo mrobomy u3
BApPUAHTOB ocyliecTBiIeHus 427-432 wunn QapManeBTUYecKass KOMIIO3ULHMS MO BapUAHTY
ocywmecTtsiaeHuss 434 wnM BapuaHTy OCyllecTBieHust 435 nud NpUMEHEHUsT B JICUCHHUU
MYKOBHCLIU03A.

437. Tlpumenenue (opmbl A B BHIE TUApAaTa aMMOHUWHON coiu coenmHeHus 1 mo
JFOOOMYy W3 BapHAaHTOB oOCymecTBieHus 427-432 wnm (apMameBTUYECKON KOMITO3UIUHU TIO
BApUaHTy oOCyllecTBieHus 434 wiu BapuaHTy ocylecTBiaeHuss 435 B  H3TOTOBJICHUH
JIEKapCTBEHHOTIO Mpemnapara AJis JeUeHUus: MyKOBUCLIMI03a.

438. Cnoco0 neueHHss MyKOBHCLIMIO03a, BKJIIOYAIOIIMN BBeneHHEe (GopMmbl A B BHIE
rugpara aMMOHHIHON coiiu coenuHenus 1 mo moboMy u3 BapuaHTOB ocyiecTBieHus 427-432
wid  (papMaleBTHUECKOH KOMIIO3MLIMM IO BapHaHTY OCYINECTBieHUs 434 WM BapUaHTY
ocyiecTBieHust 435 CyOBeKTy, Hy KIaI0IIEMYCsl B 3TOM.

439. CoenuHeHue A1 IPUMEHEHUs 110 BapUAHTy OCyllecTBJIeHUs 430, MpUMEHEeHUe 110
BapHUaHTy ocyuiecTBieHus 437 unu cnocod mo BapuaHTy ocyuiecteieHus 438, rae ¢popmy A B
BUJIE THIIpaTa aMMOHUIHON cou coenuHenus 1 mo jo0oMy 13 BApUAHTOB OCyINECTBIEeHUs 427-
432 BBOIAT B KOMOHMHALIMK C IO MEHBLIEH Mepe OTHUM JOINOJHHUTEIbHBIM COEIUHEHHEM,
monynupyroumum CFTR.

440. CoenuHeHue, NMPUMEHEHHE WINM CIOCO0 MO BapHaHTy OCymecTBieHHs 439, rae
dopmy A B BHAe ruapata aMMOHHHHOH comu coenuHeHust I mo mo0oMy W3 BapHaHTOB
ocymiectBiieHus1 427-432 BBOISAT B KOMOMHALIMU C

coenuHenueM III vim coeqnnenuem I11-d;

(1) coennnenuem 11 u (ii) coenquaennem III wnn coennnenuem 111-d nm

(1) coenunenuem 1V u (i1) coenunennem II1 nnn coenunenuem I11-d.

441. Komno3unwsi, MpUMEHEeHHe, CIOco0 WM COSANHEHHE MO JIOOMYy W3 BapHUAHTOB
ocymectenenust 435-440, rne coemmuenue Il w/mnu coenunenne III maxomstcs B (opme
TBEPAOHN TUCIIEPCUN.

442. Tlo cytu Kpucrammmgeckas ¢opma E B Bune rugpata HaTpueBOi COM COSTUHEHUS
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443. ®opma E B Buzme rumpara HaTpueBOH conu coenuHeHuss I B COOTBETCTBUU C
BApUAHTOM  oOcyllecTBiaeHUuss 442, XapaKTepHU3YyIOIIasiCsi PEHTICHOBCKOM  MOPOLIKOBOU
nudpakrorpamMmoii ¢ curHanamu npu 4,3 + 0,2 rpanyca yria asa-tera, 13,0 £ 0,2 rpanyca yria
nBa-tera u 14,9 + 0,2 rpaayca yria aBa-Tera.

444. ®opma E B Bume rumpara HaTpueBoW conu coeauHeHuss 1 B cOOTBETCTBHM C
BAPUAHTOM OCYLIECTBI€HUsI 442 WM BapUaHTOM OCYIUECTBJICHUs 443, XapakTepuU3yrIlascs
PEHTTeHOBCKOH MOPOLIKOBOH AN PAKTOrpaMMOii ¢

(a) curnanamu npu 4,3 + 0,2 rpagyca yria aa-teta, 13,0 + 0,2 rpagyca yria iBa-Teta u
14,9 £ 0,2 rpagyca yria aBa-TeTa u

(b) curnanom mpu omHOM, ABYM, TpeM wiu 4erbipeM u3 10,6 £ 0,2 rpanyca yria jiBa-
tera, 11,7 £ 0,2 rpanyca yrna asa-tera, 13,4 + 0,2 rpanyca yrna asa-tera, 14,1 £ 0,2 rpagyca
yria asa-tera, 14,2 +£ 0,2 rpanyca yrna asa-tera, 17,3 £ 0,2 rpaagyca yria asa-tera, 18,1 +£ 0,2
rpaayca yria asa-teta, 18,8 £ 0,2 rpaayca yria asa-tera, 19,2 +£ 0,2 rpagyca yria aABa-TeTa,
20,0 + 0,2 rpanyca yrmna nBa-teta, 21,4 + 0,2 rpanyca yrna nsa-teta, 21,5 = 0,2 rpagyca yria
nBa-tera, 22,3 = 0,2 rpanyca yria asa-tera u 23,1 £ 0,2 rpangyca yrna asa-tera.

445. ®opma E B BuUme rumpara HaTpUEBOH coiu coenuHeHHs: I B COOTBETCTBHU C
BApUAHTOM  ocyuliecTBiaeHuss 442, XapaKTepHU3yIOLIasCsi PEHTICHOBCKOW  MOPOIIKOBOU
mudpakrorpamMmmoii ¢ curaanamu npu 4,3 + 0,2 rpanyca yria asa-teta, 13,0 £ 0,2 rpanyca yria
nBa-tera u 23,1 + 0,2 rpaayca yria nsa-Tera.

446. ®opma E B Buge rugpara HaTpUEBOU COM coeNHEHNs I B COOTBETCTBHH C JIFOOBIM
U3 BApUAaHTOB OCyLlecTBIeHUsA 442-445, XapaKTepus3yrollascsi PEHTT€HOBCKOW IOPOLIKOBOU
IUPPaKTOrpaMMOi, IO CYyTH NMOJOOHON TAKOBOH, MOKa3aHHOH Ha (ur. 49.

447. ®opma E B Buzme ruapaTa HaTpHEBOi conmu coequHenust I B COOTBETCTBUU C JIFOOBIM
U3 BAapHAHTOB ocyluecTBieHus: 442-446, roe ¢opma E B BHe ruapata HaTpueBOW COJU
coenuHenuss 1 xapakrepusyercs 13C—cneKTpOM TBepAO(A3HOrO SAEPHOr0 MArHUTHOTO
pe3oHaHca (13C ssNMR) ¢ ogHuM, OBYMsI, TPEMsI, YE€TbIPbMS, MSATHIO, IIECTHIO, CEMBIO MU DOJiee
nmuKaMu, BbIOpaHHbIMU U3 165,2 = 0,2 ppm, 155,4 + 0,2 ppm, 1427 + 0,2 ppm, 128,4 £ 0,2 ppm,
121,3 £ 0,2 ppm, 101,0 = 0,2 ppm, 93,1 + 0,2 ppm, 69,5 + 0,2 ppm, 62,6 + 0,2 ppm, 55,2 + 0,2
ppm, 50,6 £ 0,2 ppm, 50,0 £ 0,2 ppm, 21,1 £ 0,2 ppm, 17,2+ 0,2 ppm, 7,2 £ 0,2 ppm u 2,1 £0,2
ppm.

448. ®opma E B Buae rugpara HATPUEBOU CONMM cOeNHEeHNs I B COOTBETCTBHH C JIFOOBIM
U3 BapuaHTOB ocymectsieHust 442-447, rme ¢opma E B Bume ruapata HaTpueBOW COJH
coenuHenus I xapakrepusyercs Be ssNMR-cnekrpom ¢ nukamu npu 165,2 = 0,2 ppm, 1554 +
0,2 ppm, 142,77+ 0,2 ppm, 1284 £ 0,2 ppm, 121,3 £ 0,2 ppm, 101,0 + 0,2 ppm, 93,1 £ 0,2 ppm,
69,5 £ 0,2 ppm, 62,6 £ 0,2 ppm, 55,2 £ 0,2 ppm, 50,6 = 0,2 ppm, 50,0 = 0,2 ppm, 21,1 £ 0,2
ppm, 17,2+ 0,2 ppm, 7,2+ 0,2 ppm u 2,1 = 0,2 ppm.

449. ®opma E B Buge rugpara HATPUEBOU CONM cOeNHEHNs I B COOTBETCTBHH C JIFOOBIM
U3 BapUaHTOB ocyuiecTBieHus 442-446, rne ¢opma E B Buzme ruapata HaTpueBOW COJH
coenquHenust I xapakrepusyercs 13 C-cnekTpoM TBepA0(}a3HOTO SIIEPHOTO MArHUTHOTO
pesonanca (°C ssNMR) ¢ mukamu npu 177,4 £ 0,2 ppm, 165,2 = 0,2 ppm, 155,4 = 0,2 ppm,
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1427+ 0,2 ppm, 128,4 + 0,2 ppm, 121,3 = 0,2 ppm, 101,0 £ 0,2 ppm, 69,5 £ 0,2 ppm, 62,6 £ 0,2
ppm, 55,2 £ 0,2 ppm, 50,0 = 0,2 ppm, 30,9 + 0,2 ppm, 30,2 = 0,2 ppm, 27,8 £ 0,2 ppm, 21,1 £+
0,2 ppm, 17,2+ 0,2 ppm, 7,2 £ 0,2 ppm u 2,1 £ 0,2 ppm.

450. ®opma E B Buge rugpara HaTpHeBO conu coeuHeHus 1 B COOTBETCTBHH C JIFOOBIM
W3 BapUaHTOB OcCyluecTBiaeHus 442-449, xapaKkTepu3yrolascs 13C—c:HeKTpOM TBeproha3HOro
SMP 1o cytu nonoOHBIM TaKOBOMY, ITOKa3aHHOMY (ur. S0.

451. ®opma E B Buzme rugpaTta HaTpHEBOi conmu coequHeHust I B cOOTBETCTBHY C JIFOOBIM
U3  BapUAHTOB  ocyulecTBieHuss  442-450,  XapakTepu3yroIascs  OPTOPOMOMYECKOM
KPUCTAJUTMUECKONH  CHUCTeMOH, mpocTpaHcTBeHHOW rpymmoii C222; u  mapaMmerpamu
sJeMeHTapHOU stueiiku, m3MmepeHHbiMu mpu 100 K nHa mudpakromerpe Bruker, ocHameHHOM

ncrounnkoM msnydenus Cu K, (A\=1,54178 A).

a 12,66 £ 0,01 A a 90°
b 13,16+ 0,01 A B 90°
c 39,93+0,01 A v 90°

452. ®opma E B BuAe ruapata HATPUEBOU CONMM cOeNHEeHNs I B COOTBETCTBHH C JIFOOBIM
U3 BapPUAHTOB OCyLIecTBIeHHs 442-451, mony4eHHas C MOMOIIBIO Croco0a, BKIIFOYAIOIIEro:

HarpeBaHue Gpopmbl A B BHIE ruapata HaTpueBoil conu coenunenns 1 B IPA u Bone npu

65°C,

oxjaxkaeHue cMmecu 1o 45°C,

BBEJICHUE 3aTPAaBKH KPUCTAIUIOB (POPMBI A B BUJE rHIpaTa HATPUEBOH COJIM COCAMHEHUS
L

oxjnaxkaenne cmecu 10 20°C,

cOOp TBEPIBIX BEIIECTB,

npoMbIBaHHE TBepabIX BemecTB cMmecbto IPA:Boma (1:3 00.:00.) u BbICylIMBaHHE Ha
BO31yXe,

nobasnenue IPA, NaOH u Bozmbl K TBEp/IbIM BeIECTBAM,

HarpesaHue 110 73°C,

TOHKast QUIBTpaIMs PacTBOPA,

oxnaxkaenue o 58°C,

no0aBJieHHE BOJIBI,

BBEJIEHUE 3aTpaBKU KpucTauioB Gopmel E B Bue ruppara HaTpUeBOH COJM COETUHEHUS
I pu 40°C,

oxnaxkaenue 1o 5°C,

cOOp TBEpPABIX BEINECTB,

IIPOMBIBaHHE TBEPJbIX BELIECTB cMeChio BOAbI U IPA 1

BbICYLIMBaHHE 07 BakyymMoM Iipu 40°C

¢ nony4erreM ¢Gopmel E B BUe runpara HaTpUeBO coiu coequHeHust 1.

453. Cnocob monyuenusi ¢popmbel E B Buae ruapara HaTpueBou conu coeauHenust 1 B
COOTBETCTBHUH C JIFOOBIM U3 BAPUAHTOB OCYyIeCTBIeHNUs 442-451, BKIIFOUar0Omui

HarpeBaHue Gpopmbl A B BUJe ruaparta HatpueBoil conu coenunenus I B IPA u Bone npu
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65°C,

oxjnaxkaenue cMmecu 1o 45°C,

BBEJICHUE 3aTPAaBKH KPUCTAIUIOB (JOPMBI A B BUJE rHIpaTa HATPUEBOH COJIM COCAMHEHUS
L

oxnaxkaenne cmecu 10 20°C,

cOOp TBEPIBIX BEIIECTB, 3aTEM

npoMbIBaHHE TBepAbIX BemecTB cMmechto IPA:Boma (1:3 00.:00.) m BbICymIMBaHHE Ha
BO3IyXE,

nobasnenue IPA, NaOH u Boxbl K TBEP/IbIM BEIECTBAM,

HarpesaHue 110 73°C,

TOHKast QUIBTpaIMs pacTBOPA,

oxnaxkaenue o 58°C,

n00aBJIeHHE BOJIbI,

BBEJICHUE 3aTPaBKH KpHCTALIOB Gopmbl E B BUAe ruapata HAaTPUEBOH CONM COCAMHEHUS
I pu 40°C,

oxnaxkaenue 1o 5°C,

cOop TBEpABIX BEIECTB,

IIPOMBIBaHNE TBEPJbIX BELIECTB CMeChIO BOAbI U IPA 1

BbICYyLIMBaHUE 1107 BakyymoM mpu 40°C.

454. ®opma E B Buge rugpara HATpUEBOU COM coeNHEHNs I B COOTBETCTBHH C JIFOOBIM
U3 BApPUAHTOB OCylIecTBIeHNs 442-451, mony4eHHasi ¢ MOMOIIBIO CIOC00a, BKIIOYAIOIETO:

pactBopeHue ¢opmbl A B BUAE TMApaTa HaTpueBol coium coeauHeHust I B cmecu
IPA/Bona npu 65°C,

oxJiaxxkaeHne pactsopa 1o 45°C,

BBeNleHHEe 3aTpaBku cMecu (Gopmbl A u ¢opmsl E B Bume ruapatoB HaTpueBOH coyu
coenuHenust 1,

n00aBJIEHHE BOJIBI,

oxnaxkaenue o 20°C,

cOOp TBEpPABIX BEIECTB,

IIPOMBbIBaHNE TBEPJbIX BEILIECTB CMeChi0 BObI U IPA 1

BBICYLIMBAaHHE [10]] BAKYYMOM

¢ nonyueHneM ¢popmel E B Buze ruzpara HaTpueBoi conn coenuneHus 1.

455. Cnocob monyuenusi ¢popmbl E B Bume rupparta HaTpueBOW coiu coenanHeHus 1 B
COOTBETCTBHH C JIFOOBIM U3 BAPUAHTOB OcyecTBIeHHs 442-451, BKItOYaromuit

pacTtBopeHne ¢GopmMbl A B BUAE THApaTa HATPUEBOW COJHM COoequHEHMs 1 B cmecu
IPA/Bona mpu 65°C,

oxJiaxxaeHue pacteopa 1o 45°C,

BBeIeHUE 3aTpaBku cMecu popmbl A u ¢popmbel E B Bume ruapaToB HaTpuUeBOH coNU
coenuHeHus 1,

no0aBJIeHHE BOJIBI,



117

oxnaxkaenue o 20°C,

cOop TBEpPABIX BEILECTB,

IIPOMBIBaHHE TBEPJbIX BELIECTB CMeChIO BOAbI U IPA 1

BBICYLIIMBAHHE O]l BAKYYMOM.

456. ITo cytu kpuctammdeckas popma A B Bune conbpara ¢ IPA (BnaskHblii) HaTpHEBOH
conu coepuHeHus I

457. ®opma A B Buze combBata ¢ IPA (BnakHbIN) HaTpueBoOl conu coequHeHus 1 B
COOTBETCTBUM C BAapUAHTOM OCYILIECTBJIEHUs 456, XapaKTepU3yIOINAsCs PEHTTEHOBCKOU
MOPOLIKOBOH AupakTorpaMmoni ¢ curHaiom npu 3,5 + 0,2 rpanyca yria nBa-tera w/miu 3,6 +
0,2 rpangyca yria nBa-Tera.

458. ®opma A B Buze combBata ¢ IPA (Bnaxubll) HaTpueBoW coim coenuHenus I B
COOTBETCTBUM C BapHaHTOM OCYINECTBJICHUs 450 WIM BapUaHTOM OCylleCcTBieHUs 457,
XapaKTEePU3YIOINAsCS PEHTTEHOBCKOH MOPOIIKOBOH AH(PpaKTOrpaMMon ¢

(a) curnanom mpu 3,5 + 0,2 rpanyca yria asa-tera w/unm 3,6 + 0,2 rpagyca yria aBa-
TeTa U

(b) curnanom npu 9,5 + 0,2 rpanyca yria aBa-Tera.

459. ®opma A B Bune coipBara ¢ IPA (Bnaxsslil) HaTpueBol coim coenuHeHus 1 B
COOTBETCTBHH C JIIOOBIM M3 BapUAaHTOB OCYIIECTBIEHUs 456-458, XapakTepu3yromasics
PEHTI€HOBCKOM MOPOIIKOBOH nu(pakTorpaMmoil ¢ cursanamu npu 3,6 = 0,2 rpagyca yria nsa-
Tera, 3,5 £ 0,2 rpaayca yria asa-tera u 9,5 £ 0,2 rpagyca yria 1Ba-Tera.

460. ®opma A B Bune coibBara ¢ IPA (Bnaxsblil) HaTpueBol conu coenuHeHus I B
COOTBETCTBHH C JIIOOBIM M3 BapUaHTOB OCyllecTBIeHUs 456-459, XapakTepu3yrolmasics
PEHTTEHOBCKOM MOPOILIKOBON AU(PAKTOrpaMMOM, MO CYyTHU MOAOOHON TAKOBOM, IMOKAa3aHHOW Ha
¢ur. 51.

461. ®opma A B Buze combBata ¢ IPA (BnakHbIH) HaTpueBod conu coenuHeHus 1 B
COOTBETCTBUH C JIFOOBIM M3 BapUaHTOB oOcyuecTBieHuss 456-460, mojiydeHHasi C MOMOLIBIO
crioco0a, BKIFOYAIOLIErO CyCIEeHANpPOBaHUE aMOp¢HOW (opMbl A B BHIE T'MApaTa HATPUEBOM
comu u coenunenus I B IPA.

462. Cnocob monyuenust Gpopmel A B Bune cosnbbata ¢ IPA (BIakHbIN) HATPUEBOH COJH
coenrHeHus I B COOTBETCTBHHM C JIFOOBIM M3 BAPHAHTOB OCYyIIECTBIEHHs 456-460, BKIIFOYAOIUN
cycrieHaupoBaHue amopdHoii Gopmbl A B BUe THApaTa HaTpueBol conu coenunenus 1 B IPA.

463. Tlo cytu kpuctasummdeckas ¢opma B B Bume combBara ¢ IPA (cyxoii) HaTpueBoi
conu coequneHus 1

464. ®opma B B Buzme compBata ¢ IPA (cyxoii) HaTpueBoii comu coexuHeHust 1 B
COOTBETCTBUM C BAapUAHTOM OCYLIECTBJIEHUs 463, XapaKTepHU3YIOINAsCs PEHTTEHOBCKOU
nopoKoBoi audpakrorpammoii ¢ curaaigamu rpu 4,0 £ 0,2 rpanyca yria asa-tera u 5,3 £ 0,2
rpaayca yria Ba-TeTa.

465. ®opma B B Buzme compBata ¢ IPA (cyxoii) HaTpueBoii comu coexuHeHus 1 B
COOTBETCTBUM C BapUaHTOM OCYINECTBJICHUs 463 WIM BapUAHTOM OCYIUECTBJICHUS 464,

XapaKTEePU3YIOINAsCs PEHTI€HOBCKOH MOPOIIKOBON AN(paKTOrpaMMoi ¢
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(a) curnanamu nipu 4,0 = 0,2 rpagyca yrna nsa-tera u 5,3 + 0,2 rpagyca yria 1Ba-Tera u

(b) curmanom npu OAHOM, ABYM, TPEM WK deTbipeM u3 7,9 + 0,2 rpagyca yria aBa-TeTa,
9,7 £ 0,2 rpanyca yria nsa-tera, 11,0 £ 0,2 rpanyca yraa nsa-tera, 13,9 + 0,2 rpanyca yrna
nBa-tera, 18,5 + 0,2 rpanyca yrna nsa-tera u 20,0 + 0,2 rpanyca yria nsa-tera.

466. ®opma B B Buzme compBata ¢ IPA (cyxoii) HaTpueBoil comu coeauHeHus 1 B
COOTBETCTBUM C BAPUAHTOM OCYLIECTBICHUsA 463, XapaKTepU3YIOILAsiCs PEHTTeHOBCKOU
MOPOLIKOBOH audpakrorpamMmoii ¢ curHanamu npu 4,0 + 0,2 rpanyca yria asa-teta, 7,9 + 0,2
rpaayca yria aBa-tera u 9,7 + 0,2 rpanyca yria aBa-TeTa.

467. ®opma B B Buzme combBata ¢ IPA (cyxoii) HatpueBoii comu coeauHeHus 1 B
COOTBETCTBHUH C JIIOOBIM M3 BapUAHTOB OCYIIECTBICHUs 403-460, XapakTepu3yrINasics
PEHTTEHOBCKOM TMOPOIIKOBOM AU(PPAKTOrPAMMOM, MO CyTH MOAOOHON TaKOBOH, MOKA3aHHOW Ha
(ur. S2.

468. ®opma B B Bume compBata ¢ IPA (cyxoilf) HarpueBoil comu coenuHeHust 1 1o
moboMy U3 BapuaHTOB ocymectBieHus 463-467, roe ¢opma B B Bune conbpara ¢ IPA (cyxoii)
HaTpueBoil comu coemmHenns I xapakrtepmsyercs C-criekTpoMm TBepao(asHOro suepHOro
marsuTHOTO pesonanca (°C ssNMR) ¢ OXHHM, XBYMS, TPEMs, 9YeTHIPbMS, IMATHIO, IIECTHIO,
ceMbr0 miu OoJyiee mukamu, BeiOpaHHbiME U3 180,3 + 0,2 ppm, 178,7 + 0,2 ppm, 164,7 £ 0,2
ppm, 135,94+ 0,2 ppm, 127,0 £ 0,2 ppm, 117,0 + 0,2 ppm, 105,4 + 0,2 ppm, 95,5 + 0,2 ppm, 94,4
+ 0,2 ppm, 68,9 £ 0,2 ppm, 67,6 + 0,2 ppm, 64,1 = 0,2 ppm, 59,5 + 0,2 ppm, 54,5 = 0,2 ppm,
53,6 £0,2 ppm, 32,7+ 0,2 ppm, 24,6 + 0,2 ppm, 20,2 + 0,2 ppm, 5,1 £ 0,2 ppm, 3,6 + 0,2 ppm.

469. ®opma B B Buzme compBata ¢ IPA (cyxoii) HatpueBoil comu coeauHeHus 1 B
COOTBETCTBHUH C JIIOOBIM M3 BAPUAHTOB OCyIlecTBJIeHUs 463-468, rne ¢opma B B Buzne conbpata
¢ IPA (cyxoii) HaTpueBoii conu coenunenus I xapakrepusyercs Be ssSNMR-cnekrpom ¢ nukamu
npu 180,3 £ 0,2 ppm, 178,7 £ 0,2 ppm, 164,7 = 0,2 ppm, 135,9 = 0,2 ppm, 127,0 = 0,2 ppm,
117,0 £ 0,2 ppm, 105,4 £ 0,2 ppm, 95,5 £ 0,2 ppm, 94,4 £ 0,2 ppm, 68,9 + 0,2 ppm, 67,6 £ 0,2
ppm, 64,1 £ 0,2 ppm, 59,5 +£ 0,2 ppm, 54,5 + 0,2 ppm, 53,6 £ 0,2 ppm, 32,7 + 0,2 ppm, 24,6 £+
0,2 ppm, 20,2+ 0,2 ppm, 5,1 £ 0,2 ppm, 3,6 = 0,2 ppm.

470. ®opma B B Buzme combBata ¢ IPA (cyxoii) HatpueBoil comu coeauHeHus 1 B
COOTBETCTBHUH C JIFOOBIM M3 BAPUAHTOB OCyIIecTBIeHUs 463-467, rne ¢popma B B Buzie conbpata
¢ IPA (cyxoii) HaTpueBoii conu coennHeHus 1 xapakrepusyercs Be sSNMR-cnekTpoMm ¢ nukamu
mpu 180,3 £ 0,2 ppm, 178,7 + 0,2 ppm, 164,7 =+ 0,2 ppm, 135,9 + 0,2 ppm, 127,0 + 0,2 ppm,
117,0 £ 0,2 ppm, 105,4 = 0,2 ppm, 95,5 + 0,2 ppm, 94,4 + 0,2 ppm, 67,6 = 0,2 ppm, 59,5 £ 0,2
ppm, 53,6 + 0,2 ppm, 32,7 £ 0,2 ppm, 27,2+ 0,2 ppm, 24,6 £ 0,2 ppm u 3,6 £ 0,2 ppm.

471. ®opma B B Buzme compBata ¢ IPA (cyxoii) HatpueBoil comu coenuHeHus 1 B
COOTBETCTBUHM C JIOOBIM M3 BapHAaHTOB oOcyluecTBiIeHUs 463-470, xapakTepu3yroImasics Be-
cnektpoM TBepaodaznoro AMP no cytu nogoOHBIM TAKOBOMY, MOKa3aHHOMY ¢ur. 53.

472. ®opma B B Buzme compBata ¢ IPA (cyxoii) HaTpueBoii comu coexuHeHus 1 B
COOTBETCTBUH C JIFOOBIM M3 BapUaHTOB OCylecTBiIeHUs 463-471, mojydeHHas C IMOMOILIBIO
crioco0a, BKIIFOYANOLIEro CyCleHANpoBaHHue aMop¢HO ¢opmMbl A B BHUIE I'MApaTa HATPUEBOM

conu coeaunenus I B IPA, 3aTem BricylnnBanue nox Bakyymom npu 40°C.
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473. Cnocob nonyvenusi ¢opmel B B Bune compBara ¢ IPA (cyxoii) HaTpueBoil conu
coennHeHus1 I B COOTBETCTBHHM C JIFOOBIM M3 BAPHAHTOB OCYyIIECTBIEHHs 463-471, BKIIIOYAOIUT
cycrieHaupoBanue amopdHoi ¢opmel A B BUIe ruapara HarpueBoil conu coequHenus 1 B IPA,
3aTeM BbICYLIMBaHueE noj BakyyMom npu 40°C.

Cnoco0bl nosryueHnsi coeAuHeHUu u popm

OO0uuii MopsiIoK NpPoBeAeHHUs IKCIIEPHUMEHTA

[00362] OnpeneneHust HEKOTOPBIX COKPAILEHHIH AJIsl TPUMEPOB HIDKE 0000IEHBI HIXKE.

CokpameHnue XuMu4ecKoe HA3BaAHHE

ACN ALIETOHUTPHIT

Boc,O Hu-mpem-OytunaukapboHart, anruapua Boc
BuOH byranon

CaCl, XJTopH KanbIust

Ca(OCHs3),; Ca(OMe), MeTOKCH]T KAJIbLIUS

Cul Womun menu

DABCO 1,4-JInazadunukio[2.2.2]oktan
DCM JuxnopMeTaH; METUIICHXJIOPUT
DMF N, N-umerunpopmamuzg
DMSO Humernicynbhokcun

EtOH OtaHon

H,O Bona

IPA Hsonponanon

IPAc Hsonponunauerar

K>CO3 KapOonar kamust

KOH I'mopoxcua xanus

MeOH Meranon

MgCl, Xnopua Maruus

NaOH I'uppokcun Hatpus

Na(OCHj3) Merokcua HaTpus

NMP N-MeTtunnuppoauaoH

NPA N-IIponunosslil cnupT

Ni Penes Huxkens Penest

[00363] Coenunenust II, III, III-d u IV MoxxHO mony4arh JIFOOBIM IMOAXOISIINAM
croco0OM U3 YpOBHS TEXHHKH, Hampumep wu3 nyomukaumii cormacHo PCT NeNe WO
2011/133751, WO 2011/133951, WO 2015/160787 n narenta CIIIA Ne 8865902.

[00364] OxcnepumeHT Ha ocHOBe TBepnodasHoro AMP (mpumensercs ko BceM

kpuctamnnueckuMm opmam). Ilpumensanu cnexrpomerp Bruker-Biospin 400 MI't ¢ mupokum
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oTrBepcTueM, ocHammeHHbl matunkoM HFX 4 mm Bruker-Biospin. OGpasubl momemanu B
pPOTOPBI AMaMETPOM 4 MM W Bpamjaid MpH yCJIOBUU Marudeckoro yria (MAS) ¢ TunuyaHON
CKopocThiO BpawmeHus 12,5 kl'n. Bpemst penakcauuum NPOTOHOB OLICHUBAJIM Ha OCHOBE
SKCIEPUMEHTA 'H MAS T; MmO BOCCTAHOBJICHMIO IIOKA3aTesisi COOTHOLICHUS pelaKkcaluyd M
MPUMEHSANN JUTs HACTPOHKH HEOOXOIMMOro OXKHAAHHs BOCCTaHOBieHHs 13 B skcrmepumenTe
MAS ¢ kpocc-nomsipuzanueii (CP). Bpems kontakta CP B sxcnepumentax CPMAS BbicTaBsiin
Ha 2 mc. Ucnonb3oBanu ummnynbc rnporoHa CP ¢ nuHeltHbIM n3MeHeHueM amruuTyasl (ot 50%
no 100%). Bce cmekTpsl CpaBHUBaJIM CO BHEIIHUM 3TaJOHOM IyTE€M PEeryJHpPOBaHUS
MarHUTHOTO TOJIsI C YCTAaHOBKOW pe30HaHcCa yriepoaa aaamMaHtaHa Ha 29,5 ppm. Ilpumensinu
MOCJIEA0BATEIBbHOCTD Pa3Bsi3ku OT MPOTOHOB TPPM15 ¢ HanpsiK€HHOCTBIO TOJIsI, COCTAaBJISAIOLIEH
npumepHo 100 xI'm.

[00365] Xots HEKOTOpble KpHCTAIHMUecCKHe (GOopMbl coenuHeHus I, omucaHHbIe B
npuUMepax, SBISIFOTCS He(papMaleBTHUECKUMH, OHH NMPHUMEHUMBI B TOJYYEHUH APYIHX (GOpM.
Takum o00pa3oM, B HEKOTOPBIX BapHAaHTaX OCYIIECTBJICHUS HACTOSINEro HW300peTeHus
NPeAyCMOTPEHbI KpucTamueckue opma A (Bnaxksas) wim gopma B (cyxas) B Bune compara
¢ IPA «xanbumeBoii conmu coenuHeHuss I B HeKOTOpbIX BapuaHTax OCYILECTBJIECHMUS
KpucTajuTueckoe coenuHenne 1 mpencraensier coboit popmy A (BnaxkHyw) win Gopmy B
(cyxyro) B Bune conbBata ¢ NPA kanbuueBoi comu. B HEKOTOPBIX BapHaHTax OCYILIECTBICHUS
KpucTauueckoe coenuHenne 1 mpencraensier coboit Gopmy A (Bnaxuyrwo) win Gopmy B
(cyxyro) B BHme compBata ¢ 2-BuOH xanbiueBoit comnm. B HEKOTOpBIX BapHaHTax
OCYIECTBIIEHHs] KpUCTaIMYeckoe coenuHeHne 1 mpeacrasiser coboit ¢opmy A B BHIE
CojlbBaTa C AalLETOHOM KaJbLMEeBON conu. B  HEKOTOpBIX BapuaHTax OCYLIECTBJICHMUS
KpucTaumueckoe coenuHenue I mpencrasisier coboit Gopmy A B Buue conbBara ¢ DCM
KaJbLIUEBOHN coiM. B HEKOTOPBIX BapuaHTax OCYIECTBJIEHUs KpUCTaJuIMdeckoe coenuHeHue I
npencrasisier coboit popmy A B Bume conbBaTa C 3TUJICHIVIMKOJEM KallblMeBOW coiu. B
HEKOTOPBIX BapUAHTaX OCYLIECTBJIEHHs KpUCTauIn4eckoe coenuHenne I mpexncrasisier coboi
¢opmy B B BHIe cospBaTa C 3TUJICHIJIMKOJEM KaJIbLHEBOH COJMM. B HEKOTOpBIX BapuaHTax
OCYIECTBIIEHHs] KpHUCTaJIMUeckoe coenuHenne 1 mpexncrasisier coboit ¢opmy A B BHIE
cospBata ¢ 1,2-N1MMETOKCHU3TAHOM KaJlbLIMEBON COJHM. B HEKOTOPBIX BapuaHTax OCYILECTBICHMUS
Kpuctajumueckoe coenuHenne 1 mpencrasnsier coboii ¢opmy B B Bume combBara ¢ 1,2-
JUMETOKCUSTAHOM  Kajbl[MeBOW coidu. B HEKOoTOpbIX  BapuaHTax  OCYILECTBJIECHMS
KpucTauueckoe coenuHenne 1 mpencrasnser coboii ¢popmy A B Bume combBata ¢ CPME
KaJIbLINEBOU COMHU.

IIpumepsl

Ipumep 1. Cunre3 (145)-8-[3-(2-{aucnupo|2.0.2.1]renTan-7-un}3rokcu)-1H-
nupaszou-1-uil-12,12-gaumernn-2A6-Tua-3,9,11,18,23-
neHraazarerpauukiao[17.3.1.111,14.05,10]rerpaxo3za-1(22),5,7,9,19(23),20-rexcaen-2,2,4-
TpuoHa (coenuHenue I)

[00366] PearenTsl 1 UCXOAHBIE MaTepUaibl MOJIy4ald U3 KOMMEPUYECKUX HCTOYHUKOB,

€CJIM HE YKa3aHO MHOE, U UCIIOJIb30BaJIN 0€3 OYHCTKHU.
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[00367] AAMP-cniekTpbl MPOTOHOB U yriiepoaa (Kak MPUMEHNMO K npumepy 1) moiydanu
m6o Ha FTNMR-cnekrpomerpe Bruker Biospin DRX 400 MIn, paGortaromem npu
pesonancHoii wacrore 'H i C 400 u 100 MI't cooTBeTcTBeHHO, G0 Ha SIMP-criekTpoMerpe
300 MI'u. OgHOMepHBIE MPOTOHHBIE U YIJIEPOAHBbIE CHEKTPbI MOJy4ald C HCIOJIb30BAaHHEM
IIMPOKOMNOJOCHOrO 30HAa s HaOmoneHus (BBFO) ¢ Bpamenuem obpasua mpu 20 I'mp c
uudpossiM paspeumennem 0,1834 u 0,9083 T'/Touky cOOTBeTCTBEHHO. Bce mpoTOHHBIE U
yIJepoJHble CIEKTPBl MOJNy4Yald ¢ KOHTpojeM Temneparypsl npu 30°C ¢ HUCHOIB30BaHHUEM
CTaHIAPTHBIX, paHee OMyOJMKOBAHHBIX IOCJIEAOBATEIbHOCTEH WMIYJIbCOB M OOIICTIPUHSTHIX
napaMeTpoB 00pabOTKH.

Yacte A. Cunte3 2-xj0p-6-[3-(2-aucnupo[2.0.2.1]rentan-7-nia-3Tokcu)nupaszon-1-

WI|nupuAHH-3-KapOOHOBOIl KHCJIOTHI

X OH CLI Z z BrCraus 2 zz CN Cramus 3 AX/\”/OH Cramus 4
(e}
(e} o o J<
AX/VOH ¥ Cramus SAX/VO M. Craus 6 O N, > C 7
. N AL J< n—4 st N o Taus
Ho:<7"\I O L o«% D L N | e

0] 0]

wo AL Crazusa 8 v A
T

Crapus 1. 7-(bpommeTua)aucnupo[2.0.2.1jrentan

AXAOH . AX/\Br

[00368] Tpexropayr KpyrjomoHHy KkoinOy obvemom 1000 wma  cHabGskamu
MEXaHUYECKOW MEIIANKOW, OXJaxkparomel OaHel, KamneJlbHOH BOPOHKOW, JaTYHMKOM
temnepatypsl J-Kem u BIyCKHBIM/BBITYCKHBIM OTBEPCTHEM Ui a30Ta. B cocyn B atMocdepe
azora 3arpyxamu Tpudenundochun (102,7 mu, 443,2 mmonb) u puxyopmeran (1 i), yro
o0ecreunBao MoJy4yeHHe Mpo3pavyHoro OecLBETHOrO pacTBopa. HaunHamm nepeMernBaHue u B
OXJIAKAAKOLIYI0 OaHr0 3arpyskanu aneroH. Cyxoi yen no0aBsan MOPLUSMH B OXJIAKAAIOLIYIO
0aHI0 0 MOCTHKEHHUSI TeMIepaTypbl €MKOCTH, cocTaBisitouiei -15°C. B kanenpHy:0 BOPOHKY
3arpyxamu pactBop Opoma (22,82 mui, 443,0 mmonb) B auxjopmerane (220 my, 10 mu/r),
KOTOPBIH 3aTeM 100aBIsUH MO KarwisiM B TedeHue | 4. Bo Bpemst nobaBieHus B OXJIAKIAFOIIYO
OaH0 mopuusIMU 100ABISUIM CYXOH Jien ¢ MoAAep:kKaHueM Temmeparypsl eMkoctu mpu -15°C.
ITocne 3aBepmieHust noOaBieHust Opoma  ONENHO-KENTYIO  CYCHEH3HIO  MPOAOJDKAIH
nepeMelnBath npu -15°C B Teuenue 15 mMuH, nocie yero cycneHsuwoo oxnaaxaanu no -30°C. B
KaIreJbHYI0 BOPOHKY 3arpyskaiu pactBop aucnupo[2.0.2.1]renran-7-mnmeranona (50 r, 402,6
MMOJIb), upuanHa (35,82 mu, 4429 Mmonb) u nuxnopmerana (250 mi, 5 mu/r). IIpospadnsiii

OJleHO-KEeNThI PacTBOpP 3aTeM AO00aBJSUIM MO KAaIusAM B TeueHue 1,5 4 ¢ moaaeprkaHueM
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temneparypbl eMkocTdH npu -30°C. OOecneunBaiy IOCTENEHHOE HArpeBaHUE IONTyYEeHHON
MIPO3PAYHOMN CBETJIO-JKEITON PEAKLUOHHON CMECH A0 TEMIEPATyPbl EMKOCTH, COCTABJIAIOLIEH -
5°C, a 3arem npoposkanu nepememinBaTh npu -5°C B Teuenue 1 4. 3aTeM peakIUOHHYIO CMECh
BbUIMBAIM B TekcaH (2000 mu), uro mpuBoguiao K oOpasoBaHuio ocaaka. CycneH3uro
nepeMeIInBaiy IpyU KOMHATHON TeMriepaType B TedeHue 30 MUH, a 3aTeM (HIBTPOBAIN Yepes3
BOPOHKY BroxHepa co crexiisiHHON ¢putrtoii co cnoeM tenuta 20 mm. IIpo3pausbiii GumbTpat
KOHLEHTPUPOBAJIM TPH NOHIKEHHOM JaBjieHHu (Temreparypa BopstHOM Oanum 20°C) ¢
MOJIyYEHHEM JKEeJITOT0 Macja ¢ MPUCYTCTBUEM HEKOTOPOro KoJMdecTBa oOcajnka. Macio
pa30aBisu HEOONBLINM KOJUYECTBOM IeKCaHa, OCTABJISLIN MPU KOMHATHOH TeMriepatype Ha 15
MUH U 3aTeM (QUIBTPOBaIN Yepe3 BOPOHKY broxHepa co CTeKNIIHHON (PPUTTOI CO coeM LenuTa
20 mmM. ITpo3paunslii GUIBTPAT KOHLUEHTPUPOBAIH NPU MOHMKEHHOM JIAaBJICHUU (TeMIeparypa
BonsiHOM Oanu 20°C) ¢ monyueHuem 7-(6pommeriun)aucnupo[2.0.2.1]rentana (70 r, 93%) B BUzE
MPO3PAUYHOrO KEJITOrO Macia. 'H saMP (400 MTI'n, xnopodopm-d) & 3,49 (d, J=7,5 'y, 2H), 1,90
(t, J=7,5 T'u, 1H), 1,06-0,84 (m, 4H), 0,71 (ddd, J=9,1, 5,1, 4,0 I'u, 2H), 0,54 (dddd, J=8,6, 4.8,
3,8, 1,0 I'u, 2H).
Cragus 2. 2-{ucnupo|2.0.2.1]renTan-7-nia-aneTOHUTPUII

A

[00369] Tpexropiyro KpyrjomoHHy0 konOy obwemom 1000 wmn  cHabskamw
MEXaHUYECKOW MEINAJKOH, OXJaxnaromeld OaHel, HCIONb3yeMOH B KauecTBe BTOPUYHOM
3alIUTHON OOOJIOUKH, AATYMKOM Temneparypbl J-Kem ¥ BIyCKHBIM/BBIYCKHBIM OTBEPCTHEM
st azota. B cocyn B atmocdepe asora 3arpyxanu 7-(6bpommermn)nucnupo[2.0.2. 1 renran (35
r, 187,1 Mmmone) u aumetuicynbdokcua (245 mi), uto obecneynBago MoJyYeHHue Ipo3pavHOro
pacTBopa SIHTapHOro LBeTa. HaunHanu nepeMelmBaHue U 3allUCHIBAIA TEMIIEPATYPY €MKOCTH
Ha ypoBHe 19°C. 3arem B cocyn omHOW mopumen 3arpyxkanu uuanun Hatpus (11,46 r, 233,8
MMOJIb), TOOABIIEMbIli B BHUIE TBEPAOrO BELIECTBA, YTO MPUBOIMIO K OOPA30BAHHIO TEMHOTO
pacTBOpa U IOCTENEHHOMY 3K30TepMuieckoMmy HarpeBy 10 49°C B TeueHue 15 muH. Uepes
HECKOJIbKO MHH. TeMIlepaTypa €MKOCTH HauWHajla CHUXATbCs, WU CMEChb MPOJOJIKAIU
nepeMeInuBaTh P KOMHATHOHN TeMIepaType B TeueHne Houn (mpubmusutenbHo 15 u). Temuyro
PEaKIMOHHYI0 CMECh TaCHJIM JIEASHbIM HACBILIICHHBIM PacTBOpOM KapOonata Hatpus (500 mi),
3aTeM MEePEHOCUJTH B ISTUTEbHYIO BOPOHKY U Pa3essuid ¢ MOMOIIBIO AU3TUIIOBOro 3dupa (500
m1). OpraHuyecKuid CJION yAasii, a OCTaBIIMICS BOAHBINA CJION 3KCTPArupOBaIU TUSTHUIOBBIM
s¢upom (2 X 250 mu). OObenrHEHHBIE OPTaHUYECKHE CJIOU MpoMbiBaiK Bomod (500 ),
BBICYIIUBAJIN Hax cyJbdaroM Hatpus (200 r) u 3ateM QuibTpoBaiu yepe3 BOPOHKY broxHepa co
crexysiHHONW (purroit. I[Ipo3paunelii QuabTpar SHTAPHOTO LBETA KOHLIEHTPUPOBAIU IIPH
NOHMKEHHOM  JIaBJIeHWH  (Temmeparypa BoastHOH ©Oamm  20°C) ¢ momyudeHweMm  2-
nuctpo[2.0.2. 1] renran-7-wnaneronutpmwia (21 r, 84%) B BUae mMpo3pavyHOrO Macjia TEMHO-
staTapHoro sera. 'H SAMP (400 MI'n, xopodopm-d) & 2,42 (d, J=6,6 T, 2H), 1,69 (t, J=6,6 I',
1H), 1,02-0,88 (m, 4H), 0,79-0,70 (m, 2H), 0,66-0,55 (m, 2H).
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Cragus 3. 2-Ilucnupo|2.0.2.1]rentaH-7-ua-yKCycHasi KHCJIOTA

DA
e
0

[00370] K pactBopy 2-nucnupo[2.0.2.1]renran-7-unauneronurpuna (2,1 r, 14,19 mmonn)
B EtOH (32 mu) noGasmsmu ruapokcun Hatpus (5,12 r, 128,0 mmonb), 3atem Boay (13 mu) u
NOJIy4eHHBIH pacTBOp mepememnBanu U HarpeBanu a0 70°C B TeueHHe HOYM. 3aTeM CMeECh
OXJIAKATH 10 KOMHATHOM TeMIepaTyphl, pa30aBIsuiM BOJOW M SKCTPArHPOBAIU U3 THIIOBBIM
s¢upom. Bomuyrwo dasy mosomgmnu no pH=1 nyrem nobGamienust 6 H. XJIOPHCTOBOIOPOMHOMN
KHCJIOTHI (B pe3yJIbTaTe 4ero 0Opa3oBBIBAJICS MYTHBIH OCAJOK) M SKCTPArUPOBAIH AUITHIIOBBIM
s¢upom (3X). Opranumdeckue ¢a3bl BbICyIIUBAIUA (CyJnbhaToM MarHus), (QUIBTPOBATH U
KOHIIEHTPUPOBAJN ¢ monyueHueM 2-aucnupo[2.0.2.1]renTan-7-un-ykcycHoit kucnotst (2,19 r,
BbIX0J 99%, unctora 98%) B BUAE OPaHKEBOT'O TBEPJOTO BEIIECTBA, KOTOPOE UCIOIB30BAIH Ha
crenyroweii craxuu 6e3 JononHuTeNnbHON ournctki. 'H SIMP (400 MI'n, xnopodopm-d) & 2,44
(d, J=6,9 I', 2H), 1,67 (t, J=6,9 I'u, 1H), 0,91 (ddd, J=9,0, 5,2, 3,9 I'y, 2H), 0,81 (dddd, J=8,9,
5,2,3,9,0,5T, 2H), 0,69 (ddd, J=8.9, 5,2, 3,9 I';, 2H), 0,56-0,44 (m, 2H).

Crapus 4. 2-{ucnupo|2.0.2.1]rentan-7-mja-3TaHona

OH OH
E—
0

K amomorunpuny nutus (827,4 mr, 902,3 wmxiu, 21,80 mMMonb), pacTBOpEHHOMY B
terparuapodpypane (33,71 ™), oxjaxkaeHHOMy Ha OaHe Jex/Boma, mobaBisH 2-
aucnupo[2.0.2.1]rentas-7-un-ykcycHyroo kucioty (2,552 r, 16,77 mmons) B Tetparuapodypane
(7,470 M) mo karuiAM B TedeHue 15 MuH, momaeprkuBas temreparypy peakuuun < 20°C.
OObecnieunBanu mepeMeIIMBaHUE CMECH B OOLIEH CIOKHOCTH B TeueHHe 18 4, MOCTENneHHO
HarpeBasi /0 TeMIIEpaTypbl OKpysKaromied cpenbl. Cmech oxnaxknmanu OaHell Jnen/Boma u
MOCJIEIOBATEIPHO TaCHJIM MyTeM MeuieHHoro nodasneHust Boasl (838,4 mr, 838,4 mkn, 46,54
MMOJIb), 3aTeM ruapokcuna Hatpus (1,006 mia S M, 5,031 mmonb), 3atem Bogsl (2,493 T, 2,493
i, 138,4 mMMonb) ¢ mojydeHHeM OeNioil rpaHyIMPOBAHHOW B3BECH, KOTOPYIO (DHUIBTPOBAJIH
yepe3 nenaut. OTQHUIBTPOBAHHOE TBEPAOE BELIECTBO IMPOMBIBAIM TUITUIOBBIM 3(QHpoM.
@unbTpaT KOHLEHTPUPOBAIHU in vacuo mpu ~ 300 mbap u 30°C Ha BOomsHO# Oane. OctaTok
pa3baBmsu  AUATHIOBBIM 3UpoOM, BbicymuBaiu (cynbdaroM MarHus), (UIBTPOBAIH U
KOHLIEHTPUPOBAIH in vacuo mpu ~ 300 mOap u BoasHol OGane 30°C, a 3arem ~ 30 ¢ B BakyyMme ¢
nonyueHuem 2-mucnupo[2.0.2. 1 renran-7-ui-3tanona (2,318 r, 100%), KOTOpPbIi UCTIOIB30BAJH
HETMOCPENCTBEHHO Ha CIIEAYIOUIel cTanuu 0e3 NOMONHUTEIBHON OYHCTKU. 'H AMP (400 MI1,
xjopodopm-d) 6 3,64 (s, 2H), 1,68 (d, J=6,7 I'u, 2H), 1,39 (s, 1H), 1,31 (s, 1H), 0,82 (d, J=14,0
I'n, 4H), 0,65 (s, 2H), 0,50 (d, J=3,6 I'u, 2H).

Cragua S. mpem-Byrun-3-(2-pucnupo|2.0.2.1]rentan-7-ui-3Tokcu)nupaso.-1-

KapOokcuaaT
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[00371] K pactBOpy mpem-Oytun-5-okco-1H-nupazon-2-kapbokcmnara (2,942 r, 15,97
MMoJIb) U 2-auctnpo[2.0.2. 1 rentan-7-un-3ranona (2,318 r, 16,77 mmounb) B TeTparuapodypane
(36,78 mi) nmoGasnsu Tpudenunpochun (4,399 r, 16,77 mmons). K cmecn MemineHHO 1o
KarsiM B TeueHne 10 muH mobaeisuim guusonponunazoaukapbokcunar (3,391 r, 3,302 wmu,
16,77 mmonb) (OTMeYasCsi yMEpPEHHBIM SK30TePMHUYECKHIl Harpes). PeaklIMOHHYK CMeCh
nepeMelInBaiy pu KOMHaTHON TeMrepatype B TeueHue 30 muH, 3aTtem mpu S0°C B Teuenue 30
muH. Terparuapodypan ynmansam in vacuo. K HEOYHMIIEHHOMY OCTaTKy IOOABJISLTH TOJYOJ
(23,54 wMy) ¥ cMmech TniepeMeIIuBaIM B TEYCHHE HOYM, IIOKa OC3JOK MOCTENEeHHO
Kpuctajm3oBaics. llocne cycneHmupoBaHHMS B LEJIHTE OCANOK OT(HIBTPOBBIBAIM |
POMBIBAIN TONTyoJIoM (8,705 M) u cHOBa TosryosoM (8,705 mur). @uibTpaT KOHLIEHTPUPOBATU
in vacuo. HeouunimeHHBIH NPOAYKT OYMINAIK C TIOMOIIBKO XpoMaTorpaduu Ha CHIIHKAresne,
ucnoJp3ys nosnorui rpaaueHt ot 100% rexcanos no 100% sTunanerara, ¢ NOJyYEHUEM mpem-
OyTui-3-(2-gucnmpo[2.0.2. 1 rentaH-7-ui-3TokcH )upas3on- 1 -kapobokcunata (3,449 1, 71%).
3nauenue m/z ESI-MS pacu. 304,17868, obHapyxennoe 305,1 (M+1)*; Bpems ynep:xuBaHus:
0,82 muH (cocod LC A).

Craaus 6. 3-(2-Iucnupo|2.0.2.1]rentan-7-ua-3toxkcu)-1H-nupazon

[00372] mpem-bytun-3-(2-gucnupo[2.0.2. 1 Jrentas-7-un-3TokcH)mupason- 1 -
kapOokcumar (5,304 r, 17,43 wmmonb) pactBOopsiin B juxjopmeraHe (53,04 wmi) ¢
TpupTopykcycHoit kucioroit (29,81 r, 20,14 mn, 261,4 MMOJb), U PEAKLUOHHYIO CMECh
nepeMelBald NpU KOMHATHOM TemmepaType B TedeHue 120 MuH. PeaknnoHHyH cMech
BBIMAPUBAIN, W TOJYYEHHOE MACIO pasfeNsyii MEeXIy OTHIALETaTOM W HACHIIEHHBIM
pacTBOopoM OmkapOOHaTa HATpHs, U CJIOHM OTAENSUIM. BOMHYIO 9acTh SKCTpAarupoBasy eIe /Ba
pasa 3TUJIALIETAaTOM, 3aT€M OPraHUYECKHE CJION OOBEeIUHSUIN, IIPOMBIBAJIN COJIEBBIM PACTBOPOM,
BBICYIIUBAJIN HaJ CyJb(aToM HATpHs, (UIBTPOBAIN U BBIIAPUBAIIN C MOJyYSHHEM Macia, 3-(2-
mucriipo[2.0.2. 1 rentan-7-un-3tokcn)- 1H-nmupazona (3,56 r, 100%). 3HaueHue macca/3apsin
ESI-MS pacu. 204,12627, o6uapysxkennoe 205,1 (M+1)*; Bpemst ymepsxusanus: 0,59 mun
(cmocod LC A).

Crangus 7. mpem-byTna-2-xjaop-6-[3-(2-nucnupo[2.0.2.1|rentan-7-ui-

3TOKCH)NUpa3oJ-1-ua|nupuans-3-kapéokcuaar
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[00373] mpem-byTtun-2,6-nuxnoprnupunui-3-kapobokcunar (4,322 r, 17,42 mmons), 3-(2-
aucriipo [2.0.2.1]rentan-7-un-3token)- 1H-nupazon (3,559 r, 17,42 mmonb) u kapOoHAT Kanus
(2,891 r, 20,92 ™mMmomb) oOBenuHsIM B Oe3BogHOM auMmetwicyiabpokcume (71,18 wui).
HobGasmsuu 1,4-nuazadurukio[2.2.2]okran (391,1 mr, 3,487 MMoOib) U CMeCh MEpPEeMeLInBaJIH
IpU KOMHATHOH Temrepatrype B arMmocepe azora B TedeHue 16 4. PeakunoHHyro cmech
pasbasisim Bogo (136,9 mi) u nepememnBanu B Tedenue 15 mun. IToayuennoe Genoe TBepaoe
BEIIEeCTBO (PMIBTPOBAIM U MPOMBIBAIHM BOAOH. TBeproe BEIeCTBO pacTBOPSUIN B AUXJIOPMETAHE
U BBICYHIMBAJIM Haja cysibdaTtoM marHusi. CMmech (pUIBTPOBAIM U BBIIAPUBAIU C TMOJNYyYEHHEM
mpem-0yTrin-2-xnop-6-[3-(2-nucnupo[2.0.2. 1 JrenTan- 7-Ui1-3TOKCH )THPA30J1- | -ui1 | mupuauH-3-
kapbokcunara (5,69 r, 79%) B Bume Gemoro TBepmoro Bemectsa. 'H SIMP (400 ML,
xjopodopm-d) 6 8,35 (d, J=2,9 I'y, 1H), 8,18 (d, J=8,4 I';, 1H), 7,69 (d, J=8,4 I'u, 1H), 5,94 (d,
J=2,9 T, 1H), 4,25 (s, 2H), 1,90 (d, J=6,8 'y, 2H), 1,62 (s, 9H), 1,49 (t, J=6,6 I'u, 1H), 0,85 (d,
J=1,5 'y, 4H), 0,65 (d, J=1,5 I'u, 2H), 0,52 (d, J=1,1 I'u, 2H). 3nauenue macca/3apsix ESI-MS
pacu. 415,16626, obHapyxernoe 360,0 (M-tBu)+; Bpems yaepxusanus: 2,09 mus (cocod LC
B).

Crangus 8. 2-Xnaop-6-[3-(2-aucnupo[2.0.2.1]rentan-7-ua-3ToKcu)nupaso.i-1-

W |nHpuAHH-3-Kap0OHOBAsl KHCJIOTA
0
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[00374]  mpem-ByTtun-2-xnop-6-[3-(2-aucnupo[2.0.2. 1 Jrentas-7-un-3Tokcu)nupazon- 1-
v JmupunuH-3-kapookcunar (5,85 r, 14,07 MMonb) pacTBopsuin B auxiopmerane (58,5 mu) ¢
TpudropykcycHor kucaoToi (16,26 mi, 211,1 MMONb) U PEAKLIMOHHYIO CMECh MEPEMELIUBAIIN
IIpU KOMHATHOM TemmepaType B TedeHue 16 4. PeaklMOHHYIO CMeCh BbIIAPUBAIM MU K
NIOJIy4Y€HHOMY TBEPJOMY BelIeCTBY A00aBisuiu 3up, a 3areM 3Qup yAAISIIH TPU MOHUKEHHOM
JaBJIEHUH. JTO BbIMApUBaHHE W3 3(Hpa MOBTOPSUIM eIle JIBaXAbl C MOJy4eHHeM Oenoro
TBEPAOTO BELIECTBA, 2-x710p-6-[3-(2-nucnupo[2.0.2.1]rentan-7-uI-3TOKCH )TUpa3o- 1 -
W1 | IPUIHH-3-KapGoHOBOH Kuciotsl (5,06 1, 100%). 'H SAMP (400 MI'w, xnopodopm-d) & 8,41
(d, J=8,5Tn, 1H), 8,37 (d, J=2,9 'y, 1H), 7,75 (d, J=8,5 ', 1H), 5,97 (d, J=2,9 'y, 1H), 4,27 (s,
2H), 1,91 (d, J=6,7 I'u, 2H), 1,50 (s, 1H), 0,85 (d, J=1,5 I'u, 4H), 0,71-0,62 (m, 2H), 0,52 (d,
J=1,1 'y, 2H). 3nauenue macca/zapan ESI-MS pacu. 359,10367, obnapyskennoe 360,2 (M+1);
Bpems1 yaepxusanust: 2,16 muH (ciocod LC B).

Yacthb B. Cunres mpem-0yTun-(4S)-2,2-numernii-4-[3-[(6-cyabpamonn-2-

NMPHAKJI)AMHHO |nponui|nuppoauauH-1-kapookcuaara
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Cragns 1. (E)-(2-OxkcoTerparnaponupaH-3-uinjieH)MeTaHOJIAT (HATpUeBAasi €OJIb)
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[00375] Tpexropiyr KpyrJOAOHHYIO KoOJiOy oO0BeMOM 5 11 cHabkanum MEXaHHYECKOU
MeIIaNKoH, KoJOOHAarpeBaTesieM, KarneJabHOH BOPOHKOH, NaTYMKOM/KOHTPOJUIEPOM TEMIIEPaTypbl
J-Kem 1 BIyCKHBIM/BBIITyCKHBIM OTBEPCTHEM JUIA a30Ta. B cocyn B atMocdepe a3oTa 3arpyxaiu
rugpun Hatpus (59,91 r, 60% Bec./Bec., 1,498 monb), a 3arem rentaH (1,5 1), yto obecnieunBano
noJly4eHue cepoii cycnensuu. HaunHamu nepeMernnBanye U 3aIMChIBAIIN TEMIIEPATYPy €MKOCTH
Ha ypoBHe 19°C. 3arem B cocyn 3arpyxkanu STwioBblii cnupt (3,451 1, 74,91 mmonb),
n00aBsieMbIi ¢ TOMOLIBIO MINPHILIA, YTO IPUBOAWIO K BBIJENEHHUIO Ta3a. B KanenbHyl0 BOPOHKY
3arpy’kaju mpo3padyHblil OJeTHO-KENThIA pacTBOp TeTparuaponupad-2-oHa (150 r, 1,498 mosb)
u stundopmuara (111 r, 1,50 monp). PactBop mobaBisim mo kamisiM B TedeHue | 4, 4TO
NPUBOIIJIO K BBIIEIEHHIO Ta3a U MOCTENEHHOMY 5K30TepMHudeckoMy HarpeBy 1o 45°C. 3arem
NOJIYYeHHYIO0 IUIOTHYK OeNylo cycrneH3uro HarpeBamu no 65°C B TeyeHue 2 4, a 3arem
obecrieynBai OXJIAXKIEHHE 10 KOMHATHOH TemrepaTypbl. CMech MpOAOIDKAIN NepeMeITnBaTh
NpU KOMHATHOH Temmepatype B TedeHue Houu (nmpubmmsurtenbHo 10 1), PeakunoHHy cMmech
(¢unIbTpOBANM MOJX BAKYyMOM 4epe3 BOPOHKY bBroxHepa co CTeKJISHHOH (GpuTTOH (CpemHsis
NOPHUCTOCTD) B TOKE a30Ta. Ocaok Ha PUIIbTPE MPOMBIBAJIH C BBITECHEHHEM rentaHoM (2 X 250
MJT) U BBITSITUBAJIM B T€UEHUE HECKOJBKUX MHH. BIIaKHBIH 0CaioKk ¢ HEOONBIINM CONEpsKaHHEM
renTaHa MepeHOCHIN Ha CTEKJISIHHBIN MMOAOH U CYIIWIA B BAKYYMHOM CYIIMJIBHOM MIKady mpu
45°C B Teuenue 15 4 ¢ monyuennem Oenoro Teepaoro Bemecrsa (205 r, 1,36 mons, Bexon 91%)
B KkauectBe TpeOyemoro mpoxaykra, (E)-(2-okcorerparmmponupaH-3-uinaeH)MeTaHoIaTa
(HaTpueBas CoJb).

Cragus 2. 3-MeTui1eHTeTparuiponupaH-2-oH
0 0
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[00376] Tpexropiyr KpyrJIOHOHHYIO KOJOy oOBeMOM 5 1 CHaOKajau MeXaHHUYeCKOH
MeIIaNKoH, KoJOOHarpeBaTeNeM, KarneabHOH BOPOHKOH, TaTYNKOM/KOHTPOJIEPOM TEMITEPATYPhI
J-Kem u BIyCKHBIM/BBIITyCKHBIM OTBEPCTHEM JUIsA a30Ta. B cocyn 3arpy»xanu B armocdepe asora
(E)-(2-okcorerparuaponupas-3-uinjaeH)MeTaHonaT (HaTpuesyro conb) (205 1, 1,366 monb) (205
r, 1,366 monb) u Trerparuapodypan (1640 mi), uro obecrieunBano nojgydeHue Oenoi CyCreH3u .
Haunnanu nepememnBaHue U 3alUChIBAIN TEMIIEpPAaTypy eMKocTH Ha ypoBHe 19°C. 3artem B
COCyZl OHOW mopiueit 3arpyskamu napadopmanbaerun (136,6 r, 4,549 moinb), nobapnsieMblil B
BHIEe TBepAoro BemecTtBa. IloayueHHyr0 cycneH3uto HarpeBamu a0 63°C u  ycrioBus
noanepkusanu B TedeHue 15 4. Ilpu HarpeBaHuM peakLMOHHAsh CMECh CTAaHOBMWJIACH ClerKa
reneoOpa3Hoil. benyro reneoOpasHyr0 cMeCh KOHLEHTPHPOBAJIU MPU MOHMKEHHOM JIABJICHUU C
ynajgenuem Oonbliei yactu terparuapodypana. OCTaBIIMIACA OCTATOK Pa3AesuId C MOMOIIBIO
stunanerata (1000 wmu), HacelmeHHoro xJjopupma Hatpus (500 MII) M HACHILEHHOTO
rugpokapOonata Hatpus (S00 mu) B menuTenbHONW BOpoHKe. OpraHMYecKHid CIIOW yHausIH, a
OCTaBIIMHCS BONHBIA CJIOH sKcTparupoBaiu stwianeratroM (5 X 300 mum). OObenuHeHHbIE
OpraHMYeCKHUe CJIOM BbICYIIMBANIU Hana cyibdarom HaTpus (500 r) u 3arem QunbTpoBamm B
BaKyyMe uepe3 BOPOHKY BbroxHepa co crekysiHHON (putToii co cnoeM nenuta 20 mm. Ocanok Ha
¢unbTpe npoMbIBaNKM C BbITeCHeHMEeM HTHianeratoM (250 wur). Ilpospausbiii  ¢uibTpart
KOHLIEHTPUPOBAJIN TPU MOHWKEHHOM JIABJICHUU C TOJIyY€HHEM NPO3PavHOro OJIeIHO-KEITOro
macna (135 r) B kauecTBe TpeOyeMOro HEOUHMINEHHOTO NPOAyKTa. MaTepuasn OYHINAIN C
MOMOIIBIO  KOJIOHOYHOW  (udim-xpomarorpadguu Ha cunukarene (KUgkas 3arpyska) c
smoupoBaHueM rpaaueHToM ot 100% rekcana no 60% sTunanerata B reKCaHe Ha MPOTSKEHUH 1
4., cobupas ¢paxkmauu mo 450 mn. Ilponykr nerekrmpoBanu ¢ nomombio anamu3a TLC Ha
CHJIMKarejie C 3JIOUPOBAaHHEM CMEChbIO rekcaH/>Tunauerar 3:1 u Busyanusuposainu non Y.
@pakuuu npoaykTa OOBEAMHSUIM W KOHLEHTPUPOBAIM IPHU IOHWKEHHOM JIaBJIEHHH C
noJiy4eHueM npo3pauHoro OecuserHoro macna (132 r, 1,18 momb, Bbixon 72% ¢ comepskaHueM
16 macc. % ocraToyHOro 3Tunalerara no aanubiM AMP) B kadecTBe TpeOyemMoro nmpouykra, 3-
MeTueHTeTparuaponupad-2-ona. 1H AMP (400 MI ', numetuncynbhokcun-de) 6 6,18 (q, J=1,9
I'n, 1H), 5,60 (q, J=1,9 I'u, 1H), 4,40-4,26 (m, 2H), 2,61 (ddt, J=7,0, 6,3, 2,0 'y, 2H), 1,90-1,75
(m, 2H).

Cranus 3. 3-(2-MeTu1-2-HUTPO-NPONIJI)TeTPArHAPONUPAH-2-0H
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[00377] Tpexropnyro KpyrJomoHHyK koinOy obwemom 5000 wma  cHabskamw
MEXaHUYECKOW MEIIAJKOW, OXJakAaromeil OaHel, NMpUMeHseMOH B Ka4yecTBE BTOPHUYHOM
3aIUTHON OOO0JIOUKH, 30HAOM IJIsI KOHTPOJsi Temmneparypsl J-Kem, kamenbHOW BOPOHKOH H
BITYCKHBIM/BBIITYCKHBIM OTBEpPCTHEM U1 a30Ta. B cocyn B aTmocdepe asora 3arpyxanu 2-
Hurporponas (104,9 r, 1,177 monp). HaunHanu nepememnBaHue U 3alMChIBAIN TEMIIEPATYPY
emkocTu Ha ypoBHe 19°C. 3arem B cocynq oOnHOH mnopuuedl 3arpyxamu 18-

nuazabuimkio[5.4.0lynneu-7-en (22,41 r, 147,2 mMMonb), noOaBnsieMblii B YMCTOM BHIE, YTO
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NPUBOAMIO K OOpPa30BaHMIO MPO3PAYHOTO CBETIO-XKENTOrO pPacTBOpa. IK30TEPMUUECKOTO
s¢ppexkra He HaOmomamu. B kamenbHY0O — BOPOHKY — 3arpy’kald  pacTBop  3-
metuneHreTparugponupan-2-o1a (110 r, 981,0 mmonp) B aneronurpuie (1100 mur), koTOpBIi
n00aBJIANM MO KAaIUIAM B T€YeHHE 1 4, 4TO MPUBOAMIIO K OOPa30BAaHUIO MPO3PAUYHOrO CBETIIO-
JKEJITOrO PacTBOPa U MOCTENIEHHOMY 3K30TepMUieckoMy HarpeBy 110 24°C. PeakIIMOHHYIO CMeCh
NPOAOJ/DKANM MEepeMellnBaTh INPU KOMHATHOW Temmeparype B TeueHue 3,5 4, a 3areM
KOHLIEHTPUPOBAIU IPU TOHIKEHHOM JaBjieHHM. OCTaBIIMICS OCTaTOK pacTBOPSJIN B
nuxjopmerane (1000 mu) u paznpessuin ¢ momouibo S00 M cmecu 3:2 1-MOJISIpHOTO pacTBOpa
JMMOHHOHN KHCJIOTBI/HACBHILIEHHOTO pacTBOpa XJjopuna Hatpus. llomydeHHass B pe3yJbTate
opranuyeckas aza npeacTasisiia coOON Mpo3padyHblii OJ1eTHO-rOIy00H pacTBOp, a BogHas (asa
NpeACTaBysia COOOW Clierka MyTHBIH O4YeHb OJieNHbIA rojyooi pacTtBop. OpraHHYECKHi CIOH
yOAJTSUTA W OCTABLIMICS BONHBIM CJIOM OKCTparupoBajm auxjopmeranom (300  mo).
OObennHEHHBIE OPraHUYECKHE CJIOW TPOMBIBAIM HACHIIIEHHBIM PACTBOPOM XJIOpHUZA HATPHUs
(300 ™), BeicymmBanu Haj cyibdarom Hatpus (250 1) U 3aTeM QUIBTPOBAIH Yepe3 BOPOHKY
broxHepa co creknsHHON ¢putTol. OUIbTPAT KOHLEHTPUPOBAIN MPU MOHIWKEHHOM JaBJICHUU
no obowema mpudmmurensbHo 200 mu. Ilpo3paunsiii OiaenHO-roayb0il pacTBOpP AMXJIOPMETAaHA
pazbaBisuin MeTuI-mpem-oyTrioBsM 3¢rpom (1500 mur) 1 MyTHBIH pacTBOP KOHLIEHTPUPOBAIIN
IPY TIOHIDKEHHOM JIaBJIEHHH 10 o0beMa mpuoOamsurenbHo 200 M1 ¢ TOJTyYeHHEM CYCIIEeH3HUH.
Cwmech cHOBa paz0aBsun MeTHI-mpem-0yTuinoBbM 3¢upom (1500 M) M KOHLEHTPUPOBAIU
NIpH TMOHMKEHHOM JaBJieHnH 10 obbeMa mpudnmsutensHo 250 mut. [lonyueHHyo B pesyibrare
CYCHEH3HUIO OCTAaBJIIM Ha HOUYb ITPU KOMHATHOM Temneparype (nmpubnusurensHo 12 4). Teepaoe
BEIECTBO COOHMpanyu TNpU TOMOIIM BakyyMHOW (uUIbTpaLuud Ha BOpPOHKe broxHepa co
CTEKJITHHOW (pUTTON, OCaloK Ha (PUIBTPE NMPOMBIBAJIN C BBITECHEHHEM XOJOAHBIM METHII-
mpem-0yTunoBbM 3dpupom (2 X 150 mi), a 3arem BoITsruBaigN B TeueHue 30 mMuH. Martepuan
JOMOJHUTENIBHO BBICYLIMBAIN B BaKyyMHOM CyumibHOM mikady mpu 45°C B TedyeHue S 9 ¢
nojyuyenuem (160 r, 0,795 monb, BbiIxOnm 81%) Oenoro TBepmOro BeIECTBA B KavyeCTBE
TpebyeMOoro mpoAyKTa, 3-(2-MeTHJI-2-HHTPONPOIH)TeTparuaponupan-2-osa. 'H SIMP (400
MTI1, numeruncynshokcun-de) 6 4,34 (ddd, J=11,1, 9,3, 4,3 T'u, 1H), 4,20 (dt, J=11,1, 5,1 T'n,
1H), 2,75-2,62 (m, 1H), 2,56 (dd, J=14,9, 5,2 T'u, 1H), 2,01-1,89 (m, 2H), 1,89-1,67 (m, 2H),
1,55 (d, J=6,0 I'u, 6H), 1,44 (dddd, J=12,8, 11,5, 8,1, 6,6 'y, 1H).

Cranns 4. 3-(3-I'uapoxcunponu)-5,5-1uMeTHI-NIUPPOTHAUH-2-0H
0

0 I HN 0
NO, QH

[00378] Tpexropiayo KpyriogoHHYIO kojidy oobemom 1000 mn cHabxkamu TedIOHOBOM
MAarHUTHOH  MEINAJKOH, KOJOOHarpeBaTeleM, 30HIOM Uil KOHTPOJIS/KOHTPOJUIEPOM
temreparypbl J-Kem u pesuHoBeiMu mnpokjankamu. B cocyn 3arpyxanu 3-(2-metuin-2-
HUTPOIPONIII)TETparuaAponupan-2-oxd (25 r, 124,2 mmonb) u 3TunoBbiid cnmpt (375 mi), 9ro
obecrnieunBano mojdydeHue Oenoil cycnensun. HaumHanmum mnepeMemnnBaHue M CYCHEH3HIO

Harpesayn 10 40°C B Tteuenue 10 MuH, 4YTO OOECIEUUBAJIO TOJY4YEHHE MPO3PAYHOrO
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OeclBETHOrO pacTBoOpa. 3aTeM COCy CHaOXKaliu TPyOKOM Mt TUCTIEPTUPOBAHUS ra3a U pacTBOP
Jera3upoBaId a30TOM B TeueHHe 15 MUHYT. 3aTeM B cOoCcyA 3arpyskaiu Hukenb Penes (8,019 ,
50% wacc./macc., 68,31 wmmonb), u 3areM cocyn cHaOxkamum mnpokjankamu. Cocyn
BAKyyMHUPOBAJIM U TNoOMeInaiu B atmocepy Bonmopona. IIpouecc moBTOpsiiM B TE€UYEHHE Tpex
LIUKJIOB. 3aTeM COCyZ IOMELIaIu B aTMOC(epy BOAOPOAA C JaBjleHUEM | aTM. U pEaKIMOHHYIO
CMecCh TOCTeNneHHO Harpesanu 10 60°C. PeakIIMOHHYIO CMeCh IPOOJIKAIN MEPEMEIINBaTh MPH
60°C B Teuenue 24 u. Ilocne oxyakaeHHs OO KOMHATHOH TeMmmepaTypbl COCYI CHaOKaju
TpyOKOM AJIsi AUCTIEPTHPOBAHUS Ta3a U PEAKIIMOHHYIO CMECh JIEra3upOBajIM a30TOM B TeueHue 15
mMuH. CMech (QUIBTPOBAN MO BAKYyYMOM 4epe3 BOPOHKY BroxHepa co CTEKIISITHHON (pUTTOH CO
cnoem nenurta 20 MM. Ocanok Ha (PUIIBTPE MPOMBIBAIN € BbITeCHEHHEM 3TaHoyioM (2 X 100 mi)
U BBITSATUBAJIHM JO TEX IOp, MOKAa OH CJIerKa HE CMA4MBajICs JSTHJIOBBIM CIHUPTOM, 3aTeM
CMauMBaJM BOJIOW, M HCMOJIb30BAHHBIM HUKEJNEBbIA KaTaau3aTop PeHes ciauBaiu Moj BOIOM.
IIpo3paunblii  GuiIbTpaT ONEOHO-STHTAPHOTO LIBETA KOHLEHTPHPOBAIM TMPH TOHHWKEHHOM
JaBJIEHUH JI0 TIPO3PAYHOTO BSI3KOT'O Maciia CBETJIO-SIHTAPHOTO LBeTa. Macio pa30aBiisiin METHII-
TpeT-OyTrnoBbM 3¢upom (1500 M) 1 MyTHBIH PacTBOP KOHLEHTPUPOBAIH NPH TMOHIKEHHOM
naBieHnn 10 obwema mnpuOmm3uTENbHO 150 Mi ¢ monmydeHuem cycreHsun. Cmech CHOBa
pa30aBisu METHI-TPET-OyTHIIOBBIM 3 upoM (1500 MiT) 1 KOHLIEHTPUPOBAIIU MIPH MTOHIKEHHOM
naBiennn 10 obbema mnpubmmsurensHo 150 M. TlonmyueHHyrO B pe3ysibTaTe CYCIEH3HIO
OCTaBJISTH HA HOYb MPU KOMHATHOH Temmeparype (mpubnusurensHo 12 1), Teepaoe BemecTBo
coOupaid TpuU TIOMOIIM BaKyyMHOW (UIBTPALMd Ha BOPOHKE bBIOXHEpa €O CTEKJISTHHOU
¢bpurToli, ocanok Ha GUIBTPE MPOMBIBAIHN C BBITECHEHHEM XOJIOIHBIM METHII-TPET-OYTHIIOBBIM
s¢upom (2 X 50 mi) u 3aTeM BBITArMBaiIM B TedeHue 30 MuH. MaTepuan OOMOIHUTEIBHO
BBICYLIMBAJIA B BAKYYMHOM CYLIMJIbHOM Likady mpu 45°C B TeueHue 3 4 ¢ mojydeHHeM Oenoro
tBepmoro BemectBa (19 1, 0,111 wmoab, Beixog 89%) B KadecTBe mpoaykra, 3-(3-
TUAPOKCHUIIPOIINI)-5,5- AMMETUII-TTUPPOIUANH-2-0Ha. 'H sIMP (400 MI'u, numernicyab(okcun-
de) 6 7,63 (s, 1H), 3,38 (t, J=6,5 T'u, 2H), 2,37 (tdd, J=9,8, 8,5, 4,4 'y, 1H), 2,02 (dd, J=12,3, 8,6
I'n, 1H), 1,72 (tdd, J=9,6, 7,5, 4,4 T'u, 1H), 1,52-1,32 (m, 3H), 1,28-1,03 (m, 7H).

Cranns S. 3-(5,5-JumeTnanuppoauann-3-ua)nponan-1-o
O

on X o

[00379] Tpexropiyr KpyrJIOAOHHYIO KOJOy oOBeMOM 5 11 cHabkamum MEXaHHYECKOU
MeIIaNKoH, KoJOOHarpeBaTeNieM, KarneJIbHOH BOPOHKOH, TaTYNKOM/KOHTPOJUIEPOM TEMITEPATYPhI
J-Kem 1 BIyCKHBIM/BBIITyCKHBIM OTBEPCTHEM JUIA a30Ta. B cocyn 3arpy»xanu B atmocdepe asora
rpadynbl amomorunpuna Jutus (19,39 r, 510,9 mmone). 3ateM B cocyA 3arpyrKaiu
terparunpodypas (500 mi, 20 mn/r). HaunHanu nepemernnBanue M 3ayUChIBAIN TEMIEPATypPy
emkoctH Ha ypoBHe 20°C. O0ecnieunBaiy nepeMennBaHue CMECH TIPU KOMHATHOM TeMITepaType
B Teuenne 0,5 4 ¢ o0ecnieueHneM pacTBOPEHHUsT OCAAKOB. TemmepaTypy €MKOCTH IMOJy4YE€HHOM
Cepoll CyCrneH3UHu 3amucbiBaiu Ha ypoBHe 24°C. B kanenbHyr0 BOPOHKY 3arpy»aju pacTtBop 3-

(3-ruppoxcurnponun)-5,5-1TMMeTHI-MMPPONUANH-2-oHa (25 r 146,0 MMOJTb) B

2

terparuapodypane (500 mi) u mpo3padHblii OJeTHO-KENTHIH PACTBOP AOOABISUIH IO KaIlIsIM B
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teyerre 90 muH. [ TOCTIKEHUST OHOPOAHOCTH TpeboBaioch HeOobIIoe Harpesanue. [locre
3aBeplleHus] O0OABJIEHUs TeMIepaTypa €MKOCTH TIIOJy4YeHHOH CepoBaTOM  CyCIEH3UHU
3anucbiBaiM Ha ypoBHe 24°C. 3areM cMecb HarpeBajaud JAO0 TEMIIEpaTypbl €MKOCTH,
cocrapjisironeit 65°C, u ycnoBusi MOANEPKUBATIN B TeUeHHUE 72 4. AHAIN3 PEaKLMOHHON cMecH
Ha 3TOM 3Talle M0Ka3aJl, YTO BCE €€ OCTAETCS HEKOTOPOE KOJUYECTBO OCTATOYHOIO UCXOJHOTO
Marepuana M OTCYTCTBYIOT W3MEHEHMs B OOpa3sOBaHWUM NPOAYKTAa. BHOCIEACTBUHM peakuuro
OCTaHABJIMBAJIU Ha 3ToM 3Tane. KojOoHarpesarenb ynamsiin U cocy cHabXalu OXJIasKAAKo e
Oaneit. Cycnensuto oxyaxaaan 10 0°C ¢ MOMOIIBbIO OXJIaKIAroIIe OaHU CO CMEChIO KOJOTBIM
Jen/Bona, a 3aTeM TacHIM MyTeM OueHb MEJICHHOTro no0aBiieHus BoAbl Mo KarsMm (19,93 mi),
nocye yero 15 Bec. % pactBopa ruapokcuna Hatpus (19,93 min) u 3arem, HakoHel, Bozsl (59,79
). TemmepaTypy eMKOCTH TOJNy4eHHOW Oeod CycrieH3uM 3amnuchbiBain Ha ypoBHe S5°C.
Oxnaxnaromyro O0aHK yoamsyid U COCYI CHOBa CHaO»xanu konOoHarpeBarenieM. CyCreH3UIO
Harpesanu 10 60°C wu ycnoBus mnoanepxkuBanu B TedeHue 30 muH. Temnyro cycneH3uro
¢unbTpOBaANM MOJ BaKyyMOM uepe3 BOPOHKY BIOXHepa CO CTEeKIISTHHOW (PUTTOH CO ClIoeM
nenuta 20 MM. 3aTeM 0CaioK Ha (PHIIBTPE MPOMBIBAIIN C BBITECHEHHUEM TETPAruApOPypaHOM MpH
60°C (2 X 250 mm) wm 3arem BeITsAruBanu B TeueHue 30 muH. [lpo3paunbii QuibTpar
KOHIIEHTPUPOBAJIN TPH TMOHIKEHHOM JaBjieHnH ¢ nojy4deHuem (23,5 r, 0,149 moinb, Berxog 99%)
NPO3PavyHOrO CBETJIO-JKENTOrO BS3KOrO Macia B KadecTBe TpeOyemoro mpoxykra, 3-(5,5-
IMMETHITIHPPONHHH-3-m)npornan-1-oma. "H SIMP (400 MI'n, numernicyasokcua-de) & 3,37
(dt, J=8.3, 6,4 I', 3H), 2,95 (dd, J=10,6, 7,6 T'n, 1H), 2,40 (dd, J=10,7, 7,7 T'u, 1H), 2,04 (dt,
J=16,1, 8,1 I'y, 1H), 1,69 (dd, J=12,2, 8,2 ', 1H), 1,50-1,24 (m, SH), 1,11-0,94 (m, 7H).
Cragusa 6.  mpem-ByTnia-4-(3-ruagpoxkcunponui)-2,2-1umMeTH/I-nuppoauauH-1-

KapOokcuaaT
HN BoceN
OH OH

[00380] Tpexropiyr KpyrJioHOHHYIO KojOy oObemom 1 1 cHaOkanu MeXaHHYECKOM
MEINaJKOH, OXJaXKAaroueil OaHel, KamejabHONH BOPOHKOW, maTd4ukoMm Temmeparypol J-Kem u
BITyCKHBIM/BBIITYCKHBIM OTBEPCTHEM JUIsl a30Ta. B cocyn B armMocdepe aszora 3arpyxanu 3-(5,5-
TUMETHIIUPPOIUANH-3-mwn)nponan-1-on (15 r, 95,39 mmonb) u auxiopmeran (225 mi, 15
MJI/T), 9TO O0ecredynBaio MOJyYeHHe MPO3PAYHOTO CBETJIO-KENTOro pacTBopa. HadwmHamw
nepeMelInBaHie U 3alKChbIBAIM TeMIepaTypy eMKocTu Ha ypoHe 19°C. B oxnakmaromyro
0aHI0 3arpykaju W3MEJbYSHHBIH JIel/BOAYy M TeMmImeparypy eMkocTH noHmkamu ao 0°C. B
KareJbHYI BOPOHKY 3arpy:xanu Tpudtuiamud (12,55 r, 124,0 MMOib), KOTOPBIH T0OaBIISIIH
NOCJIEIOBATENBHO B YUCTOM BHJE IO KAIUISIM B T€YEHHE S5 MUH. DK30TepMU4ecKoro 3gpdexra He
HaOJo1aIoCch. 3aTeM B KalelbHYI0 BOPOHKY 3arpyskanu au-mpem-oyrunaukapbonar (22,89 r,
104,9 MMoub), pacTBOpeHHBIN B AuxyopMeTane (225 mu). 3areM mpo3payuHblii OJI€THO-KENThIA
pacTBOp MO0ABISUIM MO KAaruiiM Ha NPOTsoKeHHH 30 MHH., YTO B pe3yJbTaTe NPUBOIMIO K
C1adoMy BBIIEJICHHUIO Ta3a. Jk30TepMudeckoro 3¢gdekra He Habmonamm. OXIaKIaromyr O0aHo
YA 1 00€eCTIeYMBAIIN TIOJTYUYEHHOMY B PE3YJIbTaTe MPO3PAYHOMY CBETIIO-JKENTOMY PAaCTBOPY

HarpeBaHUe 10 KOMHATHOM TEMIEPaTyphl, U MPOAOJIKAIU INEpPEeMEIIMBAHUE IPU KOMHATHOU
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TeMIlepaTtype B TedeHue 3 4acoB. Peak[MOHHYIO cMeChb NMEPEHOCHIIN B JEIUTEIbHYI0 BOPOHKY U
pazgemnsumn ¢ Bomou (75 wmur). Opranwueckwii ClIOH yOAIsUId W TPOMBIBAIN HACHIIIEHHBIM
pacTtBopoM xyopuzaa Hatpus (75 mun), BeicymmBaiu Haj cyiabparom Hatpus (150 r) u 3atem
¢dunbTpoBaNM Yepe3 BOPOHKY broxHepa co crekisiHHON pputroil. PunbTpaT KOHLEHTPUPOBAIN
IpYU TOHM)XEHHOM JaBJIeHUH ¢ mnonydeHueM (30 r) mpo3padyHOro CBETJIO-XKENTOro Macjia B
KadyecTBe TpeOyeMoro HEOUYHMIIEHHOrO MPOAyKTa. MaTepuana OYMINAIM METOIOM KOJOHOYHOH
¢bmu-xpomarorpadun Ha cuukarene (GKHIKas 3arpy3ka ¢ JUXJOPMETAHOM) C 3JIFOMPOBAHUEM
rpaguentoM ot 100% nuxmopmerana a0 10% MeTHUIOBOrO cnHpTa B AUXJIOPMETaHE Ha
nporsokeHnn 60 MuHyT, cobupas ¢pakuuu no 50 mu. @pakumm TpeOyeMoro mpomyKTa
O0BEUHSUIN U KOHLIEHTPUPOBAIU TMPH TOHMKEHHOM JaBJICHHH C MOJIyYeHHEeM mpem-0yTui-4-
(3-ruppoxcurnpomnun)-2,2-TMMeTHIMTUPPOIUanH-1-kapbokcunata (22 1, 0,0855 Monb, BbIXOZ
90%) B BHIE MPO3PAYHOrO GIETHO-KENTOro Bsizkoro mMacma. 'H SIMP (400 MI'u, DMSO-ds) &
4,38 (td, J=5,2, 1,4 I'y, 1H), 3,54 (dt, J=10,3, 6,7 I'u, 1H), 3,38 (td, J=6,6, 3,5 'y, 2H), 2,76 (q,
J=10,3 I'n, 1H), 2,07 (td, J=11,6, 5,7 I'u, 1H), 1,87 (ddd, J=16,7, 12,1, 6,0 I'u, 1H), 1,37 (dd,
J=14,2, 10,4 I'u, 17H), 1,24 (s, 3H).

Cragus 7. mpem-byTun-2,2-numernn-4-(3-

MeTHJICYJIb(POHHIOKCHTIPONUI)THPPOIHANH-1-KapOokcuIaT

o
B373—\_/0}4 — Bﬁ'\p—\_/o—s:—nne
o

[00381] mpem-bytnn-4-(3-ruapokcunponui)-2,2- IMMeTHI-TUPPOIUANH- | -kapOoKcunaT
(50,5 1, 196,22 mmonp) u TpmwTwiamuH (39,711 1, 54,698 mu, 392,44 MMoOJb) pacTBOPSUTH B
nuxyopmerade (500 MJ) U TOJMy4YeHHBIH PAacTBOpP OXJaXIanu Ha OaHe C JIeNsTHOW BOIOU B
teuenue 30 muH. [To karisam B Tedenue 30 MuH noOaBsun Mesuwmxiopun (24,725 r, 16,706 m,
215,84 Mmounb), 3aTeM JIeAsHYE0 OaHIO yOaisid U CMeChb MepeMeLIMBAd MPH KOMHATHOMN
TeMIepaType B TeUeHHE OJHOro 4Yaca. 3aTeM pPEeaKLMOHHYI) CMeCh TaCHId HACbIIEHHBIM
pactBopoMm OukapOonata Hatpus (200 mu). dDas3el pa3mensii U OpraHuveckyr (asy
SKCTPArHPOBAIIN HACBILIEHHBIM OukapOonaTtoM HaTpus (200 mut) u Bogoii (2 X 100 mut). BogHbie
(a3l oTOpachIBaK, a OPraHIMUECKYIO (a3y BBICYLIMBAIN HaJ CyJIb(GaToM HATpHs, GUIBTPOBAIH
U KOHLEHTPHPOBAJIM In  vacuo ¢  TOJy4eHueM  mpem-0ytun-2,2-numernn-4-(3-
METHJICYJIb()OHIIIOKCHITPOITIII ) TUPPONUANH- 1 -kapOokcmnata (64,2 r, 93%) B Buae OnemHO-
JKENTOro Macnia. 3HaueHue macca/zapsn ESI-MS pacu. 335,1766, obnapysxennoe 336,4 (M+1)";
Bpems1 yaepxusanus: 5,54 muH (ciocod LC Q).

Crangus 8. mpem-ByTnn4-(3-aMmuHonponu)-2,2-1uMeTHJI-NIHPPOaHANH-1-

KapOokcuaar

BocN T BocN
<p—\_/0—§—lvle  — %NHQ
o

[00382] mpem-byTtun-2,2-numernn-4-(3-MeTuicy1b()OHUIOKCUTTPOIIIII ) TUPPOTUANH- 1 -
kapookcunar (64,2 r, 191,38 mmonb) pactBopsuin B auokcane (650 mur), u 3aTemM m00aBIIsIH

rugpokcun aMmmonus (650 mit), U moay4eHHyro cMmech Harpesaiu 10 45°C B Teuenne 18 4. Uepes
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18 4 peakIMOHHYIO CMECh OXJIAXIaJI 10 KOMHATHOH Temrieparypsl. PactBop paszbasmsum | M
rugpokcunoM Hatpus (200 mit), a 3aTeM 3KCTparupoBasu AMSTHIOBBIM 3¢pupom (3 X 650 mn).
Bonnyro ¢asy orOpaceiBany, a 00beIMHEHHbIE OpraHndeckue pa3bl SKCTparuposanu Boaoi (2 X
200 mur). Bognbeie (aser orOpaceiBaiu, a opraHUYecKyro (pa3y BBICYIIMBAJINA HaJ CYJIb(paToM
HaTpus, (UIBTPOBAIM M KOHLEHTPUPOBAJIM in vacuo C TMOJNydeHuem mpem-0ytun-4-(3-
AMMHOIIPONNI)-2,2- TUMETHINHPPOIUIuH-1-kapOokcunata (48,9 1, 95%) B Bume OnenHo-
KEeNTOro mMacnia. 3HaueHue macca/3apsn ESI-MS pacu. 256,2151, obnapysxennoe 257,3 (M+1)";
Bpemsi yaepxkusanusi: 3,70 muH (ciocod LC Q).

Cragusn 9. mpem-byrun-2,2-numerunn-4-[3-[(6-cyabdamonn-2-

NUPUAKI)AMHHO |[nponui|muppoauaul-1-kap6okcuaar

3
BocN s BoceN
e NH; JL/:L NH; e
F N™ 8, N=
o © ~NH;

8
o P

[00383] K mpem-0ytun-4-(3-amuaOnponui)-2,2- TMMETUIIHPPOITUANH- 1-KapOoKcuIaTy
(891 r

numetwicynbpokcune (75 mn) nobasmsnn kapOonar kamus (4,91 r, 35,5 mmonb), U cMmech

, 34,8 wmmonb) u  O-propmupunun-2-cynsponamuay (6,13 1, 34,8 wMmonb) B

nepememBanin npu 100°C B Teuenme 12 4, a 3arem oOecneynBaid OXJAKACHHUE MO
TEMITEPATyPbl OKPY>KAIOIIEH CpeIbl U MePeMeIINBalii B TEUEHUE TOMOJHUTENbHBIX 4 4 (Bcero 16
4). PeakiMOHHYIO CMeCh MEIJIEHHO BBUIMBAIM B XJIOPUCTOBONOPOAHYIO Kucioty (35 ma 1 M
pactBopa, 35,00 mmonp) B Bome (200 mur) (HekoTopoe MeHOOOpa3oBaHME) U Pa3daBIIIU
stunaneratoM (250 mu). Opranndeckyro (asy ornemsin U npomeBamu 100 M cosjeBoro
pactBopa. Opranuueckyro (asy BBICYIIHMBAIM Hal CyJb(paroM MarHus, (UIBTPOBAIU 4Yepe3
LEeNUT U KOHLEHTPHPOBAIHM in Vacuo € MOJy4eHHEM TEMHO-XKeNnToro macnia. HeouwnineHHbIH
NPOAYKT OYMINAIM C MOMOINBIO Xpomarorpaduu Ha cuiukarene ¢ smoupoanuem 0-100%
sTiianeratoM B rekcaHe. CoOupanun kak uncryro ¢pakmmo (9,0 r), Tak u ¢pakuuio c
npumMecsiMu (3 1). Ouumanu ¢Qpakuuu ¢ NPUMECSIMH C TIOMOIIBK Xpomarorpadpuu Ha
cunukarese ¢ smouposanueM 0-100% stunanerarom B rekcaHe ¢ NMOJyYEHUEM B UTOTe mpem-
OyTun-2,2- numetui-4-[ 3-[(6-cynbdhamon-2-mupuana)aMiuHO | TP oMU [TUPPOTHIUH- 1 -
kapbokcnnara (10,0 r, 69%). 'H SIMP (400 MI'y, aumeruncynsbokenn-dg) & 7,52 (dd, J=8,5,
7,2 T'u, 1H), 7,07 (s, 2H), 6,95 (dd, J=7,2, 0,7 I'n, 2H), 6,61 (d, J=8,5 I', 1H), 3,55 (q, J=9,1 I'y,
1H), 3,32-3,24 (m, 2H), 2,79 (q, J=10,0 'y, 1H), 2,13 (d, J=16,1 I'u, 1H), 1,96-1,82 (m, 1H),
1,51 (dt, J=18,0, 9,3 T'u, 2H), 1,37 (dd, J=12,9, 10,6 TI'u, 15H), 1,24 (s, 3H). 3HaueHue
macca/3apsn ESI-MS pacu. 412,21442, o6uapyxennoe 413,1 (M+1)*; Bpems ynep:xusaHus:
2,34 muH (cnocob LC D).

Cragus 10. mpem-bytun-(4S)-2,2-numerni-4-[3-[(6-cyabpamon-2-

NUPUAKI)AMHHO |[nponui|nuppoauaul-1-kapb6okcuaar
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[00384] Panemuueckuii mpem-0ytun-2,2-numertnn-4-[ 3-[(6-cynbhamornn-2-
NUPHUIMI)aMUHO | ponw |[mupponuaus- 1-kapbokeunar (7 r, 16,97 Mmoap) moasepraiu
XUpaJIbHOMY pasfaenenuto nocpenactsom SFC-xpomarorpaduu ¢ ucnonszoBanuem ChiralPak I1G
(xonmonka 250 X 21,2 mm, pa3mep 4acTull 5 MKM) ¢ monaBwxkHOU (azoii 40% meranon/60%
OuoKcHUn yriepona mpu ckopoctu 70 myr/muH B Teuenue 11,0 mun (00bem BHeceHUsi=500 MK 32
MI/MJI pacTBOpa B METAHOJIE) C MOJYYEHHEM B Ka4eCTBE MEPBOrO SJIFOUPYEMOro IMUKa mpemt-
OyTun-(4S)-2,2- numernn-4-[ 3-[(6-cynbhaMOnI-2 - TUPUI AT )AMUHO | IIPOITHIT | TUPPOITHINH- 1 -
kapOokcunara (3,4481 r, 99%). 3uauenme wmacca/3apsny ESI-MS pacu. 41221442,
obHapyskxenHoe 413,2 (M+1)*; Bpems ynepsxusanus: 0,63 mun (coco6 LC A ).

Yacrte C. Cunres (145)-8-[3-(2-{aucnupo|2.0.2.1]rentan-7-un}3roxkcu)-1H-nupazon-
1-nn]-12,12-numernn-206-tua-3,9,11,18,23-
neHraazarerpaunkiao[17.3.1.111,14.05,10]rerpaxo3za-1(22),5,7,9,19(23),20-rexcaen-2,2,4-

TpUoHa (coenuHenue I)
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Cragus 1. mpem-Byrnia-(4S)-4-[3-[[6-[[2-xn0p-6-[3-(2-aucnupo[2.0.2.1]renTan-7-
WII-3TOKCH)TUPa30-1-un|nupuauH-3-kapooHui|cyabpamoni|-2-

NUPUAKI|aMHHO |[nponu]-2,2-TUMeTHINHPPOIUAUH-1-KapOokcHaaT
oL Q 90
)
HyN | = s =%
| N N lN/ N7

oe NN + _ o—¢ N
iJ BocN NH = NH

[00385] K pactBopy 2-xmop-6-[3-(2-mucnupo[2.0.2.1]rentaH-7-m1-3TOKCH)TUPa3o-1-
wi|nupuanH-3-kapOonoBoit kucnotel (5,2 1, 14,45 mmonb) B Terparugpodypane (100 mum)

nobasnsann  kapOoHmauumunazon (2,8 r, 16,51 mmonb) u cmech IepeMelnuBaid Ipu
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TeMmmepaType okpyxkaromeii cpensl B Teuenne 1 4. K atoit cmecu nobassmu mpem-0ytuin-(4S)-
2,2-numetnn-4-[ 3-[(6-cynbhaMons-2-nupuanI)aMUHO | TPOTHI |IUPPONUANH- 1 -kapOoKcHiaT
(6,0 1, 14,54 mmonb) B Terparuapodypane (15 mi), 3atem 1,8-guazabunukiol5.4.0lynnen-7-eH
(6,5 mn, 43,47 MMonb) U CMeCh MEPEMELIMBAIN NPU TEMIEpaType OKpPY)KaoLIeH cpensl B
TeueHne 16 4. PeakunoHHyro cMech pazOasisiiu Bogoi (150 M) 1 cMech NOAKHUCISIIM BOTHOM
xJjopuctoBofoponHoi kucinoroit (15 ma 6 M, 90,00 mmonb). Cmech 3KCTparupoBaiu
stinaneraroM (300 mu) u opranmdeckyro (asy ormemsun. OpraHuueckyro a3y MpOMbBIBAIH
COJIEBBIM PACTBOPOM, BBICYHIMBAJIM Hax CyJb(paTOM MarHus, (QUIBTPOBAIM uepe3 LETUT |
KOHLIEHTPUPOBAJIM in vacuo ¢ mnosyueHHeMm Oenoro ocaaka. Ocalok CyCHEHOHPOBAIU B
alleTOHUTPUJIE, TBEPAOE BEIIECTBO COOMpau (PUIBTPOBAHUEM C HCIIOJIb30BAHHEM CTEKJISTHHOM
(bpuTTBI CpefHero pasMepa M MPOMBIBAIHN ALETOHUTPIIOM. DUIbTPAT KOHLEHTPUPOBAIH in
vacuo ¢ MOJy4eHHEeM JKenToro macia. HeouwmmenHoe Macio pa30aBisuld allETOHUTPUIOM U
HEKOTOPBIM KOJMUECTBOM N-METHII-2-TTUPPOJIUAOHA U MOIBEPraid XpOMaTorpaduu Ha KOJOHKE
Cis ¢ obpamennoii ¢a3oii Ha 415 r ¢ smroupoBanueMm 50-100% ameTOHUTPUIIOM B BOIE C
MOJyYEHHEM mpem-6yTun-(4S5)-4-[3-[[6-[[2-xm0p-6-[3-(2-nucrupo[2.0.2. 1 Jrenran-7-un-
3TOKCH)THPa30J- | -vut |mupuanH-3-kapOoHut | cynbdamon |-2-mupuani |aMmuHo | mporun|-2,2-
IUMETHIIUPPONUINH- 1-kapOokcunara (4,5 r, 41%). 3nauenne macca/zapsny ESI-MS pacu.
753,30756, oGHapyxennoe 754,4 (M+1)"; Bpems ynepxusanus: 3,79 mun (cnoco6 LC D).
Cragus 2. 2-Xgaop-N-[[6-[3-[(3S)-5,5-numeTnanuppoauaun-3-ui|nponuiamuHo|-2-
nupuani|cyabgorun]-6-[3-(2-gucnupo[2.0.2.1]rentan-7-ua-3ToKCH)NUpa3oa-1-

W |nupuauH-3- Kapﬁomcamnu (TpudTOpaneTaTHAA COJIb)
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[00386] K pacTBoOpy mpem-0ytun-(4S)-4-[3-[[6-[[2-xm0p-6-[3-(2-
nuctupo[2.0.2.1]renTaH-7-un-3TOKCH ))TUPa30I- 1 - v [mupunuH-3-kapOoHu|cy b amon |-2-
MUPUAI |aMUHO [iponmII | -2, 2- TMMEeTHIITUPPOIUANH- 1 -kapOokcunara (5,9 r, 7,821 mmonb) B
nuxjopmerane (30 mu) u tomyone (15 mi) noGasmsmu TpUPTOPYKCYCHYIO Kucioty (6,0 mu,
77,88 MMOJIb) M CMECh TEPEMELINBAIIN MIPH TEMIIEPATYPe OKPYKAKOLIeH cpeabl B TeueHune 18 u.
PacTBopurens ymanmsim in vacuo mpu Temmeparype OaHu, ycTaHOBJIeHHOW Ha 45°C, ¢
MOJIyYE€HUEM TyCTOTO JKeNToro Macia. Macno pasbasisuiu TonyosnoM (125 M) u pacTBOpUTENTH
yHAISIM in vacuo Tpu Temmeparype OaHu, ycraHoBieHHOW Ha 45°C. Macno paszbasisiiu
TOJIyOJIOM M PACTBOPHUTEND YAALSUIM i vacuo € TOJIYYEHHUEM I'YCTOrO BA3KOTO JKEJNTOro Macia, 2-
xJ0p-N-[[6-[3-[(35)-5,5-muMeTUInmuppOHIUH-3-WJT |TPOMUIIAMHHO |-2-TUPUA I | CYTb()OHMIT | -6-
[3-(2-mucniupo[2,0.2, 1 |renTan-7-niI-3TOKCH )TUPa30d- 1 -ui | mupunus-3-kapbokcamuaa
(rpudropanerarnas conp) (6,0 r, 100%), KOTOpOE HCIONB30BANN HA CleAyromel craauu 0e3
JOTIOJTHUTEIPHON OunCTKU. 3HaueHue macca/3apsan ESI-MS pacu. 653,2551, oOHapykeHHOE
654,3 (M+1)"; Bpems ynepxusanus: 2,6 muH (criocod LC B).
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Cragus 3. (145)-8-[3-(2-{/Iucnupo|2.0.2.1]rentan-7-ua}3Tokcu)-1H-nupaszon-1-ui|-
12,12-numerni-206-tua-3,9,11,18,23-nenraazarerpauukno[17.3.1.111,14.05,10] rerpaxo3a-
1(22),5,7,9,19(23),20-rexcaen-2,2,4-tpuon (coeaunenue I)

O\ @] 0 00
NS N7l

= N’S R S N’S X
| H | H )

[00387] K pacTBopy 2-xnop-N-[[6-[3-[(3S)-5.5-mumeTunmupponuans-3-
W |IpONTUIAMHHO |-2-Tipu A |cyab¢ o |-6-[ 3-(2-nucniupo[ 2.0.2. 1 Jrenran-7-uj-
STOKCH)IHpa3oi- 1 -wi Jmupunus-3-kapookcamuna  (tpudropaneratHas coap) (6,0 r, 7,810
mmosib) B NMP (140 mi) nobasnsiin kapOonat xanus (5,3 r, 38,35 mmounb). Cmech nponysaiu
a30ToM B TeueHue 5 MuH. 3areM cMmech HarpeBanu npu 150°C B TeueHue 22 4. PeaklinOHHYIO
CMeCh OXJIAJKIAU 0 KOMHATHOW Temreparypbl U n0o0aBsuid K Boge (300 mu) ¢ monydeHuem
Oenecoro TBepmoro ocaaka. CmMechb OCTOPOXKHO TMONKHCISUIA BOMHOH XJIOPHCTOBOAOPOIXHOMN
kuciotor (12 mm 6 M, 72,00 MMonb) € MOJy4YEeHHEM NEHHCTOW B3BECH. 1BEpIOe BEIIECTBO
cobupanu QuIbTpanrel ¢ UCTIONb30BAHUEM CTEKJIIHHON (PPUTTHI CpenHero pasMepa. BriaxHblit
ocanok Ha (uibTpe pactBopsutd B dTwianerate (500 mu1) U mpoMbiBaiu ¢ momomisio 200 M
coseBoro pactsopa. BogHas (aza Opina cierka MyTHOMH, IO3TOMY €€ TOAKUCIISIN HEOOIbIIUM
KOJINYECTBOM 6 H. XJIOPUCTOBOAOPOAHOH KHCJIOTBI M BO3BpAIlail K OpraHWYecKoh ase.
Bonnyro a3y ormensu, a opraHudeckyro a3y BbICYLIMBAIM Haja Cyjib(paroM MarHus,
¢unbTpOBANM M KOHLEHTPUPOBAIM iNn vacuo ¢ TOJYYEHHEM CBETJIO-XKENTOro Macia. JTOT
HEOUHINEHHbIH MPOAYKT pa30aBisiiM ALETOHUTPWIOM U MOABEpPraiu Xpomarorpadpuu Ha
xononke Cig ¢ obpamenHol ¢as3oii Ha 415 r ¢ amounposanuem 50-100% aneTOHUTPUIIOM B BOJE.
[IponyxT BbIIEsIM B BUAE MEHBI KpeMOBOro LBera. IleHy BeicymmBanu in vacuo mpu 45°C B
teuenne 48 u ¢ mnonyuenuem (145)-8-[3-(2-{gucnmpo[2.0.2.1]renran-7-wmn}3ToKCcH)- 1 H-
nupazon-1-unl-12,12-qumernn-2A6-tua-3,9,11,18,23-
neHTaazarerpauukino[17,3.1,111,14,05,10]rerpakosza-1(22),5,7,9,19(23),20-rekcaeH-2,2.,4-
Tpuona (coenmuenne I) (3,32 T, 68%). 'H SIMP(400 MI', mumerrncyibdokcua-de) & 12,48 (s,
1H), 8,20 (d, J=2,8 I'u, 1H), 7,81 (d, J=8,2 I'u, 1H), 7,57 (dd, J=8,5, 7,2 T'y, 1H), 7,05 (d, J=7,1
I'n, 1H), 6,97 (d, J=8,5 I', 1H), 6,91 (d, J=8,2 I', 1H), 6,71 (d, J=8,5 I'y, 1H), 6,08 (d, J=2,7
I'm, 1H), 4,21 (td, J=6,7, 1,3 'y, 2H), 3,92 (d, J=12,0 'y, 1H), 3,16 (s, 1H), 2,95 (d, J=13,3 Iy,
1H), 2,78-2,66 (m, 1H), 2,07 (s, 1H), 1,92-1,72 (m, 4H), 1,60 (s, 6H), 1,51 (s, 3H), 1,47 (t, J=6,5
I'm, 1H), 1,31 (q, J=12,2 I'y, 1H), 0,89-0,77 (m, 4H), 0,69-0,61 (m, 2H), 0,53-0,45 (m, 2H).
3nauenue Mmacca/zapsn ESI-MS pacu. 617,27844, oGuapyxkenHoe 6184 (M+1)"; Bpems
ynepxkuBanust: 10,29 mun (criocod LC F).

[00388] Comu Ca™*, Na* u K* coenumenust I mony4anm nyTeM CMeIIHBaHHs COSIUHEHIS
I ¢ Ca(OCHsj),, Na(OCH3) u KOH coorsercrBenHo: cmemuBanue coenunenus 1 (1 1) u
Ca(OCHj3), (83 mr) B meraHose (65 mu1) mpu KOMHATHOH Temrepatype B TeueHne 30 MuH, a

sarem npu 65°C B Teuenue 30 mun; cmemmbanue coenunenne I (0,6 r (1 mmonn)) B MeOH (40
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M) ¢ 25 Bec.% Na(OCH3) 8 MeOH (250 mua (1 mMosspHbiii 9kB.)) ipu 60°C B TeueHue 20 MUH 1
cmemnBanue coenunenus I (0,6 r) B aueron (11 mi) ¢ 1 1. KOH (1 monsipHbiii 9kB.) npu 50°C B
tedeHue 1 4. Ilocne GpunbTpoOBaHUS MOJYYEHHBIX TOPSYMX PACTBOPOB (MIBTPATHI BBHITAPUBAIN
710 CYyXOT'O COCTOSIHUS C NOJIy4eHHeM TpeOyeMbIX aMOp(HBIX COJIEH COOTBETCTBEHHO.

Ilpumep 2. ®opma A coenunenus I (ceodGoanasi popma)

[00389] PeakTop ocHaIaay BEPXHEMPUBOIHON MELIANKOM, 0OpaTHBIM XOJOAUIBHUKOM,
JUHUEH BBOJA M BbIBOZA Ny U 30HAOM Ut KOHTpouns Temneparypel. Cmecsk (14S5)-8-6pom-12,12-
numetnn-2A° -tua-3,9,11,18,23-nenraasarerparmkio[17.3.1.1111% 0% 1°
1(23),5,7,9,19,21-rekcaen-2,2,4-tpuona (120 r 86% Bec./Bec. ¢ IPAc [103,2 r (14S)-8-6pom-

10

|reTpako3za-

12,12-mumetun-21° -tna-3,9,11,18,23-nenraasarerparukno[17.3.1.1111* 0°, |rerpakoza-
1(23),5,7,9,19,21-rekcaen-2,2,4-tpuona], 0,21 monb, 1 3kB.), 3—(2—(L[ch14po[2.0.24.13]renTaH—7—
wi)sTokcn)- |H-nupaszona (42,6 r, 0,21 monb, 1 3kB.), KoCOs5 ¢ memem 325 (63,4 1, 0,46 mModb,
2,2 3kB.), Cul (3,3 1, 17,2 mmons, 0,083 skB.) 1 BUOAc (740 mu) 3arpyskanu B peakrop. Cmech
nepeMelInBai MPU TeMIepaType OKpyskarommei cpenbl. 3aTeM B peakTop 3arpyskanu DMF (300
M, 2,9 00.) u N, N'-numetunnuknorekcas-1,2-guamus (14,6 T umu 16,2 mit, 0,1 mone, 0,49 3kB.)
U cMech mpoayBaiiu Np/Bakyym/N, B TeUeHUE TPeX MHUKJIOB. 3ateM cMech HarpeBaiu 10 120°C B
TeueHne 4 4, 3areM oOecreunBalM OXJAXKIEHHE 10 TEMIIepaTypbl OKPY’KAroIleH Cpensl
HobGassum o kartsim 10% BonH. Bec./00. maseneByro kucioty (860 mi, 0,96 monb, 4,6 5kB.) U
CMech MepeMeIlnBaId B TeueHHe Mo MeHbinel mepe 1 4. 3atem cmech (uubTpoBanmu ¢
yllaJeHneM CyCIEeHIUPOBAHHBIX TBEPIbIX BELIECTB. Y NaJE€HHbIE TBEP/bIE BEIECTBA IPOMbIBAIIN
¢ nomoueio (2x120 mu). Cnou u3 punbrpara pasnensuin. OpraHUYeCKUd CJIOW MPOMBIBAIU C
nomortpio 8% BoxH. Bec./00. murpara TpuHatpus (600 mut). ConeBoit pacTBOp HOOABISLIIU MIPH
HEOOXOAMMOCTH ISl CIIOCOOCTBOBAaHMS pasaeneHuto ¢a3. OpraHudecKuil CIOW MPOMBIBATIH C
nomompto  1:1 006./06. cmecu Boma/conmeBoii pactBop (400 wmut). OpraHuueckuii Cioit
¢unprpoBanu yepes cioit nenura. Ocanok Ha GuiabTpe npomsiBaiu ¢ nomousio IPAc (150 mi).
@dunbTpaT KOHUEHTpUpoBanu, 3ateM pobasmsuiu 800 ma 1-PrOH (7,8 00.) u cmech
KOHIIEHTPUPOBAIU. DTy CTAIHIO MOBTOPSUIH ewle oauH pas. Jlodasmsum Tonyo:n (800 mut) u cmech
KOHIIEHTPUPOBAIUA. DTy CTaJMIO TMOBTOPSUIM €Ile ONWH pPa3 C TOJIYyYEeHHEM TyCTOH B3BECH.
Heounmennyo cmech koHUeHTpupoBann 10 odvema 300 mu (2,9 00.) tomyoma. Ilocne
NepeMeIIuBaHNs B3BECH B TEUEHUE HOYHM TBEPIOE BEILECTBO COOMPANN MyTeM (PHIBTPOBAHUS U
NPOMBIBAHHS TBEPIOro BemiecTsa ToayosioM (2x100 wmu, 0,97 00.). Tepmoe BemecTBo
BBICYIIIMBAJIA TIOJ BAaKyyMOM cO BIyckoMm aszora mpu S50°C 1m0 Tex mop, MoKa MOTepu MpH
BBICYIIUBAHUH HE cocTaBism oonee 1,0%, ¢ monydennem coenunenus 1 B Bune Genoro/rpsi3Ho-
6enoro TBepaoro Bemectra (107,0 r, 83%, uncrora cornmacao HPLC 94,5% (AUC)).

[00390] ITepexpucrammusanus. Popmy A coemunenus I [22,2 1, 94,6% (AUC) dopma A
coennaenust I] cycnengupoBanu B Tomyose (440 mu, 20 o0. B mepecuere Ha ¢opmy A
coenuaenust I) u cmech HarpeBanm 10 Temmeparypbl oOpas3oBanHusi ¢uermsl. Ilocne
BBIICP)KUBAHUA C OOPATHBIM XOJIONUJIBPHHUKOM B TEUEHHE HE MeHee ueM 2 4 olecredynBaju
OXJIAKZIEHHE CMEeCH [0 TeMIIepaTyphl OKpykaromed cpeasl B TedeHue 8 4. Ilocne

nepeMelInBaHus pU TeMIepaType OKpPYy»Karolle cpenbl B TEUEHHE HOYU TBEPAOE BELIECTBO
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cobupanu myreMm (UIBTPOBAHUS, MPOMbBIBAas TBEpAOe BemecTBo ToiyosioMm (40 mur, 1,8 00.).
TBepnoe BelecTBO BBICYIIUBANIN MO BaKyyMOM CO BIyckoM aszorta npu 50°C go Tex mop, noka
NOTEPHU NPH BBICYLIMBAHUU He cocTaBisiian Oonee 1,0%, ¢ monyuenuem gopmsel A coenuaenus 1
B Buae Oenoro/rpsizHo-Oenoro TBepnoro Bemectsa (18,8 r, 84%, umcrora cormacio HPLC
96.8% (AUCQC)).

[00391] Bropas nepexpucramuzanus. Popmy A coenunenus I [17,5 r, 97,0% (AUC)
dopma A coenunenus I] cycnenmuposanu B Tonyose (350 mi, 20 06. B nepecuere Ha popmy A
coenuHenusi I) u cmech HarpeBaiu OO0 Temmepatypbl oOpasoBanus (uermsl. [locre
BBIIEPXKIBAHUS C OOpPATHBIM XOJIONMJIBHUKOM B TEUEHHE HE MeHee 4eM 2 4 o0ecreduBaju
OXJIAKIEHHEe CMeCU 10 TeMIlepaTypbl OKkpyxkaromed cpeasl B TeueHue 8 u. Ilocne
NepeMeIIuBaHus [IPH TEMIIepaType OKPYKAroIIel CpeAbl B TEYCHHWE HOYH TBEPIOE BEIIECTBO
cobupanu nyreM (UIBTPOBAHUS, MPOMbBIBAasi TBEpAOe BemecTBo TojiyosoMm (40 mu, 1,8 00.).
TBepnoe BelecTBO BHICYIIUBAIHU MO BAKYYMOM CO BIyckoM aszota npu 50°C no Tex mnop, noka
NOTEPU MPH BBICYIINBAHUH He cocTaBysiin Oonee 1,0% c nonydyenuem ¢opmer A coenmnaeHus 1
(cBobonnas ¢opma) B Bune Oernoro/rpsisHo-Oenoro TBeproro Bemectsa (15,7 r, 89%, uncrora
coriacao HPLC 98,4% (AUCQ)).

[00392] Csobomnasi ¢opma A coenunenusi 1 sBisercs Hamboyee yCTOWYMBOMN
noanMopdHOH (HOpMOH € aKTUBHOCTBIO B BoOje, cocraBmomeii <0,95, mpu Ttemmeparype
OKpY>Karolen Cpebl.

A. IlopomkoBasi peHTTeHOBCKasi A (PppaKuus

[00393] XRPD-agudpakrorpamMmmy moiydand NPU KOMHATHOW TEMIIEpAaType B PEKUME
oTpaxkeHus ¢ npuMmeHeHneM Bruker Advance, ocHameHHoro aerekropom Vantec-1. OOGpaser
aHAJIU3UPOBAJIU B KPEMHHEBOH KroBeTe OT 3 110 40° 2-TeTa B HEMPEPHIBHOM PEXHUME C pa3MEpOM
mara, cocrapisirorum 0,0144531°, u BpemeHeM Ha ctanuio, cocrasisiromuMm 0,25 ¢. Obpazen
Bpamanu npu 15 06./muH. XRPD-mudpakrorpamma ¢opmer A coenunenust 1 (cBobomgHas
¢dbopma) npexncrasnena Ha ¢ur. 1, u nanabie XRPD 06001eHbr HUvke B Ta0aue 2.

Tabmuua 2. Curnaast XRPD kpucranaugeckoit ¢opmbl A coeamnenus |

(cBoGoanas ¢gopma)

IMTuku XRPD Vroa (rpaaycer 2-Tera = 0,2) I/IHTCHC;BHOCTI),
6
: 200 100,0
2 23.1 63.9
’ 16,6 56,4
) 23,3 52,3
> 9.2 51,2
° 24,3 42,0
! 18,1 41,9
° 16,5 40,7
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9 11,2 38.6
10 21,8 37,2
11 11,3 33,3
12 18,0 32,9
13 14,0 31.8
14 24,4 29,5
15 22,9 29,4
16 23,8 29,3
17 5,7 26,2
18 18,7 24,6
19 18.8 24.6
20 18,5 224
21 22,5 19,2
22 20,4 17,7
23 15,1 14.9
24 26,5 14,3
25 13,7 13,8
26 22,2 13,8
27 27,3 11,9
28 15,0 11,7
29 14,8 10,4

B. HOATBEPXJIEHUE CTPYKTYPbl MOHOKPUCTAJLIIA

[00394] MOHOKpPHUCTAJUIBI, XapaKTepU3yIOIuecs: CTPyKTypoi ¢opmbl A coemuHenus 1
(cBoOonmHasi (opma), BbIpalIUBAIM M3 CMeCHU aleToH/renTaH. J{aHHbIE PEHTIEHOBCKOM
mudpakuuu nonydanu npu 298 K Ha mudpakromerpe Bruker, ocHalIeHHOM HCTOYHHKOM
mnyuenns Mo K, (A=0,71073 A) u nmerexropom CCD. CrtpykTypy pacmmdppoBBIBATH 1
yroussn ¢ npumenenueM nporpamm SHELX (Sheldrick, GM., Acta Cryst., (2008) A64, 112-
122), 1 pe3ynbTaThl KPaTKO M3JI0KEHBI B TAOIMLIE 3 HIDKE.

Tab6auua 3. lloaTBep:kaeHue CTPYKTYpbl MOHOKpHCTA/LIA GopMbl A coennHeHus |

(cBoOoaHas popma)

Kpucrannuueckas cucrema MOHOKJINHHBIN
IIpocTpancTBenHas rpymnmna P2,

a(A) 15,477(3)

b (A) 12,741(2)
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c(A) 16,369(3)
o () 90
B 99,350(5)
7 () 90
V(A 3185,1(9)
Z/Z' 2/2
Temneparypa 298 K

C. Teepaodazusbiii AMP

1. DxcnepumeHT Ha ocHoBe TBepaodasHoro AMP (npumeHnsiercs Ko BceM
KpHucTALInYecKuM (popmam coeaunenus I).

[00395] Tlpumensnu cnektpometp Bruker-Biospin 400 MI'11 ¢ mIMpOKHUM OTBEPCTHEM,
ocHameHHbld patynkoM HFX 4 mm Bruker-Biospin. OOpasusr momemanu B potopsl ZrO;
IUaMeTPOM 4 MM U BpAIaJIX MPH YCJIOBUH Marmueckoro yria (MAS) co CKOpOCTBIO BpalleHus,
BBICTABJICHHOHN, Kak mnpaBuio, Ha 12,5 kl'n. Bpemsa penakcauuu MNPOTOHOB H3MEPSIU C
IIPUMEHEHUEM DKCIIEPUMEHTA '"H MAS T, 1m0 BOCCTAHOBJIEHHIO MOKA3aTeNsi COOTHOLICHHS
PEJAKCALINH C LIENbIO HACTPOHTh HEOBXOINMOE OJKHIAHIE BOCCTAHOBJICHHS ~C B SKCIIEPUMEHTE
MAS c¢ kpocc-nomsipuzarueit (CP). Bpemst kontakra CP yriaepona B skcnepumente CPMAS
BbICTaBJIANM Ha 2 Mc. Mcnonp3oBanu ummynbc nporoHa CP ¢ JuHENWHBIM H3MEHEHHEM
ammumatyael (ot 50% mo 100%). CooTBeTcTBHE yriepoaa YCIOBHIO XapTMaHHA-XaHa
ONTUMU3UPOBAIHA HA BHEITHEM STAJIOHHOM obOpasue (riuiuH). CrekTpsl yriepoaa 3armiuchiBal C
MIOMOLIBI0 Pa3BsA3KU IO NMPOTOHAM C NMPUMEHEHHEM IOCAEN0BATENbHOCTH pa3Bsisku TPPMIS ¢
HaIpPsKEHHOCTBIO MOJIsA, cocTaBJisitouel mpumepHo 100 kI

2. Teepnodaszusiii AMP popmer A coennnenus I (ceoGoanasi popma)

[00396] Hanusie TBeprodasuoro *C SIMP dopmer A coenunenns I (cBoGonuas hopma)
npencrasiieHbl Ha ¢ur. 2 1 00001IeHbI B Ta0IHLe 4 HIKE.

Ta6nuua 4. Teepaodasusbiii AMP dopmbl A coennnenus I (ceo6oanas ¢popma)

Ne nuka Xumuueckuii casur [ppm] + 0,2 ppm HNHTEeHCHUBHOCTD [OTH. |
1 165,9 42,7
2 164,6 16,9
3 163,2 16,6
4 159,8 293
5 158,5 14,9
6 157,6 11,6
7 154,1 17,7
8 153,2 22,5
9 1513 30,6
10 143,8 51,7
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11 136,9 53,8
12 130,2 48,5
13 116,4 52,2
14 115,1 20,7
15 113,7 37,4
16 112,9 26,1
17 104,6 27,2
18 103,9 295
19 95,7 49,9
20 69,1 67,4
21 63,6 31,9
22 61,8 47,4
23 58,3 258
24 497 30,8
25 472 26,4
26 433 288
27 39,6 22.8
28 37,0 32,0
29 33,9 38,8
30 31,9 53,4
31 30,5 94,5
32 29,5 35,6
33 26,9 41,6
34 25,6 100,0
35 19,9 72,7
36 19,0 67,8
37 6,6 82,8
38 3,7 78,1

D. Ananu3 ¢ nomombio A depeHIHATBHON CKAHUPYIOLIEH KAJIOpUMeTPHH

[00397] DSC mnpoBogmnu ¢ mnpuMeHeHHeM audQepeHInaIbHOrO CKaHUPYIOLIETO
kanmopumerpa TA Discovery (TA Instruments, Heto-Kacn, [[pnasep). I1pubop xamubposanu ¢
nomotnero uHANA. OOpas3iusl Becom npumepHO 1-10 Mr orBemMBany B repMETHYHBIE €MKOCTH,
KOTOpbI€ YKYNOPHBAJIN C NMPUMEHEHHEM Kpbllek ¢ ogHuM oreepctueM. OOpasubt s DSC
ckanuposanu ot 25°C no 300°C mpu ckopoctu HarpeBanusi 10°C/mun. JlaHHbBIE coOmMpanu u

aHAJTM3UPOBAIN C TOMOILIBIO TporpaMmHoro odecrneuenuss Trios Analysis (TA Instruments,
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Hero-Kacn, Ipnasep). Ha Tepmorpamme mokasan OAMH SHIOTEPMHUYECKHIA MUK TUIABJICHHS MTPU
~227°C.

Ilpumep 3. ®opma B coennnenus I (ceodoanas ¢popma)

[00398] 100 mr c¢opmel D B BHme rumpara KajmblueBOW coyiu coequHeHus 1
nepemerrBaiy B 5 mut FESSIF V2 (kumednast ;kuIKOCTb, BbIIEJICHHE KOTOPOH CTUMYJIHPOBAHO
npueMoM mnuinu, npuodpereHHas y Biorelevant) mpu Temmeparype Okpy»Karolied cpeabl B
TeueHne 24 4. B3Bech LEeHTpU(YTrHpOBAIM U JKUAKOCTh yaaumsuiid. TBepaoe BEIeCTBO ABAKIbI
MPOMBIBAJIM BOJIOW W BBICYIIMBAIHN Ha Bo3nyxe. IlomydeHHOe TBEpAOe BEIIECTBO MPEACTABIISIIO
coboit popmy B coenunenus I (cBobomHas popma).

A. TlopoumkoBasi peHTreHOBCKasi AU (ppaKuus

[00399] XRPD-audpakrorpamMmmy moiydand Npu KOMHATHOW TEMIIEPAType B PEKUME
oTpakeHus ¢ npuMmeHeHneM Bruker Advance, ocHameHHoro aerekropom Vantec-1. OOGpaser
aHAJIM3UPOBAIU B KpeMHHEBOH KroBeTe OT 3 110 40° 2-TeTa B HEMPEPHIBHOM PEXHUME C pa3MEPOM
mrara, cocrapysiromuM 0,0144531°, u BpemeneMm Ha craauio, coctasistomuM 0,25 ¢. Obpazen
Bpamanu npu 15 o6./munH. XRPD-gudpakrorpamma ¢opmer B coenmnrenus I (cBoOonmnas
¢dopma) nmpencrasieHa Ha ¢ur. 3 u 06obmeHa B Tadauue S.

Tabnuua S. Curnaast XRPD kpucrananveckoii ¢gopmbr B  coeamnenus 1

(cBoOoaHas popma)

IIuxku XRPD Yroa (rpaayce 2-Tera £ 0,2) HNuTencuBHOCTD, %0
1 16,3 100,0
2 5.5 84,6
3 17,7 67,6
4 15,2 46,1
5 21,7 44.0
6 27,2 41,6
7 5.7 35.9
8 10,8 20,5
9 23,6 18.8
10 28.3 13.6
11 25,5 12,1
12 25,9 11,2
13 244 10.3

B. Teepaogazueiii AMP
[00400] Haunble TBeprodazHOro B amp dbopmel B coenunenus 1 (ceobonnas gopma)
npencrasieHsl Ha ¢ur. 4 u 00001meHb! B Tabauune 6.

Tabauua 6. Teepaogaszuniii AMP ¢opmbl B coenunenus I (ceodognasi popma)
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Ne nuka Xumuyeckui casur [ppm] £ 0,2 ppm HNHTEeHCUBHOCTD [OTH. |
1 168.,8 16,4
2 1683 33,8
3 166,3 36,4
4 158,5 27,0
5 155,5 37,3
6 152,5 16,3
7 150,6 25,4
8 142,8 58,5
9 137,2 66,9
10 129,1 41,6
11 116,8 47,7
12 112,6 42,7
13 108,1 61,0
14 97,8 66,2
15 96,7 55,7
16 69,3 67,4
17 64,4 27,7
18 64 56,8
19 56,7 45,0

20 50,9 65,2
21 41,4 42,9
22 37,6 84
23 31,3 7,6
24 30,6 65,4
25 28,9 91,1
26 27,9 77,5
27 273 67,2
28 253 89,2
29 22,5 64,1
30 20,1 100,0
31 18,1 97,2
32 6,5 47.4
33 6,0 56,0

2
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34 49 55,6
35 23 39,8

Ilpumep 4. ®opma C coenunenus I (cBodGoanas popma)

[00401] ®opmy C coenunenus I (cBoOonHas popma) noaydaau MyTeM MepeMeInnBaHus
dopmbl A coenunenus 1 (cBobonnas popma) B IPA/H,0 (06./06., 75/25) mpu 25°C B Teuenue 24
9.

A. IlopomkoBasi peHTreHOBCKasi AU(ppaKIus

[00402] XRPD nposoamu ¢ nomomsio Panalytical X Pert® s noporukosoit XRPD B Si
KtoBeTe ¢ HyJieBbIM (poHOM. ITonmokeHune 2-Tera KamuOpOBalIM OTHOCUTENBHO Si 3TaJOHHOTO
crangaptHoro aucka Panalytical. XRPD-nudpakrorpamma dopmer C coennnaenus 1 (cBobonnas
¢dbopma) nokazaHa Ha ¢ur. S u 00odmeHa B Tadauue 7.

Tabnuua 7. Curnaast XRPD kpucranamyeckoii ¢opmbr C coeannenus 1
(cBoOoanas popma)

IIuxku XRPD Yroa (rpaaycsl 2-tera £ 0,2) HuTencuBHOCTD, %0
1 6.3 100,0
2 20,4 55,0
3 14,8 43,7
4 20,1 32,0
5 19,2 18.8
6 18.5 18.6
7 15,5 13,1
8 23,8 11,6
9 26,4 11,2

IIpumep 5. @opma A B BUAE ruapaTa KajabLUEBOH COMN coenUHEHU [

[00403] ®opma A B Buze ruapaTa KaablMeBOil cou coequHenus 1 npencrasnser coboi
HanOoJiee MPENNOUTUTEIBHYIO ¢ TOYKH 3PEHHsI KHHETUKU (OPMY B BHJE THIpATa KaJbIIMEBOM
COJIH, KOTOpasi obecrnedunBaeT OOJBINYIO0 COMbBATALIMIO, PACTBOPHUMOCTD U BIIUSIHHE, YEM IPyTUe
¢dbopMbI B BUzIE TUAPATA KaJbIIMEBOM COJH.

[00404] ®opmy A B BuUIe ruapaTa KaJlbLHEBOW CONM coeauHeHus I monydanu mytem
3arpy3ku 0,2 mmoinb popmbl A coenunenus I (cBodogHas popma) u 0,1 MMOJIB CYyXOT0 MOPOIIKA
Ca(OMe), IPA npu ~45 mr/mn, u nogmuanu ~10% Bonbl, u HarpeBanu a0 70°C. U3HauaabpHO,
BCE TBEpAbIE BEINECTBA PACTBOPSUIUCH. Uepe3 5 MUH ocaxiaioch Oenoe TBEpAOE BELIECTBO.
ITonyyeHHyr0 B3BECh MEpeMEIIMBAIN B TeueHUE 4 A. MpU KOMHATHOW Temmeparype. TBeproe
BEIIECTBO BBIIEISIN B KadecTBe (GOpMbl A B BHJE I'MApaTa KajibLUEBOW comu coenuHeHus I ¢
MIOMOIIBI0 BaKyyYMHOH (PMIBTPAlIMM U BBICYIIUBANU MoJ BakyyMoM rpu 40°C B TedueHue HOUU

(BBLOENEHHBIH BBIXOX ~78%).
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[00405] B anbrepHaTBHOM criocoOe mony4deHust popMbl A B BUZIE THApPATa KaJbLIHEBOM
comu coequHenne I nmpumensuin 10 T ¢popmer A coennnenus I (ceobonnas ¢opma), k KOTOpPOi
3arpy>xanu 63 mi IPA u 7 M Boael. B3sece Harpesanu o 55-65°C. K cmecu 3arpy»xanu 1,1 sxB.
NaOH. Cwmecp nepememmBanud A0 MOJYyYEHUs OJHOPOAHOIO pacTBOpa. 3aTeM pacTBOP
oxJjaxnaanu 1o 25°C u BBoguiau B kadyecTse 3aTpaBku 0,1 r ¢popmel A B Buze ruipara HaTpUeBOH
conu coenuHenus 1. B3sech nepememnBanu B TeueHue 18 u. 3arem pactBop Harpesanu 10 45°C.
B B3Bech BBOAWM B KadecTBe 3aTpaBku 0,1 © ¢opMbel A B BuAe ruapara KajbLIUEBOH COJIU
coenunenus 1. Jlobasnsim pacteop 0,55 3xB. CaCly, 9 mut IPA u 1 M1 BOABI B TeUEHHE TIEPUOAA
BpeMeHH, cocTasisBiiero 5 4. IlonydeHHyr0 B3BeCch NepeMelInBaiud B TedeHue 2 4. B3sech
oxnaxnanu 1o 20°C B TedyeHue nepuoga BpeMeHH, cocrasisBiiero 5 4. [lonydyeHHsle TBepbie
BEIIECTBA COOMPAJIH C MOMOIIBI0 BAKYYMHOW (DMIIBTPALIMK U TIOJYYEHHBIN BJIAXKHBIN OCAIOK Ha
¢unbTpe mpombiBaM ¢ momoublo S0 My Boabl. OOecrnedynBaiy BBICYLIMBAHHUE HAa BO3AYXE
MPOMBITOTO BJIAKHOTO OCaaka Ha GuibTpe B TeueHue | 4. BhICyIIeHHBINH Ha BO3AYXE BJIAXKHBIHI
0CaZoK Ha (pUIbTpE NMEPEeHOCHWIH B BaKyyMHyIO mnedb npu 45°C co BmyckoM HeOONbLIOro
KoimdecTBa a3oTa Ha 20 4 ¢ MOJNyYeHHEeM KPHCTALUTMUecKoi ¢opmbl A B BHAE TUapara
KaJbueBoit conmu coenqunerns I (8,5 r, BoineneHHbIN Beixon 82%).

A. IlopomkoBasi peHTreHOBcKasi AMPpaxuus

[00406] XRPD-nu¢pakrorpaMmsl NOJy4Yaad NPH KOMHATHOW TEMIIEPAType B PEKUME
oTpaxkeHus ¢ npuMmeHeHneM Bruker Advance, ocHameHHoro aerekropom Vantec-1. OOGpaser
aHAJIU3UPOBAIU B KpEMHHEBOH KroBeTe OT 3 110 40° 2-TeTa B HEMPEPHIBHOM PEXHUME C pa3MEepOM
mara, cocrasysiromuM 0,0144531°, u BpemeHeMm Ha craguto, coctaBisiromuM 0,25 ¢. OOpasen
Bpawanu npu 15 06./Mun. XRPD-audpakrorpamma popmbr A B BUae ruzpara KajabLUEBOH CONU
coenuHenus I mokasaHa Ha ¢ur. 6 u 06001eHa B Tabauue 8.

Ta6auma 8. Curnaner XRPD kpucramiumyeckoin ¢opmbl A B BHAE ruaparta

KAJbLHEBOH coJu coequHeHus 1

ITuxku XRPD Yroa (rpaaycnt 2-tera * HHTEeHCHBHOCTD, %
0,2)
1 18,0 100,0
2 4,2 81,7
3 19,7 71,2
4 22,3 59.5
5 17,8 57,1
6 244 54.9
7 10,5 52,5
8 10,6 51,9
9 14,2 50,9
10 20,7 48,8
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11 25,1 48,1
12 19,6 42,1
13 14.8 36.8
14 17,3 35.8
15 25.3 31.2
16 15.3 29,2
17 21,1 28.9
18 12,2 26,6
19 21,9 26,5
20 22,0 24,5
21 13,6 19.1
22 11,8 16.6
23 28,7 15.9
24 25,8 14.6
25 8,3 10.3

B. IloaTBep:KaeHNE CTPYKTYPBI MOHOKPHCTAJLIA

[00407] Kpucranisl, xapakrepusyrolmecs CTPYKTypoil ¢gopmbl A B BHAe ruapara
KaJblMeBON conmu coexuHeHus 1 BelpamuBanu myteM pactBopeHust 1 mr ¢opmel A B BHIE
ruapaTa kanpiueBoit conu coenunenus I B 350 mMka cmecu puxiopatan/ataHon 90/10, a 3arem
OCAKAAIN MO MEXaHU3My MNap-KPHUCTAUl C MOMOIIBIO TI€HTaHAa B TEUEHUE HECKOJIbKUX HEH.
JlaHHBIE PEHTreHOBCKOW auppakumu monydanu kak npu, 100 K, tak m mpu 298 K Ha
nudpakromerpe Bruker, ocHamenHoM wucrounukoM msmydenus Cu K, (A=1,5478 A) u
nerektopom CCD. CrpykTypy pacmu@poBbIBAIM U YTOYHSUIM C TPUMEHEHHEM TaKeTa
nporpamm SHELX (Sheldrick, G.M., Acta Cryst., (2008) A64, 112-122), u pe3yabTaThl KpaTKO
U3JIOKEHbI B TaOJHLe 9 HIDKE.

Tabnuua 9. IloaTBep:kaeHHe CTPYKTYpPbl MOHOKpHcTawia ¢opMbl A B BHIe

ruApaTa KajablueBoil coiu coeauHenus I

Kpucrannuyeckas cucrema MOHOKJIUHHBIN MOHOKIUHHBIN
IIpocTpancTBenHas rpynna: Cc2 Cc2
a(A) 11,1298(4) 11,1871(10)
b (A) 13,7688(5) 13,8793(12)
c(R) 22,2139(8) 22,4114(18)
a(®) 90 90
B(© 101,9330(10) 101,477(4)
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%) 90 90

Vv (AY) 3330,6(2) 3410,2(5)
Z/7' 2/0.,5 2/0,5
Temneparypa 100 K 298 K

C. Tsepaodazusbiii AMP

[00408] Crnextp TBeprodasHoro “C SIMP (opmbl A B BHIe IHAPATA KANbLHEBOH COMM
coenunenus I npencrasneH Ha ¢ur. 7 u 006001meH B Taduue 10.

Ta6nuua 10. Teepaodasubiii AMP ¢opmbl A B Buae ruapara KajablHeBOH COJH

coeaunenus I

Ne nuka Xumuyeckuii caur [ppm] £ 0,2 HHTEeHCHBHOCTD [OTH. |
1 1783 27,0
2 165,2 38,8
3 158,2 27,6
4 155,8 32,7
5 153,1 20,5
6 150,9 29,9
7 143,4 421
8 136,8 41,3
9 1279 31,5
10 116,3 27,4
11 114,6 48,2
12 112,1 47,4
13 98,6 27,4
14 93,6 41,2
15 69,5 33,0
16 68,6 17,0
17 63,8 55,6
18 57,7 43,1
19 51,8 50,2
20 42,9 34,2
21 37,2 49,9
22 31,2 16,9
23 29,6 48,1
24 26,4 100,0
25 20,8 77,4
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26 17,0 65,8
27 7.8 44,7
23 53 438
29 2,6 18,7

D. Ananus ¢ nomomb10 A PpepeHIHATbHON CKAHHPYIOLIEH KAaJOPHUMETPHH

[00409] DSC-tepmorpammy nonydanu ¢ npumeHenreMm TA Instruments DSC Q2000.
Obpasen HarpeBanu mnpu 10°C/mMun ot 30°C pmo 350°C. Ha Tepmorpamme mokasaH
SHIAOTEPMUUECKUH MUK rpu ~223°C.

IIpumep 6. ®opma B B BUne ruapaTa KaabLUEeBON COMM coequHeHus |

[00410] K 25 r dpopmbr A coenunenus I (cBoGoaHas ¢popma) 3arpyskanu SO Mt 3TaHONA U
100 mn Bomel. B3Bech HarpeBamu mo 55-65°C. K cmecu zarpyxkanu 1,1 sxkB. NaOH. Cwmech
nepeMennBaIi A0 MOJYUYEHHs] OTHOPOIHOIO pacTBopa. 3ateM pacTBop oxjaxknanu no 25°C u
BBOJIWJIM B KadecTse 3aTpaBku 0,25 T popmbl A B BUIe ruapaTa HATPHEBOH coiu coenuHerus 1.
BsBech nepemermuanu B TeueHue 20 4. 3ateM pactBop Harpesaiu 10 45°C. B B3Bech BBOIWIIM B
kauectse 3aTpaBku 0,1 r kampuueBoit conu coennnenus 1 (popma Ovuia He BaxkHOI). JlobaBsiu
pactBop 0,55 skB. CaCl,, 8 mn 3taHonma m 16 My BOIBI B TEUEHHE INEPHOAA BPEMEHH,
cocrasisiBuIero 5 4. IlonydeHHyro B3BECh NEpEeMEIINBAIN B TeueHue 2 4. B3Bech OXJIaxkaanu 10
20°C B TeueHue mnepuoAa BpeMeHHM, cocTasisBilero 5 4. IlonmyueHHble TBepAble BeLIECTBA
coOupany ¢ MOMOINBI BaKYYMHOW (PUIbTpalMu U OOECTIeYMBAIIM BBICYIINBAHHE HA BO3AYXE B
TeyeHne 1 uaca. BricymieHHBII Ha BO3Myxe BIAXHBIH OCAJOK Ha (UIBTPE MEPEHOCHUIH B
HEHArpeTyl0 BaKyyMHYIO I€4Yb CO BIIyCKOM HeOOJbIIOro KonmdecTBa asora Ha 20 4 ¢
nonyueHueM 21 r kpucramuindeckoit popmbl B B BUne ruppaTta KajablUeBOW COU coequHeHus 1
(BbLAENEHHBIH BbIXOT 81%).

[00411] ®opma B B Bune runpara kajbuueBoil comu coenuHeHus 1 sBnsiercs Hanbonee
yCTOWYMBOM monuMopdHON (OpMOH B BOAE MPU TeMIEpaType OKPYKAIOLIEH Cpembl.
Uzomopdubie Gpopmbl B B Bume conbBaTOB, CONBBATOB/TUAPATOB U THIPATOB KAJBLUEBON COJH
coennnaenust 1 xapakrepusyrorcs takoil ke XRPD-pudpakrorpammoii, kak ¢opma B B BHIe
rugpara KajblHeBOW coju coenuHeHust 1. PacTBopurenw MOryT TpPeACTaBISITH COOOM
HU3KOMOJIEKYJIsIpHbIe criupThl, Takue kak MeOH, EtOH, IPA, w/wnu Boxy.

A. IlopomkoBasi peHTreHOBCcKasi AU Ppakuus

[00412] XRPD-nmu¢paxrorpaMmsl NOJIyYadd NPU KOMHATHOW TEMIIEPAType B PEKUME
oTpakeHus ¢ npuMmeHeHneM Bruker Advance, ocHameHnHoro nerekropom Vantec-1. OOGpaser
aHAJIM3UPOBAIU B KpeMHHEBOH KroBeTe OT 3 110 40° 2-TeTa B HEMPEPHIBHOM PEXUME C pa3MEepOM
mrara, cocrapysiromuM 0,0144531°, u BpemeneMm Ha cramguio, coctaBisiomum 0,25 ¢. Obpazen
Bpamanu npu 15 06./Mun. XRPD-nudpakrorpamma ¢opmel B B BUae ruapara kaapLueBOi conu
coenunenus I npencrasiena Ha ¢ur. 8 u 06o01meHa B Tadanue 11.

Tabnauua 11. Curnaasr XRPD kpucrasauveckoin ¢popmbl B B BHae ruapara

KaJblHeBOH coJiu coeqauHeHus I

ITuku XRPD Yroa (rpaaycei 2-Tera + 0,2) HNHTencuBHOCTD, %0
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1 14,6 100,0
2 17,7 98.2
3 13,1 94,6
4 20,4 86,5
5 21,3 71,8
6 16,2 71,7
7 19.9 65.8
8 223 65.0
9 20,3 62,7
10 214 61.9
11 14.8 60.9
12 8.5 59.6
13 18.9 59.5
14 20,6 59.4
15 14,5 53,7
16 21,1 50,6
17 224 49,9
18 17,4 47,8
19 12,2 47,4
20 25,2 44.4
21 19,6 43,4
22 19,6 42,6
23 5.9 42,4
24 23,8 41,4
25 16,7 33.3
26 24,2 32,4
27 244 30.8
28 15,1 274
29 22,8 27,3
30 25,5 26,3
31 23,5 25.8
32 13,6 24,7
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33 18.1 23.5
34 9.5 23,1
35 11,7 22,5
36 11,2 22,1
37 8.8 20,4
38 16,9 18.1
39 11,4 16,5
40 28.5 14,9
41 6,6 12,4
42 26,4 11,6
43 248 11,2
44 5,5 10,7
45 29,2 10,3

B. IloaTBep:KaeHNE CTPYKTYPBI MOHOKPHCTAJLIA

[00413] Kpucramnel, xapakTepusyroluecs CTPyKTypod ¢opmel B B Bume ruapara
KaJbIMEBOH comu coenuHeHus I, BeIpammBanu mytem pacTBopeHHus 1 mMr ¢gopmsl A B BHIE
rugpaTta KanplueBoil conu coexuHeHus I B 350 MKy kumsimeid cMecH MeTaHOJ/ JUXJIOpMETaH
80/20, xoropoii 3areM obecnedynBaM OXJAKIEHHE B TEUYCHHE HECKOJNbKHX nHed. JlaHHbIe
penTreHoBckod audpakuun nonyyanu npu 100K Ha maudpakromerpe Bruker, ocHameHHOM
ucrounukom wm3nydenus Cu K, (A=1,5478 A) wu nerekropom CCD. CrpykTypy
pacurndpoBbiBaM U yTOYHsIN ¢ npuMeHeHuem makera nporpamm SHELX (Sheldrick, GM.,
Acta Cryst., (2008) A64, 112-122), 1 pe3yabTaThl KPaTKO U3JI0KEHbI B Tabuie 12 Hinke.

Ta6nuua 12. IoarBepikaeHue CTPYKTYpbl MOHOKpucTtamwia ¢gopvel B B BHae

THAPATA/COJIbBATA KAJIbLHEBOH c0oiu coeauHenus |

Kpucrannuueckas cucrema MOHOKJIMHHBIN
IIpocTtpancTBeHHas rpymnmna: P2,
a(A) 18,5188(5)
b (A) 13,0054(4)
c(A) 31,2178(9)
a(®) 90
B 106,8650(10)
Y () 90
Vv (A7) 7195.3(4)
Z/7' 2/2
Temnepatypa 100 K
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C. Teepaodazusbiii AMP

[00414] Cnextp TBepmodazHOro BcC smp ¢opmbl B B Buie rupparta KajibLHEBOW COJIU
coenunenus I npencrasneH Ha ¢ur. 9 u 06001eH B Tadauune 13.

Tabnuua 13. Teepaodasubiii AMP ¢opmer B B Buae rugpara KajablHeBOH COJH

coequHenus I

Ne nuxa Xumuyeckuii casur [ppm] = 0,2 HNHTeHCUBHOCTD [OTH. |
1 177,8 12,1
2 176,4 12,9
3 175,8 25,8
4 166,5 20,9
5 164,7 429
6 160,9 13,0
7 160,3 16,6
8 159,5 20,6
9 159,0 17,4
10 158,6 9,1
11 1573 28,3
12 154,5 12,7
13 153,4 22,0
14 1523 9,5
15 1489 41,8
16 148,3 19,8
17 146,6 15,7
18 143,0 10,1
19 141,7 15,7
20 139,7 21,1
21 139,1 14,0
22 138,5 11,5
23 137,7 21,0
24 129,3 23,8
25 128,2 25,6
26 127,7 19,8
27 126,9 232
28 119,6 16,8
29 118,8 12,8
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30 118,0 18,6
31 116,6 11,2
32 114,3 413
33 113,7 17,6
34 112,7 15,9
35 110,1 24,0
36 109,0 18,4
37 97,7 433
38 96,8 274
39 95,7 254
40 95,1 11,0
41 94,6 22,6
42 93,6 23,1
g 92,4 15,7
44 69,8 18,7
45 69,1 12,4
46 64,3 333
47 63,5 31,9
48 63,0 38,9
49 62,0 34,4
50 60,6 18,7
51 58,7 6,6
52 575 234
53 56,4 10,3
54 51,8 26,4
55 50,3 46,9
56 493 11,9
57 48,7 15,9
58 412 21,5
59 39,0 288
60 382 31,6
61 37,1 15,2
62 33,8 16,9
63 31,5 20,2
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64 30,3 35,1
65 29,2 38,4
66 28,9 45,6
67 28,4 34,4
68 27.8 49,0
69 26,7 445
70 25,9 100,0
71 244 34,0
72 22,5 39,8
73 20,5 19,6
74 19,5 71,4
75 18,9 34,2
76 18,4 28,0
77 6,5 17,2
78 5.4 20,5
79 5,0 20,8
80 4,0 15,8

D. Ananus ¢ nomombio A PpepeHIHATBLHON CKAHHPYOLIEH KaJlopuMeTpuH (pOpMbI
B B Buae ruapaTa KaJbLHEBOH COJIH coefuHeHust |

[00415] DSC mnpoBogunu ¢ mnpuMeHeHueM aud@epeHnnaIbHOro CKaHUPYIOLIEro
kajgopumetrpa TA Discovery (TA Instruments, Heto-Kacy, /{pnasep). [Ipubop kanubposanu ¢
nomotbio uHAuA. OOpasiel Becom npumepHo 1-10 Mr oTBeIIMBaIN B repMETHYHbIE €MKOCTH,
KOTOpbI€ YKYMOPHBAJIN C NMPUMEHEHHEM KpblleKk ¢ ogHuM oteepctueM. OOpasubl s DSC
ckanupoBamu ot 25°C no 300°C mpu ckopoctu HarpeBanusi 10°C/muH. [laHHble cOOMpanu u
AQHAIM3UPOBAIA C TMOMOILIBIO MporpamMmHoro obecredenuss Trios Analysis (TA Instruments,
Hero-Kacn, anasep). Ha TepmorpamMme mokasaHbl HECKOJIBKO SHIOTEPMUYECKHX IMMUKOB MPHU
~61°C u ~110°C.

E. ®opma B B Buae ruapara/coasBara ¢ MeOH kanbuuesoii coyin coennnerus [

[00416] ©opmy B B BHIe runpara/conpBata ¢ MeOH kanmbiueBoit conu coenuHenwust 1
noJy4any myTeM nodasienus ogqHor karmm MeOH x BeicymeHHOH Ha Bo3nyxe ¢opme B B Buze
ruapata KanplueBon comu coenuHeHus 1. Crnektp TBepmodasHoro BC amp ¢dopmer B B BUAE
rugpata/conbBata ¢ MeOH kanbimeBoit comu coenuHenns 1 mpexncrasineH Ha ¢ur. 10 u
00001mmeH B Tadauune 14.

Tabauua 14. Teepaodazubiii AMP ¢popmsl B B Buge ruapara/coasBata ¢ MeOH
KAJbLIHEBOH COJIH coequHeHust |

Ne nuka XumMu4eckui casur [ppm] + 0,2 HNHTEeHCUBHOCTD [OTH. |

1 177,6 15,9
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2 176,1 35,0
3 166,5 19,2
4 164,7 49,6
5 162,1 7,4
6 161,2 9,8
7 159,4 32,7
8 157,7 295
9 154.4 15,2
10 153,3 25,8
11 152,5 18,2
12 148,9 53,9
13 146,7 8,3
14 143,5 8,7
15 142,1 10,5
16 140,5 10,1
17 138,7 15,1
18 137,7 12,6
19 129,5 16,6
20 128,4 18,6
21 127,7 23,4
22 127,2 16,2
23 118,9 25,9
24 118,5 289
25 116,8 113
26 114,4 22,8
27 113,2 13,8
28 112,6 21,5
29 110,2 18,2
30 109,0 7,9
31 108,1 11,6
32 107,5 6,8
33 97,8 298
34 96,9 242
35 96,2 18,0
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36 95,7 26,4
37 94,9 22.0
38 93,8 20,1
39 93,0 12,5
40 69,4 15,1
41 64,4 40,2
42 63,6 36,9
43 63,0 37,8
44 62,0 33,0
45 61,4 12,5
46 60,6 16,6
47 60,2 10,3
48 58,6 7,5
49 57,3 19,2
50 56,5 14,9
51 55,7 9,1
52 52,1 20,6
53 50,5 50,3
54 493 75,6
55 41,8 9,2
56 40,7 242
57 38,8 23,7
58 38,3 32,0
59 37,3 14,2
60 33,9 272
61 32,9 16,8
62 31,3 16,6
63 30,6 24,1
64 30,1 36,7
65 28,9 55,1
66 283 34,0
67 28,0 46,7
68 26,8 31,0
69 26,5 46,2
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70 25,9 100,0
71 25,1 22,9
72 24,6 40,1

73 23,3 18,7
74 22,7 35,6
75 20,4 24.6
76 19,5 63,4
77 18,7 31,6
78 5,9 20,4
79 4.1 16,3

F. Ananu3s ¢ nomombio 1uddepeHuHaANIbHOI CKAHUPYIOLIEH KaJopuMeTpUH (OpMbI
B B Buae rugpara/coabBata ¢ MeOH kanbuuesoii cosn coennnenus |

[00417] DSC mnpoBogmnu ¢ mnpuMeHeHHeM au(PepeHIHaTBHOTO CKAaHUPYIOLIETO
kanmopumerpa TA Discovery (TA Instruments, Heto-Kacn, [[pnasep). I1pubop xamubposanu ¢
nomotero uHANA. OOpasubl BecoM npumepHO 1-10 Mr oTBemMBaiy B repMETHYHBIE €MKOCTH,
KOTOpbI€ YKYNOPHBAJIN C NMPUMEHEHHEM Kpblmek ¢ ogHuM oteepctueM. OOpasubr s DSC
ckanuposanu ot 25°C no 300°C mpu ckopoctu Harpesanusi 10°C/mun. [lanHblE coOmMpanu u
AHATM3UPOBAIM C TOMOIIBI mporpaMMmHoro odecrieuenust Trios Analysis (TA Instruments,
Hero-Kacn, pnasep). Ha tepmorpamme mokasaHbl HECKOJIBKO YHIOTEPMUYECKHX IMUKOB IPU
~64°C n ~113°C.

IIpumep 7. ®opma C B Bue ruapata KajabLHeBON COau coeanHenus [

[00418] Ilpsimast kpuctaumsanust - 1 r gopmer A coequnenus I (cBobomHast popma)
BBOIWIN B peakumoo ¢ MertokcuaoM kanbims (Ca(OMe)) B Buae TBEpHOro BeLIeCTBA IPH
mosisipHoM cooTHomeHuu 2/1 B DCM npu 40 mr/ma. CMmech nepeMeinBaiy Mpyu KOMHATHOMN
Temmneparype B TeueHue HO4H. ~10% BOIBI MOAJMBANIM HA CIENYIOIIUN IeHb. 3aTeM CMeCh
nepeMeInuBaid MMpH KOMHATHOH Temrepatype B TeueHue | Henmenu. BeineneHHoe TBepnoe
BEIECTBO NMPEACTABILIO co0oit popmy C B BUAE ruapaTa KaIbLUEBON conu coearHeHus 1.

[00419] ITpeobpaszoBanue u3 aMmopdHOU KajabipeBoi conu - 1 r Gopmbl A coenurenus 1
(cBoOonmHast ¢opma) 3arpyxkanmu B kpyriyr konOy. Jobaensaun Ca(OMe), mpu MOJSIpHOM
cootHommeHn# 1:1. 3aTtem B konOy 100aBISUTH METAHOI ¢ TIOJy4eHueM ~15 mr/mn coenunenus L.
Cwmech nepemelnnBagy Npu KOMHATHOH TemmnepaTtype B TedeHue oT 30 muH a0 1 4. Bonpmyro
4acTb TBEPJOrO BELIeCTBa pacTBOPsUIU. 3aTeM pacTBop HarpeBaiu Ao 60°C B TeueHue 30 MUH C
pacTBOpEHHEM OCTAaBIIETOCS TBEPAOrO BeLIeCTBa. PacTBOp TMOABEprajd  BaKyyMHOH
¢unbTpauny, moka OH ObUT TOPSYMM, W TIOABEPTajH POTALMOHHOMY BBIIAPUBAHUIO C
noJiyueHueM OeNoi-rpsi3HO-0enoll amopdHO# KanbuueBol conmu coenunenust 1. Martepuan
JOTIOJIHUTENBHO BhICYIINMBaIu B Bakyyme npu 30°C B Teuenue 2-3 n. IlonydenHoe Teeproe
BEIIECTBO MPEACTABIISIO coboit amopduyro Gopmy comu Ca coemunenus: 1. 45 mr amopdHoit

KajblueBoi comu coenunenus I nepementusanu B DCM npu 30 mr/mi B TedeHUE 10 MEHbILEH
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Mepe 2,5 Heaenu npu KOMHATHOW TeMmneparype. TBepaoe BeUecTBO, BBIAEIEHHOE OCPEACTBOM
($unbTpaLMu AAHHOM CYCHEH3MH, MpeAcTaBisuio coboit Gopmy C B BHIe rmapara KalbLHEBOH
conu coequHenus 1.

A. IlopomkoBasi peHTTeHOBCKasi AMPpaxuus

[00420] M3mepeHne ¢ MOMOLIBIO MOPOLIKOBON PEHTI€HOBCKON AU(PPAKIIUK IPOBOAMIIH C
npumenenneM nudpaxtomerpa PANalytical’s X-pert Pro mpum kxomHaTHOW Temmeparype ¢
MICTOYHHUKOM H3nydeHust noHoB Menu (1,54060 A). Onruueckas cucTeMa Najaromero mydka
U3JIy4EHUs] COAepiKaja pa3Hble INEIH PACXOAUMOCTH i OOECHeUYeHHs MOCTOSHHOM JIJTHHBI
o0JyueHus1 Ha o0pasle U Ha CTOPOHAX OTKJIOHEHHBIX My4YKOB. [IpuMeHsn ObICTpPBINA JIMHEHHBIH
TBeprOo(a3HBI JETEKTOp C AKTUBHOW JUIMHHOW, cocraBisiomied 2,12 rpagyca 2-tera,
U3MEPEHHOH B pexxuMe ckaHupoBaHust. OOpaser] mopoka noMeant B peIHA3HAYeHHYIO 30HY
KPEMHHUEBOH KIOBETHI C HYJIEBBIM ()OHOM U BPAIIEHUE OCYIUECTBIISIM C MOJYYCHHUEM JIyYIIUX
CTaTUCTUYECKUX AaHHbIX. CHMMETpUYHOE CKaHUpOBaHUE NpoBoAwiIu oT 4 no 40 rpagycos 2-
TeTa ¢ pasmepoM mara, cocrasmsomum 0,017 rpagyca, U BpemMeHeM L1ara CKaHUPOBAHUS,
coctaysirouM 15,5 ¢. XRPD-mudpakrorpamma ¢opmer C B Buae rupara KaJbLHEBOH COJH
coenunenus I nmokasana Ha ¢ur. 11 u 06001meHa B Tabauune 15.

Tabnuua 15. Curnaasr XRPD kpucranauyeckoit ¢gopmer C B BHAe ruapara

KaJbIeBOH coJiu coequHeHus 1

ITuxku XRPD Yroa (rpazycet 2-reta + HNHTEeHCHBHOCTD, %
0,2)
1 15,8 100,0
2 20,8 55.4
3 10,3 46,0
4 22,6 31,6
5 17,4 31,5
6 21,6 31,0
7 15,0 29,4
8 242 294
9 4,0 23,5
10 14,3 21,6
11 21,3 20,9
12 20,0 17,7
13 24,4 15.6
14 19,0 13,9
15 25,1 13,8
16 26,3 13,4
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17 13.3 13,0
18 28,3 11,8
19 11,8 11,6
20 23,1 11,5

B. Tsepaogazubiii AMP

[00421] CnexTp TBepaogazHOro Be amp ¢dopmbl C B BuIe ruapaTta KajibLUEBOH COJH
coenunenus I npencrasnen Ha ¢ur. 12 u 060011eH B Tadauue 16.

Ta6nuua 16. Teepaopasubiit AMP ¢popmel C B Buae ruapara KajablueBOH COJH

coeaunenus I

Ne nuka Xumuyeckui casur [ppm] £ 0,2 HNHTeHCHBHOCTD [OTH. |
1 1783 21,8
2 1659 19,9
3 165,2 19,8
4 158,5 25,6
5 1559 34,0
6 154,0 11,2
7 1529 9,8
8 151,5 16,3
9 150,6 15,6
10 143,5 25,3
11 1427 27,1
12 137,7 49,3
13 129,6 22,5
14 128,0 26,1
15 117,4 18,3
16 115,7 19,2
17 114,6 40,2
18 114,3 38,1
19 112,9 34,1

20 112,0 35,3
21 100,0 22,9
22 96,0 37,4
23 95,6 30,7
24 93,7 25,4
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25 68,5 9,8

26 65,9 17,2
27 64,1 47,5
28 57,6 42

29 52,7 34,2
30 51,2 34,0
31 43,6 223
32 42,7 2477
33 37,8 70,6
34 30,0 32,6
35 29,5 32,2
36 27.9 453
37 27,1 553
38 26,4 100,0
39 21,4 10,2
40 19,9 442
41 19,2 28,6
42 18,9 30,4
43 6,7 7.8

44 4,7 10,0

C. Ananus ¢ nomombio AU PepeHIHATBLHONH CKAHNPYIOLIEei KAJTOPHUMETPHH

[00422] DSC mnpoBogmnu ¢ mnpuMeHeHueM auddepeHLnasbHOr0 CKaHHPYIOLIETO
kanopumerpa TA Discovery (TA Instruments, Hoto-Kacn, [[pnasep). I1pubop xamubpoBanu ¢
nomotneo uHAMA. OOpasubl BecoM npumepHo 1-10 Mr oTBelIMBaNy B repMETHYHBIE €MKOCTH,
KOTOpbIE YKYNOPHBAJIN C NMPUMEHEHHEeM Kpblmek ¢ ogHuM oteepctueM. OOpasubl mis DSC
ckanupoBamu ot 25°C no 300°C mpu ckopoctu HarpeBanusi 10°C/muH. [laHHBIE cOOMpanu u
AHAJTM3UPOBAIM C TIOMOLIBK TporpamMMmHoro odecmeueHust Trios Analysis (TA Instruments,
Hero-Kacn, anasep). Ha TepmorpamMme mokasaHbl HECKOJIBKO SHIOTEPMUYECKHX IMMUKOB MPHU
~137°C u ~203°C.

IIpumep 8. @opma D B Buae ruapaTa KaJbLUEBOU COMU COEAUHEHUS [

[00423] dopma D B Buzme runpara KanbLieBOH coiu coenunenus 1 sBisiercs HanOonee
yCTONHUMBOH (pOPMOH TUApATa KaJbLIMEBOH COJIM B OINPENENCHHBIX YCIOBUAX, KaK, HAPHUMeEp, B
CMECH 3TaHOJIa U BOJBL

[00424] K nmpumepno 25 mr ¢opmbl A B BUIE rHIpaTa KaJIbLHUEBOH Cou coequHeHus 1

3arpyxkamu 0,5 mu cmecu EtOH:Bona 67:33 Bec./Bec. B3Beck HarpeBanu 1o 65°C B Teuenue 8 1.
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ITonyueHHOE TBEpAOE BELIECTBO, COOpaHHOE C TMOMOIIBIO BaKyyMHOH (uibTpanmy,
npencTaBisuio coboit popmy D B BHIe ruapara KamblUeBOM coyu coequHeHus 1.

[00425] B xauectBe anbrepHaTuBbl (popMmy D B Buae ruzpparta KaJbLUEBOH COJH
coenunenus I monyuamu u3 89 r ¢popmbl A B BuAe ruapara HaTpUeBOH conu coequHeHus I, k
kortopomy 3arpyxanu 1080 mu IPA u 120 mu Boasl. B3Bech HarpeBanu o 55-65°C. K B3Becu
3arpy>kanu 18 r 3arpaBku, npeactasisBiueii coboit popmy D B Buze ruapara KaibLHeBOH CONu
coenuHenus 1. B3Bech mozxBeprany BIa)KHOMY ITOMOITY, B TO e Bpemsl 1o0asisutu pactop 0,55
skB. CaCl,, 81 mi IPA u 9 mn BOABI B TeueHHE MEPUONA BPEMEHH, COCTABJISBLIETO 5 d.
ObecneunBanu pabOTy MEJBHHLBI U BJIAKHOTO MOMOJIA IO TE€X IOp, MOKAa HE C MOMOIIBIO
MOPOLIKOBOH PEHTTEHOBCKOW AU(PpaKLUU HE TMOATBEPIKOAIN, YTO BCS B3BECh IMPENCTABIISIIA
coboit ¢popmy D B Bume ruaparta kajabiueBoil comu coenuHenus 1. IlonydeHHBIE TBEpIbIE
BEIIECTBA COOMPAJIH C MOMOIIBIO BAKYYMHON (PMIIBTPALIMK M OCAIOK Ha (PUIIBTPE MPOMBIBAIIU C
nomotnelo 350 M Bombl. OOecrednBail BBICYLIMBAHME HAa BO3AYXE MPOMBITOTO BIIAYKHOTO
ocanka Ha GuIbTpe B TeueHue 1 4. BeicylmeHHbIH Ha BO3yXe OCaIOK Ha (PUIBTPE MEPEHOCHIIH B
BaKyyMHYI0 nieub rpu 45°C co BIyCKOM HEOOJIBIIOrO KOJMUECTBa a30Ta Ha 20 9 ¢ MONIy4YeHUuEeM
KpucTajumueckoil ¢opmel D B Bume rumpara kanbuueBod comu coepmHenus 1 (83,15 r,
BbIIeNIeHHBIH BbIxon 90,6%).

[00426] ®opma D B Buzme runpara KaibLiMeBOH coiu coenunenus 1 sBisiercs: HanOonee
ycroitunBoil noaumop¢Hoi dopmoii B cmecu IPA/Boxa ¢ akTUBHOCTBIO B BOZIE, COCTABIISIFOIIEH
0,1-0,95, npu TemnepaTypax OT TeMIIepaTypbl OKpyskarolel cpeapl 1o 60°C.

A. IlopomkoBasi peHTreHOBCKasi AU Ppaxuus

[00427] Cnextpsl nopomkoBoii peHtreHoBckol audpaxmuu (XRPD) 3anuceBanu npu
KOMHATHOW TeMmIepaTrype B pexXHuMe OTpakeHus ¢ npumeHeHuem cucrembl PANalytical
Empyrean, ocHameHHOH HCTOYHUKOM B BUJIE FepMETU3NPOBaHHON TpyOkH u nerekropom PIXcel
1D Medipix-2 (Malvern PANalytical Inc, Bectbopo, Maccauycerc). PeHTreHOBCKUIT H3yyaTeb
paboTan npu HampsoKEHWH, coctaBisitomeM 45 kB, u cuie Toka, cocrapistomeii 40 MA, ¢
MenHbIM u3yderneM (1,54060 A). Obpasen moporka MOMEmATH B KIOBETY C 3alOJHEHHEM B
3aqHell 4YacTH W 3arpykaiqu B ycTpohcTBo. OOpasen CKaHUPOBaJIM B JUANA30HE OT
npudm3uTeNnsHo 3° o mpudausuTenbHo 40° 20 ¢ pasmepom mara, cocrasisitonum 0,0131303°,
u 49,725 ¢ na mar. XRPD-nugpaxrorpamma ¢opmel D B Buae rumpara KaabLUEBOH COJIU
coenunenus I nokazana Ha ¢ur. 13 u 06001meHa B Tadaune 17.

Tabnauua 17. Curnaaslt XRPD kpucrannuuyeckoit ¢gopmbr D B BuHae ruapara

KaJbIHeBOH coJiu coequHenus 1

Yroa (rpaaycel 2-Teta £
ITuxku XRPD HNHTEeHCHBHOCTD, %
0,2)
1 16,2 100,0
2 22,8 79,8
3 6,1 79,3
4 19,7 61,5
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5 15.5 53,6
6 15.4 53,0
7 22,1 52,9
8 21,5 49,1
9 5.5 47,0
10 23,0 43,3
11 18,1 41,5
12 18,2 38.9
13 15.8 36.7
14 17,5 34,6
15 25.9 34,1
16 254 16

17 12,9 17

18 20,2 18

19 19.4 19

20 23,7 20

21 20,7 21

22 16,4 22

23 20,6 23

24 13,8 30,5
25 7.5 28,4
26 19,03 28,2
27 19,0 27,7
28 29,1 27,5
29 24,6 26,3
30 27,6 25,1
31 29.8 33,6
32 8.8 33.5
33 26,5 33,2
34 14,4 324
35 11,3 32,1
36 24,1 31.3
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37 28,7 31.2
38 273 30,6
39 18,6 17.4
40 233 16,3
41 15,0 15,7
42 11,0 15,3
43 9.5 13.4
44 6.5 12,6
45 10,3 12,2

B. IloaTBepKaeHne CTPYKTYPBI MOHOKPHCTAJLIA

[00428] Kpucramiel BeiOupann u3 ¢opmbl D B BHme rumpara KajdbLHEBOH COJH

coenunenus 1, obpaboraHHBIX crocoboM B cMecu 3TaHON/Boja. JlaHHBIE PEHTIEHOBCKOM

mudpakuuu nonydanu npu 100 K Ha mgudpakromerpe Bruker, ocHaleHHOM HCTOYHHKOM

usnyuyenus: Cu K, (1=1,5478), npenocrasisiembiM Bpammaromumes anogom Rigaku MMOO7HF, u

nerekropoMm CMOS. Ctpykrypy paciudppOoBBIBAIM M YTOUHSIA C MPUMEHEHUEM IMPOrPaMMBbl
SHELX (Sheldrick, G.M., Acta Cryst., (2008) A64, 112-122), u pe3ynbTaTsl 000OIIEHBI B

Taoauue 18.

Tabnuua 18. IloaTreepkaeHue CTPYKTYpbl MOHOKpucTawiaa ¢opmbel D B Buae

rHAPATAa KAJbLHEBOH 0N coeauHeHus I

Kpucrannudeckas cucrema Tpuknunuas
IIpocTpancTBeHHas rpynna P1
a(A) 12,783(3)
b (A) 16,639(3)
c(A) 18,190(4)
a(®) 64,932(12)
B () 75.095(14)
v (©) 68.220(13)
Vv (A7) 3231,3(13)
717’ 171
Temneparypa 100 K

C. Teepaodazusbiii AMP

[00429] Cnextp TBepmodasHOro Be amp ¢dopmer C B Buae ruapaTta KajibLHEBOU COJIU

coenunenus I npencrasnen Ha ¢ur. 14 u 0600mmeH B Tadaune 19.

Tabauua 19. Teepaodasueiii AMP ¢opmbl D B Buae ruapara KajabLHeBOH COJIH

coenrHenusn I

Ne nuka Xumuueckuil casur [ppm] + 0,2

HNHTEHCUBHOCTD [OTH. |
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Ne nuka Xumuyecku casur [ppm] £ 0,2 HNHTEHCHUBHOCTD [OTH. |
1 179,8 22,0
2 176,9 14,0
3 176,3 13,7
4 165,8 34,1
5 164,4 33,6
6 160,9 33,0
7 159,9 32,8
8 158,5 23,1
9 154,8 22,2
10 1543 24.4
11 153,3 16,2
12 149,5 33,1
13 147,9 20,4
14 143,8 28,0
15 1425 27,7
16 142,0 29,6
17 140,4 25,0
18 139,5 19,3
19 137,3 20,4
20 136,7 29,3
21 130,2 29,6
22 127 16,4
23 125,6 28,3
24 120,9 11,5
25 118,5 47,2
26 117,5 27,1
27 115,0 7,6
28 113,8 15,0
29 112,0 10,9
30 110,7 42,5
31 108,8 10,6
32 100,1 13,7
33 98,6 36,6
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Ne nuka Xumuyecku casur [ppm] £ 0,2 HNHTEHCHUBHOCTD [OTH. |
34 95,2 23,9
35 94,7 41,8
36 93,2 26,1
37 92,6 22,0
38 70,1 27,2
39 68,3 42,8
40 63,5 46,0
41 62,3 30,6
42 61,4 24,0
43 58,4 4,2
44 56,7 20,9
45 55,2 28,2
46 52,1 221
47 51,8 23,1
48 50,3 16,2
49 49,4 30,2
50 443 11,2
51 40,4 9.3
52 39,3 38,6
53 35,0 41,6
54 33,4 35,8
55 32,0 41,7
56 29,8 45,0
57 28,4 45,8
58 26,9 43,7
59 24,7 31,2
60 20,1 100,0
61 18,8 62,3
62 18,5 64,2
63 18,2 58,0
64 6,5 60,3
65 5,1 47.4
66 4,7 478
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Ne nuka Xumuyecku casur [ppm] £ 0,2 HNHTEHCHUBHOCTD [OTH. |
67 3,8 54.4
68 3,3 52,2
69 1,6 22,5

D. Ananus ¢ nomombio A depeHIHATBHON CKAHUPYIOLIEH KAaJOPUMETPHHU

[00430] DSC mnpoBogmnu ¢ mnpumeHeHHeM Au(p(HEepeHIHANTbHOIO CKaHUPYIOLIETO
kanopumetrpa TA Discovery (TA Instruments, Heto-Kacn, /[pnasep). I1pubop xamubposanu ¢
nomoineo uHAMA. OOpasubl BecoM npumepHo 1-10 Mr oTBelIMBaiy B repMETHUHBIE €MKOCTH,
KOTOpbIE YKYNOPHBAJIN C NMPUMEHEHHEM Kpblek ¢ ogHuM oteepctueM. OOpasusl s DSC
ckanupoBamu ot 25°C no 300°C mpu ckopoctu HarpeBanusi 10°C/muH. [laHHblE cOOMpamu u
AQHATM3UPOBAIM C TMOMOIIBI mporpaMMmHoro odecrieuenust Trios Analysis (TA Instruments,
Hero-Kacn, anasep). Ha Tepmorpamme mokasaHbl HECKOJIBKO SHIOTEPMUYECKHX IMMUKOB MPHU
~182°C u ~208°C.

IIpumep 9. ®opma E B Buae ruapara KanbLUUEBON COMU COeTUHEHHUS |

[00431] ®opmy E B Bune xanblneBoil coiu coenuHeHus I nmonydanu nytem ocaskaeHus
0 MEXaHWU3My TMap-Kpuctaul GopMbl A B BUAE THIpaTa KaJbLMEBOW conu coenuHeHus 1 B
EtOAc.

A. IlopomkoBasi peHTTeHOBCKasi AU (PppaKuus

[00432] XRPD nposoaunu ¢ nmomometo Panalytical X Pert3 nns mopomkosoii XRPD B
Si xroBere ¢ HyJieBbIM ponom. [lonoxenne 2-Tera KaIMOPOBAIM OTHOCUTENBHO Si 3TAJIOHHOTO
cragaptHoro naucka Panalytical. XRPD-mudgpaxtorpamma ¢opmser E B Buae rugpara
KaJblMeBOH conmu coequHenns I nokasana Ha ¢wmr. 15 1 o600menHa B Tabaunue 20.

Ta6auna 20. Curnaael XRPD kpucranmamyeckoii ¢popmbr E B Buae ruapara

KAJbLHEeBOH coJu coeaquHeHus 1

ITuku XRPD Yroa (rpaaycsi 2-Tera + 0,2) HuTencuBHoOCTB, %
1 4,0 100.,0
2 8.0 5.9
3 12,0 3.9
4 242 L5
5 28.3 1,5

IIpumep 10. ®opma F coequnenns 1

[00433] ©®opmy F coenunenns 1 nmonydanu nyrem cycneHnupoBaHust GopMbl A B BHIE
ruapaTa KanbuueBoi conu coequHenus I 8 MEK npu koMHaTHOM TemmiepaType.

A. IlopoumkoBasi peHTTeHOBCKasi AU (PpaKuus

[00434] XRPD nposoammu ¢ nomomsio Panalytical X’ Pert® st moporukosoit XRPD B Si
KtoBere ¢ HyJeBblM (oHOM. Ilonoxenne 26 kanuOpoBanM OTHOCUTENBHO Si 3TAJOHHOTO
crangaptHoro aucka Panalytical. XRPD-gudpakrorpamma popmsl F coennnenus I nokasana Ha

¢ur. 16 u 06006meHa B Tabauma 21.
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Tabauua 21. Curnansl XRPD kpucranauyeckoii ¢popmel F coenunenus 1
IIuxku XRPD Yroa (rpaaycel 2-tera £ 0,2) HNuTencuBHoOCTD, %0

1 9,14 100,0

2 9,06 89.3

3 5.3 48.5

4 7.5 48,2

5 10,6 23,7

6 11,9 18.5

[00435] ®opma F coemunenus: I xapaktepusyercs: cienyromieil Tabiuueil pe3yibTaToB
3JIEMEHTHOT'O aHAJIH3A.

Ne mapTuu Ca CooTHomeHue Na CooTHomienue
coenqunenue [:Ca coequHenue I:Na
1 14% 1:2 5% 1:1
2 7% 1:1 3% 1:0,8

IIpumep 11. Popma G B BHAe rHapaTa KajabuHeBol coiu coequHeHus I

[00436] ®opmy G B BUIe ruapaTa KaJbLHEBOW CONM coeauHeHus I momydanu mytem
OBICTPOro OXJIAXIEHUsI pacTBOpa GopMbl A B BUAE I'HIpaTa KaJbLUeBON coiu coennHeHus I B
EtOH:H,0 (06.:06., 90:10).

A. IlopomkoBasi peHTTeHOBCKasi AH(PppaKuus

[00437] XRPD nposoammu ¢ nomomsio Panalytical X’ Pert’ st moporukosoit XRPD B Si
KIOBeTe ¢ HyJeBbIM (poHOM. IlonokeHune 2-Tera KaauOpPOBAaIM OTHOCHUTENBHO Si 3TAJIOHHOTO
cranpaptHoro nucka Panalytical. XRPD-pu¢pakrorpamma c¢opmel G B Buzae ruapara
KaJIbLUEeBOM conu coequuenus I mokasana Ha ¢ur. 17 u 06001meHa B Tadbanue 22.

Ta6nmuua 22. CurHanel XRPD kpucrannamueckoini ¢popmel G B BHAe ruaparta
KaJbIHEBOH COJIN coequHeHust |

ITuxku XRPD Yroa (rpaaycsl 2-tera £ 0,2) HHuTencuBHOCTD, %

1 5.9 100,0
2 14,8 67.3
3 14,7 63.9
4 6.0 58.4
5 8.8 17,4
6 11,8 14,6
7 11,9 8.8

8 26,6 6.5

Ilpumep 12. ®opma A B Buae coibBata ¢ EtOH kanabuuesoii con coequHenus [
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[00438] ®opmy A B Bune conbBata ¢ EtOH kanpuueBoit conu coenunenus 1 nmomyyanu
nyTeM OBICTPOro OXJaXIeHHs pacTBopa (GoOpMbl A B BHIAE THIpaTa KaJbLIUEBOW COJU
coenunenus 1 8 EtOH:H,O (85:15, 06.:00.) menocpeactserno ot 50°C no -20°C.

A. ITopomkoBasi peHTTE€HOBCKas UG paKIIvst

[00439] XRPD nposoammu ¢ nomomsio Panalytical X’ Pert’ st moporkosoit XRPD B Si
KioBeTe ¢ HyJeBbIM (oHoM. Ilonmoxxenue 20 kanuOpoBaaM OTHOCHUTENIBHO Si 3TaJIOHHOTO
cranpaptHoro nucka Panalytical. XRPD-nudpakrorpamma ¢popmer A B Bune conbBata ¢ EtOH
KaJIbLUEeBOM conu coequHenus I mokasana Ha ¢ur. 18 u 060061meHa B Tadbanue 23.

Tab6auua 23. Curnajast XRPD ¢gopmbr A B Buae coabBata ¢ EtOH kanbuuesoii

coJiu coearHenus 1

ITuxku XRPD Yroa (rpaaycs! 2-tera £ 0,2) HHuTencuBHOCTD, %0
1 4,1 100.,0
2 17,1 26.9
3 4.8 23.9
4 8,2 19,7
5 8.5 19,2
6 5.6 16.6
7 16,5 14,2
8 20,3 11,1
9 11,1 10,8
10 14,2 10,7
11 9,5 10,4
12 7,0 10,4
13 16,1 10,2

Ilpumep 13. ®opma B B Buage coabBara ¢ EtOH kanbumeBoii cou coennnenus I

[00440] ®opmy B B Buae conmpBara ¢ EtOH kanbiuesoit conu coenurenus 1 momyqanm
NyTeM LHUKJIUYHOTO H3MeHeHHsi temmepatypbl or 60°C nmo 5°C ¢opmbl A B BHIe ruapara
kanmpiueBot conmu coenwHenust 1 B cmecu EtOH: H-remran (1:1, 006.:00.) co CKOpOCTBIO
oXJakaeHus1, coctapisorei 0,2°C/MuH.

A. TTopormkoBasi peHTTEeHOBCKas UG PaKIIHsI

[00441] XRPD ¢opmet B B Buzme combara ¢ EtOH kambumeBoili conmu coenwHenus 1
TMPOBOIMIK ¢ ToMoIbio Panalytical X Pert® mst moporukosoiit XRPD B Si KioBeTe ¢ HyJIeBbIM
¢onom. IlonokeHue 2-Tera KaIuOPOBAIM OTHOCHUTENBHO Si 3TAaJOHHOTO CTAHIAPTHOIO JHCKA
Panalytical. XRPD-gudpakrorpamma ¢gopmer A B Bume comnpara ¢ EtOH kanbuumesoil comu
coenuHenus I nokasana Ha ¢ur. 19 u 06001meHa B Tadauue 24.

Tabauua 24. Curnaasl XRPD ¢opmbl B B Buae coabBara ¢ EtOH kaabuuesoi



coJia coearHenus 1
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IIuxku XRPD Yroa (rpaaycel 2-tera £ 0,2) HNuTencuBHoOCTD, %0
1 4,5 100,0
2 5,0 32,1
3 15.4 12,0
4 20,3 11,2

Ilpumep 14. ®opma C B Buae coabBara ¢ EtOH kanbuuesoii conu coennnenus [

[00442] ®opmy C B Buae conmbBara ¢ EtOH kanbiueBoit conu coenuHenus 1 momyyanm
nyTeM CyCHeHOupoBaHHs aMop(HOIl (GopMbl B BHIE KaIbLHEBOH coiu coenuHeHuss 1 B
EtOH/H,0 (9:1, 06.:00.) npu KOMHATHO! TeMrepaType.

A. TToporkoBasi peHTTeHOBCKas U PaKIIHst

[00443] XRPD nns popmer C B Bune conbbara ¢ EtOH kanmbiiuesoit conmu coenunenust 1
MPOBOIMIHK ¢ moMoIbio Panalytical X Pert® mus moporukosoit XRPD B Si KioBeTe ¢ HyJlIeBbIM
¢donom. IlonoxkeHue 2-Tera KaMMOPOBAIM OTHOCHUTENBHO Si 3TAJOHHOTO CTAHOAPTHOTO JTHUCKA
Panalytical. XRPD-gudpakrorpamma ¢opmer C B Buae combbara ¢ EtOH kanbuumesoi comu
coenuHenus 1 nmokasana Ha ¢ur. 20 u 06001meHa B Tadauue 25.

Tadauua 25. Curnaast XRPD ¢opmer C B Buae coabBata ¢ EtOH kanbuuesoi

coJia coearHenus 1

IIuxku XRPD Yroa (rpaayce 2-Tera £ 0,2) HNuTencuBHoOCTD, %0
1 4,2 100,0
2 5,0 43,2
3 5,7 13,5

IIpumep 15. Coassar ¢ IPA kanbuuesoii coyin coeauneHus [

[00444] ~150 mr opmbl A B Buje ruapara KaibLUEBOMH coiu coenuHenus 1 oTBemmnBanu
B (uiakoH oobemoMm 4 mi. JloGasmsuiu 3 mu [IPA (~50 mr/mn conmu Ca coenunenus I). Cmech
nepemMennBaii mpu KoMHatHou B Teuenne 4 1. ConbBat ¢ IPA kanpLueBoit conu coenuHeHus 1
B BUJI€ TBEPAOIO BEIECTBA BBIIEISUIN MyTeM (PUIBTPOBAHUS C MOMOIIBIO LIEHTPU(YrUpOBaHHUSL.

A. TTopomkoBasi pEeHTTeHOBCKas U PaKIIHsI

[00445] XRPD-nugpakrorpaMmbl NOJIyYadd MPH KOMHATHOW TEMIIEPAaType B PEKUME
oTpakeHHus ¢ npuMmeHeHneM Bruker Advance, ocHameHHoro aerekropom Vantec-1. OOGpaser
aHAJIU3UPOBAIU B KpeMHHUEBOH KroBeTe OT 3 110 40° 2-TeTa B HEMPEPHIBHOM PEXUME C pa3MepOM
mrara, cocrapysromuM 0,0144531°, u BpemeneMm Ha craauio, coctasisirommm 0,25 ¢. Obpazen
Bpawany npu 15 00./mMuH.

[00446] J[lanHblii MaTepuan siBiusgercss JaOunbHbBIM. IlopomIKOBas pPEHTrEHOBCKAs
nudpakTorpaMMa M3MEHsSIACh B 3aBHCHMOCTH OT TOrO, Kak BBICymnBajiu obpasubl. XRPD-
nudpakrorpamma Gopmbl A B BUAE BIAXKHOTO cojbBaTta ¢ IPA kanpiuesoil conu coennaenus 1

nokas3aHa Ha ¢ur. 21A u o6o0mena B Tadauue 26. XRPD-nudpaxrorpamMmma BbICYIIEHHONH Ha
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Bo3ayxe ¢opmsel B B Buzme conmbBara ¢ IPA kanbprmeBoit conu coenunenus 1 mokasana Ha ¢mr.
21B u o6o0meHa B Tabauue 27.
Tabauua 26. ®opma A B Buae coabBata ¢ IPA kaabuuesBoil conu coennHeHus I

(B1axkHbIH 00pa3senr)

ITuxku XRPD Yroa (rpaaycsi 2-Tera £ 0,2) HNuTencusBHOCTD, %0
1 19,7 100,0
2 19.9 78.9
3 18.5 71,5
4 21,0 68.4
5 214 64,2
6 12,8 63.0
7 18,1 60.6
8 19,1 58.5
9 5.3 57.9
10 19,4 55.2
11 15,9 52,9
12 15,6 51,7
13 20,2 51,7
14 6.7 49,5
15 23,3 47,6
16 10,4 42,9
17 17,9 41,6
18 24,3 40,5
19 16,7 39.1
20 22,5 35.2
21 22,8 31.6
22 17,6 30.3
23 17,4 29.0
24 9.9 25,1
25 25.8 233
26 26,0 233
27 15,2 19.3
28 14,0 15.3
29 9.5 14,2
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30 8.9 10.9
31 6.1 10,0

Tabauua 27. ®opma B B Buae coibBata ¢ IPA kanbuueBoi cojim coeguHenusi |

(BBICYLIEHHBII Ha BO3AyXe o0pasen)

ITuxku XRPD Yroa (rpaaycsi 2-Teta + 0,2) HNuTencuBHOCTD, %0
1 5.3 100,0
2 6,3 48,6
3 8.8 43,9
4 15,7 29.8
5 13,1 24.4
6 19.9 23,6
7 17.9 19.6
8 21,6 17,2
9 4,4 10.0

Ipumep 16. CoabBart ¢ NPA kanbuuesoi cosn coequHenust [

[00447] ~45 wmr dopmel A B BHEe THOpaTa KalblUeBOH comm coenuHeHUs 1
nepememuBaimy B ~0,5 M NPA npu xomuHatHON Temneparype. B cmecy nobasnsim mo ~5 mr
kaxnoii u3 ¢opm B mw D B Buae ruzaparoB kanbuueBoil comm coenuHenus 1. Cmece
nepemMelBaid NPU KOMHATHOW B TedueHue 13 1. TBepaoe BEIECTBO BBIACHSAIN IYyTEM
(GUIBTPOBAHMS C TOMOLIBIO LIEHTPUYTUPOBAHMUS.

A. IToporkoBast peHTIeHOBCKast A paKius

[00448] Cnextpsl MOpoKOBON peHTreHoBckoi nudpakuun (XRPD) 3anuceiBanu npu
KOMHATHOW TeMIepatype B pPEXHUMe MpOMyCKaHus ¢ mnpuMeHeHueMm cuctembl PANalytical
Empyrean, ocHaleHHOH HCTOYHUKOM B BUZE FepMETH3UPOBAHHOM TpyOku u nerekropom PIXcel
1D Medipix-3 (Malvern PANalytical Inc, Bectbopo, Maccauycerc). PEeHTTeHOBCKHIT H3Ty4aTeb
paboTan npu HampsoKEHWH, coctaBiisitomeM 45 kB, u cuie Toka, cocrapisitomed 40 MA, ¢
MenHbM manyderneM (1,54060 A). O6pasen mopomka momemanu B 96-TyHOUHYIO KIOBETY C
MalIapoBOl TUIEHKOW W 3arpyskajd B yCTpoiHcTBO. OOpaser] CKaHMPOBAM B AHMAMA30HE OT
npubnusuTensHo 3° 1o mpudnusutensHo 40° 20 ¢ pasmepom mara, cocrasisromum 0,0131303°,
1 49 ¢ Ha war.

[00449] J[lauHblii MaTepuan sBisgeTcss JjaOuibHbIM. IlopomikoBas pPEHTIEHOBCKAs
audpakTorpaMMa HM3MEHSUIACh B 3aBHCHMOCTH OT TOTO, KakK BbICymMBaIM 0Opa3mbl. XRPD-
mudpakrorpamMmma Gopmsl A B BUAE BIAKHOrO conbBata ¢ NPA kanbiueBoii conu coennHeHus 1
nokaszana Ha ¢ur. 22A u o6obmena B Tadauue 28. XRPD-nudpakrorpamMmma BbICYIIEHHOW Ha
Bo3ayxe (opmbl B B Bune conbeata ¢ NPA kanbuueBoit conn coennHenus 1 nokasana Ha dmwr.
22B u o0o0meHa B Tadauue 29.

Tabauua 28. ®opma A B Buae coabBata ¢ NPA kanbuueBoil coim coennHeHus |
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IIuxku XRPD Yroa (rpaaycel 2-tera £ 0,2) HuTencuBHoOCTD, %0
1 6.5 100,0
2 5.2 33,7
3 10,5 13,5
4 15,9 10,1

Tab6auua 29. ®opma B B Buge coabBata ¢ NPA kanbumeBoi cosu coenmHeHust |

(BBICYLIEHHBII HA BO3AyXe o0pasen)

ITuxku XRPD Yroa (rpaaycsi 2-tera + 0,2) HNurencusHocTb, %0
1 6,9 100,0
2 5,5 65,5
3 6.4 47.4
4 7.1 31,5

Ipumep 17. Coabsar ¢ 2-BuOH kanbumneBoii coiu coenunenns |

[00450] S50 wmr d¢opmbel A B BUAE TUApaTa KalbIHEBOH conu coenwHeHus 1
nepememuBay B 1 M 2-OyTaHoJia Ipr KOMHATHOH TeMIiepaType B TeueHue 4 1. ¢ MoJy4eHHeM
conbBata ¢ 2-BuOH kanbuueBoit conu coennHenus L.

A. TTopomkoBasi peHTTE€HOBCKas AN paKIIvst

[00451] Cnextpsl nopomkoBoil peHtrenoBckoi nudppaxkiyu (XRPD) 3anmceiBanu npu
KOMHATHOW TeMIepaType B pPeXUMe IpOIyCKaHus ¢ npuMeHeHuem cucrembl PANalytical
Empyrean, ocHaImeHHOH HCTOYHUKOM B BUJIE FepMETU3NPOBaHHON TpyOkH u nerekropom PIXcel
1D Medipix-3 (Malvern PANalytical Inc, Bect6opo, Maccauycerc). PeHTreHOBCKMIi H3y4arTenb
pabotan mpu HampspkeHHH, cocTaBisiroumieMm 45 kB, u cune Toka, cocraBisiromei 40 MA, ¢
MenHeM manyderneM (1,54060 A). O6paser mopomka moMemand B 96-TyHOUHYIO KIOBETY C
MaliapoBOl TUIEHKOW W 3arpyskaju B yCTpoicTBO. OOpasen CKaHMPOBAJM B AHMANAa30HE OT
npubnusuTensHo 3° 1o mpudnusuTensHo 40° 20 ¢ pazmepom mara, cocrasisirormum 0,0131303°,
1 49 ¢ Ha war.

[00452] J[lauHblii MaTepuan siBiusercss JaOuibHBIM. IlOpOLIKOBas PEHTIEHOBCKAs
nudpakTorpaMMa HM3MEHSUIACh B 3aBHCHMOCTH OT TOTO, KakK BhICymMBaIN 00Opas3mbl. XRPD-
mudpakrorpamma Gopmbl A B BHAe BiIaxHOro cosbBata ¢ 2-BuOH kampumeBoit comum
coennnaenust 1 nmokazana Ha ¢ur. 23A u o6odbmena B Tabauue 30. XRPD-gudpakrorpamma
BBICYIIICHHOH Ha Bo3ayxe (opmbl B B Bune conmbeata ¢ 2-BuOH kanbuuesoit conu coenunenus 1
noka3aHa Ha ¢ur. 23B u 0600meHa B Tadaune 31.

Tabauua 30. ®opma A B Buae coabBata ¢ 2-BuOH kanbuuesoii conu coequHenus [

(BJakHBIN 00pa3en)
ITuku XRPD

Yroa (rpaaycsi 2-Tera £ 0,2) HNuTencuBHOCTB, %

1 5.8 100,0
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2 5.3 56.0
3 7.7 39.0
4 8,8 24,1
5 8,6 18,2
6 20,9 12,1
7 11,3 11,5

Ta6auua 31. ®opma B B Buae coabBara ¢ 2-BuOH kanbuuesoii coiu coexunenus [

(BBICYLIEHHBII HA BO3AyXe o0pasen)

ITuxku XRPD Yroa (rpaaycsl 2-Tera £ HHuTencuBHOCTD, %0
0,2)
1 5.2 100,0
2 6.1 22,6
3 8,7 2.9

IIpumep 18. ®opma A B BHIE COJIBBATA C ALETOHOM KAJIbLIHEBOH COJIM COeAUHEHHS

[00453] ®opmy A B BuUAE COJbBaTa C allETOHOM KaJbLUEBOW cojiu coeauHeHus I
NOJIy4aJIi MyTeM CyCIIeHANpOBaHus aMoppHOH (GopMbl B BUIE KaJdbLMEBOI coiu coeauHeHus 1
B auerone npu 4°C. JlanHblii MaTepuan Obul Oo4deHb JaOuIbHBIM. Ero OBICTPO BBICYIIMBANU C
nojydeHueM ¢opmel C B BUie ruapara KaublUeBOH conu coequHeHus I mpu BbICYIIMBaHUM Ha
BO3JyXE.

A. IToporkoBast peHTreHOBCKast A paxius

[00454] Cnextpsl MOpOMKOBON peHTreHoBckoi nudpakuun (XRPD) 3anuceiBanu npu
KOMHATHOW TEeMIIEpaType B peXUMe TMPOMyCKaHus ¢ mpuMeHeHHeM cucrembl PANalytical
Empyrean, OCHaIleHHO HCTOYHHKOM B BUJI€ T€PMETU3UPOBAHHON TpyOKHU U nerekropom PIXcel
1D Medipix-3 (Malvern PANalytical Inc, Bectbopo, Maccauycerc). PEeHTTeHOBCK Ui H3Ty4aTeb
paboTan npu HampsoKeHWH, coctaBisitomeM 45 kB, u cuie Toka, cocrapisitomed 40 MA, ¢
MenHbM manydenneM (1,54060 A). O6pasen mopomka moMemand B 96-TyHOUHYIO KIOBETY C
MalIapoBOl TUIEHKOW W 3arpyskaju B yCTpoicTBO. OOpaser] CKaHMPOBAJM B JHAMa30HE OT
npud3uTeNnsHo 3° o mpudamsuTenbHo 40° 20 ¢ pasmepom mara, cocrasisironum 0,0131303°,
u 49 ¢ na mar. XRPD-nugpakrorpamma popmbl A B BHE COMbBaTa C ALETOHOM KaJIbLEBOMH
conu coequHenwus 1 mokasana Ha ¢ur. 24 u 06o0meHa B Tadaume 32.

Tabauua 32. ®opma A B BHAe CObBATA ¢ ALUETOHOM KAJbLUHEBOH COJIM COeIHHEHHUS

ITuxku XRPD Yroa (rpaaycel 2-Teta £ HuTencuBHoOCTD, %0
0,2)

1 20,5 100,0
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2 224 80.8
3 23,9 75.6
4 4,3 59.5
5 9,6 57.9
6 26,0 41,6

Ilpumep 19. ®opma A B Buae coiibBata ¢ DCM kajbuueBoii coyin coenuHenust [

[00455] ®opmy A B Bune combBata ¢ DCM kanbiueBoit conu coenuHenus 1 monyyanm
nyrem nodasnenuss DCM k ¢popme C B Buae ruapara kanbuueBoi conu coenunenus 1. JlaHHbIH
marepuai Obul o4eHb JabuibHbIM. Ero ObIcTpO BhICYymIMBanu ¢ nojiydeHuem ¢opmel C B BUzae
rHIpaTa KaJlblueBol conu coeaunenus 1 npu ¢pumsrpoBanuu.

A. TlopomkoBasi peHTTeHOBCKast Audpaxius

[00456] XRPD-nu¢pakrorpaMmsl NOJyYaad NPU KOMHATHOW TEMIIEPAType B PEKUME
oTpaxkeHus ¢ npuMmeHeHneM Bruker Advance, ocHameHHoro aerekropom Vantec-1. OOGpaser
aHAJIU3UPOBAIU B KpEMHHEBOH KroBeTe OT 3 110 40° 2-TeTa B HEMPEPHIBHOM PEXHUME C pa3MEepOM
mrara, cocrapisromuM 0,0144531°, u BpemeHeM Ha cranuto, coctaBisiomum 0,25 ¢. Obpazen
Bpamanu npu 15 06./munH. XRPD-mgudpakrorpamma ¢dopmer A B Bume coipBata ¢ DCM
KaJbIueBOU conu coequuenus I mokasana va ¢ur. 25 u 06o0meHa B Tadanue 33.

Tabauua 33. Popma A B Buae coabBata ¢ DCM kanbuueBoi conu coexuHenus I

(BBICYLIEHHBII Ha BO3AyXe o0pasen)

IIuxku XRPD Yroa (rpaaycel 2-tera £ 0,2) HNuTencuBHoOCTD, %0
1 9.9 100,0
2 4,3 86,5
3 23,9 33,1
4 20,6 29,4

B. Tsepnodaszubiiit AMP

[00457] Cnektp TBepaoda3zHOro Bc smp dopmbl A B BHuzme coimpBata ¢ DCM

KaJbIMEeBOH comu coenquHenns I npencrasien Ha ¢ur. 26 u 00001eH B Tadaune 34.

Tabauua 34. Teepaodazubiii AMP ¢popmsbl A B Buge coabBata ¢ DCM kajabuuesoi

coia coeanHenus |

Ne muka Xumunuyecku casur [ppm] + 0,2 HnaTeHCUBHOCTSD [OTH. |
1 176,7 30,4
2 165,5 243
3 165,1 28,8
4 159,0 32,3
5 156,5 44.6
6 153,8 21,6
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7 149,6 333
8 143,9 483
9 139,7 52,3
10 129,5 46,3
11 115,4 48,6
12 113,8 77,6
13 113,2 80,4
14 938 36,1
15 98 4 352
16 93,6 9
17 93,1 28.8
18 92,5 32,4
19 69,7 25,6
20 69,2 354
21 63,9 72,6
22 58,5 54,7
23 57,1 8,9
24 55,2 33,9
25 54,9 34,5
26 54,6 88,7
27 51,5 52,9
28 42,9 43,8
29 39,4 448
30 39,0 50,6
31 30,7 14,6
32 29,2 753
33 28,1 67,4
34 27.6 100,0
35 272 77,5
36 25,2 58,6
37 19,8 72,6
38 19,2 63,0
39 76 18,4
40 6,1 14,5
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41 5,0 15,5
42 35 14,0

IIpumep 20. ®opma A B BHAE COJIbBATA C ITHJEHIVIMKOJIEM KAJbIHEBOH COJIH
coequHenus I

[00458] 75 wmr ¢opmbl A B BuAe TIuapara KajbLUMEeBOH conmu coequHeHus I
nepeMeIIuBaiy B | MJI STHJICHIVIMKOJISI IIPU KOMHATHOW Temmeparype B Teuenue 4 a. OOpaser
BBIAEISUTN TyTeM (PHIBTPOBAHMS C MOMOINBIO LEHTPU(PYTrHPOBAHMS, 3aT€M BBICYLIMBAIN NPU
60°C B TeueHue 3 . ¢ mojiydeHueM Gopmbl A B BUAE COJIbBATA C STUJICHIIIUKOJIEM KaJIbIIHEBOM
conu coequHenus L.

A. TTopoikoBasi peHTTeHOBCKas 1A PaKIIHsI

[00459] Cnextpbl nopommkoBoil pertrenoBckor nudppakimn (XRPD) 3anmchiBamu npu
KOMHATHOW TeMIlepaType B pPEXUME IMpPOMyCKaHUs ¢ TNpuMeHeHueMm cuctembl PANalytical
Empyrean, ocHameHHOH HCTOYHUKOM B BUZE Te€pMETU3HPOBAHHON TPpyOKH u nerexktopoM PIXcel
1D Medipix-3 (Malvern PANalytical Inc, Bectbopo, Maccauycerc). PeHTreHOBCKHIT H3/Ty4aTesb
pabotan mpu HanpspkeHHH, cocTaBistomeM 45 kB, m cuie Toka, cocraBsiromed 40 MA, ¢
MenHbiM manyderneM (1,54060 A). O6pasen mopomka momemand B 96-TyHOUHYIO KIOBETY C
MalIapoBOl TUIGHKOW W 3arpykajim B yCTpoiicTBo. OOpaser] CKaHMPOBAJIM B AHMAMA30HE OT
npubnusuTensHO 3° no mpubnusutensHO 40° 20 ¢ pasmepom mara, cocrasisromum 0,0131303°,
u 49 ¢ Ha mar. XRPD-nugpakrorpamma ¢gopmbl A B BHIE CONMbBaTa C STUICHIJIHUKOJIEM
KaJbLeBOU coyu coequHenus I mokasana va ¢ur. 27 u 06o0mena B Tadanue 35.

Tabnuua 35. ®opma A B BHAE COJbBATA € ITHJEHIVIMKOJEM KAaJbLHEBOH COJIH

coennHeHnud 1

ITuxku XRPD Yroa (rpaaycei 2-Tera £ 0,2) HNuTencuBHOCTD, %0
1 3.4 100,0
2 18,8 31.8
3 11,0 27,0
4 14,2 17.4
5 12,2 15.8
6 19,7 15.4
7 247 12,4

B. Tepnodasueiii AMP

[00460] Criextp TBeprodastoro C SIMP dopMbl A B Bize cobBaTa ¢ STUICHIIUKOIEM
KaJbIMeBOH conmu coenquHenns I npencrasien Ha ¢ur. 28 u 00001eH B Tadauune 36.

Tabnauua 36. Teepaopasubiiit AMP ¢opmbl A B BHAe COBBATA € ITHJICHIVIHKOJIEM

KaJbIHeBOH coJiu coeanHeHus I
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Ne nuka Xumuyecku# casur [ppm] £ 0,2 HWHTEeHCUBHOCTD [OTH. |
1 175,7 8,9
2 174,5 6,7
3 165,0 61,5
4 159,7 26,1
5 158,7 12,9
6 153,5 24,2
7 149,7 37,9
8 141,8 14,7
9 140,5 28,1
10 131,2 48,7
11 118,0 24,1
12 112,2 19
13 98,1 17,7
14 94,7 67,2
15 67,5 46,6
16 63,4 17,7
17 61,5 100
18 58,1 45,6
19 50,7 47,1
20 38,9 76,1
21 30,5 72,0
22 29,1 45,0
23 27,2 63,5
24 26,6 53,8
25 22,1 40,2
26 20,7 75,8
27 17,6 73,1
28 8,0 48,3
29 7,1 72,2
30 5.4 38,4

Ilpumep 21. ®opma B B BHae coJbBaTa € 3THJICHIVIMKOJIEM KAJbUHEBOH COJIH

coenrHenus I
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[00461] ®opmy B B Buae conbpBaTa C STHJICHIJIMKOJIEM KalbLMEBOH coMu coeauHeHus |
NOJIy4aJIi MyTeM CyCIeHANPOBaHus (GOpMbl A B BHIE HAPATa KaJbLUEBOH COMU coequHeHus 1
B sTujeHrnukoje npu 80°C.

A. ITopomkoBasi peHTTE€HOBCKas UG paKIIHst

[00462] XRPD nposoammu ¢ nomompsio Panalytical X’ Pert’ s moporukosoit XRPD B Si
KIOBeTe ¢ HyJeBbIM (poHOM. IlonokeHne 2-Tera KaauOpPOBaIM OTHOCHUTENBHO Si 3TAJIOHHOTO
cranpaptHoro aucka Panalytical. XRPD-mugpakrorpamma ¢opmsel B B Bume combBara ¢
STUJIEHTJIMKOJIEM KaJIbIIHEeBOM conu coenuuenus I mokasana Ha ¢ur. 29 u 06001ieHa B Tad e
37.

Tabnuua 37. ®opma B B BHAe coabBaTa € ITHJIEHIVIMKOJIEM KAJIbIHEBOH COJIH

coeaunenus I

IIuxku XRPD Yroa (rpaaycsl 2-Tera £ 0,2) HHTencuBHOCTD, %0
1 3.9 100,0
2 22,0 38.7
3 234 27,6
4 21,1 27,0
5 20,7 25.8
6 5.0 24,6
7 21,5 21,3
8 18,1 20,2
9 11,6 17,6
10 12,5 15,3
11 14,2 14,7
12 24,4 14,3
13 16,7 14,1

IIpumep 22. ®opma A B BHAe cObBaTa ¢ 1,2-AMMETOKCHITAHOM KAJbLUHEBOH COJH
coeqnHenus I

[00463] S0 wmr d¢opmbel A B BUAE TUApaTa KalIbIHEBOH conu coenwHeHus 1
nepeMeminBaad B 1 mi 1,2-1uMeTOKCHM3TaHa MPU KOMHATHOW TeMmIepaType B TedeHue 4 1. C
nojiyaeHueM Gopmsl A B BUzie CoibBaTa ¢ 1,2-TMMETOKCUITAHOM KaJIbIIHEBOH COM COSTMHEHUS
I.

A. TTopomkoBasi peHTTE€HOBCKas TN PaKIIHsI

[00464] Cnextpsl nopomkoBoil peHTreHoBckor nudppakimn (XRPD) 3anmceiBanu npu
KOMHATHOW TeMIlepaType B pPEXHME IpOIMyCKaHus ¢ npuMeHeHueMm cuctembl PANalytical
Empyrean, ocHaiieHHOH HCTOUHUKOM B BUZE FepMETU3MPOBAHHON TPpyOKH U nerektopoM PIXcel

1D Medipix-3 (Malvern PANalytical Inc, Bectbopo, Maccauycerc). PenTreHoBckuii usny4aresb
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paboTan mpu HampspKkeHUH, coctasisiromeM 45 kB, u cuie Toka, cocraBisromed 40 MA, ¢
MenHbiM m3nydennem (1,54060 A). O6pasen mopomka nomemand B 96-TyHOUHYIO KIOBETY C
MalapoBOl TUIGHKOW U 3arpykaiu B ycTpoiicTBo. OOpaser] CKaHHpPOBAJIM B AHMAMA30HE OT
npubnusuTensHo 3° 1o npubnusutensHo 40° 20 ¢ pasmepom mara, cocrasisiromum 0,0131303°,
u 49 ¢ Ha mar. XRPD-nudpaxkrorpamma ¢popmbr A B Buie coibBara ¢ 1,2-A1MMETOKCUITAHOM
KanbLeBoi comu coennHenus I mokasana Ha ¢ur. 30 u o6odimeHa B Tadanune 38.

Ta6nuna 38. ®opma A B Buae coibBaTa ¢ 1,2-1THMETOKCHITAHOM KAJbIHEBOH COJH

coeauHenus |

ITuxku XRPD Yroa (rpaaycs 2-Tera £ 0,2) HHuTencuBHoOCTD, %0
1 7,7 100,0
2 10,1 25,7
3 4,6 24,5
4 20,9 17,2
5 17,5 13,4
6 13,7 10.6

B. Teprodasusiii AMP

[00465] Crnexrp TBepmodazHOro BC samp dbopmber A B Bume cojpBata Cc 1,2-
OUMETOKCHITAHOM KajblueBoi comu coequHeHust 1 mpencrasnen Ha ¢ur. 31 u o0oOmen B
Tadauue 39.

Tabnuua 39. Tsepaopasubiii AMP ¢opmblr A B BHAe coabBata ¢ 1,2-

JHMETOKCHAITAHOM KAJbIIHEBOH €0JIH coearHenus I

Ne nuxa Xumuyeckuii capur [ppm] £ 0,2 HHTEeHCUBHOCTD [OTH. |
1 181,5 9,9
2 180,1 15,1
3 177,7 12,6
4 176,2 11,9
5 164,6 493
6 162,0 34,1
7 160,7 25,4
8 159,5 30,5
9 154,9 27,8
10 149,8 45,8
11 1489 432
12 142,5 32,3
13 141,6 35,4
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14 138,8 40,7
15 127,3 50,9
16 120,1 28,9
17 119,4 33,5
18 115,8 29,6
19 115,0 253
20 11,2 52,0
21 107,9 10,7
22 100,3 17,7
23 994 31,4
24 983 27,0
25 96,8 30,4
26 95,0 493
27 92,5 17,4
28 71,1 53,6
29 67,7 27,8
30 63,7 583
31 63,3 53,6
32 62,3 58,1
33 61,5 27,1
34 58,7 15,3
35 57,7 15,9
36 558 373
37 53,8 13,4
38 51,8 423
39 493 294
40 46,0 11,7
41 42,0 213
42 40,4 39,6
43 39,2 26,1
44 34,9 37,6
45 31,8 93,6
46 293 713
47 273 100,0
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48 242 64,2
49 222 66,0
50 20,5 92,0
51 19,7 96,4
52 19,1 89,6
53 18,1 64,4
54 11,1 50,6
55 5,9 72,1
56 4,0 73,7

IIpumep 23. Popma B B Buae coabBara ¢ 1,2-AUMETOKCHITAHOM KAJBIHEBOH COJIH
coeqnHenus I

[00466] Dopmy B B Bume conpBaTa C 1,2-TUMETOKCHSTAHOM KAaJbIIUEBON COJH
coennHenus I monydanu myteMm cycrieHanpoBaHus (OpMbl A B BUZIE THApPATA KaJbIIMEBOH COJH
coenuHenus I B 1,2-qumMeTokcusTane npyu KOMHATHOHN TeMIieparype.

A. TlopomkoBasi peHTTeHOBCKas NG PaKIIHsI

[00467] XRPD nposoanu ¢ momomsio Panalytical X*Pert® st moporukosoit XRPD B Si
ktoBere ¢ HyJeBblM (oHOM. Ilonoxenne 26 kannOpoBanM OTHOCHUTENBHO Si 3TAJOHHOTO
crangaptHoro nucka Panalytical. XRPD-nudpakrorpamma ¢opmser B B Bune compsara ¢ 1,2-
OUMETOKCHITAHOM KajblleBol comu coenuHeHus: 1 mokasana Ha dur. 32 u oboOmeHa B
Tabauue 40.

Tabauua 40. @opma B B Buae conbBara ¢ 1,2-1MMeTOKCHITAHOM KAJbIHEBOH COJIH

coequHenus I

ITuxku XRPD Yroa (rpaaycel 2-tera + 0,2) HNuTencuBHOCTD, %0
1 4,6 100,0
2 7,7 43,7
3 9,1 304
4 13,7 274
5 12,1 23,7
6 22.9 20,6
7 10,1 19,2
8 16,5 18.0
9 17,0 14,4
10 21,9 13,6
11 19,9 11.8
12 20,7 11,6
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ITuxku XRPD Yroa (rpaayce 2-Tera £ 0,2) HuTencuBHOCTD, %0
13 15,1 10,7
14 23,8 10,4

Ilpumep 24. ®opma A B Buae cojibBata ¢ CPME kanbumeBoii cosiu coennHeHus I

[00468] dopmy A B BuAe cojJbBaTa C LHUKJIOMEHTHIMETHIOBBIM 3dpupom (CPME)
KaJbLEeBON conmu coexuHeHus 1 monmydanmu mytem cycneHaupoBanus (opmsel A B Buje
kanbimeBoit conmu coequnenns I B IPA/CPME (1:1, 06./06.) npu koMHaTHO# TemmniepaType.

A. TToporkoBasi peHTTeHOBCKas U PaKIIHsI

[00469] XRPD mnposoausu ¢ momoursio Panalytical X’Pert’ st nopomkoBoit XRPD B Si
KtoBere ¢ HyJeBbiM (oHOM. Ilonoxkenue 26 kanuOpoBaiM OTHOCUTEIBHO Si STAJOHHOTO
crannmapTHoro nucka Panalytical. XRPD-nudpakrorpamma ¢opmbel A B Bune cosibpBara ¢ CPME
KaJbIeBou conu coequuenus I nokasana va ¢ur. 33 u 06001meHa B Tadanue 41.

Tabauua 41. ®opma A B Buae coabBata ¢ CPME kanbunesoii coiu coennnenus I

IIuxu XRPD Yroa (rpaaycs 2-Tera £ 0,2) HuTencuBHOCTD, %0
1 5.5 100
2 16,6 4,38
3 11,0 3,86

Ilpumep 25. ®opma A B BHJe rHAPATA HATPUEBOH COJIM coequHeHus |

[00470] K npubnmsurensuo 60 Mr amopdHOro Matepuaja HaTPUEBOH COJIU COSAMHECHHS
I 3arpysxanu ubo cmech IPA/Bona (>4% Boabl o obbemy), mubo cmecs ACN/Boga (>1% Boasl
1o oowvemy) npu 40 Mr/mi1 U nepeMelInBaiy NPU KOMHATHOIN TeMIlepaType B TeUeHHe 2 HeNlelb.
TBepnoe BewliecTBO BbIIEISIM B KauecTBe (OpMbl A B BHIE THApaTa HATPUEBOH COJH
coenuHeHus I ¢ mOMOIIBIO BaKyyMHOI (pUIIBTpanuy U BBICYLIMBAIH 1OA BakyymMoM nipu 40°C B
TE€UEHHE BBIXOIHBIX THEH.

[00471] B xauectBe ambprepHaTuBbl K 100 r coemumnenuss 1 (cBoOomuast dopma)
3arpy>xanu 400 mu IPA u 400 mn Bonsl. B3Bech HarpeBanu no 55-65°C. K B3Becu 3arpyxanu 1,1
skB. NaOH. OGecneunBaiu mnepeMenIMBaHUE CMECH IO MOJYYEHHs OJHOPOIHOTIO PacTBOpA.
3arem pactBop oxyaxknanu a0 40°C u BBOmWIM B KadecTBe 3aTpaBku | r ¢opmbl A B BHIE
runpara conu Na coenuaenus 1. 3arpy:xamu Boay (800 mit) B TedeHHEe MepUOa, COCTABIISIBIIETO
5 4. ObecnieunBay NepeMEIINBAHUE TOTYUYEHHON B3BECH B TeueHHe 2 4. B3Bech oxyaxknanu 10
20°C B TeueHue mnepuoaa BpeMeHH, cocrasisBliero 5 4. IlonmyueHHble TBepAable BellecTBa
coOupany ¢ MOMOIIBI0 BAaKyYMHOW (PUIIBTPALIMHU U BJIAXKHBIA OCaJOK Ha (PUIIBTPE MPOMBIBAIH C
nomoreto 500 mi Bombl. OOecreuynBaiv BBICYLIMBAHME HA BO3AYXE MPOMBITOTO BIIAYKHOTO
ocanka Ha ¢puiIbTpe B TeueHue 1 4. BpIcyImeHHbIi Ha BO3yXe 0CaoK Ha GUIBTPE MEPEHOCUIIH B
BaKyyMHYI0 neub rpu 45°C co BIyCKOM He00JbII0ro Kouu4decTsa azora Ha 20 4 ¢ modydeHHeM
96,2 r kpucrajuimdeckoil ¢opmel A B BHAE TUApaTa HATPUEBOH coimu coenuHeHus I
(BBLIENEHHBIH BbIXOT 93%).

A. IlopomkoBasi peHTTeHOBCKasi AU (Ppaxuus
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[00472] XRPD-nmu¢pakrorpaMmsl NOJy4Yaad NPU KOMHATHOW TEMIIEPAType B PEKUME
oTpaxkeHus ¢ npuMmeHeHneM Bruker Advance, ocHameHHoro aerekropom Vantec-1. OOGpaser
aHAJIU3UPOBAJIU B KpEMHHEBOH KroBeTe OT 3 110 40° 2-TeTa B HEMPEPHIBHOM PEXHUME C pa3MepOM
mara, cocrasysiromuM 0,0144531°, u BpemeneMm Ha craguio, coctaBsiromuMm 0,25 c¢. Obpasen
Bpamanu npu 15 06./mun. XRPD-nudpaxrorpamma ¢popmbl A B Buae ruaparta HaTpUEBOH COJIH
coennnenus 1 mokaszana Ha ¢ur. 34 1 00001IeHa B TabaHe 42.

Ta6nuua 42. @opma A B BUJe rHAPATA HATPUEBOIi coyin coexuHeHus |

ITuxku XRPD Yroa (rpagycsl 2-Tera £ HuTencuBHoCTB, %
0,2)
1 54 100,0
2 15.9 63.5
3 17.6 43,0
4 15,3 23,7
5 18.6 16.8
6 21,3 15.8
7 23,9 14,0
8 20,0 11,1
9 26,7 10,3

B. IloaTBep:KaeHHE CTPYKTYPBI MOHOKPHCTAJLIA

[00473] Mannble penTreHosckoi audpakuun nomyyanu npu 100 K Ha nudpaxromerpe
Bruker ¢ HCMONB30BaHHEM CHHXPOTPOHHOTO wu3nmyuenus (0,7288 A) mpemocraBmsemoro
beamline 12.2.1 Ha oObekTe CHEUUAIM3MPOBAHHOTO HCTOYHMKA M3JydeHUs HarmoHanpHOM
naboparopuu Jloypenca B bepxiu, u nmerekropa CMOS. Crpyktypy pacumdpoBbIBaId U
yrounsin ¢ npumeneHneM nporpammbl SHELX (Sheldrick, G.M., Acta Cryst., (2008) A64, 112-
122), u pe3ynbraThl 0000IIeHbI B Ta0aHLe 43 HIDKE.

Tadonuua 43. IloarBepkaeHue CTPYKTYPbl MOHOKpHCTa/Ia ¢opMbl A B BHAE

ruApaTa HaTpUeBoi cosu coeanHenus I

Kpucramnmgeckas cucrema OpTtopomOnueckast
IIpocTpancTBenHas rpynna: P2,2,2;

a(A) 8,2320(3)

b (A) 11,8526(4)

c(A) 33,0905(12)

a(®) 90

B 90

7 () 90

V(A% 3228,7(2)
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717’ 4/1

Temnepatypa 100 K

C. Teepaodazusbiii AMP

[00474] Crnextp TBepnodasuoro “C SMP dopMbl A B Bume rHapaTa HATPHEBOH CONM
coennuennst 1 (275 K; CZ; 'H T,5,4 m; D=7 c) npencrasinen Ha ¢ur. 35 1 0600meH B
Tabaunue 44.

Tab6auua 44. Teepanodazubiii SIMP ¢opmbl A B BHAe ruapara HATPHEBOH COJIH

coeauHenus |

Ne nuka Xumudeckuit ciBur [ppm] HNHTEeHCUBHOCTH [OTH. |
1 177,0 18,0
2 166,3 27,2
3 159,6 51,8
4 153,1 13,8
5 148,6 17,7
6 140,6 32,6
7 138,5 40,8
8 129,2 30,2
9 118,3 22,4
10 114,7 35,3
11 107,0 423
12 97,1 37,7
13 96,4 50,4
14 70,6 51,9
15 63,4 46,9
16 56,6 36,9
17 51,9 58,4
18 40,0 32,1
19 38,3 50,3

20 31,5 29,5
21 28,9 100,0
22 28,5 56,3
23 28,1 51,5
24 26,2 72,6
25 21,9 46,7
26 19,7 71,5




183

Ne nuka Xumudeckuii ciBur [ppm] HNHTEeHCUBHOCTD [OTH. ]
27 18,4 76,5
28 6,5 80,3
29 1,2 22,5

D. Ananus ¢ nomombo Au(p¢epeHIHATBHON CKAHHPYIOLIEH KAJ0pHMeTPHH

[00475] DSC-tepmorpammy nonydanu ¢ npumeHenreMm TA Instruments DSC Q2000.
Oobpasen HarpeBamu npu 10°C/mun ot 30°C mo 350°C. Ha Tepmorpamme MoOKa3aHbI 1Ba
sHAoTepMuueckux nuka npu ~108°C u ~290°C.

IIpumep 26. Popma B B Buae HaTpueBoii conn coenunenus I 6e3 npumecei

[00476] ®opmy B B BUAe HaTpueBoil conu coenuHeHus 1 Oe3 mpumeceit monyvanu ¢
MIOMOIIBIO IeCONIbBaTapoBanus/aeruaparupoBanus ~10 mr popmbl C B BUe ruapaTa HATPUEBOH
comu coenuHenus 1 B upene st TGA npu 10°C/mun no 306°C.

A. IlopomkoBasi peHTreHOBCcKasi AU Ppaxuus

[00477] N3mepeHne ¢ TOMOLIBIO MOPOLIKOBOH PEHTI€HOBCKON AU(PPAKIIUK TIPOBOAMIIH C
npumeHeHneM augpaktomerpa PANalytical’s X-pert Pro mpu koMHaTHOH Temmeparype ¢
HCTOYHUKOM H3NMydenust noHos menu (1,54060 A). Onruueckas cucTeMa MamaomIero Imydka
U3JIyUYEHUs] COAepikaja pa3Hble INETH PACXOAUMOCTH Ui OOECHEeUeHHs MOCTOSHHOHN JIJIHHBI
o0xyueHus1 Ha oOpasle U Ha CTOPOHAX OTKJIOHEHHBIX My4YKOB. IIpuMeHsm ObICTpPBIA JIMHEHHBIH
TBepro(a3HBIl AETEKTOp C€ AKTUBHOW JUIMHHOMW, cocraBmomeii 2,12 rpamyca 2-tera,
U3MEPEHHOM B pexxuMe ckaHupoBaHust. OOpasel] mopoka noMerany B IpeIHa3HAYeHHYIO 30HY
KPEMHHEBOM KIOBETHI C HyJIEBBIM (POHOM U BpAILEHUE OCYIIECTBIISIM C IMOJYYEHHUEM JyUIIUX
CTaTUCTUYECKUX AaHHbIX. CHUMMETpUYHOE CKaHupoBaHUE nposoawiu oT 4 1o 40 rpaaycos 2-
TeTa ¢ pasmepoMm Mmara, coctassiromum 0,017 rpamyca, U BpeMeHeM Liara CKaHHPOBAHU,
cocrasisroumM 15,5 ¢. XRPD-nudpaxrorpamma ¢popmsl B B Bune HaTpreBoi CoM COSAMHEHHS
I Ge3 mpumeceii nokasaHa Ha ¢ur. 36 u 06001IeHa B Tabauue 45,

Tabauua 45. ®opma B B Buae Harpuesoi coyn coenunenus I 6e3 npumeceii

ITuxku XRPD Yroa (rpaaycsi 2-Tera £ 0,2) HNuTeHCcHuBHOCTD, %
1 20,5 100,0
2 18,1 75,5
3 11,0 65.9
4 222 54,1
5 14,3 50,0
6 17,4 42.8
7 21,5 38,2
8 15,3 38,0
9 15,6 33,6
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10 22,6 31.9
11 20,8 28.5
12 12,8 25,0
13 20,1 22,1
14 25,5 20,3
15 234 17.6
16 11,7 17,0
17 24,7 16.9
18 18.5 16.1
19 16,3 15.0
20 18.8 12,0
21 29,9 11,5
22 26,2 10.5

B. Ananu3 ¢ nomoumbio AugpepeHIHATLHON CKAHNPYOLIeH KaJlopHuMeTpUH

[00478] DSC mnpoBomgmiu ¢ mnpuMeHeHHeM Au(GepeHIHATBHOTO CKAaHUPYIOIIETO
kanmopumerpa TA Discovery (TA Instruments, Heto-Kacn, [Ipnasep). Ilpubop xamubposanu ¢
nomMotero uHAuA. OOpasusl BecoMm npumepHo 1-10 Mr oTBemmBany B repMETHYHBIE €MKOCTH,
KOTOpbl€ YKYNOPHBAJIN C NPUMEHEHHEeM Kpblek ¢ ogHuM otreepctueM. OOpasust ans DSC
ckanuposanu ot 25°C no 350°C mpu ckopoctu Harpesanust 10°C/mun. [lanHble coOupanu u
aHAJM3MPOBAIM C MOMOLIBIO IMporpamMmHoro odecmeueHust Trios Analysis (TA Instruments,
Hero-Kacun, /Ipnasep). Ha Tepmorpamme nokasas sHaorepMudeckuii nuk npu ~338°C.

IIpumep 27. ®opma C B BUAe ruApaTa HATPUEBOIl coyin coenuHeHus |

[00479] K ~ 66 mr amopdHoii HatpueBoil comu coenunenust 1 3arpyxkamn ACN npu 45
MI/MJI M TIepEeMELINBAJIM TPU KOMHATHOH Temreparype B TedeHue 2 1. TBepmoe BeIiecTBO
BBIIEJSUIM C TIOMOLIBE0) BAaKyYMHOW (DMIBTPALIMM W BBICYLIMBAJIN HA BO3AYXE C IMOJyYEHHEM
dbopmbl C B Bue rupaTa HATPUEBOU CoNu coequHeHus 1.

A. IlopomkoBasi peHTreHOBCcKasi AMPpakuus

[00480] M3mepeHne ¢ MOMOLIBIO MOPOLIKOBOH PEHTI€HOBCKON AU(PPAKIIUK TPOBOAMIIH C
npuMeHeHneM augpaktomerpa PANalytical’s X-pert Pro mpu koMHaTHOH Temmeparype ¢
MCTOYHUKOM H3Mydenus noHos menu (1,54060 A). Onrudeckas cucTeMa Majaroliero mydka
U3JIyUYEHUS] COAeprkaja pa3Hble INEIH PACXOOUMOCTH Ui OOECHEeUeHHs MOCTOSHHOHN JJIHHBI
o0xyueHus1 Ha o0pasle U Ha CTOPOHAX OTKJIOHEHHBIX My4YKOB. IIpuMeHs i ObICTpPBIA JIMHEHHBIH
TBepro(a3HBIl AETEKTOp C€ AKTUBHOW JUIMHHOW, cocraBisiromedi 2,12 rpagyca 2-tera,
U3MEPEHHOH B pexxuMe ckaHupoBaHus. OOpasel] mopomka noMeani B IpeIHa3HAYeHHYIO 30HY
KPEMHHEBOH KIOBETHI C HyJIEBBIM (POHOM U BpAILEHUE OCYIIECTBIISIHM C IMOJYYEHHUEM JyUIIUX
CTaTUCTUYECKUX AaHHbIX. CHUMMETpUYHOE CKaHuUpoBaHUE nposoauwiu oT 4 no 40 rpagycos 2-

TeTa ¢ pasmepoM mmara, cocrassomum 0,017 rpagyca, U BpemMeHEM LIara CKaHUPOBAHUS,
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coctapysirouM 15,5 ¢. XRPD-nu¢dpakxrorpamma ¢opmber C B Buae ruapata HaTPUEBOH COJH
coenunenus I nokasana Ha ¢ur. 37 u 06001meHa B Tadanue 46.

Tabauua 46. @opma C B BHAe rUApATA HATPUEBOH COJIM coequHeHust |

[Tuxku XRPD Yroa (rpaaycel 2-tera £ 0,2) HNuTencuBHocTh, %
1 6,1 100,0
2 13,4 95.8
3 19,2 84,8
4 21,7 64.6
5 20,0 57,1
6 19,5 56.9
7 20,7 48.4
8 10,3 46.8
9 7.9 45,2
10 18.8 43,9
11 15,9 43,2
12 4.5 38.6
13 23,6 32,5
14 17,0 30.9
15 22,5 29.8
16 11,3 26,4
17 25,2 26,1
18 18,4 25.8
19 22,0 24.8

20 23,4 23,2
21 14,2 22,3
22 24,4 21,8
23 26,1 21,1
25 24,2 21,0
26 25.5 20,1
27 26,8 17,4
28 23,0 16,9
32 16,7 11,5
36 9.0 10,8
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B. Ananu3 ¢ nomoumbio AuddepeHHATLHON CKAHNPYOLIeH KaJlopuMeTpUH

[00481] DSC mnpoBogmnu ¢ mnpuMeHeHHeM audQepeHInaIbHOr0 CKaHUPYIOLIETO
kanmopumerpa TA Discovery (TA Instruments, Hero-Kacn, [Ipnasep). I1pubop xamubposanu ¢
nomMotpro uHANuA. OOpasiel BecoM npumepHo 1-10 Mr orBemMBanu B repMeTHYHbIE €MKOCTH,
KOTOpbIE YKYIOPUBAJIU C MPUMEHEHHEM KpbllleKk ¢ omHuM otBepcrueM. OOpasusl st DSC
ckarupoBanu ot 25°C no 350°C mpu ckopoctu HarpeBanusi 10°C/muH. [lanHble cobupanu u
aHAJIM3MPOBAIM C MOMOLIBIO INporpamMmHoro odecmeuenust Trios Analysis (TA Instruments,
Hero-Kacn, [pnasep). Ha Tepmorpamme HaOmonmaau 3HIOTepMuYeckwe mnukud mpu ~51°C,
~339°C u sx3orepmuueckuii nmuk mpu 301°C.

IIpumep 28. @opma D B Buze ruapara HaTPUEBOH COJIM COeNUHEHMS |

[00482] ®opmy D B Bune ruzmpaTta HaTpueBOH conu coenuHeHus I monmydanu myrem
BAaKyyMHOroO BbICymIuBaHus ¢opmbel C B BUAE T'MApaTa HATPUEBOW ColM coenamHeHust 1 mox
BakyyMoM nipu 80°C B TeueHue HOUH.

A. IlopomkoBasi peHTreHOBCKasi AMPpaxuus

[00483] M3mepeHne ¢ MOMOLIBIO MOPOLIKOBOH PEHTI€HOBCKON AU(PPAKIIUK TIPOBOAMIIH C
npumeHeHneM augpakromerpa PANalytical’s X-pert Pro mpu komMHaTHOH Temmeparype ¢
MCTOYHHUKOM H3NMydenust noHos menu (1,54060 A). Onruueckas cucTeMa Tafaromero mydka
U3JIyUYEHUs] COAeprkaja pa3Hble INETH PACXOAUMOCTH Ui OOECHEeYeHHs MOCTOSHHOHN JIJIHHBI
o0xyueHus1 Ha o0pasle U Ha CTOPOHAX OTKJIOHEHHBIX NMy4KoB. IIprMeHsn ObICTpBIi THHEHHBIN
TBeprO(a3HBIl AETEKTOp C€ AKTUBHOW JUIMHHOW, cocraBmomeil 2,12 rpamyca 2-tera,
U3MEPEeHHOH B pexxuMe ckaHupoBaHus. OOpasel] mopoIka noMeant B IpeIHa3HAYeHHYIO 30HY
KPEMHHEBOM KIOBETHI C HyJIEBBIM (POHOM U BpAILEHUE OCYINECTBIUIN C MOJYyYEHHEM JIyUIINuX
CTaTUCTUYECKUX AaHHbIX. CHUMMETpUYHOE CKaHupOBaHUE nposoawiu oT 4 1o 40 rpanycos 2-
TeTa ¢ pasmepoMm Imara, coctasisnomuMm 0,017 rpamyca, U BpeMeHeM Ilara CKaHHPOBAHU,
cocraBsrouM 15,5 ¢. XRPD-nudpakrorpamma ¢opmsl D B Buae ruapara HaTpuUeBOH CONH
coenunenus I nokasana Ha ¢ur. 38 1 006001eHa B TabanIe 47.

Ta6nuua 47. @opma D B Buge ruapara HaTpueBoii coyin coeanHenus |

ITuxu XRPD Yroa (rpaaycs 2-Tera £ 0,2) HHuTencuBHOCTD, %0
1 5.3 100,0
2 18.5 90.5
3 19.9 78,7
4 17,5 59.7
5 15.9 44,5
6 15,1 43,6
7 6.3 35.0
8 14.8 32.8
9 19,0 32,5
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IIuxku XRPD Yroa (rpaayce 2-Tera £ 0,2) HuTencuBHOCTD, %0
10 224 32,2
11 10,9 31,7
12 21,1 31,7
13 23,8 31,7
14 22,8 30.0
15 7.8 26,8
16 24,0 26.6
17 25,3 23,1
18 24,3 20,1
19 273 18.8
20 22,2 18.5
21 4,9 17,0
22 26,0 16,2
23 29,1 15,2
24 26,3 15.1
25 13,5 14,1
26 9.3 13,7
27 11,9 13,7
28 16,8 13,3
30 9.8 10,0
31 20,8 10,0

B. Ananu3 ¢ nomombi0 audpepeHIHATBLHON CKAHNPYOLIEH KaJlopuMeTPUH

[00484] DSC mnpoBoawiu ¢ mnpuMeHeHHeM AU(GEepeHIHATBEHOTO CKAaHUPYIOIIETO
kanmopumetrpa TA Discovery (TA Instruments, Heto-Kacn, /Ipnasep). I1pubop xamubposanu ¢
nomMotero uHANA. OOpasubl BecoM npumepHO 1-10 Mr oTBemIMBaiy B repMETHYHBIE €MKOCTH,
KOTOpBbIE YKYNOPHBAJIM C NMPUMEHEHHEM Kpblllek ¢ ogHuM oreepctueM. OOpasubsr mist DSC
ckanuposanu ot 25°C no 300°C mpu ckopoctu HarpeBanusi 10°C/muH. [laHHBIE cOOMpanmu u
aHATM3UPOBAIN C TIOMOLIBIO TporpamMmHoro odecmneuenuss Trios Analysis (TA Instruments,
Hero-Kacn, Ianasep). Ha tepmorpamme mokasaHbl HECKOJIBKO SHAOTEPMHUYECKUX MHKOB TPU
~137°C u ~203°C.

Ilpumep 29. ®opma A B BHJe rHAPATA KAJIHeBOH o coenuHenns |

[00485] ®opmy A B BHzae ruapara KaJIueBOW conu coeauHeHus I momydanu mytem

ocyuectieHus peakiun Gopmsl A coeaunenus 1 (ceobonnas ¢opma) ¢ 0,1 H. rugpOKCUAOM
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KaJIisg B BOJE NPU MOJSIPHOM COOTHOWIEHMH 1:1. PeakMOHHYHO CMeCh MOABEpraid LUKJIaM
HarpeBaHusi U oxjaxaeHus or 60°C 10 KOMHATHOM TeMIepaTrypbl B TEYEHHE 2 LUKJIOB C
OXJIAKACHUEM HA BO3JyXe M NEPEeMEIIMBAIM IPU KOMHATHOM TeMIlepaType B TEUCHHE
NPUOIU3UTENBHO OTHOM HENENH.

A. IlopomkoBasi peHTTeHOBCKasi AM(Pppaxuus

[00486] U3mepeHre ¢ MOMOLIBIO MOPOLIKOBOH PEHTIEHOBCKON AM(PAaKIIUU IPOBOIUIH C
npumMeHenuem auppaktomerpa PANalytical’s X-pert Pro mpu kOMHATHOW Temmeparype ¢
HCTOYHHUKOM H3nydeHust noHos menu (1,54060 A). Onruueckas cucTeMa NajaromIero IydKa
U3JIy4YEHUs] COAepiKaja pasHble INEIH PACXOOUMOCTH Ui OOECTeUYeHHs MOCTOSHHOHN JIJTHHBI
o0JydeHus1 Ha o0pasle U Ha CTOPOHAX OTKJIOHEHHBIX My4YKOB. [IpuMeHsn ObICTpPBINA JIMHEHHBIH
TBepro(a3HbIl AETEKTOp C€ AKTUBHOW JUIMHHOW, cocraBmomeii 2,12 rpamyca 2-tera,
U3MEPEHHOH B pexxuMe ckaHupoBaHuss. OOpaser mopomka noMeani B peIHA3HAYeHHYIO 30HY
KPEMHHEBOH KIOBETBHI C HYJIEBBIM ()OHOM U BPAILEHHE OCYIIECTBIISUIM C MOJYYCHHUEM JIyYIIUX
CTaTUCTUYECKUX AaHHbIX. CHUMMETpHUYHOE CKaHUpOBaHUE NpoBoAwiIu oT 4 no 40 rpaaycos 2-
TeTa ¢ pasmepoM mara, cocrasmssromum 0,017 rpagyca, U BpeMeHEM Inara CKaHUPOBAHUS,
coctapisirouiM 15,5 ¢. XRPD-mudpakrorpamma ¢opmel A B BuAe Tuapara KajlHEeBOH COJH
coenuHenus 1 nokasana Ha ¢ur. 39 u 06001meHa B Tabanue 48.

Tabauua 48. ®opma A B BHe ruapaTa KajueBoii coiu coequHenns |

[Tuxu XRPD Yroa (rpaayce 2-Tera £ 0,2) HuTencuBHOCTD, %0
1 204 100,0
2 25,8 47,9
3 15.3 47,4
4 26,4 44.5
5 29.9 42,8
6 29,1 33.9
7 20,1 33.8
8 10,7 32,5
9 24,4 324
10 27,0 32,1
11 24,0 30.8
12 23,5 30.2
13 273 28.6
14 16.8 28,2
15 11,4 25,6
16 19,6 23,8
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17 279 22,9
18 214 21,1
19 254 20,8
20 13,5 204
21 18,2 18.5
22 21,9 16,0
23 13,0 15,0
24 22,5 14,1
25 18,6 12,7
26 12,4 12,0
27 13,9 11,4

B. Ananu3 ¢ nomoubio AudpepeHHATBLHON CKAHNPYOIIel KalopuMeTpUH

[00487] DSC mnpoBomgmnu ¢ mnpuMeHeHHeM Au(GepeHIHATBHOTO CKAaHUPYIOIIETO
kanmopumerpa TA Discovery (TA Instruments, Hero-Kacn, [Ipnasep). I1pubop xamubposanu ¢
nomotnero uHAMA. OOpasusl BecoM npumepHo 1-10 Mr orBemMBany B repMETHYHBIE €MKOCTH,
KOTOpbI€ YKYNOPHBAIM C NMPUMEHEHHEM KpbIlleKk ¢ ogHuM oreepctueM. OOpasubr ams DSC
ckanuposanu ot 25°C no 300°C mpu ckopoctu HarpeBanusi 10°C/muH. [lanHBIE cOOMpanu u
AHATM3UPOBAIM C TMOMOLIBIO mporpaMMmHoro odecrieuenust Trios Analysis (TA Instruments,
Hero-Kacn, pnasep). Ha tepmorpamme mokasaHbl HECKOJBKO SHAOTEPMUYECKUX MHKOB IpPU
~75°C n ~98°C.

IIpumep 30. Popma B B BHae ruapaTa Kaauesoii coyiu coeanHenus I

[00488] ®opmy B B Bume ruaparta kanmueBoi conmu coenuHeHus I momydanu myTtem
cycrieHaupoBaHusi amopdHoil kanweBod comu coemuHeHuss I B ACN mpu KOMHATHOM
TeMIlepaType B TeUeHUe 3 WU 4 Helellb U NPOAOJDKAIM cycneHaupoBanue npu 60°C B TeueHue
6 u.

A. IlopomkoBasi peHTreHOBCcKasi AMPpakuus

[00489] M3mepeHne ¢ MOMOLIBIO MOPOLIKOBOH PEHTI€HOBCKON AU(PAKIIUK TPOBOAMIIH C
npuMeHeHneM augpaktomerpa PANalytical’s X-pert Pro mpu koMHaTHOH Temmeparype ¢
HCTOYHUKOM H3nydenust noHos menu (1,54060 A). Onruueckas cucTeMa Tafaromero mydka
U3JIyUYEHUs] COAeprkaja pa3Hble INETH PACXOIUMOCTH Ui OOECHeueHUs] MOCTOSHHOW JJTMHBI
o0xyueHus1 Ha o0pasle U Ha CTOPOHAX OTKJIOHEHHBIX My4YKOB. IIpuMeHsn ObICTpPBIA JIMHEHHBIH
TBeprOo(a3HBIl AETEKTOp C AKTUBHOW JUIMHHOW, cocraBmomeii 2,12 rpamyca 2-tera,
U3MEPEHHOH B pexuMe ckaHupoBaHus. OOpaser mopoIka moMemany B NpeaHa3HaYeHHYIO 30HY
KPEMHHEBOH KIOBETHI C HYJIEBBIM (POHOM U BpAINEHUE OCYIIECTBIISIM C IMOJYYEHHUEM JyUIIUX
CTaTUCTUYECKUX AaHHbIX. CHUMMETpUYHOE CKaHUpOBaHUE nposBoAawiu oT 4 no 40 rpaaycos 2-

Tera ¢ pasmepoM mara, cocrasissromuMm 0,017 rpagyca, U BpemMeHeM Liara CKaHUPOBAHMI,
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cocrapysirouiM 15,5 ¢. XRPD-nudpakrorpamma ¢gopmsl B B Buzme rumpara kKamueBOoH COJH
coenunenus I nokasana Ha ¢ur. 40 u 06001meHa B Tabanue 49.

Tabauua 49. ®opma B B Buae ruapara kanauesBoi coiu coeguHenus [

ITuxku XRPD Yroa (rpaaycel 2-tera £ 0,2) HNuTencuBHoOCTD, %0
1 6.8 100,0
2 21,5 84,2
3 4,7 69.9
4 12,0 65.0
5 15,2 60.9
6 14,0 56.8
7 19,0 43,0
8 12,8 40,3
9 16,1 39.3
10 23,3 38.7
11 20,4 36.5
12 8,0 35.9
13 24,0 34.9
14 19,5 33,2
15 25,6 27,2
16 27,6 249
17 18,3 22,1
18 16,4 21,1
19 24,4 19,2
20 24,6 17,2
21 4,3 16.6
22 20,1 16.5
23 9.3 15.5
24 17,1 14,5
25 14,8 14,0
26 20,8 12,6
27 28,2 12,5
28 11,2 11,1
29 22,1 10,7
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30 25,3 10,2
31 26,3 10,2

IIpumep 31. I'mapatel popm C u D kanuesoii cosn coeannenus 1

[00490] ITpumepno 1 r amopdHOM KanueBol conu coenuHeHus: I nepemermmBany B ~8,5
v ACN npu Temnepatype OkpyKarouiei cpenbl B TedeHue 10 n. DTy cMech (QUIBTPOBAJIH.
[TonyueHHOE TBEpAOE BELIECTBO MpencTaBisuio coboit popmy C B Buae ruapaTa KajaueBOu COJU
coenunenus I. @opmy C B BuIe ruapaTa KanueBou conu coenunenus I BpicymmBanu mpu ~29°C
nox BakyymoM. IToydeHHOe TBEpIOe BEINEeCTBO MPeaCcTaBisuio coboit popmy D B Bume rumpara
KaJiueBou conu coequHeHus I.

A. IlopomkoBasi peHTreHOBCcKasi AUPpakuus

[00491] XRPD-nmu¢paxrorpaMmbl NOJIyYadd MPH KOMHATHOW TEMIIEPAType B PEKUME
oTpakeHus ¢ npuMmeHeHneM Bruker Advance, ocHameHHoro aerekropom Vantec-1. OOGpaser
aHAJIU3UPOBAIU B KpeMHHEBOH KroBeTe OT 3 110 40° 2-TeTa B HEMPEPHIBHOM PEXUME C pa3MEpOM
mrara, cocrapysiromuM 0,0144531° u BpemeneMm Ha craauio, coctaisromum 0,25 ¢. Obpazen
Bpamanu mpu 15 00./mun. XRPD-gudpakrorpammer ¢popmser C u ¢opmer D B Bune ruagpaTos

KaJaneBoil conmu coenuHeHus 1 mokaszansl Ha ¢ur. 41 u ¢ur. 42 u 06obmens! B Tabaune 50 u

Tabauune S1.
Tabauua 50. ®opma C B BHAe ruapaTa KajueBoii coiu coexnHeHus |
IIuxku XRPD Yroa (rpaaycel 2-tera £ 0,2) HuTencuBHoCTD, %0
1 6.3 100,0
2 4,8 79,7
3 14,2 74,3
4 19,0 33.9
5 19,7 31,2
6 15,3 28,7
7 21,3 27,2
8 23,8 26,0
9 11,2 244
10 25,5 24.0
11 23,0 23,5
12 16,1 22,2
13 11,6 20,7
14 12,0 20,4
15 20,5 20,3
16 24,4 19.4
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17 7.7 19,2
18 18,5 18.5
19 16,4 17,0
20 6.7 16,8
21 15.8 15.5
22 26,5 13,3
23 12,7 13,1
24 13,5 10,9
25 9.5 10,3
26 27,1 10,2
Tabauua S1. ®opma D B Buae ruapara KaimeBoii coiu coennHeHus |
IIuxku XRPD Yroa (rpaaycsl 2-Tera £ 0,2) HuTencuBHOCTD, %0
1 4,8 100,0
2 4,4 56,1
3 14,3 51,6
4 15,3 50,6
5 13,1 50,1
6 7,0 44,0
7 21,9 43,9
8 12,2 42,4
9 18,5 32,2
10 24,2 29,7
11 25,1 26,3
12 19,7 244
13 8,1 21,1
14 26,4 20,1
15 22,9 19,1
16 17,4 17,6
17 16,4 15,1
18 8.8 11,2

B. Teepaodazueiii AMP
[00492] Cnextp TBepmodazHOro Bc smp ¢opmbl C B Buae rujaparta KajaueBOH COJU

coenunenus I npencrasnen Ha ¢ur. 43 u 00001IeH B Tabaume S2.
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Tabnuua S2. Teepaodasuniii AMP ¢opmbl D B Buae rugpata Kaauepoil couu

coearHenus I

Ne nuka Xumuyecku casur [ppm] £ 0,2 HNHTEeHCUBHOCTD [OTH. |
1 178,9 21,6
2 165,8 16,8
3 164,1 18,0
4 162,6 27,6
5 159,6 39,7
6 151,9 24,6
7 1483 40,0
8 1447 24,9
9 143,0 11,8
10 142,1 10,8
11 138,2 32,1
12 127,5 65,6
13 120,1 14,9
14 118,7 20,2
15 1154 14,4
16 113,5 15,1
17 111,2 34,4
18 108,0 18,3
19 96,9 71,5
20 72,7 8,1
21 72,0 9,5
22 71,2 8,6
23 68,1 13,0
24 64,2 52,1
25 63,5 100,0
26 55,5 38,0
27 52,2 30,4
28 51,2 19,1
29 49,5 18,6
30 43,1 14,3
31 39,2 36,9
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32 37,6 482
33 31,0 35,3
34 282 77,3
35 27,8 73,8
36 26,5 74,1
37 25,2 46,5
38 23,7 40,3
39 21,3 53,9
40 20,0 56,4
41 17,9 39,1
42 16,9 50,4
43 16,0 57,9
44 5,9 73,1
45 4.0 55,8

IIpumep 32. Popma A B BUAE THAPATA AMMOHHUIHHOI1 cosiu coeanHeHust 1

[00493] IMonyuanu cTokoByto cycnieH3uto popmbel A coenunenus 1 (ceoboxHast popma) B
aueroHe npu koHueHtpauuu 0,1 M 1 BBOAUIU B peakLUIO ¢ THAPOKCUAOM aMMOHHMSI B BOZE IpU
MoJisipHOM cooTHoureHnu 1:1. ObecneunBanyu nepeMelInBaHUE IPO3PavyHOro pacTBopa MpU
KOMHAaTHOW TemIepaType B TedeHue 2 HeAeab. OTO MNPUBOAWIO K IOJYYEHHIO CBETJIO-
KOPUUYHEBOTO TBEPAOTO BELIECTBA.

A. IlopomkoBasi peHTTeHOBCKasi AU (Pppaxuus

[00494] U3mepeHre ¢ TOMOLIBIO MOPOLIKOBOH PEHTIEHOBCKON AM(PAKLINU IPOBOIUIH C
npumMeHenueMm auppaktomerpa PANalytical’s X-pert Pro mpu kOMHAaTHO# TemmepaTrype ¢
MICTOYHHUKOM H3nydenust noHos menu (1,54060 A). Onruueckas cucTeMa Nafaromero mydka
U3JIy4EHUs] COAepiKaja pasHble INEIH PACXOAUMOCTH Ui OOECHEeUYeHHs MOCTOSHHOHN JIJTHHBI
o0yueHus1 Ha o0pasle U Ha CTOPOHAX OTKJIOHEHHBIX My4YKOB. [IpuMeHsn ObICTpPBIA JIMHEHHBIH
TBepro(da3HBIl AETEKTOp C AKTUBHOW JUIMHHOW, cocraBiomeii 2,12 rpamyca 2-tera,
U3MEPEHHOHN B pexxuMe ckaHupoBaHust. OOpaser mopoka noMeaii B IpeIHA3HAYeHHYIO 30HY
KPEMHHEBOH KIOBETHI C HYJIEBBIM (POHOM U BPAIIECHHE OCYIUECTBIISUIM C MOJYYCHHUEM JIyYIIUX
CTaTUCTUYECKUX AaHHbIX. CHMMETpUYHOE CKaHupoBaHue npoogwiu oT 4 no 40 rpaaycos 2-
TeTa ¢ pasmepoM mmara, cocrasmsomum 0,017 rpagyca, U BpemMeHeM LIara CKaHUPOBAHUS,
coctaysirouM 15,5 ¢. XRPD-nugpakrorpamma ¢opmsl A B BUe THApPATa aMMOHHUITHON CONTU
coenuHenus 1 nmokasana Ha ¢ur. 44 u 06001meHa B Tabauue 53.

Tabauua S3. Popma A B BUae ruApaTa aMMOHHIHOI coyiu coennHenus |

IIuxku XRPD Yroa (rpaaycei 2-Tera £ 0,2) HNHuTencuBHOCTD, %0
1 5.5 100,0
2 15,3 44,9
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3 17,7 44.9
4 19,6 35,4
5 20,9 30,6
6 18,0 25,7
7 16,3 25,2
8 23,6 24,5
9 18,7 18,8
10 24.4 17,7
11 14,2 16,0
12 18,9 15,6
13 21,1 12,6
14 21,7 12,0
15 7,5 11,7
16 13,9 11,2
17 22,4 10,8

IIpumep 33. ®Popma H kanbuuesoit conu coequHenus 1

[00495] K 49,5 r natpuesoii conu coenunenus I 3arpyxanu 222,75 mn stanona u 24,75
M1 Bozbl. B3eck HarpeBanu 1o 45°C u BHocuim B kauectse 3arpaBku 0,495 r popmbl A B Buze
ryujipaTa KaJbLiueBou conu coenuuenus I. 3arpyskanu pactsop 4,723 r xnopuaa xaiabuus, 4,26
M sTaHona u 0,47 M BOABI B TEUEHUE MEPUOAA BPEMEHH, cOCTaBisiBLIiero 4 yaca. B3eech
nepememuBanu npu 45°C B Teuenue 3 nHell. IlonydyeHHble TBepnble BeleCTBA COOMpanu ¢
IIOMOIIBIO BakyyMHOH ¢uibrpanuu. Ocanok Ha (GHIbTpe NEPEeHOCHIH B BAKYyMHYIO I€Yb CO
BITyCKOM HeOOoJbIIoro konudectsa azora. K 5,12 r cyxoro npoaykTa, MOJYYEHHOIO BBILIE,
3arpyxamu 30 mn IPA u 20 mn Boael. B3eech Harpesanu go 25°C. B3Becy mepememinBaiu B
tedeHue 12 gacos. 3arpyxanu 50 mu [IPA B TeueHue nepruona BpeMeHU, COCTABIISIBLIETO S5 4acoB.
ObecneunBanu mnepeMeIlMBaHUE B3BECH B TedeHWe O aHeW. 1 M1 B3BECH MNEPEHOCHIIM B
otaenbHbIl (hyakoH u BeTpsxusanu npu 25°C B Teuenune 18 mHeid. 3arem 1 mMu B3BECH XpaHUIIH
NpY KOMHATHOW TeMIlepaType, a TBepAble BemecTBa conepxkanu ¢opmy H kanbuueBoi comu
coenuHenus L.

A. IlopomkoBasi peHTreHOBCKasi AMPppaxuus

[00496] XRPD-nu¢paxrorpaMmsl NOJy4Yaad NPU KOMHATHOW TEMIIEPAType B PEKUME
oTpakeHus ¢ npuMmeHeHneM Bruker Advance, ocHameHHoro aerekropom Vantec-1. OOGpaser
aHAJIU3UPOBAIU B KpEMHHUEBOH KroBeTe OT 3 110 40° 2-TeTa B HEMPEPHIBHOM PEXUME C pa3MepOM
mrara, cocrapysiromuM 0,0144531°, u BpemeneMm Ha cranuto, cocrasisiromumM 0,25 ¢. OOpasen
Bpawanu npu 15 06./Mun. XRPD-gudpakrorpamma popmbr A B BUie ruzpara KajabLUEBOH CONU

coenuHenus I nokasana Ha ¢ur. 45 u 06001meHa B Tabanue 54.
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Tabnauua S4. Curnaast XRPD kpucrannuuyeckoii ¢popmol H B Buae kaabuuesoit

coJia coearHenus 1

ITuku XRPD Yroa (rpaaycsi 2-Tera + 0,2) HNHTencuBHOCTD, %0
1 14,5 100,0
2 5,8 76,2
3 13,0 72,6
4 17.5 62,5
5 20,2 57.7
6 17,3 51,0
7 16,0 50,6
8 19,5 48.5
9 18,7 43,9
10 19.8 40,7
11 21.1 40,0
12 22,0 38.9
13 22,2 34,0
14 12,0 31.1
15 213 304
16 23,6 29.5
17 8.3 29,0
18 25,0 28,6
19 11,6 28,1

20 23,3 27,8
21 16,6 22,5
22 8,7 223
23 24,0 21,7
24 25,2 20,6
25 243 19.2
26 11,0 19.1
27 26,3 18,6
28 17.9 18,3
29 22,6 18,3
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30 11.2 16,3
31 29.0 15,1
32 14,9 15.0
33 28.3 14,7
34 13.4 13,5
35 26,1 13.3
36 9,3 12,8
37 16.8 11,6
38 24.6 11,5
39 27.9 10,6
40 13.8 10,1

B. IloaTBep;KaeHNEe CTPYKTYPBI MOHOKPHCTAJLIA

[00497] Mannble penTreHoBckoi audpakuun nomyyanu npu 100 K Ha mudpakromerpe

Bruker ¢ HCMONb30BaHMEM CHHXPOTPOHHOro wu3mydenmst (0,7288 A), mpemocrasmsiemoro

beamline 12.2.1 Ha oOBeKTe CHENMMATHM3UPOBAHHOTO HCTOYHMKA M3JydeHHs HanmoHampHON

naboparopun JloypeHca B bepxim, m merekropa CMOS. Ctpykrypy pacmmdpoBbIBAIH U
yrounsun ¢ npumeHerneM rporpammbl SHELX (Sheldrick, G.M., Acta Cryst., (2008) A64, 112-

122), u pe3ynbraThl 0000IIEHbI B Ta0aHIe SS HIDKE.

Tabnuua SS. TloaTBep:kaeHne CTPYKTYpbl MoOHOKpHcTawia ¢opmelr H B BuIe

KaJbIHeBOH coJiu coeanHeHus I

Kpucrannuyeckas cucrema Tpuxnunnas
IIpocTpancTBeHHas rpynna: P1
a(A) 8,6511(4)
b (A) 17,7759(9)
c(A) 24,0661(12)
() 82,471(3)
B 86,951(2)
6 86,564(2)
Vv (A7) 3658,6(3)
Z/7' 12
Temneparypa 100 K

C. Teepaodazusbiii AMP

[00498] Crnextp TBepaodazHOro Bc amp dopmbl H B BHIe KambLueBOW CoOJU
coenunenus I npencrasneH Ha ¢ur. 46 u 00001eH B Tabaume S6.
Tabauua 56. Teepaodaszubiiit AMP ¢popmbl H B Buae kaabiueBoi coyiu coeInHeHHUs
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Ne nuka Xumuyeckui casur [ppm] £ 0,2 HNHTEeHCUBHOCTD [OTH. |
1 177,4 7,3
2 176,8 8,6
3 175,5 14,5
4 166,8 16,4
5 164,7 39,3
6 160,7 23,5
7 159,6 17,2
8 158,7 14,6
9 157,8 14,4
10 157,3 16,4
11 157,0 11,1
12 155,0 9
13 153.,4 16,7
14 152,7 8,9
15 148,9 35,9
16 147,0 11,8
17 143,0 13,3
18 141,4 20,8
19 140,3 15,1
20 139,0 17,8
21 138,7 18,8
22 138,0 19,5
23 1294 18,8
24 1283 34,7
25 126,7 26,0
26 118,9 18,3
27 117,0 24,7
28 115,1 22,7
29 113,7 223
30 113,3 23,0
31 111,4 12,0
32 110,4 26,2
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33 110,1 13,6
34 98,0 21,6
35 97,5 29,1
36 97,1 28,0
37 96,4 17,9
38 95,9 222
39 94.6 20,3
40 93,7 25,8
41 92,5 22,6
42 69,7 34,0
43 68,9 11,9
44 64,6 24,0
45 63,3 51.5
46 61,7 28,3
47 60,9 21,2
48 57.7 23,0
49 56,6 16,2
50 51,6 27.8
51 49,5 31,5
52 49,0 28,4
53 42,8 11,1
54 41,5 19,5
55 38,9 33,8
56 38,6 42,0
57 37,9 25,4
58 33,6 14,0
59 31,8 20,3
60 31,2 36,8
61 30,2 26,2
62 292 27,5
63 28,7 38,1
64 272 100,0
65 26,9 58,4
66 25,7 30,9
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67 23,9 252
68 22,1 32,1
69 20,5 20,5
70 19,7 31,9
71 19,4 75,5
72 18,9 33,5
73 18,2 44 4
74 6,3 29,0
75 438 451
76 3,3 36,3
77 2,8 30,5

D. Ananus ¢ nomombio AH(pdepeHIHATBHON CKAHUPYIOLIEH KAJIOpUMeTPHH

[00499] DSC-tepmorpammy mnonydanu ¢ mpumeHeHuem TA Instruments DSC Q2000.
Obpasen HarpeBamu npu 10°C/mun or 30°C go 400°C. Ha TepmorpamMme MOKa3aHbI
sHAOTepMuueckue nuku npu ~69°C u ~113°C.

Ilpumep 34. ®opma D coennnenus 1 (cBodoanas popma)

[00500] Meuennyto npu kapGonmite yruepogom C dopmy D coenunenus I (cBoGoxuast
¢dopma) monyganu myTeM (QUIBTPOBAHUS C yIAJEHUEM CYCHEHIUPOBAHHBIX TBEPIBIX BEINECTB,
NOJIYYE€HHBIX B XOZI€ PEAaKIMU. Y TaJ€HHbIE TBEP/blE BEIEeCTBA MPOMBIBAIN H30MPONUIALIETATOM
(2 X 30 wmm). Crmoum w3 ¢unbTpara pasfesuid € IOJNYYEHUEM MEJKOAHMCIIEPCHOTO
CYCIIEHANPOBAHHOTO TBEPAOrO BELIECTBA B CJIO€ SMYyJbCUU. BoxHbI cioli oTOpachIBajH.
OpraHu4eckuii CJoi mpoMbIBaK ¢ omMouIbio 8% BoaH. Bec./00. uuTpaTta TpuHatpus (120 mur).
Jlobasnsimu coneBoii pactBop (2 X 10 mir) co cmocoOGcTBoBaHueM pasaenenuto (as. Bomublid
cioit orOpackiBaiv. OpraHUYecKHuil CJION MPOMBIBAIM CMECHIO BOZA:CojieBoit pacTBop 1:1 06.:00.
(80 mur). MenkoaucnepcHoOe CyCNeHIUPOBAaHHOE TBEPAOE BEIECTBO B CJIOE 3MYJIbCHU BCE €lIe
ocraBasiocb. Bomublil cioit otOpaceiBani. OpraHMYecKHil CJIOW OCBETSSUIM (DHIBTPOBAHUEM
yepe3 CloW (PHIIbTPOBAJILHOTO CPEACTBAa Ha OCHOBe Henuta. Ocanok Ha (QHIIbTpe MPOMBIBAIN
u3onpomnwianeratoM (30 ). OuabTpaT KOHLUEHTPUPOBAIM TNPU MOHWKEHHOM IaBJICHUU U
nobGasystmn nponaron (180 mur). Cmech KOHLEHTPHPOBAIM NPH MOHMKEHHOM JaBJICHUU. DTy
craguto nosropsut. K cmecn nobasmsuin Ttonmyon (180 mir) m cMech KOHLEHTPHPOBAIH TPU
NOHMKEHHOM JaBJIEHUH. DTy CTAaIUIO TMOBTOPSUIM C IOJYYEHHEM TyCTOH B3BECH, KOTOPYIO
JOTIOJIHUTENBHO KOHLEeHTpupoBann a0 60 mu tomyona. Ilocne mepemernnBaHus B3BECH B
T€YCHHEe HOYH TBEPAOE BEIIEeCTBO COOMpanu myTeM (UIbTPOBAaHUS M OCATOK Ha (UIIBTpE
npombiBa TonyosioM (2 X 20 wmur). Teepmoe BemecTBO BBICYIIMBAJIN IO BAKYyMOM CO
BITycKoM aszota npu 50°C 1o Tex mop, moka MOTepU NPU BHICYIIMBAHUHM HE COCTABIUIN OoJjee
1%, ¢ nonmyuenuem 13,2 r (BrigeneHHbIl Bbixog 65%) mpoaykTa B BUIe Oeoro-rpsi3Ho-0enoro
TBEPJIOTO BEIIECTBA.

A. IlopomkoBasi peHTreHOBCcKasi AM(Ppaxuus
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[00501] Cnextpst XRPD 3anuceiBanu INpuU KOMHATHOH TeMIlEpaType B pexXHUMe
nponyckanus ¢ npuMeHeHueMm cuctembl PANalytical Empyrean, ocHameHHONW HCTOYHHUKOM B
BUZIE repMeTH3UpoBaHHON TpyOku u perekropoM PIXcel 1D Medipix-3 (Malvern PANalytical

Inc, BectOopo, Maccauycerc). PeHrreHoBckuil wusnyuaTenb paboTan IpH HaNPsHKEHHH,

cocrasisitonieM 45 kB, u cune Toka, cocrasisiroineit 40 MA, ¢ MenHbM usnydeHuem (1,54060
A). O6pasen mopomka momemanu B 96-TyHOUHYIO KIOBETY C MAHIapOBOil TEHKOH U 3arpyKaiy
B ycTpoiicTBo. OOpas3en CKaHUPOBAIHM B AMANIA30HE OT MPUOIU3UTENIBHO 3° 10 MPUOIM3UTETBHO
40° 26 ¢ pasmepom mara, coctaisromum 0,0131303° u 49 ¢ na mar. XRPD-nudpakrorpamma
¢dopmbl D coenmunenust 1 (cBobomnas opma) mpencrasnena Ha ¢pur. 47, u nanasie XRPD
00001meHs! HUKe B Tabaune S7.

Tabnuua S57. Curnaast XRPD xkpucrannuueckoir ¢opmbel D coegunenns 1

(cBoOoaHas popma)

[Tuxu XRPD Yron (rpaaycei 2-Tera HuTencuBHoOCTE, %
0,2)
1 3,7 100,0
2 7.4 82,3
3 7.3 62,6
4 17,3 45,8
5 10,4 40,0
6 12,2 36,0
7 16,1 31,7
8 17,0 29,4
9 20,8 28.4
10 18,4 27,2
11 8,2 25.9
12 22,4 247
13 19,7 23,4
14 13,0 20,1
15 23,4 16.9
16 21,6 11,5
17 8.4 10,7
18 254 10,7

B. TBEPTO®A3HBIN AMP
[00502] Hannbie TBepaOda3HOTO Bc samp ¢dopmbl D coenunenus 1 (cBobonnast popma)

npencrasieHsl Ha ¢ur. 48 u 0000menHs! B Tadaue S8 Hinke.
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Tabauua S8. Teepaopasubiii AMP popmer D coequnenns I (cBodoanas gopma)

Ne nuka Xumuyeckui casur [ppm] £ 0,2 HNHTEHCUBHOCTD [OTH. |
1 166,1 100,0
2 164,6 75,7
3 1589 1,8
4 155,2 1,5
5 153,7 0,8
6 152,7 1,0
7 1522 0,5
8 1513 1,3
9 149,6 1,2
10 1422 1,0
11 141,1 1,8
12 135,7 1,6
13 130,7 0,6
14 129,2 0,7
15 128,1 1,3
16 114,2 1,4
17 113,6 23
18 111,6 0,6
19 110,9 0,7
20 110,2 0,6
21 1083 0,8
22 107,4 1,2
23 96,8 1,7
24 94,9 1,0
25 94,2 1,3
26 69,8 0,4
27 68,8 0,9
28 68,0 0,5
29 66,8 1,4
30 65,7 1,4
31 63,9 0,7
32 63,0 3,8
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33 61,0 1.4
34 59.9 1.5
35 52.5 1.8
36 51,6 1,5
37 50,5 0,8
38 39,5 3,6
39 38.9 1.9
40 37.5 1.1
41 31.8 12
42 30.6 1.0
43 293 13
44 27.6 23
45 26.1 2.8
46 25,6 24
47 249 2.8
48 23,2 0,7
49 21,6 13
50 20,9 1.5
51 20,0 1,6
52 19,7 1.6
53 18,9 1,5
54 16,5 15
55 15,7 1.7
56 14,0 0,5
57 6.6 1.0
58 5.9 1.0
59 5.1 1.0
60 4.0 1.0

IIpumep 3S. ®opma E B BUae ruapara HaTpHEBOH €014 coeanHenus 1

[00503] ®opma E B Buae rumpara HaTpueBoil conu coenuHeHus: 1 obecrieynBaer coib
Kajnplmsl U coexauHeHWs I mpu Oospinel 4ucTOTE, 4YeM MPH TMOJNYYEHHH C NPUMEHEHHEM
amop(HOI HaTpueBOW coiu coeanHeHUus I, 9YTO MOXKeT OBITh NMOATBEPKAEHO C MPUMEHEHHEM
aHamuTH4IecKux Meronuk, Takux kak HPLC wnmm ssNMR.

[00504] 1 r popmbl A B Buze ruznpara HaTpueBoi conu coenunerus I, 5 mur IPA u 5 mn

BOABI 3arpykainu B cocya Easymax obobemom 50 ma u HarpeBasmu ao 65°C. IlonyudeHHBIi
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pactBop oxiaxaanu 1o 45°C 3a 20 muH. B xagectse 3arpasku 0,01 r ¢popmsl A B BUze rugpara
HaTpueBol cou coenunenus 1 nodasmsum B pactBop. Cmech BeiaepskuBain npu 45°C B TeueHne
1 4. 3arem 10 M BOABI 3arpy»kanu B cocys B TedeHHe 5 yacoB. Cmech oxnaxaanu 1o 20°C B
TeueHne 4 4. OcaaeHHble TBEpAble BEINECTBA OT(IIBTPOBBIBAIH, (PHIBTP NPOMBIBATIH C
nomoinero 10 mi cmecu IPA:Boxbl 1:3 00.:00. u BeicyIIMBaau Ha Bo3nyxe. KoHeuHoe TBepaoe
BEIECTBO MPENCTABILIO co00i cMech popmel A u popmbl E B Bune runpatoB HaTpUeBO cou
coenuHenus 1.

[00505] ~522,3 r runpata HaTpuesoii conu coenunenus I (cmecy popmbl A u Gpopmsl E),
2,64 xr IPA, 43,5 r 2,0 M NaOH wu 3,54 kr BOmbl 3arpy;aiu B J1aOOpaTOPHBIN peakTop,
cHaOxeHHbIH pydarkoii, oobemoMm 10 11 u HarpeBaiu 10 73°C. ITony4eHHBIH pacTBOP OCBETIISLIIH
¢unbTpoBannem u oxyaxaanu 1o 58°C. B pactop nobasisum 6,18 kr Boapl. 3aTeM B KauecTBe
3arpaBku 4,9 r dpopmer E B Buge runparta HaTpueBoit conu coequHenus 1 no0aBisiiu B pacTBOP
nipu 40°C. Cmech oxnaxxganu 10 5S°C B TeueHue 12 4, a 3aTem BoigepkuBaiu npu 5°C B TedueHHe
Houn. OcaxIeHHBbIE TBEpIbIe BEIECTBA OT(HIBTPOBBIBAIIA M MPOMBIBAIH CMeChio 1,745 kr
BoabI+0,58 kr IPA, a 3arem BbeicymmBanu non BakyymoM npu 40°C. KoneuHoe TBepnoe
BEIIEeCTBO NMpencTaBisuio coboii popmy E B BUae ruapara HaTpueBoit conu coequuenus 1.

Anvmepuamuénsiii nymov nOTyYeHUs

[00506] ®opmy A B Buze runpara HaTpuesoi coyu coequHenws 1 (20 r, 31,213 mmons, 1
5kB.) pacteopsui B cmecu IPA/Boma 1:1 (200 mu, 10 oOwsemoB) npu 65°C. PacTtBop oxmaknanu
no 45°C m BBOAMIM B KadecTBe 3aTpaBku cMech (opmbl A u ¢opmel E B Bume runmparos
HatpueBol comu coenuHenus I (200 mr, 1% Bec./Bec., cmech ¢opm A u E). 3arem B
OITHOPOAHBIN PaCTBOP C 3aTpaBKOM 3arpyxanu Boay (200 M) B TedeHue S5 4acoB. 3aTeM pacTBOP
oxjnaxnamu 1o 20°C B TeueHue 5 yacoB. TBepnble BelecTBa BbIIEIAIN MyTeM (QUIBTPOBAHUS,
NPOMBIBAJIA C TMOMOLIBIO MUHHUMAJIBbHOTO Kojm4ectBa cmecu IPA/Boxa (1:3) u BeICYLIMBAU B
BAaKYyMHOW I€4YM A0 AOCTHKEHHsI MOCTOSHHOro Beca. Beixonm ¢opmer E B Bume ruapara
HaTpueBol conu coenunenus I cocrasinsn 97,49%.

A. IlopomkoBasi peHTreHOBCKasi AU Ppakuus

[00507] Cnextpbl mopommkoBoil pertrenoBckor nudppakipn (XRPD) 3anuchiBamu npu
KOMHATHOW TeMIlepaType B pPEXUME MpOMyCKaHus ¢ TNpuMeHeHueMm cuctembl PANalytical
Empyrean, ocHameHHOH HCTOYHUKOM B BUZE MepMETH3UPOBAHHON TpyOku u nerekropom PIXcel
1D Medipix-3 (Malvern PANalytical Inc, Bectbopo, Maccauycerc). PEeHTreHOBCK Ui H3Ty4aTeb
paboTan mpu HampsoKkeHWH, coctabisiromeM 45 kB, u cuie Toka, coctaBisromed 40 MA, ¢
MenHeiM manyderneM (1,54060 A). O6pasen mopomka momemanu B 96-TyHOUHYIO KIOBETY C
MalIapoBOl TUIGHKOW W 3arpykaju B ycTpoicTBo. OOpasen CKaHMPOBAJM B AHMAMA30HE OT
npubnusuTensHo 3° no mpudnusutensHO 40° 20 ¢ pasmepom mara, cocrasisromum 0,0131303°,
1 49 ¢ Ha war.

[00508] XRPD-mudpakrorpamma ¢opmer E B Buzme ruapara HaTPUEBOW COJU
coenunenus I npencrasiena Ha dur. 49, u nanusie XRPD 06001mmens! Hinke B Tadanue 59.

Tabnuua 59. Curnanel XRPD kpucranaudeckoii ¢gopmbl E B BHae ruapara

HATpPHEBOH coJH coeanHeHus |
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Ne nuxa VYron (rpamycsl 2-Tera £0,2) HHureHncuBHOCTB, %
1 4,3 100,0
2 10,6 69.8
3 13,4 47,0
4 13,0 41,8
5 11,7 25,3
6 17,3 222
7 22,3 21,3
8 20,0 21,2
9 19,2 20,4
10 23,1 20.3
11 14,1 19.9
12 21,4 17.4
13 14,9 16.0
14 21,5 14,4
15 18,8 12,2
16 14,2 10,6
17 18,1 10,2

B. IloaTBepKAeHHE CTPYKTYPbl MOHOKPHCTAJLIA

[00509] Hannble pentreHoBckoi audpaxuun nonydanu npu 100 K Ha nudpakromerpe

Bruker, ocHamenHoM ucrounmukom minydenuss Cu K, (\=1,54178 A) u nmerexropom CMOS.

Ctpykrypy pacmudpoBbBaIM W YTOYHSUIM C TpuUMeHeHueM makera mnporpamm SHELX
(Sheldrick, G.M., Acta Cryst., (2008) A64, 112-122), u pe3yabTaTbl KPaTKO H3JIOKEHbI B

Tabmuue 60 HUxKe.

Tabnuua 60. IloaTBepkaeHue CTPYKTYpbl MOHOKpHcTamwia ¢opmbel E B BHAe

ruApaTa HaTpueBo cosu coeanHenus I

Kpucrannudeckas cucrema OptopomOnueckast
IIpocTpancTBeHHas rpymnmna C222,

a(A) 12,6556(9)

b (A) 13,1640(7)

c(A) 39.928(4)

a () 90

P 90

7 () 90
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V(A% 6651,9(9)
Z/7' 8/1
Temnepartypa 100 K

C. Teepaodasusbiii AMP

[00510] Crextp TBepmodastoro “C SIMP dopmbl C B Bue rmapaTa HATPUEBON COJM
coenunenus 1 npencrasnen Ha ¢pur. S0 u 0600uIeH B Tadauue 61.

Tab6auua 61. Teepaodasubiii SIMP dopmbl E B Buae ruapara HATpHUeBOH COJIH

coeauHenus |

Ne nuka Xumuyeckuii caur [ppm] £ 0,2 HHTEeHCUBHOCTH [OTH. |
1 177.4 20.5
2 165,2 33,0
3 1613 17,9
4 1554 22,1
5 153.6 15.5
6 149.9 22,6
7 1427 34,7
8 140,3 28,1
9 128.4 37,2
10 121,3 22,8
11 113,5 36.9
12 111,5 12,1
13 111,1 23,8
14 101,0 41,1
15 93,1 447
16 69.5 534
17 62,6 36.9
18 61.9 10,0
19 55.2 28,4

20 50,6 13,2
21 50,0 40,2
22 38,2 25,7
23 30.9 51,6
24 30,2 51.3
25 29,0 51,2
26 27,8 58.0
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27 26,8 59.4
28 25,8 53.9
29 21,1 100,0
30 17,2 75.9
31 7.2 41,3
32 6.5 46,0
33 5.9 41,9
34 2,1 35.8

IIpumep 36. Coanar ¢ IPA HaTtpuesoii cou coenunerus [

[00511] K ~200 mr amopdHO# ¢hopMbl A B BHIE THApPATa HATPUEBOH COM coequHeHHs 1
3arpy>xanu 2 mia IPA. B3sech nepemernnBaiy npu TeMIiepaType OKpy>Karolieil cpepl B TeUeHue
5 nueii. [TonydeHHOE TBepAOe BELIECTBO MPENCTABIsLIO cCoOOM conbBat ¢ IPA HaTpueBoil conu
coenuaenust 1. CombBar sBisieTcst JaOWNBHBIM W H3MeHseT (GOpMy TPH BAKYYMHOM
BbicyinBaHuu 1pu 40°C B TeueHHe HOYH.

A. IlopomkoBasi peHTreHOBCcKasi AMPpaxuus

[00512] Cnextpsl nopomkoBoil pertreHoBckoi nudppakimn (XRPD) 3anmceiBanu npu
KOMHATHOW TeMIlepaType B pPEXHME IpOMyCKaHus ¢ npuMeHeHueMm cucrembl PANalytical
Empyrean, ocHaleHHON HCTOYHUKOM B BUZIE€ FepMETU3NPOBAHHON TPpyOKkH u nerektopoM PIXcel
1D Medipix-3 (Malvern PANalytical Inc, Bectbopo, Maccauycerc). PeHTreHoBCKui u3nmy4aresb
paboTan mpu HampsDKEHUH, cocrasisitomeMm 45 kB, u cuie Toka, cocraBisomein 40 MA, ¢
MenHbiM u3ydenuem (1,54060 A). O6pasel mopomika nomemand B 96-TyHOUHYIO KIOBETY C
MalapoBOl IUIGHKOW W 3arpykaiu B ycTpoicTBo. OOpasen CKaHMpPOBAJM B AHAMa30HE OT
npubansuTensHo 3° 1o npubausuTensHo 40° 20 ¢ pasmepom mara, cocrasisomum 0,0131303°,
1 49 ¢ Ha war.

[00513] XRPD-mudpakrorpamma ¢opmsel A B Bume conbBata ¢ IPA  (BiaskHbIN)
HatpueBol conu coenuHenus I u ¢opmer B B Bune conmpBara ¢ IPA (cyxoii) HaTpUEBOH CONMU U
coenuHenust 1 mpencrasnensl Ha ¢ur. S1 u ¢ur. 52, coorBercTBeHHO, U AaHHble XRPD
00001meHs! HUke B Ta0aune 62 1 Tadanue 63 COOTBETCTBEHHO.

Tabauua 62. Curnansl XRPD kpucraniunyeckoii ¢popmel A B Buae cosbbata ¢ [IPA

(BJIaKHBII) HATPHEBOH c0Ju coequHenus |

Ne nuxa Yron (rpagycsl 2-Tera £0,2) HNHureHncuBHOCTB, %
1 3,6 100,0
2 3.5 94,3
3 9.5 12,4

Tabauua 63. Curnansl XRPD kpucrananyeckoii ¢gopmbl B B Buge conbbara ¢ IPA

(cyxoii) HaTpueBoi cosu coequHeHus |

Ne nuxa VYron (rpagycer 2-Tera £0,2) HHreHncuBHOCTB, %
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1 4.0 100,0
2 18,5 19,3
3 5.3 19,3
4 9.7 17,7
5 20,0 15,6
6 7.9 11,4
7 11,0 10,3
8 13,9 10,2

C. Teepaodazusiii AMP

[00514] Cnextp TBeprodastoro C SIMP popmsl B B Buzme combsara ¢ IPA (cyxoii)
HaTpueBol cou coenunenus I mpencrasiexn Ha pur. 53 u 06001eH B Tadanue 64.

Tabnuua 64. Teepaodasuniii AMP ¢opmbl B B Buae coanBata ¢ IPA (cyxoit)

HATpHEBOH cosiu coeanHeHus |

Ne nuka Xumuyecku# casur [ppm] £ 0,2 HNHTEeHCHUBHOCTD [OTH. |
1 180.3 10.9
2 178,7 16.6
3 166,2 11,4
4 1647 31.4
5 161,6 39.1
6 159,5 45,4
7 153,0 20,1
8 149.,6 37.9
9 142,0 23,1
10 140,3 34.5
11 138.,4 18,1
12 1359 76,1
13 129,2 18,4
14 127,7 33,6
15 1270 31,0
16 118,1 24,0
17 117.0 24.8
18 114,1 48,1
19 106,8 18.3
20 105.4 34,6




209

21 97.1 30,2
22 96,1 48,3
23 95,5 50,2
24 94.4 30.8
25 70,5 14,0
26 68.9 21,7
27 67.6 27.8
28 64,1 37,5
29 63,5 26,2
30 61,8 80,9
31 59,5 51.8
32 56,4 13.8
33 545 27.0
34 53,6 38,7
35 51,7 20,6
36 39,7 82,8
37 32,7 58.2
38 31,5 39.3
39 30,5 37.6
40 28,7 55.5
41 27.2 100,0
42 26,1 97.5
43 24.6 61.5
44 20,2 53,5
45 19,5 80,2
46 18,4 58,0
47 6.4 44,8
48 5.1 57.1
49 3.6 47.6

IIpumep 37. llonnyuyeHue TadneTkH, coaep:kamei S mr coequHenus I

[00515] MUKpPOKPUCTA/UNIMYECKYID  LEJUIFOJIO3y  MPOMYyCKalu dYepe3 CHTO U3
Hepxkaseroweit cramu (30 memr) u 3arpyxamu 210,1 r B konreiinep Bohle obvemom 10 1.
Coenunenue I nponyckanu yepes cuto 3 Hepskaperouten cranu (30 mem) u 3arpyskam 210,0 ©
B KoHTeitHep Bohle Ha 10 5. KoHTeliHep repMeTHYHO 3aKpbIBAJU U KOMIIOHEHTHI CMELINBAJIHU B

TedeHne 2 MHH NpH cKopoctd 32 00./MUH C TOJY4YEHHEM CMECH MHKPOKPUCTAIUTMYECKON
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netroo3bpl/coenuaenuss 1. CMech MUKPOKPHCTAJUIMYECKOW — LEJUTIOJIO3bl/coennHeHus |
BBIFPY’KaJIM B KOHTEHEp M3 HepskaBerollel cranu. Crenyrome MaTepraiibl IPOCEUBAIN Yepes
CUTO W3 Hepkaseroulel cranu Ha 30 mewm u noOasnsnu B koHTeiHep Bohle o6vemom 10 11 B
CeyroIeM TOpsiAKe: JiakTo3a (mpuMepHO mojoBuHA OT 10222 T), MHUKPOKPHUCTAIIMYECKAs
nemnosno3a  (mpuMepHo  monoBuHa or 812 1), cMech  MUKPOKPHCTAJUINYECKOM
ne/utosio3pl/coenuuenns I,  monuBMHMIAMUpponupoH/BuHmnanerar (210,1 1), HaTpwmii-
KpockapOokcumeTmnueono3da (133 1), MHKpOKpUCTAJUTMYECKas LEUT0JI03a (OCTaBIIAsICS
NOJIOBMHA OT KojmuecTtBa 812 1) u jnakto3a (OCTaBIIAsCS MOJOBUHA OT KojmuectBa 10222 r).
KonreiiHep repMeTHYHO 3aKpbIBAJIM M KOMIIOHEHTHl CMELIMBAJIM B TeueHue 18,5 MuH npu
ckopoctu 32 00./muH. Creapundpymapar HaTpus pruv® mpomyckanu dYepe3 CUTO U3
Hep:kaBeromei cranu Ha 60 mem w 53,1 r 3arpyxkanu B KoHteliHep Bohle. Konreitnep
repPMETUYHO 3aKPBIBAIM M KOMITIOHEHTHI CMELIMBAJIN B T€YCHUE 4 MHUH IIPHU CKOPOCTH 32 00./MUH.
Kownteiinep nposepsuin Ha ogHOpoaHOCTh. CMech no0aBsiin B mpecc aist Tadnerok Piccola u
npeccoBau B TabyeTku Becom 67,0 mr.

Taoauna 65. CocTas Ta0JIeTKH HA OCHOBE coeanHeHud |

% Bec./Bec. Ta0JIeTKH KoauuectBo B
Komnonent
(npud..) tabaerke (mpub..)

Coenunenue I (hopma A B Buze

8 5 mr
ruapata conu Ca)
MuKpOoKpHCTaITHIECKas [eJUTI0JI03a

8 5 mr
(mpenBapuTeNbHAS CMECH)
ITonuBUHUIIUPPOIUIOH/BUHUIALIETAT 8 5 wmr
MukpokpHCTaIIIecKas LeJUTI0JI03a

31 21 mr
(TabneTovHas cMech)
JlakTO3bI MOHOTHIpAT 38 26 mr
KpockapOoKkCHMETHILIEUTI0I03a HATPUS 5 3 mr
Creapundymapar Hatpusi pruv® 2 1 mr

Ipumep 38. AHau3 GHOJIOrHYECKOH AKTHBHOCTH

PactBopsnl

[00516] OcHoBHas cpena (ADF+++) cocrosina u3 Advanced DMEM/Ham F12, 2 mM
Glutamax, 10 MM HEPES, 1 MKI/MJ1 NEHUIMIITHH/ CTPENTOMHUILIVH.

[00517] Tonnep>xuBaromiasi cpena st 3TeponnoB kumednuka (IEMM) cocrosiia w3
ADF+++, 1x noGaBku B27, 1x nmoGaBku N, 1,25 MM N-anermnuucrenHa, 10 MM
HukotuHamuna, SO ar/min hEGF, 10 M ractpuna, 1 mxr/mn hR-cnonguna 1, 100 mr/ma h-
HorruHa, naruoutopa TGF-b 1 tuma A-83-01, 100 mkr/mn mpumonuHa, 10 MkM uHrHOUTOpa
MAPK P38 SB202190.

[00518] Bydep mnst 6aru 1 cocrosun uz 1 MM MgCl,, 160 MM NaCl, 4,5 mM KCI, 10 MM
HEPES, 10 MM rmoko3bl, 2 MM CaCl,.
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[00519] Bydep, HEe comepkammii XJIOPUAOB, COCTOsUT U3 1 MM riroKoHaTa Maruus, 2 MM
rIIOKOHaTa Kanblus, 4,5 MM rimokoHata kanus, 160 MM rimokonata Hatpusi, 10 MM HEPES, 10
MM TIFOKO3BI.

[00520] PactBop kpacurens nist 6anu 1 cocrosin us Oydepa mist 6aru 1, 0,04% Pluronic
F127, 20 mxM metunoBoro okcoHoyioBoro, 30 MkM CaCCinh-A01, 30 MxM UYukaro HeOecHO-
rosyooro.

[00521] PactBop KpacuTens, He COAEpKaUMi XJOPHAOB, coctost u3 Oydepa, He
conepskamiero xyuopunos, 0,04% Pluronic F127, 20 mxM merunokconona, 30 mxkM CaCCinh-
AO01, 30 uM Chicago Sky Blue.

[00522] Ctumynupyromuii pacTBOp C KPaCUTENIEM, HE COIAEPIKAIINM XJIOPUAOB, COCTOSLI
U3 pacTBOpa KpacuTels, He coaepkainero xyuopunos, 10 MkM dopckonuna, 100 MmxkM IBMX u
300 uM coenunenus II1.

KyabTypa kiaerok

[00523] KneTku snMTeNHaNbHBIX 3HTEPOMIOB KHUIIEYHUKA YeJOBeKa IOJYUYUIH U3
WHcTuTyTa OMONOTMK pa3BUTHS U UCCIENOBAHHMN CTBOJIOBBIX KJIETOK UM. XyOpexTa, YTpexT,
Hupnepnannsl, u pasmaoxanu B T-konbax, kak onmcaHo paHee (Dekkers JF, Wiegerinck CL, de
Jonge HR, Bronsveld I, Janssens HM, de Winter-de Groot KM, Brandsma AM, de Jong NWM,
Bijvelds MJC, Scholte BJ, Nieuwenhuis EES, van den Brink S, Clevers H, van der Ent CK,
Middendorp S and M Beekman JM. ®yskumonaneHeiii CFTR-ananmus ¢ ucnonb3oBaHuEM
NEPBUYHBIX OPTaHOMOB HAa OCHOBE KHMIIEYHMKA ISl MOJEIMPOBAHUS MyKOBUCIII03a OIUCAH B
Nat Med. 2013 Jul;19(7):939-45.

COop u noces KJ1€TOK JHTEPOHI0B

[00524] YKu3HecnocoOHOCTh KJIETOK BOCCTAHABJIMBAIUA B PACTBOPE JJIsl BOCCTAHOBIICHHSI
JKM3HECTIOCOOHOCTH KJIETOK, coOMpanyu nyTeM neHtpudyruposanus npu 650 00./MHUH B TeueHHe
5 muH npu 4°C, pecycnennuposanu B TryPLE u mnkyOuposanu B Tedenue 5 mus npu 37°C.
3areM KjeTku coOupanu myteM LeHTpudyrupoBanus npu 650 00./MUH B T€YeHHE 5 MHH INPH
4°C u pecycnennuposanu B IEMM, copepskameii 10 MM uarndutop ROCK (RI). Cycnensuro
KJIETOK IPOIyCKaJIN Yepe3 KIETOYHOe CUTO C pa3MepoM mnop 40 MKM U pecyCreHANPOBaIH MPU
1x106 kmerok/mn B IEMM, comepxameir 10 mxkM RI. Knerku BriceBasin mpu 5000
KJIETOK/JIYHKAa B MHOTOJIYHOYHBIE IUIAHIIETHl U WHKYOMpOBamM B TeueHHe HouM mpu 37°C,
BraxxHOCTH 95% 1 5% CO, nepen aHaTU30M.

AHann3 MeMOpPaHHOI0 MOTEHIHAJIA ¢ KpacuTeeM

[00525] KneTkn 3HTEpONIOB MHKYOHPOBAIN € TeCTUpyeMbIM coenuHeHueM B IEMM B
teuenue 18-24 4 mpu 37°C, BnaxHocTH 95% u 5% CO,. Ilocne nHKYOMpOBaHHS COENUHEHHH
UCTIONB30BAJIM aHAJIN3 MEMOPAaHHOTO MoTeHuana ¢ kpacureneMm ¢ nomompto FLIPR Tetra ms
NPSIMOTO M3MEPEHHsI aKTUBHOCTH U 3((EKTUBHOCTH TECTUPYEMOTO COEAMHEHHs] B OTHOLIEHHU
TpaHcnoptra xyopunos, omnocpenoBanHoro CFTR, mocie peskoro pobasnenuss 10 mMxM
¢dopckonuna u 300 HM coenunenus II1. Bkpatue, knerku npombiBanu 5 pa3 B Oydepe st Oanu
1. JloGaBnsnu pacTBOp KpacuTens Ay OaHu 1, ¥ KJI€TKU WHKYOHpOBau B Te4eHUE 25 MUH. IIPH

KOMHaTHOW Temneparype. Ilocne MHKYyOMpOBaHMs C KpacuTesleM KJIETKH NMPOMBIBAIM 3 pasa
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PacTBOPOM KPAaCHTEJIsI, HE COAEP KALINM XJIOPUAOB. TPaHCIIOPT XJIOPUIOB HHULIMUPOBAIH ITyTEM
n00aBJIeHUs] CTUMYJIMPYIOIIErO PacTBOPa KPACHUTENs], HE COAEPIKAIIEro XJIOPUIOB, U CUYUTHIBAIIN
curHain ¢iayopecueHIun B TeueHue 15 muH. Tpancnopt xnopunos, onocpenosanHeiii CFTR, mst
Kaxxoro ycnosus onpenensiu no AUC orBera B Buze (piyopeciieHIINN Ha pe3Koe BO3AEHCTBUE
¢dopckonuna u 300 HM coenunenus III. 3aTeM TpaHCHIOPT XJIOPUAOB BhIPAXKAJIH KaK MPOLIEHT OT
TPAHCIIOPTAa XJIOPUIOB TMoOcjae OOpabOTKM TPOWHOW KOHTPOJBbHOM KkKoMmMOuHaimen ¢ 3 uM
coequHenust I, 3 pM coenunenuss II u 300 uHM coenunenus III nns octpoit peakuuu (%
AKTUBHOCTH).

[00526] Huxecnenyroinee oTpaxaer JaHHbIE B TaOHIE 06:

MakcumajabHasi akTUBHOCTE: +++ o3Hauaer > 60%; ++ o3Hauaer 30-60%; + o3HauaeT <
30%. ECso: +++ coctaBisier <1 MkM; ++ cocraBnser 1-3 MxM; + cocrasisier >3 MKM; u ND
MPEICTABIISIET «HE ONPEAEIICHOY.

Taonuna 66. /lanabix anaiu3a coenuHenus I
Mounekyaa MaxkcumajibHAsi AKTUBHOCTD ECsg

Coenunenue I +++ +++

IIpumep 39. CoennHenne I yBeqMUHBAeT TPAHCHOPT XJOPHIOB OTAEJBHO M B
koMOuHanuu ¢ coeguHeHuem II w/mam coegunenuem III B FS508del/FS08del HBE u
F508del/MF HBE

[00527] IIpoBoaunu ucciaenOBaHUs B KamMepe Y CCUHTa JI1 U3MEPEHHUSI OTTIOCPEIOBAHHOTO
F508del CFTR Ttpancnopra xnopunos B kierkax HBE, mony4eHHBIX OT 3 rOMO3HIOTHBIX I1O
F508del nonopos u 5 nonopos F508del/MF (G542X, 3 nonopa; ES85X, 1 nonop; 3905InsT, 1
IOHOp). B KkadecTBe MONOXUTENBHOTO KOHTPOJS B KAKABI OKCIEPUMEHT BKIIKOYAIN
MaKCHUMAaJIbHO 3¢ PeKTUBHBIE KOHLIEHTPALHH N-(6enzoncynbponnn)-6-[3-[2-[1-
(TpUGTOPMETHII ) LIMKJIONPOTIUJ |3TOKCH | mupa3od- 1-umn]-2-[(45)-2,2,4-TpuMe THIUPPOTU AN H-1-
wi | mupuanH-3-kapookcamuaa (cm. WO 2018/064632) u N-[(6-amuHO-2-mupuAmI)CyIbGOHMI |-
6-(3-¢prop-5-uzobyrokcu-penmn)-2-[(45)-2,2,4-TpuUMeTUITUPPONUANH- 1 - 1T |TUpUIrH-3-
kapbokcamuna (cm. WO 2016/057572) B komOuHarmu ¢ coenunenuem 1I/coenunenuem II1.

[00528] B stux knerounsix qunHusx CF omocpenosannbiit CFTR TpancnopT xmopunos
Obul HU3KUM B oTcyTcTBHE MOnyJsitopoB CFTR, 4ro cormacyercss ¢ HU3KMM COAEpIKaHUEM
CFTR Ha moBepxHOCTH KJIeTKH WiH ero otcyrcTBueM. Obpaborka coenunenuem 1 oTaensHO B
TeueHue 106-24 4 BbI3bIBAJIA YMEPEHHOE YBEJIWYEHHE TPAHCIOPTa XJOPUAOB KaK B KJETKax
F508del/F508del HBE, tak u B F508del/MF HBE. KomOunamust coequaenust I u coenunenust 11
JOTIOJIHUTENIBPHO YBEINUMBalia TPAHCIOPT XJIOPUAOB MO CPaBHEHMIO ¢ coeanHeHueM I otnensHO
u Obuta aHanornyHa komOuHanmu coequHenus I1/coequuenus 111, JloGasnenne coenmnenus 111
PE3KO YCHIIMBAJIO TPAHCIIOPT XJOPHIAOB B MPHUCYTCTBUU coenuHeHHs I mim B KoMOMHAIMM C
coennaenneM I/coennnenuem II. Aranusel cuHepruu nokasany, 4to 3¢dext coenunenus 1 Obu
BBICOKO CHHEPTHYHBIM IpU (PUKCUpPOBaHHOH KOHUIeHTpauun coenuHeHus 111 nmm xomOmHanmun
coenuaenust Il/coemunennss III w Obul yMEpPEeHHO CHHEPrHYHBIM IpU (UKCHPOBAHHOMN
KoHUeHTpauun komOnHauuu coeauneHus 11. Ilpu GonplmHCTBE KOHUEHTpaLui coenuHeHus 1

komOuHauus coenunenus I/coenunenus Il/coennnenus 111 yBennuuBanu TpaHCIOPT XJIOPUIOB
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Oonbie, yuem koMmOuHaius coenuHenus I/coemunenus II wim coemunenus I/coemunenus II1.
Onpnako »¢dexTuBHOCTE KOMOMHaumu coenuHeHusi I/coemmnenus III u  coemuHeHus
I/coenunenus Il/coenuuenus III Opuna aHAaIOrMYHON NPH MX COOTBETCTBYIOIIMX 3HAUEHHSIX
ECyy. CootrsercrByromue 3Hauenuss ECqy nmist komOunaumii coenunenus I/coenuuenus 111 u
coenuHenusi l/coenuuenuss II/ coemunenust III B ycnoBusix, KOTOpble OOECHEYHBAIOT
makcumanbHyro aktuBauuio CFTR, cocrasmsmu 0,848 MxM u 0,152 mxM B F508del/F508del
HBE u 1,15 MmxM u 0,122 mxM B F508del/MF HBE.

[00529] Tlocne OmHOKPATHOTO TMEPOPATBLHOTO BBENEeHUs coeauHeHus 1 camiam
JKUBOTHBIX CPEIHUE 3HAUEHUS tn,x coequHenus I cocraBisiu 9 u mist kpbic, 4 1 it cobak u 3 4
s 00e3bsiH. Cpenssisi mepopanbHasi OuonoctynHocts (F) Oblia oT HU3KOW 10 yMEpeHHOH y
KpbIC (76,9%), cobak (49,7%) u obe3bsiH (12,9%).

@dapMaKOKHMHETHUECKHE TapaMeTpbl COeAUHEeHUs | Tocie ONHOKPAaTHOro MepopajibHOTrO

BBEICHUS coelMHeHMs | camam Kkpbic, cobak 1 00e3bsH

Homunannb
AUCy F

Bun Hasl 1034 Cmax (ur/mur) tmax (1) t12 (9)

(nrea/mi) (%)

(Mr/kr)

Kpeica 3 31,9+ 11,1 1,10+ 0,337 933+231 22,6+283 769
Cobaka 1 38,5+4,70 2,44+ 0,178 4,00+0,00 11,1£1,09 49,7
Obe3bsiHa 1 0,795+ 0,233 0,102+0,0132 333+1,15 3,07+1,16 129

IIpumeuanue: JlaHHbIE IPENCTABICHBI B BUAE CPEAHETO 3HAYEHUs + CTAHJAPTHOE OTKJIOHEHUE

(n=3).

[00530] Ilo w™epe yBenwueHUsT [O3bI CUCTEMHOE BO3AeiicTBHEe coenuHeHus 1
YBEJIIMYUBAJIOCH OOJiee YeM J10303aBHCHMBbIM 00pa3oM y Kpbic U cobak. HopmannsoBanHoe 1o
703€ BO3EHCTBHE OBbLIO BBIIIE Y CAMOK KPBIC, 4YeM y caMIOB. Y co0ak CHCTEMHOE BO3EHCTBUE
coenrHenus 1 OpUI0 OIMHAKOBBIM y 000MX MOOB. [10ciIe MOBTOPHOIO MEPOPATbLHOTO BBEIECHUS
coenuuenus 1 B TeueHue 28 1. kpeicam U codakaMm HaOMIOIATN aKKYMYJIMPOBAHHE BO3IEHCTBUSI
coequnennst 1. Cucremuoe BosmeiicrBue coenuHenust 1 B nenp 28 ObUIO BhINIE, YEM B I€HB 1
(cootnommenne AUC 24 « B 1eHb 28/nenp 1 Haxonmiiock B quana3one ot 1,63 no 2,70 y camiios
kpbic, ot 5,01 o 8,26 y camok kpwic, ot 1,73 no 2,64 y camiioB codak u ot 1,82 1o 2,23 y camok
co0ax).

IIpumep 40. Uccienosanue no 6e3onacHocTH U 3(pdekTHBHOCTH coeauHeHus |

[00531] AmHanu3 0e30macHOCTH MPONOJDKAIOIIErOCs KIMHUYECKOTO HCCIIeNOBAHMS
npoBommd anst 37 cyobektoB B koroprax or Al mo AS, 33 cyOwekTtoB B koropre B u 17
cyOpekToB B Koropre C, KOTOpbIe NMPUHUMAJIHM IO MEHbIIEH Mepe 1 103y HCCIemnyemMoro
JIeKapCTBEHHOTO cpenctia (coenunenue I mmm muane0o) B ka4eCTBE MOHOTEPAITUU U B KAYECTBE
yacTu TpoiHoN koMOuHauu ¢ coenuHerneM Il wim coenunennem III. Coennnenue 1 B nenom
ObUTIO OE30MacHBIM U XOPOLIO MEPEHOCUIIOCh A0 N03bl, cocTaBisBieil 60 mr 1 pa3 B cyTku B

Bune MoHorepanuu U 20 mr 1 pa3 B CcyTku B TpoHHOW koMmOmHaumu ¢ coenuHenueM II u
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coenuuenuem II1.
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®OPMYJIA H30BPETEHHSI
1. Ilo CYTHU KPUCTAJLNTUICCKOC COCANHCHUEC I,
Q Q.0
5 B
" oH
O MNTTN /r}dgz 5
= H.C fNH
1ol

(Coenunenue 1),

rae Kpucrauimieckoe coennneHue I BbIOpaHO M3 1o CyTH YUCTBIX Gopmbl A, hopmbl B,
dbopmel C, popMbl A B BHJIE TUApaATa KaIbLKUEBOUW conu, popmbl B B Buae runpara KaablUEBOM
conn, opmbl B B BUne ruapara/conbeata ¢ meraHosom (MeOH) kanpumesoit conu, popmsl C B
BUZE TU/paTa KaublueBo conu, popmbl D B Buae ruapara kanbuueBoit conu, ¢popmel E B Bune
rugpata kKanbuueBoi conu, ¢popmel F, popmer G B Bune ruapara kaipLuueBoi conu, ¢opmel H B
BUZE KalbIMeBOH coiu, ¢opmbel A B Buae conbBata ¢ 3taHojoM (EtOH) kxambumesoil cony,
¢opmer B B Bune combBata ¢ EtOH xanbumesoii comu, gopmer C B Bume compBata ¢ EtOH
KaJbIMeBON conu, popMbl A B BHUIE T'MApaTa HaTpUeBOH coiw, ¢opmsl B B BHIe HaTpueBoii
comu Oe3 mpumeceii, ¢opmer C B Buzme ruaparta HaTpueBou coiw, ¢opmel D B Buae ruapara
HaTtpueBol comu, ¢opmel E B Buae ruzmpara HatpueBoil coim, ¢GopmMbl A B BUIE COJbBAaTa C
uzonpomnanoioM (IPA) (Bnaxxuoro) Hatpuesoii conu, popmel B B Buze conmpara ¢ IPA (cyxoro)
HaTpueBOH conu, GopMbl A B BUZE rHpaTa KaaueBou conu, GopmMbl B B BUe ruzipara KaaneBoit
comu, popmel C B BUze ruapara KanueBou conu, Gopmsl D B Bune ruaparta KanueBoil conu u
¢dbopMbl A B BUjie ruzipaTa CoJIu aMMOHHUS.

2. Tlo cytu xpucramundeckoe coenunenue I mo m. 1, rme menee 15% coenunenus I
HaxonuTcst B amopdHoi Gopme.

3. Tlo cytu kpucrammudyeckoe coenunenne I mo n. 1, rme menee 10% coenunenus 1
HaXOOUTCs B aMOp(GHOH popme.

4. Tlo cytu kpucramumueckoe coenunenne I mo m. 1, rome menee 5% coenunenust 1
HaXoOUTCs B aMOp(HOU popme.

5. Tlo cytu kpucrammmaeckoe coenunenne I mo m. 1, rme 100% coenuuenus 1 siBnsiroTcst
KPUCTAJTMYECKUMU.

6. ITo cytu kpucrammmyeckoe coenunenue 1 nmo mobomy us3 mm. 1-5, xapakrepusyrommeecs
PEHTI€HOBCKOW MOpoMKoBOi audpakrorpammoii (XRPD).

7. o cytu kpuctammdeckoe coenunenue 1 mo mobomy n3 . 1-6, xapakrepusyromeecs
13C—cneKTpOM TBepA0(hA3HOTO SIASPHOTO MATHUTHOTO PE30HAHCA (13C ssNMR).

8. Ilo cyTn kpuctramumdeckoe coenunenue I mo mobomy u3 . 1-7, xapakrepusyromeecs
napaMeTpamMy KpUCTaNINYECKON PELIETKH.

9. ®@apmaueBTUUeCKas KOMIIO3ULMA, COJepskalas MO CYTH KPUCTaNINYeCKoe
coenunenue I nmo mobomy u3 nm. 1-8.

10. ®apmaneBTuyeckass KOMIIO3ULMS MO M. 9, NOMOJIHUTENBHO COnepXKallas OAHO WU
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OoJee TONOTHUTENBHBIX coequHernid, Mmoaymupyrommux CFTR.

11. dPapmaueBTuyeckas komno3uuuss no n. 10, rae 0o MeHbIIEH Mepe OAHO
nonojHUTeNbHOE coennHenue, moxayaupyroomee CFTR, mpencrasmser co0oii moTeHIHATOP
CFTR.

12. ®apmauestudeckass komnosuuus no n. 10 unu n. 11, rae no meHsiuell Mepe OQHO
IOTIONHUTEbHOE coenuHenue, moaynupyoiiee CFTR, npencrasnsier coboii koppekrop CFTR.

13. ®apmaneprudeckas komnosuims no m. 10, rae ogHO uiau Oosiee NOMOJHUTETBHBIX
coenunennii, moayupyromux CFTR, BbiOpanbl u3 (a) coenunenus 11, (b) coenunenus I wun
coenunenus 1II-d u (c) coennnenus IV.

14. TIpumeneHue No CyTU KpUCTAIUTN4eCKOi Gopmbl coennuenus 1 mo mobomy u3 nm. 1-
8 B M3rOTOBJICHUU JIEKAPCTBEHHOTI'O Tpernapara AJis JeueHUus: MyKOBUCLIUI03a.

15. IlpumeneHue 1o cCyTH KpucTajuindeckoro coemuHeHuss I mo n. 14, rnoe
JIEKApCTBEHHBIM TMpernapar MOMOJHUTENbHO CONEPXKUT ONHO WM 0Oojiee OMOJHHUTEIbHBIX
coenuHenui, moaynupyromux CFTR.

16. IlpumeHeHue no cyTu Kpucrajumyeckoro coenuHenust I mo n. 14, rae oaHo uiu
Oonee nomonHUTENPHBIX coenrHeHui, moayupyromux CFTR, BoiOpans! u3 (a) coenunenus 11,
(b) coemunenus 111 i coenuuenus I11-d u (c) coenunenns IV.

17. Cnoco® nedeHuss MyKOBHCUMZIO3a, BKIIOYAIOLUIMI  BBEJEHHE IO CYTH
KpucTaueckoro coenuaenus I mo modomy u3 nm. 1-8 mnm papmaneBTudeckoil KOMIIO3UIUN
1o moOomy u3 . 9-13 cyOBeKTy, Hy>KAAOIEMYCSl B 3TOM.

18. Cmocob neueHust MykoBHCLuAo3a No 1. 17, rae mo CyTH KPUCTAJUIMYECKOE
coenuHenne 1 BBOmAT ¢ omHMM WM OoJjiee  JOMOJHUTENbHBIMH  COEIMHEHHSMUY,
monynupyroumumu CFTR.

19. Cnocob neyenuss MyKOBUCLMAO3a MO 1. 18, rae ogHO wiu Oosee NOMOJTHUTETbHbBIX
coenunennii, moayupyromux CFTR, BbiOpanbl u3 (a) coenunenus 11, (b) coenunenus I wu
coenunenus I11-d u (c) coenunenus IV.

20. Tlo cytu kpucraumdeckoe coemuHenue 1 mo mobomy w3 nm.  1-8 wimm
(dapmaneBTHUECKasT KOMIO3MLMUSA MO JroOomy u3 mm. 9-13 1 mNpuUMEHEHWs: B JIEYCHUH
MYKOBHCLIUJ03A.

21. Tlo cytu kpucraumueckoe coeauHenue 1 1 nOpuUMEHEHUss B JIEYEHUU
MykoBHcuMao3a no mn. 20, rae mo CyTH KpUCTalnueckoe coenuHeHue I cocrtaBneHo s
BBEICHHUS 10, TIOCTIE OMHOTO WIIH OoJiee OTONMHUTENbHBIX coennHenmi, monyiupyromux CFTR,
WM OTHOBPEMEHHO C HUMHU.

22. Tlo cytu kpucraumueckoe coeauHenne 1 1 mnpuMeHeHUss B JIEYEHUU
MYKOBHCIH103a 1O T1. 21, rae ogHo nim OoJiee TOTONMHUTENBHBIX COEAMHEHNH, MOAYIHPYIOLIHX
CFTR, BeiOpansl u3 (a) coemunenust II, (b) coemmnuenust III umm coemunenus III-d u (c)
coequHeHnus IV.

23. Cniocob mojy4eHust Mo CyTH KpUcTauindeckoro coequHenus 1 mo modomy u3 mm. 1-
8, BKJIFOUAROIIUIA:

(a) obecrieuenne kpucraunzanuu aMmop@Horo coenunenus 1 B Toyyosie v BbICYIINBaHHE
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07 BAKYYMOM C IOJIy4€HHEM 10 CYTH KpUCTaJUTN4ecKoil popmbl A coennnenus I;

(b) mepememmBanue ¢gopmer D B Buae ruagpara KamblueBOH coju coenuHeHust 1 B
KUIKOCTH, UMHUTHPYIOLIEH >KETyAOYHBbIH COK IOCJI€ NMpUeMa MWLM, C MOJYYeHHEM IO CYTH
KpucTainieckoi ¢popmel B coenunenus I;

(c) nepememuBanne popmbl A coenunenus I B IPA/H,O nmpu 25°C ¢ monydenueM 1o
cyTH Kpuctayumdeckoi popmbl C coennnenus I;

(d) zarpysky ¢opmer A coennnenus I n merokcuna xaneims (Ca(OMe),) IPA/H,O npu
70°C ¢ mony4eHHEM IO CYTH KPUCTAJIMUECKOW (opMbl A B BHUIE T'MIApATa KAJIbIHEBOH COJIU
coenuHenus I

() cycmenmupoBaHue KanblueBOH conau coenuHenus I B cmecu EtOH/Boma ¢
NOJIy4eHHEM TIO0 CYTH KpHUCTaUIM4eckoil ¢opmbel B B Buae ruapara KaJlbLUEBOW COJH
coenuHenus I

(f) nobasnenne MeOH k ¢dopme B B Bume rugpara kanbuueBol conmu coenuHenus I ¢
NOJIy4eHHEM 10 CyTH KpHucTajuimdeckoii ¢opmbl B B Bume rumpara/conmsBatra ¢ MeOH
KaJIbLIUEBOM coJik coequHenus 1 ;

(g) mepememmBanue ¢opmel A coenmnHeHuss 1 (csobomnas ¢opma) ¢ METOKCHAOM
KaJbLYs B AUXJIOPMETAHE, U BBIIEJICHUE, U BBICYIIMBAHNE TBEPIOTO BELIECTBA C MIOTYYEHUEM I10
cyTH Kpuctaummdeckor popmsl C B BHIIE KaIbLUEBON conu coequHenus I;

(h) zarpy3ka ¢opmel A B Buae ruapara KaibLMeBOW conu coenuHeHus 1 cmechbro
EtOH/Bona u HarpeBanue 1o 65°C ¢ mony4deHneM IO CyTH KpHUCTaJIHueckol ¢opmel D B Buze
KaJIbIIUEBOM coJik coequuenus I;

(1) monsepranue ¢GopmMel A B BUJIIE THApaTa KanbliueBol conu coenunenus I nuddysuu ¢
da3oBeIM mepexogoM «map-Teephoe BemecTBo» B EtOAc ¢ momyueHmeM 1O CyTH
KpucTajuinaecko popmel E B Bune kanmbrmeBoli conu coennaeHus I

(j) cmemmBaHue Gopmbl A B BuAe ruzpara kanbuueBon conu coequnenus 1 ¢ MEK mpu
KOMHATHOW TeMITEpaType ¢ MOJYYSHUEM 10 CYTH KpucTaunueckoit popmel F coennnenus I;

(k) monBepranue ¢popmMel A B BUe ruapaTta KajabLUeBOW coiu coenquHenus I muddysum ¢
da3oBeIM mEpexonoM  «map-TBeproe BemecTBo» B EtOAc ¢ monyyeHmeM TO CYTH
KpHUCTALTHUecKOi (opMbl G B BUJE KATBLHEBOH co coenuneHus 1;

() cmemmBanue ¢opmbel A B Buae kambiueBod comu coenmuenuss 1 ¢ IPA/H,O ¢
NIOJIYYE€HHEM I10 CYTH KPUCTALTNIECKOi (hopmbl H B BuIe KanbLueBoii conu coequHeHus I;

(m) ObicTpoe OXNaxkaeHue pacTBopa KambLuueBoil comu coenuHenuss 1 B EtOH:H,O
(85:15) ¢ monmy4eHHeM MO CYTH KpUCTAJUTMYeCKOW (opMbl A B BHAE KaJIbLHEBOH COJH
coequnenwus I ¢ EtOH;

(n) mmkmuueckoe BozaeiicTBue Temmneparypbl oT 60°C mo 5°C Ha ¢dopmy A B BHIE
runpara kKampiueBou conmu coeamHenns 1 B cmecm EtOH:H-remran (1:1) co CKOpOCTBIO
oxyaxnaenusi 0,2°C/MHUH ¢ TIOJTy4YeHHEM 10 CYTH KPUCTAJUTNYECKOH (popMbl B B Buze KanbuueBoit
comu coenuHenus I ¢ EtOH,;

(o) cycnenaupoBanue amopdHoii kanmbipeBoit conmu coequuenus 1 ¢ EtOH:H,O (9:1) mpu

KOMHATHOW TeMIepatype C IOJy4deHHeM IO CyTu Kpucramanuecko ¢opmel C B BuAe



216

kanbimeBon conu coequnenus I ¢ EtOH;

(p) cmemuBanne amop¢HOI HarpueBol conu coenuHeHus 1 co cmecoto IPA/Boma mpu
KOMHATHOW TeMIlepaType B TeUeHHE JBYX Helelb C IOJy4eHHEeM IO CYTH KPUCTAJUINYECKOMN
¢dbopmbl A B BUIE THApATa HATPUEBOH conu coenunenus I;

(q) meconpBatupoBaHue/neruapatTupoBanue ¢popmel C B BUAE TUApaTa HATPUEBOH CONU
coenuHenus: 1 ¢ mojyueHneM mo CyTH KpucTajuimdeckod ¢opmbl B B Buzme HaTpueBod conu
coenunenus 1 6e3 nmpumeceti;

(r) nepemennBanue amoppHON HaTpueBol conu coenuHenus 1 ¢ auneronutpusiom (ACN)
NpY KOMHATHOH TeMIeparype ¢ MOJy4YeHHeM IO CyTH Kpucraminueckoi ¢opmel C B BUAE
THIpaTa HATPUEBOH Con coenuHenus I;

(s) BeicymuBanue (opmel C B BHIE ruapata HATPUEBOW coiu coeawHenus 1 mon
BakyymMoM mipu 80°C ¢ mojydeHHeM IO CyTH KpucTajuimdeckoil ¢opmel D B Bume ruppara
HATPHUEBOU conu coenuaenus I;

(t) ocymectBienue peakiuu Gopmbl A coenuaenus 1 co cmecero ruapun kanus/H,O u
NOJBEPraHye BYM LIMKJIAaM HarpeBaHus U oxjaxnaeHus or 60°C 1o KOMHATHOH TeMIlepaTyphl ¢
NOJIYYEHHEM IO CYTH KPHUCTAUTHUECKOH (OpMBI A B BUJIE€ THAPATA KAJIUEBOHW COJIM COSTUHEHUS
I

(u) cycnennupoBanue amopdHoi kamuesoi comu coenunenus 1 ¢ ACN npu KOMHATHOU
temneparype u 3ateM npu 60°C ¢ momydeHHeM IO CyTH Kpuctaumdeckod (gopmbsl B B BHuIe
rUpaTa KaJueBON CoM coeauHeHus I;

(v) cmemuBanue amopdHoil kammueor comu coeawHenus I ¢ ACN mpu KOMHATHOU
TeMIepaType C MOJy4YeHHeM IO CyTH Kpucrajuinueckoil ¢opmel C B BuAe rHaparTa KaJlueBOM
cosu coenuHenus I;

(W) cmemmBanue amopgHoi kamueBoit coiu coenvHeHusi 1 ¢ ACN mpu KOMHATHOM
Temneparype M BbicymiuBaHue npu 29°C mox BakyyMOM C  IOJydY€HHEM 10 CYyTH
KpHUCTaITHUeCcKOoi (popmel D B BHIe runpara KajaueBoil conu coenunenus 1;

(x) cmemuBanue amopdHoi ¢opmel A coenuHenus 1 (cBobomHas ¢opma) ¢
THIPOKCUIOM aMMOHHS B BOJE C IOJIyUYEHHEM I10 CYTU KPUCTAJUIN4eCKOH (popmbl A B BHAE
ruipaTa aMMOHHUIHOM cou coenuuenust 1 nm

()

HarpeBaHue Gpopmbl A B BHIE ruaparta HaTpueBoil conu coenuHenus 1 B IPA u Bone npu

65°C,

oxjaaxkaeHue cMmecu jo 45°C,

BBEJICHUE 3aTPABKU KPHUCTAIUIOB ()OPMBI A B BUJI€ TUAPATA HATPUEBOW COJIM COSTUHEHUS
I

oxjnaxkaenue cMmecu 10 20°C,

cOop TBEpPABIX BEIECTB,

npoMbIBaHHe TBepAbIX BemiecTB cMmecbio IPA:Boma (1:3 00.:00.) u BbICymIMBaHHE Ha
BO3IyXe€,

nobasnenue IPA, NaOH u BonbI kK TBEPIBIM BEIECTBAM,
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HarpesaHnue 10 73°C,

TOHKast QUIBTpaIMs PacTBOPA,

oxjaaxkaenue a0 S8°C,

no0aBJIeHHEe BOJIBI,

BBEJICHUE 3aTPaBKH KpHcTaioB Gopmsl E B BUne rugpara HaTpUeBOH COM COSAMHEHUS
I mpu 40°C,

oxaaxknenue 1o 5°C,

cOOp TBEPABIX BEILECTB,

IIPOMBIBaHHE TBEPJIBIX BELIECTB CMeChIO BOAbI U IPA 1

BBICYLIMBaHHE MOJ BakyyMoM 1ipu 40°C

¢ nonyueHreM ¢popmel E B BUze ruzpara HaTpueBoi con coenuHeHus 1.

ITo noBepenHocTn
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