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KPUCTANVIMYHECKHUE ®OPMbI TEBUITEHEMA ITUBOKCHUJIA,
KOMIIO3NIIUHU, COAEPKAIIMUE UX, CIIOCOBBI U3I'OTOBJIEHUA U
CHHOCOBbI IPUMEHEHUA

ITEPEKPECTHAX CCBIVIKA HA POACTBEHHVIO 3A5BKY
[0001] Hacrosimmast 3asBKa  WCIpAlIMBAa€T IPUOPUTET B  COOTBETCTBUU  C
npeaBapuTenbHoi 3asBkoi Ha mateHT CIITA Ne62/455109, nomannoii 6 ¢espans 2017 rona,

KOTOpasi BKJIOYEHA B JAHHBIN JOKYMEHT IIOCPEACTBOM CCBIIKU BO BCEH CBOEH MOJHOTE.

OBJIACTb TEXHUWKH U30BPETEHHA

[0002] PackpeIThl TBepable cojieBble (GOpMbl TeOMIEHEMa NHMBOKCHIA, BKIJIKOYAsS
KpucTajuindeckue (Gopmel, (papManeBTHUECKHe KOMIIO3UIMU U TpenapaTthbl, COAep Kalue
TBEpAbIE coyieBble (GOPMbI TeOMITEHeMa MMBOKCHIIA, CIOCOOBI MPUMEHEHHST KPUCTATNIECKUX

dbopMm 1ist ieyeHus: OakTepHaIbHBIX HH(EKIHHA 1 CTIOCOOBI M3TOTOBJICHHST KPUCTAITHYECKUX

bopm.

[IPEIIEC TBVIOIIUM YPOBEHb TEXHHUKH

[0003] Monekyapl B KPUCTAJUIMYECKOM TBEPAOM BEILIECTBE pACIOJAraroTCs B
KPUCTAUTHUECKON pelleTKe, MPeaCcTaBISIoNe COO0H TPEeXMEPHYIO CTPYKTYpY, B KOTOPOH
CTPYKTYypPHBbIE 3JIEMEHTHI (3JIEMEHTApHbIE SYEHKH) MOBTOPSIOTCS MOCTOSHHBIM 00pa3oM.
Paznuunble kKpucTajumdeckue (OpMbl OJHOTO M TOTO JK€ BeIecTBa (MOJUMOpP(BI) UMEOT
pasHble KPUCTAJUINYECKHE PELIeTKH, YTO MOXKET MPUBECTH K BAXKHBIM pa3IM4YUsAM B UX
CBOWCTBAX, BAPHAHTAaX HCIOJB30BAHUS U MPOMBIIUICHHON IleHHOCTH. Hanpumep, rpadur u
anMas  SBJSIIOTCS  mojuMopdaMu  KpucTajuimdeckoro  yriepoma.  [lomumopdwr
(bapMaLeBTHYECKUX COSIUMHEHHH TAK)Ke MOTYT OTUETJIMBO, €CJIH HE CYIIECTBEHHO, OTIMYAThCS
10 CBOMM CBOHCTBaM, BKJIFOYasi CBOHCTBA, COOTBETCTBYIOINHE Pa3pabdOTKE COCTaBOB TaKUX
(apMaLeBTHUECKNX COENUHEHHH U pa3pabOTKe TBEPHABbIX JIEKAPCTBEHHBIX (POPM, TAaKUX Kak
TabJMETKU W KamncyJjbl, coAepkamue Takue cocrtaBbl. Kpucrammmdeckas ¢opma
JIEKApCTBEHHOTO CPEICTBA TAKXe MOJDKHA COOTBETCTBOBATH HOPMATHUBHBIM TPEOOBAHUSIM,
KaCalOLIUMCs1 €r0 U3TOTOBJICHHUSL.

[0004] TeOurneHeM MHUBOKCHJ MpenCTaBisieT COOOl KapOameHeMOBBI AHTUOHMOTHK,

MPUTONHBIA JJIT JIEYeHHUs] YCTOHYMBBIX K JEHCTBUIO AHTHOMOTHKOB OaKTePHATbHBIX



uHpekuid. s yiydiieHuss TepaneBTUYEeCKOTO HCIOJNIb30BAaHUS TeOWUIEHeMa MHUBOKCHUIIA

HEOOXOIMMBI HOBBIE TBEPABIE POPMBI, TAKHE KAK KPUCTAJUTNIECKHE COJEBbIE (POPMBL

KPATKOE OITMCAHUE

[0005] B naHHOM JOKYMEHTE€ pacKpbITBl KPUCTAIMYECKHE COJIeBble (OPMBI
TeOUNeHeMa MNHUBOKCWIA. OTH KPHCTAJUIMUECKHE (POPMbI BKIFOUAIOT KPHCTAJUINYECKYIO
coyieByro (opmy dTaHCyJbpoHaTa TeburneHema NMUBOKCHIA (popMy A), KPUCTAJUIMYECKYIO
coJieByto opmy keToriyrapara Tebunenema nuBokcuia (popmy A), coneBbie popmbl MasieaTa
teOuneHema mnuBokcuna (popmy A u ¢opmy B), coneByro ¢opmy manara TeOumnenema
nuBokcuia (popmy A), coneByro GpopMy MeTaHCysIbpoHaTa TeOuneHeMa nuBokcuia (popmy
B), conesyto popmy ruapobpomuna tebuneHema nuokcuia (popmy B) u coneryro dopmy
sau3niIaTa rebuneneMa nuBokcuna (popmy A).

[0006] Takxke B [AaHHOM JOKYMEHTE€ pacKpbiTa KOMIIO3MLHUSA, COAep Kalas
KPUCTAJUIMYECKYIO CONb TeOuleHeMa MUBOKCWIA M (apMaLEBTHYECKU MPHEMIIEMbIH
HOCHTEb.

[0007] Takke B HOAHHOM JOKYMEHTE PACKPBIT CIOCOO JIEYEHHs YCTOMYUBOU K
JEeWCTBUI0 aHTUOMOTUKOB OakTepuanbHON WH(EKIHMH, BKIIOYAIOIUN BBEICHHE MALUEHTY,
HYKOAOIIEMYCsi B TAakOM JICUEHWH, TepaneBTHYecKd d(P(PEKTUBHOrO KOJHYECTBA
KPUCTAJUTHYECKOU COJIM TeOueHeMa MUBOKCUJIA.

[0008] Taxxke BKJIHOYEHBI CIIOCOOBI U3TOTOBJICHUS] KPUCTATUYECKUX COJIEBBIX (hopm

TeOuneHeMa MUBOKCUIIA.

KPATKOE OITMCAHUE IT'PAOUYECKHNX MATEPHUAJIOB

[0009] BelieykazaHHble U IpyTrHe acleKThl, IPEUMYIIecTBa U MPU3HAKU HACTOALIETrO
n300peTeHus CTaHyT OoJiee OYeBHIHBIMU Iy TeM OoJiee MOAPOOHOTO OMMCAHUS €r0 THITHYHBIX
BAPUAHTOB OCYIECTBIEHUS CO CChUIKOH Ha MpHUIaraeMble (pUTyphblL.

[0010] @urypa 1. [dudpakrorpamma XRPD kpucrammmueckorn ¢opmbr A
3TaHCyJIb(OHAaTA TEOUTIEHEMA THBOKCHUIIA.

[0011] @urypa 2. IIpopumn DSC u TGA xpucrammmueckoir Qopmbr A
3TaHCyJIb(OHAaTa TEOUTIEHEMA MTMBOKCHUIIA.

[0012] @urypa 3. Hdudpakrorpamma XRPD kpucrammmyeckoir coneBoil Gopmbl A
KeTOrJIyTapara TeOuneHeMa MUBOKCUJIA.

[0013] @urypa 4. Ilpodpumu DSC u TGA xpucramamueckod cojeBod ¢Gopmbl A

KeTOrJIyTapara TeOuneHeMa MBOKCUJIA.



[0014] ®@urypa 5. Tudpakrorpamma XRPD kpucrammmdaeckoii conmeBoii Gopmbl A
Masieara TeOuneHeMa MMBOKCHIIA.

[0015] @urypa 6. Ilpodpmmu DSC m TGA xpucramamueckod cojeBod ¢Gopmbl A
Masieara TeOuneHeMa MMBOKCHIIA.

[0016] @urypa 7. Jdudpaxkrorpamma XRPD kpucranmmueckoit coneBoii ¢opmer B
Masieara TeOuneHeMa MMBOKCHIIA.

[0017] ®@urypa 8. Ilpodpunu DSC u TGA xpucrammmueckoit coneBoit ¢popmbl B
Masieara TeOuneHeMa MMBOKCUIIA.

[0018] @urypa 9. qudpakrorpamma XRPD kpucrammmgeckoi coneBoi Gopmbl A
MaJjiaTa Te0HIeHeMa MUBOKCHIIA, TTOJTy4Ye€HHOH criocoOoM 1, B KOTOpOM TeOUTIEHEM MUBOKCHUII
pactBopsitoT B MeCN.

[0019] @urypa 10. Judpakrorpamma XRPD kpucramindeckoi coneBoii Gopmbr A
Majata TeOHIeHeMa MUBOKCUIIA, TIOJTYyYeHHOH CIIocoOOM 2, B KOTOPOM T€OUIIEHEM MHBOKCHIT
pactBopsitoT B MeCN.

[0020] @urypa 11. IIpodumun DSC u TGA xpucrammmueckor coieBoil Gopmber A
MasiaTa TeOuneHemMa MIBOKCHIIA, TIOJYYeHHOH criocodom 1.

[0021] @urypa 12. Judpakrorpamma XRPD kpucramindeckoii conesoii ¢popmbl B
MeTaHCYJbpoHaTa TeOuneHeMa MUBOKCHIIA.

[0022] @urypa 13. IIpopunmu DSC u TGA xpucrammmueckoit coneBoii ¢popmel B
MeTaHCyJbpoHaTa TeOuneHeMa MUBOKCHIIA.

[0023] @urypa 14. Judpaxkrorpamma XRPD kpucramindeckoii conesoii ¢popmbl B
ruapobpomuaa TebuneHemMa MUBOKCHIIA.

[0024] @urypa 15. Ipopunmu DSC u TGA xpucrammmueckoit coneBoii ¢popmer B
ruapobpomuaa TebuneHemMa MMBOKCHIIA.

[0025] @urypa 16. Tudpakrorpamma XRPD kpucrammmueckoit coneBoii Gopmbr A
san3IIaTa TebuneHeMa MIBOKCHIIA.

[0026] @urypa 17. Ilpodmmu DSC u TGA kpucramummdeckoi coneBodl Gopmbl A
san3uIaTa TebuneHeMa MIBOKCHIIA.

[0027] @urypa 18. [udpaxrorpamma XRPD xkpucrammmueckoro CcBoOOIHOTO
OCHOBaHUS TeOUTIEHEMa ITMBOKCHUIIA.

[0028] @urypa 19. Tudpakrorpamma XRPD kpucrammmueckoit coneBoii Gopmber A

TUAPOXJIOpHIA TeONIEHEMa TUBOKCHUIIA.



[0029] @urypa 20. Ilpopumu DSC u TGA comeBoii ¢opmbl A THIpOXIOpHIA
TeOUIeHeMa MUBOKCHUIIA.

[0030] @urypa 21. Judpaxkrorpamma XRPD kpucrammmdeckoii coneBoit ¢popmer C
ruapobpomuaa TebuneHeMa MMBOKCHIIA.

[0031] @urypa 22. Ilpopumu DSC u TGA xpucrammmueckoit conesoit ¢popmer C
ruapobpomuaa TebuneHemMa MMBOKCUIIA.

[0032] @urypa 23. Tudpakrorpamma XRPD kpucranmmueckoit coneBoit popmbr D
ruapobpoMuaa TeOuneHemMa MMBOKCUIIA.

[0033] @urypa 24. Ilpodunu DSC u TGA xpucrammmyeckol coneBoil popmsr D
ruapobpoMuaa TebuneHemMa MMBOKCUIIA.

[0034] ®urypa 25. {udppaxrorpamma XRPD kpucranmnueckoit coneBoit popmer B +
C merancynbdoHaTa TedrneHeMa MUBOKCHIIA.

[0035] @urypa 26. ITpodumun DSC u TGA kpucrananyeckoii conesoii popmbsl B + C
ruapoOpoMuaa TedrneHeMa MMBOKCHIIA.

[0036] ®urypa 27. Judpakrorpamma XRPD kpucrammmdeckoit conesoir Gopmer D
MeTaHCyJIb(pOHaTa TeONITEHeMa MMBOKCHIIA.

[0037] ®urypa 28. IIpodunu DSC u TGA xpucramamueckoi coneBoit Gopmsr D +

¢dopmbl B MetaHcybpoHaTa TeOUeHeMa MUBOKCHIIA.

IMTOJAPOBHOE OITMCAHHUE

[0038] Hacrositiiee uzobpereHue nanee OyaeT onmucaHo Ooyiee moapoOHO CO CChUTKOMH
Ha npuiaraemeie ¢purypsl. OnHaKO, HacTOsAIIee H300PETEHHE MOXKET ObITh OCYILIECTBJIEHO BO
MHOTHX Pa3U4HbIX (JOpMax U He MOJKHO PACCMAaTPHBATHLCS KaK OrpaHHYEHHOE BapUaHTAMMU
OCYIIECTBIIEHHS, YKa3aHHBIMHU B JaHHOM JOKyMeHTe. CKopee, STH BapHAHTBI OCYIII€CTBIIEHUS
NPEeACTaBJIEHbI Ui TOrO, YTOOBI JAaHHOE PACKpPbITHE OBUIO MCYEPIBIBAOINUM U TOJHBIM U
MOJTHOCTBIO TIEPEIaBajio OOBEM HACTOSIIETO H300pETeHHsI CIIEIHAIUCTaM B JAHHOW 00JacTu
TexHUKH. [10 BCeMy OMUCAHHUIO MONOOHBIE CCHUIOYHBIE TMO3UIMH OTHOCSATCS K TMOXOOHBIM
3JIEMEHTaM.
TEPMUHOJIOTUA

[0039] "JlekapcTBeHHast hopMa" O3HAYAET €IUHUIYY BBEACHHS] aKTUBHOIO CPENCTBA.
ITpumepsbl NekapCTBEHHBIX (OPM BKIIFOYAIOT TAONETKH, KarCyJibl, HWHBEKIIHH, CYyCIIEH3UH,
JKHUIKOCTH, OMYJbCHH, KPEMbI, MasW, CYIMIO3UTOPUH, (GOPMBI Ul  HHTAJSINY,

TpaHCAepMalIbHbIE (POPMBI U TOMY TIOAOOHOE.



[0040] "®apmanieBTHUECKHE KOMITO3MLIUK" TIPEACTABISIOT COOOW KOMIIO3HIINH,
conep:Kallue Mo MEHbIIEH MEPe OJJTHO AKTUBHOE CPENICTBO, HANpUMED, KPUCTATUTUYECKYIO COJb
TeOUIeHeMa MUBOKCUJIA, U TI0 MEHbINIEH Mepe OJHO APYroe BEeIIeCTBO, TAKOE KaK HOCUTEIb,
BCIIOMOTATEJIbHOE  BELIECTBO WM  pa3daButenb. DapmareBTHUECKHE  KOMITO3ULIUU
coOTBETCTBYIOT cranaapTam GMP (Hanneskaruell mpoU3BOACTBEHHON NMPAKTUKN) Y TIPaBICHUS
M0 KOHTPOJIF0 3a mpoxykramu u JjekapcrBamu CIIIA nist nexkapCTBEHHBIX CPENCTB IS
YEJIOBEeKA WM JIEKAPCTBEHHBIX CPEICTB, HE UMEIOIINX OTHOIICHUS K YEJIOBEKY.

[0041] Tepmun "HocuTenp", mpuUMeHsieMbIH K (PapMaleBTUYECKUM KOMITO3ULIUSIM,
OMHCAHHBIM B JAHHOM JJOKYMEHTE, OTHOCHTCSI K pa30aBUTEIIO, BCIIOMOTaTEIbHOMY BEILECTBY
WJIU Cpefie-HOCUTEII0, C KOTOPOM aKTUBHOE COEIMHEHUE MPEAOCTABIISAETCS.

[0042] "®apmanieBTUUECKU TNPUEMIIEMOE BCIIOMOIaTeIbHOE BELIECTBO" O3HAYAET
BCIIOMOTaTEJIbHOE  BEINECTBO, KOTOPOE  SIBJSIETCA  NPUTOAHBIM MPU  TOJYUEHUH
(apMaLeBTHYECKOW KOMIIO3UIUK, KOTOpOe, Kak TPaBUJIO, SBJSIETCS O€30MacHBIM,
HETOKCUYHbIM M HE€ SIBJISIETCS OWOJOTMYECKH WM WHBIM OOpa3oM HEKeJIaTelbHbIM, U
BKJIFOYAET BCIIOMOTATENIbHOE BELIECTBO, KOTOPOE SIBJISIETCS] IPUEMJIEMBIM JIJIsl IPUMEHEHUS B
BETEpUHAPUH, a TaKke Ui (apMaLEBTHUECKOTO  MPUMEHEHHUS  YEJIOBEKOM.
"®apMaleBTUYeCKH IPUEeMJIEMOe BCIIOMOTaTeIbHOE BELIECTBO" TPU HCIOJIB30BAHUU B
HACTOSIIECH 3asiBKe BKJKOYAET KaK OHO, TaKk W OOjiee OJHOTO TaKOIro BCIIOMOTraTeNIbHOTO
BEIIECTBA.

[0043] "ITaumeHT" ABIASETCS YETOBEKOM UJTH JKUBOTHBIM, HE SIBJISTFOIITUMCSI YEJIOBEKOM,
HY KA IIMCST B MEAUITUHCKOM JICUeHUH. MEeIUIIMHCKOE JICYEHHE MOXKET BKITFOUATh JICUCHHE
CYLIECTBYIOIIEr0 COCTOSTHUS, TAKOrO Kak 3a00JieBaHKe WM HapylIeHue, Mpo(uiakTHIeCKoe
WJIU TIpEAyNPEaUTENbHOE JIEYEHNE WM TUarHOCTHYECKOE JieueHne. B HEKOTOphIX BapHaHTax
OCYLIECTBJIEHUS TTALIUEHT SIBJISIETCS YE€JIOBEKOM.

[0044] "ObGecnieueHne" oO3HAYaeT HA3HAYEHHWE MJIsi TMPHEMa, BBENEHUE, MPOIAKY,
pacrnpocTpaHeHHe, TPAHCTIOPTHPOBKY (IUIsl TOJNYYeHHUs] MPHUOBLIA WM HET), W3TOTOBJICHUE,
MIPUTOTOBJICHUE WJIH pacrpeneyieHue.

[0045] "OOGecneueHne KpUCTAIUTMIECKOH COIeBOH (hOpMBI TeOHIIEHEMa TMBOKCHIIA" TIO
MEHbIIEH Mepe C OOHUM JOMOJHUTEIbHBIM AKTHBHBIM CPEICTBOM" O3HA4aeT, 4YTO
KpUCTAJUTMYECKast cojieBas (¢opMa TeOUINEeHeMa THBOKCHJIA W JOMOJHHUTETbHOE(-bIe)
aKTUBHOE(-ble) CpencTBO(-a) MPEAOCTABJISIFOTCS OMHOBPEMEHHO B OMHOW JIEKApCTBEHHOMH
dbopme, TPENOCTABISIOTCS ONHOBPEMEHHO B OTHEJBHBIX JIEKAPCTBEHHBIX (opmax wim

npeaoCTaBJIAOTCA B OTACIBHBIX JICKAPCTBEHHBIX (I)opMax JJIA BBECACHHA, OTACICHHOI'O



HEKOTOPBbIM KOJHYECTBOM BPEMEHH, TO €CTh B INpeneiax BPEMEHH, KOrja Kak TeOureHeM
NMUBOKCHJI, TaK U TI0 MEHbIIEH Mepe OHO JAOMOJHHUTEIBHOE aKTHBHOE CPEACTBO HAXOMATCS B
KPOBOTOKe manuenta. Kpucramnmueckass coneBas ¢opma TeOHWIeHeMa NHBOKCHIA U
JOTIONTHUTENIbHOE AKTUBHOE CPEACTBO HE JOJDKHBI ObITh HA3HAUEHBI MALIMEHTY OJHUM U T€M
K€ MEOUIMHCKUM pPa0OTHUKOM. JIOMOJHHUTENbHOE AKTHBHOE CPEICTBO WJIM CPEINCTBA HE
o0s13aTenbHO TPeOYIOT perenTa. BBenaeHne KpuCTaAIUITMYECKON CojieBOi (popMbl TeOuneHema
NMUBOKCHUJIA WJIM 110 MEHbINEH Mepe OAHOIO JIOMOJHUTEIBbHOIO aKTHBHOIO CPEACTBA MOXKET
OCYIIECTBIIATECS JIOOBIM TOAXOMAIIMM IyTEM, HAmpuMep, C IOMOINBIO IEPOPaTIbHBIX
TabJETOK, MEPOPATBHBIX KaICyJl, MEePOPATbHBIX KUAKOCTEH, MyTeM WHTAISALUN, UHbEKLNH,
CYIIMO3UTOPUEB HJIM MECTHOT'O KOHTAKTA.

[0046] "JleueHnue" mpu UCTIONB30BAaHUH B JAHHOM JOKYMEHTE BKJIFOYaeT oOecreveHne
KPUCTAJLTHUECKOI CoeBoil Gopmbl TeOUIeHeMa MUBOKCHIIA M 10 MEHBIIEH Mepe OJHOro
JIOTIOJTHUTENIbHOTO AKTUBHOTO CPEACTBA, JOCTATOYHOrO Uil () CHUXKEHHsS BEPOSITHOCTU
BO3HUKHOBEHUsI 3a00JIeBaHUS WM CHUMITOMAa 3a00NeBaHMs y MAlMeHTa, KOTOPbIH
IpefpacnookeH K 3a00/eBaHUI0, HO Y KOTOPOro elle He JUarHOCTHPOBAJIN €ro HaJINuue
(nanpumep, npenynpexneHne OaKTepruaabHON HH(PEKLINH Y MAlMeHTa, My TEIIeCTBYIOIEro Ha
TEPPUTOPHIO, TAE PUCK BO3NEHCTBHs OakTepHUajbHON WH(EKIHH sBJIAeTCs BbICOKUM), (b)
noJaBJIeHUs 3a00I€BaHUsI, M. €. 33aePIKKH ero PasBUTHS, U (C) OOJIeryeHus: COCTOSIHUS TIPU
3aboneBanuu, m. e. obecrieueHusi perpeccun 3abojeBanusi. "Jleuutp" u "nedeHue" TaKKe
O3HauaeT obOecrevyeHne TepaneBTHYECKH H(PPEKTUBHOIO KOJHYECTBA KPUCTALTHYECKOU
cojieBol (popmbl TeOMIIEHEMa MUBOKCHJIA M 1O MEHBLIEH Mepe OIHOTO OTOJHUTEBHOTO
AKTUBHOTO CPEJICTBA MALIUEHTY, UMEIOIEMy MUKPOOHYIO MH(EKIIUIO UIH 9y BCTBUTEIBHOMY K
MHUKpOOHOH MH(EKIHNH, TAKOW KaK YCTOWYHBAs K JACHCTBUIO aHTHOMOTUKOB OaKTepHaibHAsS
UHQEKIHs WIH HHPEKIUS, BbI3bIBaeMasi IPaMOTPHUIATEIbHBIMA OaKTEPHUSMH.

[0047] "TepaneBTuuecku s¢dexkTuBHOE KOJIM4YeCcTBO" bapmMareBTHYECKON
KOMOWHAIIMM 110 HACTOSIIIEMY H300PETEeHHI0 O3Ha4YaeT KOJH4YeCTBO, 3(PdekTHBHOE mpU
BBEJACHUN NALMEHTY, JJII OOECIEYeHMs TEePareBTHUYECKOTO IPEHMYINeCTBa, TAKOro Kak
o0JierueHne CUMIITOMOB, HAanpumep, KOIM4ecTBO, 3p(HEeKTUBHOE IS CHUKEHUS! CHMIITOMOB
OakrepuanpHOl mHGpekuun. Hampumep, y nanmeHTa, MHQUUUPOBAHHOTO OaKTepHAIbHOU
UHpEKIel, MOTyT TMpOSBIATBCS HE COOTBETCTBYIOIIME HOPME YPOBHH HEKOTOPBIX
I'€MOLIUTOB, B YACTHOCTH JIEWKOLUTOB (OENbIX KPOBSIHBIX KJIETOK), HAIIPUMED, MOBBILICHHE
qruciia HEUTpopmIoB M cHwkeHue uncia juMmdorutoB. Tepamesrudeckn 3¢ ¢GeKTUBHOE

KOJINYECTBO, TaKUM O0pa3oM, TMpPEnCTaBiIsieT COOOH KOJNMYECTBO, AOCTATOUHOE IS



obOecrieyeHrsi BO3BpaTa YPOBHS JIGHKOLIMTOB B HOPMAJIbHBIM Juana3oH. TepamneBTUYecKu
3¢ (EeKTUBHOE KOJIMYECTBO TAKXKE IPENCTAaBJsAET COOOH KOJNWYECTBO, OCTATOYHOE IS
NPEeNyNpeXNeHUsT  3HAYUTENbHOTO  TOBBIMIEHHWS WM 3HAYUTEIBHOTO  CHIDKEHUS
O00OHapy>KNBAEMOr0 YPOBHs OaKTepuil MIIM aHTUOAKTEPHAIBHBIX AHTUTEN B KPOBH, CHIBOPOTKE
WA TKAHSX TAIeHTa.

[0048] ITompa3ymeBaercsi, YTO HACTOsiee M300peTeHHEe BKIIIOYAET BCE H30TOIIbI
aTOMOB, MPHUCYTCTBYIOIIMX B COEIUHEHMSX IO HacTosAleMy u3o0pereHuto. M3oTorbl
BKJIFOUAIOT T€ aTOMBI, KOTOPbIE UMEIOT OIMHAKOBOE aTOMHOE YUCJIO, HO Pa3JIMYHbIE MACCOBBIE
yrcna. B kauectse oOmero mpumepa u 0€3 OrpaHHYEHHUs] W30TOMBI BOJOPONA BKIOYAIOT
TpUTHIA U JieliTepuii, a u3oTonsl yraepoaa pkirodatot 'C, °C u MC.

[0049] Byner MOHATHO, YTO KOTJA CChUIAIOTCS HA 3JIEMEHT "MpHU" APyrom 3JIEMEHTE,
OH MOJKET HAXOAUTbCSl HEMOCPEACTBEHHO MNpPH APYTOM 3JIEMEHTE, UM MPOMEXKYTOYHbIE
9JIEMEHTBbl MOTYT NPUCYTCTBOBAaTh MeXJAy HHUMHU. HampoTuB, Korma cChUIAOTCS 3JE€MEHT
"HEeNMOCPEACTBEHHO HAXOMALIMHICA Mmpu" IPyroM 3JIEMEHTE, NMPOMEXYTOUYHbIE 3JIEMEHThI He
IPUCYTCTBYIOT.

[0050] byner mOHATHO, 4TO XOTs TE€PMUHBI "mepsbiii”, "BTOpo", "Tperuit" u mp.
MOKHO HCIIOJIb30BaTh B JAaHHOM JOKYMEHTE [JIsl OINUCAHUS PAa3IMYHBIX 3JEMEHTOB,
KOMIIOHEHTOB, UAMa30HOB, CJIOEB M/MJIM YacTel, STH 3JEMEHThI, KOMIIOHEHTbI, TUATAa30HbI,
CJIOH W/WJIN YACTH HE JOJDKHBI OTPAHUYUBATHCS STUMH TEPMUHAMU. DTH TEPMUHBI UCTIOJIB3YIOT
TOJNBKO JJISl pa3jMueHusi OJHOTO 3JIEMEHTa, KOMIIOHEHTa, JUara3OHa, CJIOsl WJIW YacTH OT
APYTOro 3JE€MEHTa, KOMIIOHEHTA, JUala3oHa, CJIOs WM 4acTH. Takum oOpa3oMm, "mepBblid
sneMmeHt", "kommnoHeHT", "muamnason", "cnmoi" wiau "4acte", 0OCy’KmaeMble HMKE, MOXKHO
Ha3BaTh BTOPBIM 3JIEMEHTOM, KOMITIOHEHTOM, THANIA30HOM, CJIOEM UJIH YaCThIO 0€3 OTKIIOHEHHUS
OT NPUHLMIIOB HACTOSLIETO N300PETEHHUS B TAHHOM JIOKYMEHTE.

[0051] TepmuHosOTHs, UCTIONMB3yEMAsi B JAHHOM JOKYMEHTE, MPEICTABIIEHA TOIBKO C
LEJbI0 ONUCAHUS KOHKPETHBIX BAapUaHTOB OCYLIECTBIEHUS W HE IpeJHa3Ha4deHa s
orpanuueHusi. IlogpasymeBaercsi, 4TO MpPU HCIOJB30BAHHUM B JAHHOM JTOKYMEHTE (hOPMBI
€IMHCTBEHHOT'O YHCJIa BKIIOYAIOT (POPMbI MHOKECTBEHHOTO YHCIIA, B TOM YHCIIE "TI0 MEHbLIESH
Mepe OnuH", €CTM KOHTEKCT SIBHO He ykasbiBaeT wHoe. "Mnmu" o3zHauaer "w/wumm". Ilpu
UCTIOJIb30BAHUHY B JTAHHOM JOKYMEHTE TepMUH "W/Win" BKJIFOYAET JIFOOYIO M BCe KOMOUHALIUU
ONHOrOo MM OoJiee CBI3aHHBIX IMEPEYHCIEHHBIX 3JIEMEHTOB. Byner Takke MOHSTHO, YTO
TepMuHbI "comepskut" w/mimu "comepskammii’, uim "BrIrO4YaeT" WK "BKIOUYAROIUN" Tpu

HCIIOJIb30OBAHWU B JAHHOM ONHCAHUHU, ONPCACTAOT NPUCYTCTBUE YKA3aHHBIX IIPU3HAKOB,



INaNa3oHOB, LENbIX YHCEN, CTaAWi, OMNepanuid, 3JIEMEHTOB W/WIM KOMIIOHEHTOB, HO HE
UCKJIIOYAIOT TIPUCYTCTBHE WM A00aBIEHHE OJHOTO WM OoJjiee IPYTUX TNPHU3HAKOB,
INaINa3oHOB, [EJbIX YICEeNl, CTaAuH, ONepaLiii, 3JIEMEHTOB, KOMIIOHEHTOB H/HJIH UX TPy

[0052] Ecnu nHOE He OnpeneNneHo, BCe TePMUHBI (BKJIFOYAs TEXHHUECKHUE U HAYUYHBIE
TEPMMUHBI), UCTIONb3YEMbIE B TAHHOM JIOKYMEHTE, UMEIOT TaKO€ JK€ 3HAUEHHE, YTO U OOBIYHO
MOHNMAeMble CIIELHAINCTOM B 00JIaCTH, K KOTOPON OTHOCUTCA JaHHOE m3o0pereHue. Takske
OyZeT MOHATHO, YTO TEPMHUHBI, TAKUE KaK T€, YTO ONpEAeNieHbl B OOBIYHO HCIIONb3YyEMbIX
CJIOBApPSIX, CJIely €T IOHUMATh KaK MMEIOLIUE 3HAaYeHUE, KOTOPOE COMIACyeTCsl ¢ UX 3HAUYCHUEM
B KOHTEKCTE COOTBETCTBYIOLIETO YPOBHsI TEXHUKH U HACTOSILIEr0 M300peTeHus, U He OyayT
NIOHUMATHCS B UACATU3UPOBAHHOM WJIM YpEe3MEPHO (POPMAIBHOM CMBICIIE, €CIIU 3TO SIBHO HE
OMPENENIeHO B JAHHOM JJOKYMEHTE.

[0053] Tebunenem nuBokcun (peructpanuonssiii Homep CAS 161715-24-8) umeer

clenyomyo cTpykrypy (1):

Y
=N

(1).

[0054] B naHHOM OKYMEHTE PAaCKpPBIThI KPUCTATHYECKHEe (POPMBI KPUCTATITHIECKOU
coneBoii ¢opmbl dTaHCyNb(oHaTa TeOuneHema nmuBOKCHIA (popma A), KPUCTAJUTUYECKOM
cosieBoli (hopMbI KeTornyTapara TeduneneMa nuBokcmia (popma A), coieBbx GopM Mayeata
tebunenema mnuBokcmia (popma A u ¢opma B), comeBoit (opmbl Manara TebuneHema
nuBoKcuIIa (popma A), coneBoli popMbl MeTaHCYIbpOHATa TebuneHeMa nmuBokcuia (hopma B)
U coneBoit popmel runpodbpomuna redbuneHema nmuBokcuia (popma B).

[0055] Kpucramuimueckne (GopMel  conn  TeOWNEHEMa IMHUBOKCHJIA — BKIIFOYAKOT
OJHOKOMITOHEHTHbIE W MHOTOKOMIIOHEHTHbIE KpHCTAJUIM4ecKue (OpMbl, BKJIOuas 0Oe3
OrpaHMYeHHUs] TOJIUMOP(BI, COMBBATBHI, TMAPATHI, COKPUCTAIBI U KjiaTpaThl. HekoTopbie
BApUAHTBHI OCYIUECTBJCHHS B JaHHOM JOKyMEHTe O0OeCne4YrBalOT OJHOKOMIIOHEHTHBIE
Kpuctajuindeckue Gopmel cou TeOuneHema nuBokcuia. Jpyrue BapraHTbl OCYIIECTBIICHUS B
JIaHHOM JIOKYMEHTe OO0eCle4nBal0T MHOTOKOMIIOHEHTHbIE KpHUCTAIMYeCKue (QOpMBI,
cozepsKalue cojib TeOUneHeMa MIBOKCHIA. MHOTOKOMITOHEHTHbIE KPUCTAUTHYECKHE (POPMBI,

NPpEACTABJIICHHBIE B JAHHOM AOKYMECHTEC, BKJIFOYAOT KPUCTAJIIMICCKUE (I)OprI, KOTOPBIC MOTYT



OBITH OMUCaHBl TEPMUHAMH "COJB", "COBMECTHBIN Kpuctaut”, "ruapat”, "conbeatr”, "kmarpar”
u/wm "monmumopd", U BKIIOYAIOT KPUCTAIHUYECKHE (POPMBI, KOTOPBIE MOTYT OBITH OIMHCAHBI
OIHUM WK OOJIee U3 3TUX TEPMUHOB.

[0056] Kpucrammnaeckue GopMel, copepskaiine coiib TeOUneHeMa MUBOKCUIIA, MOYKHO
NOJIy4aTh CHOCO0aMH, OMUCAHHBIMHU B JAHHOM JIOKYMEHTE, BKJIFOYasl CIOCOOBI, OMUCAHHbIE B
npuMepax HIDKE, WIM METOAUKAaMH, H3BECTHBIMH B IAHHOM OONACTH TEXHHUKH, BKJOYAs
HarpeBaHue, OXJaKAeHNe, CyOIMMalMOHHYIO CYIIKY, JHOQUIN3AIUI0, ObICTPOe OXJIAXKIEHUE
pacrmaBa, ObICTpO€ HCMApEHHWE PACTBOPHUTENS, MEIJICHHOE HCIApeHHe pPaCcTBOPHUTEIS,
NEePEKPUCTATIIU3ALINIO u3 pacTBOpUTENS, noOasieHue AHTHPACTBOPUTEIIS,
NEPEeKPUCTAUIN3ALMI0 M3 CYCNEH3MM, KPUCTAJNIM3ALUI0 M3 PpacljaBa, eCOJIbBATALUIO,
NEePEeKPUCTAIN3ALMIO B OrPAaHMYEHHOM IIPOCTPAHCTBE, TAKOM KakK, Hanpumep, B HAHOIOPAX
WIM Kamuusipax, NepeKpUCTANIM3AlMI0O HAa TOBEPXHOCTSX WM MATpHUIax, TaKUX Kak,
Hanpumep, Ha TONUMEpax, MEPEeKPUCTAUIM3ALMIO B MPUCYTCTBUU J00ABOK, TaKUX Kak,
Hanpumep, TIPOTHUBOMOJIEKYJIbI COKPHUCTAJUIOB, JECOJbBATALMs, NEeTHUApaTanus, ObICTpoe
OXJIKACHUE, MEIUIEHHOE OXJIAXKICHHE, BO3JEHCTBHE PACTBOPHUTENS W/WIM BOABL CYIIKA,
BKJIFOYAsl, HANpumep, BAaKYYMHYIO CyliKy, auddys3mo u3 mapoBoit ¢aspl, CyOnmuManuio,
u3MesbueHue (BKIIOYas, Hanpumep, KpUou3MebueHue, U3MEbUEeHUE B KATUIIX PaCTBOPHUTEIISI
WA U3MEJIbYCHUE C UCTIOIb30BAHUEM JKUAKOCTH), HHIYLIUPYEMOE MUKPOBOJIIHAMH OCAXKICHUE,
UHYLIHPYEMOe VJIBTPa3BYKOM OCAKACHUE, UHIYLIHPYEMOE JIA3€POM OCAXKIIEHUE U OCAKIECHUE
U3 CBEPXKPUTHYECKOHW JKUAKOCTH. Pa3Mep 4YacTHIl MOJYYEHHBIX KPHUCTAJUTUNYECKUX (HOpM,
KOTOPBI MOJKET M3MEHSThCS (Hanpumep, OT HAHOMETPOBBIX Pa3MEPOB A0 MILIMMETPOBBIX
pa3sMepoB), MOJKHO PEryJIHPOBATb, HANPUMED, TIyTEM U3MEHEHUs YCJIOBUH KPUCTAJUIU3ALIUH,
TAKUX KakK, Hanpumep, CKOPOCTb KPHUCTAUIM3AIMKA W/WIA CUCTEMa pPacTBOPUTENEH
KPHUCTAJUTU3ALIH, WIA ITyTEM METOIUK CHHYKEHUS Pa3MEPOB YACTHL, HANpUMeED, U3MEIIbUEHUS],
pa3MoJia, MUKPOHHU3AIHHU HIIH 00pabOTKH YIBTPa3BYKOM.

[0057] He >xenmasi OrpaHMYUBATHCS KAKOW-JTHMOO KOHKPETHOH TeOopHel, HEKOTOphIe
KpUCTAUTHUecKue (OPMBI  XapaKTEPU3YIOTCA (U3NYECKHIMH  CBOWCTBAMH, HANpUMED,
CTa0MJIBHOCTBIO, PACTBOPUMOCTBIO M CKOPOCTBIO PACTBOPEHHS, TOAXOMSAIIUMHU IS
(bapManeBTHYECKUX W TEPANeBTHYECKUX JIeKapCTBeHHBIX ¢opMm. Kpome Toro, He skenas
OTPaHUYMBATHCS KAKOM-TMOO KOHKPETHOW TEOpPHeH, HEKOTOpPble KPUCTAIUINYECKHE (HOPMBI
XapaKTepPU3YIOTCsl (PU3NYECKMMH CBOWCTBAMHU (Hanpumep, TUIOTHOCTBIO, MPECCYEMOCThIO,
TBEPIOCTBIO, CTPOCHHEM, PACLICTUICHHEM, CIUMAEMOCTBIO, PACTBOPUMOCTBIO, IMOTJIOLICHUEM

BOABI, SJICKTPUYICCKUMU CBOfICTBaMPI, MOBCACHHUEM IIpU TEPMHUYCCKOM BOSI[efICTBPIPI,
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PEaKIMOHHON CHOCOOHOCTBEO B TBEPAOM COCTOSHHUH, (U3muecKkol CTaOWIBHOCTBIO W
XUMHYECKON CTaOMIIBHOCTBIO ), KOTOPBIE BIHSIIOT HA KOHKPETHBIE IPOLIECCHI (HAnpumep, BbIXO],
($uIbTpaLnIo, MPOMBIBKY, CYIIKY, U3MEJIbYCHHE, CMEIINBAHUE, TaOIETUPOBAHHE, TEKYy4eCTh,
pacTBOpPEHHE, COCTaBJICHHE U JHOPWIM3ALMIO), YTO AENAET HEKOTOPblE KPUCTAJUTMUECKHUE
(bOopMBI OAXONALIMMH IS U3TOTOBIIEHHUS TBEPJOH JieKapCTBEHHOH (popmbl. Takue cBoiicTBa
MO>KHO OIpPEAENATh C MOMOLIBI) KOHKPETHBIX METOAUK AHAJIUTHUYECKOW XHMUH, BKJIFOYas
TBepAO(a3HblE AHATUTHYECKUE METOAMKH  (Hanpumep, PEHTTEHOBCKas  IUPAKIVS,
MHUKPOCKOIIHS, CHEKTPOCKOINS U TEPMUUECKUN aHANIN3), KAaK OMHCAHO B JAHHOM JIOKYMEHTE U
M3BECTHO B JAHHON O0JIaCTH TEXHUKH.

[0058] HexoTopble BapuaHThI OCYLIECTBIEHHUS B JAHHOM JOKYMEHTE OOECIeYHBAIOT
KOMITO3HMLIMH, COAep’Kallue OAHy WM Oonee Kpuctaumueckux ¢opm. Jpyrue BapuaHTbI
OCyLIeCTBJIEHHs O0ECIeYNBAOT KOMIIO3UIMU OAHOM MM Oojiee KpHCTALIMYECKUX (Gopm B
KOMOHMHALIMHK C APYTUMH aKTHBHBIMU HHIpeAueHTaMu. HekoTopele BapuaHThI OCYIECTBICHHUS
obecreunBaroT CrocoObl MPUMEHEHUS] 3TUX KOMIIO3ULIUH B JICYEHUH, MPEaynpekIeHUN WIN
KOHTpOJIe 3a00JI€BaHN 1 HAPYLIEHUH, BKIIO4Yast Oe3 orpaHr4YeHns 3a00JeBaHUs U HAPy IIEHMS,
MIPEICTABJICHHbIE B JAHHOM JJOKYMEHTE.

[0059] Kpome kpucTtaummyeckux Gopm, comeprkaiux cojib TeOuneHeMa MUBOKCHIIA, B
JaHHOM JIOKYMEHTE MPEeAy CMOTPEHbI KPUCTALTHYECKUE (OPMBI, COAEPIKALIIE MPOJIeKapCTBa HA
OCHOBE COJIU TeOHIeHeMa MUBOKCHIIA.

[0060] [ToMuMO KpHUCTATTUYECKUX (HOPM, COAEPHKALINX COJIb TeOHIEeHeMa MUBOKCUJIA,
B JAHHOM JJOKYMEHT€ MPeNyCMOTPEHbI KPUCTALUTHUECKUE POPMBI, COAEPIKALIHNEe MPOTEKapCTBA
Ha OCHOBE COJIM TeOUTNeHeMa IMMBOKCHUIIA.

[0061] Kpucrammndeckue (OpMbI, NMPENCTABIEHHbIE B JAHHOM JOKYMEHTE, MOTYT
TAK’Ke BKJIFOYATh HENMPUPOAHBIE COOTHOLIEHHSI aTOMHBIX M30TOIOB OJHOTO HJIH O0Jiee aTOMOB
B conmu TeOureHeMa TMBOKCHiIA. Hampumep, coenuHEHHE MOXET ObITb MEUeHO
PaIMOAKTHBHBIME H30TONAMM, TAKHUMH Kak, Harnpumep, Tputuii (CH), iton-125 (**°I), cepa-35
(**S) umu yrnepon-14 (1*C). MeueHble pafHoaKTHBHBLIMU U30TOMAMU COEAUHEHNS IPUTONHEI B
KAa4eCTBE TEPANEBTUUECKUX CPEACTB, HANpUMep, AHTHOAKTEPUAIBbHBIX TEPANEeBTHYECKUX
CPEeINCTB, PEareHTOB Uil UCCIEAOBAHUH, HANpUmep, PEAareHTOB aHaIN3a CBS3bIBAHUS, U
JUArHOCTUYECKUX CPENCTB, HANpumep, BU3YAIU3UPYIOIIUX CPEACTB /7 vivo. Bce M30TONHBIE
BapUAHTBI COJM TeOHMIIEHEMa MUBOKCHIIA, PAAMOAKTHBHBIE MM HET, OXBATHIBAIOTCS 0ObEMOM

BAPHUAHTOB OCYILIECTBJICHUS, IPCACTABJICHHBIX B JAHHOM JOKYMECHTC.
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[0062] Hacrositiiee u300peTeHHMe BKIIOYACT KPUCTAIMYECKYIO COJIEBYHO (opmy
sTaHcynb(poHata TeOuneHema mnuBOKCHia, rae Ha XPRD  ¢opwmbel, mnomy4deHHOH cC
npumMeHeHneM ucrounnka Cu Ko, conepskarcs xapakTeprCTUIECKHE JaHHbIE TPH 3HAUEHUSIX
yria 20, npencrasiennasie Ha ur. 1 (popma A).

[0063] Hacrositee um3obpeTeHHre BKIIOUAET KPUCTAIMYECKYIO COJIEBYIO (hopmy
sTaHcynb(poHaTa Tebunenema nuBokcuna (popmy A), rae Ha XPRD ¢opmbl, moiydeHHOH ¢
npuMmenenneM ucrounuka Cu Ko, umeror mobsie S5, 6, 7, 8, 9, 10, 11, 12 um Oonee
XapakTepucTuieckux 3HaueHuii 20: 5,7, 8,8, 9,6, 10,8, 12,4, 13,7, 15,1, 16,9, 17,8, 18,4, 18,7,
19,0, 19,3, 20,0, 20,3, 21,0, 21,8, 22,1, 22,4, 23,0, 23,4, 24,9, 25,2, 25,9, 26,2, 26,5, 26,8, 27,2,
27,9, 28,6, 29,2 u 29,7 +/- 0,2 rpanyca yria 26.

[0064] Hactosituee wu300peTeHHEe BKIHOYAET KPUCTAJUIMYECKYIO COJIEBYIO (opmy
sTaHCyIb(oHaTa TeOuneHeMa MUBOKCHUIIA, XapakTepusyroycs audppakrorpammorn XPRD,
NoJly4eHHOH ¢ npumeHeHueM ncrounuka Cu Ko, xoTopas comepKHUT NMUKHU MPH 3HAUYEHUSIX
yraa 20 9,6, 12,4, 15,1, 19,0 u 20,3 +/- 0,2 rpanyca yria 20 wim 10,8, 13,7, 15,9, 22,1 u 27,9
+/- 0,2 rpanyca yria 26.

[0065] Hacrosituee wu300peTeHHEe BKIHOYAET KPUCTAJUIMYECKYIO COJIEBYIO (opmy
STaHCyNIb(OHAaTa TeOUTNIEHeMa MMBOKCHIIA, GOpMY A, TOMOJHUTEIBHO XapaKTePU3YHOIIYHOCS
npoduem DSC, no cyTu npeacraBieHHbIM Ha (ur. 2.

[0066] Kpucramnuueckas cosieBasi popmMa 3TaHCYyJbhOHATa TeOUIEHEMa MTUBOKCHIIA,
dopma A, nomomHUTENBHO Xapakrepusyercs mnpodmiem DSC, xapakTepusyrUIHMCs
sHAoTepMol ¢ HayanoM npu 70,8°C u munumymom npu 90,7°C.

[0067] Hacrositiiee u300peTeHHE BKIIIOYAET KPUCTAIMYECKYIO COJIEBYHO (opmy
kerornytapara tTebunenema nuBokcmwia (popmy A), rme Ha XPRD ¢dopmel, monyueHHOH ¢
npumMeHeHrneM ucrounuka Cu Ko, conepskaTcst XxapakTepUCTUYECKHIE JaHHbIC PH 3HAUEHUSIX
yria 260, npencraBieHHbIe HA Qur. 3.

[0068] Hacrositiee u300peTeHHE BKIIOYAET KPUCTAIMYECKYIO COJIEBYHO (opmy
Kerornytapara tebunenema nuBokcmwia (popmy A), rme Ha XPRD ¢dopmel, monyueHHOH ¢
npuMmenenneM uctounuka Cu Ko, umeror mrobeie S5, 6, 7, 8, 9, 10, 11, 12 umm Oonee
crenyromux 3Hadenuit: 5,4, 8,6, 9,8, 10,4, 10,7, 12,7, 13,2, 13,5, 14,0, 16,2, 17,0, 17,2, 17,7,
18,0, 18,7, 18,9, 19,4, 19,6, 20,0, 20,7, 21,1, 21,6, 21,8, 22,7, 23,0, 23,6, 24,6, 26,7, 27,1, 27 4,
28,3 unu 28,7.

29,6
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[0069] Hacrositiiee u300peTeHHMe BKIIIOYACT KPUCTAIMYECKYIO COJIEBYHO (opmy
kerornytapara  TeburmeHema — mmBokcwia  (popmy  AO,  XapakTepUBYIOIIYIOCS
mudpakrorpammoii XPRD, mnonyueHHoit ¢ mpumeHenneM ucrounuka Cu Ko, koropas
COIIEP>KUT MUKH NpH 3HaueHusx yria 20 8,6, 10,7, 13,2, 16,2 u 17,2 +/- 0,2 rpanyca yria 26
wm 9,8, 12,7, 13,5, 17 u 17,7 +/- 0,2 rpanyca yria 26.

[0070] Kpucrammueckasi coneBass (opma KeTroriyTapata TeOuUlleHEeMa IHBOKCHIIA,
dbopma A, nomonHUTENBHO Xapakrepusyercs npodpuiem DSC, mo cyTu npencraBieHHbIM Ha
¢ur. 4.

[0071] Kpucramnnueckass coneBass (opma KeTroriyTapara TeOuUleHeMa IHBOKCHIIA,
dopma A, nomonmHUTENBHO Xapakrepuszyercs npodumiem DSC, xapakTepusyroumMcs
sHpoTepMol ¢ HawyanoM mpu 36,6°C u munumymom npu 57,0°C u BTOpOH 3HIOTEPMOIl €
HavasioM nipu 106,5°C u muanmymom nipu 117°C.

[0072] Hacrosituee wu300peTeHHE BKIHOYAET KPUCTAJUIMYECKYIO COJIEBYIO (opmy
Mmajneara TeOuneHema mnuBokcwia, rae Ha XPRD ¢opwmbl, monyueHHONH € mpuUMEHEHHEM
ucrounuka Cu Ko, comepkarcs xapakTepUCTHUECKUE AAaHHBIE NMPU 3HA4YeHUAX yria 26,
npencTasiaeHHble Ha Gur. S (popma A).

[0073] Hacrosituee wu300peTeHHE BKIHOYAET KPUCTAJUIMYECKYIO COJIEBYIO (opmy
maneara teOunenema mnuBokcwiaa (popmy A), rme Ha XPRD ¢dopmbl, monyueHHOH ¢
npuMmenenueM uctounuka Cu Ko, umeror mrobsie S5, 6, 7, 8, 9, 10, 11, 12 umm Oonee
cnenyromux 3Hauenui: 8,0, 8,6, 10,8, 11,2, 11,9, 12,2, 12,6, 15,0, 15,4, 15,7, 16,9, 18,2, 18,7,
19,4, 19,9, 20,4, 21,2, 22,5, 23,1, 24,2, 24,8, 25,7, 26,5, 27,5 unu
283.

[0074] Hacrositiiee u300peTeHHE BKIIOYAET KPUCTAIMYECKYIO COJIEBYHO (opmy
Mmaneara TeOuneHema mnuBokcwia (popmy A0, XapaKTepU3YOINYIOCS IU(PpPaKTOrpaMMON
XPRD, nonydenHoii ¢ npumeHeHuem ucrouHuka Cu Ko, xoTtopas comepXuUT NMUKH NpU
3HaveHusx yrna 20 8, 12,6, 15,4, 16,0 u 18,7 +/- 0,2 rpanyca yria 26 wiu 8,6, 15,0, 15,7, 19,4
u 19,9 +/- 0,2 rpanyca yria 26.

[0075] Hacrositiee n300peTeHre BKIIIOYAET KPUCTAJUIMYECKYHO COJEBYIO (Gopmy A
Masieara TeOuneHeMa MUBOKCHIIA, JONOJHUTEIBHO XapakTepusyromytocs npopuiem DSC, mo
CYyTH NPENCTaBICHHBIM Ha Qur. 6.

[0076] Hacrositiee n300peTeHre BKIIIOYAET KPUCTAJUTMYECKYHO COJNEeBYIO Gopmy A

Manieara TeOWIeHeMa MHUBOKCHUJA, AOTMOJHHUTEIBHO Xapakrepusyromyocs npodpurem DSC,
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XapaxkTepusyroumuMmcs: sHaoTtepmoii ¢ HadanoM npu 50,6°C u munumymom npu 74,3°C u
BTOpO#1 sHA0TepMoli ¢ HauasnoM npu 103,0°C u munumymowm nipu 110,1°C.

[0077] Hacrositee wm3o0peTeHre BKIIOYAST KPUCTAIMYECKYIO COJIEBYIO (hopmy
Mmaneara teOuneHemMa nuBokcwia, rae Ha XPRD ¢opwmbl, monydeHHON € NpUMEHEHHEeM
ucrounuka Cu Ko, comepkaTcss XapakTepUCTHUECKHUE [aHHble NpPU 3HA4YeHHsX yria 26,
npencrasieHnsie Ha ¢ur. 7 (Gopma B).

[0078] Hacrositee m3oOpeTeHHe BKIIIOUAET KPUCTAIMYECKYIO COJIEBYIO (opmy
maneara teOuneHema mnuBokcuna (popmy B), rme ma XPRD ¢opmel, momyueHHOH ¢
npuMmenenneM ucrounuka Cu Ko, umeror mobsie 5, 6, 7, 8, 9, 10, 11, 12 um Oonee
cienyrowmux 3HaueHui: 5,5, 8,9, 10,1, 10,6, 11,0, 12,8, 13,6, 14,3, 14,9, 16,7, 17,0, 17,2, 17,9,
18,6, 19,0, 19,4, 20,2, 20,5, 20,8, 21,4, 21,9, 22,2, 23,1, 24,0, 24,5, 25,1, 25,5, 26,2, 27,5, 28,1,
28,9 unu 29,6.

[0079] Hacrosituee wu300peTeHHE BKIHOYAET KPUCTAJUIMYECKYIO COJIEBYIO (opmy
Mmajneata TteOureHemMa nuBOKcmia (¢popmy B), xapaxrepusyromyrocs audpaxrorpamMmoin
XPRD, nonyuenHoii ¢ npumeHeHueMm ucrouHuka Cu Ko, xoropas COmepXUT MUKHU IpU
3HaueHusx yria 26 8,9, 13,6, 17,0, 18,6 u 20,8 +/- 0,2 rpanyca yrna 26 wiu 11,0, 14,3, 19,0,
20,2 u 21,4 +/- 0,2 rpanyca yria 26.

[0080] Hacrositiiee u300peTeHHE BKIIIOUYAET KPUCTAIMYECKYIO COJIEBYIO (Hopmy
(popmy B) wmaneata TeOumeHemMa THMBOKCUJIA, MAOTMOJHUTEIBHO XapaKTEPU3YIOIIYHOCS
npodunem DSC, no cytu npeacraBieHHbIM Ha (ur. 8.

[0081] Hacrosiiiee m3o0peTeHne BKJIFOYAET KPUCTALIMUECKYIO COJieByr ¢opmy B
Masieara TeOuIeHeMa MUBOKCHUJIA, AOMOJHHUTEIBHO Xapakrepusyroiyrcs npodpuiem DSC,
XapakTepusyromumcs: sHgorepmoii ¢ HadasioMm npu 40,3°C u munumymom npu 65,3°C u
BTOpO# sHAO0TepMOl ¢ HauasoM nipu 114,7°C u munumymowm ripu 119,6°C.

[0082] Hacrositiiee u30o0peTeHHE BKIIOYAET KPUCTAIMYECKYIO COJIEBYHO (opmy
Manata TeOureHema mnuBokcwia, rne Ha XPRD ¢opwmbl, MONydeHHOH C MpHUMEHEHHEM
uctounuka Cu Ko, conepkarcs XapakTepuUCTHUECKHUE NaHHble NPU 3HA4YeHHsX yrina 26,
npencrasieHnbie Ha Gur. 9 (popma A).

[0083] Hacrositee u3o0peTeHHE BKIIOUAET KPUCTAIMYECKYIO COJIEBYHO (opmy
manata TtebuneHema mnuBokcmia (¢opmy A), rme Ha XPRD ¢opmbl, monaydeHHOH ¢
npuMmenenneM uctounuka Cu Ko, umeror mrobeie S5, 6, 7, 8, 9, 10, 11, 12 umm Oonee

crenyrowmux sHavenuit: 9,1,9,3, 11,0, 11,8, 12,3, 12,9, 13,1, 14,4, 14,9, 153, 16,0, 16,6, 17,6,
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18,5, 19,0, 19,9, 20,5, 20,8, 21,4, 21,9, 22,2, 23,1, 23,4, 23,9, 24,8, 25,5, 26,0, 26,3, 27,7 unu
28.4.

[0084] Hacrositee u3oOpeTeHre BKIIOYAET KPUCTAIMYECKYIO COJIEBYIO (hopmy
ManaTta redunenemMa nuBokcuia (Gopmy A), xapakrepusyromyrocs audpakrorpammoii XPRD,
MOJIyUYE€HHOH ¢ mpuMeHeHueM uctouHuka Cu Ko, koTopasi COOep:KUT MUKU NPU 3HAUYEHUAX
yrma 26 11,8, 15,3, 17,6, 19,0 u 23,9 +/- 0,2 rpanyca yria 20 wim 12,9, 18,5, 20,5, 21,9 u 26,3
+/- 0,2 rpanyca yria 26.

[0085] Hacrositee n3o0peTeHre BKIIIOYAET KPUCTAJUITHYECKYIO COJeByI0 ¢opmy A
MaJjiaTa TeOuneHeMa MUBOKCHIIA, JOTIOJNIHUTENBHO XapakTepusyromytocs npodunem DSC, no
CYTHU IpeacTaBiIeHHbIM Ha (ur. 11.

[0086] Hacrosituee n300peTeHre BKIOYAET KPUCTAJUTHUECKYIO COJIEBYIO (Gopmy A
Majata TeOWIleHeMa MHMBOKCHJIA, JOMOJHHUTENIbHO XapakTepusyoomyrocs npoduiem DSC,
XapakTepusyomuMcs: sHaorepmoit ¢ HadanoM npu 32,8°C u munumymom npu 51,1°C u
BTOpOI 3HA0TEepMOI1 ¢ HavasnoMm ripu 116°C u munumymom nipu 127,7°C.

[0087] Hacrosituee wu300peTeHHEe BKIHOYAET KPUCTAJUIMYECKYIO COJIEBYIO (opmy
MeTaHCyJbpoHaTa TeOuneHema mnuBOKCWiIa, rae Ha XPRD ¢dopwmbl, mnonydeHHON ¢
npuMmenenreM ucrounvka Cu Ko, conepixarcs xapakTepucTudeckue JaHHble IPU 3HAUEHUAX
yrna 26, npencrasieHHbie Ha ur. 12 (hopma B).

[0088] Hacrositiiee u300peTeHHE BKIIOUYAET KPUCTAIMYECKYIO COJIEBYIO (Hopmy
MeTaHCyJbpoHaTa Tedunenema nuBokcuia (popmy B), roe Ha XPRD ¢dopmbl, OTy4eHHOM €
npuMmenenueM uctounuka Cu Ko, umeror mrobsie S5, 6, 7, 8, 9, 10, 11, 12 ummu Oonee
crenyromux 3navenuii: 9,1, 9,6, 10,9, 12,6, 13,9, 14,6, 15,4, 17,2, 17,5, 18,2, 18,4, 18,7, 19,4,
19,6, 19,8, 20,4, 20,6, 21,5, 21,9, 222,229, 23,6, 24,5, 25,3, 25,6, 26,4, 26,9, 27,1, 27,5, 27,8,
28,0, 28,6, 29,4 unu 29.8.

[0089] Hacrositiiee u3o0peTeHHE BKIIOYAET KPUCTAIMYECKYIO COJIEBYHO (opmy
MeTaHcyabpoHata  Tebumenema  muBOKCcHWiIa  (popmy  B),  XapakTepuUsYIOIIYHOCS
mudpakrorpammoii XPRD, mnonyuenHod ¢ mpumeHernneM ucrounnka Cu Ko, koropas
COJZIEP>KUT MUKH NpH 3HaUeHUsIX yria 26 9,6, 12,6, 15,4, 19,4 u 22,2 +/- 0,2 rpanyca yria 26
w 10,9, 13,9, 17,2, 20,4 u 23,6 +/- 0,2 rpanyca yrna 26.

[0090] Hacrositiee m3o0peTeHre BKJIFOYAEeT KPUCTAUIMUECKYIO COJieByr ¢opmy B
MeTaHCyJbpoHaTa TeOMMEeHeMa MMUBOKCHJIA, JOMOJHUTENBHO  XapaKTEePH3YIOLIYIOCS

npodunem DSC, o cytu npeacraBieHHbIM Ha ¢ur. 13.
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[0091] Hacrositee m3o0pereHne BKIIOYAeT KPUCTALIMUECKYIO COJieByr0 ¢opmy B
MeTaHCyJbpoHaTa TeOMMeHeMa MUBOKCHJIA, JOMOJHUTENBHO  XapaKTEePH3YIOLIYIOCS
npodunem DSC, xapakrepusyrummcsi S3HIOTepMoi ¢ HadaioM nipu 57,8°C 1 MUHUMYyMOM
npu 88,5°C u Bropoii aHAOTEepMOIi ¢ HayanoM npu 175°C u munumymowm nipu 177°C.

[0092] Hacrositiiee m3o0peTeHHre BKIIOUAET KPUCTAIMYECKYIO COJIEBYHO (hopmy
ruapobpomuaa TebuneHema nuBokcuia, rae Ha XPRD ¢opmsbl, nmonyueHHOH ¢ MpuMeHEeHHEM
ucrounuka Cu Ko, comepkaTcss XapakTepUCTHUECKHUE [aHHble NPU 3HAYeHWsX yria 20,
npencrasieHnbie Ha ¢ur. 14 (popma B).

[0093] Hacrositiiee m300peTeHHe BKIIOUAET KPUCTAIMYECKYIO COJIEBYIO (hopmy
ruapobpomuna tedunenema nusokcuina (popmy B), rne nva XPRD ¢opmbl, momyueHHOH ¢
npumeHenrnem ucrounuka Cu Ka, umeror mobsie 5, 6, 7, 8, 9, 10, 11, 12 umu Gonee
crepyromux 3HaueHuit: 9,3, 9,5, 10,7, 12,6, 13,0, 14,0, 15,2, 15,7, 17,6, 18,7, 19,1, 20,0, 20,4,
20,8,21,1, 21,9, 22,6, 23,5, 23,7, 24,9, 25,3, 25,5, 25,8, 26,1, 26,5, 26,8, 27,3, 27,6, 28,4, 28,8,
29,4, 29,7 wnn 29,9 +/- 0,2 rpanyca yria 26.

[0094] Hacrosituee wu300peTeHHE BKIHOYAET KPUCTAJUIUMYECKYIO COJIEBYIO (opmy
ruapobpomuaa redbunenema nusokcuia (popmy B), xapakrepusyromyrocs nudpakTorpaMmon
XPRD, nonyuennoit ¢ npumeHeHuem ucrounuka Cu Ko, xortopas comepXUT MUKH TpU
3HaveHusx yria 26 9,6, 13,0, 17,6, 20,8 u 26,8 +/- 0,2 rpanyca yria 26 wiu 10,7, 14,0, 18,7,
20,0 u 23,5 +/- 0,2 rpanyca yria 26.

[0095] Kpucraminueckoe BelEeCTBO BKIIOYAET CoJieByr ¢opmy B ruapobpomuma
TeOHUIeHeMa MUBOKCHIIA, JOMOJHUTENBHO XapakTtepusyrolyrocs npopuirem DSC, mo cytu
NPEACTABJICHHBIM Ha ur. 15.

[0096] Hacrositiiee n300peTeHre BKIIIOYAET KPUCTAJUIMYECKYHO COJeBYIO Gopmy A
MeTaHCyJbpoHaTa TeOUMeHeMa MMUBOKCHJIA, JOTOJHUTENIBHO  XapaKTEePH3YIOLIYIOCS
npodunem DSC, xapakrepusyrIIMcs SHIOTepMOn ¢ HadaioM npu 32,9°C 1 MUHUMYMOM
npu 66,3°C u BTOpOil sHAOTEepMOI ¢ HauanoM npu 186,8°C u munumymom npu 190,8°C.

[0097] Hacrositiiee u300peTeHHE BKIIIOYAET KPUCTAIMYECKYIO COJIEBYHO (opmy
saM3uaTa TeOuIeHemMa MUBOKCUIIA, T/I€ AaHHbIE Ui (POPMBL, TOTyYEHHBIE C TPUMEHEHUEM
ucrounuka Cu Ka, comepxar xapakTepucTUueckue 3HaueHus yria 20, npencraBiieHHbIE Ha
¢ur. 16.

[0098] Hacrositiiee u300peTeHHE BKIIOUAST KPUCTAIMYECKYIO COJIEBYHO (opmy
sam3mnata teOunenema nuBokcuna (popmy A), rome Ha XPRD ¢dopwmsl, momaydeHHOH c

npuMmenenneM uctounuka Cu Ko, umeror mrobeie S5, 6, 7, 8, 9, 10, 11, 12 umm Oonee
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crenyromux 3Hauenuit: 4,1, 5,0,7,7,8,2,8,5,9,5,10,1, 13,1, 13,5, 15,4, 16, 16,9, 17,3, 18, 19,1,
20,3,20,7,21,2,227, 23,1, 24,5, 25,7, 27,3, 28,8 +/- 0,2 rpanyca yrna 26.

[0099] Kpucrammmueckas coneBasi popma snusmiata TeduneHema nuBokcmia (popma
A) xapakrepusyercs nudpakrorpammoiri XPRD, nonydenHoi ¢ npumenennem nucrtounnka Cu
Ko, koTopast comepkut nuKku mpu 3HadeHusx yrina 20 4,1, 8,2, 10,1, 20,3 u 21,2 +/- 0,2 rpagyca
yria 20 umu 5,0, 10,1, 15,4, 18,0 u 20,7 +/- 0,2 rpanyca yria 26.

[0100] Hacrositee n3o0peTeHre BKIIOYAET KPUCTAJUITMUYECKYHO COJeByI0 Gopmy A
sau3niaTta TeOWIeHeMa NHBOKCIIIA, xapakrepusyromyrocs mpodmiem DSC, mo cyrtu
NpeACTaBJICHHBIM Ha ur. 17.

[0101] Hacrositee wu3oOpeTeHHe BKIOUYAET KPUCTAIMYECKYIO COJIEBYIO (hopmy
(bopmy A) sausunara TebumeHemMa MHUBOKCHIA, AOMOJHHUTEIBHO XapaKTEePH3YIOLIYIOCS
npodunem DSC, xapakrepu3yOmmUMcs SHAOTEPMON ¢ HadaioM npu 56,3°C U MUHUMYMOM
npu 79,3°C u BTOpO# 3HAO0TEpMOI ¢ HavanoM npu 144,5°C u munumymowm nipu 157,5°C.

[0102] Hacrosituee wu300peTeHHEe BKIHOYAET KPUCTAJUIMYECKYIO COJIEBYIO (opmy
TeOuneHemMa MMBOKCHIIA COTNIAcHO Jirodoit u3 ¢ur. 1, 3,5, 7,9, 10, 12, 14, 16, 21 wnu 23, rae
KpHCTa/LTNUeCcKas cojieBast hopMa TeOuneHeMa MMBOKCUIIA UMEET YHCTOTY 10 MEHbLIEH Mepe
90%, 95%, 97%, 98%, 99% nnu 99,5%.

[0103] Hacrositiiee u300pereHue BKIIOYaeT (PapMaleBTUYECKYIO KOMITO3ULIHIO,
COZIEPIKAIIYIO COJTb TeOUTIEHEMA TUBOKCHIIA U (PU3HOJOTHYECKH TIPUEMIIEMbIN HOCHUTEJb, TIPU
3TOM COJIb TeOUIIEHEMA MUBOKCHJIA COCTABIISIET MO MeHbInel Mepe 90%, 95%, 97%, 98%, 99%
wi 99,5% kpucTaTi4ecKkoi cojiu TedurneHemMa muBoKcuia cornacuo ¢ur. 1, 3,5, 7, 9, 10,
12, 14, 16, 21 wunu 23. dapmaneBTHUECKass KOMIIO3ULIUS MOMKET MPEACTABIATbH COOOM
JIeKapCTBeHHYI0 (OpMy Ui BHYTPUAPTEPUATBHOIO, BHYTPUBEHHOTO, WHBEKLIUOHHOTO,
MECTHOT'O, YPECCIU3UCTOr0, MapeHTEPANbHOrO (BKIIFOYAsl MOAKOKHYK), BHYTPHMBIIIEUHYIO
Wi OONIIOCHYI0 WHBEKLHIO), TOIBSI3bIYHOIO, TPAHCAEPMATBHOTO, OYKKaJbHOTO HITU
MEePOPATLHOTO MpUMeHeHHs. KOMIOo3uIMsl pencTaBisiTh cOO0H JIeKapcTBEHHYIO (HOpMy st
MEPOPATLHOTO MPUMEHEHHUS], HATPUMep, B popMe TaOJIETKH HITH KATICYJIbI.

[0104] B HeKOTOpBIX BapHaHTaX OCYLIECTBIEHUs (papMaleBTHUECKHE KOMIIO3ULIUU U
JIEKapCTBEHHBIE (POPMBI, MMPEICTABIICHHBIE B TAHHOM JOKYMEHTE, BKIIIOUAIOT OJIHY WK OoJiee
KPUCTALTMYECKHUX (hOPM, COAEPIKAIIHUX COJTb TeOUTIEeHEMA MMBOKCHIIA.

[0105] EnuHu4Hble CTaHIAPTHBIE JIEKAPCTBEHHbIE (OPMBI MO  HACTOSIIEMY
U300pETEHNI0 TONXOASAT MJISI TMEPOPANIbHOTO, YPECCIU3UCTOrO (Hanpumep, HA3aIbHOTO,

MOIBSI3BIYHOTO, BarMHAJIBHOTO, OYKKAJbHOTO WM PEKTaJbHOrO), TMapeHTEPaIbHOTO
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(nanpumep, TOAKOXXHOTO, BHYTPUBEHHOTO, C TIOMOLIBIO  OONIOCHOM  HMHBEKIHH,
BHYTPHMBIIIEYHOTO MJIH BHY TPHAPTEPHAIBHOTO) FITH TPAHCIEPMATBHOTO BBEICHUS MTALIEHTY .
ITpuMepsl TeKapCTBEHHBIX (POPM BKIFOUAIOT O€3 OrpaHnyueHHs TaOJeTKH, KaTuleThl, KarcyJibl,
TAKMe KaK MSTKHE 3JIaCTUYHbIE JKEJATUHOBBIE KAaIICYyJIbl, Calle, MACTHJIKU, TAOJETKU IS
paccachlBaHUs, JUCTIEPCUH; CYTIITO3UTOPUN; Ma3H, MPUNIAPKU (IPUMOYKH); MACTHI, TOPOLIKH;
NOBSA3KH, KpeMa, JEWKOIUIACTBIPH, PACTBOPBI, IUIACTBIPH, a3pO30JU (Hanpumep, Ha3allbHbIE
CIped WM UWHIaJATOPbI), TeNM; >KUAKHUE JIEKapCTBEHHBbIE (DOPMBI, MOIXOASIIUE IS
NEePOPANbHOTO WIJIM YPECCIU3UCTOrO BBEAECHUS MALMEHTY, BKIIOYAsl CyCleH3uu (nanpumep,
BOJIHbIE UJIM HEBOAHBIE JKUAKUE CYCIEH3UHU, SMYJIbCUM THMNA "Maclo B BOAE" WU JKUAKUE
SMYJIBCUM TUNA "BOza B Macie"), pacTBOPbI U 3JMKCHPBL, KUIKHE JIEKApCTBEHHbIE (POPMBI,
NOAXOJALINE JIl MApPEHTEPAJbHOIO BBEAEHHUS MALMEHTy U CTEPUIbHbIE TBEPbIE BELIECTBA
(nanpumep, KpHUCTAIUIMYECKUE WJIN aMOp(HBIE TBEpHAble BELIECTBA), KOTOPbIE MOXHO
pacTBOpATh C MOJYYEHHEM O KMAKUX JIGKapCTBEHHBIX (OpM, MOAXOMAIINX IS
NapEeHTEPAIbHOTO BBEACHUS TALIUEHTY.

[0106] Komno3zuuusi, ¢opmMa M THUN JIEKAPCTBEHHBIX (OpPM MO HACTOSILIEMY
N300peTeHnIo0, KaK MPaBUJIo, OyAyT M3MEHSAThCS B 3aBUCHMOCTH OT BUJA UX NPUMEHEHHS.
Hanpumep, nexapctBeHHast (opma, HCIONb3yeMas IPU OCTPOM JIEYEHUH OaKTepHaIbHON
UHQEKLIH WU CBA3aHHOTO HAPYIIEHHSI, MOYKET COZlep KaTh OOJIbINNE KOTMYECTBA OHOTO T
0ojiee AaKTUBHBIX WHTPEIUEHTOB, 4YeM JieKapCTBEeHHass (opma, HCIonb3yemas Ipu
XPOHHYECKOM JICYEHHH TOrO e 3a0onieBaHMs. AHAJOTHYHO, JEKapCTBEHHas (opma st
MAapEHTEePATbLHOTO IPUMEHEHUSI MOXKET COAEPIKATh MEHBLINE KOJMYECTBA OJHOTO WM Ooee
AKTUBHBIX WHTPEIUEHTOB, 4YeM JIeKapCTBEHHas (opMma JUid NEepOPATbHOTO NPUMEHEHHUS],
UCTIONB3yeMas TIPH JICYSHHH TOTO JKe 3a00JIeBaHMs WIM HAPYLISHUs. DTH U JPYTHUE BAPUAHTBI,
B KOTOPBIX JIEKAPCTBEHHBbIE (OPMBI, OXBAaYEHHBbIE HACTOSIIIUM H300peTeHueM, OyayT
OTJMYATBCS OPYT OT Jpyra, OyIyT sIBHO OYEBHIHBI CHELMAJMCTaM B JaHHOW obiactu. Cwm,,
nanpumep, Remington's Pharmaceutical Sciences, 18th ed., Mack Publishing, Easton Pa.
(1990).

[0107] TunuuHble (¢apManeBTHUECKUE KOMIO3ULUH U JIGKAPCTBEHHBbIE (HOpMBI
cozep:kaT OOHO WM OoJiee BCIOMOTAaTENbHBIX BelecTB. lloaxonsinue BCOMOTaTeNbHBIE
BEIECTBA XOPOIIO M3BECTHBI CIIELUAINCTAM B O0JacTH (apMaliy, 1 HEOTPAaHHYHBAIOIIHE
MpUMEpbl MOAXOASIINUX BCIOMOIaTENbHBIX BEIIECTB MPEJCTaBIE€Hbl B AAHHOM JOKYMEHTE.
Ilogxomut 5 KOHKPETHOE  BCIOMOIaTeJIbHOE  BELIECTBO JJid  BKIIOYEHUS B

(bapMaeBTHYECKYI0 KOMIIO3ULMIO WJIHM JIEKAPCTBEHHYIO (OPMY, 3aBHCHT OT Pa3IMIHBIX
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(baxkTOpPOB, XOPOLIO U3BECTHBIX U3 JAHHOH 00JIACTH TEXHUKH, BKIIIOYasi 0€3 OrpaHUYEeHHUS Iy Th,
KOTOPBIM JIeKapCTBEHHasi opma OyIer BBOAMTHCS MalMeHTy. Hampumep, JiekapCTBEHHBIE
dbopMBl AN MEPOPANBbHOTO TNPHMEHEHHs, Takue Kak TaOJNeTKH, MOTIyT COAepIKaTb
BCIIOMOTATEJIbHbIE BEINECTBA, HE MOAXOSAIINE Ul MPUMEHEHHS B JIEKAPCTBEHHBIX (hopmax
ISl TapeHTepajbHOro mpuMeHeHusl. IIpurogHOCTP KOHKPETHOrO BCIIOMOTAaTENbHOTO
BELIECTBA MOXKET TAKKE 3aBUCETh OT KOHKPETHBIX AKTUBHBIX UHIPEIUEHTOB B JIEKAPCTBEHHOMN
dopme.

[0108] be3znakTo3HbIE KOMIO3ULIUH 10 HACTOSIIEMY H300PETEHHIO MOTYT COAEPKATh
BCIIOMOTaTeJIbHbIE BELIECTBA, KOTOPBIE XOPOLIO U3BECTHBI B JAHHON 00JIACTH U IIEPEUNCIICHBI,
Hanpumep, B papmakornee CIIIA (USP) SP (XXI)/NF (XVI). Kak npasuio, 6e31akTo3HbIE
KOMITO3ULIUHN COJePIKaT aKTUBHBIM MHIPEAHEHT, CBS3YIOIee/HAOJIHUTENb U CMa3bIBalOIIIee
BEIIECTBO B (PapMaLeBTHYECKH COBMECTUMBIX M  (papMALEBTUUECKH IPUEMIIEMbIX
KosmuecTtBax. IlpeamoururenbHble O€3/1aKTO3HbIE JIEKAPCTBEHHBIE (OPMBI  COAEpIKaT
AKTUBHBIII ~ MHITPEAMEHT,  MHUKPOKPHUCTAJUIMYECKYIO  LEJUIFOJIO3Yy,  HPeIBapUTENbHO
JKEIATUHUPOBAHHBIN KpaxmaJl U cTeapaT MarHusl.

[0109] HanHoe wu30o0peTeHHe TakXke OXBaThiBAaeT Oe3BOAHbBIE (hapMaLeBTHYECKUE
KOMITO3ULIUH U JIEKAPCTBEHHbIE (POPMBI, COAEpIKAINE AaKTUBHbIE MHIPEAUEHTHI, MOCKOIbKY
BOJIa MOKET O0JieryaTh passiosKeHHe HEKOTOPBIX coenuHeHmnin. Hanpumep, nobasneHe BOIbI
(nanpumep, 5%) mupoko npuMeHsieTcsi B (papMalieBTUYECKOH 00JIaCTH B KadecTBe criocoda
UMUTALUH TPOAOCDKUTEIBHOIO XPAHEHUS AJIsl ONPEAENICHUs] XapaKTePUCTUK, TAKUX KaK CPOK
XpaHEHHs] WM CTaOMIBHOCTh COCTABOB C TedeHueM BpemeHU. Cwm., wanpumep, Jens T.
Carstensen, Drug Stability: Principles & Practice, 2d. Ed., Marcel Dekker, NY, N.Y., 1995,
pp. 379-80. B neHCTBUTENBHOCTH, BOJA U TEIUIO YCKOPSIOT Pa3JIOKEHUE HEKOTOPBIX
coenuaenuil. Takum oOpa3oM, BIHMSIHHE BOJABI HA COCTaB MOXET MMETh CHJIbHOE 3HAuYeHHE,
MOCKOJIBKY BJIara W/MJM BJIXKHOCTb OOBIYHO TNPHUCYTCTBYIOT BO BpEMsl H3TOTOBJIEHHS,
00paboTKH, YIIAaKOBKH, XPAaHEHHS, TPAHCTIOPTUPOBKHU M MPHUMEHEHHS COCTABOB.

[0110] be3poaHbie (apmaleBTHYECKUE KOMIO3UIMH U JIEKAPCTBEHHBbIE (DOPMBI IO
HACTOSIIEMY H300pPETEHHIO MOXKHO IOJIyYaTh C MOMOIIBI0 OE€3BOIHBIX WIIH COIEPIKALINX
HeOOJbIIOe KOJMYECTBO BJIATM WHTPEIUEHTOB U B YCIOBUSX C HU3KUM COAEP’KAHHUEM BIIard
WIA C HU3KOH BIaXXHOCThIO. apmaneBTHYECKHE KOMIIO3HMLUU U JIEKAPCTBEHHBbIE (HOPMBI,
KOTOpPBIE COAEPKAT JAKTO3y U MO MEHbIIEH Mepe OAWH aKTUBHBIM WHIPEIHEHT, KOTOPBIH

COACPIKUT HepBH‘{HbeI 50) 041 BTOpH‘leIfI aAMHH, SBJAKOTCA NPCANOYTHUTCIBHO 663BOI[HI:>IMI/I,
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€CITN O’KU/IAeTCsl 3HAUUTENIbHBIA KOHTAKT C BJIArOM W/ BIAKHOCTBIO MPU U3TOTOBJICHUH,
YIaKOBKE WU/MJIA XPAaHEHUH.

[0111] be3Boanyro (apMaLeBTHUECKYIO KOMITO3ULHIO CJIENYET MOJydaTh U XPaHUTh
TakK, 4ToObI ee Oe3BomHasi mpupona coxpansuiack. CrnenoBaTebHO, O€3BOIHBIE KOMITO3HIIUU
NPEANOYTUTENBHO  YIAKOBBIBAIOT € TIOMOINBKO  MaTe€pHalioB,  MU3BECTHBIX  Kak
NPEAOTBPALIAIOIINE BO3AEHCTBIE BOABL, TAK YTO OHU MOTYT OBbITh BKJIFOUEHBI B MOAXOSAIINE
HaOOpel M3 (apMaKOJIOTUYECKUX CIPAaBOYHUKOB. [IpuMeprl MOIXOASIINX YIAKOBOK
BKJIFOYAIOT O€3 OrpaHUYeHNs], TePMETUYHO 3alassHHbIE YIIAKOBKHU U3 (OJIBIH, MIACTMACCOBBIE
yIaKOBKH, KOHTEHHEPBI AJIsl CTAHAAPTHBIX 103 (Hanpumep, GprakoHbl), OMUCTEPHBIE YIIAKOBKH
U KOHTYpHbIE O0€3bs4eHKOBbIE YIIAKOBKH.

[0112] ManHoe nzoOpeTeHne Takke OXBAThIBAET (papMalleBTUYECKHE KOMITO3MLIUU U
JIeKapCTBEHHbIE (POPMBI, KOTOPBIE COAEPIKAT OAHO WK OOJIee COEAMHEHHH, KOTOPBIE CHUXKAIOT
CKOPOCTb, C KOTOPOI aKTUBHBII HHIPEANEHT OyaeT pa3nararbes. Takue CoefMHeHNs1, KOTOpbIe
Ha3bIBAIOTCS B JAHHOM JOKYMeHTe 'crabmiam3aropamu", BKJIIOYAIOT 0O€3 OrpaHHyYeHus
AHTHOKCHIAHTBI, TaKHe KaK acKOpOWHOBasi KHUCJOTa, Oydepsl mist perynupoanus pH win
conesble OydepsL.

[0113] AHaNMOrMYHO KOJUYECTBAM M THIIAM BCIIOMOTATENIbHBIX BEIECTB, KOJUYECTBA
U KOHKPETHbBIE THITbI AKTHBHBIX UHIPEIUEHTOB B JICKAPCTBEHHOH (POpME MOTYT OTJIMYATHCS B
3aBHCHUMOCTH OT (DAKTOPOB, TAKHX KaK O€3 OrpaHUYEHUs My Th, KOTOPHIM €€ BBOASIT MALUEHTAM.
OnHako TUNHMYHBIE JIEKAPCTBEHHbIE (DOPMBI, TMPENCTABIEHHBIE B JAHHOM JIOKYMEHTE,
NPEAyCMOTPEHbI B KOJMYECTBE B JUANA30HE OT MPUOIU3UTENBHO | MTr 10 mpUOIU3UTETBHO
1000 mr B cyTKH, IPU YCJIOBUM MPUEMa OAHON IO3bI B CYTKHU IO yTpaM, HO MPEANOYTUTENIBHO
B BUJI€ Pa3/ieJIEHHBIX /103 B TeueHne qHs. bonee KOHKpeTHO, CyTOUHas 1032 BBOAUTCS ABAXKIIbI
B CYTKH pa3[eJeHHbIMU Ha paBHble 4acTH J03aMu. B yacTHOCTH, AManas3oH CyTOYHOMN JO3bI
MOYKET COCTaBJISATh OT MPHONHM3HTENBbHO S5 Mr a0 npudnmsurensHo S00 Mr B cyTku, Oosee
KOHKpeTHO OT npudmmsurenabHo 10 mr no npubmmsurensro 200 mr B cyTku. Ilpu neuenHnn
NAIMEHTA TePaNUsl MOKET HAYMHATHCS ¢ 00Jiee HU3KOH 103bI, BEPOSITHO, OT MPUOTU3UTEITHEHO
1 Mr go npubmu3uTenbHO 25 MI, W MOBBIIIATHCS TPU HEOOXOAMMOCTH A0 3HAYEHHs OT
npubnusuTensHo 200 Mr 1o npubnmusutensHo 1000 Mr B cyTkH MO0 B BUIE OJHON O3BL, JTHOO
B BUJIC Pa3J€ICHHBIX 103, B 3aBUCHMOCTH OT OOIIel peakUy MalueHTa.

[0114] JlekapcrBerHble GOPMBI T TEPOPATBHOTO MpUMeHeHus1. PapManeBTHIECKHE
KOMITO3UIIUM 110 HACTOSIIEMY H300pPETeHHI0, KOTOpble MNOAXOAST ISl TEePOPaTbHOTO

BBCACHUSA, MOT'YyT OBITb NnpeacCTaBJICHbI B BUAC OTACIbHBIX JICKAPCTBCHHBIX q)OpM, TaKHUX KaK
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0e3 orpaHudeHusi Tabnetku (Hanpumep, KeBaTelbHble TAOJNETKH), KAaIUIEThl, KaICyJbl U
KUIOKOCTH (Hanpumep, CHPONBI C apomaruzaropamu). Takue JeKapCTBEHHbIE (HOPMBI
coziep KaT 3apaHee ONpeAeNieHHble KOJMYECTBA AKTUBHBIX HHIPEAHEHTOB M HMX MOXKHO
nojiy4atb criocodamu (papManeBTUKH, XOPOLIO HW3BECTHBIMH CIIELUATUCTAM B JIaHHOU
obnactu. Cm. B nenom Remington's Pharmaceutical Sciences, 18th ed., Mack Publishing,
Easton Pa. (1990).

[0115] OOpruHbIe NEKapCTBEHHbIE (OPMBI [N TMEPOPATBHOIO TNPUMEHEHHUS I10
HACTOSIIIEMY M300pPETEHHIO MONYYaloT OOBENUHEHHEM aKTUBHOTO(-bIX) MHIPENNEHTA(-OB) B
OJTHOPOJHON CMeCH 1O MEHbILIeH Mepe C OAHMM BCIOMOTaTENIbHBIM BEINECTBOM COTJIACHO
OOBIMHBIM MeTOIMKaM (apMaleBTHUECKOrO COCTaBJIeHUs. BcrmomorarenbHble BellecTBa
MOT'YyT NPUHHMMATh IIHPOKOE pazHooOpasue (GopmM B 3aBHCUMOCTH OT (OPMBI Ipemnapara,
TpeOyemoro ansi BBeneHus. Hampumep, BCIOMOraTeNbHbIE BEIIECTBA, MONXOASLINE JUIS
NPUMEHEHHs B JIEKAPCTBEHHOH (hopMe /IS IEPOPATBHOTO MPUMEHEHHSI B BHJE KUIKOCTH WIIN
adpo30JIsi, BKJIIOYAOT 0e3 OrpaHWYeHUs] BOAY, IVIMKOJH, MAacja, CIHUPTHI, apOMAaTH3aTOPHI,
KOHCEPBAHTbl M Kpacureiu. lIpuMepbl BCIIOMOraTEeNbHBIX BELIECTB, MOIXOMSAIIUX s
NPUMEHEHHs B TBEP/IbIX JIEKAPCTBEHHBIX (hOpMax ISt IEpOPAIbHOTO IPUMEHEH YS! (Hanpumep,
NOpOIIKaX, Ta0JleTKax, KalcyJax M KaIuleTax), BKIIOUAl0T Oe3 OrpaHM4YeHUs] KpaxMasbl,
caxapa, MHUKPOKPUCTAJUIMUECKYIO LEJUTI0JI03y, pa3OaBUTENH, TPaHYJIHPYIOIIUE CPENCTBa,
CMa3bIBAIOLINE BEIIECTBA, CBA3YIOLINE U IE3UHTETPUPYIOLIHE CPEICTBA.

[0116] M3-3a mpocTOThI MX BBeAeHHs] TAaOJETKU M KaICyJbl SIBIISTIOTCS HamOoiee
NPEANOYTUTENIbHBIMUA ~ CTAHAAPTHBIMH  JIEKAPCTBEHHBIMU  (pOpMaMu il TIEPOPATBHOTO
NPUMEHEHUs, B ClIy4ae KOTOPBIX HCTOJB3YIOT TBEPHbIE BCIIOMOTaTeNbHbIE BemecTa. lpu
HEOOXOIUMOCTH Ta0JETKU MOTYT OBITh MOKPBITHI C MOMOLIBK) CTAHAAPTHBIX BOAHBIX HIIH
HEBOAHBIX METOAMK. Takue JeKapCTBeHHble (OPMBI MOKHO TOJy4aTh JIOOBIM U3
dapmaneBTiueckux cnocodoB. Kak mpaBmio, (QapmaneBTHYECKHE€ KOMIIO3MLUU U
JeKapCTBeHHbIE (DOPMBI TOJIYYAIOT MyTeM PABHOMEPHOTO U TINATEJIBHOIO CMELIMBAHHUS
AKTUBHBIX HMHIPEAMEHTOB C JKUAKUMH HOCHUTEISIMH, TOHKOIHMCIIEPCHBIMU TBEPIbIMU
HOCHUTEIISIMH WJIA M TeM, U JPYTHUM, U 3aTeM, IPH HEOOXOAUMOCTH, (POPMOBAHHS MPOIYKTA B
TpeOyeMblIii BUL.

[0117] Hanpumep, TabeTKy MOXKHO MOJy4aTh My TEM MIPECCOBAHUS HITH (POPMOBAHHS.
IIpeccoBanHbIE TAOJETKH MOXHO IOJIy4aTh MyTEM IMPECCOBAHUS B MOOXOASIIEH MalluHEe
AKTUBHBIX WHTPEIUEHTOB B CBOOOAHOTEKydYeH (opMe, TaKMX Kak MOPOIIKU WM TPaHYJIbI,

HEOO0S3aTEIbHO CMEIIAHHBIX C BCIIOMOTaTeIbHBIM BEIICCTBOM. CDOpMOBaHHbIe TaOJIeTKH
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MOYKHO TOJy4aTh NyTeM (OpPMOBaHMS B MOAXOIAIIEH MAIIMHE CMECH MOPOLIKOOOPa3HOrO
COEAMHEHUS], YBIAXKHEHHOTO NHEPTHBIM JKUIKUM pa30aBUTEIEM.

[0118] Ilpumeprl BCHOMOraTEIbHBIX BELIECTB, KOTOPbIE MOXKHO IPUMEHSTh B
JIEKapCTBEHHbIX (POpMax Ui MepOpPabHOrO MPUMEHEHHUS 10 HACTOSIIEMY H300pEeTEeHHIO,
BKJIFOYAIOT 0€3 OTrpaHWYeHHUs] CBSA3YIOIINE, HATOJIHUTENH, JAE3HHTErPUPYIOIIUE CPEACTBA U
cMasblBarolIMe BemecTsa. CBA3yIOINE, MOAXONAIINE A1l IPUMEHEHUs B (hapMarieBTHUECKIX
KOMITO3UILIUSIX U JIEKAPCTBEHHBIX (POpMax, BKIIIOUAIOT O€3 OrpaHUYEHHUs KyKy PY3HBIH Kpaxmal,
KapToQenbHbI KpaxMal WU APYTHe Kpaxmajbl, JKeJaTUH, NPUPOAHbIE M CHUHTETUYECKHE
KaMenM, Takue Kak TIyMMHapaOWK, ajbrMHAT HATPHs, ajJbI'MHOBYIO KHCIOTY, IpyrHe
aJIbI'MHATBI, TOPOIIKOOOPA3HbINA TPArakaHT, I'yapoBYIO KaMellb, LIEJUTF0JIO3Y U €€ TPOU3BOIHbIE
(Hanpumep, STUILEIUTIONO3Y, aleTaT LeJUTI0JIO3bl, KapOOKCHMETHIILEIUTION03Y KaJbIIHs,
KapOOKCHMETHIILEIUTIONO3Y HaTpusi), NOJIMBUHUINUPPOIUIOH, METHJILIEIUTIOJIO3Y,
NPEABAPUTENBHO  JKEJATUHUPOBAHHBI  KpaxMmas,  T'MIPOKCUIPONMIMETUILEIUIION03Y
(nanpumep, NeNe 2208, 2906, 2910), MUKPOKPHCTAJUTMYECKYIO LEJUTIONO03Y U HX CMECH.

[0119] ITpumepsr HaTOJIHUTENEN, MOAXOSIIUX JUIst IPUMEHEHUsI B
(apMaLeBTHYECKUX KOMIIO3HMIMSIX W JIEKAPCTBEHHBIX (OpMax, pPaCKPHITBIX B ITAHHOM
IOKYMEHTE, BKJIIOYAIOT 0e3 OrpaHUueHHs TajlbK, KapOOHAT KaNbLyst (Hanpumep, TpaHyJibl WIN
NOPOIIOK),  MUKPOKPHUCTAJUIMYECKYIO  LIEJUIFOJIO3Y, IOPOLIKOOOPA3HYH  IIEJUTIOJIO3Y,
JOEeKCTpaThl, KAOJHMH, MaHHUT, KPEMHUEBYIO KHCIOTY, COpPOUT, Kpaxmaj, MpeIBapUTEbHO
JKENaTUHUPOBAHHBIM  kpaxman © ux cMmecu. Cpssyrollee WiIM HANOJHUTENb B
(bapMaLeBTHYECKUX KOMIO3HULMAX IO HACTOSIIIEMY H300pPETEHHIO0 OOBIUHO MPENCTABJIEHBI B
KoJMm4ecTBe OT mpubmmsutensHo 50 no mpubmmsurensHo 99 Bec. % (apmarieBTHYECKOH
KOMITO3UIIUH UJIH JIEKAPCTBEHHOHN (POPMBL.

[0120] INomxomsiique (GopMbl MHUKPOKPHUCTAIUTUYECKON LEJUTIOJIO3bl BKIFOYAT 0Oe3
orpaHuueHusi Martepuanel, npomaBaemble kak AVICEL-PH-101™  AVICEL-PH-103™,
AVICEL RC-581™, AVICEL-PH-105™ (noctynasle ot FMC Corporation, American
Viscose Division, Avicel Sales, Mapkyc Xyk, IlencuneBanus), u ux cmecu. KoHkpeTHOE
CBA3yIOLIEe SIBIIIETCS CMECBIO MHUKPOKPUCTAJIINYECKOM L[EJUTIOJIO3BI u
KapOOKCHUMeTUIIIEIT0JI03bl HaTpust, nponaBaemoit kak AVICEL RC-581™. TToaxonsinue
0e3BOIHBIE MIIM COAEpIKALINe HU3KOE KOJIWYECTBO BJIArd BCIIOMOTATENIbHBIE BELIECTBA HIIU
nobasxu BriouaroT AVICEL-PH-103™ y Starch 1500 LM™,

[0121] de3uHTerpupyromme CpeacTsa UCIOIb3YIOT B KOMITO3UIUSAX MO HACTOSALIEMY

n300peTeHuro il obecreueHus TA0IeTOK, KOTOPbIE PaclaiatoTCs MO BO3AEHCTBHEM BOTHOMN
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cpenbl. TabneTku, KOTOPBIE COAEPKAT CIUIIKOM OOJBIIOE KOJHMUECTBO AE3UHTETPUPYIOIIETO
CPEACTBA, MOTYT PAa3JlaraTbCsl NMPU XPAHEHHWH, TOTAA KaK Te, KOTOPBIE COAEpPIKAT CIUIIKOM
MaJloe KOJIMYECTBO, MOTYT HE pas3jiaratbCsi C JKEJAEMOH CKOPOCTBIO HIIM TPH KEJTAeMbIX
ycnoBusax. Takum 00pa3oM, AOCTATOYHOE KOJWYECTBO [E€3MHTETPHPYIOLIETO CPENCTBa,
KOTOPOE HE SIBJIIETCS] HU CIIUIIIKOM OOJIBIINM, HH CJIULIKOM MaJIbiM, YTOOBI HEOJIaronpHsITHBIM
00pa3oM HM3MEHSATh BBICBOOOXKIEHHE AKTUBHBIX WHIPEIHMEHTOB, CIENYET HCIIONb30BaTh IJIs
NOJIyY€HHUs] TBEPBIX JIEKAPCTBEHHBIX (POPM JJIsl IEPOPATBHOTO MPUMEHEHHS 110 HACTOSALIEMY
n300pereHnio. KonmnuecTBo MCMONB3yeMOro AE3MHTErPUPYIOIEro CPEACTBa M3MEHSIETCS B
3aBHCHMOCTH OT THUIIA COCTABA U SIBHO OYEBMHO CIIELUAIUCTY B JAHHON OOJACTH TEXHUKU.
Tunuynasle ¢apmalneBTHUECKHE KOMIIO3MLUMHU coiepxkaT oT mnpuommsurensHo 0,5 no
npubaM3uTeNBHO 15 Bec. % Ae3MHTErpUpPYIOLIEro CPEACTBa, B YACTHOCTH OT MPUOIU3UTETBHO
1 1o mpubnu3uTenbHO S BeC. % NE3UHTErPUPYIOLIETO CPEACTBA.

[0122] [lesuHTerpupyromue CpencTBa, KOTOpPble  MOXHO  WCIONIBb30BaTh B
(bapmMaLeBTHYECKUX KOMIIO3UIMAX U JIEKAPCTBEHHBIX (hOpMax 10 HACTOSIEMY H300PETEHHIO,
BKJIOUAOT O€3 OrpaHuueHHs arap-arap, ajJbrMHOBYIO KHCIOTY, KapOOHAT KaJbIus,
MHUKPOKPHUCTAJUINUECKYIO LIeJUTI0JIO3Y, KPOCKapMeJie3y HaTpus, KPOCIOBHUJOH, MOJAKPUIMH
KaJMsl, KPaxXMaJIJIMKOJST HATpus, KapTO(embHbI KpaxMmasl W KpaxMmall TaruOKH,
MPeIBaAPUTENIbHO JKEJATHHUPOBAHHBIN KpaxMaJl, IpyTrhe KpaxMaibl, TJIUHbI, IPYTHUE albIUHbI,
ApPyTHE LEJUTIOJIO3bI, KAMEAH U UX CMECH.

[0123] Cma3zbiBarormme BEIIECTBA, KOTOpbIE MO>KHO HUCIIOJIB30BATh B
(apMaLeBTHYECKUX KOMIIO3HLUSIX U JIEKAPCTBEHHBIX (POpPMax MO HACTOSIIIEMY H300PETEHHIO,
BKJIFOYAIOT 0€3 OrpaHUYeHUsI CTeapaT KaJblHs, CTeapaT MarHusi, MUHEPAJIbHOE MACIIO, JIETKOe
MHHEPAJIbHOE MAaCJO, TIHLIEPUH, COPOUT, MAaHHHT, MOJUSTHIICHIJIUKOJb, JAPYTHe TIIHKOJH,
CTEaPHHOBYIO KHCJIOTY, JIay pHIICYJIb(aT HATPUS, TAIBK, THAPUPOBAHHOE PACTUTEJILHOE MACIIO
(Hanpumep, apaxucOBOE MACJIO, XJIOMKOBOE MACIIO, OJACOTHEYHOE MACIIO, KYH)KYTHOE MaclIo,
OJIUBKOBOE MAacCJIO, KYKypy3HOE€ Macjio M COEBO€ MAacjio), CTeapaT LHMHKA, STHJIOJNEAT,
STHIJIAypeaT, arap U HMX CMecH. J[OMmONHUTENbHBIE CMa3bIBAIOINIME BEINECTBA BKIIFOYAOT,

Hanpumep, cuonaHbii cunukarenb (AEROSIL 200™, usrotoenennbiii W.R. Grace Co,

3
Bantumop, Mapusnenn), KoaryJupOBaHHBIA a3PO30JIb CHHTETHYECKOTO AUOKCHIA KPEMHUS
(mpomseenennsiii Degussa Co., Ilmano, Texac), CAB-O-SIL™ (muporeHHbIH JHOKCU
kpemHuusi, npomasaembiii Cabot Co., bocron, Maccauycerc) U ux cmecu. B ciyyae

HUCIIOJB30BaHHA CMAa3bIBAIOIHNE BEIICCTBA O0OBIYHO HCIIOJIB3YKOTCA B KOJUYECTBE MCHEC HYEM
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NpUONU3NTENIPHO OIWH BECOBOH NPOIEHT (apMaleBTUYECKHX  KOMITO3ULMH WU
JIEKapCTBEHHBIX (POPM, B KOTOPBIE OHH BKJIFOYECHBI.

[0124] JlexapcrBeHHbIE (GOPMBI C OTCPOUECHHBIM BbICBOOOXKIeHHEeM Kpucrammnueckne
b opMbl, coneprkalie coilb TeOUNeHeMa MUBOKCHIIA, ITPEICTABIEHHBIE B JAHHOM JIOKYMEHTE,
MOYKHO BBOJHTb C TOMOIIBIO CPENICTB C KOHTPOJIHUPYEMBIM BBICBOOOKIEHHEM HUJIH C TOMOIIBIO
YCTPONCTB JOCTABKHU, KOTOPBIE XOPOIIO H3BECTHBI CIIELIUATNCTAM B JAHHOM O0JIACTH TEXHUKH.
IIpumeps! BkirO4HarOT O€3 OrpaHWYEHHUs] TakoBble, omnucaHHble B mnareHtax CIIIA
NeNe 3845770, 3916899, 3536809, 3598123 u 4008719, 5674533, 5059595, 5591767,
5120548, 5073543, 5639476, 5354556 u 5733566, kaxAblil U3 KOTOPBIX BKJIIOUYEH B JAHHBIN
JOKYMEHT IOCPEICTBOM CChUTKU. Takue jexapcTBeHHbIE (OPMBI MOKHO HUCIOJB30BAThH JIS
obecrieueHnss MEIJICHHOTO WJIM KOHTPOJHPYEMOro BBICBOOOXKIECHHMS OIHOTO WM OoJjee
AKTUBHBIX MHIPEJUEHTOB C TNPUMEHEHUEM, HalpuMep, TUAPONPONUIMETUIILENIIOO3b,
APYTHX TOJMMEPHBIX MATpPHUL, Teliel, MPOHUIAEMbIX MEeMOpaH, OCMOTHYECKUX CHCTEM,
MHOT'OCJIONHBIX MOKPBITHH, MUKPOUYACTHUL], JIUTIOCOM, MUKpOChep WM UX KOMOWHAIMH AJIs
obecrieueHusi TpeOyemMoro mnpouist BBICBOOOXKIEHUS B  PA3JIUYHBIX  MPOMOPLIUSX.
INogxonsmue coctaBbl ¢ KOHTPOJIHPYEMBIM BBICBOOOXKIEHNUEM, U3BECTHBIE CIIELHATINCTaM B
OaHHOH OOJIACTH TEXHUWKH, BKJIOYAsl ONMCAHHBIE B JAHHOM JOKYMEHTE, MOXKHO JIErKO
BBIOUPATH JIJIs1 HCTIOJIb30BAHUS C AKTUBHBIMU HHIPEAMEHTAMH IO HACTOSLIEMY U300PETEHHIO.
JlaHHOe M300peTeHne, TAKUM 00pa3oM, OXBATHIBACT €AUHIYHBIE CTAHAPTHBIE JIEKAPCTBEHHBIE
(bopMbI, TIOAXOISAIIME AJIST TIEPOPATBHOTO BBEIEHUS, TaKue Kak 0e3 orpaHuueHus TabJIeTKH,
KaIlCyJibl, reJieBble Karcyjbl M KallJIeThl, KOTOPblE aJalTHPOBAHBbl AJII KOHTPOJIUPYEMOTrO
BBICBOOOXKIICHHSI.

[0125] Bee (apmaneBTHUECKHE TPOAYKTHI ¢ KOHTPOJHPYEMBIM BBICBOOOKICHUEM
UMEIOT OOINYI0 LieJb, COCTOSIIIYIO B YJYYIIEHHH JIEKAPCTBEHHOW TEpAaMM OTHOCUTEIBHO
TAKOBOM, KOTOpasi AOCTUTaeTcs WX aHajioramu 0e3 KOHTPOJIMPYEMOro BbICBOOOXKIeHUs. B
UeaJbHOM  CIy4Yae TNPUMEHEHHE ONTHUMaJIbHO  pa3paboTaHHOro  mpemapara ¢
KOHTPOJIMPYEMBbIM BBICBOOOKIEHHEM B MEIUIIMHCKOM JIEUEHUH XapaKTEPU3YeTCs TEM, UTO
HCIIONIB3YETCs] MUHHUMAJIBHOE KOJUYECTBO JIEKAPCTBEHHOIO BELIECTBA [JIsl JICUCHUs] WU
KOHTPOJIsSl COCTOSIHUS B TeU€HHE MUHUMAJILHOTO Niepruosia BpeMeHu. [IpenmyliiecTsa coCTaBoOB
C KOHTPOJIUPYEMBIM BBICBOOOIKICHHEM BKIIFOYAIOT JUIUTENbHYIO0 AKTUBHOCTD JIEKAPCTBEHHOTO
CPEeACTBa, CHUKEHHYIO YaCTOTY JO3UPOBAHHUS U MOBBIIIEHHOE COOIFOAeHNE OOIBHBIM PEKIMa
U cXeMbl JiedeHus. Kpome Toro, cocTaBbl ¢ KOHTPOJHUPYEMBIM BBICBOOOKIEHHEM MOXKHO

HCIIOJIb30BATh AJId BJIMAHWA HAa BPEMA Ha4dajla HGfICTBPIS[ WU APYyTHUE XapPAKTEPUCTUKU, TAKUC
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KaK YPOBHH JIEKAPCTBEHHOTO CPEICTBA B KPOBH, M, TAaKMM OOpa30M, MOXKHO BIUSTH Ha
BO3HUKHOBEHHUE NMOOOUHBIX (Hanpumep, HeOIaronpusTHhIX ) 3¢ (HEeKToB.

[0126] BONBIIMHCTBO COCTABOB ¢ KOHTPOJHPYEMBIM BBHICBOOOKIEHHUEM Pa3padOTaHO
IUT TIEPBOHAYATIBHOTO BBICBOOOXKIEHHSI KOJIMYECTBA JIEKAPCTBEHHOTO CPEACTBA (AKTUBHOTO
UHTPEIUEHTa), KOTOpOe OBICTPO BbI3bIBa€T TpeOyemblil TepaneBTHUECKUH 3¢dekT, u
MOCTETNIEHHOTO M HENPEePBIBHOTO BBICBOOOKIAEHHS JAPYIMX KOJWYECTB JIEKAPCTBEHHOT'O
CpeAcTBa IJIsl COXPAaHEHHUs] 3TOrO YPOBHS TEPANEBTHUECKOrO MIJIM TNPOPUIAKTHIECKOTO
s¢¢exTa B TeUEHNE JUIUTENBHOTO Ieproaa BpeMeHH. [t moaaep:kaHust 3TOro MOCTOSTHHOTO
YPOBHsS JIEKAPCTBEHHOTO CpEACTBA B OpraHU3Me JIEKapCTBEHHOE CPEICTBO JOJDKHO
BBICBOOOXKIATbCA M3 JIEKAPCTBEHHOW (POPMBI CO CKOpPOCTBIO, KOTOpast OyJeT 3aMeHATb
KOJIMYECTBO JIEKAPCTBEHHOTO CPEACTBA, KOTOPOE MEeTaOOJM3HPOBAIOCh M BBIBEJOCH H3
oprauu3ma. KoHTponmmpyemoe  BBICBOOOXKIEHHE AaKTHBHOTO  WHTPEAMEHTa  MOXKHO
CTUMYJIPOBATh Pa3JIMYHBIMK YCJIOBUSIMH, BKJIFOYas Oe3 orpanudenus pH, temmneparypy,
(bepMeHTBI, BOony WM Apyrue (GU3NOJOrHYeCKHUe yYCIOBUS HITH COSAMHEHHMS.

[0127] JlexapcTBeHHBIE (OPMBI ISl TAPEHTEPAIBHOTO PUMEHeHHUs1. JIekapCcTBeHHbIE
(dopMbI AN MAPEHTEPATbHOTO IMPUMEHEHUS MOXKHO BBOAUTH ITALMEHTaM Pa3JIMYHbIMU
NyTsIMH, BKJIOYast 0e3 OrpaHWYeHUs] MOAKOXKHBIH, BHYTPUBEHHbIH (BKIIOUast OOJFOCHYIO
WHBEKLNIO ), BHYTPUMBILICYHBIH 1 BHYTpUApTEpUaIbHbII. [T0CKONBKY MX BBEICHHE OOBIYHO
00XOAMT €CTECTBEHHBIE 3AIUTHbIC MEXAHU3MBbI TALIMEHTOB OT 3arPsS3HUTEINEH, JIEKAPCTBEHHBIE
(bopMBI IIJIs1 TAPEHTEPATBHOTO TPUMEHEHHST TIPEATIOUTUTENBHO SIBJISFOTCS CTEPUIIBHBIME HITH
MOTYT OBITb MPOCTEPHIIM30BAHbI TMEpPEA BBEACHUEM MalUeHTy. [IpuMepbl JeKapCTBEHHBIX
¢dbopM IJIs1 MapeHTEPaTHbHOTO MPUMEHEHHS BKIIOYAIOT 0€3 OrpaHUYeHHUs] PACTBOPBI, TOTOBBIE
IUIE MHBEKLUH, CyXHe MPONYKTHI, TOTOBBIE IJIi PACTBOPEHHUS WJIHM CYCIIEHAUPOBAHUS B
(apMaleBTHYECKH NPUEMJIEMOI Cpene-HOCHUTENe Il MHbEKLUH, CYCIEH3UHU, TOTOBbIE IS
UHBEKLWH, U MY JIbCHH.

[0128] IMogxonsmue CpPeabl-HOCUTEIH, KOTOPbIE MOXKHO HCIOJIb30BaTh IS
o0ecrieueHns1 JIEKAPCTBEHHBIX (POPM JJIsl MapeHTepabHOTO MPUMEHEHHs MO HACTOSLIEMY
N300pETEHNI0, XOPOIIO H3BECTHBI CIELUANNCTAM B TaHHOH 0OjacTu TexHUKH. [Ipumepsr
BKJIFOYAIOT O3 orpaHnveHus Boay ais uabekunii USP; BOmHbBIE CPEbI-HOCUTENH, TAKUE KaK
0e3 orpaHnueHust (PU3MONOTUYECKUN PACTBOpP MJIsi MHBEKIMH, pacTBop PuHrepa, pactsop
IEKCTPO3bl, PaCTBOP AEKCTPO3bI U XJIOPHIA HATPHUS U MOJOYHOKHCIBIA pacTBOp PuHrepa;
CMEIINBaeMble C BOIOHW CpENbI-HOCHTENH, TaKue Kak 0e3 OrpaHWYeHHs! 3THUJIOBBIM CIIHPT,

MOJIN3TUIICHIJTIMKOJIb U TTIOJIMIIPOMUIICHTJTIMKOJIb, © HEBOAHBIC CPECABI-HOCUTECIIN, TAKHUE KaK oe3



25

OrpaHUYEHUs] KYKypPy3HOE MacCJO, XJIOIKOBOE MACIIO, apaxHUCOBOE MACIO, KyHKYTHOE Maclo,
STHIIOJNIEAT, U3OTIPOITMIIMUPUCTAT U OEH3UIOEH30aT.

[0129] CoennHeHusi, KOTOpbIE TMOBBIIAIOT PACTBOPHUMOCTb OIHOrO WM OoJiee
AKTUBHBIX WHTPEAMEHTOB, PACKPBITBIX B JAHHOM JOKYMEHTE, MOJKHO TaKXe BKJIIOYaTh B
JeKapCTBeHHbIE (POPMBI AJIs1 TAPEHTEPAILHOTO IPUMEHEHHUS IO HACTOSIIIEMY H300PETEHUIO.

[0130] JlexapcrBenHble GOPMBI I TPAHCAEPMAIBHOTO, MECTHOTO M YPECCIU3UCTOTO
npuMeHeHus. JlekapcTBeHHbIe (HOPMBI TSI TPAHCAEPMAIBHOTO, MECTHOTO U YPECCIU3UCTOrO
NPUMEHEHHUsT 1O  HACTOSIIEeMYy  H300pETeHHIO  BKJIIOYAIOT  0e3  OrpaHu4eHust
o(ranbMONOrnYeCcKre pacTBOPHI, CIIPEU, A3PO30JIH, KPEMBI, JJOCBOHBI, Ma3H, T€JIH, PaCTBOPHI,
SMYJIBCUM, CYCHEH3UHM WM JApyrue (OpMbl, M3BECTHBIE CIELUAIUCTY B JAaHHOW O0JACTH
texHuku. CMm., nanpumep, Remington's Pharmaceutical Sciences, 16th and 18th eds., Mack
Publishing, Easton Pa. (1980 u 1990) u Introduction to Pharmaceutical Dosage Forms, 4th
ed., Lea & Febiger, Philadelphia (1985). JlekapcTBeHHbIEe ()OPMBI, MOAXOAAIINE IS JICUSHUS
CJIM3UCTON TKaHU B POTOBOM MOJIOCTH, MO>KHO COCTABJIATh B BU/I€ SKUAKOCTEH IS TOJIOCKAHUS
pTa WM renei 1A mepopanbHOro mpuMeHeHus. Kpome Toro, nexapcTBeHHbIE (HOPMBI IS
TPaHCIEPMAJIILHOTO TPUMEHEHHUs BKJIOYAIOT IUIACTBIPH "pe3epByapHOro THMHA" MU
"MaTpUYHOro TUMA", KOTOPbIE MOXKHO HAHOCUThH Ha KOXY U HOCUTb B T€UEHHE KOHKPETHOIO
nepuosa BpeMeHH Uil OOeCrieueHUs] TMPOHUKHOBEHUSI KEJAeMOTO KOJUYECTBA AKTHBHBIX
UHTPETUEHTOB.

[0131] IMogxonsamue BCIOMOTATENbHbIE BeLIeCTBA (Hampumep, HOCUTENU U
pa3baBuTeNN) W OpyrHe MaTepualibl, KOTOPbIE MOXKHO HCIOJb30BaTh IJIsi OOecredeHus
JIEKapCTBEHHBIX (OPM JUI TPAHCAEPMATIBHOIO, MECTHOTO M YPECCIU3UCTOrO MPUMEHEHHUS,
OXBAUEHHBIX JAHHBIM HM300pETEHHEM, XOpOIIO M3BECTHBI CIELUAINCTaM B 00JacTh
(bapMaLeBTHKH, W 3aBHCAT OT KOHKPETHOH TKaHHW, HA KOTOPYI OyQyT HAHOCHUTH NAHHYIO
(bapMaLeBTHYECKYI0 KOMIO3HUIHIO WIH JIEKAPCTBEHHYIO (popmy. C yueToM 3TOr0 TUITHYHBIE
BCIIOMOTATENIbHbIE BELIECTBA BKJIIOYAIOT 03 OrpaHWuYeHHsl BOXY, aleTOH, JTaHOJ,
STHJIEHTJIIKOJIb, NPOMIJIEHTJIHKOJb, OyTan-1,3-guomn, H30TIPOINTMIMUAPHCTAT,
U30TPONIINATIBMHATAT, MUHEPAJIBHOE MACIIO M UX CMECH JUIS TIOJYyYEHHUS JJOCbOHOB, HACTOEK,
KPEMOB, 5JMYJbCUM, TeJled WIM Ma3ed, KOTOpble SBJSIIOTCS HETOKCUYHBIMU U
(bapMaleBTHYECKH MPUEMIIEMBIMH. Y BIQKHSIOINE CPEICTBA WM CMAYMBAIOIINE CPEACTBA
TAaK)Ke TP HEOOXOAMMOCTH MOXHO J100aBIsATH B (hapMaLEeBTHUECKHE KOMIO3MLUU |

JICKAPCTBCHHBIC (I)OprI. HpI/IMepr TAaKUX JOMOJIHUTCIIbHBIX UHI'PEAUCHTOB XOPOIIO U3BCCTHDI
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B aHHOW obOnactu TexHuku. CM., nanpumep, Remington's Pharmaceutical Sciences, 16th and
18th eds., Mack Publishing, Easton Pa. (1980 u 1990).

[0I32] B 3aBUCMMOCTM OT KOHKPETHON TKaHH, TIOJABEPraeMoil JIEUEHHUIO,
JOTIONIHUTEIbHbIE ~ KOMIIOHEHTBI ~MOXKHO — WCIOJB30BAaTh O  JIEUEHUS  AKTUBHBIMU
UHTPEIUEHTAMH 110 HACTOSIIEMY M300pETeHHIO, BMECTE C HUM MM rociie Hero. Hampumep,
CHOCOOCTBYIOIINE NPOHMKHOBEHUIO BELIECTBA MOJKHO HCIIONb30BaTh Ui COAEHCTBHUSA
IOCTaBKE AaKTUBHBIX WHIPEAMEHTOB K TKaHW. lloaxomsmme — crocoOcCTByroue
NPOHUKHOBEHHIO BEINECTBA BKIIOYAIOT O€3 OrpaHUYEHHUs ALleTOH, Pa3JINYHbIE CIIUPTHI, TAKHE
KaK  3TaHOJ, ONewn W  TeTparuapoypui;,  ankuicyibQOKCHUABL,  Takue  Kak
IUMETWICYNb(OKCUA;,  IUMETHJAleTaMu;,  AUMETHII(GOPMAMHI,  MOJUA3THIIEHIJIUKOJb,
NUPPOJUAOHBI, TaKue Kak MOJIMBUHWINUPPOIUIOH; BemecTta kiacca Kollidon (moBunos,
MOJIMBHUJIOH); MOUYEBHHY U PA3JIMYHbIE PACTBOPUMBIE WJIM HEPACTBOPHMBIE B BOJE CIIOKHBIE
a¢pupbl  caxapoB, Takue kak Tween 80™ (mommcopbar 80) wu Span 60™
(copbutanmMoHOCTEApaT).

[0133] 3nauenue pH QapmaneBTHIECKOH KOMITO3ULIUM HJIH JIEKAPCTBEHHON (hOpMBI
WIN TKAaHH, HA KOTOPYIO HAHOCAT (hapMaLEBTHYECKYI0 KOMIO3ULUIO HJIM JIEKAPCTBEHHYIO
(bopMy, MOXKHO TaK3Ke€ PEryJIMPOBATh JJIsl YJIYULISHHUsS] TOCTABKH OHOTO WK O0Jiee aKTHBHBIX
UHTPEIUEHTOB. AHAJIOTUYHO, TOJSIPHOCTh HOCUTEJNS-PACTBOPHUTEIS], €r0 MOHHYIO CHIIY WU
TOHHYHOCTh MOJKHO PEryJMpOBaTh Ui yiydlleHus AocTaBku. COEOUHEHUs, Takue Kak
cTeapartbl, MOJKHO TaKke TOOaBJISITh B (hapMaleBTHYECKHE KOMITO3ULIMH HJTH JIEKAPCTBEHHBIE
(GOpMBI, 4TOOBI MPEATIOYTUTENEHO U3MEHSTh TUAPOPUIBHOCTD WIN JTUMOPUIBHOCTD OHOTO
win Oojiee aKTUBHBIX MHIPEIUEHTOB, YTOOBI YJIy4YIIaTh JOCTAaBKY. IIpu 3TOM cTeapaTsl MOTYT
CJIy>KUTb B KQUeCTBE JIMITUAHON CPEbl-HOCUTENS JUIsl COCTaBa, B KAYECTBE SMYJIbIaTOpa WU
MOBEPXHOCTHO-aKTUBHOTO BEIIECTBA U B KAUECTBE CPENCTBA, YJYYIIAOIIErO JTOCTABKY HIIH
YJIYUIIAOIEro MPOHUKHOBEHHE. PasnmuuHble KpuCTauiMueckue (OpMBI, COAepIKalIie
AKTUBHBIE MHIPEAMEHTBI, MOXKHO HCIIOJB30BaTh JJIsl JOMOJHHUTEIBHON PEryJISIUN CBOWCTB
MIOJIy YeHHOHM KOMITO3ULIUH.

[0134] HabGopbl. [lanHOe wu300peTeHne OXBaThIBa€T HAOOPBI, KOTOpPbIE TIPHU
UCTIOJIB30BAHUH BPAUOM MOTYT YVIIPOINATh BBEIEHHE COOTBETCTBYIOIUX KOJIMYECTB AKTHBHBIX
UHTPEIUEHTOB MALUECHTY.

[0135] Tunuuneli HaOOp TO HACTOSIIEMY HW300PETEHUIO COAEPKUT EAUHUYHYIO
JIeKapCTBEHHYIO (popMy cosu TeOnneHeMa MMBOKCHIIA WITH €€ (papMalleBTUYECKU MPUEMIIEMY O

KPUCTAJUINYECKYI0 (POpMy MM MPOJIEKAPCTBO HA €€ OCHOBE M €AMHUYHYIO JIEKAPCTBEHHYIO
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¢dbopMy BTOPOro axkTHBHOTO HHrpenneHTa. IIpuMepsl BTOPOro aKTHBHOTO HWHIPEIUEHTA
BKJIFOYAIOT O€3 OrpaHrYeHHs IEPEUHCICHHbIE B JAHHOM JOKYMEHTE.

[0136] Habops! 1o HacTosmeMy H300pETEHHIO MOTYT TaKXKe CONepIKaThb YCTPONCTBRA,
KOTOpblE HCIOJB3YIOT JUII BBENEHUS AaKTUBHOro wuHrpenuenrta(-os). I[lpumepsl Takmx
YCTPONCTB BKJIIOUYAIOT O0€3 OrpaHUYeHUs], IITPHULIbI, KaeJIbHULIBL, TACTBIPH U HHTAIATOPHL

[0137] HaGopbl 10 HacTosiieMy HW300pETEHHI0 MOTYT TaKXe COAepKaTh
(bapMaleBTHYECKH TNPHEMJIEMbIE CPEIbl-HOCUTENH, KOTOPbIE MOXKHO HCIIONb30BaTh MJIs
BBEACHUS ONHOro miu OoJee aKTUBHBIX WHIpenueHToB. Hampumep, eciu akTHUBHBIN
UHTPEIUEHT MPEAYCMOTPEH B KPUCTAJUIMYECKOH (popmMe, KOTOPYI0 HEOOXOOUMO Pa3BOAMTH
I TIApEHTEPajbHOTO BBEIEHMs, HAOOp MOXKET COAepKaTb I'epPMETHUYHBbIN KOHTEHHep ¢
NOJXOAALIEH Cpenoii-HOCUTENEM, B KOTOPOH aKTHUBHBIN MHIPEJUEHT MOXKHO PACTBOPSATH IS
NOJTy4eHHsI CTEPUIIBHOTO pacTBOpa 0e3 HacTHI], KOTOPBIH MOAXOOUT JAJSI MapeHTEPaTbHOIO
BBenieHHs. [Ipumepbl (hapMaleBTUUECKH INPHEMIJIEMBIX CpEeO-HOCHUTENIeH BKIOYAIOT 0e3
orpaHu4eHus Boxy i uHbekuuii USP, BOmHBIE Cpenbl-HOCHUTENH, Takue Kak Oe3
orpaHuueHus: (U3MOJIOTUYECKUH pacTBOp Ui HMHBEKLUH, pacTBOp PuHrepa, pactsop
JEeKCTPO3bl, PaCTBOP AEKCTPO3bl U XJIOPHJA HATPHUs U MOJOYHOKUCIBIM pacTBOp PuHrepa;
CMeIIMBaeMble C BOIOHM CpEeNbI-HOCHTENH, TaKue Kak 0e3 OrpaHWuYeHHs] STHJIOBBIM CIHPT,
MOJIMATHUJICHTJTUKOJIb M MTOJUTPOTIIEHIIMKOJIb, U HEBOJAHBIE CPENIbI-HOCUTEIHN, TAKHE Kak 0e3
OrpaHUYEHUs] KYKYpPY3HOE MACJO, XJIOMKOBOE MACJIO, apaxUCOBOE MACiIO, KyHKYTHOE Maclio,
STUJIOJIEAT, U3OMPOMIIMUPHUCTAT U OEH3UIOEH30aT.

[0138] Hacrosiiiee u300peTeHre BKIIOYAET CHOCOO JiedeHHsl OaKTepuabHOMN
UHQEKINH, BKJIOYAIOIUNA BBEICHHE TMALUEHTY, HYXTAIOIIEMyCs B TAaKOM JIEUCHUH,
TepaneBTHUeCcKH 3P PEeKTUBHOIO KOIUYeCTBa (hapMaLeBTHUECKOW KOMITO3ULIMH, COAEp KAIIEH
KPUCTAJTMYECKYIO COJIb TeOuneHemMa muBoKcuia coracuo ¢wur. 1, 3,5, 7, 9, 10, 12, 14 unmu
16. Cioco® MoskeT BKIIOYATh BBEICHNE KPUCTAJUTMIECKON COM TeONIIeHEMa MUBOKCHIIA, TIPH
5TOM KOMITO3UIHS COAEPIKUT AKTUBHOE CPENCTBO B AOIMOJIHEHHE K KPHUCTAJUIMIECKOH COJH
teOunenema mnuBokcmiaa. Crmoco® MOKET BKIOYATh BBEACHHE KPUCTAUTMYECKOH COJH
TeOUIeHeMa MUBOKCHJIA TMALMEHTY BMECTE€ C aKTHUBHBIM CPEICTBOM. AKTHBHOE CPEINCTBO
MOXET TPEACTaBIATh cOO0H aHTHOMOTUK. bakTepmanbHast MH(EKIHS MOXKET MPEACTaBIATh
co0ol MH(EKIHNIO, BRI3IBAEMYIO MPAaMOTPHLATENIbHBIMUA OAKTEPUSMH, TAKYIO KaK UHpeKyusl,
svizvieaemast . coli, nadexuus, Bei3piBaemast Klebsiella pneumoniae, nadexius, BpI3bIBacMast
Acinetobacter baumannii, Pseudomonas aeruginosa, ungexyus, evizviéaemas Neisseria

gonorrhoeae, niy WHQEKIMSI, BbI3bIBaeMasi Yersinia pestis.
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[0139] KonkpeTHble CrMocoOBl MO HACTOSIIEMY HW300PETEHHIO MOTYT BKIIKOYATh
BBEJICHHE JOMOJHUTEIBHOIO TEPANeBTUYECKOTO CPEACTBA, TAKOrO Kak 0e3 OrpaHuveHust
MIPOTUBOBOCHAJIUTEIBHBIE JIEKAPCTBEHHBIE CPEIACTBA, AHTUIMCTAMUHHBIE CPEACTBA W
MIPOTUBOOTEYHBIE CPeACTBa. IIpuMeprl TakuxX AOMOIHUTENBHBIX TEPANEBTUYECKUX CPEACTB
BKJIFOYAIOT O€3 OrpaHM4YeHHs AHTUTHCTAMHHHBIE CPENCTBA, BKJIIOUas 0e3 OrpaHuveHust
STAHOJIAMUHBI, 3TUJICHANAMUHBI, THUIEPa3HHbl U (PEHOTHA3UHBL, MPOTHBOBOCMAIUTEIbHbIE
nexkapcrBeHHble cpenctBa, NSAIDS, Bkmouas 0e3 orpaHudeHHs ACTUPUH, CAJULMIIATHI,
arleTaMuHO(EH, MHAOMETAlMH, CYJHMHAAK, 3TOMOJAK, (peHamaTbl, TOJIMETHH, KETOPOJaK,
nuknodenak, wuOynpoden, HanpokceH, ¢QenonpodeH, xkeromnpoden, ¢uypournpodes,
OKCAIlpO3UH, NMUPOKCUKAM, MEJIOKCUKAM, MPOU3BOIHBIE MUPA30JIOHA;, U CTEPUOAbI, BKJIIOUAs
0e3 orpaHu4eHHss KOPTUKOCTEPOUIBI U alPEHOKOPTUKOCTEPOUIBIL.

[0140] Kak yka3aHO BbILlIe, HEKOTOPbIE KPUCTATHYECKHE POPMBI, COEpIKaIIHe COJb
TeOuneHemMa MMBOKCHIIA, MOJKHO UCIONIBb30BATh B JICUEHUH HWJIHM TMPENYIPEXKISHUN IIHPOKOTO
aunana3oHa OakTepuanbHbIX HHGEKLHH. Bemmuaa npoduiakTHIeCKoi Wik TepaneBTHIECKON
J03bI KOHKPETHOTO aKTUBHOI'O MHIPEAMEHTA 0 HACTOSIIEMY M300PETEHHIO IIPU OCTPOM HIIH
XPOHUYECKOM JIEYeHHH 3a00JIeBaHHS WIIN COCTOSIHUSI MOJKET U3MEHSATHCSI B 3aBUCHMOCTH OT
NPUPOABI U TSDKECTH 3a00JI€BaHUSI T COCTOSIHUSL M TIYTH, KOTOPBIM AKTUBHBIM UHTPEIHEHT
BBOIAT. 1032 1, BEPOSATHO, YACTOTA BBEICHUS I03bI, Oy AET TAK)KE U3MEHSTHCS B COOTBETCTBHU
C BO3pPacTOM, BECOM Tejla U peakuued KOHKpeTHoro nauueHta. [lomxonsmue pesxuMbl
JO3MPOBAHUS JIETKO MOTYT OBITh BBIOPAHBI CIELUAIUCTAMU B NAHHOH OOJACTU TEXHUKHU C
ydeToM Takux (pakropoB. Kak mpaBuiio, peKOMEHIOBaHHBIN JHMANAa30H CYTOYHBIX 103 IS
COCTOSIHUH, OMIMCAHHBIX B TAHHOM JIOKYMEHTE, HAaXOIUTCSI B JUANA30He OT MPUOIU3UTENBHO |
mr no npudnmsurensHo 1000 Mr B CyTKH, NMPH YCJIOBUU NpPUEMa OJHOH O3Bl B CYTKH,
MIPEANOYTUTENBHO B BUJIE PA3/I€NICHHBIX 103 B TeUeHHE NHA. bosee KOHKPETHO, CyTO4Hast 1032
BBOJIUTCS IBAXKABI B CYTKH Pa3/ieJIEHHbIMU HA PaBHbIE YaCTHU J03aMU. B 4acTHOCTH, THANa3oH
CYTOYHOM JT03bI MOKET COCTABJIATh OT MPHUOJM3UTENIBHO 5 Mr 10 mpubnusutenbHo S00 Mr B
CyTKH, Oojiee KOHKpPETHO OT npudnusutenbHo 10 Mr no npubnusurensHo 200 mr B cyTku. B
YaCTHOCTH, CYTOUHYIO 103y MOKHO BBOAUTH B S5 mr, 10 mr, 15 mr, 20 mr, 25 mr, 50 mr unu 100
MT JIeKapcTBeHHBIX (hopmax. [Ipu neueHnn maumeHTa Tepamnusi OyAeT HauYMHATBCS ¢ Ooee
HU3KOMU JI03bI, BEPOSITHO, OT MPUOIUZUTENBHO | MT 1O MPUOTU3UTETFHO 25 MT, 1 MOBBIIIATHCS
npu HEOOXOIMMOCTH 0 3HaUeHHst oT npubansuTenapHo 200 mr no npudnusurensHo 1000 mr B
CYTKH JIUOO B BHIE ONHOH 103bI, OO B BUAE PA3NEICHHBIX 103, B 3aBUCUMOCTH OT O0IIei

peaxkuuu nmanueHTa. AJIbTepHaTHBHO, CyTo4uHas 103a coctapiisieT ot 0,01 mr/kr no 100 Mr/kr.
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[0141] B HEKOTOpBIX CHy4asix MOKET ObITh HEOOXOOUMBIM HCIOJNBb30BAHUE 103
AKTUBHOTO WHIPEAMEHTA BHE UANA30HOB, PACKPBITBIX B JAHHOM JOKYMEHTE, 4TO Oyaer
OYEBHUIIHO CIEMAIIICTAaM B JaHHOH obmactu TexHUKH. Kpome Toro, cienyer OTMETHTh, 4TO
Bpay WJIH Jiedaliuii Bpad OyIeT 3HaTh KaK U KOIr7ia MpepBaTh, OTPEryIMPOBATh HIIH 3aKOHYHUTD
TEPAINIO B OTBET HA PEAKLIMI0 KOHKPETHOTO MaLUEHTa.

[0142] Kak ykazaHO Bbille, (apMaleBTHYECKas KOMIIO3ULUS IO HACTOSIIEMY
N300pETEHUI0 MOXKET TaK)Ke COAEPKaTh (papMalleBTHUECKH TPHEMIIEMbIII HOCUTEINb, KOTOPbIH
MOXET NPEACTaBIATh coOON moboe (papMaleBTUYECKH MPUEMIIEMOE BCIIOMOTraTelbHOe
BEIECTBO, TAKOE KAaK CBS3YIOIIEe, HANOJHHUTENb, CMa3bIBAIOIIEE BEIECTBO, PACTBOPUTEID,
Je3UHTErpUpYIoIIee CPeACTBO MM MOKpbiTHe. [Ipumepsl dapManeBTHUECKH MPUEMIIEMOTO
HOCHUTEJIS TIPE/ICTABJICHBI BbIIIE.

[0143] Kpucramiuveckass coib TeOuUNeHeMa MHBOKCHUIA OOBIMHO HAXOAWTCS B
(papmMaLIeBTHYECKOIl KOMIIO3MLIMM B TepaneBTUYeCKH d(PQPeKTHBHOM KoamdecTse. [lpu
UCIIOJIB30BAHUH B JTAHHOM JOKYMEHTe "TepamneBTHuYeckH 3(p(eKTHBHOE KOIU4ecTBO" (MIN
703a) TMpeACTaBysieT COOON KOJMYECTBO, KOTOPOE NPH BBEACHUHU MALMEHTY MPUBOAMT K
BUIUMOMY YJIYYIIEHUIO AJIs nanuenTa. byier oueBuaHo, 4To TepaneBTHdecku 3G PpekTuBHOS
KOJIMYECTBO OYAET 3aBHCETh OT KOHKPETHOI'O MALMEHTA, IIOKa3aHMH, 10 KOTOPBIM €r0 BBOJST,
a Takske 3 (HEeKTOB JIFOOBIX COBMECTHO BBOMMBIX JIEKAPCTBEHHBIX CPEICTB.

[0144] Kak Taxke yka3aHO BBILIE, B BAPHAHTE OCYILECTBICHHUS] KOMIO3HULUS MOKET
ObITh TOAXOnAIIEH A (papMaleBTUYECKOTO MPHMEHEHHss M MOXeT ObITb B (opme
dapmaneBTHYeCKOW KoMnozunuu. PapmaneBTHYeCKass KOMIO3HMLHUS MOXKET HUMETh JHOOYIO
MOIXOAALIYIO (POPMY U MOJKET MPENCTABIATh COOOH TabJIeTKy, Kamncy1y, pacTBOp, CyCIIEH3HIO
WA UX KOMOWHALIUIO.

[0145] dapMaLeBTHUECKYE0 KOMITO3UIIMKO MOXHO HCIOJIb30BaTh JUISL  JICUYEHUS
HAapylleHus, Hanpumep, OaxrepuampHod uH(peknmn. TepameBTudyeckue  CHOCOOBI,
NPEACTABJICHHbIE B JAHHOM JOKYMEHTE, MOKHO HCITOJIb30BATh JUIS JICUEHHS CYIECTBYFOIIErO
HApYIIEHUs WIH Uil TPEAyNpPekIeHHs, CHIDKEHHs TSDKECTH WM 3aep’KKH  Hadana
HApYIIEHHs y MalUeHTa. AJbTEPHATUBHO, WIIH B IONOJHEHUE, COSTUHEHNUS, IPENICTaBICHHBIE
B JaHHOM JOKyMEHTE, MOXHO BBOJIWTbH MALMEHTY MJIsI TPENyNpeXIeHus HHPEKUUH Y
310poBOro manuenTa. [TaueHTsl BKIFOYArOT JIF0IEH, OTOMAIIHEHHBIX KHBOTHBIX (TUTOMILIEB,
nanpumep, cobak) M CENbCKOXO035THCTBEHHBIX KUBOTHBIX. CTIOCO0 JIeUeHMs Hapy LEHHSI MOYKET
BKJIFOYATh BBEACHUE MAIIMEHTY, HYKAAIOLMIEMYCsl B JICYCHUH, TEPAIeBTUIECKH 3 (HEKTUBHOTO

KOJTMYEeCTBA (hapMaleBTUUECKON KOMITO3HILIUH.
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[0146] dapmanieBTHYECKHE  KOMIIO3WIIMA ~ MOTYT  OBITh ~ yMAKOBaHBI  HJIU
WCMOJB30BaTbCsl  AJIs1  WU3TOTOBJICHUSI MEAMKAMEHTA Ul JICUCHUs. Y HAaKOBAHHBIE
(apManieBTHUECKHUE TperapaThl BKIIIOYAIOT KOHTEHHEpBI, COAEpIKallue TepPareBTUYSCKU
3¢ PeKTUBHOE KOJMMUECTBO KPHUCTAJUIMYECKON CONU TeOWIEeHeMa MUBOKCUIIA, U MOTYT TaKiKe
BKJIFOUaTh MApKUPOBKY (Hanpumep, WHCTPYKIHH), YKA3bIBAIOLIYIO, KaK COIEpIKaIlasics
KOMIO3ULIUS AOJKHA UCHIOJIb30BATHCS JJIs JIEUEHUsI HAPY LUEHMUS.

[0147] Hacrosimee wu300pereHne Jnajnee MPOJEMOHCTPUPOBAHO  CIEAYIOLIUMU

IIpUMEpaMu, KOTOPBIE HE CIIEAYET PaCCMaTPUBATh KAK OrPaHUYUBAOLIKE.

ITPUMEPBI
HHCTPYMEHTAJIbHLIE METOJUKU

[0148] Cnenyromue MHCTPYMEHTAJbHbIE METOJUKU HCIOJNB3YIOT AJI aHAIN3a BCEX
KPUCTAJUTNYECKUX (POPM, €CJIN HE YKA3aHO UHOE.
PEHTTEHOBCKA S TIOPOIITKOBA 51 TU®PAKIMS (XRPD)

[0149] PeHTreHOBCKHE MOPOIIKOBbIE TH(PAKTOrpaMMBI TIOJyUYain Ha AU paKToMeTpe
Bruker D8 ¢ wucnonb3oBannem Cu Ko-uznyuenus (40 kB, 40 MA), ronuomerpa 6-26 u
OvBepreHMu V4 W npuHUMammuX Imejel, mMoHoxpomaropa Ge um nmerektopa Lynxeye.
IMpoepsinn paboty npudopa ¢ MOMOIIBK CepTUHHUIMPOBAHHOTO cTaHmapTa kopyHaa (NIST
1976). ITporpammuOe obecnedeHne, HCIoIb3yeMoe Jisi cOopa JaHHBIX, MPENCTABISIO COOOH
Diffrac Plus XRD Commander v2.6.1, u naHHbIe aHATU3UPOBAIN U MPEACTABIISIIH C ITOMOLIBIO
Diffrac Plus EVA v15.0.0.0. O6pa3usl oOpadaThiBaiu MpU YCIOBUSX OKPYIKAIOIIEH Cpenbl B
BUJI€ IUIOCKHMX IUIACTHH, UCTOJB3Ys TMOPOIIOK B TOM BHAE, B KOTOpoM monydann. OOpasery
aKKypPaTHO YIIaKOBBIBAJIU B MOJIOCTh, IPOPE3AHHYIO B OTIOJMPOBAHHON KPEMHHEBOI TUIACTHHE
¢ HyJeBbiM (poHOM (510). Obpazen Bpamasu B €ro COOCTBEHHOH IUIOCKOCTH NPU aHAJIN3E.
ITonpoGHocT cOopa MaHHBIX: YIIOBOH nuamna3oH: 2-42° 26, pasmep mara: 0,05° 26 u Bpems
cbopa nannbx: 0,5 ¢/mar.
JINOOEPEHITMAJILHA S CKAHUPYIOIIA ST KAJIOPUMETPHSL (DSC)

[0150] DSC mnpoBomuian ¢ moMommbld AU GEPeHIHATEHOTO  CKAHUPYIOLIETO
kajopumetpa TA Instruments Q100, 000py10OBaHHOTO aBTOMAaTHUECKUM ITPOOOOTOOPHUKOM U
cucreMoil oxnaxnaeHust npu npoxyske 40 mu/muH Nz. Tepmorpammelr DSC nonyvanu mpu

5°C/MuH B 00KaTbIX €EMKOCTsIX U3 Al.
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[0151] Hannbie DSC Takxe nonyuanu Ha TA Instruments Q2000, oGopynosanHOM 50-
MO3ULIMOHHBIM aBTOA03aTOpOM. KannOpoBKY ISl TEIUIOEMKOCTH IMPOBOMIIA C MOMOIIBIO
canipupa, a KamuOpPOBKY [UIsI DHEPrHM M TEMIEPATypbl MPOBOIAMINA C IOMOIIBIO
cepruduuuposannoro uaausi. O6srauHO 0,5-3 Mr kaxxaoro obpasua B AFOMHHHEBOW €MKOCTH
¢ To4euHbIMU OTBepcTHsAMHU HarpeBanu npu 10°C/mun ot 25°C mo 300°C. IlognepskuBanu
NPOAYBKY CYXUM a30TOM npu SO MiI/MHUH Hax 00pa3om.

TEPMOTPABUMETPUYECKUU AHAJIUS (TGA)

[0152] Tepmorpammbl TGA mnonydanu ¢ MOMOIIBK) TEPMOTPABUMETPUUECKOTO
anaymzaropa TA Instruments Q500, oGopynoBaHHOTO 16-MTO3UIIMOHHBIM aBTOA03aTOPOM, TIPU
nponyske 40 ma/mun Na nipu 5°C/mun B emkoctsix u3 Pt wnm Al. TIpubop kanuOposanu no
TEMIepaType C IOMOLIBIO CePTUPULIMPOBAHHOTO amoMens 1 Hukens. Kak npasuno, 5-10 mr
Kaxkaoro oOpasma 3arpyaid B alOMHHHEBYIO eMkocTh miusi DSC ¢ mpenBapuTenbHO
OIpeneseHHbIM BecoM M HarpeBanu npu 10°C/MUH OT TeMIiepaTypbl OKpY>KaroIleil cpesl 10

300°C. ITopnepskuBany NpoAyBKY a30ToM npu 60 MiI/MUH Hag oOpa3LoMm.

JKUJIKOCTHA SI XPOMATOTI'PA®MSA TTOJ] BEICOKUM JTABJTEHUEM (HPLC)

[0153] Ananu3 ©Ha uyucrory mnpoBomwiu B cucreme Agilent HP1100 Series,
00OpYIOBaHHOW IETEKTOPOM Ha AMOMHOW MATpHLE, M C HCIOJB30BAHHEM MPOrPAMMHOIO
obecnieuenuss ChemStation vB.04.03 ¢ npumeneHuem crnocobda A wiu crnocoda B, kak

noApOOHO MPECTABICHO HIKE.

Tabnmuua A. Cioco6 A HPLC st onpeneneHus XMMUYeCKOH YUCTOThI

ITapamerp 3HaueHue

Tun ciocoba Obparennas dasza ¢ rpaJUeHTHBIM 3JTFOUPOBAHHEM
[Tonyuenune odpaszua 0,5 MI/MJI B aLIETOHUTPUIIE

Kononka Supelco Ascentis Express C18, 100 x 4,6 MM, 2,7 MKM

Temneparypa kononku (°C) | 25

Bnpeickusanue (1) 3 umu 5

Jnuna BOJIHBI, NoJoca

255,90
POy CcKaHusi (HM)

Pacxon (My/MuH.) 2

daza A 0,1% TFA B BOzIE

QPaza B 0,085% TFA B anteroruTpuiie




32

Bpewmst (MuH.) % daspl A % daszb1 B
0 95 5
I'padux 6 5 95
6,2 95 5
8 95 5

[0154] Anamuz HPLC mposomunmu cormacHo cmoco0y B Ha cucreme Agilent
HP1100/1200, ob6opynoBaHHOI NETEKTOPOM HA [AMOAHOM MaTpuile U C IOMOLIBIO
nporpaMMHoro obecriedenuss Chemstation. AHanu3 NPOBOAMJIM € TMOMOINBIO KOJOHKU C
obOpamennoit ¢aszoii  Agilent LiChrospher 100 RP-18, 5wmxMm, 250 x4 wmMm, npu
M30KPATUYECKUX YCIOBHSAX MPHU TEMIIEpAType OKpyxkarowiel cpensl. Ilepen BnpbIcKUBaHHEM
KOHLIEHTpaLusi o0pasia cocTapisiia NpuoOIn3uTenbHo 0,5 MI/Mil B CMECH alleTOHUTPUII-BOJA
1:1 (obbem k oObemy) m oObem BrhpbickuBaHUs coctaBsul 10 mxin. IlomBrkHast ¢asa
npeactasisiia  coborr  68/30/2  (oOvem/o0bem/00beM) 50 MM - amerata aMMOHHS B
BOJI€/alleTOHUTPIIe/ TpudTUIaMube, pH moBoauau 10 3,5 ¢ MOMOIIBIO KOHIEHTPUPOBAHHOM
docdoproit kucnotsl. Pacxon cocrasisin 0,8 Mi/MuH., 1 BpeMsi pabOThI COCTABISUIO 15 MUHYT.

OOHapy>keHne MPOUCXOAUIIO TIPH JJIHE BOJIHBI 330 HM.

TTPOTOHHBIH SITEPHBIN MATHUTHBIN PE3OHAHC ('H-SIMP)

[0155] Cnexktper AAMP cobupanu Ha mpudope Bruker 400 MI', oGopynoBaHHOM
aBTOJ03aTOPOM, U  PEryJupoOBaiM C TNOMOWIBK myJbra ynpaeieHuss DRX400.
ABTOMaTHUECKHE 3KCTIepuMEHTHI poBoamn ¢ nomoinbo ICON-NMR v4.0.7, paboTarorero
¢ Topspin v1.3, ¢ UCTIOIB30BAHNEM CTAHIAPTHBIX 3arpy’KEHHBIX 3KCIEPUMEHTOB Bruker.
OO6pa31iel mostyyany ¢ KOHIEHTpauuei 2-5 Mr/mit myTeM pacTBopeHusi B pactsopuresie DMSO-
d6. ABTOHOMHBII aHanm3 npoBoxwH ¢ nomombio ACD Spectrus Processor 2014.
CPABHUTEJIBHBIM ITPUMEP 1. KPUCTAJUTMUECKAS ®OPMA TEBUTIEHEMA TTMBOKCUJIA

[0156] Kpucrammuueckyro ¢opmy A TeOuneHeMa MHBOKCHIIA IMOJYYald COTJIACHO

u3BecTHBIM criocobam. Tlonyuanu mudpakrorpammy XRPD kpucrammmueckoro teOuneHema
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nuBokcuna (¢ur. 18). Ha nudpakrorpamme XRPD kpucrammmgeckoro teOumneHema

MUBOKCHUJIA MPOABJIAJIMCH MHUKU, TPCACTABJICHHBIC B Ta6J'[I/H_Ie 1.

Tabmuna 1. Xapakrepuctudeckue yribl GopMbl A TeOuneHema

nuBOKCHIIa (20)

Xapaxrepuctudeckuii yro (°) OTHOCHTEIbHAS
WHTEHCUBHOCTB (%0)

9,55 29,12

11,00 25.06

12,80 23.14

13,25 21,78

15,40 20,77

17,95 100,00

19,20 20,32

20,35 51,69

21,10 64,79

23,85 33,18

25,80 21,78

26,40 20,65

27,75 23,36

28,75 24,27

37,50 25,62

[0157] Hannbie DSC (He npeacTaBiieHbl) KPUCTAUIMIECKOTO TeOUeHeMa MUBOKCHIIA
MPOJEMOHCTPUPOBANIM  OCTPYI0 HsHAotepmy npu 132,1°C ¢ mnocneayroummMu By Ms
oTaenbHbIMU dk30Tepmamu mipu 161,8 u 175,9°C. Pesynpratel TGA nponeMoHCTpUpOBaIu
MOCTETNIEHHOE CHIDKEHHUE, KOTOpOoe HayMHaJIoCh mpH npudmmsurensro 109,5°C, u OvicTpoe
cHmkeHne mocae 169,2°C.  Kpucrammmdeckuit  TeOWIEHEM  MUBOKCHI — MPOSIBIISUI
npubnu3nTeNnsHO 2% notepro Maccel pu Temreparype ot 109,5°C no 169,2°C.

[0158] 'H-SIMP (400 MI'u, DMSO-ds) & uacreii na muuon 1,07 - 1,16 (m, 15 H)
1,19(s, 1 H) 1,98 - 1,99 (m, 1 H) 2,73 (s, 1 H) 2,89 (s, 1 H) 3,07 (s, 1 H) 3,24 (dd, J=6,25, 2,59
I'm, 1H)3,27-3,27 (m, 1 H)3,31-3,38(m, 3 H) 3,73 (td, /=6,79, 3,60 'y, 2 H) 3,87 (t, /=7,58
I'm, 2 H) 3,91 - 4,01 (m, 1 H) 4,03 (d, /=7,07T'y, 1 H) 4,18 (dd, J=9,35, 2,65 I'y, 1 H) 4,27 -
4,39 (m, 3 H) 5,09 (d, J=5,18 T', 1 H) 5,74 (d, J/=5,94 ', 1 H) 5,89 (d, J=5,94 ', 1 H) 7,95
(s, 1 H).
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CPABHUTEJIbHBIM TIPUMEP 2. KPUCTAJUTMUECKA ST COJIEBASI ©OPMA A TUPOXJIOPUJIA (HCL)
TEBUTIEHEMA TTMBOKCHIJIA

[0159] Tebunenem nuBokcui (35 mr) pacreopsuin B MeCN (270 mkir). 3aTeM KUCIBII
ucxonHeii pactsop (1 M HCI B THF) noGasnsnu B 1 Monb-3kB. 1 nepemermsainy npu 25°C,
500 00./MUH. ¢ TOMOIIBIO MArHUTHOM MelIaiky B ycTpoiicTe Polar Bear B Teuenue 20 MUHYT.
3arem obpaser oxnaxaanu 1o 0°C B redenue 2 yacos (0,2°C/muH.) u Beiaepkusaiu npu 0°C
B Te€YeHUE NMPUOIN3UTENbHO 2 yacoB. [loaydeHHy0 CycrneH3uo (UIbTPOBAIN C MOMOIIBIO
¢purToBaHHOrO (UIBTPa W CYLIMIM Ha BO3MyXe Ha Oyoke (uibTpa NpU YCIOBHUIX
OKpY’Karoliel cpeabl B TedeHue 15 MuHyT. DTOT 00pasel, kKak OOHAPY KUJIH, UMENl YUCTOTY
99,5% cornacao HPLC (coco6 A). HQudpaxkrorpamma XRPD nust 3T0# KpucTaummueckoi
¢dopmbl peacrasiena Ha ¢ur. 19, 1 nepedeHb MUKOB NPEACTABIECH B TabuLe 2.

[0160] Kpucramnmudeckyto cosb TeOuneHema nuBokcuia HCI Takoii ke hopmbl Takke
HOJTy4asy ¢ 3KBHBAJIEHTHON YHUCTOTOH C MOMOIIBIO criocoba u3 mpeasiayero naparpagda co
cneayromuMu u3MeHeHusimu. Tebunenem nuBokcun pacteopsuin B EtOH (930 mkin). 3arem
kucJbiil ucxonueiii pacteop (1 M HCI 8 THF) noGasisiiu B 1 MOJIb-3KB. M MEPEMELIHBAIU ITPU
25°C, 500 06./MUH. ¢ TIOMOLIBIO MArHUTHOM MeIanKku B ycTpoiictBe Polar Bear B Teuenue
20 munayT. 3atem oOpazen oxnaxpaaun a0 5°C B Tteuenme 2uacoB (0,2°C/munH.) u

BbIepKUBaAN MTPU S°C B TeueHHe MPUOIM3UTENBHO 2 YacOB.

Tabnuua 2. Xapakrepuctuueckue yriel (26) coneBoit popmsl A

THAPOXJIOpHIA TeOUIeHeMa MMBOKCHIIA

Xapakrepuctuaeckuii yrodi (°) OrnocurensHas
WHTEHCUBHOCTB (%0)

6.2 4,6

7.2 2.8

9.4 17,5

10,9 14,1

12,5 3,5

12,6 7.1

13 7.8

14,1 3.7

15,4 9,9
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Tabnnua 2. Xapakrepuctuueckue yriel (26) conesoit popmsr A

THIAPOXJIOpHIA TeOUITEeHeMa MBOKCHIIA

Xapakrepuctuaeckuii yrodi (°) OrrocuTenras
UHTEHCHBHOCTH (%)

15,8 2.3

17,9 100

18,1 4.1

19,1 4.8

20,2 29,4

20,9 29,1

21,1 9,2

21,9 1,9

22,1 3,4

22,8 0,1

23,7 12,8

23,8 10,5

25,2 5,6

25,5 7,1

25,7 4.7

26,1 3.9

26,3 8,5

26,8 3,3

27,1 7.5

27,7 8,4

28,3 3,6

28.6 8,1

29,1 2.7

29.4 3.3

30 5

[0161] ITpodune DSC nnst kpucrajuimueckoil coyieBoit Gopmbl A THIPOXJIOpUIA
tebunenema nmuBokcuia (Gur. 20) MpoAEeMOHCTPUPOBAI LIUPOKYIO FHAOTEPMY C HAYAJIOM IPH
29,4°C u munumymom nipu S6°C u srTanenueit mnasienns 38 J[x/r. Pesynsratel DSC Takke

MIPOAEMOHCTPUPOBAIIN 3K30TEPMY C HadasloM pasyioxkeHus rpu 194,8°C.
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[0162] Pesynbrarel TGA (Takxke npeacraBieHHbIe Ha Gur. 17) mpoaeMOHCTPUPOBAITU
2,2% noTtepro Maccel IpuU TemmepaType OT KOMHaTHOI Temmneparypsl Ao 100°C. Huxakux
APYyTUX TEPMUYECKHX COOBITHII HE PErucTpUpOBAIM OO HAaydaja pas3jIokKeHUs IpU
npubnusutensHo 150°C.

[0163] 'H-SIMP (400 MI";, DMSO-ds) § uactu Ha Musauon 1,05 - 1,18 (m, 15 H) 2,08
(s, 1 H) 3,28 (dd, J=6,19, 2,65 T'y, 1 H) 3,30 - 3,41 (m, 2 H) 3,42 - 3,42 (m, 1 H) 3,61 - 3,68
(m, 2 H) 3,89 -4,01 (m, 3 H) 4,14 - 4,27 (m, 3 H) 4,40 - 4,50 (m, 1 H) 4,69 - 4,81 (m, 2 H)
5,14 (brs, 1 H) 5,75 (d, J=5,94 T, 1 H) 5,88 (d, J=5,94 T'u, 1 H) 10,46 (s, 1 H). 'H-SIMP u
HPLC nosropsimu nocne 1 Henenu xpanenus npu 40°C/75% OTHOCHTENBbHOHN BIAXKHOCTH.
Kpucramnngeckyio popmy A rugpoxiopuaa TeOuneHeMa NuBOKCHIIA IOy Yl U OTIPE s
Kak uMeroInyr yuctoty 98,9% cornacno HPLC.

ITPUMEP 1. KPUCTAUIMUECKA SI COJIb 3TAHCYJIb®OHATA TEBUTTEHEMA TTMBOKCHIIA (ESA)

[0164] Tebunenem nuBokcui (35 mr) pacteopsuiu B MeCN (270 Mki1), 3aT€M KHCIIbIH
ucxonueiii pacteop (1 M srancyibdonarnyro kucnory B THF) noGasnsiiu B 1 MOJIb-3KB. U
nepemernany npu 25°C, 500 00./MHH. C TOMOIIBIO MArHUTHON MEIIaJIKU B ycTpolicTse Polar
Bear (Cambridge Reactor Design) B Teuenue 20 munyT. 3arem obpasen oxnaxnaiu 10 0°C B
teuenue 2 yacoB (0,2°C/muH.) u BeiaepskuBaiu npu 0°C B Teuenue ~2 yacoB. OcakeHus He
HaOmonanu. 3arem obpasen oxiaxkaanu npu 0,5°C/mun no -15°C npu 0,5°C/MuH 1 XpaHuIH
npu -20°C B TeyeHue 2 nHeil. PacTBOp MepeHOCHUIIM B CLIMHTHIUTSILIMOHHBIHN (hyiakoH 00beMoM
20 MJT ¥ MEIUIEHHO A00aBIISUIM aHTUPACTBOPUTEND (TpeT-MeTIOy THIoBbIH 3¢up, TBME) npu
nepemeruBanu npu 25°C, 500 00./MHH. OKa HE 0OPa30BBIBAJICS OCATOK B COOTHOIIEHUU
10:1 anTUpacTBOpHUTENb.pacTBOpUTENb (00./00.). TlonyueHHYO CyCHeH3U0 (PUIBTPOBAIH C
MOMOIIBIO (PPUTTOBAHHOTO (GPMIIBTPA M CYIIMJIM HA BO3IyXe Ha OJOKe (PUIIbTpa MPH yCIOBUSIX
OKpY>Karo1eil cpeapl B TeueHue 15 MuHyT.

[0165] Crektper  XRPD mist  kpucrajuimdeckoit ¢opmbl A 3TaHcynb(oHaTa
TeOuneHeMa NMUBOKCHIA mpencraBieHbl Ha ¢ur. 1. Ha nudpaxrorpamme XRPD mns stoit
KPHUCTALTHYECKOH (POPMBI MPOSBISUTUCH XapaKTEPUCTHUECKUE ITUKH, YKa3aHHbIE B TaOnHLe 3.
Obpazenr kpucrayumdeckoir (opmbel A Ccoiau 3TaHCysb(oHATa TeOUNEHeMa MUBOKCUJIA
(33mnara) onpenensuii kKak uMeroimuii yucroty 98,9% cornacao HPLC, criocob A.

[0166] Ananusel XRPD u HPLC npoBoaunu cHOBa Yepe3 O HY HEee0 XpaHeHus pu
40°C, 75% otHocutenpHON BinaxkHOCTH. Crnektpel XPRD Obuti 1Mo CyTH HEU3MEHHBIMH,
onHako, odpasel, kak OOHAPYIKUJIH, UMeJT [0 CYTH HU3KYIO YHUCTOTY, COCTaBJsironyo 80,7%

cornacio HPLC, crioco0 A.
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Tabmmua 3. Xapakrepuctuueckue yriel (26) conesoit popmsl A
3TaHCyJIb()OHATA TeOUIIeHeMa MUBOKCHIIA

Xapaxrepuctudeckuii yro (°) OTHOCHTEIbHAS
WHTEHCUBHOCTB (%0)

5.7 237
8.8 12,8
2.6 295
10,8 455
12,4 29,8
13,7 32,5
15,1 84 4
16,9 $7.1
17,8 23
184 298
18,7 416
19.0 100
19.3 46.1
20.0 s
203 55,5
21.0 0
21.8 236
221 89.5
22,4 149
23,0 29,4
23.4 16,4
24,9 11,8
252 16.4
25.9 0
26,2 17,1
26.5 19,1
26,8 19,1
27.2 -
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Tabnuua 3. Xapakrepuctudeckue yribl (20) conesoii Gopmbl A
3TaHCyJb()OHATA TeOUTIeHEMa MUBOKCHIIA
Xapakrepuctuaeckuii yrodi (°) OrrocuTenras
pakrep y UHTEHCUBHOCTH (%0)
27,9 43,7
28,6 15,8
29,2 16,3
29,7 16,5

[0167] ITpodune DSC nnst kpuctamamueckoi coneBoil ¢popmbl A 3TaHCyib(oHaTa
TebuneHema nuBokcuia (pur. 2) NpoaeMOHCTPUPOBAI IIUPOKYIO SHAOTEPMY C HA4aJIOM IIpU
70,8°C ¢ nBymst MuHIMYMamu, niepBbiM ripu 90,7°C u BropbiM npu npudansurensHo 108°C, ¢
sHTanmpnuei miasnenus 116 JLx/r mis mepBoro muHumyma u 19 JIx/r mns BTOporo.
Paznoxenune npoucxonutr npu remneparype ceire 150°C st 5ol popmel

[0168] PesynbraTel TGA (Tak»ke nmpeacraBieHHble Ha (Ur. 2) MPOAEMOHCTPUPOBAIN
MIOCTETNEHHOE PA3JIO’KeHHE TPU TeMIepaTrype oT KOMHaTHOH Temneparypsl 10 110°C ¢ 2,9%
norepeil Maccbl. Hukakux Opyrux TEPMHYECKHX COOBITHI HE PErHMCTPUPOBAIM IO Hadania
Pa3NoKEHUs], HAYMHAKOLIErocs: pu npubausuTensHo 150°C.

[0169] 'H-SIMP (400 MI'ty, DMSO-ds) § yactu Ha mumuon 1,05 (t, J=7,45 I', 3 H)
1,07 - 1,16 (m, 15 H) 2,35 (q, /=7,37 ', 2 H) 3,07 (s, 1 H) 3,28 (dd, J=6,13, 2,72 ', 1 H)
3,34 (s, 17 H) 3,60 - 3,68 (m, 2 H) 3,93 (brt, /=7,52Tu, 3 H)4,12-4,17 (m, 1 H) 4,19 (br d,
J=9,47Tu,2H)4,21-4,24 (m, 1 H) 4,40 -4,49 (m, 1 H) 4,68 -4,77 (m, 2 H) 5,11 (br d, /=4,80
I'u, 1 H) 5,75 (d, J=5,81 Ty, 1 H) 5,88 (d, J=5,94 'y, 1 H) 10,11 (br s, 1 H). Pesynbrats 'H-
SAMP cooTBeTcTBOBaM YUCTOMY TeOuneHeMy nuBokcuiy. Habmonamu 1,0 5kB. mpOTUBOHOHA
J3UJIaTa.

IIPMMEP 2. KPUCTAJUIMUECKAS COJIEBAS ®OPMA A KETOTJIVTAPATA (KTG) TEBUTIEHEMA
TIMBOKCHIIA

[0170] Tebunenem muBokcui (35 mr) pacreopsuin B MeCN (270 mki). 3aTeM KUCIBIHA
ucxonueli pactBop (1 M sbmounyto kxucnory B THF) nobGaemsiin B 1 MOJB-3KB. H
nepemermuBany mpu 25°C, 500 06./MHH. ¢ TOMOIIBIO MATHUTHOW MEIIAJIKHU B ycTpoiicTse Polar
Bear B Teuenue 20 munyT. 3atem oOpasen oxnakaanu 10 S°C B reuenue 2 yacos (0,25°C/muH.)
u BoiepkuBaiy npu S°C B TeueHune ~2 yacoB. OcakaeHns He HaOII0Jau, TO3TOMY 00pasen
oxnaxnam a0 -15°C npu 0,5°C/mun n xpanwm npu -20°C B Tedenue 2 nHed. Pactsop

NEPEHOCHJIN B CUHUHTHJUBILMOHHBIA (rakoH oOvemMoM 20 MiI U MemJIeHHO A00aBIsiv
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aHTupacTBopuTens (mpem-merunoytunoseiii 3¢up, TBME) npu nepememnsanuu npu 20°C,
500 o0./mMuH. B cootHomeHun 10:1 anTHpacTBOpUTENb:pacTBOpuTeNb (00./00.). Ilocme
nepeMelnBaHus B Te4eHUe 24 4acoB 0Opa3OBBIBAJICS OCATOK, KOTOPBIA OT(QUIBTPOBBIBAIU C
NOMOIIBIO (PPUTTOBAHHOTO (PUIIBTPA M CYIIWIIM HA BO3MyXe Ha OJOKe (PUIIBTPa MPH yCIOBUIX
OKpY Karo1ei cpeapl B TeueHue 15 MuHyT.

[0171] Criexktper XRPD nnst kpucTauin4eckoil cojieBoi (OpMbI A KeTOoriTyTapaTta
TeOuNeHeMa nMuUBOKCHiIA npeacrasieHbl Ha ¢ur. 3. Ha nudpakrorpamme XRPD mmst sToi
KPHUCTATNUECKOHN (POPMBI MPOSBISUIUCH XapaKTEPUCTHUECKUE ITUKH, YKa3aHHbIE B TaOnuLe 4.
Obpazenr kpucraundeckoir (GopMel A coinm KeTorjiayTapara TeOWIeHeMa MHUBOKCUJIA
oTpenessIn kak uMmerouit uncrory 94,5% cornmacuno HPLC, criocob A.

[0172] Henanu nonbiTky noBToputh aHanu3bl XRPD u HPLC uyepe3 ogHy Henemo
xpanenust npu 40°C, 75% otHocurenbHOM BiaxkHOCTH. [locne xpanenust cniektpel XPRD He

MOTJIH OBITh MOJTyUeHBI, TIOCKOJIbKY 00pa3el] mepewie B >KUIKOe COCTOSTHHUE.

Tabnuua 4. Xapaxkrepucruueckue yrisl (20) coneBoit Gopmbl
A kerornyrapara TeduneHemMa NuBOKCHIIA

Xapakrepuctuueckuii yrodi (°) OtrocurensHas

UHTeHCUBHOCTB (%)

5,4 21,1

8,6 42,6

9,8 18,6

10,4 11

10,7 13,7

12,7 36,5

13,2 27

13,5 51,7

14,0 30,1

16,2 42.8

17,0 80,6

17,2 100,0

17,7 82,9

18,0 16,5

18,7 59,1

18,9 28,3

19,4 25,1
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Tabmuua 4. Xapakrepucruueckue yrisl (20) coneBoit Gopmsl
A xerornyrapara TeOUIeHemMa MMBOKCHIIA
Xapakrepuctuaeckuii yrodi (°) OrrocuTensras
UHTEHCUBHOCTB (%0)

19,6 58,3

20,0 77,8

20,7 37

21,1 64,2

21,6 39,7

21,8 29

22,7 28,5

23,0 37

23,6 56,9

24,6 18,6

26,7 35,4

27,1 26,3

27,4 22,6

28,3 17,8

28,7 25,2

29,6 18

[0173] ITpodunaer DSC mns kpucTaNIMYeCKO cojieBOoM (opMbl A KeToriyTapara
Tebunenema nuBokcmia (Gur. 4) NPOAEMOHCTPUPOBAI IIUPOKYIO SHAOTEPMY C HAYaJIOM MPU
36,6°C u ¢ munumymom nipu 57,0°C ¢ sHTanbnuei miasnenus 10 Jk/T, BTOPYIO SHAOTEPMY C
HadasioM 1ipu 106,5°C u mmaumymom mpu 117,0°C ¢ Tteruoroii mnasnenust 12 JUx/r u
3K30TepMy ¢ TuKoM npu 126,4°C npu paznokeHuu.

[0174] Pesynbrarel TGA (Takske mpencTaBlieHHbIe HA Gur. 4) MPpOAEeMOHCTPUPOBAITU
0,7% moTepro Macchl Ipu TeMnepaType OT KOMHaTHON Temnepatypsl 1o 75°C.

[0175] 'H-SIMP (400 MTI"i, DMSO-d) § uactu na musauon 1,06 - 1,17 (m, 16 H) 2,45
(t, J=6,63 T'u, 2 H) 2,85 (brt, /=6,25 T, 2 H)2,97 - 2,97 (m, 1 H) 3,24 - 3,27 (m, 2 H) 3,28 -
3,40 (m, 21 H) 3,43 (s, 4 H) 3,81 - 3,92 (m, 4 H) 3,93 - 4,00 (m, 1 H) 4,18 (dd, J=9,47, 2,65
I'm, 1H)4,31-4,38(m, 1 H)4,44 (d, /=8,46 I'u, 2 H) 4,98 - 498 (m, 1 H) 5,10 (br s, 1 H) 5,74
(d, J=5,81Tw, 1 H) 5,89 (d, /=5,94 'y, 1 H). Pesynsratsl 'H-SIMP cOOTBETCTBOBAIM YUCTOMY

tebuneHemy nuBokcwty. HaGmromanu 1,0 5kB. MPOTUBOMOHA KETOTJTyTapara.
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ITPUMEP 3. KPUCTAJUIAYECKASI COJIEBASI ®OPMA A MAJIEATA (MAE) TEBUITEHEMA
TIMBOKCHIIA

[0176] Tebunenem nuBokcun (JO7492, 35 mr) pactopsimi B MeCN (270 mki), 3aTem
KUCIbII ucxonHelii pacteop (1 M manenHosyro kucnoty B THF) nobGasmsiiu B 1 MOIb-3KB. U
nepememmusany mpu 25°C, 500 06./MUH. ¢ TOMOIIBIO MATHUTHON MEIIAJIKHU B ycTpoiicTse Polar
Bear B Teuenne 20 muHyT. 3ateM obpaser oxnaxaanu 10 0°C B reuenue 2 yacos (0,2°C/muH.)
u BoiaepkuBamu npu 0°C B TedyeHue npubiamsurensHo 1-2 vacos. PacTBop mepeHocunu B
CUMHTHUSIHUOHHBIN (piakoH oObeMoMm 20 MJI U MEIJIEHHO JO00aBIsUIM aHTHPACTBOPHUTEIH
(mpem-meTunOyTunoseiit cnoxHeli 3¢pup, TBME) npu nepememmBanuu npu 20°C, 500
00./MuH. B cootHomeHun 4:1 aHTHpacTBOpUTENb.pacTBOpUTENs (00./00.). Tlocne
nepeMeIlnBaHysl B TeueHne 24 4acoB 00pa3OBBIBAJICS OCAN0K, KOTOPBIH OT(QHIBTPOBBIBAIN C
HOMOIIBIO (PPUTTOBAHHOTO (PHIIBTPA M CYLIHIIN HA BO3AyXe Ha Onoke GpuiabTpa mpu yCiuoBUsIx
OKpY’Karo1eu cpepl B TeueHue 15 MuHyT.

[0177] Cnexktppt XRPD pnsi kpucrammveckoil coneBod (opmbl A majeara
TeOuneHemMa NMUBOKCWIIA TpencrasieHsl Ha ¢ur. 5. Ha nudpaxrorpamme XRPD nist stoit
KPUCTAJUTNYECKON (hOPMBI MTPOSIBISUINCH XapAKTEPUCTHYECKNE ITUKH, yKa3aHHbIE B TabauLe 5.
O0pasen kpucTaIueckoit Gopmel A conu Masieata TeOUNeHeMa MUBOKCHUIIA OTIPENENISITH Kak
umeromuii uncroty 99,3% cornmacao HPLC, cioco6 A.

[0178] Anamuzel XRPD u HPLC noBTopsiiu uepes onHy Heaenmto xpaneHus npu 40°C,
75% orHocutenbHOM BiaxkHOCTH. Jludpakrorpamma XRPD mnpomeMoHCTpupoOBaia, 4TO
dopma A mpesparmnace B Gpopmy B. Conesas popma B maneata TeOuneHema MHUBOKCUIIA

nocJie XxpaHeHust umena yuctory 78,6% cornacao HPLC, ciocob A.

Tabmuua 5. Xapakrepuctuueckue yriel (26) coneBoit popmsr A

MaJieata TeOuneHeMa MUBOKCHIIA

Xapakrepuctuaeckuii yrodi (°) OrrocuTenras
WHTEHCUBHOCTH (%0)

8,0 36,9

8,6 22,7

10,8 13,0

11,2 16,7

11,9 16,4

12,2 20,1

12,6 58,2
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Tabmmua 5. Xapakrepuctuueckue yriel (26) coneBoit popmsl A

MaJieata TebuneHemMa MUBOKCHIIA

Xapakrepuctuaeckuii yrodi (°) OtrocurensHas
UHTEHCUBHOCTB (%0)

15,0 43,6

15,4 44,6

15,7 42,0

16,9 36,5

18,2 37,4

18,7 100

19,4 43,9

19,9 66,0

20,4 44,0

21,2 33,9

22,5 24,4

23,1 20,6

24,2 24,4

24,8 51,0

25,7 37,8

26,5 41,4

27,5 17,8

28,3 21,0

[0179] TTpodunae DSC ans kpucTaIM4ecKoi CoieBoi GopMbl A Majieata TeOuneHemMa
nuBokcuia (pur. 6) MPOJEMOHCTPUPOBAN MIUPOKYIO SHAOTEPMY IUIABJICHUS] C HAYAJIOM TPHU
50,6°C ¢ muaumymom 1ipu 74,3°C ¢ sHTanbnuel muasienus 53 J[/r, BTOPYIO S3HAOTEPMY C
HadasioM nipu 103,0°C u munmmymom npu 110,1°C ¢ sHTanenuedt mnasnenust 32 JUK/T u
sk30TepMy ¢ mukoMm nipu 139,5°C nepen pa3noKkeHUeM.

[0180] Pesynbrarel TGA (Takske mpeAcTaBlieHHbIe HA GUr. 6) MPOAEMOHCTPUPOBAITU
3,6 % noTepro Macchl pU TeMIepaType OT KoMHaTHOH TemnepaTypsl 1o 100°C.

[0181] 'H-SIMP (400 MI";, DMSO-ds) § uactu na musuosn 1,06 - 1,18 (m, 16 H) 2,07
(s, 1 H) 3,07 (s, 1 H)3,07-3,08 (m, 1 H) 3,12 - 3,12 (m, 1 H) 3,27 (dd, J=6,19, 2,78 'y, 2 H)
3,34 (brdd, J=9,28, 7,26 'y, 5 H) 3,60 (t, /=7,52 T'u, 2 H) 3,89 - 4,01 (m, 3 H) 4,07 - 4,22 (m,
3H)4,38-4,47 (m, 1 H) 4,67 (td, /=8,87, 3,85 'y, 2 H) 5,11 (br d, /=5,05 T, 1 H) 5,75 (d,
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J=5,94Tu, 1 H) 5,88 (d, J=5,94 T, 1 H) 6,05 (s, 2 H). Pesynstatel 'H-SIMP cooTBETCTBOBAH
yrcToMy TebuneneMy nuBokcuity. HaGmonanu 0,97 5kB. MpOTHBOMOHA Masieara.

IIPMMEP 4. KPHUCTAJUIMYECKASI COJIEBASI @®OPMA B MAJEATA (MAE) TEBUTIEHEMA
TIMBOKCHIIA

[0182] Kpucrammueckyro coneByro (opmy B maneara teOurmeHemMa NHBOKCHIIA
noJTydajy ciaenyroumm odpasom. Tebunernem nmuBokcui (Mr) pactopsuid B MeCN (270 mxir).
3arem kucnbiii ucxonusiii pacrsop (1 M manennosyro kucnory B THF) noGasisimu B 1 Mmosb-
9kB. U mnepememmBanu npu 25°C, 500 00./MHH. C NOMOIIBIO MAarHUTHOW MEINAJKH B
ycTpoiictse Polar Bear B Teuenue 20 munyT. 3aTem oOpasern oxnaxkaanm 10 5°C B Teuenue 2
gacoB (0,25°C/mun.) u BblepkuBanu npu 5°C B TeueHHe NPUONIM3UTENBHO 2 YaCOB.
Ocaxnenus He Habmomanu. 3ateM obpasen oxnaxaanu 10 -15°C mpu 0,5°C/MuH 1 XpaHuIu
npu -20°C B TeueHue 2 nHei. PacTBOp mepeHOCHIN B CLUHTHIUIALMOHHBIN (y1akoH o0beMoM
20 MJ ¥ MeIUIeHHO N0OaBJIsUIM aHTHPACTBOpUTENDb (mpem-metunOyTusnossiii 3¢pup, TBME)
npu  nepememnBanuu  npu  25°C, 500  o6./mMuH. B cooTHomeHuu  S:1
AHTHPACTBOPHUTEIb pacTBOpUTENH (00./00.). Ocamok 00pa30BbIBAJICS MOCIIE EPEMEIIUBAHUS B
TeueHne 24 wacoB. Ocamok OTQUIBTPOBBIBAIN C HMOMOIIBI (PUTTOBAHHOIO (HIBTPA U
CYLIMJIH Ha BO3JAyxe Ha OJioke (UIbTpa MpH YCIOBUSX OKPYXKAKOIIEH cpeabl B TeyeHue 15
MHHYT.

[0183] Ha nudpakrorpamme XRPD nist 3T0# KpUCTAITHYECKOU (POPMBI MPOSIBIISLITUCH
XapaKTEPUCTHYECKUE MMUKH, YKa3aHHbIE B TaOHLE O.

[0184] Criektper XRPD st kpucrajmindeckoi cojeBoi ¢opmbl B maneata
TeOUIeHeMa MUBOKCHUJIA TIpeacTaBiieHbl Ha ¢ur. 7. OOpasen kpucramumdeckoit Gopmbl B conu
Majieata TeOuneHeMa MUBOKCHIIA ONPEENsUTN Kak UMero il 9uctoty 99,3% cornacio HPLC,
croco0 A.

[0185] Anamuzel XRPD u HPLC nosTopsinu yepes onHy Heaento xpaneHus npu 40°C,
75% ortHocutenbHOH  BnaxkHocTH. Jludpakrorpamma XRPD  npomeMoHCTpupoOBaia
XapaKTEePUCTHUECKUE TUKH JJIsl KpUCTAJUTNYeCKOl popmbl B Mmaneara reduneHema nmuBOKCHIIA.
Conesas popma B maneara TeOuneHema MUBOKCHIIA MTOCE XpaHeHHU uMenia auctoty 90,2%

cornacHo HPLC, crioco0 A.
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Tabnnua 6. Xapakrepuctudeckue yrisl (20) conesoii popmer B

Majieata TeOuIneHeMa MUBOKCHUIA

Xapakrepuctuaeckuii yrodi (°) OtrocurensHas
UHTEHCUBHOCTB (%0)
5,5 24
8,9 29,1
10,1 14,7
10,6 10,1
11,0 34,5
12,8 15,7
13,6 25,5
14,3 19,8
14,9 0,8
16,7 28,4
17,0 88,2
17,2 29,6
17,9 74
18,6 41,8
19,0 29,1
19,4 14,5
20,2 32,7
20,5 16,2
20,8 53,9
21,4 100
21,9 25,8
22,2 26,3
23,1 14,5
24,0 43
24,5 11,3
25,1 11,8
25,5 16,3
26,2 16,2
27,5 17,8
28,1 19,1
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Tabnnua 6. Xapakrepuctudeckue yrisl (20) conesoii popmer B
Majieata TeOuneHeMa NMBOKCUIIA

Xapaxrepucrieckuii yron ) OtHocuTenbHAS
pakrep y MHTEHCUBHOCTD (%)

28.9 16,8

29.6 10,6

[0186] ITpoduns DSC st kpucrammmueckoit coneBoit popmsl B maneara TeOunenema
nuBokcuia (¢pur. 8) nMpoaeMOHCTPUPOBAN IIUPOKYIO 3HAOTepMy ¢ HavasnoMm npu 40,3°C ¢
MuHUMyMOM 1ipu 65,3°C u sHTanbnuel miasneHus: 77 JK/T, BTOPYO SHAOTEPMY C HA4aJIOM
npu 114,7°C u munumymom nipu 119,6°C ¢ sHTanenue muasnexus 25 JLx/r u sx30Tepmy ¢
nukoMm nipu 140,3°C nepen pazioxeHueM.

[0187] Pesynbratel TGA (Tak»ke mpeacraBieHHble Ha (ur. 8) mpoaeMOHCTPUPOBAIN
4,6 % moTepro Macchl IPU TEMIIEpaType OT KOMHATHOM TemnepaTypsl 1o 100°C.

[0188] H-SIMP (400 MI';, DMSO-ds) § wactu Ha mumuon -0,21 - -0,21 (m, 1 H) 1,07
- 1,16 (m, 15 H) 3,07 (s, 1 H) 3,27 (dd, J=6,19, 2,78 I'uy, 2 H) 3,29 - 3,40 (m, 23 H) 3,60 (t,
J=7,52T1, 2H) 3,89 -4,02 (m, 3 H) 4,06 - 4,16 (m, 2 H) 4,19 (dd, J=9,54, 2,72 T'u, 1 H) 4,37
-4,48 (m, 1 H)4,61-4,73 (m, 2 H) 5,11 (d, J=5,18 ', 1 H) 5,75 (d, J=5,81 T, 1 H) 5,89 (d,
J=5,94 T, 1 H) 6,05 (s, 2 H). Pesyasrarsl 'H-IMP cOOTBETCTBOBAJIN YUCTOMY TeOUIIEHEMY
nuBokcuiy. Habmronanu npubnusutensuo 0,92 5KB. MPOTHBOMOHA MaJjieara.

ITPUMEP 5. KPUCTAJIMUECKA SI COJIEBASI ®OPMA A MAJIATA (MAL) TEBUTIEHEMA TTMBOKCWJTA

[0189] Tebunenem nuBokcun (35 mr) pacteopsuit B MeCN (270 wmxi). Kucmbriit
ucxonueii pactBop (1 M sbmounyto kxucnory B THF) nobGaemsiin B 1 MOJIB-3KB. U
nepemermuBaiy mpu 25°C, 500 06./MHH. ¢ MOMOIIBIO MATHUTHOW MEIIAJIKHU B ycTpoiicTse Polar
Bear B Teuenne 20 munyT. 3ateM obpazer oxnaxaanu 1o 0°C B reuenne 2 yacos (0,2°C/muH.)
u BoiepskuBan npu 0°C B TeueHne npubnm3nTesnbHO 2 yacoB. OcakaeHus He HaOJIFoaauy,
nosToMmy obpasen oxiaxkaanu 10 -15°C npu 0,5°C/mun u xpanuwmu npu -20°C B TeyeHue 2
nHel. PacTBOp MepeHOCHSIM B CUUHTWULIIMOHHBIN (uiakoH o0beMoM 20 MJI M MEIJIEHHO
N00aBJISIIM AaHTHPACTBOPUTEND (TpeT-MeTuIOyTHioBbIi 3¢up, TBME) npu nepememmBannu
npu 25°C, 500 o6./muH. B cooTHOomeHuu 4:1 aHTUPACTBOPUTEIND.pacTBOpUTENb (00./00.).
ITocne mnepememuBanus B TeueHHe 24 YacoB OOpPa3OBBIBAJICS OCAAOK, KOTOPBIH
OT(UIBTPOBBIBAIN € MOMOIIBI (PPUTTOBAHHOTO (QUIBTPA U CYLIMJIM Ha BO3AYyXE Ha OJOKe

(buIpTpa MPH YCIOBHSIX OKPYKAKOIIeH cpenbl B Tedenne 15 munyT. udpakrorpamma XPRD
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IUTsI KPUCTAJUIOB, MOJYYeHHBIX COTJIACHO 3TOU Mpolenype, npeacrasieHa Ha ur. 9. [TepeueHn
ITUKOB IS 3TOH TU(pPaKTOrpaMMBbl ITPECTABIEH B TaOIUIE 7.

[0190] Kpucramimueckyro cOjb Majara TeOuUneHeMa MUBOKCHJIA TaKXKe MOJydYaliu C
SKBUBAJICHTHOM YHCTOTOW C MOMOIIBI0 crocoba u3 mpenbinymero mnaparpada, HO €O
crenyromuMy n3MeHeHnssMU. Tebunenem muBokcun pacteopsiian B EtOH (930 mxur). Kucnerii
ucxonueli pactBop (1 M sbmounyro xucnory B THF) nobGasmsin B 1 MOIB-3KB. U
nepememmusany rmpu 25°C, 500 06./MUH. ¢ TOMOIIBIO MArHUTHON MEIIAJIKU B ycTpoiicTse Polar
Bear B Teuenne 20 muHyT. 3ateM obpaser oxnaxaanu 10 5°C B redenue 2 yacos (0,2°C/muH.)
u BbiiepskuBanu npu 5°C B redeHne npubausutenpHo 2 yacos. O0pasew 3aTeM OXJIaxaaIu 10
-15°C mpu 0,2°C/mun u xpanunu npu -20°C B Teuenue 24 yacos. PacTBop mepeHocunu B
CUMHTHJUISILIOHHBIN (J1akoH 00beMOoM 20 MIT M MEIJICHHO JOOABIISUIN aHTUPACTBOPUTEND (H-
rexca) npu nepemerinBanuu npu 25°C, 500 00./MuH. moka He 0Opa3OBBIBAJICS OCATOK B
CoOTHOIIEHNH 3:1 aHTUpacTBOpUTENb:pacTBOpHUTENb (00./00.). ITonyueHHYI CyCrneH3H
(buTpTPOBATH C TOMOIIBIO (HPUTTOBAHHOTO (PHIIBTPA U CYLIMJIM Ha BO3AyXe Ha Ooke (puibTpa
IIPU YCJIOBUSIX OKpy»Karouieil cpeapl B TeueHue 15 munyT. Jlanueie XPRD s xpucramnos,

MOJIyYeHHBIX 5TUM METOIOM, TpecTaBjeHbl Ha ¢ur. 10.

Tabnuua 7. Xapakrepuctuueckue yriel (26) coneBoit popmsl A

MaJiaTa TeOuneHeMa MIBOKCHIIA

Xapakrepuctuaeckuii yrodi (°) Ornocurensias
WHTEHCUBHOCTB (%0)

9,1 22,9

9.3 18,7

11,0 11,4

11,8 25,4

12,3 12,9

12,9 23,6

13,1 21,4

14,4 11,9

14,9 14,2

15,3 35,1

16,0 20,1

16,6 15,9

17,6 89,3

18,5 56,5
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Tabmuua 7. Xapakrepuctuueckue yriel (26) conesoit popmsr A

MasiaTa TeOuneHeMa MMBOKCHIIA

Xapakrepuctuaeckuii yrodi (°) OrrocuTenras
UHTEHCUBHOCTB (%0)

19,0 100

19,9 26,6

20,5 81,6

20,8 28,6

21,4 20,6

21,9 37,1

22,2 33,1

23,1 14,9

23,4 16,2

23,9 36,8

24,8 20,4

25,5 17,2

26,0 20,1

26,3 27,1

27,7 25,9

28,4 24.4

[0191] ITpodunas DSC s kpucTamindeckoii coieBoit popMbl A ManaTa TeOuneHemMa
nuBokcuia (pur. 11) mporeMOHCTpUPOBAT YHAOTEPMY IUIABJICHUS ¢ HadajioM mpu 32,1°C ¢
MuHuMyMoM ripu 51,1°C u sHTanmenued miasnenus 9 J[/r, co BTOPOii S3HIOTEPMOI ¢ HAYaIOM
npu 117,0°C u munumymom tipu 127,6°C ¢ temoroii miasienus 23 Jx/T U 3K30T€pMOii ¢
nukoM nipu 131,6°C ¢ terioroit 44 JIx/r.

[0192] Pesynbrarel TGA (Takke npeactaBiieHHbie Ha ¢ur. 11) mpogeMoOHCTpUpOBaIU
0,7% moTepro Macchl IpU TeMIieparype oT KOMHaTHO Temmepatypsl 1o 75°C u 0,3% notepro
Mmaccel pu Temneparype ot 75°C no 130°C.

[0193] 'H-AAMP (400 MTI"i, DMSO-ds) & uactu na musuon 1,07 - 1,16 (m, 16 H) 2,41
(dd, J=15,66, 7,20 I'u, 1 H) 2,59 (dd, J=15,60, 5,75 ', 1 H) 3,07 (s, 1 H) 3,25 (dd, J=6,32,
2,651, 1 H) 3,32 (br dd, J=9,35, 7,33 I', S H) 3,39 (t, /=7,52 'y, 3 H) 3,68 - 3,68 (m, 1 H)
3,76 - 3,83 (m, 2 H) 3,88 (t, /=7,58 I', 2 H) 3,96 (brs, 1 H) 4,15 - 4,18 (m, 1 H) 4,15 - 4,22
(m, 1 H) 4,29 - 4,44 (m, 3 H) 5,04 - 5,04 (m, 1 H) 5,09 (brs, 1 H) 5,74 (d, J=5,94 Ty, 1 H) 5,89
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(d,J=5,94Tu, 1 H). Pesynbratel 'H-SIMP cOOTBETCTBOBAM YMCTOMY TEOUNEHEMY TTHBOKCHUITY.
Habmronanu npubnusutensHo 1,09 5kB. mporuBonoHa manara. XPRD npoboBany npoBOIUTh
yepe3 oaHy Henemo xpa"HeHuss npu 40°C u 75% orHOcuTenpHON BhaxHOCTH. Kak
oOHapy>kmiH, o0pasel nepemen B )KUAKOe COCTOSIHAE B BUJI€ OPAH)KEBOW JKUIIKOCTH. AHAIIN3
HPLC nocne xpaneHnus oOpasia He MPOBOIIIH.

[TPUMEP 6. COJIEBASI ®OPMA B METAHCYJIb®@OHATA (MSA) TEBMITEHEMA TTHBOKCHJIA

[0194] Tebunenem nuBokcui (35 mr) pacreopsuii B MeCN (270 mkir). 3aTeM KUCIBII
ucxonnblii pacteop (1 M merancynbsdponoyto kuciotry B THF) nobGaensuin B 1 MOJIb-3KB. U
nepemeuany rnpu 25°C, 500 06./MUH. ¢ TOMOIIBIO MArHUTHON MEIIAJIKU B ycTpoiicTse Polar
Bear B Teuenne 20 munyT. 3ateM obpaser oxnaxaanu 1o 0°C B reuenue 2 yacos (0,2°C/muH.)
u BbinepkuBanu npu 0°C B TedeHue npubam3uTensHO 2 yacoB. OcaxaeHus He HaOOAaH,
nosToMy obpaser oxjaxkaanu 10 -15°C mpu 0,5°C/mun u xpanunu npu -20°C B TeyeHue 2
naHel. PacTBOp MepeHOCHSIN B CUUHTHJULIHMOHHBIN (uiakoH o0beMoM 20 MJI M MEIJIEHHO
n00aBISUIN aHTUPACTBOPUTENH (TpeT-MeTOyTIIoBbIH 3¢up, TBME) npu nepememnBanun
npu 25°C, 500 o00./MuH. moka He O0Opa3oBBIBAJICS OCAAOK B COOTHOWIEHHH 3:1
AHTHPACTBOPHUTENb. pacTBOpUTENb (00./00.). TlonmyuyeHHyr0 CycneH3ur (QUIBTPOBAINA C
MOMOIIBIO (PPUTTOBAHHOTO (GPUIIBTPA M CYIIMJIM HA BO3MyXe Ha OJoKe (PUIIbTpa MPH yCIOBUSIX
OKpysKaroueil cpenbl B TeueHue 15 munyT. Kpucramnmmyeckuil mMaTepuan, MOJYYEHHBIH C
MIOMOIIBIO 3TOM MPOLENYPBI, KaK OMpPEAeNIn, UMel YiucToTy 99,5% cornmacio HPLC, criocob
A.  Judpaxkrorpamma XRPD pana  ostoit  ¢opmbl mpencraBieHa Ha o ¢ur. 12,
XapakTepuCTHYECKHE UKH MPEICTaBIeHBI B TAOIUIE 8.

[0195] Conmp MSA Takke mOJy4Yald B TakKOH K€ KPUCTAJIMYeCKOU ¢dopme C
SKBUBAJIEHTHOM YHCTOTOW C MOMOIIBIO crocoba w3 mpenbinyinero mnaparpada, HO CO
cnenyromuMu n3MeHeHnssMu. Tebunenem muBokcun pactBopsiii B EtOH (930 mxor). Kucnbrid
ucxonubiii pacteop (1 M mMertancynbpoHoByto kuciotry B THF) nobaensuin B 1 MONIb-3KB. U
nepememuainy mpu 25°C, 500 06./MHH. ¢ TOMOIIBIO MATHUTHOW MEIIAJIKU B ycTpoiicTse Polar
Bear B Teuenne 20 muHyT. 3ateM obpazer oxnaxaanu 10 S°C B redenue 2 yacos (0,2°C/muH.)
u BbIiepskuBaiu ipu 5°C B Tederne npubausuTenpHo 2 yacos. O0pasen 3aTeM OXJIaxIaIn 10
-15°C mpum 0,2°C/mun u xparmnu npu -20°C B Teuenune 24 dacos. PacTBop mepeHOoCHIN B
CUMHTWUIIIHOHHBIN (yiakoH oObeMoM 20 MIT 1 MEUIEHHO 100ABIIsUIN aHTUPACTBOPUTEND (H-
rekcad) npu nepememuBanuy npu 25°C, 500 06./MuH. moka He 0Opa3OBBIBAJICS OCANOK B

cooTHomeHNn 3:1 aHTHUpacTBOpUTEND:pacTBOpHUTENb (00./00.). ITonmyueHHYIO CyCrneH3H0
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($uIbTpOBANIH C TOMOIIBIO (PPUTTOBAHHOTO PUIBTPA U CYIIMIM HAa BO3AyXe Ha OJOKe pribTpa

IIPH YCIOBUAX OKPYIKAIOLIEH Cpenbl B TedeHue 15 MUHyT.

Tabmuua 8. Xapakrepuctuueckue yrisl (20) conesoii popmer B

MeTaHCyJb(OoHATa TeONIeHeMa MHBOKCHIIIA

Xapakrepuctuaeckuii yrodi (°) OrnocurensHas
WHTEHCUBHOCTB (%0)

9,1 10,8

9,6 31,5

10,9 33,8

12,6 24,6

13,9 27

14,6 6,2

15,4 54,5

17,2 90,1

17,5 12,4

18,2 17,2

18,4 41,7

18,7 30,7

19,4 100

19,6 66,5

19,8 33,1

20,4 67,1

20,6 20,5

21,5 46,9

21,9 17,1

22,2 99.8

22,9 18

23,6 23,4

24,5 12,2

253 11,1

25,6 13,8

26,4 16,3

26,9 22,3

27,1 15,8
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Tabmnua 8. Xapakrepuctudeckue yrisl (20) conesoii popmer B

MeTaHCyJib(OoHaTa TeONIeHeMa MMBOKCHIIA

Xapakrepuctuaeckuii yrodi (°) OrrocuTenras
UHTEHCUBHOCTB (%0)

27,5 9

27,8 13,1

28,0 24,1

28,6 32,1

29,4 25,8

29,8 13,8

[0196] IIpodune DSC nns kpucrannunueckoit coneBoit ¢popmbl B merancynbdonarta
teOunenema nuBokcuia (pur. 13) npoaeMoOHCTPUPOBAJ SHAOTEPMY IUIABJICHHS C HAYAJIOM IIPU
57,8°C ¢ muaumymom mipu 88,5°C u Temoroii miasienus 105 JIx/T, BTOPYIO S3HAOTEPMY C
HayasoM npu 175,2°C u munumymom nipu 177,0°C ¢ teroroii masnenus 48 J[x/r nepen
Pa3JI0KEHUEM.

[0197] Pesynbrarsl TGA (Takke npencraBieHHble Ha (ur.13) npoaeMOHCTPUPOBAIN
2,9% mnortepro Maccel Ipu TemmepaType oT KOMHaTHOH Temmeparypsl 1o 100°C. Huxakux
APYTHUX TEPMUYECKUX COOBITUH HE OTMEYAITH IO Havaja Pa3jioKEeHUsI,

[0198] 'H-AMP (400 MI";, DMSO-ds) § uactu na mummon 1,07 - 1,18 (m, 16 H) 2,07
(s, 1 H) 2,30 (s,2H)2,27-2,31 (m, 1 H) 3,07 (s, 1 H) 3,28 (dd, J=6,13, 2,59 'y, 1 H) 3,30 -
3,46 (m, 6 H) 3,61 - 3,69 (m, 2 H) 3,90 - 4,01 (m, 3 H) 4,13 - 4,28 (m, 3 H) 4,40 - 4,50 (m, 1
H)4,70-4,79 (m, 2 H) 5,11 (brs, 1 H) 5,75 (d, J/=5,94 I'u, 1 H) 5,88 (d, /=5,94 Ty, 1 H) 10,12
(br s, 1 H). Pesynbrarsl 'H-SIMP (He npeacTaBlIeHbl) COOTBETCTBOBAIH YHCTOMY TEOUTIEHEMY
nuBoKcwTy. Habmonanu npubnusurenpHo 1,06 3KB. MPOTUBOMOHA METaHCYJb(OHATA, CIH
aHaJM3 KOPPEKTUPOBAIH B OTHOIIEHWHU pactBoputensi ¢ nmomouipsito TGA. XPRD u HPLC
pOBOAMIIN Yepe3 oaHy Henemo xpaHeHus npu 40°C u 75% OTHOCUTENBHON BIIAXKHOCTH.
Hudpakrorpamma XPRD  cooTBercTBOBajia 4YHCTOH  KpucTamueckod ¢opme B
MeTaHCyJbpoHaTa TeOunenema nmuBokcmia. Odpazen umen yncrory 99,0% cornmacuo HPLC,
croco0 A.

ITPUMEP 7. TIPEMAPATMBHBIM CHUHTE3 COJIEBOM ®OPMBI B METAHCVIIB@OHATA (MSA)
TEBUIIEHEMA ITMBOKCUJIA HBR
[0199] Tebunenem mmBokcmi (125 wMr) mnomemanun B BOCEMb OTHEIbHBIX

CHMHTHUIIHOHHBIX (i1akoHOB oObeMoMm 20 mut 1 pactBopsiiit B MeCN (7,5 00., 940 mxu) npu
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nepememuBannu npu 25°C, 500 06./MUH. ¢ MOMOIIBIO MArHUTHOH MELIAJKH Ha YCTPOHCTBE
Polar Bear. OOpaszen oOpabarbiBanu 1 MONB-3KB. KHCIOro HucxomHoro pactsopa (1M
HCXOIHBIM PacTBOPOM MeTaHCyIb(poHoBoH kuciaoTel B THF) u oxnaxnamn no 5°C. Ilpu 5°C
OocaxXIeHWe He HaOmomamum W Temreparypy mnosbimanun ao 20°C. 3arem nobapisiiu
antupacteoputens (TBME) npu mnepememmBanuun mnpu 20°C B coorHOomenuu 2:1
(COOTHOILIEHNE aHTUPACTBOPUTEND. pacTBOpuTelb (00./00.)) B Teuenne 1 waca. ITonydeHHble
cycrneH3uu (pUIbTpoBay yepe3 PpUTTOBAHHBINA (PHIBTP, CYIINUIIHM MOJ BAaKyyMOM B T€YEHHE
15 muHYT M Kaxnabii obOpaszen ananmusupoBanu ¢ nomombio XRPD. OOpasipel, koTopble
nposiBisuin cTpykTypy XRPD mesunara ¢opmel B, oObenunsin BMecTe Al OnpenesieHus
XapaKkTEepPUCTHK. XapakTepucrudyeckne nuku audpakrorpaMmMmbl XRPD mnpexncraBneHbl B

Tabmune 10.

Tabmuma 9. OmnpeneneHue xXapakTepUCTUK TBEPAOH (asbl
dopmbi B MSA TeOuneHema NHUBOKCHJIA B YBEJIHYEHHOM

macirabe
JloGaBneHune
ITony4anu ¢ NOMOLIBIO a"Tupacteoputens npu 20°C
(TBME:MeCN, 2:1)
XRPD Kpucramnmuyeckas ¢opma B
Me3uiaTa
Pesynbrarel 'H-AMP
L SIMP COOTBETCTBYIOT ~ CTPYKTYpE.

~1,03 »sxB. me3mnara, ~0,03
skB. ACN

0,97 (He KOppPEKTHUPOBAJIU B
OTHOIIIEHUU PACTBOPUTEJIS)

HPLC, crioco6 B 99,4%

AnnoH IC (3kB.)

OOpazerr  TUTPOCKOIHUYEH.
6,2% mnomomenuss ot 0 1o
90% RH. Hzorepma
AHnanus GVS | nemoHCcTpUpYyET CTyneHYaToe
(rpaBumeTpudeckorl copOumm | nameHenune ot 0 no 10% RH
napa) u XRPD nocie GVS (3,0 Bec. %) u ot 80 mo 90%
RH (1,4 Bec. %) Hukakoro
n3meHenuss B XRPD mocne
GVS.

IMlupokass »HAOTEPMA MpHU
68,8°C (mauano), 88 JIx/r.
DSC Ouporepma mpu 140,7°C
(mauayo), 16 JLx/r, mepen
pasnoxenuem ~160°C.
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Tabmmua 9. OmnpeneneHune XapakTepUCTHK TBEPIOH (hasbl
dopmer B MSA teOuneHemMa NHUBOKCHJIA B YBEIUYEHHOM

Maciurade
3,5 Bec. % morepu npu

TGA Temneparype OT K.T. [0
120°C.

KF 3,3% Boxpbl, ~ 1 3KB. BOJBI
Kpucramnel ¥ 4acTULBI
nuametp 10-150 Mxm
Hewusmenno corimacHo XPRD
yepe3 1 Henenro, U npu 3TOM
NpeACTaBsIa co0oii
MOPOLIOK Tocie 25/97, HO

Ananus XRPD ocJie p ’

xpanenus npu 40°C/75% RH u
25°C/97% RH B Teuenue 1-4

HEOCIIb

nocne 40/75 mnpencrasisia
coboit cmony. HPLC uepes 1

wenemo.  40/75:.  95,5%,
25/97:  96,5%. Obpazen
HGPEXOZ[I/IJ'[ B JKUOKOE
COCTOsSIHUE B TedeHue 2

HEOC/Ib

VT-XRPD Ha C2

Hexoropblie n3MmeHeHus npu
HarpeBanuu 1o  100°C.
Oopasen paznarancs ~160°C

Tabmuua 10. IlepeyeHbp mUKOB Uit AUQPAKTOrPAMMBI
XRPD conesoii popmsl B MSA

VYroa (2-reta®) HNurencusrOCTh (%)
9.1 6.7

9.7 17.9

10,9 19.6

12,6 16,7

13,9 15,9

15,4 33

17,2 52,1

17,5 8.8

18,2 14

18,4 19.9

18,7 18,1

19,4 100

19,6 40,2
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19.8 20,9
20,4 36,2
21,5 253
21,9 8.4
222 45,1
22,9 10,1
23,6 11,6
245 6.2
253 6.3
25,5 8,2
26,5 8.3
26,8 12.4
27,5 55
28 10,5
28.6 16,4
29,3 11,3

ITPUMEP 8. COJIEBASI ®OPMA C METAHCYJIb®@OHATA (MSA) TEBHUITEHEMA ITMBOKCHJTA

[0200] Tebunenem nuBokcui (1 r) pactBopsiin B MeCN (8 06., 8 mu1) u 1 nobassiin
MOJIb-3KB. KHCJIOr0 HCXOAHOTO pacTBopa (1 M merancynbdonoBoii kucinorsl B THF, 2 mut) mpu
nepememuBanuu npu 25°C, 500 00./mun. 3atem noGasisimu antupactsopuress (TBME) B
cootHomeHnn 2:1 (COOTHOIIEHWE aHTHPACTBOPHTENb:pacTBoputeNb (00./00.)) u HauumHai
00pa3oBBIBATHCS OCANOK. JIOMOTHUTENBHBIH aHTUPACTBOPUTEIH JOOABIISIN IO COOTHOLICHUS
5:1 u 3arem ocamok oxjaxknanu n10 0°C mpu 0,2°C/mun. Ilpu noctmwkenun 0°C obpazen
yAaJsAIu U OBICTPO OXJIAKAANM B OaHe U3 CyXOro JibJla/alleTOHA ¢ 3aBEPIIEHUEM OCAXKICHUS.
TBepnoe BelecTBO OTHUIBTPOBBIBAJIH O] BAKYYMOM uepe3 BOPOHKY BroxHepa U CyIuiu noj
BAKYYMOM IIpU K. T. B Te4eHHE 16 4acos.

[0201] Aranmu3z XRPD monyueHHOro TBEpAOro BELIECTBA MPOAEMOHCTPUPOBAJ, YTO
Matepuan npenactaBisul cobori cmech Gopmel C u popmel B mesunara. OOpazen; yuctoi
¢dopmbl C He MoOr ObITb MOJyYEH, CJIEJOBATENbHO AAHHBIA oOpasen ObLT JOMOJHHUTETHHO
OXapakTepHU30BaH, Kak moapoOHO yka3aHsl HIke. JJudpakrorpamma XRPD s gpopmsr C +

¢dopmel B npencrasnena Ha ¢ur. 25, u rpaduku DSC u TGA npencrasnens! Ha ¢ur. 26.

Tabmuua 11. Onpenenenne xapakTepucTuk TBepAor dassl popmer C
+ dopmbl B Me3nnara TeOuneHemMa MUBOKCHIIA
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IMomywann ¢ | HoGasnenue AHTHPACTBOPHUTEISA pu 25°C
TIOMOIIBIO (TBME:MeCN, 2:1)
XRPD Kpucrannmuueckas popma C + popma B mesunara

Pesynbrarel "H-SIMP cooTteeTcTBYIOT CTpyKTYpE. ~1,08
'H-IMP 5KB. Me3uaara. Buaael caeasl octarounoro MeCN u
TBME.

AnnoH IC (3kB.) | 1,01 (He KOppPEKTHPOBAIH B OTHOLICHUN PACTBOPUTEIIS)

HPLC, crioco6 B | 99,1%

O6pazen rurpockomiucH. 10,0% moraomenue ot 0 10

Anamz GVS u 90% RH ¢ asyms crynensvu npu 0-10% u 80-90% RH.

XRPD ocie

GVS O6patumoe nornouenue u norepsi. XRPD mocie GVS
nokaszana npeasamesue B popmy B mesunara.

DSC IMupoxas srgorepma ot 30 o 120°C. TTuk mpu 88,2°C,
75 Mx/r. O6pazeu paznaracrcs ~140°C.

TGA 3.5 Bec. % notepu npu Temmepatype ot K. T. o 120°C.

KF He mposoaumu

PLM He mposoaumm

Anaimz  XRPD
MOCNIC XPaHCHUS
mpu  40°C/75%
RH u 25°C/97%
RH B Tcucnne 1-
4 wenenn

OOpaser; NEPeXOAUT B JKUAKOES COCTOSHHUC B BHIC
Opam)KEBOM JKMAKOCTH B TeucHue 1 Hemenu. He
TOJTYJaTH JaHHBIC aHam3a XRPD

Hukakux w3menenuii mnpu Harpesanmn. OOpasen

VT-XRPD na €2 wiaBurcs/pasnaraetes npu ~140°C

TTPMMEP 9. COJIEBASI ®OPMA D METAHCVJIb®OHATA (MSA ) TEBMITEHEMA TTHBOKCHJIA

[0202] Tebunenem nuBokcun (30 mr) pacreopsuiu B t-BuOH (30 06., 940 M) npu
nepememuBannu npu S0°C, 500 06./MHUH. ¢ TOMOIIBIO MarHUTHOH MEIIAJKH Ha YCTPOHCTBE
Polar Bear. O6pazen oOpabarsiBaiy ¢ TOMOIIBIO 1 MOJIB-3KB. KUCIOTO UCXOJHOTO PacTBOPA
(1 M Bomu. HBr B THF, 60 Mki1), moTOM 3aMOpaskuBajid Ha OaHe M3 CyXOro JibAa/aleToHa u
mroduIM3NpoBay B TedeHne 16 yacos. B monyueHnHoe Genoe TBeproe BeIEeCTBO JOOABIISIIN

THF (30 06., 900 mxx) npu nepememnBanuu rpu 25°C, 500 06./mMuH. CyCneH3ui0 HarpeBaiu
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no 50°C, a 3arem oxnaxxpamu 1o S°C mpu 0,2°C/muH u Beiaep:kusaiu npu 5°C B TeueHHne
12 yacoB. ANMKBOTY CyCHeH3UH (UIBTPOBAIH Ha 90-IyHOYHOM (PHUIBTPOBAJIBHOM OJIOKE
Millipore, cyumnu nox BakyyMoM B TeueHue 10 MUHYT U aHATM3UPOBAIH ¢ ToMoiibio XRPD
(ormeuanu kak oOpazen ID EMP 01). Cycnensuro mepememuBanu npu 25°C B TedeHue
4 yacoB u 3ateM (UIBTPOBAIHN Ha 96-myHOUHOM (prnbTpoBanbHOM Otoke Millipore, cymmnum
MOJ BaKyyMOM B TeueHue 10 MUHYT U aHanusuposau ¢ noMoibo XRPD.

[0203] Aranuz XRPD  anukBOTBI TBEPAOro BELIECTBA MOCHE  OXJAXKACHUS
INPOJEMOHCTPUPOBAJ, YTO MaTepuas mnpeacraBisan coboit ¢opmy D wmesmnara. Ilocne
BbiepkuBaHus npu 25°C B TeueHue 4 yacoB aHanu3z XRPD mponeMoHCTpHupoBan cMech
¢dopmer D u popmbr B mezunara. OOpazen uncroii ¢opmel D He MOr ObITH MONyUEH MyTEM
HKCIEPHUMEHTOB C MaCIITAOUPOBAHUEM, CIIEIOBATEIbHO TAaHHbINH 00pa3er] ObL TOMOIHUTENIBHO
OXapakTepu3OBaH, Kak moapoOHO mokazano B Tabmune 12, XRPD jns  jmaHHOM

KPUCTAJUTNYECKON (POpMBI peicTaBieHa Ha ¢ur. 27.

TaGmuma 12. Onpenenenue xapakrepuctuk TBepaod ¢assl popmer D MSA
reOuneHeMa NMBOKCHUIIA, OTIPEJCJICHHBIX U3 aHAJIH30B
XRPD XRPD XpaHeHue
rocie
OXJIAXK/IEH rrocate HPL HpH
s mepen BPUEP DSC TGA 'H-AMP C 40°C/75% RH
> TTCPEA s vipa u  25°C/97%
BBINEPHAHB| RH
aHIEeM
IMMupoxkas O6pasen
JnoTepMa 5 ¢ MPEBpaLLAJICS
or 30 mo | > ,, | Coorser P
100°C Bec. % cryer B ¢opmy B
Dopm norep yepes 1
aD+ (Hauazo), U IpHU CTPYKTY HENEN0 IpHU
dopma D 95,4 JIx/T, pe, 0,98 | 99,6 5 o
bopm TemIe o 40°C/75%
MSA ocTpast 9KB. %o ,
a B snoreoma | PAYPE | MiSA RH. Yucrora:
MSA AOTED OT K. T. ’ 99,4% uepes 1
npu 0 0,03 >ks. HEMemo  TIpH
173,2°C 100°C THE 40°C/75%
(navano) 41 RH
JUK/T. '

[0204] 'H-SIMP (400 MI";, DMSO-d) § uactu Ha musauosn 1,05 - 1,18 (m, 16 H) 1,76
(brt,/=2,78 Ty, 1 H) 2,29 (d, /=1,01 T'u, 3 H) 2,48 - 2,52 (m, 1 H) 3,28 (dd, J=6,13, 2,34 I'y,
1 H) 3,63 (t, /=7,45Tu, 2 H) 3,89 -4,02 (m, 3 H) 4,10 - 426 (m, 3 H) 4,44 (brs, 1 H) 4,66 -
4,78 (m, 2 H) 5,11 (brs, 1 H) 5,75 (d, J=5,94 'y, 1 H) 5,88 (d, J=5,94 'y, 1 H) 10,10 (brs, 1

H). Pesynbratsl 'H-SIMP cOOTBETCTBOBAJIN YHCTOMY TeOUNEHEMY MMBOKCUITY .
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[0205] Xapakrepuctuueckue nmuku ngudpaxkrorpammbl XRPD ykazane! B Ta0Onmue 13,
u cnektpel XRPD npencrasnens!r Ha ¢ur. 27. Ilpopumu DSC u TGA ana ¢opmer B + D

npencTaBieHbl Ha ur. 28.

Tabmuma 13,  Tlepeuenr muKOB  As
gudpakrorpammbl XRPD dopmer D MSA
VYroa (2-teta®) HNurencusrOCTH (%)
43 44 4
7.2 21

8 15,6
8.7 19
11,2 9.8
12,6 17,6
12,9 11,8
13,8 11,6
14,5 10,7
16,1 100
16,7 73,1
17,2 31,1
17,5 20,8
17,8 92,3
18,5 64
19,1 54,3
20 48
20,2 54
20,4 29,8
20,7 51,1
21,3 30,3
21,6 17,2
21,8 17,4
223 18,2
23,2 27,8
23,7 19,5
24.6 21,1
25,2 26,9
26,8 22
21,5 13,5
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IIPMIMEP 10. KPUCTAJUIMYECKASL COJIEBAS ®OPMA B T'MJIPOEPOMHUIA (HBR) TEBUTIEHEMA
TIMBOKCHIIA

[0206] Tebunenem nmusokcuia (35 mr) pactBopsuin B MeCN (270 mka). IIporuBonon
(1 M ucxonnsiit pactsop HBr B THF) nobasnsiiu B 1 Monb-3kB. 1 nepemennsaiu npu 25°C,
500 00./MuH. ¢ TOMOIIBIO MArHUTHOM Mewanku B ycrpoiictse Polar Bear B Teuenne 20 MuHyT.
3arem obpazer oxnaxaanu 10 0°C B redenue 2 yacos (0,2°C/muH.) u Beiaepkusanu npu 0°C
B TeuyeHue ~2 4yacos. IlonyueHHyIO CycrneH3Mu0 (UIBTPOBAIN € MOMOIIBIO (PPUTTOBAHHOIO
¢dunpTpa M CymMIM Ha BO3AyXe Ha OJoKe (UIBTPa MPHU YCIOBUSIX OKPY’KAIOIIEH Cpenbl B
TeueHne 15 munyT. JlaHHbI Matepuan umen yuctoty 99,4% cormacHo HPLC, cnocob A.
Hugpakrorpamma XRPD mns kpucramnudeckoit ¢popmer B HBr tebunenema mmuBokcuia,
HOJTy4eHHOH 3TUM crocoOoM, mpeacTaBieHa Ha ¢ur. 14, u nepedeHb MHKOB MPEICTABJICH B
tabnune 14.

[0207] Conb HBr Takske mosydaju ¢ 3KBUBAJIEHTHOM YUCTOTOM C MOMOIIBIO CITocoba
U3 npeaplAyIero mnaparpada, HO CO CIENYIOUMMU H3MEHEHUsMH. TeOuneHeM HHBOKCHII
pactBopsin B EtOH (930 mxn). ITporusounon (1 M ucxonusiii pacrsop HBr B THF) noGasnsiiu
B | Monb-3kB. 1 nepemernnaiu npu 25°C, 500 00./MHH. ¢ TOMOLIBIO MATHUTHOH MELIAJIKU B
yctpoiictBe Polar Bear B Teuenue 20 munyT. 3aTem obpasen oxnaxkaanu 10 5°C B TeyeHue 2

yacoB (0,2°C/muH.) u BeigepxkuBanu npu 5°C B TeueHHe NMPHOIU3UTENBHO 2 YacoB.

Tabmuua 14. Xapakrepuctuueckue yribl (26) coneBoit Gopmsl

B HBr Tebunenema nuBoKCHIIa

Xapakrepuctuaeckuii yrodi (°) OtrocuTenras
WHTEHCUBHOCTH (%)

9,3 50,6

9,5 10

10,7 19,5

12,6 72

13,0 17,9

14,0 10,1

15,2 6

15,7 0,2

17,6 100
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Tabmnua 14. Xapakrepuctuueckue yrisl (26) coneBoit Gopmsl

B HBr Tebunenema nuBokcuia

Xapakrepuctuaeckuii yrodi (°) OrrocuTenras
UHTEHCUBHOCTB (%0)

18,7 17,5

19,1 9,9

20,0 79,4

20,4 13,8

20,8 70,3

21,1 14,4

21,9 10,3

22,6 11,8

23,5 27,2

23,7 11,4

24,9 11,6

25,3 11,5

25,5 17,4

25,8 11,7

26,1 18,4

26,5 10,7

26,8 19,9

27,3 17,1

27,6 16

28,4 19

28,8 13,1

29,4 12,1

29,7 15,2

29,9 8,6

[0208] ITpodune DSC pns kpucrammudeckoir cosieoit Gopmer B runpodpomuna
tebuneHema nmuBokcuna (¢ur. 15) npogeMOHCTPUPOBA IIUPOKYIO SHAOTEPMY ILIABIEHHS C
HauanoM npu 32,9°C ¢ muHumymoMm mpu 66,3°C u Terutoroit mnasnenust 34,1 JLx/r u

sK30TepMy ¢ HauasnoMm ripu 186,8°C ¢ makcumymom nipu 190,8 nepen pasnokeHueMm.
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[0209] PesynbraTel TGA (Takske mpenctasieHHbIe Ha (ur. 15) mpogemMoHCTpupoBaiu
1,9% mnorepro maccel npu TemmepaType OT KOMHaTHOI Temmeparypsl Ao 100°C. Huxakux
APYTUX TEPMUYECKUX COOBITUH HE OTMEYAJIH 0 Havaja Pa3JIosKeHHsL.

[0210] 'H-SIMP (400 MI"ui, DMSO-ds) & uactu Ha Musauon 1,06 - 1,18 (m, 15 H) 3,28
(dd, J=6,19, 2,65T'u, 1 H) 3,30 - 3,40 (m, 5 H) 3,61 - 3,69 (m, 2 H) 3,90 - 4,01 (m, 3 H) 4,13
-4,27 (m, 3 H) 4,41 - 4,50 (m, 1 H) 4,69 - 4,79 (m, 2 H) 5,00 - 5,01 (m, 1 H) 5,11 (br s, 1 H)
5,75 (d, J=5,94 T'u, 1 H) 5,88 (d, J=5,94 T, 1 H) 10,11 (s, 1 H). Pesynbrater 'H-IMP
COOTBETCTBOBAJIM YUCTOMY TeOuneneMy nuBokcminy. HaGmonanu npudnusurensao 1,04 5kB.
IPOTHBOMOHA THAPOOPOMH/IA, €CIH aHAINU3 KOPPEKTHUPOBAJIN B OTHOLIEHUU PACTBOPHUTENS C
nomotbo TGA. XPRD u HPLC npoBoaunu uepe3 ogny Henento xpaneHus npu 40°C u 75%
oTHOcUTeNnbHOW  BrnaxkHoctu. Judpakrorpamma XPRD  coorBercTBOBamM  4MUCTON
kpuctajuindeckorn ¢opme B HBr tebunenema nmusokcmna. OOpasen umen uucrory 99,2%
cornacao HPLC.
ITPUMEP 11. KPUCTAJUTMYECKAS COJEBAS ®OPMA C TUAPOEPOMUJIA (HBR) TEBUITEHEMA
TMMBOKCHIIA

[0211] Tebunenem mnuBokcua (30 wmr) pactBopstiii B t-BuOH (940 wmxi) npu
nepememuBannu mpu S0°C, 500 06./MUH. ¢ MOMOIIBIO MArHUTHON MELIAJIKA Ha YCTPOHCTBE
Polar Bear. O6pazen oOpabarbiBaiy ¢ TOMOLIBIO 1 MOJIBb-3KB. KHUCJIOTO UCXOJHOTO PacTBOPA
(1 M Bogu. HBr B THF, 60 mxi1), moTom 3aMopakuBajii Ha OaHe M3 CyXOro Jibaa/aleToHa u
aropuIU3NpoBaIn B TedeHue 16 yacos. B monydeHHoe Oenoe TBeproe BeImecTBO J00ABIISIIH
1,2-mumerokcuatan (10 06., 300 mki) npu nepememmBanuu npu S0°C. JlomonHuTENBHOE
KOJINYE€CTBO PACTBOPUTEIISI JOOABISIH B KOHEUHBIH 00beM, cocTaBiistroutuii 30 00. (900 mkin),
st obecrieyenust 3G HEeKTUBHOrO nepeMemunBanusi cycrneH3un. CyCleH3u OXJaXKAalu 10
5°C npu 0,2°C/muH. u BeiaepskuBaiu npu 25°C B Teuenue 72 qaco. [1oaydeHHYO CYCIIEH3HIO
OoT(UIBTPOBBIBAIN Ha 96-myHOUHOM (uibpoBabHOM Osioke Millipore w cymmum mox

BaKyyMOM B T€U€HHE |5 MUHYT.

Tabnmnua 15. OnpeneneHne XapakTepUCTUK TBEPIAOH
¢a3b1 popmbr C HBr TeOunenema nuBokcuia

XRPD Kpucrammaeckas popma C
CootsercTByer coneBoii hopme
'H-SIMP A HBr
Her OCTaTOYHOTO
pacTBOpUTEIIS.

HPLC 99,8%
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(%, AUC)
Het 3HAYUTEIBHBIX
TEPMUYECKHX  COOBITHUH 10
DSC 3K30TEPMBI B Havaje
pasnoxenuss npu  179,5°C
(Hauao).
0,5 Bec. % motepu 1mpuU
TGA TeMIeparype ot k. T. 1o 140°C,
U Hayajo pasJIoKeHUs Ipu
181,8°C.
HeusmenHno cornacHo XRPD
opma C).
Anams  XRPD | (Porva ©)
HHTeHcuBHOCTD ITUKOB
ToCJIe  XpaHeHHA CHIDKAJIACh YTO naer
npH 40°C/75% BOSMO)KHOC’TL MIPEANOI0KUTh
RH B Teuenme 1 p
HexeH CHUKEHUE KPUCTAJUIMYHOCTH.
Yucrora cormacHo HPLC
nocie xpaeHus = 99,9%
0,92 »kB. (HE KOPPEKTUPOBAIIHN
Amnwon IC ’ ( PP p
B OTHOIIIEHUU PACTBOPUTEJSI)
GVS u D He nposoauiu
ociie GVS p

Tabmuue 16.

[0212] XapakrepucTtuueckue mnuku augpakrorpammsl  XRPD
Tabnuua 16. ITepedenb muKoB st AU(PPAKTOrPAMMBI
XRPD dopmer C HBr Tebunenema muBOKCUIa
VYroa (2-teta®) HNurencusHOCTh %

4.4 72,6
8,7 15,6
93 17.1
12 18.4
13,1 214
13,6 113
142 5.8

15,5 10,4
16,3 29,7
16,5 20,8

MPEACTABIICHBI

B
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Tabmuua 16. Ilepeuenp nukoB st AUQPPAKTOrPAMMBI
XRPD ¢opmer C HBr Tebunenema muBOKCHIA
VYroa (2-teta®) HNurencusHOCTh %0
17.1 18,1
17,3 214
17.6 19.3
18,5 9.6
19,3 14,4
19,7 18,7
20,8 26,1
21 214
213 20,7
21,7 100
222 213
22,6 222
22.8 11,6
235 231
24 12,1
24.4 6,5
25,2 17,7
255 17.4
26.4 13.8
26,7 15,2
274 6.5
282 14
28.8 213
29 11,8
29.5 18.6
29.7 10,4
30 16,2
30,5 10,1

[0213] 'H-SIMP (400 MI";, DMSO-ds) & uactu na Musauon 1,04 - 1,18 (m, 15 H) 3,28
(dd, J=6,00, 2,46 T'u, 1 H) 3,30 - 3,39 (m, 5 H) 3,64 (t, /=7,52 T'u, 2 H) 3,93 (brt, J=7,52 ',
3H)4,11-4,28 (m,3 H)4,39-4,51 (m, 1 H) 4,66 -4,80 (m, 2 H) 5,11 (br d, /=3,92 T, 1 H)
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5,75 (d, J=5,81 I'u, 1 H) 5,88 (d, J=5,81 T'u, 1 H) 10,10 (s, 1 H). Pesynbrater 'H-IMP
COOTBETCTBOBAJIM YUCTOMY TEOUTIEHEMY ITHBOKCHITY.
IIPMMEP 12. KPUCTAJUIMUECKAS COJIEBAS ®OPMA D TMJIPOBPOMHUIA (HBR) TEBUTIEHEMA
TIMBOKCHIIA

[0214] Tebunenem nuBokcwui (2,5 T) pacTBOPSUIM B MUHUMaIbHOM o0beMme t-BuOH (25
00., 62,5 mn) npu nepemernuBanuu pu S0°C, 600 06./MUH. C TOMOIIBEO MATHUTHOW MEIIAJIKU
Ha ycrpoiictBe Polar Bear. O0pasen oOpabarbBamu ¢ MOMOLIBIO 1 MOJNBb-3KB. KHCIOTO
ucxonHoro pactsopa (1 M HBr Bogn. B THF, 4 M), moTom 3amMmopakuBaniu Ha OaHe U3 CyXoro
Jbpra/aneroHa U guoduinusupoBanu B TedeHue 16 uacos. IlomyuenHoe Oenoe TBeproe
BELIECTBO U3MENIbYaANIN IIECTUKOM B CTYIIKE U CyLIMIU B BakyyMHOM neun pu 60°C 4 4. TTocne
cymku marepuan (1,2 r) momemanu B CUMHTWULIHHUOHHBIA (uakoH oObemom 20 mi u
HepeMeIINBaU C TOMOIIBI0 MArHUTHOW MEIIANKH B AMATHIOBOM d¢dupe (12,5 06., 15 mi) npu
50°C, 500 06./muH. 30 munyT. 3aTem obpasubl oxnaxganu ot 50 no 5°C npu 0,2°C/muH, a
3arem nepemernBany npu 25°C B Teuenne 24 yacos. [TonyueHHYO CyClIeH3 IO (PUIBTPOBAIH

B BOPOHKE broXHepa U Cyluiau noa BakyyMoM B TedeHue 20 MUHYT.

Tabmuma 17. OnpeneneHne xapakTepUCTHK TBEPHOH
¢a3b1 popmer D HBr TebuneHema nuBokcuia

XRPD ®opma D

CootserctByeT coneBoit Gopme B
"H-SIMP HBr
Het octarodHoro pactBopurens.

HPLC (%, AUC)

o)
Croco6 B 98,8%

Mupoxas SHIOTEPMA pu
temmneparype ot k. T. A0 100°C
DSC (37,4°C, wmawamo, 5 JLx/r).
JK30TepMa MPH Pa3I0KCHHH MPH
162,8°C (nauano).

0,5 Bec. % morepu TpH
temmeparype ot K. T. 1o 100°C.
HApyrux coOBITHH [0 Pa3noKCHHUS
HCT.

TGA

Anamnz XRPD mnocne | Ilpespamenne B dopmy B HBr B
XpaHEHUI npu | teuenue 1 memenu npu 25°C/97%
40°C/75% RH wm | RH, u mepexox B KuIKOC
25°C/97% RH B | cocrosaue npu 40°C/75% RH B
tTeueHue | Hexenn TeueHue | Hememm.

Aunmnon IC 0,97 »kB. Br
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KF 0,2% BoamBI

OGpasen MPOACMOHCTPHPOBAT
M3HAYATEHOC MOTJIOLICHHUE,
cocrapisromiee 3,0 Bec. %, ot 40
a0 90% RH, zarem oOparumoe
TIOTJIOMECHUE H TOTepro. Bceero
4,0-4.5 Bec. % mnormomenus ot 0
1o 90% RH. XRPD mocie GVS
MPOACMOHCTPUPOBAIA CMECh
dopmer B u popmer D HBr

GVS u XRPD mnocne
GVS

dopma HE U3MCHWIACE HH BO

VI-XRPD Bpems, HU niociie VI-XRPD

dopma HE H3MECHWIACE HH BO

VH-XRPD Bpemst, HU nociie VH-XRPD

[0215] Xapakrepucrnyeckue nuku qudpakrorpammbel XRPD yka3ans! B Tabnume 18,

a mudppakrorpamma XPRD npencrasiena Ha ¢ur. 23.

Tabnuma 18. ITepeuens IHKOB it
nudpaxrorpammsl XRPD ¢opmer D HBr

Yron (2-teta®) HurencusHocTsh (%)
4.4 61,7

8.3 9.1

8.6 27

8.8 21.1

10,2 54

10,9 5.8

13,3 15,1

142 36,9

15,6 55

16,3 34

16,7 14.4

17,1 25.9

17,3 13,5

17,8 12,7

18 15,4

18,3 19
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18,8 298
20,7 24.6
21 30,3
21,7 100
223 40,3
23 9.7
23.4 9.3
23.9 20,2
24.6 9.4
24.9 12,5
252 11,3
26,1 17,7
26,5 14,2
26,8 7.5
27,3 9,4
27,5 9,8
28,6 21,9
28.9 16,5
29.7 10,8

[0216] 'H-SIMP (400 MI";, DMSO-ds) & uactu Ha Musmos 1,04 - 1,21 (m, 15 H) 3,28
(dd, J=5,94, 2,27 T'u, 1 H) 3,30 - 3,52 (m, 4 H) 3,65 (t, /=7,52 T'u, 2 H) 3,88 - 4,01 (m, 3 H)
4,19 (brdd, J=9,22, 2,02 T'y, 3 H) 4,45 (brd, J=5,18 T'u, 1 H) 4,66 - 4,81 (m, 2 H) 4,95 - 5,28
(m, 1 H) 5,75 (d, /=5,81 T'ny, 1 H) 5,88 (d, /=5,94 Ty, 1 H) 10,11 (br s, 1 H). Pesynsrars 'H-

SAMP COOTBETCTBOBAIIN YUCTOMY TeOUITEHEMY THBOKCHITY.

ITPUMEP 13. KPUCTAJUIMUECKASI COJIEBASI ®OPMA A DIW3WIATA (EDSA) TEBMITEHEMA
TIMBOKCHIIA

[0217] Tebunenem nuBokcun (30 mr) pactBopsuin B MeCN (320 mxi). IIpoTuBonon
(1 M ucxonHslii pacTBop 3TaHAUCYIb(poHOBOH KHrcaoTel B THF) noGasnsnu B 0,5 MONb-3KB. U
nepemermuBany mpu 25°C, 500 06./MHH. ¢ TOMOIIBIO MATHUTHON MEIIAJIKHU B ycTporicTse Polar

Bear B Teuenue 20 munyT. 3atem odpasen oxnakaanu 10 S°C B reuenue 2 gacos (0,25°C/muHn.)
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u BbinepskuBasu npu 5°C B Tedenue ~1 yaca. Ilonyyanu ocanok, KOTOpbId (GUIBTPOBAN C
NOMOIIBIO (PPUTTOBAHHOTO (PUIIBTPA M CYIIWIIM HA BO3IyXe Ha OJOKe (PUIBTpa MPH yCIOBUIX
OKpysKarouiel cpeasl B Teuenue 15 munyT. dudpakrorpamma XRPD anst kpuctananueckon
¢dbopmbl A sau3miaTa TeOuneHeMa MMBOKCUIIA, MOy Y€HHOM 3TUM CIIocOOOM, IIPEACTaBIeHa Ha
¢ur. 16, n nepeueHp NUKOB npencTasyieH B Tadnuue 19. Kpucrammuueckuil Marepual, Kak

oOHapyxwm, umen 9uctory 94,6% cormacao HPLC.

Tabmuua 19. Xapakrepuctuueckue yrisl (26) coneBoit Gopmsl

A snusnnara TeOuneHemMa MuBOKCHIIA

Xapakrepuctuueckuii yroi (°) OrnocuTensias
WHTEHCUBHOCTD (%0)

4,1 100

5,0 80,7

7,7 20,9

8,2 52,8

8,5 23,4

9,5 21,2

10,1 27,7

13,1 16,8

13,5 15,1

15,4 229

16 22

16,9 27

17,3 32,1

18 37,4

19,1 32,1

20,3 47,6

20,7 46,2

21,2 62,9

22,7 16,6

23,1 25,1

24,5 233

25,7 24,6

27,3 31,4

28,8 20,3

[0218] ITpodune DSC nmnst kpuctamauueckod coyieBod ¢Gopmbl A 3aM3MIaTa
teOuneHemMa nuBOKcwiIa (¢ur. 17) nmeMOHCTpUpYeT IIUPOKYK) SHIAOTEPMY TUIABJICHHS C

HadasoM 1ipu 56,3°C ¢ muHumyMom npu 79,3°C u sHrambnueil minasneHust 69 JLx/r u
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HeOoNpIIyIO SHAOTEpMY ¢ HaudaioM npu 144,5°C ¢ munumymom nipu 157,5°C u sHTambIHEH
miasieHus 14 JHx/r.

[0219] Pesynbratel TGA muis coneBoil ¢popmel A samn3uiara TeOUeHeMa MUBOKCHIIA
(Tak:xke mpencrasieHHble Ha ¢ur. 17) mpomemoncTpupoBaiu 4,0% MOTEPIO Macchl MPU
TeMIlepatype OT KOMHATHOH Temmeparypbl Ao 160°C. Hukakux Apyrux TepMHUYECKHX
COOBITHI HE OTMeUaNy 10 Havyalla pPa3ioKEeHHUs.

[0220] 'H-SAMP (400 MI"u, DMSO-ds) § uactu Ha Musauon 1,05 - 1,19 (m, 15 H) 2,01
-2,08 (m, 1 H) 2,07 (s, 1 H) 2,61 (s, 2 H) 3,27 (dd, J=6,19, 2,78 ', 1 H) 3,34 (s, 17 H) 3,62
(t, J=7,52 T'u, 2 H) 3,89 - 4,01 (m, 3 H) 4,09 - 4,24 (m, 3 H) 4,39 - 4,49 (m, 1 H) 4,70 (td,
J=8,87,4,36 I'u, 2 H) 5,11 (d, /=5,18 'y, 1 H) 5,75 (d, J/=5,94 'y, 1 H) 5,88 (d, J=5,94 I'Ly, 1
H) 10,12 (br s, 1 H). Pesynbrarel 'H-SIMP COOTBETCTBOBAJM YHMCTOMY TeOUNEHEMY
nuBokcmty. Habmonamu npubmsurensHo 0,47 s5KkBHBaJIeHTa MPOTUBOMOHA dau3uiara u 0,24
skBuBajieHTa pactBoputenss MeCN. UYepes Tpu nHa xpanHenus npu 40°C u 75%
OTHOCHUTEJIbHON BJIAXKHOCTH, KaK OOHApy KuiIH, oOpaser nepeuies B JKUAKOe COCTOSTHHUE.

TTPUMEP 14. TTPETTAPATUBHBIN CUHTE3 HBR TEBUTIEHEMA TTUBOKCHUJIA

N/ﬁ N/ﬁ

\
s =
OH N OH HN+ g
(0]
N-Z S W N/ S
(0]
g ©° 0 /~0
o g ©

[0221] B peaxTtopHoii kosnbe obbemom 20 11, 0OOpYIOBAaHHOH TEPMOMETPOM, M
KaIeJIbHOM BOPOHKOM, U MEXaHUYECKOH MeIIaIKOH, TOrpyKeHHOH B My CTYI0 TyOy, TeOuneHem
nuBokcu (1,00 kr, 2,01 monb, 1,0 3kB., ¢ yucroToi 99,5% cornacuo HPLC) pactBopsiiu B 8,0
1 arleToHuTpuia. PacTBop (MONHOCTBIO MPO3PAYHBIN) MEPEMEIINBAIN MPH K. T. B oTaenbHoOM
KPYyrJIogoHHOH Kkojibe rotoBwin pactBop HBr B ameronutpunie. 1,5 n ameroHuTpuia
nepememuBaid B RBF, 3arem oxnaxknanu Ha nensHou Oane. Ilpu 5°C moGammsum 230 mu
pactBopa HBr (48%, BoaH.) (1,0 sxB. HBr oTHOCHTEIBHO TeOuNeHeMa MUBOKCHIIA) ¢ TAKOH
CKOPOCTBIO, IpU KOTOpor Temneparypa He mpesbimaia 10°C (~15 mun.). Pactop HBr (T
nosoamu 110 0°C nmepen modapneHneM) 1OOABISITH CO CKOPOCThIO 33 Mt MuH-1 (TpeboBacs
Bcero 1 4.) B pacTBOp TeOureHeMa NMHUBOKCWIIA W3 | J1 KameJbHOW BOPOHKU (BOPOHKY
nononHsu nipu pobasnernn). [locne nobasnenust npudmmsurensHo 0,5 1 pacrBopa HBr,
ocaxxneHne Obu1o oueBHAHBIM. Cmech oxnakmanu 1o 5°C u mepememmuBanu 1 4. Cmech
¢dunbTpoBaH Yepe3 OONbIIOH CTeKISTHHBIN GribTp P3 1 ocanok mpombIBaiy ¢ moMouiso 1 1

aneronuTpuia npu k. T. Ocanok Ha punbTpe cyuy Ha GunbTpe 30 MUH, 3aTEM MepeMerain
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Ha TIOJHOC W CYIIWJIM TOJA BakyymMoM ¢ mpoayBkod N2. Ompenensuid, 4To ruapoOpoOMHI
tebuneHema nmusokcmia (0,970 r, 1,68 mons, Beixon 83,6%, uncrora 99,2% cornacao HPLC)
Obu1 cyxum ¢ momompio SIMP (He mokas3aHo), M yNakoBbIBaJIM B OoybIIHe 2 JI COCYIbI, U
xpanunu npu 2-8 5°C.
IIPMMEP 15. ICCIIEAJOBAHUSA CTABWJIEHOCTHU

[0222] PesynbraThl aHanm3a CoOJeH C TpPUMEHEHHEM CBOOOIHOTO OCHOBAHUS

TeOuneHemMa MUBOKCUIIA KPAaTKO M3JI0KeHbI B Taduue 20.

Tabnuua 20. Pe3ynprarsl aHanusa cojieil ¢ IpUMeHEeHHEM CBOOOTHOTO OCHOBAHHUS

Comp Manar Manear 3unar

Ne mpumepa ITpumep 5 ITpumep 4 ITpmmep 1

97.,3% (cmoco6 A) 99.3% (criocob A) 99,0% (crocob A)

HPLC (AUC) 99.3% (croco6 B) 99.,8% (croco6 B) 99.8% (cmoco6 B)

Anammset XRPD u HPLC | Ilepexox B sKuakoe ®opma A ESA

®opma B MAE (>xenToe TBEPAOE
noce XPaHCHUS IPH | COCTOSIHUE, 78.6% (cr10c06 A) BeIECTEO)
o 1) >
40°C/75% RH 1 neaemto OpaHXeBas )KUIKOCTh 80.7% (crioco6 A)
[0223] Omnpenenenne XapakTePUCTHK SOM3WIATHOH conmu  TeOumeHema

MUBOKCHJIA, TIOJTyY€HHBIX U3 aHAIU30B CBOOOIAHO (POPMBI B ALIETOHUTPHIIE, KPATKO H3JIOKEHO

B Tabsuue 21.

Tabmuua 1. OmnpeneneHue XapaKTEPUCTHK SAUZMIATHOW CONMM TeOUIEHEMa MHUBOKCHIIA,
NOJIYYEHHBIX M3 aHAJIHM30B CBOOOAHON (OPMBI B ALIETOHUTPHUIIC

HPLC (%, AUC), ciocob A 94.6%

Anammz XRPD nocne xpanenus mpu 40°C/75%

Ilepexon B xuaxoe cocTosHue (B TeUEHUE 3 THEH
RH 1 nenenro cpexon A ( AHEH)

Tabnmuna 2. Pe3yabpTaThl MOBTOPHBIX AHAIU30B COJIEH C MPUMEHEHHEM CBOOOIHOTO
OCHOBAHUSA B alICTOHUTPUIIC

Ne mpumepa ITpumep 4 ITprmvep 2 ITpumep 1

XRPD ®opma B maneara Popma A ®dopma A s3unara
KETOIITyTapara

Anamuz  XRPD wu
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TeueHue 1 HexeIHn

[0224] XoTsa 00BbEKT JaHHOTO U300pETEHHsI OBLT ONMUCAH CO CCBUIKOH Ha MPUMEPHBIE
BApUAHTBl OCYILIECTBJICHHS, CIENHMAINCTaM B HaHHOH obiactu OyAeT MOHSTHO, YTO MOTYT

OBITD CACIaHbI PA3JIMYHBIC UBMCHCHUA U 3JIECMEHTBI MOTYT OBITb 3aMEHEHbI Ha UX SKBHUBAJIEHTHI
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0e3 OTKJIIOHeHHs1 OT o0beMa packpbiTHsi. Kpome Toro, MHOrme MOOu(UKAIMH MOTYT ObITh
CACJIaHbl OJId adalTallun KOHerTHOfI CUTyalluu WJIHN MaTE€pHUalia K MpUHLOUIIAM HACTOALIECTO
n300peTeHus: 0e3 OTKJIOHEHHs! OT UX OCHOBHOTO oObeMa. Takum 00pa3oM, mpenmonaraercs,
YTO HACTOsIIEe H300peTeHHe HEe OrPAaHMYEHO KOHKPETHBIMU PACKPBITBIMH BapHAHTAMHU
OCYILECTBJIEHHs], a OyeT BKJIFOUaThb BCE BAPHAHTHI OCYIIECTBIICHUS, MOMANA0IINE B 00BEM

NPUIIOKEHHOH (POPMYJIbI H300PETEHMS.



N3MEHEHHAA ®OPMYVYJIA U3OBPETEHHUA

1. Kpucrammuueckass coneBass ¢opma runpoOpomuna TeOuneHeMa MTHBOKCHIIA,
xapakrepusyromasics augppaxrorpammoii XPRD, nmony4enHoit ¢ npumenenueM ucrounuka Cu
Ko, xoTopas conep>kuT nuku npu 3HadeHusx yriaa 260 9.3, 10.7, 17.6, 18.7, u 20.0 +/- 0.2 rpanyca

yrina 26.

2. Kpucrannuueckas coneBas popma ruapodpomuzia TeOuneHeMa nmuBoKCuIa 1o 1. 1,

JOTIOJTHUTEIFHO CoMeprKaliasi MUK mpu 3HadeHnu yria 26 20.8 +/- 0.2 rpaayca yria 26.

3. Kpucrannmuueckas conesas popma rugpodbpoMuaa rebuneHemMa nuBoKkcuia mo 1. 1

WJIH T1.2, JOTIOIHUTEJIBHO COAeprKalasi MUK npu 3HadeHnu yria 20 13.0 +/- 0.2 rpagyca yria 20.

4. Kpucrannuueckast conesasi gopma rumpodpomuga TeOuUNeHeMa MHBOKCHIIA IO
moOoMy u3 M. 1-3, TOTIOTHUTENPHO CoAep kalnas MUK npy 3HaueHnH yria 20 14.0 +/- 0.2 rpagyca

yria 20.

5. Kpucrannuyeckast conesasi ¢opma runpodpomuna TeOUNeHeMa MHBOKCHIIA IO
ar00oMy u3 1. 1-4, TONOJTHUTENBHO COAEpIKaliasi MUK NPy 3HaueHuu yria 20 26.1 +/- 0.2 rpaayca

yrina 26.

6. Kpucrannuueckast conesasi ¢opma ruppodpomuna TeOUNeHeMa MHBOKCHIIA IO
ar00oMy u3 1. 1-5, TONOTHUTENBHO COAepIKaliasi MUK NPy 3HaUYeHuu yria 20 23.5 +/- 0.2 rpaayca

yrina 26.

7. Kpucrannuueckast conesasi ¢opma ruppodpomuna TeOUNeHeMa MHBOKCHIIA IO
mro6omy 13 1. 1-6, JONMOTHUTENBHO CoAepIKalasi MUK MpH 3HaueHuu yria 20 20.4 +/- 0.2 rpanyca

yrina 26.

8. Kpucrannuueckast coneBasi ¢opma ruppodpomuna TeOUNEHEMa MHBOKCHIIA IO
Jar00oMy u3 . 1-7, TONMOTHUTENBHO COAepIKaliasi MUK Mpy 3HaueHuu yria 20 25.8 +/- 0.2 rpaayca

yrina 26.

1
3AMEHSIIOLIUN JIUCT



9. Kpucrammuyeckas coneBasi ¢opma ruapoOpomuna TeOWeHeMa MUBOKCUIIA IO
nrobomy u3 . 1-8, monoHUTENbHO XapakTepusyoomasics npodunem DSC, kak npencrasieHo Ha

¢ur. 15.

10.  Kpucrammmgyeckass cojeBasi ¢opma ruapoOpomuna TeOHWIeHeMa MUBOKCHIIA IO
mobomy u3 . 1-8, nonomHUTENBHO XapakTepusyromasics npodpuiem DSC, xapakrepusyomumest
3HAO0TEpMO ¢ HavasnoM npu 32,9°C u MuHuMyMoM nipu 66,3°C 1 BTOpOH 3HAOTEPMOI € Ha4aJIOM

npu 186,8°C u makcumymom npu 190,8°C.

I1. dapmaneBTHUeCcKass KOMIIO3ULIUS, COAEpIKallas CoJb TeOUNeHeMa NMHBOKCUIA U
(u3nONOrnvecKn MpUEMIIEMBI HOCHTENb, 7€ COJNb TeOWUIeHeMa MHMBOKCUJIA COCTAaBJIAET I10

MeHblIel Mepe 90% KpHCTAIUTMYEeCKOH oM TeOuneHeMa MMBOKCHIIA 1o Jiro0omMy u3 mm. 1-10.

12.  ®apmaueBTHYecKas KOMIO3ULIHMA MO M. 11, rae KOMIO3UIMS NPeacTaBisieT coOoit
JIEKapCTBEHHYIO (OpMy Uil BHYTPHBEHHOTO, MHBEKIIMOHHOTO, MECTHOI'O WM IEPOPATBbHOrO

IMPUMEHEHU.

13.  ®apmaueBTHYECKAs KOMIO3HULMS 1O 1. 12, r1e KOMIO3ULHS IPEACTABIIsIET COOO

JIEKApPCTBEHHYIO (DOPMY ISt IEPOPATILHOTO MPUMeHEeHUsI B (popMe TaOJIeTKH UJTH KaTiCyJIbl.

14.  TlpumeHeHHE KPHCTAJNIMYECKOW COJM TeOHMIEeHeMa MUBOKCHJIA 1O JIOOOMY H3
nn. 1-10 wnn papmaneBTHUeCKOW KOMIO3UIMK 1o M. 11 wam 12 qyis nedeHus: GakTepuanibHOU

UH(EKIUH y MAUeHTa.

15. Tlpumenenue mno m.14, rme OakrepuanbHas HHPEKUUS TPENCTaBIAET COOOM

UH(EKIHNIO, BBI3BIBAEMYO IPaMOTPHIATENIbHBIMUA OAKTEPHSIMU.

16. IIpumenenne mo m.14, rme OakrepuanbHas WHQEKIUS TPEACTABISIET COOOM
UH(EKIHIO, BBI3bIBAEMYIO £, coli, nHdpexumro, Be3biBaeMyto Klebsiella pneumoniae, nadeximro,
BbI3BIBAEMYI0 Acinetobacter baumannii, napexmo, BeI3bIBaEMYyI0 Pseudomonas aeruginosa,

UH(EKIHIO, BhI3bIBaeMY0 Neisseria gonorrhoeae, nnu MHPEKIHIO, BBI3BIBAEMYIO Yersinia pestis.

17.  Tlpumenenue no job6omMy u3 m. 14-16, rue mauueHTOM SIBJISIETCS YEJIOBEK.
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18.  Ilpumenenune mno mobOomy wu3 mm. 14-16, rme OaxkTepuanbHas WHQPEKIH

NpPEACTaBIsIET COOOH MHPEKIIMIO MOYEBBIX My TEH.

19.  Tlpumenenue mo moOomy u3 nm. 14-18, rae KOMOO3MLMS COAEPIKUT BTOPOE

AKTUBHOEC CPCACTBO B AOIOJIHCHUE K KpHCTaHHquCKOﬁ CoJIu TeOUTeHEMA TMBOKCHIIA.

20. Ilpumenenue mo m. 18, rme BTOpOE aKTHBHOE CPEACTBO NPEACTABISIET COOOM
AHTUOWMOTHK.
21.  Ilpumenenue no moOomy u3 mm. 14-18, rae BTOpoe akTUBHOE CPENCTBO BBOST

NAlMEHTy B KOMOMHALNU C KPUCTAJUIMYECKON COJBbIO TeOUIeHeMa MUBOKCHJIA.

22.  Ilpumenenuwe mo m. 21, rae BTOpoe AKTHBHOE CPEICTBO IMPEACTABIAET COOOM

AHTUOUOTHUK.

23.  Ilpumenenme 1o mobomy wu3 mm. 19-22, raoe OaxrepuanbHas HHPEKIMS

npencTaBisier coO0i HHPEKINIO, BHI3BIBAEMYO IPAMOTPULIATEIbHBIMHI OaKTEPUIMH.

24,  TIlpumenenue mo m.23, rae OakrepuanbHas HHQPEKLUUsS TNPENCTaBIAET COOOM
uH(EKIHI0, BbI3bIBAEMYIO £, coli, nndexuuio, Be3biBaeMyto Klebsiella pneumoniae, nadeximro,
BbI3bIBAEMYI0 Acinetobacter baumannii, nadexumro, BeI3bIBacMyt0 Pseudomonas aeruginosa,

uH(EKIHIo, BbI3bIBaeMY0 Neisseria gonorrhoeae, nnu MHPEKIHIO, BBI3BIBAEMYIO Yersinia pestis.
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inventions in this international application, as follows:

1. claims: 1-4(completely); 34-44(partially)

A crystalline tebipenem pivoxil ethane sulfonate salt form

2. claims: 5-8(completely); 34-44(partially)

A crystalline tebipenem pivoxil ketoglutarate salt form

3. claims: 9-16(completely); 34-44(partially)

A crystalline tebipenem pivoxil maleate salt form

4. claims: 17-20(completely); 34-44(partially)

A crystalline tebipenem pivoxil malate salt form

5. claims: 21-24(completely); 34-44(partially)

A crystalline tebipenem pivoxil methane sulfonate salt form

6. claims: 25-29(completely); 34-44(partially)

A crystalline tebipenem pivoxil hydrobromide salt form

7. claims: 30-33(completely); 34-44(partially)

A crystalline tebipenem pivoxil edisylate salt form
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