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MeTOKCH-7-[(1-MeTHII-4-TIUIIePUIUHII )METOKCH | -4-XMHA30JMHAMUHA,  CIOCO0 €€  TOoNydYeHus u
(hapMareBTHUECKYI0 KOMIIO3UIINIO Ha €€ OCHOBE JUTA JICUCHNSI OHKOJIOTMIeCKuX 3a0oneBaHnid. OCHOBHOM
TEXHUYECKUH pE3yJbTaT 3aKo4aeTcsl B CO3/aHMM HOBOW KpHUCTAJUTMUECKOH (opMmbl, obnamaromeit
YIY4IIEHHOH OWOJIOTMYECKO JTOCTYMHOCTBIO M TEPANEeBTHUECKOW 3((PEKTUBHOCTBIO 10 CPAaBHEHHIO C
W3BECTHOW KPUCTAIUTHMYECKOH (opMoil Toro ke coemuHeHus. [lpeanmaraemas kpuctammmdeckas Gpopma
xapakTepu3yeTcss MakcumyMamu mpu 6,90; 10,34; 16,28; 17,48; 18,36; 23,25; 25,47+0,20° yrma 26
Ha TOPOIIKOBOH Au(ppaKTOrpaMMe, MOTydeHHOH NpH jmuHe BomHbI 1,54056 A. Crnoco6 momyueHus
KPHCTAUINIECKOH (DOPMBI BKIFOYAET CIEAYIOUINE CTAAWU: NPUTOTOBIEHHE pPacTBOpa ChHIPHEBOro N-
(4-6pom-2-dropdenrn)-6-meTokcH-7-[ (1-MeTHIT-4-IUITepH IUHIIT )METOKCH | -4-XHHA30IMHAMUHA B 95%
9TaHoJIe; CMELIMBaHKE TTOJyYEHHOT'0 PacTBOpa C BOJOH C 00pa3oBaHMEM CYCIIEH3HH; BBIJCICHUE OCaIKa
MIPOAYKTA U 3aMOPa)KUBAHHUE €T0 )KUAKHUM a30TOM; CyOIMMAIMOHHAs CYIIKa 3aMOPOKEHHOTO 0CaKa IPH
TeMIlepaTypax Ha KOHJEHcaTope oT npuMepHo -50 1o npumepHo -56°C, Ha IPOAyKTe OT IpUMEPHO -196
10 mpuMepHo +30°C M OCTAaTOUHOM AaBleHHMH B Kamepe oT 8x10° 1o 5x107 MM pT.CT.; 3ameKaHHe
MIOJTyYeHHOTO JTHodrIn3ara mpu Temmeparype 70+£2°C.
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MIIK: A61P 35/00; A61K31/00; CO7D239/94;
C07D401/12, CO7D211/16; CO7D401/12; A61K31/517

KPUCTAJIIMYECKAS ®OPMA N-(4-5POM-2-OTOPOEHMIT)-6-METOKCH-7-[(1-
METUJI-4-TTUITEPUIMHUTMETOKCHU]-4-XMHA3OJMHAMMHA, CITOCOB EE
[TOJIYUYEHUS (BAPUAHTBI) U ®APMAIIEBTUUECKA S KOMITO3ULIUA JIA
JIEYEHU S OHKOJIOI MYECKUX 3ABOJIEBAHUI

Onwucanue nzobpereHus
O0sacTh TEXHHKH, K KOTOPOH OTHOCUTCH H300peTeHHe

H3o0peTeHne OTHOCHUTCSI K HOBOW, HEM3BECTHOM paHee e-KpucTauinaeckoi gpopme N-(4-
opom-2-propdenrn)-6-meTokcu-7-[(1-mMeTui-4-nunepuaInHII )METOKCH |-4-X MHA30JTMHAMIHA
(MeKIyHapOIHOE HENpONpHeTApHOE Ha3BaHUE — BaHIETAHHO), CMOCOOYy €€ TONydeHUs W
NPUMEHEHUIO B (hapMaLeBTHUECKUX KOMIO3HMLUAX, KOTOPBIE MOTYT OBITh HCIOJB30BAHBI IS
JIEYSHHsT OHKOJIOTMYECKHX 3a00JIeBaHUI.

IpeamecTByOUHi yPOBEHb TEXHUKH

[Monmumopdusm mpencrapisier coOO CMOCOOHOCTH ONHOTO U TOTO K€ XHMHUYECKOTO
COEMHEHUs] CYIIEeCTBOBATh B pasHbIX KpHCTaMUecKux (opmax. Pasable mnomuMopdsr
XapaKTePU3YIOTCS Pa3IMYHBIM B3aUMOPACIIONOKEHHEM aTOMOB BHYTPHU 3JIEMEHTAPHOH sUelKHy,
YTO OKa3bIBA€T BJIMAHHE Ha MHOTrHe (DU3UKO-XMMHUYECKHE CBOICTBAa BEINECTBA, TaKUE Kak
TeMIepaTypa IUIABJIEHUS, IUIOTHOCTb, TBEPAOCTb, CTaOMJIBHOCTb, PAaCTBOPHMOCTb, CKOPOCTb
PacTBOPEHHsI, TMUIPOCKONMUYHOCTD. PasnnyarorT monmumopdusM ynakoBKH, KOH(OPMALOHHBIH
nomumopusm. TlocnenHuii CBsI3aH € TeM, YTO MOJIEKYJIbl BEINEeCTBA HAXOMAATCS B Pa3HBIX
koH(popmanusax. OTAETbHBIM BHIOM MOJIUMOP(PHU3MA CUHUTAETCS MOJUTHIINS, TOJ KOTOPOM
MOHUMAIOT W3MEHEHHE B CTPYKType MyTéM HeOONBLIOrO CMELICHHUS CIIOEB, MPUBOMSALIETO K
YBEJIMYCHUIO  TEPUOAMYHOCTH B  HANPABICHWH  TNEPHEHAMKYJSIpHOM  ciosiM.  Ilox
NICEBIONIOIMMOP(PU3MOM  TPUHSATO TMOHUMATh  PA3JIMYHYK  KPHCTALIHUECKYO  (dopmy,
BBI3BAHHYIO 00pa30BaHUEM COJIbBATOB (THIPATOB).

Paznble moamMop(dbl JEKapCTBEHHBIX BELIECTB HE TOJNBKO OTIMYAOTCS (PU3HUECKUMH
CBOWCTBAMHM, HO TaKXe€ CIOCOOHBI JI€MOHCTPUPOBATh PA3IUYHYIO (HapMAKOKUHETHUECKHE U
(apMakonMHAMHYECKHE TTAPAMETPBI TP NEPOPATLHOM BBEIEHUHN MX YEJOBEKY HUIH KUBOTHBIM.
B penxux cnydasx monmuMopdul JIEKapCTBEHHOIO COEOUHEHHsS MOTYT BOOOIIE HE MPOSIBIIATH
TepaneBTHUecKOd 3(dekTuBHOCTH. [loKazaTenbHbIM MPUMEPOM TAKOro Cilydas SBISIETCS
puroHasup [J. Bauer, et al. Ritonavir: An Extraordinary Example of Conformational

Polymorphism. Pharm. Res., 2001, 18 (6)]. MHorna wucrnonb3oBaHHE€ HOBBIX HOJUMOP(GOB
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MIO3BOJISIET YCOBEPLIEHCTBOBATh TEXHOJIOTHYECKUE CBOWMCTBA cyOcTtaHiuil. Tak, mapaneramon B
CBOEH TEePMOAMHAMHYECKH CTa0MJIbHOW KpucTayummyeckod ¢opme I Oblm m3BecTeH TeMm, 4TO
oOnagan TUIOXOM TNPEcCyeMOCTBhIO M ChIMY4eCTbIO, UM TpeOOBaJ HCHOIB30BAHUS OOJIBIIOTO
KOJINYECTBA BCIIOMOTaTENIbHBIX UHIPEAUEHTOB ISl MPUAAHUS €My MOAXOASIIIUX MEXaHUYECKHX
CBOICTB INpH TNPOU3BOACTBE TaOJETHPOBAHHOIO JIEKAPCTBEHHOro mpenapara. lIpumeHeHue
MeracTabuiIbHONW  KpucTajuimdeckod ¢opmbel 11 mosBoimno pemuth npobieMy  IUIOXOH
NPECCYEMOCTH | ChIMy4ecTH 0e3 MCIOMb30BaHMs SKCIUNHEHTOB. [Ip 5TOM OBLIO OKA3aHO, YTO
Tpanchopmarms ¢opmel 11 B dopmy I, mpoucxonsiimas B TOTOBbIX TaOJleTKaxX B MPOLECCE HX
XpaHeHMsl, He CKa3bIBaeTcsi Ha OumomoctymHoctu BemectBa [P.D. Martino et al. A new pure
paracetamol for direct compression: The orthorhombic form. Int. J. Pharmaceutics, 1996, 128,
1-8, 859-866].

Crnenyer OTMETHTb, YTO OOHAPYKEHHE HOBOTO MOJIHMOpda C MOJNE3HBIMH CBOHCTBAMHU
IUI U3BECTHOIO XMMHUYECKOTO COEAUHEHMsI AaJleKO HEe BCerjaa sBJIsIeTCs UTOrOM PYTUHHOM
ONTUMH3ALNN YCIOBHH KPHCTAIM3ALNN MYyTEM IOCIEIOBATENLHOTO nepedopa psiia yCIOBUA,
pacTBOpHTENEH U T.1., a IPEACTABIISIET COOOM Pe3yIbTaT TBOPUECKOTO TPyAa HccaenoBaTeiei. B
NPOTUBHOM CIIy4ae, BCE€ BO3MOJKHBIE MOJUMOP(QBI YCTAHABIMBAJIHNCH Obl B XOAE MEPBHYHOTO
nomMop¢dHOro ckpuHUHTa. C Yy4€TOM 3TOrO, BBINOJHEHHWE NAHHOW 3a/a4l MOXKET CUMTATBCS
Ba)XHBIM HAYYHO-TEXHUYECKUM JTOCTHIKEHUEM.

SBnsAsACh CENEKTUBHBIM HHTUOUTOPOM THPO3MHKHMHA3BI, BAaHAETAHWO MOJABISAET
aKTUBHOCTh THPO3MHKHHA3bI penenrtopa-2 (axropa pocra cocyaucroro suuorenus (VEGR),
CTUMYJIUpOBaHHOTO (hakTopoMm pocta cocyauctoro sHporenuss (VEGR) B sHOooTenuanbHbBIX
xieTkax. OH HHruOUpyeT MUrpaLHo, npoardepanuio, BbBBKUBAEMOCTb SHAOTEIHAIBHBIX KIETOK
1 (OPMHUPOBAHUE HOBBIX KPOBEHOCHBIX COCY0B, cTuMynpoBaHHbiX VEGR Ha in vitro Mopensix
aHruoreHesa. In vivo BaHAeTaHHMO yMEHbBIIAET AHTMOTEHE3, WHAYLHMPOBAHHBIA OIMYyXOJEBBIMH
KJIETKaMH, NTPOHUL[AEMOCTb COCYJIOB U IJIOTHOCTb MUKPOCOCYAUCTON CETU OIyXOJIH, MOAABISIET
POCT OMYyXOJH M METaCTa30B Ha MOJAEJSX I'eTepPOTPAHCIUIAHTA paka JIETKOro y Oe3TUMYyCHBIX
mblireld. Kpome Toro, B KJleTKax OMyXOJId U SHAOTEIHAIBHBIX KJIETKaX BaHAETAHHO WHTHOUpYeT
THUPO3WHKUHA3Y pernenTtopa snuaepmanbHoro ¢akropa pocta (EGF), crumynuposannoro EGF.
Banneranu6 nonasnsier EGRF-3aBucumyto nmponugepannio 1 BBLDKHBAEMOCTb KJIETOK in vitro. In
Vitro HCCIeNOBaHUS TIOKA3alH, YTO BAHAETAHWO TaKXKe HMHTHOMPYET AaKTHBHOCTb JAPYTHX
TUPO3WHKMHA3, BKJIIOUAs peapaHKupoBaHHbIX BO Bpems TpaHchekumu (RET) u tuposnnkuHa3z
peuenropa-3 VEGF (Flt-4). [MHCTpyKUMS TO MEIULIMHCKOMY NPUMEHEHUIO JIEKAPCTBEHHOTO
npernapata «Kampesnca», TabneTkw, MOKpbITHIE TIeHOYHONW obomoukoi JIIT 002238-190913,

nanee UMII «Kamnpencay ]



HssecTHO MIPOTUBOOITYX0JIEBOE CPEICTBO u3 cemeiicTBa UHTHOUTOPOB
npotenHTHpo3nHKNHA3 «Kampesncay», Beimyckaemoe B (popme TabieTOK, MOKPBITHIX MIIEHOYHON
obonoukoii. Cormacio MMII «Kamnpenca», npemnapar HpuUMEHsSETCs NMPU Hepe3eKTaOeIbHOM
MECTHOPACTIPOCTPAHEHHOM HJIM METACTATUYECKOM MENYJUISIPHOM pake IMUTOBUAHON XKeJEe3bl.

IlepBasi m3BeCTHast KpHCTAJUIMYecKas (opMa BaHIAEHTAHMOA pPacKpbiTa B IMATEHTHOM
cemeiictee ¢ mpuopurerom ot 30.09.2005 mo 3asBke GB20050019879. Tak, B poccuiickom
narente Ne 2448102 C2 (omy6a. 20.04.2012; MIIK: CO7D 401/12, CO7D 239/94, C0O7D211/16),
OTHOCALIEMCSI K JaHHOMY CEMEHCTBY, ONHCAaHbl CHOCOOBI TIOJYYEHHUS BaHAETaHUOA W
NPOMEXYTOUYHBIX coenuHeHui. Kpucramnuueckas CTpPyKTypa IIOJYYEHHOTO COEIMHEHUs
OXapaKTepHU30BaHa IPH IOMOLIU CHEKTPOB TOPOIIKOBOW PEHTreHOBCKOH audpakiuu (CM.
Tabn.1).

Eme onmna kpucrammudeckas ¢opma packpbiBaercsi B marente Kuras CN106397401B
(ony6un. 13.11.2018; MIIK: A61P35/00; C07D401/12). Onucannas ¢opma oxapaKkTepu3OBaHA
npu mnoMmomu peHtreHodazosoro aHamu3a (cm.  Tabm. 1), bsmeMeHTHOro aHanmmM3a,
TEPMOTPABUMETPUIECKOrO aHaimn3a. TeMnepaTypa IJIaBJeHHs] KPUCTAJUIMYECKOrO BaHIETaHHOA
cocraBmia 245-248 °C. Jlnag mNONYy4EeHHOrO COEAMHEHWs HaOmomamy CTaOMiIbHOCTh TIpU
JUTUTENIbHOM XPaHEHUH, XOPOIIYIO PACTBOPHMOCTb B BOJIE, a TAKXKE CIaOyI0 TMIPOCKONTUYHOCTb.

B narentHoii 3asBke Kuras CN106619641A (ony6s. 10.05.2017; MIIK: A61K31/517,;
A61K9/48; A61P35/00; CO7D401/12) onncana kpuctaundeckas Gopma BaHaeTaHHOa, KOTopast
UCTIONIB3yeTCsl Uil mostyueHus: (papmaneBtudeckux komnoszuimit. B Tabmune 1 mpuBeneHsl
JIAHHBIE TOPOLIKOBON PEHTT€HOBCKOH MU PAKIMU 1Jis 3asBJICHHON KpUCTAIUINYECKOi Gopmbl. B
BBIIIEYKA3aHHOH IATEHTHOH 3asBKE TAaKKe€ IPHUBEAEHBI CIOCOOBI IOJNYYEHUs] HTaHHON
KPHUCTAJITHUECKON (POPMBbI BaHIETaHUOA.

B mnarentroit 3asBke Kuras CN106588881A (omy6a. 26.04.2017; MIIK: A61K31/517,
A61K9/16; A61P35/00; CO07D401/12) npencraBieHbl CrnocoObl TOJYYEHHUS BaHAETaHUOA.
[TonyueHHass  3asBJICHHbIMH  Ccrocobamu  KpucTajimueckas — ¢opma  BaHAeTraHuba
OXapaKTepHU30BaHa MPHU MOMOIIHU CIIEKTPOB MOPOLIKOBOH peHTreHOBCKOW nudpakimu (Tad. 1) u
TEPMOTPAaBUMETPUH. B MaTeHTHOH 3asBKE MOMOIHUTENBHO IMPHUBEAEHBI CIIOCOOBI MOJIYYEHHUS
(apMarieBTHIECKON KOMITO3ULIMH C HCIIOJIb30BAHUEM HOBOHM KPUCTAJUTMYECKOH (POPMBL.

B marentroit 3asBke Kuras CN106581002A (omy6xn. 26.04.2017; MIIK: A61K31/517,
A61K47/26; A61K9/16; A61P35/00; CO07D401/12) packpbiBaeTcss (apMaLeBTHYECKAS
KOMITO3ULMS, TIOJIyYE€HHAs! Ha OCHOBE HOBOH (POPMBI KPUCTAJUTMYECKOTO BaHAeTaHuOa. JlaHHbIe
peHTreHodasoBoro aHanusza mnpencrasieHsl B Tabmune 1. B 3asBke OTMEUYEHO, YTO JaHHAs
KpHCTaIMuecKast (GopMa OTINYAETCS PAJOM YJIYYIIEHHBIX (PU3NUECKUX U TEXHOJOTHUECKHX

XApPaKTEPUCTHUK, TAKUX KaK paCcTBOPUMOCTb B BOAC, CbINYy4YCCTb, TUTPOCKOMUYHOCTbL U T.A.
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3asiBlIEHHBIE TEXHUYCCKHE PE3YIbTAThI B BHUIOC YBe.]'II/ILIeHHOI\/'I 6I/IO)_'[OCTy1'IHOCTI/I u
TepaneBTHUeCKOW 3((EKTUBHOCTH HE NOATBEP)KAEHbl COOTBETCTBYIOIIUMH NpUMEpaMH B
onucaHuu. Takxke cIenyeT OTMETHTh, YTO NMPUBEAECHHBINH COCO0 MONMYyYEHUs] KPUCTAIUTMYECKON
(I)OprI BKJIIFOYACT HUCIIOJIB30OBAHUE HYCTBIPCXXJIOPUCTOTO YIJIEpOAA, HBJ'IH}OH_II/II‘/'ICH TOKCHUYHBIM
coenuHenueM. Cornacuo Tpedosanusim ICH (MexnyHapoanas KoH(epeHI s o rapMOHU3aIMN
TEeXHHYECKHX TpeOOBaHMH K perucrpauui (papMareBTHYEeCKUX MPOAYKTOB, MPeIHa3HAYEHHBIX
Ui IpUMeHeHust 4yesioBekoM) u ['ocynmapcTBeHHol (apmakonee P®D, mpenenbHO AOMYyCTHMOE
COZIepIKaHUE YETHIPEXXJIOPUCTOrO yriiepoaa B ¢papmaiesrrueckux npoaykrax (PDE) cocrasmsier
Bcero 4 m.ja. (0,0004 %). DTo nenaer AAHHBIA PACTBOPHUTENb MPAKTHYECKH MPOMBIIIJICHHO
HENMPUMEHUMBIM JJIsl TIOCJIEHUX CTaIuil MPOM3BOACTBA (hapMalleBTUYECKUX CYOCTaHLMHA C
YYETOM CJIOKHOCTH €ro YAJICHUs] U3 MPOAYKTa U BAJIMAALMU AHAIUTHYECKOW METOIUKU €ro
ONnpeaciCHUA ¢ HUXHUM MPEACTIOM KOJUYCCTBCHHOI'O O6Hapy}KeHI/I$I dHaJIMTa XOTA 6I:>I B TpHu
pa3a HUKE YKAa3aHHOTO 3HAYUCHUA. qupreXXHOpI/ICTbIﬁ YIJICPOA TAKKE CHHUTACTCA BELICCTBOM,
Pa3pyLIAOIINM O30HOBBIH CIION aTMOc(]epsl, a €ro 000POT CTPOTO PETYIUPYETCS] HA TEPPUTOPUHN
cTpaH, NpuHsBIIMX JIOHAOHCKYHO mompaBKy K MOHpeaabCKOMy MPOTOKOJNY IO BELIECTBaM,

pa3pyLIarOIIUM O30HOBBIHN CJIOM.

CymHocTh H3o0perenust
3asBleHHas rpymnna H300peTeHHMH OTHOCUTCS K HOBOH, HEW3BECTHOH paHee
E-KPUCTAIITNYECKOMN dbopme N-(4-6pom-2-propdennn)-6-merokcu-7-[(1-mermn-4-
MUMEePUIUHIIT)METOKCH |-4-X MHA30JIMHAMUHA (MEXAyHApOJHOE HEMAaTeHTOBAHHOE HA3BaHUE —
BaHAETaHHO), crocoly e€ MojydeHHs W NPUMEHEHHMIO B (hapMaLeBTHYECKUX KOMIIO3UIIMSX,
KOTOpbIE MOTYT OBbITh UCTIOJB30BAHBI JUIS JICUYSHHST OHKOJIOIMYECKHUX 3a00I€BaHHIA.

CoenuHeHne «BaHAETAaHUOY» XapaKTEPU3YETCs CIEAYIOLIEeH CTPYKTYPHOH (HOPMYJION:

BPYTTO—(I)OpMYJIOfII C22H24BI'FN402

MounekynsapHoi maccoit: 475,35.

3asBeHHass Tpymna H300peTeHUI HampaBlieHa Ha pELIeHWe AaKTyaJbHOH 3a1aqu
pacuIMpeHHs apceHasia HW3BECTHBIX MOJUMOPQHBIX (OpM BaHAETAaHHOA, KOTOPBIE MOTYT OBITH

HCIIOJBb30BaHbI AJIA JICUCHUA OHKOJIOIMYCCKHX 3a00JIeBaHHIA. I[aHHaH 3a/lava peLIacTCsa MyTEM
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CO3JIaHMsI HOBOMW, HEM3BECTHOM paHee Kpucrammndeckoi (opmbl N-(4-Opom-2-propdennn)-6-
MeTOKCH-7-[(1-MeTHI-4-nUnepuaAnHNIT) METOKCH |-4-X MTHA30IMHAMIHA (Banneranuba),
HA3BaHHON aBTOpaMu HW300peTeHHs] KpUCTAIMYeckord Qopmoit & (KpuUCTaTMUecKast
e-monuuxkarsi/popma, e-kpuctaaeckast Mmogudukarus/popma).

TexHU4YeCcKUM pe3ysNbTaTOM 3asiBJIEHHOH TIpynmbl H300pEeTEeHUH SBISIETCS CO3NaHHE
HOBOH KpHCTaJTMUECKOW (opMbl BaHAeTaHnOa, oOJamaroLiel yJIy4IIeHHOH OHONIOrH4ecKomn
OOCTYIMHOCTBEO ¥ TEPANEeBTHUECKOW 3(PPEKTUBHOCTBIO IO CPAaBHEHHIO C W3BECTHOM
KPUCTAJUTMUECKON (DOpMOIi, OMMCAHHOHN, B YaCTHOCTH, B maTeHTe Poccuiickoit Peneparuu
Ne2448102 C2, a Ttakke Oonee BbICOKash CTaOMIBHOCTH (PapMaleBTUYECKON KOMITO3HIIHHY,
cofepiKalie KpUCTAIHYECKYI0 (GOpMy € BaHAETaHHWOAa IO CPAaBHEHUIO C AHAJOTUYHOM
KOMIIO3UIIMEH, CoAepIKalleld KPUCTAIIMYECKY0 GopMy BaHmeTaHnOa Oe3 Ha3BaHUS, H3BECTHYIO
u3 narenra Kurtas Ne 106397401 B (omy6u. 13.11.2018).

Kpucranmudeckass ¢opma € BaHzmeraHuba 1O  HACTOSIIEMY  HU300PETEHUIO
XapaKTepU3yeTCsl 3HAUEHMSIMUA YIJIOB 20 1l OCHOBHBIX MaKCHMYMOB B CIIEKTPE MOPOLIKOBOH
peHtreHoBckoi mudpakuuu npu 6,90; 10,34; 16,28; 17,48, 18,36; 23,25; 25,47 +0,20 rpan.
OnvHakoBBIE YCIOBUS PETUCTPALMM  PEHTI€HOTPAMM, TNOJYYEHHBIX C HCIHOJIb30BAHUEM
MoHOXpoMaTHueckoro mnyuenns Cu(Ke) ¢ nnunoii Bonnsl A = 1,5406 A, mo3BonstoT CpaBHUTE
5TH JaHHBIE C W3BECTHBIMU KpHUCTauMdecKuMu (opmamu. Ilo MONOKEHUIO YKa3aHHBIX
I(pPaKIUOHHBIX MAaKCUMyMOB, KpUCTajulndeckass ¢opma BaHAeTaHHOAa IO HACTOALIEMY
N300pETEHHIO HE COBIAIaeT HU C OAHOM M3 M3BECTHBIX Kpucrajumueckux ¢popm (cm. Tabn. 7).
CnenoBarenbHo, 3asBieHHast popma siBisieTcss HoBol. KauecTBeHHbIH aHan3 qudpakTorpaMmsl
NPOBONMWIICS. B COOTBETCTBUM ¢ TpeOoBaHWsMu, mpeaycMorpeHHeiMu OPC TI'd P
«PeHTreHoBckasi mopomkoBas auppakToMeTpusiy. Kpurepuem CXOmuMOCTH YriioB 20 s
CpPaBHUBAEMbIX AH(PPAKTOrpaMM SIBJISIOCH COBMAJCHUE IU(PPAKIMOHHBIX MAaKCHMyMOB B
npenenax 0,20 rpax. Jynsa onpeneieHus MOJOXKEHHS TU(PPAKLHUOHHBIX MAaKCHMyMOB ObLIa
UCTIOJIb30BaHa KoMIbroTepHast nporpamma OriginPro 2018 SR1 Bepcust 9.5.1.195.

JUii  e-KpHCTAJUTMUECKOro BaHzaeTaHnOa Ha TepMmorpamme aunddepeHrnanpHONR
CKaHUpyIOIIel kamopumerpun Habmomarorcss 3¢dexto mpu Temmeparypax okono 234 °C
(sHmoTepmuueckuii) u okono 242 °C (sx3oTepmuueckuii). [IockoNbKy KOOPIUHATHI 3KCTpEMyMa
Ha kpuBoi JICK cCyIiecTBEHHO 3aBUCSAT OT KOHCTPYKIMU MpUOOpa W YCIOBUH NPOBEICHUS
SKCIIEPUMEHTA, BO BCEX CIIyYasX B KAueCTBE TEMIIEpaTyphbl (pa3oBOro mepexona MPUHUMAIACH
TeMIIepaTypa Havaja epexoa, COOTBETCTBYIOIAS TOUKE MEPECEUEHUs], SKCTPAIIOJINPOBAHHON B
obnacte muka 0a30BOU JuHUM Tpaduka C KacaTeNbHOW K TOYKE Mepernda Ha JIEBOM IUIeUe

KpUBOH (Tonser)-



Kpucramnmmdeckas popma & Banmerannda ocraercs (a3oBO-CTAOMIBHON B TEUEHUE, KaK
MHUHUMYM, 12 mecsieB XxpaHeHus npu temmneparype 25 £ 2 °C U OTHOCUTENbHON BiaskHOCTH 60
+ 5% (Ilpumep 7). laHHbIE O CTAaOMJIBHOCTH TOTOBOT'O JIEKAPCTBEHHOI'O CPENCTBA HA OCHOBE
KPHCTAJNIMUECKOro BaHAeTaHHOa 1o n3ooperenuto npuseneHs! B [Ipumepe 8.

JUsi TOCTOBEPHOrO CpaBHEHUS (PapMaKOKMHETHUECKUX TapaMeTPOB U TE€PaNeBTUYECKOM

AKTHBHOCTH MOJMMOP(OB BaHAeTaHHOA OblIa JONOJHUTEIBHO CHHTE3UPOBAHA KPUCTATUIECKAS
dopma, omucanHas B maTeHTHOH 3asBke CN1065811002A (mpumep 11). Ilomumopd ObLi
NOJIy4eH METO/OM, TMPHUBENEHHbIM B TmpuMepe | BbIIEYKA3aHHOH NyOauKaluu, MyTeM
NepeoCakISHHS U KPUCTAUTH3AMH U3 HACBIIEHHOTO BOJHOTO PacTBOPA.
C uenpr0 OLIEHKH TepamneBTHYEeCKOH 3((PEKTHMBHOCTH KPHCTAJUIMYECKOTO BaHIETaHHOA HaMHU
NPOBENEHbl HCCIENOBaHUA Ha O€3TUMYCHBIX HMMMyHOnepuUHUTHbIX Mbimax (IIpumep 10).
JKVUBOTHBIM BBOAMJIUCH KJIETKH Henu(p(HepeHIUPOBAHHON KapLUHOMBI LIUTOBHUAHOHN >KEJe3bl
8305C. Hanmnyummii pe3ysapTaT NpOTHBOONYXOJIEBOH aKTHBHOCTH HAOOJANCs B rpymmax 1 u 2,
e JICYeHNEe MPOBOAWIM KPUCTAITMYECKIM BaHIETAHUOOM, MOJYYEHHBIM 1O puMepam 2 u 3a.
@dapMaKOKMHETHUECKHE TapaMeTpbl, TaKWe KakK BpeMs HACTYIUIGHHS «MaKCHMAJIbHOM
KOHLIGHTPAL[MM», TEPHOA  TOJYBbIBEAEHUS U  OHOAOCTYIIHOCTb, CPAaBHUBAIUCH IS
KPUCTAJUTHYECKOH (POPMBI € BaHAETaHHOA MO HACTOSIIIEMY H300pETeHHIO U (POPMBI, TTOTyUEHHOM
no npumepam 4 u 11. buomoctymHocTh KpucTaminyeckoi (oOpMbl € BaHAeTaHuOa 10
HACTOSIIEMY M300pETEHHMIO OKa3aiach JOCTOBEPHO BbIlle U coctaBuia 66% u 64%, Torna kak
Iy U3BEeCTHOH (opmbl mo mpumepy 4 stor mapamerp Obut 55%, mo mpumepy 11 — 50%
(ITpumep 9).

B mnepBoHauanbHOM BapuaHTe CIOCO0Aa IOMYYEHUS] KPUCTAIIIMYECKOH (OopMBI &,
CBIPbEBOI BaHIETAHUO PACTBOPSUIM B TOPSYEM STAHOJE, TOCIE HYero BBICAKUBAJIU BOIOM.
OO6pa3oBaBUIYIOCS CYCNEH3UI0 (DUIBTPOBAJIH, MPOMBIBAJH BOAOH, BJIAXKHBIH OCaOK C (UIbTPA
3aMOpPAKMBAIM JKUAKUM a30TOM, TMOJBEPrajid CyOJMMAIMOHHOW CyIIKe, T[OCJe Yero
NIOJIYYEeHHBIN JIMOQUIN3AT 3aMeKanu B T€YeHHEe MpuUMepHO 40 4acoB MPH TEMIIEPATYpe OKOJIO
+70£2 °C.

B ycoBepiIeHCTBOBAHHOM BapHaHTE CIIOCO0a MONYUEHHS £-KPUCTAITHYECKOH (POPMBI TIO
HACTOSIIEMY HM300pPETEHHIO CHIPHEBOH BaHAETAHUO NMEPEKPHCTAIIM3OBBIBAIN U3 MOIXOMASIIETO
HU3KOTOKCHYHOTO PACTBOPUTENS WM CMECH PACTBOPHUTENEH C HCIONBb30BAHHEM HEKOTOPOTO
KOJIMYECTBA &-KPUCTAJUTMYECKON (opMbl BaHAeTaHMOa B KadecTBe 3aTpaBku. [Ipum 3TOM
CBIPbEBOI BAHIETAHUO MOXKET OBbITh IMOJYYEH XUMHUYECKUM CHHTE30M C HCIIOJIb30BAHUEM
peakuud  BOCCTAHOBHUTEIBHOrO  MeTminupoBaHus  N-(4-Opom-2-¢ropdenun)-6-meTokcu-7-
((munepuanH-4-MI)METOKCH)XMHA30JIMH-4-aMMHa ~ 1ox  JeiictBueM  (Qopmanbieruaa |

TPHALIETOKCUOOPTUIPUIA HATPHSI B CMECH YKCYCHON KHCIJIOTBI, XJIOPUCTOrO METUJIEHA U 3TAHOJIA
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(cm. ITpumep 1). Kpucrammsanust MOJy4eHHOTO BaHAeTaHUOa B POPMY € TTO3BOJISIET YMEHBIIHUTh
CoZep KaHUE OCTATOYHBIX OPraHUYECKUX PACTBOPUTENECH HUXKE PErNIAMEHTUPYEMBIX MIPEAEIIOB.
Ilepeyennb ¢uryp, yepreskeH H HHbIX MATEPHAJIOB

JUisi  TOSICHEHUs CYLIHOCTH 3asBJSIEMOTO TEXHUYECKOTO pPELIeHUsT K OINUCAHUIO
npunoxkensl @ur. 1-5.

Ha @ur. 1 npusenena tepmorpamma augepeHnanbHON CKaHUPYIOIIEH KaloOpuMeTpUH
KPHUCTAJTHUECKOH (POPMBI € BaHAETaHHOA TI0 TIPUMeEpy 2.

Ha ®wur. 2 npuBeneHa mnopoikoBas audpakTorpamMma KpPUCTAJUTUYECKOH (GopMbI &
BaHJIETAaHUOA, TOJYYEHHOTO IO MPUMEpY 2.

Ha ®ur. 3 npuBenena mopoiukoBas AudpakTorpaMMa H3BECTHOH KPUCTAJUINYECKOM
¢dopmbI BargeTaHNOA, IOJYYESHHOMH 1O TpuMepy 4.

Ha ®ur. 4 npuseaen 'H aMP CIIEKTp BaHIETaHWOA, CHHTE3UPOBAHHOTO 1O mpumepy 1,
3aperucTpupoBaHHblii Ha dyactore 600 MIp B nmeHTEepUPOBAHHOM IUMETHIICYJIbGOKCHIE
(AMCO-D6).

Ha ®ur. 5 npusenen Bc amp CHEKTP KpUCTAJUIMYeCKOH (OpMbI € BaHIETaHHOA,
MOJIy4YEeHHON MO MpuMepy 2, 3aperucTpupoBaHHblll Ha yactore 600 MI'l B aelitepupoBaHHOM
mumetmicyispokcune (AMCO-D6).

Ha ®ur. 6 npuseneH rpaduk CpaBHEHHs TepameBTUYECKOH 3(PPEKTUBHOCTH
KpHUCTaJIMuecKkoro BaHaeraHuOa. I'pymma 1 — BBemeHume Kpucrauimueckoil Qopmbr €
BaH/ETaHUOA, MOJYYEHHOIO MO MpUMepYy 2, rpynmna 2 — BBeJEHHE KPUCTATMYECKON (POpPMBI €
BaHAEeTaHHOA, MOJYYEHHOro MO Mpumepy 3a, rpymma 3 — BBeAEHHE KPHCTALIUYECKOTO
BaHAEeTaHHOA, NOJNy4eHHOro mo npumepy 4, rpymna 4 — BBEACHHE KPHCTAUIUYECKOTO

BaH/eTaHUOA, MOJy4YeHHOTO 1o npumepy 11, rpynna S (KOHTPOIIb) — HE MoJTyyalia JIEYeHUsI.

CaeneHusi, NOATBEPRAAONIHE CYIIHOCTH H300peTeHus!

@DM3UKO-XUMUYECKUH aHAJIN3 KPHCTAIMUECKOro BaHAeTaHHOa ObUl OCYILIECTBJICH
METOAOM SIICPHOM MAarHUTHOH CHIEKTPOCKOMHHU 'H u BC AMP, BOXX, TXKX wu
pentrenodaszosbiM anammsoM (PPA). Crextpsr 'H u PC SIMP Gbutd 3aperncTpupOBaHbl B
HACBIIIICHHOM pacTBOpe B AeitepupoBaHHOM numetwicynbdokcune (JIMCO-d6) wa SAMP-
cniekrpometpe Beicokoro paspemenust Bruker AVANCE 600 Ha paGoueit wactore 600 mI 1.

P®A mposogumu Ha nudpakromerpe Rigaku D/MAX-2500 (Rigaku, fAnonus) B CuKe
usnydennn (A = 1,54056 A).

Conepsxanne BOIbI aHAJIM3MPOBAJIOCH Ha aBTOMarudeckoM turparope C20D, Mettler

Toledo (I1Isetinapus).



Tepmoananutnueckue uccnenosanus nposomwin Ha npudope NETZSCH DSC 204 FI1.
HsmepurenbHyo cucteMy kanudposanu coriaacHo HopMme ISO 11357-1 mo mapamerpam ¢a3oBbix
nepexonos crangaptHbix BemecTs (CqH o, Hg, Oenzoitnas kucnora, Ga, KNOs, In, Sn, Bi, CsCl,
gucrora 99,99 %). Cucremaruueckas omundKa TemrepaTypHoi kanubposku (onpeneneHa mno In)
cocrasisier 0,1 °. O6pasibl TECTHPOBAIN B CTAHAAPTHBIX ATFOMUHHEBBIX steiikax (V = 56 mMm,
d = 6 MM), 3aBaJBLIOBAHHBIX KPBIUIKOH C OTBEPCTHEM (OTHOLICHHE IUJIOIANU AHA SYEHKH K
IUIOINAM OTBEPCTHUSI COCTABJIsUIO mopsinka 40) B moroke (40 mu/muH) azora (BU) mpu ckopoctu
HarpeBanus 10 °/MuH.

BO3MOXHOCTb OCYIIECTBIICHHs 3asBJICHHOW TPYIIbl H300PETEHHH HILTFOCTPHPYETCS
CJIEAVIOIIMMH MPUMEPAMH, HO HE OTPAHMYHBAETCS TOJIBKO MIMH.

pumep 1. Cunre3 N-(4-0pom-2-Ppropdenn)-6-meroxcu-7-[(1-meTni-4-

NUNEePUAHHIIT) MeTOKCH |-4-XHHA30JIHHAMIHA (BaHAeTAHN0Aa).

\\-
Q )C\
Na(CH,C00),BH. CH.0 M|
- \o "
CH;COOH. CH.Cl.. C.H.OH B

Cwmemmanu 10,0 r N-(4-6pom-2-propdenmn)-6-meTokcu-7-((munepuann-4-
WI)METOKCH )XUHA30IMH-4-aMuHa ¢ 4,2 M BogHoro ¢opmanpaeruna (37 % mac.) B 200 mn
CMECH XJIOPUCTOrO MeTwieHa u 3taHoia (3:1 v/v), nobasumm 13,7 r TpHanerokcuOopruapuaa
HaTpus, NpuKanaau 3,7 M JeAsHONH YKCyCHOW KUCJOTHL llonyueHHyr cMech mepemernanyu B
TeueHne 24 4 B armocdepe aszora. 3aTeM B peakLMOHHYI Maccy pobasumm 300 mu 5%-ro
pacTBopa rHapokapOOHaTa HATpusi W mepeMmemnaid B TeueHue | 4. OpraHudeckwit cjoi
OTAENWIN, PACTBOPUTENb YAAIWIM B Bakyyme. IlomydeHHbIH OCamoK MpOMbLIM Ha (ruibTpe
IMotra (S3) Bomoii 3%200 MIJI ¥ BBICYIIMJIM B BaKyyMe J0 MOCTOSTHHON Macchl. [Tomyumnm 8,5 T
(Berxox 83%) Banmeranuba. CTpyKTypa MOJYHYEHHOTO COSNUHEHHS MTOATBEPKACHA MIPU MOMOIIH

'H AMP cnektpockonuu (Pur. 4).

IIpumep 2. Ioayuyenne s-kpucraaandeckoro N-(4-6pom-2-propdenun)-6-meroxcu-
7-[(1-meTna-4-nunepuanHuI) MeTOKCH|-4-XHHA30JIMHAMHHA.

0,5 r N-(4-6pom-2-propdennn)-6-merokcu-7-[(1-meTnn-4-nunepuanHmI) METOKCH|-4-
xuHazonmHamuHa (mpomssoacTea Hangzhou Hyper Chemicals Limited, Kutaif) pactBopunu npu
HarpeBaHuu a0 npumepHo 55 °C B 100 mn 95 %-ro sTtaHona u Bbuinau B 400 MJI OYHMILEHHON
Boabpl. OOpa3oBaBIIVIOCS TOHKYIO CyCHeH3Ur0 LeHTpudyruposanu npu 1000g B TedeHue

npumepHo 10-20 mMuH, CynmepHaTaHT OTAENIMJIM, a BJIAXKHBIA OCAJOK MEPEHECIH B EMKOCTb U3
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HEP>KAaBEIOLIEH CTalMd, KOTOPYK MOrpyKajdd B JKUAKHMM a30T MpU  TeMIeparype
npumepHO -196 °C. TlonyueHHbI 3aMOPOKEHHBIH MPOAYKT MEPEHECTH B CYOIMMALMOHHYIO
KaMepy U MOJBEPIIIN CYOIMMALMOHHON CYIIKe B T€UEHUE MPUMEPHO 22 4 MPH TeMIlepaTypax Ha
KOHZIeHcaTope OT mpumMepHo -50 no mpumepno -56 °C, Ha mpoaykTe OT mpumepHo -196 no
npumepHo +30°C M OCTATOMHOM JaBIeHHH B Kamepe oT 8x107 g0 5x107 mm pr. cr. [lanee
NOJyYeHHbIH JTHOQHUIN3aT MOMECTHIM B pasorpersiii 10 +70+2 °C cymmnbHbel mkad u
BBIIEPIKAJIM B MPHU 3TOU Temrepatype B TeueHue okoso 40 4. ITonyuumu 0,49 r (Beixom 98%)
€-KPUCTAJUTMUECKOTO BaHAEeTaHHOAa B BHUIE JIETKOTO MEJIKOKPHCTAJIMYECKOrO TMOPOLIKA.
CTPYKTypa MOJy4eHHOrO COSAMHEH s Oblia MOATBEpKAeHa AaHHbIMU - C SIMP CrieKTpocKomim

(®wur.5).

IIpumep 3a. IlonyyeHue e-KPUCTAIIHYECKOr0 BAHAETAHHOA.

10,0 r ceipreBoro Banmeranuba (mpomssonctsa Hangzhou Hyper Chemicals Limited,
Kwuraii) pacTBOpuIN B 3TaHOJIE NPH TeMIlepaType KumeHus. [opsuuii pacTBOp OXJaMN 10
npumepHo 35 °C co CKOPOCTBIO OKOJIO | Tpai/MuH NpH NepeMeIInBaHIN U BHOCHIIN 3aTPaBKY
KPHUCTANTMUECKOH (popMbl € BaHAeTaHHOA, CHHTE3MPOBAHHOW mo mpumepy 2. OxmaxneHue
NPONOJLKHIIM C TOW K€ CKOPOCTBIO A0 Temmepatypel okojo 0 °C, 3areM mepemelmianu mnpu
npumepHo 0 °C B Teuenue okoio 4 4. OOpazoBaBLIniics 0CajoK OTQHUIBTPOBAIN HA MOPUCTOM
¢unbTpe Iorra (S3), mpoMbuIM OXJAXAEHHBIM 3TaHoNOM (3%10 M) W BBICYLIMJIM TIOA
BakyyMoM nipu temreparype okosno 40 °C no mocrosiHHON Maccel. [lonyunmu 9,74 r (BbIxon
97%). XapakTepHble THKH Ha AUPPAKTOrpaMMe MPOAYKTAa COBHAIU C IUPPAKTOrPaAMMOU

KpucTajuInueckor opmotii € BanneTaHn0a o npuMepy 2 ¢ TOUHOCTHIO £1 rpaj yria 26.

Ipumep 3b. [lonyueHue e-KpUCTAIINYECKOr0 BaHAeTaHHOA (MacmiTabupoBaHue).

Kpucranmuyeckuii BanmeTaHud MONYyYUSIA MO CMOCOOY, OMUCAHHOMY B Tpumepe 3a, ¢
ucnosnbzoBanreM 100 r cbipbeBOro BaHAeTaHNnOa (CUHTE3UpOBaHHOTO 1o pumepy 1). Tomyummu
96,4 T kpucTaUIMYecKoro BanaeTanuda (Bbrxon 96 %). XapakTepHble MUKH HAa MU PAKTOTpaMMe
NPOAYKTa COBMAIH C TU(PPAKTOrPAMMOI KPUCTAILITHUYECKOH (HOPMOIi € BaHAETAHHOA MO IPUMEPY

2 ¢ rouHocThIO £1 rpax yria 20.

IIpumep 3c. Iosyuenune kpucraaanieckoi ¢gopmbl € BAHAEeTAHHOA.

10,0 r ceipbeBOro BaHAeTaHHOA (CHHTE3UPOBAHHOTO MO MPUMeEPY 1) pacTBOPIIIU B CMeCH
uzonponanoa-stananerat (1:1 v/v) npu temneparype kunerus. ['opsianii pacTBOp OXJIAIUIH A0
npumepHo 40 °C co CKOpPOCTBIO NMPUMEpPHO 1 rpag/MuUH NpH NEpeMEIIMBAHMM M BHOCHIIH

3aTpaBKy KpHUCTAUTHUECKON (opMbl & BaHIeTaHHOa, CUHTE3UPOBAHHON IO mpumepy 2.
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OxnaxneHue NPOAOKMIN C TOM K€ CKOpPOCThIO N0 TemmepaTypbl okojo 0 °C, 3arem
nepememmany npu 0 °C B Teuenue npumepHo 4 4. OOpazoBaBIIUIiCS 0CaAOK OTQMIBTPOBAN HA
nopuctoM ¢unsrpe [lorTa (S3), mpombutn 3 x20 MJI OXJTaKASHHBIM 3TAHOJIOM U BBICYLIHIIH TTOX
BakyyMoM mipu Temreparype okosio 40 °C no mocrosiHHO#N Macchl [Tomyuunmu 9,69 r (BbIxox
97%). XapakTepHble NMUKH Ha IU(PPAKTOrpaMMe NPOAYKTA COBMNAAAIH C IU(PPAKTOrpamMMOM

€-KPHUCTAJUTNUECKOT0 BaHAETaHUOA Mo IpUMepy 2 ¢ TOYHOCThIO +1 rpaz yria 20.

Ipumep 4. IlonyuyeHue KPHUCTAINYECKOr0 BAaHAETAHH0A H3BECTHBIM CHOCOOOM
(matent P® Ne 2448102 C2, npumep 15).

10,0 r 7-(1-TpeT-0yTOKCHUKapOOHWIT ) TUIEPUINH-4-HIMETOKCH )-4-(4-Opom-2-
(TOpPaHWIUHO)-6-MeTOKCUXUHA30MHa, 4,5 Mt Boabl, 12,0 Myt MypaBbHHON KUCIOTHI U 12,1 M
BonHOTrO (hopmanpaeruna (37 % wmacc.) 3arpy3wiv B cocyn, OOOpYAOBAaHHBIM MEINAJIKOU |
nednermatopom B armocdepe asora. PeakiuonHyro cmech Harpenn a0 80°C B TeueHue
90 MUHYT U Tmepemellanu NpU 3TONH Temmeparype B TedeHue S5 uyacoB. Ilocme sToro
peakuoHHy cMech oxyaamiu 10 60°C u nobaswim 80 M1 MeTaHoJa, 3aTeM A00aBUIH 23 M
BOJHOTO pacTBopa ruapokcuaa xamus (49 % macc.) B TeueHue 2 yacos. B3Bech oxmaawmmu a0
20°C B TeueHue 2 YacoB, 3aTeM MPOAYKT Bbimenwian myTem (umbTpaumu. [Ipoaykt nsa pasa
IPOMBUINA BOAHBIM METaHOJOM (MeTaHoJ-Boaa 2:1 v/v, 06vém 300 mur) u Beicymuin npu 50°C B
BakyyMe 10 moctossHHON Mmacchl. ITomyummm 8,0 r (Bexom 94%). CtpykTypa HOJYyYEHHOTO
coenuHeHns ObUta TONTBepKkAeHa mpu momomm H SIMP crieKTpoCKOmHH, peHTreHO(a30BOro
anammu3a (Pur. 3). CnekTp MOPOIIKOBOH PEHTIEHOBCKOH AM(PPAKLUM COBMAAA] CO CHEKTPOM
HOPOIIKOBOI PEHTI€HOBCKOH IU(PAKIMKU KPUCTAJUIMUECKOTO BaHAETaHNOA, NMPHUBEAECHHOIO HA

®ur. 1 B nmareure RU 2448102 C2.

Ipumep S. OnpenesieHne OCTATOYHBIX OPraHHYECKHX PACTBOPHUTEJNeH B o0pa3uax
KPHCTAJJIHYECKOro BaHJAeTaHuO0a.

JInst KPUCTAJUIMYECKOrO BaHAETaHMOAa IO HM300pPETEHHI0 OCTATOYHbIE OPraHUYECKUe
pPacTBOPUTENHN ONpENesUId METOIOM Tra30BOi Xpomarorpadumu B coorBercTBuH ¢ ['® PO
(O®C.1.1.0008.15 «Ocrarounble opraHuueckue pactBopurenm», OPC.1.2.1.2.0004.15
«['a3oBass  xpomarorpadpuss», OPC.1.2.1.2.0001.15 «Xpomartorpadusiy) Ha ra3oBOM
xpomarorpade ¢ mporpaMMHUPOBAHHUEM TEMITEPATYPbI, CHAO)KEHHOM IJIAMEHHO-HOHU3aLIMOHHBIM
nerektopoMm GC-2010 Plus, Shimadzu (SImonus) 1 aBTOMaTHYECKUM yCTPOHCTBOM JUIsl aHAJIH3a

paBHOBeCHOM napoBoii ¢asbl Tuna «Headspace», AOC-5000 Plus, Shimadzu (IlIsetinapus).
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JlanHble 00 OCTATOYHBIX

Tabmuua 1

OpPTaHUYECKUX PACTBOPHUTEISIX B 00paslax KPHCTAITHYECKOTO

BaHAEeTaHUOA
e-Kpucran- e-Kpucran- e-Kpucran- Kpucrann- [penenproe
AMYECKUH 1O | TMYCCKMH MO | THYECKMH 1o | YCCKHH 1o | COACPKAHUC
npuvepy 2 npumepy 3a npumepy 3¢ npumepy 4 ¢ yuétom
TpeOOBaHHIA
I'd PO XIII
Aueronutpun | 0,008 He obnapyxen | He oGHapyxen | 0,006 0,041%
XmopucThrit 0,03 0,02 0,02 He oGuapyxen | 0,06%
MCTHUIICH
dtuanerar He obnapyxen | He oOuapyxen | 0,13 0,21 0,5%
JrtaHon 0,2 0,2 0,1 He obnapyxen | 0,5%
2-mIPOMaHOI He obnapyxen | He oOnapyxen | 0,2 0,3 0,5%
IM®DA He oonapyxen | He oOnapy:ken | He oGHapysken | 0,01 0,088%

IIpumep 6. IlosyuyeHHe roToBOro JIEKAPCTBEHHOro cpeacTBa B (popme Tad/IeTOK,

NOKPbITBIX 000/104K0H, coAepKaIUX BaHAeTaHno, 300 mr.

OTBelmMBaAIA HA BECax U pa3BCIINBAJIN B MHAUBUAYAJIbHBIC MAPKUPOBAHHBIC ITAKECTHI:

Kpucramnuyeckuii BaHAeTaHWO, MONyueHHBIH Mo mnpumepam 2, 3a, 4 wiH
ITpumepy 1 narenta Kuras Ne 106397401 B — 2000 r;

Kanbuus runpodocdara nurnapar (JRS PHARMA GmbH & Co ) — 1950 T
emmono3a wmukpokpucrammudeckas (VIVAPUR 101, JRS PHARMA,
I'epmanwms) — 350 T

Kpocnosunon (Polyplasdone®XL, ISP) 250 r;

IToeunon (I S P Technologies, CIIIA) — 100 T

Marnus creapat (NutriMag STv, CALMAGS GmbH, I'epmanus) — 50 r.

Cocra obonouku: runpomerniosza 2910, makporon 300, TUTaHA TUOKCHI.

Kpucrannmuyeckunii Banmetanud, kanmbiusi ruapodocdara TUTHAPAT, MUKPOKPHUCTAIUTHYECKYIO

LOEJUIKOJI03Y, KPOCTIOBUAOH, MOBUAOH 3arpyxKajiu B CMECUTCIIb-TPAHYJIATOP U NEPEMELINBAIIN B

Te4eHrne 5 MUH cO ckopocThio 20 06\muH. K mopoikoBoil cMecn no0aBIsIi OYUIIECHHYO BOIY

(ot 35% mo 45% wmacc.) u mepememuBaan 0-8 MuUH. BrakHble TpaHyJibl TMPOMYyCKAd Yepes

COOTBETCTBYHOLIIEC CHUTO JIA U3BMEIIBYCHUS KPYIHBIX KYCKOB BJIAJKHOM MAacCChI. HOJ’IyLIeHHbIe

IPaHyJIbl BBICYIIUBAIM U CYXOH mopomok u3menpyanu. K cmecn nobaBnsiiu MarHusi creapar u

JOTIOJIHUTENIBHO TiepeMeluBain B TeueHne 20 MuHyT. I'paHysibl npeccoBaiu B TabJIETOYHOM
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npecce 1o monyderust TpeOyemoi maccel siapa 750 mr. CycCrieH3mio Iuisi TOKPBITUST TabJIeToK
00OJIOYKON TOTOBWJIM U3 CIEAYIOIIMX KOMIIOHEHTOB — rumpomesuio3a 2910, maxporon 300,
OYMINEHHAasl BOAA, MUOKCHJ TUTaHa. [IoKpbITHE TaONeTOK-A1ep MIEHOYHOH OOOJOYKOH BEeNu B
YCTaHOBKE JUIl TOHKOCJIOMHOrO nokpeiThs. IIponecc HaHeceHus: CyCreH3uu MPOAOJIKAIN 0 TeX

nop, Moka He Oblla TOCTUTHYTa Tpedyemast CpeHsisl Macca TaOJIeTKH.

Ipumep 7. MHccaenoBaHue CTa0OWJIBHOCTH  O0pa3suoB  KPUCTAJLIHYECKOIO
BaHaeTaHuOba.

CTtabunpHOCT O0PA3LIOB E-KPUCTAIUIMYECKOTO BaHAETAHHOA, TIOJYYEHHBIX 10 MPUMEpam
2, 3a, 3b, a Takke M3BECTHON KPUCTALIMYECKON (POPMBI BaHAETAaHNOA, CHHTE3UPOBAHHOTO, TIO
npumepy 4 ObUta TOATBEP)KACHA OTCYTCTBHEM CMEINEHHUS 3a TpefeliaMUd JOBEPHTEIBHOTO
uHTepBana +0,20 rpan yria 20 XapakTepHbIX MUKOB, XapaKTEPH3YIOIUX &-MOTU(PUKALIUIO WIN
BO3HHKHOBEHHsI JAOTOJHHUTEIBHBIX IMUKOB B CHEKTPE MOPOIIKOBONW PEHTTEHOBCKOHN Amppakium
nocie 12 MecsueB xpaHeHus npu Temneparype 25 + 2 °C U OTHOCUTENbHON Bila)kHOCTU 60 +
5%.

IIpumep 8. MHcciaegoBaHue CTAOHMJBHOCTH JIEKAPCTBEHHOr0  Mpemapara,
coJepIKalero KpUCTA/LIn4ecKuii BaHaeTaHuo B 103e 300 mr.

Y CcKOpeHHbIE HCTIBITAHUS CTAOMJIBHOCTH Iperapara MpOBOAMINCE B TeueHue 12 Mecsies
npu Ttemneparype 40+ 2°C u orHOcuTenbHOW BiaxHocTh 75+5%. Ha ocHoBanumn
PE3yJIbTATOB U3YUEHUs] CTA0OMIIBHOCTHU MOATBEPKIEH CPOK FOJJHOCTH JIEKAPCTBEHHOIO Ipernapara
B TeueHue 24 MecsLes.

Tabnuma 2

JlanHble O CTaOMJIBHOCTH JIEKQpPCTBEHHOrO Tpemapara, coxepxamero 300 wmr

KPHUCTAJLTHUECKOH (POPMBI € BaHAETaHHOA TI0 TIpUMeEpPY 2.

IHoka3zaTenn Kputepun npuemaemoctu | 0 mec. | 3 mec. | 6 mec. | 9 mec. M1e2c.
ITopnuaHOCTH Bpems yAEpKUBAHUS
OCHOBHOTI'O MUKa Ha | CootrB | CootrB | CoorB | CootB | CoOTB
XpOMaTorpamme
PactBopenue He wmenee yem  75%
BaH/ETaHHOA TOJKHO

94,10 | 93,05 | 92,66 | 91,97 | 90,85
BBICBOOONIUTBCS B Cpeady

pacTBOpeHust uepe3 45 MUHYT

Cymma npumeceti | He 6onee 0,4% 0,05 0,07 0,10 0,24 0,36
Komuuectsennoe | Conmepskanue — BaHAeTaHHOA 100.9
onpenereHne noKkHO ObITh OT 90,0% 1o ’ 100,78 | 100,58 | 100,41 | 100,25

110%
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JlanHple O CTaOMJIBHOCTH JIEKAPCTBEHHOTrO Iperapara,

KPUCTAJUTHYECKOT0 BaHAeTaHHOa 1Mo mpuMepy 3a.

Tabnuua 3

copepxkawmero 300 wmr

IToxa3atenn Kputepun npuemiiemoctu 0 mec. | 3 mec. | 6 mec. | 9 mec. Mlezc
HonmuHoCTH Bpewmst yIep>KUBaHUsI
OCHOBHOT'O IKa Ha | Coots. | Coots. | Coots. | Coots. | CoOTB.
XpOMaTorpaMme
PactBopenue He wmenee uwem  75%
BaH/IeTaHHOA JOJKHO
BbICBOOOAMThCA B cpexy | 98,74 | 97.98 | 97.01 | 96,24 | 95,36
pacTBOpeHus uyepe3 45 MUHYT
0
Cymma mpumeceii | HE bomee 0,4% 0,19 | 024 | 026 | 030 | 034
KomnuectBennoe | ConmepskaHwe — BaHIeTaHuOa
OmpeaeseHue nowkHo Obrte oT 90,0% mo 10023 | 10024 | 99.67 | 98.99 | 98.02
110% > k4 k4 2 k4
Tabnnua 4

JlanHple O CTaOMJIBPHOCTH JIEKApPCTBEHHOrO Ipernapara

KPHUCTAJNIMYECKOr0 BaHAEeTaHNOA 110 pumepy 4.

2

copepxkamero 300 wmr

IHoka3zareanb Kpurepun npuemaemoctu | 0 mec. | 3 mec. | 6 mec. | 9 mec. Mlezc
ITopnuHHOCTD Bpewms YAEpKUBAHUS
OCHOBHOT'O MUKa Ha | Coots. | Coots. | Coots. | Coots. | CooTs.
XpPOMaTOrpaMme
PactBopenue He wmenee uwem  75%
BAHACTAHHO AOIHO N 9501 | 95,04 | 94,31 | 93.21 | 92.87
BBICBOOOIUTBCS B Cpedy
pacTBOpeHUs uepe3 45 MUHYT
Cymma npumeceii | He 6onee 0,4% 0,24 0,29 0,34 0,37 0,38
KonuuectBennoe | Conmepskanue — BaHAeTaHHUOA
omnpeaeseHue nomkHO ObITh oT 90,0% mo | 101,52 | 101,47 | 100,46 | 100,14 | 99,67
110%
Tabmuna 5

JlanHble O CTaOMJIBHOCTH JIEKAPCTBEHHOTO Iperapara,

KPUCTAJUTHYECKOT0 BaHAeTaHnOa, n3BectHoro uz CN 106397401 B, ITpumep 1.

copepxkamero 300 wmr

12

IHoka3zareanb Kpurepun npuemisiemoctu | 0 mec. | 3 mec. | 6 mec. | 9 mec. Mec
IlogmmHHOCTD Bpewms Hep>KUBaHUS

A p yAep Coorts. | Coots. | CootB. | CoorB. | CoOTB.
OCHOBHOTI'O MHKa Ha
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XpOMaTorpamme
PactBOpenue He wmenee uyem  75%
BatACTaiba HOTKRHO N 96,02 | 94,33 | 92,91 | 91,51 | 90,79
BBICBOOOJUTBCS. B cpeny
pacTBOPEHMUs! uepe3 45 MUHYT
Cymma npumeceii | He 6onee 0,4% 0,35 0,70 0,95 1,35 1,86
KonnuecrBennoe | CopmepxaHue — BaHAeTaHHOa
orpesiesieHe nowkHO ObITh oT 90,0% mo | 99,69 | 99,37 | 99,06 | 98,80 | 98,64
110%
Ipumep 9. MHccnenoBanue (PapMaKOKHHETHKH KPHCTAIMYECKHX (opm
BaHaeTaHu6a in vivo.
Kpoicer camubl nuaun Coper-Jloyian maccoit 200-220 r B Bospacte 9-10 Henenb

COIepIKANCh B CTAaHNAPTHBIX JIA0OPAaTOPHBIX VCIIOBUSX mpu Temneparype 22-24°C wu
BIaKHOCTH 454+5%. JKUBOTHBIE MMeTH CBOOOIHBIN JOCTYT K €11 U BOJIE.

Ocobu OpuH pasaeneHsl Ha 4 rpynmsl, o 12 mTyk B Kaxkaoi. [lepBoii rpymme BBOAMICS
KPHUCTAJTMUECKUI BaHAETAHHUO 1O MPpUMeEPY 2, BTOPOH IPyMIe — KPUCTAUTMYECKUH BaHIETAHHO
no mpumepy 3a, TpeTbe — KPUCTAJUIMYECKHH BaHAETAaHHMO MO mpumepy 4, HETBEPTOH —
Kpuctaymnueckuii Banaeranu® mo mpumepy 11. CyOcrtaHumsi BBOAMIIACH uepe3 KENMyIO4YHO-
KUIIEYHbIN 30H OJHOKPATHO B 103UpoBKe 10 MI/KT B BHIE BOAHOH CyCHEH3UH ¢ J0OaBICHUEM
1% nomucopdara — 80. J{nst uccnenoBanust OMOIOCTYITHOCTH BaHIETAHUO BBOIUJICS OAHOKPATHO
B BHJI€ BOJJHOTO PacTBOpa B JO3UPOBKE 7,5 MI/KT.

O6pa3sip! kpoBu 00beMoM 200 MKJT OTOMpATUCh U3 XBOCTOBOM BeHbI uepes 0; 0,0083 (mJist
BHyTpuBeHHOro BBeneHus1), 0,25; 0,5; 1; 2; 4; 8; 12; 24; 48; 72 u 96 yacoB mociie BBEICHHUS
npenapata M MOMELAINCh B KAMWULIPbl ¢ remapuHoM. [lnasma uentpudyrupoBanach mpu
KOMHATHOW TeMmImeparype, 3areM XpaHmiach npu Temneparype -80 °C. OOpasubl mia3smbl
aHAM3UPOBAUCH Tipu oMoty BOXKX niist onpeneneHus: KOHIIEHTPALMK BaHAETaHHOA.

DapMaKkOKMHETUYECKHE IapaMeTphl,

AUC)_.= 7082 urxu/mi; typ=27,5 u.

MOJIYYCHHBIE IIpU BHYTPUBCHHOM BBCACHUM!

Tabmuna 6
JlanHble O (papMAKOKHMHETHKE KPHCTAJUIMYECKOrO BaHIETaHHOa in Vivo Ha KpbICax-

camuax jguHuu Crper-Zloynu

WN3BecTHBIN H3BecTHDBIN

ITapamerp

Kpucrannuueckuii
BaHAETaHHO 1O

npumepy 2

Kpucrannuueckuit
BaH/IETAaHHO 110

npumepy 3a

KPUCTAJITNYECKUI

BaHAeTaHuO 110

npumepy 4

KPUCTAJUTMYECKU I
BaH/IETAaHUO 110

npumepy 11
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Chnax, HI/MI 387 409 302 301
AUC,

6232 6043 5193 4721
HIX4/MJT
tmax, 9 3,9 3,8 2.8 2,5
tip, 9 25,2 25,0 23,7 224
F*,% 66 64 55 50

*Pazu4usi MOXKHO CYMTATh CTATUCTUYECKHU nocToBepHbIMU (p < 0,05).

BuonocTymHOCTh paccYUThIBAIIH 1O (hOPMYJIE:

_ [AUCxXDy, o
F= (—AUCBBXDx) % 100 %,

rne AUCy — muomane moj KPUBOW «KOHLEHTPALUs — BPEMs» IOCJE TMEePOPATbHOTO
BBECHUS,

AUCy; — muomane MOA KPUBOW KOHIEHTPALMs — BPEeMsl TMOCJIE€ BHYTPHUBEHHOTO
BBECHUS,

Dy — no3upoBka npenapara Ajisi IepopaJbHOIO BBEICHHUS,

Dy/s — 103upOBKa npenapara i BHyTPUBEHHOI'O BBEACHUS.

IIpumep 10. Uccnenosanue tepaneBTHYECKOH 3(PPEKTHBHOCTH KPHCTAINYECKOI0
BaHaeTanu6a in vivo.

JInst  WccnemoBaHMS — TEpPANEeBTHYECKOH — MPOTUBOOMYXOJEBOH 3¢ (EeKTHBHOCTH
UCTIONIB30BAJIN TOJIBIX UMMYHOAE(DHUIIMTHBIX OE3TUMYCHBIX MBIIIEI B BO3pacTe 6-7 Hemelb BECOM
20-25 r. J)KMBOTHBIX COAep:Kajli B CTAHIAAPTHBIX JAOOPATOPHBIX YCJIOBHSAX MPHU TEMIIEPAType
22+2 °C 1 OTHOCUTENBHON BIAXXHOCTHU 45+5%.

Knetku HemudhepeHIMpOBaHHON KapIMHOMBI IIUTOBUIHON skene3bl 8305C BBOOMINCH
MOXKOKHO B KomuuecTse 2x10° kierok. Pasmep OMyXom M3MepsuICs JBAXKIbl B HENENO MpPH
TMOMOIIHN IITAHreHIMpPKy . OGbeM Omyxolu paccuntsBaics mo dopmyne (LxD?)/2, rae L —
HanOOJBIINI pa3Mep OMyxXOoJu B MM, D — HAMMEHBIIUI pa3Mep OMyXOJH B MM.

Uepes 30 mHeil mociie BBEAEHHS KJIETOK, KOTA OMyXONb HOCTHrana obbema 100 mMm’,
HAYMHAIH JIeYeHHe >KUBOTHBIX. Ocobu Obuth paszeneHsl Ha S5 rpynm, mo 12 mTyk B KaKmOH.
IlepBass rpynma mojydaia JieueHHEe KPUCTAJUIMYECKHM BaHACTAHHOOM IO NMpHUMEPY 2; BTOpas
IpyIa - KPUCTAJUTMYECKUM BaHAECTAHUOOM IO IPUMEPY 3a; TPEThs IPyIMIa — KPUCTAIITHYECKUM
BaHIETAaHUOOM 1O mnpuMepy 4; dYeTBepTas TIPymNmna — HU3BECTHBIM KPHCTAIIMYECKUM
BaHneTaHUOOM 1o mpumepy 11; mATas rpymnma, KOHTPOJIb, IMOJydaja BOIHBIA pPacTBOp C

nobasnennemM 1% nonucopOara-80 Oe3 akTUBHOMN CyOCTaHIIHL.
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CyOcTaHuus BBOAMJIACH B BHJE BOAHOHN cycrneH3nu ¢ noOaBieHHeM 1% CTEpHIIbHOTO
noymcopbara-80. Kpucrannmuecknii BaHAeTaHMO BBOIWICS IEPOPAIBHO Hepe3 KEIyAOYHO-
KUIIEYHbIN 30HA B I03UPOBKE 25 MI/Kr/neHb B TeueHue 29 nueil. [locne neuenust HabmoneHne
3a KUBOTHBIMH IPOAOJDKAIU A0 7 Hexenb (Ha rpaduke ykazaHo A0 35 IHS MOCie BBENEHUS
kierok). ITorepst B Macce HaOmonanach HesHaUMTEeNbHOH. JKMBOTHBIE M3 KOHTPOJIBHOM IPYIIIBI
ObLIM yMepLIBJIEHBI TTocye 29 nHeH JeYeHusl.

Haubonpiiee mopasiieHHe OMyXOJEBOTrO pocTa HAOMIOAANOCh B rpymmax | u 2, raoe
JICYSHHE TMPOBOAWIIOCH KPUCTAJUIMYECKMM BaHAeTaHHOOM mo mpumepam 2 u 3a. Ha koHer
NepUo/Ia JIeYeHUs B KOHTPOJIbHOM Ipyrie cpeaHuii 00béM omyxonu coctasmi 1550 mv’. B 1, 2,
3, 4 rpynmax cpenHuil oObeM OMyXOJIU MOCHe JieYeHus cocTaBmil 186 mm; 191 Mm™; 390 M,

3
360 MM~ COOTBETCTBEHHO. Pe3ynbTaTel SKCIEpUMEHTA NPUBEACHBI HA DUr.6.

IIpumep 11. IlonyyeHune KPHCTAIIMYECKOr0 BAHAETAHHOA HM3BECTHBIM CHOCOOOM
(natentHasn 3asiBka CN1065811002A, npumep 1).
0,5 T ceippeBOro BaHAETAaHNOA PACTBOPWIIM B JEMOHU3UPOBAHHON BOJIE TIPH TEMITEPATYPE
55 °C nmo monydeHus HACBIEHHOTO PacTBOPA, 3aTeM IMPHU TMEepPEeMEelTUBAaHUN JOOABUIH CMeECh
pacTBOpPUTENEH STHUNALETAT : YeTbIPeXXJOpUCThIi yriepon (2:1 v/v). IlonmydenHyro cmech
OXJIAIUIIH CO CKOPOCThIO 7-9 °C/u. JlobaBmim OXJIaXKIeHHBIH alleTOH 00beMOM B 4 pasa Oosiblie,
yeM 00BeM CMEeCH 3TUJIALeTaTa U YETHIPEXXJIOPUCTOTO YINIepOoaa, U MPOAOLKUIHN OXJIAKACHNE
1o 0 °C. IlepemermnBaHue MpeKpaTUIN U OCTaBUIM KpucTaunzosarbes rpu 0 °C B TeueHue 2 u.
Ocanok (GuIbTPOBAIM HAa MEJNKONOPUCTOM (DHIIBTPE U BBICYLIMBAIM B BaKyyMe IpHU
temneparype 45 °C. ITonyuunu 0,48 r (Beixog 96 %) kpucramanueckoro Banaerannda. CrexTp
MOPOIIKOBON PEHTIeHOBCKOW Mu(PAKLMK COBIAAAN CO CIEKTPOM, MPHUBEIESHHOM B MATEHTHOM
3asiBKE.
Tabmuua 7
JlaHHBIE TIOPOLIKOBOH PEHTT€HOBCKON NHUMPAKIMM Ui WU3BECTHBIX KPUCTAUTHYECKUX
¢opm BaHmeraHuba ¢ wuCmogb30BaHMEM MOHOXpomarndeckoro CuKo-m3nyueHus ¢ AIHHON

BOJHBI A = 1,5406 A.

RU2448102 C2 | CN106397401 B | CN106619641 A | CN106581002 A | CN106588881 A
(Oe3 Ha3Banms) | (Oe3 Ha3BaHUs) (6e3 Ha3BaHMs) (6e3 Ha3BaHMs) (6e3 Ha3BaHUs)
15,0 3,26 13,1 3.3 49
214 4,13 15,4 7.5 10,4
233 6,22 17,5 8.3 13,2
20,7 6,91 19,2 10,7 15.0
18,9 9,53 31,2 20,2 20,6
18,1 14,19 31,6 20.9 20,9
23,7 17,45 33,8 23,5 27,5
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8.3
22,1
29.5

22,39
24,52
31,17
33,92
36,37
37,65
39,58

35.4
39,2
41,3
44,7
46,2
49,1

29,0
30.4
32,8

29,1
31,0
31,8
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®opmyJia uzodpereHust

1. Kpucrammmveckas ¢opma N-(4-Opom-2-¢propdpenun)-6-merokcu-7-[(1-meTmn-4-
MUTNEPUANHIUT)METOKCH |-4-XMHA30JIMHAMUHA, XapaKTepHu3yroImascs Makcumymamu mpu 6,90;
10,34; 16,28; 17,48; 18,36; 23,25; 25,47 £+ 0,20 rpagycax yria 20 Ha MNOPOLIKOBOMU
nudpakTorpaMme, MONy4eHHON Mpu JuHe BojHbI 1,54056 A.

2. Kpucrasummueckast ¢opma 1nmo 1.1, JONOJHUTENBHO  XapaKTepU3YIOLIAsCs
sHAoTepMuueckuM 3¢ dekToM mpu Temrieparype okono 234 °C u sk3orepMudeckuM 3P HekToM
npu Temmeparype okosno 242 °C Ha Tepmorpamme audQepeHIHaTbHON CKaHUPYIOIEeH
KaJIOPUMETPHUU TPU CKOpOCTH Harpesa 10 rpaa./MuH.

3. Cnocob monyueHus: Kpucramamueckod (opmbl mo m.l wiam m2, BKIKOYAOIUN
CJIEAYIOIIHE CTATH:

a. TPUTOTOBIIEHHE pacTBOpa ChipbeBoro N-(4-Opom-2-dropdennn)-6-meroxcu-7-[(1-
METUJI-4-MUNEPUANHIIT)METOKCH |-4-XHA30IMHAMIHA B 95% BOJHOM 3TaHOIE,

b. cMemmBaHME MOJYYEHHOTO PACTBOPA C BOJOW ¢ 00Opa30BaHKUEM CyCIIEH3UH,

C. BBIACJICHHE OCA/IKa MPOAYKTA M 3aMOPAKUBAHUE €T0 KUIKUM a30TOM;

d. cyOnumamuoHHas CymKa 3aMOpPOKEHHOTO Ocaika IIpH TeMIepaTypax Ha
KOHJIEHCaTope OT mpumepHo -50 g0 mpumepHo -56 °C, Ha npoaykTte OT npumepHo -196 no
npuMepHo +30 °C 1 OCTaTOYHOM AABJIEHUHU B KaMepe OT 8 X 107 10 5%107 Mm pT. CT.;

€. 3ameKaHue NMoJiydeHHoro jJuodunusara npu temmneparype +70+2 °C.

4. Cnocob monyueHusi kpuctautnaeckon Gopmel o m.1 wim m.2, 3aKII0YaroLINICs B
TOM, 4TO CBIPBEBOM N-(4-6pom-2-propdenun)-6-merokcu-7-[(1-meTun-4-
UMEePUIUHIIT)METOKCH |-4-X MHA30JIMHAMUH  [TOJIBEPraloT KpPHUCTAIM3ALMU U3 TOAXOMASIIEro
pacTBOPUTENS] WJIM CMECH pPACTBOPHUTENEH C HCIHOJIb30BAHHUEM 3aTPAaBKH KPUCTALTHYECKOU

dopmbl 1o 1. 1 wmm 1m.2.

5. ®apmaneBTHUeCKash KOMIO3MIMS ISl JIE4eHUs YyBCTBUTENbHBIX K N-(4-Gpom-2-
dbTopdenn)-6-MmeTokcH-7-[( 1-MeTUI-4-TUTIepUAMHII )METOKCH |-4-X MTHA30JTMHAMHHY
OHKOJIOTUYECKHX 3a00JIeBaHMMN, COAEpIKaIlas KpHCTALIHUecKyro ¢opmy mo m.l wmmm m2 B

COUE€TaHUU C q)apMaL[eBTI/ILIeCKI/I MNPpUEMIICMBbIMH BCIIOMOTATCJIbHBIMU BEIICCTBAMMU.
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OTYET O HATEHTHOM INOUCKE
(ctares 15(3) EAIIK u mpasumo 42 [TaTeHTHOH HHCTPYKIHH K
EAIIK)

Homep eBpasuiicKOH 3asBKU:

202391292

CO7D 401/12(2006.01)
AG61K 31/517(2006.01)
AGIP 35/00 (2006.01)

Cormacuo MexxayHapoasoii mareHTHOH Kiaaccupurammu (MITK)

A. KITACCU®UKAILUA TTPEIMETA U30BPETEHUS:
MIIK:

CTIK:
CO07D 401/12 (2013-01)
A61K 31/517 (2013-01)
AG1P 35/00 (2018-01)
C07B 2200/13(2013-01)

b. OBJIACTE TTOMCKA:

C07D 401/12, A61K 31/517, A61P 35/00

[IpocMOTpEeHHAS JOKYMEHTALHA (CHCTEMA KiIaccu(puranuu u wHAeKCH MITK)

C07D 401/12, A61K 31/517, A61P 35/00

DekTPOHHAS 0a3a JAHHBIX, HCHOIb30BABILASICS IPH MOUCKE (HA3BAHUC GA3EI H, CCITH BO3MOIKHO, HCIIOIB3YEMbIC IOUCKOBEIC TCPMUHEL)

B. JOKYMEHTEHI, CYHUTAIOINUECS PEJIEBAHTHBIMI

Kareropms* CCBUTKH HAa JOKYMEHTEHI C YKA3aHHEM, TJI€ 3TO BO3MOKHO, PEICBAHTHBIX YACTCH OtHocHTCS K myHKTY No
Y RU 2448102 C2 (ACTPA3SEHEKA AB) 20.04.2012, npumepsr 12-19, ¢ur. 1, 12,5
A (hopmy na H300peTEeHUSL 3-4
Y CN 106397401 A (SHANDONG LUOXIN PHARMACEUTICAL GROUP CO LTD) 12,5

15.02.2017, pedepar, ¢. 3, [0001]-[0009], c. 4, [0010]-[0026],
c. 5, [0050]-[0069], c. 6-11, ¢ur. 1-2, Popmyaa H300peTCHUST
Y CN 106619641 A (LINYI CAOZHIMEI PHARMACEUTICAL TECH CO LTD) 12,5
10.05.2017, c. 5, [0020]-[0027], c. 6-10, ¢ur. 1-2, hopmyna u3oOpeTeHHUA
Y CN 106588881 A (LINYI CAOZHIMEI MEDICINE SCIENCE & TECH CO LTD) 12,5
26.04.2017, ¢. 4, [0006]-[0014], ¢c. 5, [0018], ¢c. 6-11, ¢ur. 1-2, nyukrs 1-6
(hopMy JTEI H300PETCHUS
Y CN 106581002 A (LINYI CAOZHIMEI MEDICINE SCIENCE & TECH CO LTD) 12,5
26.04.2017, pedepar, c. 4, [0007]-[0015], ¢. 5, [0006]-[0023], ¢. 6-10, mynkTsI 1-4
(hopmy el w300peTeHus, (ur. 1-2
Y IMINO R. CAIRA. Crystalline Polymorphism of Organic Compounds, 1,2
TOPICS IN CURRENT CHEMISTRY, Springer Verlag Berlin Heidelberg, 1998,
vol. 198, pp. 163-208, doi: 10.1007/3-540-69178-2_5, ocobdenHo c. 164-166
Y SHERRY L. MORISSETTE et al. High-throughput crystallization: polymorphs, salts, 1,2
co-crystals and solvates of pharmaceutical solids. Advanced drug delivery reviews,
2004, vol. 56, pp. 275-300 , ocobGenno Section 1

MOCJICAYOIMUE JOKYMCHTEI YKA3AHBI B PO JODKCHU U

* OcoOBIe KATCTOPHI CCBUIOMHBIX JOKYMCHTOB:

«A» - JOKYMCHT, OLPCICIHIFOIIUN OOIIH YPOBCHD TCXHHKH

«D» - DOKYMEHT, IIPUBCACHHBIN B €BPA3HICKON 3a4BKE

«E» - Goee paHHMIT JOKYMCHT, HO OIMYOJIHMKOBAHHBIA HA JATY IIOJA4H

eBpa3miicKoil 3aABKY M IIOCTE HES

«O» - MOKYMEHT, OTHOCSIIUHCSA K YCTHOMY PACKPBITHIO, SKCIIOHHPO-
BAHHIO B T.1.

"P" - IOKYMEHT, OIlyOJIHKOBAHHEIN IO JATHI IIOJAYH ¢BPa3HiiCKOL
3a4BKH, HO IIOCJIC AATHI HCIIPALIMBACMOr0 npuopuTeTa”

«T» - Goee MO3MHMUIA JOKYMCHT, OITy OJIMKOBAHHBIH ITOC/IC AATHI IPHOPUTETA H
[IPHBEACHHBIH I MOHAMAHI H300PSTCHI

«X» - IOKYMCHT, UMCIOINUiT HAnOO0JICe OM3K0C OTHOMICHHUE K MPCAMETY HOUCKA,
MOPOYAINHAI HOBH3HY HIH H300PeTaTe/IbCKIil YPOBCHB, B3ATHIH B OTACIBHO-
CTH

«Y» - JOKYMCHT, UMCIOINUiT HAnOO0JICe OIM3K0C OTHOMICHHUE K MPCAMETY HOUCKA,
MOpOYAaInHii H300PeTaTeNbCKALl YPOBSHD B COUCTAHNH C APYTUME JOKYMCH-
TaMH TOII Jke KaTerOpHK

«&» - TOKYMEHT, SBIITIOIANCA TATCHTOM-aHATIOTOM

«L» - JOKYMEHT, IPUBCACHHBIH B OPYIUX IELIX

Jlata mpoBEACHHUS MATCHTHOTO MOMCKA: 25 okTs0ps 2023 (25.1

0.2023)
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OTYET O MATEHTHOM NOUCKE Howep eapasHifcKoi sasexir
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JIOKYMEHTBI, CHUTAIOIIMECS PEJIEBAHTHBIMMU (mrpomomkenue rpads B)

Kateropus* CCHUIKH HA JOKYMEHTEHI C YKA3aHHEM, TAE 3TO BO3MOKHO, PEICBAHTHBIX YACTCH OtHOCHTCS K myHKTY No

Y INARAYAN VARIANKAVAL et al. From form to function; 1,2
Crystallization of active pharmaceutical ingredients, AIChE Journal, 2008,
vol. 54 (7), pp.1682-1688, ocobenno c. 1682 “Crystal Form”; doi: 10.1002/aic.11555
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