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OIIMCAHHUE U30BPETEHHUSA
2420-567879RU/022
PAPMAHEBTHYECKASA KOMIIO3UIIUA IS HEPOPAJIBHOI'O BBEAEHUAA,
COAEPKAILIIASA MTPOU3BOJHOE AMUHOIIMPUMHU/IMHA UJIN ET'O COJIb

IlepexpecTHBIE CCBIJIKH HA CMEKHbIE 3asIBKH

[0001] Hacrosimas 3asiBka UCIpaIIMBaeT MPUOPUTET N0 3asiBKe Ha nateHT Kopeu Ne 10-
2018-0124171, nonanno#i 18 oktsabpst 2018 r., comeprxaHue KOTOPOIl MOJHOCTBIO BKIKOYEHO B
HACTOSIIUI TOKYMEHT MyTeM CChUIKH.

O0aacTb TEXHUKH

[0002] Hacrosiimee omucaHue OTHOCHUTCS K (DapMaleBTUYECKOW KOMIIO3MIIMM ISt
NIEPOPANIbHOTO BBEIEHUS, COIEpIKalledl MPOM3BOJHOE AMWUHOIMPUMHUMHA WJIH €ro coib. B
YaCTHOCTH, HACTOSIIEE ONMHCAHUE OTHOCHTCS K (hapMaleBTHUECKOW KOMIO3HLNH, CONepsKamei
N-(5-(4-(4-((ammeTrnamuHO )MeTHN)-3-permn-1H-mupazon- 1 -wn)nupumMunuH-2-uiaMuHO )-4-
MeTOoKcH-2-MopdonmuHodpenmm)akpunamuy  (J1lazepTHHUO) WM €ro Collb U KOMOWHAIHIO
MUKPOKPHCTAITMUECKON LENITFOJIO3bI U MAHHUTA B KAYECTBE pa30aBUTEIISL.

IIpeanocbliku co3aaHusi H300peTeHUs

[0003] B WO 2016/060443 onrcaHo mpOU3BOAHOE aMUHOMMPUMUINHA, Hanpumep N-(5-
(4-(4-((mumernnamuno )MeTHN )-3-hennn-1H-nupaszon- 1 -um)mupuMuIiH-2 - UIaMHUHO )-4-METOKCH-
2-mopdonuHOpeHmN)akpuaamMuy (J1a3epTHHNO) WK ero (papMaleBTUYECKH MpHEeMIIeMasi COJb.
JlazepTHMO wiaM  ero  (¢apMaleBTHUECKH MpHeMJeMas CoOjb O0NafalT aKTUBHOCTBIO
CEeJIEKTUBHOIO MHTHOWPOBAHMS MPOTEUHKHUHA3BI, B YACTHOCTU MPOTEUHKUHA3BI TSI MyTAaHTHOT'O
perienTopa SMUAepPMabHOTO (hakTopa PocTa, U MOTYT obecrednBarh, HanpuMmep, 3P PeKTUBHBIHI
u Oe30macHblii CHoco0 JIEYEHUS HEMENKOKJIETOYHOrO paka Jerkux. JlasepruHu®O wim ero
(dapmaneBTHYECKH MTPHEMIIEMasi COJIb U3BECTHBI KaK HEOOPATUMBIH MHIMOUTOP THMHUIUHKHHA3bI
(TKI) snunepmanpHoro akropa pocra (eGFR), koropelii okasbiBaeT MeHblie BiausHust Ha eGFR
IUKOTO TUMA W 00JamaeT CUJIBbHOM MHTHOMpPYIOINel aKTUBHOCTBIO B OTHOLIEHWH OIUHOYHOMN
aktuBHOH MyTtamuun T790M (eGFRm) u naBOHHOW MyTanuu, a TaKKe MPEBOCXOTHON
CEeJIEKTUBHOCTBIO, M COTJIACHO OXHIAHHMSIM OYyAyT NPOSBISATH TepaneBTHUeCKH 3(dexkTuBHOE
OeMCTBUE TPU JIEYCHUH TMALUEHTOB C MEPBHYHBIM PAKOM M3 TMPOTPECCHPYIOLIETO
HEMEJIKOKJIETOYHOT'O pakKa JIETKOTO U MPOrPECCHPYIOIIEr0 HEMENKOKIETOUHOTO paka JIETKOro,
COTIPOBOKAAIOINEr0Csl MeTacTa3aMH rOJIOBHOTO MO3Ta.

[0004] MOXHO CUMTaTh, YTO MPHU BKIIOUEHUH JIA36PTHHHOA HITH €0 COJIM B KOMITO3HIIHIO
IUISl TIEPOPAJIbHOTO BBEIEHUS JIA3E€PTUHHO WIIM €ro Coiib OyayT HAXOOUTHCSA B JIEKApCTBEHHON
dopme (JapmaneBTHYECKOH KOMIIO3ULMH C HEMEIJICHHBIM BBICBOOOKACHUEM, MEXaHH3M
KOTOPOTO 3aKJIFOYAETCsI B HEMEJICHHOM BBICBOOOKIEHUU aKTHBHOTO MHTPEIUEHTA B JKENYIKE U
€ro NMEepeHECeHWH BIIOCIIEACTBUY B TOHKHHM KHIIEYHMK, 7€ MPOUCXOAUT ero adcopbums. [Ipu
COCTAaBJIEHHMHM pELenTypbl TakoH (apMaleBTUYeCKOH KOMIO3ULUH C  HEMEIJICHHBIM
BBICBOOOXKIIEHNEM HEOOXOOMMO CBOIWUTH K MUHMMYMY BIHsHUE uU3MeHeHUH pH B skenyzke,
HampuMep, B COOTBETCTBHM C NUINEH WM OJHOBPEMEHHO BBOIUMBIMHU JIEKAPCTBEHHBIMH

cpeacteaMu (HampuMmep, aHTauAOM U T. A.). Hanpumep, nockoneky pH B skenyake HaTommak



HEMOCTOsiHEH W HaxoguTcs B auanasone or pH 1 mo pH 3,5, a Ttaxxke cpennmii pH B
nocTnpaHanaibHOM kenyake cocrasisier pH 4 (pH 3-5), BO3MOXHBI OTKJIOHEHUS] CKOPOCTH
pacTBOpPEHHsT B 3aBUCHUMOCTH OT (PU3UKO-XUMHUYECKHX CBOMCTB aKTUBHOIO MHIPEIMEHTA, YTO
MOJKET MPUBOAUTD K U3MEHEHUSIM CKOPOCTH abcopOIMu U OMOIOCTYITHOCTH.

N3n0xeHne cymHoCcTH H300peTeHus

[0005] ABTOopbl HacTOsIIEro wu300peTeHHss OOHAPYXKHIIM, YTO NPU COCTABICHUH
peLenTypbl N-(5-(4-(4-(numernnamuso )Metnn)-3-penmn-1H-nupaszon- 1 -wn)mupumMunus-2-
WJIAMHHO )-4-MeTOoKCH-2-MopdonrHopeHmn )akpuiamuaa  (JlasepTUHUO) WM €ro  COJu €
UCTIONB30BAHUEM  KOMOWHAIIMM  ONpEeAeNieHHbIX  pasOaBUTeNeidl,  MOXHO  IOJIy4YaTh
(apMaleBTHUYECKYI0 KOMITO3ULMIO C HEMEIJICHHBIM BbICBOOOXKIEHHEM, CITOCOOHYIO CBOIUTH K
MHUHHUMYyMYy BO37€HCTBUE OT u3MeHeHus: pH cpenel B skenynke. Kpome TOoro, aBTopbsl HaCTOSIIIETO
nu300peTeHust OOHApPY KWK, 4TO (hapMaleBTHYECKasi KOMIIO3ULIUSI MOXKET ObITb COCTaBJICHA C
BO3MOXKHOCTBIO OOECTIEYeHHsI TMPEBOCXOAHON CTa0MIIBHOCTH W JEMOHCTPALUU CYLIECTBEHHO
OoJiee BBICOKOW OMOIOCTYITHOCTH.

[0006] Takum oOpa3oM, LEJIBE0 HACTOSIIErO OIMUCAHUS SIBJSIETCsT obecredeHue
dapManeBTHUECKOW KOMIIO3MLUU JJisl TEePOPAJIbHOTO BBEACHHS JIA3epPTUHHOA WM  €ro
dapManeBTHUECKH ~ MPUEMJIEMOM  CONM,  cofepikamedl  KOMOWHAIMIO  ONpeNeIeHHBIX
pa3baBuTenei.

[0007] B cooTBercTBHM ¢ acCIEeKTOM  HACTOSIMIETO OMHCaHUs  oObecreyeHa
(dapmaneBTHUECKass KOMITO3WLUSL Ui TMEPOPaAJIbHOTO BBeAeHUs, coaepxkamas N-(5-(4-(4-
((mumermnamuHO)MeTnN)-3-pennn-1H-nupasomn- 1 -ui)nupuMuanH-2-1IaMUHO )-4-METOKCH-2-
MophonuHOpEeHT)aKpUIaMU, WIH ero (papMaleBTUYECKH MPHEMJIEMYIO COJIb B KadecTBe
AKTHBHOTO WHIPEIMEHTa; U KOMOMHAIIMIO MUKPOKPUCTAJUTMUECKOH LeJUTFOJIO3bI U MAaHHUTA B
Ka4ecTBe pa30aBUTENs.

[0008] B ¢dapmaueBTHYECKOH KOMIIO3UIMM HACTOSINETO OIMCAaHMS MAacCOBOE
COOTHOIIEHHE MUKPOKPUCTAJUTUIECKON HEJUTIO03bl K MAHHUTY MOJKET HAXOIUThCS B THANA30HEe
or1:0,9 no 1:3 unpeanoururenbro ot 1:0,9 o1 : 1,5.

[0009] dapmanieBTHUECKAs KOMITO3UIMST HACTOSIIIETO OMMMCAHMSI MOXKET JOTIOJHUTEIHHO
BKJIFOYATh KPOCKAPMEJUIO3y HATpHsi B Ka4yeCTBE BELIECTBA JUIA YJIYYLIEHHs PaciagaeMOCTH
TabJIETOK, ¥ TIPU 3TOM CONEPKaHHE KPOCKAPMEJUIO3bl HATPUS MOXKET HAXOAUTHCS B JHUANA30HE
or 0,5 mo 10 mac.%, mpeamoyturenpHO OT 2 10 5 Mac.% OTHOCHTENBHO OOIIed MacChl
komnozuiun. Kpome Ttoro, dapmaneBTHYecKass KOMIO3HMLMS HACTOSIIETO OMHCAHUS MOXKET
TOTIONTHUTENIPHO BKJIFOYATh CTEapaT MarHWs B KAa4eCTBE CMAa3bIBAIOLIEro BelecTBa. B omHOM
BapHUAHTE OCYIIECTBJICHUs (hapMaleBTHUYECKAas] KOMITO3ULMS HACTOSIIETO OMUCAHUS BKIFOUAET
N-(5-(4-(4-((ammeTrnamurO )MeTHN)-3-permn-1H-mupazon- 1 -wn)nupumMunuH-2-uiaMuHo )-4-
METOKCH-2-MopdonnHOopeHn)aKkpriaMu] Wi ero (papManeBTUYeCKH NPUEMIIEMYIO COJb B
Ka4eCcTBE AKTUBHOTO HWHIPEOUEHTA, KOMOWHALMIO MHUKPOKPUCTAJUINYECKON LEJIONIO3bl |
MaHHATA B KadecTBe pa30aBUTENs, KPOCKApMEIJIO3y HATPUsl B KAdyecTBE BEIECTBA IS
YIIYUIIEHUS PacnalaeMOCTH TabJIETOK; U CTeapaT MarHUs B KAYECTBE CMa3bIBAIOIIETO BEIECTBA.

[0010] B ¢apmaneBTHUeCKOH KOMMO3HWIMM HACTOSAILIErO ONKMCAHUS AaKTHUBHBIN



UHTPEIUEHT MOXET MpencTaBisatb coboit N-(5-(4-(4-((ammerunamunHo)MeTnn)-3-pernn-1H-
UPa3o- 1 -1 MMPUMHINH-2-UITAMUHO )-4-MeTOKCH-2-MOponnHOG eHIIT)aKpUiIaMUa ME3UJIarT.

[0011] B omHom BapuanTe ocymecTBieHus N-(5-(4-(4-((aumerniaMuHO)MeTI)-3-
¢dennn-1H-nupazon- 1-nn)nupuMuanH-2-UIaMHHO )-4-MeTOKCH-2-
MOp(OIMHOPEHUT)aKpUIIaMUla ME3WJIaT MOXKET MPEACTABIATh COOOM KPUCTAJUTMUECKYIO
dopmy, umeromyro npoduiab MOPOIIKOBONM peHTreHoBckon audpakuuu (ITPJI) ¢ nmukamu B
nojioxkeHusix 5,614, 12,394, 14,086, 17,143, 18,020, 19,104, 21,585, 22,131 u 22,487 °20 + 0,2
°20. B nppyrom BapuanTe ocyiuecTBieHus N-(5-(4-(4-((numermnamuno)merwn)-3-pennn-1H-
UPA30JI- | - W) TUPUMHINH-2-UIIAMUHO )-4-MeTOKCH-2-MOpGOoNMHOD HIT)aKpUIaMUaa  Me3HIaT
MOXET TMpPEACTaBISITH COOOM  KPUCTAIUIMYECKYED  (OpMy, HMEIOIIY)  TEPMOTrpaMMy
muddepenumanproil ckanupyromei kanopumetpun (JICK) ¢ sHAOTEpMUYECKUM MHKOM TpH
temrieparype ot 210 no 230 °C, npeanouturensHo 217 + 2 °C.

[0012] B COOTBETCTBMHM C HACTOSIIUM ONHUCAaHUEM OBLIO OOHAPYKEHO, YTO MpPH
COCTaBJIEHUU peLentypbl N-(5-(4-(4-((numeTmnamuHO )MeT)-3-penmn-1H-mupazon-1-
WUJT) T PUMHTAH-2 - UJIAMHHO )-4-MeTOKCH-2-MopdonnHOpeHmT )akpriamMuaa  (Ja3epTuHuOa) WiH
€ro COJIM C UCTOJIb30BAHUEM KOMOHMHALIMH ONPENEICHHBIX pazdaBuTeNel, TO €CTh KOMOHHALINH
MHUKPOKPHCTAIMUECKONW LEJUTIOJIO3bI M MAHHUTA MOXKET OBITh ToJlyueHa (hapMaleBTHUECKas
KOMITO3ULIUS ¢ HEMEJIEHHBIM BBICBOOOXKIEHUEM, CIIOCOOHAsE CBECTH K MUHUMYMY BO3ACHCTBHUE
ot n3meHeHus1 pH cpensl B sxenynke. Kpome toro, papmaneBrudeckas KOMIO3HIIUS HACTOSIIETO
OTMCAHMSI MOKET OBITh COCTABIIEHA TAKUM O0Pa30M, UYTO MOKHO OO€CHeYnBaTh MMPEBOCXOAHYIO
CTa0MJIBHOCTh 1 MOJKHO JIOCTHTaTh CYLIECTBEHHO MOBBIIEHHOW OMOAOCTYITHOCTH.

KpaTtkoe onucanue rpadgpuyeckux MaTepuaion

[0013] Ha ®UI". 1 npencrasieH rpaguk MOPOIIKOBOH PEHTT€HOBCKOH NU(PPaKTOMETPUH
(TTP[T) nazepTuHMOa Me3uIaTa, MOJyUYEHHOTO B CTAHAAPTHOM npumepe 1.

[0014] Ha ®UI". 2 nokasaH rpaduk nuddepeHnaabHoi CKaHNPYOLIeH KalOpUMeTpUH
(JICK) nazeprunnba Me3usara, mojiydeHHOrO B CTAaHAapTHOM npumepe 1.

[0015] Ha ®UI". 3 mpencraBieH CHUMOK, WUTFOCTPUPYIOLIHNH pe3yIbTaThl HCCIEAOBAHMS
CTa0MJIbHOCTH, TIPOBEIEHHOTO B CTPECCOBBIX YCJOBHSIX B OTHOLICHWHU JIa3epTUHHOA Me3uaTa,
NOJIyY€HHOTO B CTaHAAPTHOM mpumepe | (MCXOAHBIM ypOBEHb. B Hawalle, 2 HEHeNu: uepes 2
Henenu, 4 Henesu: uepes 4 Helenn).

[0016] Ha ®UI. 4 npeacraBieH CHUMOK, J€MOHCTPUPYIOIIMH  pe3yJbTaThbl
UCCNIeIOBaHUA CTaOWJIBHOCTH, NPOBOAUMBIX B YCKOPEHHBIX YCJIOBUSIX B OTHOIICHUH
Ja3epTHHUOA Me3WjiaTa, IMOJNYYEHHOTO B CTaHAAPTHOM mnpuMmepe 1 (MCXONHBIH YpPOBEHBb. B
Hadaje, 1 mecsi uepe3 1 mecsi;, 3 Mecsina: dyepes3 3 mMecsa, 6 MecsileB: 4yepe3 6 MeCsIIeB).

[0017] Ha ®UI. S5 mnoxa3aHbl pe3yabTaTbl CPaBHUTEJIBHOTO UCCIIEIOBaHUS
(dapMakOKMHETHKH Jla3epTUHHOA Me3wiaTa M Jla3epTuHHOa, CBOOOAHOrO OCHOBAHUS,
BBIITOJIHEHHOTO Ha 3[JOPOBBIX KPBICAX.

[0018] Ha ®UI. 6 mnoxa3zaHbl pe3yJbTaTbl CpPaBHUTEIBHOTO HCCJIEIOBAHMS
(bapMakOKMHETUKHM Jla3epTUHMOA Me3mnaTa U Ja3epTuHuOa, CBOOOAHOrO OCHOBAHUS,

BBITIOJTHEHHOI'O Ha KPbICAaX, KOTOPbIM BBOAUJIU 330MEIIPA30JI.



[0019] Ha ®UI'. 7 noxa3aHbl pe3yJbTaTbl CpPaBHUTEIBHOTO HCCJIEIOBAHMS
(bapMakOKMHETHKH Jla3epTUHHOAa Me3wnaTa M Jla3epTuHHOa, CBOOOAHOrO OCHOBAHUS,
BBIITOJIHEHHOT'O Ha cO0aKkax mopoab! OUTIIb.

[0020] Ha ®UI". 8 noka3aHbl pe3yJabTaThl, IOJYYEHHBIE TP BBIOJHEHNUN UCIIBITAHUS HA
pactBopenne B ycnoBusix pH 1,2 B ortHomeHun Tabnerku (mpumep S5), MOJNY4YEHHOH B
COOTBETCTBMHM C HACTOSINMM ONHCAHMEM, W TaOJNETKH 10 CpPaBHHUTEIBHOMY HpPUMEPY
(cpaBHUTENBHBINA TIpHMED 1).

[0021] Ha ®UI". 9 nokas3aHbl pe3yJabTaThl, NOJy4YEHHbIE [TPU BBIMOJHEHUN UCTIBITAHUS Ha
pactBopenne B ycioBusix pH 4,0 B oTrHomeHun TabjeTku (mpumep S), TOJNYYEHHOW B
COOTBETCTBHHM C HACTOSIIIMM ONHCAHWEM, W TaOJNETKU MO CPABHUTEJIBHOMY TPUMEPY
(cpaBHHTENBHBIN TpUMED 1).

[0022] Ha ®UTI'. 10 mpencraBieH pe3yabTaT UCIBITAHUS Ha PACTBOPEHHE, MOKA3aHHOTO
Ha @®UI". 9, B yBeTM4eHHOM MaciuTade.

[0023] Ha ©UI'. 11 noka3aHbl pe3yJbTaThl, MOJy4YEHHbIE IPU BHIIOJHEHUH HCIIBITAHUS
Ha pactBopeHue B ycioBusix pH 4,0 B orHomennn tabnerku (mpumepbl 1 u 2), monyueHHOH B
COOTBETCTBHH C HACTOSIIMM ONHCAHWEM, W TaOJETKU MO CPAaBHUTEIBHOMY IIPUMEPY
(cpaBHHTENBHBIN TpUMED 3).

[0024] Ha ©UI'. 12 noka3aHbl pe3yJbTaThl, MOJyYEHHbIE IPU BHIIOJHEHUN HCIIBITAHMS
Ha pPacTBOPEHHUE B HETIPEPBIBHBIX ycaoBUsAX kucnoi ¢assl (pH 1,0) u Oydepnoii daser (pH 6,8) B
OTHOLIEHUU TabneTKu (mpumep 7), MONYy4YE€HHONW B COOTBETCTBHH C HACTOSIIUM OMNHCAHUEM, U
TaOJIETKH 110 CPABHUTENBHBIM ITPUMEpPaM (CpaBHHUTENbHbIE IPUMEPHI 5 1 6).

[0025] Ha ®UI'. 13 nokaszaH mpoduib KOHLEHTPALMHM B KPOBH, MOJyYEHHBIH INpU
BBIOJIHEHUM HCCIEOBaHUs (PApMAKOKMHETUKH B OTHOLIEHUH TabneTtku (mpumep 7),
NOJYYEeHHOH B COOTBETCTBUU C HACTOSIIIUM OIMCAHHEM, U TaOJEeTKU IO CPaBHHUTEIBHOMY
npuMepy (CpaBHUTEIbHBIN IPUMeEp 2).

IMoapoGHoe onucaHue NPUMePOB OCYLIECTBICHHSA

[0026] B HactosimeM omnucaHuu obecriedyeHa (apManeBTUYECKass KOMITO3HMLIMS ISt
nepopanbHOro  BBemeHus, copepxkamasi  N-(5-(4-(4-((numerunamuHo)MeTwn )-3-penmn-1H-
UPA30JI- | - W) IUPUMHIUH-2-UIIAMHHO )-4-MeTOKCH-2-MOPHoTMHOD SHUIT ) aK pHITAMH T
(mazeptuHHO) WM ero (apManEeBTUYECKH TNPUEMJIEMYI) COJIb B KadeCTBE aKTHBHOTO
UHTPEIUEHTa, U KOMOMHALMIO MUKPOKPUCTAJUTMUECKON LEJUTIOJIO3bl M MAaHHUTA B Ka4yeCTBE
pazbaBuTens.

[0027] B naHHOM OMHMCAaHUH MOHSTHUS «Pa30aBUTEIb» U «100aBKa» UMEIOT OJHO U TO XKe
3HaUY€HHE M MOIYyT MHCIONb30BaThCsl B3auMo3aMeHseMo. B CcOOTBETCTBHMM C HACTOALIUM
onucaHueM ObII0 OOHAPYIKEHO, YTO MPH COCTABIEHUHN PELENTYPhI JIA3ePTUHNOA HITH €r0 COJIH C
UCTIONb30BAaHUEM KOMOMHALIMK  ONpEAeNIeHHbIX pa3baBuTenel, TO €CTb KOMOHMHALUH
MHUKPOKPHCTANIMUECKONW LEJUTIOJI03bI M MaHHUTA, MOXKET ObITh IMosydeHa (papmManeBTUdecKast
KOMITO3ULUS ¢ HEMEJIEHHBIM BBICBOOOXKIEHUEM, CIIOCOOHAsI CBECTH K MHHUMYMY BO3ZIEHCTBHUE
ot usMeHeHus pH cpensl xenyaka. M3menenus pH cpenbl »kenynka BKIIOYAOT u3MeHenue pH

3a CUET pallMOHa MUTAaHUs, U u3MeHeHue pH nocpeacTBoM JIeKapCTBEHHBIX CPEACTB, HAIIPUMED,



HO ©Oe3 OrpaHW4YeHHi, WHrUOWTOpPAa MPOTOHHOTO HACOCA, TAKOTO KaK 330MENpaso, N
anTaronucra H2-peuenropa, Takoro kak IUMETUANH, aHTALUAA U T. 11

[0028] B ¢dapmameBTHYeCKOl KOMIIO3ULIMU HAcTosimero omucaHuss N-(5-(4-(4-
((mumermnamuHO)MeTnN)-3-penun-1H-nupazomn- 1 -ui)nupuMuanH-2-naMuHO )-4-METOKCH-2-
MopdonuHOopeHn)akpunamuy (Ja3epTuHuO) win ero (hapMaleBTHUECKH NPHEMIIEMYIO COJb
MOJKHO HCTIOJIb30BaTh B TepaneBTHYeckd 3()(PekTUBHbIX KonudyecTBax. Hanpumep, nazepTHHUO
WK ero papMaleBTHYECKU MPUEMIIEMYIO COJIb MOKHO MCIIONIB30BaTh B nquamnasone ot 10 go 320
MI' B BUE JIa3epTUHHOA HAa €IUHHUIy COCTaBa (HampUMep, Ha eMUHUYHYIO TaOJETKy) U MOKHO
HCIIOJIb30BaTh B KonuuecTBax, Hanpumep, 10 mr, 20 mr, 40 mr, 80 mr, 100 mr, 120 mr, 160 wmr,
240 mr unu 320 mr.

[0029] ®apmanieBTHYECKAS KOMITO3HIIUS HACTOSIIErO OMUCAHUS BKIIFOUAET KOMOUHALIHIO
OMpeeNieHHbIX pazOaBUTesIel, T. € KOMOWHAIUI MUKPOKPUCTAUTHYECKONW UEJUTIOIO3bI |
MaHHUTa. B COOTBETCTBHUM C HACTOSIIMM OIMUCAaHUEM OOHApPYKEHO, YTO MpPH MacCOBOM
COOTHOIIEHMH MaHHUTA W MHKPOKPUCTANIMYECKON wLeojio3el ot 0,5-kpaTtHoro no
TPEXKPATHOTO JIA3€PTUHUO WM €ro COJIb MOTYT CBOAUTH K MHHHMYMY BO3JEWCTBHE OT
usmMeHeHuss pH  cpemer  skenmyaka. CoOTBETCTBEHHO, MaccoBOE€  COOTHOLICHUE
MUKPOKPUCTAJUTMUYECKOM  LEJUTFOJIO3bI K MAHHUTY MOKET HAaxXOAUThCS B  JIMAMa30HEe
npennoututesibHo ot 1 : 0,5 mo 1 : 3, 6onee npexnmourutenbio ot 1 : 0,9 mo 1 : 3, eme Oonee
npennoututesibo ot 1 : 0,9 no 1 : 1,5 u ocobenHo npeanouTuTesbHo ot okoyio 1 : 0,95 o 1 :
1,2.

[0030] B momonHeHune k pazOaBuUTeNrO (hapMaleBTUYECKAsh KOMITO3ULUSI HACTOSIIIETO
OMHCAHUS MOXKET BKJIFOYATh BELIECTBO JUI YJIYYIIEHUS pPAacragaeMOCTH TaOJEeTOK W/UiH
CMa3bIBaIOIIee BELIECTBO (MIJIH CKOJIb3SIIEe BEECTBO).

[0031] BewecTBo Amst yny4IneHust paciagaeMocTH TabJIeTOK MOXKET IPeNCTaBISITh COOOi
CTaHIAPTHOE BEINECTBO JJISl YJIYULICHHs PaclaaeMOCTH TaOJNETOK, HUCMOJb3yeMoe B OOJNacTH
dapmaneTriku. OQHAKO B COOTBETCTBUU C HACTOSLIMM OITHUCAHHEM ObLIO OOHAPYKEHO, YTO B
clly4ae MPUMEHEHHUs] OTNpPENeJIeHHOrO BEIeCTBa IS YJIYYINEHUS PAcraaaeMOCTH TabJIETOK, TO
€CThb KPOCKApMEJUIO3bl HATPUS CPEOU PAa3UYHBIX PACMaarolUXCsl BELIECTB, MPHU IMEPEHOCE
pacmaBIIErocs/pacTBOPEHHOrO JIEKAPCTBEHHOrO Tpenapara B KHIIEYHHK €ro OCAKICHHE
cymecTBeHHO 3amemisieTcsi. COOTBETCTBEHHO, TPEANOYTHUTENIbHO, YTOOBI (hapMaleBTHUECKas
KOMITO3ULIMST HACTOSIIIIETO OMUCAHUS BKJIFOUAJa KPOCKAPMEJUIO3y HATPUSl B KAaYE€CTBE BEILECTBA
IUIsE yAy4lIeHus: pacnagaeMoctn Tadnetok. Comep:kaHue KpPOCKapMeJIO3bl HATPUS MOXKET
HaXOJUTbCA, HarpuMmep, B nuamnasone ot 0,5 no 10 mac.%, npeanoururenpHo ot 2 10 5 mac.%
OTHOCHUTEJIbHO 001Iel MacChl KOMIO3HUIIHH.

[0032] CwmasbiBaroiee BemecTBO (MM CKOJB3SIIEE BELIECTBO) MOXKET MPEICTABIISITH
co0Ol CTaHAApTHOE CMa3bIBAIOINEE BEINECTBO, HCIONb3yeMoe B 00nacTu (hapMaLeBTHKH.
OnHako B COOTBETCTBHM C HACTOSIIUM ONHMCAHUEM OOHAPYKEHO, YTO CPeNH Pas3InIHBIX
CMa3bIBAIOIINX BEILECTB OINPEACICHHOEe CMa3bIBalOLIee BELIECTBO, T. €. CTeaparT MarHus,
o0JianaeT 0COOEHHO MPEBOCXOAHON COBMECTUMOCTBIO C JIA3EPTHHHOOM WIJIH €0 COJIBIO U TaKHM

oOpa3om obecrieunBaeT MpPEBOCXOAHYI0 CTaOMIbHOCTh. (COOTBETCTBEHHO, MPEANOUYTUTENBHO,



yToOBl (papmManeBTHUECKAs KOMITO3ULMSI HACTOSINEro OINMUCAHMS BKJIOUana B cedst creapar
MarHusi B Ka4eCTBE CMAa3bIBAIOLIETO BeLIeCTBa (MM CKOMb3sIero Bemecrsa). Cteapar Maraus
MOXKHO MHCHOJb30BaThb B JOCTATOYHOM KOJHYECTBE JJs1 OOECHe4YeHHs J1OCTaTOYHOIO
cMmaspiBatoliero s¢d¢exkra u, HanpuMmep, HO Oe3 OrpaHUYEHHUH, €ro COAep)KaHWE MOXKET
HaXOIUTbCs B muarna3one ot 0,4 1o 2 Mac.% OTHOCUTEIHHO 00 MacChl KOMITO3HITHH.

[0033] B omHOM BapuaHTe OCYIIECTBJIECHUS (hapMaleBTHYECKas KOMITO3ULIHSI
HACTOSIIEro omucaHusi BKouyaer N-(5-(4-(4-((aumerunamuno)mernn)-3-penmn-1H-mupazon-1-
WJT) TUPUMHTUH-2 - HJIAMHHO )-4-MeTOKCHU-2-MOp(HOTMHOPEHUIT )aKpHIIaMHU T 12051 ero
(bapMaleBTHYECKH TPUEMIIEMYIO COJIb B KAueCTBE AKTHBHOTO HWHIPEOUEHTA, KOMOWHAIHIO
MUKPOKPHCTAJUTMUECKOW LEJUTFOJIO3bI U MAaHHHTA B KAueCTBE pPa30aBUTENSI, KPOCKAPMEIIO3Y
HATPUsl B Ka4eCTBE BELIECTBA Ui YJIYULICHHUs PACagaeMOCTH TaOJIETOK;, M CTeapaT MarHus B
Ka4eCTBE CMA3bIBAIOIIETO BEIECTBA.

[0034] bbuio oOHapyskeHO, YTO JazepTHHUOA Me3wnaT oOJiagaeT MPEBOCXOMHOMN
CTa0MIIBHOCTBIO, PACTBOPUMOCTBIO I OMOAOCTYHOCTBIO 10 CPABHEHHIO C 3TUM COCTUHEHHUEM B
¢dbopMe CBOOONHOTO OCHOBAaHHS W MOXKET OBITb TOJYYeH C BBICOKOH YHCTOTOW. bbuTo
OOHapy’keHO, YTO MPEUMYIIECTBOM JIa3epTHUHHOA Me3WjaTta JONOJHHUTEIBHO SIBJISETCS
NpPeBOCXOHAsT OWOMOCTYITHOCTh Jak€ B CiIy4ae COBMECTHOIO BBEIEHHs, HalpuMmep, C
aHTALUAOM, a TaKke B Ciydae ero BBeAeHHs 1O OTHenbHOCTH. (COOTBETCTBEHHO, B
(dapMaeBTHYECKON KOMITO3UIIUK HACTOSIIIEr0 OINUCAHUS AaKTUBHBIA HHTPEIUEHT MOXKET
NPEACTaBIATh COOOM  JjasepTuHMOAa Me3wnaT. B ogHOM  BapuaHTe  OCYINECTBIICHHS
(dapmaneBTHYECKAsT KOMIIO3HULMS HACTOSIIEr0 OMFMCAHUS MOXET COCTOsTh u3 5-54 mac.%
nazepTuHUOa Mesmnara, 45-87 mac.% KOMOMHALIMM MHMKPOKPHUCTAJUIMYECKON LEJUIIOJIO3bI U
manHHTa; 0,5-10 Mac.% kpockapmesuiossl Hatpusi; u 0,4-2 mac.% creapata Maraus. B npyrom
BapUAHTE OCYLIECTBJICHHUs (papMaLeBTUYECKAs KOMIIO3HLMS HACTOSIIEr0 OIMCAHHUS MOJKET
cocrosatb u3 7-46  wmac.% naseprunHuba wmesmnara; 50-87 wmac.%  komOmHanuu
MUKPOKPHUCTAJUTMUECKON LIeJUTFOJIO3bI M MaHHUTA, 2-5 Mac.% kpockapmenio3sbl HaTpust;, u 0,5-1,5
Mac.% creapaTa MarHusl.

[0035] JlazepTrHHOA Me3MIAT MOXKET TIPEACTABIATh COOOM KpUcTauMyeckyo ¢hopmy. B
OHOM BapHaHTE OCYLIECTBJICHHs JIa3epTUHUOA Me3WJaT MOXKET NPEACTaBIATh COOOi
KpUCTaTHUecKyo Gopmy, umerouryro npoduns [P/l ¢ nukamu B monoxkenusx 5,614, 12,394,
14,086, 17,143, 18,020, 19,104, 21,585, 22,131 u 22,487 °26 + 0,2 °20. B apyrom BapuaHTe
OCYIIECTBIICHHS JIa3epPTUHHOA ME3UIIAT MOXKET MPENCTABIATh COOONH KPUCTALUTHYECKYIO (hopmy,
uMerIy TepMmorpammy nupdepenimanbaoil  ckanupyromeit  kamopumerpun  (JICK) ¢
SHIOTEPMHUUYECKUM MUKOM npu Temreparype oT 210 no 230 °C, npeanoururensHo 217 + 2 °C.
JlazepTrHUO Me3MIaT MOKET UMETh Havyasio npu Temmneparype 214 + 2 °C.

[0036] JlazepTmHuOa Me3WJaT MOXKET OBITH TMOJYYEH CIOCOOOM — TOJyYEHHUs,
BKJIFOUAIOIINM (a) CMEINMBAaHUE JIa3epTUHHOA, CBOOOMAHOrO OCHOBAHUS, C €IWHCTBEHHBIM
OPTaHWYECKUM  DPACTBOPUTENIEM HJIM CMELIAHHBIM  pPACTBOPHUTENEM C  IOCIEIYIOLINM
noOaBjieHHEM K HEMy METaHCYJIb(OHOBOI KHUCIOTHI ¢ 00pa3oBaHUEM Jia3epTUHNOA Me3wmiaTa U

(b) xpucTamuzanmo NazepTHHUOA Me3MIaTa myTeM 100aBJIeHNsT OPraHMYECKOTO PACTBOPUTENIS



K CMeCH, MOJIYYeHHOH Ha cTaand (a).

[0037] EnuHCTBEHHBI OpraHWYeCKUH pacTBOpPHUTENb HAa CcTaauud (a) HE HMeeT
KOHKPETHBIX OrPAaHHYEHHUH, HO MOXeT ObIThb BBIOpAH W3 TPYNIbI, COCTOSIIEH U3 alLeTOHA,
METWJIDTUJIKETOHa U sTWiauerara. CmemaHHbI pacTBOpUTENb Ha craguu (a) MOXKeT
NPENCTAaBISITh COOOH CMEIIaHHBI PACTBOPUTENb U3 BOABI M OJHOTO MM OOJee MpHeMIIEMbIX
OpPraHMYecKUX PacTBOpUTENel. B 4acTHOCTH, MPeNOYTHTENBHBIM SBIIETCS, O0€3 OrpaHuYeHH,
CMELIAaHHBII PAaCTBOPUTENb W3 BOABI M OAHOrO MM OOjee OpPraHMYeCKHX pPaCTBOPUTENEH,
BBIOPAHHBIX M3 auUeTOHa M MeTWDTHIKeToHa. COOTHOIIEHHE CMEINMBAaHUS BOIBI U
OpPraHUYECKOTr0 PAaCTBOPHUTENST MOKET COCTaBNsATb, Oe3 orpanHuuenuid, or 1 : 1 mo 1 : 10 mo
00BpeMy, a KOHKpeTHO oT 1 : 4 1o 1 : 6. Ctanuro (a) MOJKHO BBITIOJIHSTH MPHU Temmeparype ot 20
1o 70 °C, npeanouturenpHO oT 45 1o 60 °C.

[0038] Kpucrammmzammo Ha craguud (b) MOXKHO BBINOJNHATH IyTEM HOOaBIIEHHS
OPTaHHUYECKOTO pACTBOPUTENS K CMECH, IIOJYYeHHOW Ha craguu (a), NepeMeIlnBaHUs,
OXJIAKIEHUs] U (QUIBTPALIMA CMECH, M BIIOCIEICTBUHU €€ CYLIKH C IOJNyYEeHHEM B pe3yJIbTaTe
TBeporo BemecTsa. OpraHudeckuil pacTBOpUTeNb Ha cTanuu (b) MokeT ObITh TAKHM K€, KaK U
€IIMHCTBEHHbIH OPTaHWYeCKUH pacTBOPHUTENb Ha CTaguu (a), WM OTJIMYATBCS OT Hero. B
YaCTHOCTH, OPTaHUYECKUH PaCcTBOPUTENb, MPUMeHseMblii Ha ctanuu (b), MOXeT mpencTaBisTh
co0oli o MeHbIIEH Mepe OIMH PACTBOPHUTEND, BBIOPAHHBIN U3 TPYIIIBL, COCTOSINEH U3 alleTOHa,
METWIDTWIKETOHA H JTHianerara. Opranmueckuii pactoputens Ha craguu (b) MoOXHO
nobaBisite B odbeme or 3 mu go 20 mu Ha 1 r nasepruHuba, CBOOOAHOTO OCHOBAHWUS,
UCTIONB3YEMOro Ha ctanuu (a). B gacTHOCTH, opraHHMUYecKuil paCTBOPUTENIb MOXKHO JOOABIISATH B
ooveme oT 5 mu 1o 20 mu Ha 1 r nasepTuHMOa, CBOOOAHOTO OCHOBAHUS, HMCIIOJIB3YEMOTO Ha
cranuu (a), U Oojiee KOHKpeTHO B oObeMe OT 5 mu 1o 10 mu, HO Oe3 orpanuveHuii. Cmecs,
NOJYYEHHYI0 IyTeM J00aBJIeHUS OPraHW4YeCKOro pPAcCTBOPUTENS, MOXHO OXJaXAATh 10
temrieparypsl oT 0 no 30 °C, npennourutenbHo oT 0 no 10 °C u BHocneacTBUU BBICYIINBATH
npu tremrnepatype ot 30 go 70 °C nnst BeiAeNeHHS Ja3epTHHUOA Me3nIaTa.

[0039] dapmMaLieBTHUECKYIO KOMITO3UIIMIO HACTOSIIETO OMUCAHUSI MOKHO TIPUMEHSITh ISt
NPOQHIAKTUKN WK JICYSHUsT OTTOPIKEHHUS aJNIOTPAHCIUIAHTATA, PEAKIIUS KTPAHCIUIAHTAT MPOTHB
XO35IMHA», Ua0EeTUYeCKOH  PEeTHHONATHH, XOPHOWAAJIBHOTO AHTHOTeHE3a  BCJIEACTBUE
BO3PACTHOTO YXYAIIEHHs 3PEHUs], ICOpUas3a, apTPUTa, OCTEOAPTPUTA, PEBMATOUIHOTO apTPHTA,
0o0pa3oBaHUsl CHHOBHAJIBHOTO IIAHHYCA NPU apTPHUTE, PACCESTHHOTO CKJIEP03a, MHACTEHHUH
rpaBUC, caxapHOro nuabera, AMAOETHYECKOrO COCYAMCTOrO HAPYLIEHHs, PETHHOMATHH
HEJIOHOIICHHBIX, MJIQJICHYECKOH TI'€MaHTHOMBI, HEMEJKOKJIETOYHOTO paka JIErKOro, paka
MOYEBOT'O My3bIPsI, PaKa TOJIOBBI U LIEH, PaKa MPEACTATENbHOM KeNe3bl, paka MOJIOYHOH JKeJIe3bl,
paka SUYHHMKA, paka JKeNydKa, paka TOMKEIyJOUYHON Kene3bl, Ircopuasa, ¢udposa,
aTepoCKIIepo3a, PEUUAUBUPYIOIEr0 CTEHO3a, ayTOMMMYHHOrO 3a0OJieBaHus, aJUIepPTHuHy,
pecrupaTopHOro  3a0oJeBaHUs, OpOHXMAJbHOM  acTMbI, OTTOPXKEHHs TPAHCIUIAHTATA,
BOCHaJieHusi, TpomOo3a, mponupepauu COCYIOB CETYATKH, BOCMAJIUTENILHOTO 3a00JIeBaHHS
KumeyHnka, Oome3sHn KpoHa, $3BEHHOrO KOJNWUTA, TMOPAKEHUs] KOCTEH, OTTOPIKEHUs

nepecameHHofﬁ TKaHHW HWJIHW TpPAHCIJIAHTATa KOCTHOr'O MO3ra, BOJIMaHKH, XPOHHUYECKOIO



NAHKPeaTHTa, KAaxXeKCHH, CENTHYEeCKOro moka, (pubpoza u nuddepeHIupyomuX KOXKHBIX
3a0oneBaHWii  WJIM ~ pacCTpPOMCTB, 3a00neBaHUIl  LIEHTPAJIbHOM  HEPBHOM  CHCTEMBI,
HelporereHepaTUBHBIX ~ 3a0oneBaHuii, Oone3nn  AusburedimMepa, Oonesnu IlapkuHcoHa,
PacCTPOICTB UM CHUMIITOMOB, CBSI3aHHBIX C IOBPEKAECHUEM HEPBOB I1OCJIE TPABMbI FOJOBHOTO
WIM CIIMHHOTO MO3Ta WJIM JereHepauueil 5K30HOB, OCTPOrO0 MWJIM  XPOHHUYECKOTO
3JI0KAYeCTBEHHOTO HOBOOOpa3oBaHMs, 3a00NeBaHUS TIJIa3, BUPYCHOW HH(EKUNH, CEepAeYHOro
3a0ojeBaHMst, JIETOYHOro  3a0oneBaHust wiu  3a00NeBaHUs MOYEK M OpOHXHTA.
@dapmMaLeBTUYECKYI0 KOMITO3UIMIO HACTOSLIEr0 OMUCAHHUSI MOXKHO TMpPHMEHSTh, HO 0e3
OTpaHUYEHUH, ANl MPOQUIAKTUKH WM JICUEHUs] OCTPOrO WM XPOHUYECKOro paka, Oosee
NPEATNIOYTUTENIBHO paka JIETKOro, HauOojee MNPEeNNnoOuYTUTENIbHO HEMEJKOKIETOYHOTO paka
JIETKOTO WJIM HEMEJIKOKJIETOYHOTO PaKa JIETKOTO ¢ METAaCTa3aMy B TOJIOBHOW MO3T.

[0040] [lanee B HacToOsileM JOKyMEHTe HACTOsilee OmucaHue Oyner omucaHo Oojee
noApOOHO C MOMOIIBI0 MPUMEPOB M TECTOBBIX NpUMepoB. ONHAKO 3TH MPUMEPHI U TECTOBBIC
NPUMEPHI JIUIIb WIUTFOCTPUPYIOT HACTOSIIEE OMUCAHUE, U HACTOALIEEe ONMUCAHNE HE OTPAHUYCHO
STUMH NIPUMEPAMH B TECTOBBIMHU TIPUMEPAMH.

[0041] B crenyromux mpuMepax U TECTOBBIX NMPUMeEpax «JIa3epTUHUO» OTHOCHTCS K N-
(5-(4-(4-(numernnamuno )MeTwn)-3-penni-1H-nmpazon- 1 -un) mupuMuIuH- 2-UITaMUHO )-4-
METOKCH-2-MopdonmnHOpEeHNT)aKkprIaMHy, a <«JIa3epTUHUO Me3WIaT» OTHOCUTCS K COJIU
ME3HUJIOBOM KHUCJIOTBI N-(5-(4-(4-((numerunamunao )Metwn )-3-penmn-1H-mupazon-1-
W) TUPUMHIUH-2- HJIAMHHO )-4-MeTOKCH-2-MOp(HOoTMHOPEHMIT )aKpHIIaMHIA.

CranpaprHbiii npumep 1. Ilonydyenue JazepTuHuda Mmesuaara

[0042] CoenuneHue, TOMy4YEeHHOE CHOCOOOM, AaHAJOTUYHBIM OMUCaHHOMY B WO
2016/060443, T. e. N-(5-(4-(4-((mumeTrnamuHo )MeTHN)- 3-pernn-1H-nupazon- 1 -nin) nupumuans-
2-unamMuHO)-4-MeTokcu-2-MopdonuHopenmn)akpuaamua  (mazepruaud) (1100,0 r, 19832
MMOJIb), alleToH (4,4 11) u ouninenHyro Bony (1,1 1) momemanyu B peakTop 1 Harpesaiau 10 45-55
°C npu nepememnBaniy. MeraHcybhoHOBYIO Kucaoty (186,8 r, 1943,6 MMoIb) pa3sBOAMIN B
ounineHHoi Boze (0,55 i) u BnocnencTBUU TOOABISLTN K HEeW MOJYYEeHHBIH PacTBOP, COXPAHSIS
temriepatypy 45 °C unu Beie. [lonydenHyro cMech nepeMemmnBany B TedeHre 30 MUHYT WU
OoJiee ¢ MOJy4EeHUEM CMECH COJIM Me3WJIOBOUM KUCIOThI N-(5-(4-(4-((nMMeTUIaMIHO )METHII)-3-
¢ennn- 1H-nupazon- 1 -un)nupuMuaAnH-2 - UIaMUHO )-4-MeTOKCH-2-

MOP¢OTMHOPEHHIIT )aKPUIIAMHU/IA.

[0043] ITocne 3TOro B HENsIX KPUCTAUIM3ALMH 3TOTO COEAWHEHHUS] Me3ujiaTa B CMECh
nobasysimn anetoH (8,8 1), coxpanss temmeparypy oT 40 mo 50 °C. IlonydeHHyK cMech
nepememBaii B TedeHue 30 MuHYT wim Oonee, oxnaxkganu ao 0-5 °C, a BmocneacTBuH
nepeMeInuBaId B TEYeHHWE 3 4acoB WM Oojee. PeakunMOHHYI0 cMech (UIBTPOBAIM IPH
MOHMKEHHOM J1aBJICHWH, BJIAKHBIA OCTATOK IPOMBIBAIHM aleTOHOM (5,5 1), a BIIOCIEACTBUU
MOJIy4YE€HHOE TBEPJIO€ BeIecTBO BbiCcywuBaiu mnpu 55 °C B Bakyyme c nosydeHueM 10958 r
nazeptuHnOa Me3mara (Beixon: 84,9%).

[0044] Pe3ynbTaThl U3MEPEHUS MOIYUYEHHOIO JIA3ePTUHNOA Me3nlaTa METOI0OM 'H sMP
(400 MI'y, DMSO-ds) npencraBieHbl HIKE.



[0045] "H-SIMP (400 MI', DMSO-de) & 9,79 (c, 1H), 9,35 (c, 1H), 9,21 (c, 1H), 8,78 (c,
1H), 8,59 (n, 1H), 8,33 (¢, 1H), 7,77 (n, 2H), 7,55 (m, 3H), 7,34 (1, 1H), 6,94 (c, 1H), 6,71-6,76
(xB, 1H), 6,28-6,31 (n, 1H), 5,81-5,83 (n, 1H), 4,48 (c, 2H), 3,90 (c, 3H), 3,81-3,83 (T, 4H), 2,86-
2,88 (1, 4H), 2,66 (c, 6H), 2,35 (c, 3H).

[0046] B pesynbraTe M3MepeHUs NOJY4YEHHOrO Ja3epTHHHOA Me3ujara IOCPEACTBOM
ITP/] nokasan npodue TP/ ¢ nukamu B monoxkenusx 5,614, 12,394, 14,086, 17,143, 18,020,
19,104, 21,585, 22,131 u 22,487 °20 + 0,2 °26 (®UIL'. 1). Cnextp [TP/] u3mepsiiu, UCTIONB3YsI
cnektpometp Bruker D8 Advance (ucrounuk pentreHoBckoro usiyudenusi: CuKo, pabouee
HanpsokeHue namnbl: 40 kB/Tok mammer: 40 MA, mens ucnyckanust: 0,3 u menb paccestaust: 0,3).

[0047] B pesysabraTe u3aMepeHwus MOJYYEHHOro JasepTuHuOa mesmnata meronom JICK
ObUT TOKa3aH sHpoTepmudeckuii muk Ha rpaduke JACK oxomo mpu 217 °C (®UI. 2). ACK
usmepsu ¢ nomomnbio npudopa Mettler Toledo ICK 1 STAR (koHTteliHep nansi oOpa3Los:
repMEeTH3UPOBAHHbIN AJIOMUHMEBBIN Turenb, ycioBus 99% a3ora M JuHEHOE MOBBILIEHHUE
temnepatypsl Ha 10 °C B munyty ¢ 30 °C 1o 300 °C).

CranpaptHeiii.  npumep 2. OneHuBaHHe  CBOWCTB M HCCJeJ0BaHHe
(papMakoKHHETHKH JIa3epTHHHOA Me3H/IaTa

(1) HcnbiTaHHE HA PACTBOPUMOCTDH

[0048] PactBOopumocTh B cooTBeTcTBUM ¢ pH M pacTBOPUMOCT B HMCKYCCTBEHHOM
JKEJTyIOYHOM COKE€, HMCKYCCTBEHHOM KHIIEYHOM COKE, BOJE€ U 3TaHOJE CPaBHUBAJIU JpPYr C
APYrOM IO OTHOIIEHHIO K JIa3epTUHHOA ME3WIATy U Ja3epTUHUOY, CBOOOTHOMY OCHOBAHHUIO.

[0049] 120 mr nazeprunuba me3uiara (100 Mr B pacdere Ha JIa3epTUHUO), MMOIyHIEHHOTO
B CTaHAApTHOM rnpumepe 1, nobaBnsiam k 5 mi Oy(epHOro pacTBopa, MMEIOLIETO Ka)XI0e U3
3HaueHui pH, ommcaHHBIX B NMPUBEAEHHOHN HIDKke Tabnmuie 1, UCKYCCTBEHHOIO MKeNyJOYHOIro
COKa, UCKYCCTBEHHOI'O KMUIEYHOTO COKA, BOABI UJIM 3TAHOJA, a BIIOCIEACTBUYU NEPEMEIINBAIHN B
yenoBusix 37 °C, BomsHO# Oanm m 50 0o0/muH B Teuenwe 12 wacos. Kpome toro, 100 mr
na3epTuHuOa, CBOOOMTHOIO OCHOBaHUs (MOJyYEHHOI'O CIIOCOOOM, aHAJOTHYHBIM OMMCAHHOMY B
WO 2016/060443), mnoxseprajiu HCHBITAHHIO B TeX ke ycnoBusx. Ilocme 12 wacos
NepeMeIIuBaHu M3MEPSUI  KOHLIEHTPAIMIO PACTBOPEHHOTO JIa3epTHMHHUOA ¥ CpPaBHHUBAJIU
pacTBOPUMOCTD. Pe3ynbTaThl MOKa3aHbl HUKE B TaOmuLe 1.

[Tabauma 1]

PactBopumocTs (Mr/min)

Hckyccrse | MUckyccTse

HHBIN HHBII
pH | pH | pH | pH | pH | pH | pH . JTaHo
JKEJTyJOYHbI| KUIIEYHBIH | BOAA
1,2 120 1] 30|40 | 50| 60| 7,0 b
U COK COK

(FaSSGF) | (FaSSGF)

Jlazeptu
44 137 1 19 | 1,0 | 0,01 {0,003/0,001 L5 0,027 0,001 0,599

1505(0)
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cBOOOIH
oe
OCHOBAaH

Hue

Jlaseptu
H1Oa 149 | 14,1 | 17,9120,9 | 18,4 | 1,2 |0,018 10,1 0,68 21,6 | 17,3

Me3ujar

[0050] Kak moka3ano B Tabnuie 1, pacTBOPUMOCTh B BOAE Ja3epTuHuOa me3mnara B 20
000 pa3 BbIlIE, YeM Y Ja3epTUHHOA, CBOOOJHOIO OCHOBAHUS, PACTBOPUMOCTD B HCKYCCTBEHHOM
xenynouyHoM coke (FaSSGF) - B okomo 10 pas Bbime, deM y Ja3epTHHHOA, CBOOOIHOrO
OCHOBAHHUS, U PAaCTBOPHUMOCTh B HCKycCTBeHHOM kuiieuHoM coke (FaSSIF) - B okomo 25 pa3
BBIIIIE, Y€M Y JIa3epTHUHHUOA, CBOOOTHOTO OCHOBAHHSI.

(2) HccaienoBanue cTabMJILHOCTH

[0051] HccnenoBanre cTabMIIBHOCTH JIa3€PTHHUOA ME3WJIATA BBIMOJIHSUIA B CTPECCOBBIX
YCIIOBHUSX U B YCKOPEHHBIX YCIIOBUSX, MIPH 3TOM KaKIO€ YCIOBHE OBUIO TAKUM, KaK IMOKA3aHO B

Tabnuue 2 HUxe.

[Tabmuma 2]
Knaccuduxanums CtpeccoBble ycaoBUs Y CKOpeHHbIE YCIOBUS
Temneparypa 60+2°C 40+2°C
75 + 5% (oTHOCHUTENBHAS
BnaxnocTtb 75 £ 5% (oTHOCHUTENbHAS BIAXKHOCTD)
BJI&YKHOCTD)
CrexssiHHBIHN (IIaKOH JIBOMHOI NOJIUATUIIEHOBBIN MAKET,
Konreiinep BMECTUMOCTBIO 10 M1 1 OyThLIKA U3 MOJUITUIICHA BBICOKOH
PE3UHOBAast KPbILIKA wiorHoctu (IT9BIT)
B nauane, yepes 2 Henenu u B Hauane, yepes 1 mecsi, uepes 3
Bpewmst BeiOOpkH
yepes 4 Henenu Mecsila U yepes 6 MecsLeB

(2-1) UccaienoBanne cTa0UIBHOCTH B CTPECCOBBIX YCJIOBHSIX
[0052] CrabunpHOCTh Ja3zepTHHHOA Me3ujiaTa UCCIEAOBAA B CTPECCOBBIX YCIIOBHUSIX,
ONHCAHHBIX B TaOJHIe 2 BbIIE, U pe3yibTaThl MokaszaHel Ha @UI. 3 u B Tabnmuuax 3 u 4 HIDKE.

VYenosust nnst uzmepenuit [IPJ] u JICK sBnstoTCS TaKMMU K€, KaK OMUCAHO B CTaHAAPTHOM

npumepe 1.
[Tabauma 3]
ITpoduns TP Hayvano JICK (°C) Breuranii Bux (1ser)
Hauan 2 Hene- 4 Hauan 2 4

2 uenenu | 4 wemenu | Hagano
0 I HEIEH 0 HeOeNnn | Heneiu




11

Takoii xxe | Takoii xe
- 214 214 214 benviii | benbiit Benbiii
npoduse | mpoduib

[0053] Pesynprarel HU3MEpEHUS] METOIOM  BBICOKOX((EKTHBHONW  KUAKOCTHOM
xpomatorpadpun (BOXKX) nomonnuTenbHO mnpuBeneHsl B Tadnuie 4 HIDKE, a HU3MEPEHUs
NPOBOIWIIM B CIEAYIOIIMX YCJIOBHsIX: Oy(epHblii pacTBOp s moaBwkHOUM (asel: 250 MM
arierata aMMOHUs B Boze (moaBukHas ¢asza A: Oydep/Boma/aneronutpui, noasuxHas ¢asza B:
arieronuTpu, kojoHka: Xbridge BEH C18 XP)

[Tabmuma 4]
Uucrora (%) Conep:xanue (%) Conep:xanue Bozbi (%)
2 4
Haua 2 4  |Usmenen| Haua 2 4  |HU3menen| Haua Nzmenen
HeAeN | Henen
JIO |Hepenu|Henmeny| —ue JIO |Heaenu|Henenu ue JI0 ue
u u
99,2 | 99,3 | 99,3 +0,1 98,8 | 97,7 | 98,9 +0,1 248 | 2,71 | 2,70 | +0,22

(2-2) HccaenoBanne cTa0UIBHOCTH B YCKOPEHHBIX YCJI0BHSX
[0054] CtabunbHOCTh JTa3epTUHUOA ME3WJIaTa MCCIEAOBAA B YCKOPEHHBIX YCIIOBUSIX,
ONHUCaHHBIX B TaOJHIe 2 BbIE, U pe3yibTaThl mokazanel HAa OUI. 4 u B Tabmunax 5 u 6 HUXe.

Yenosust aist usmepenuit [1PJ] u JICK coBnagaroT ¢ onmucaHHbIME B Tipumepe 1.

[Tabauma 5]
ITpoduns ITP/T Havano JICK (°C) Breurnwnii Bun (11ser)
6 6 6
Hauga 1 3 Hauan| 1 3 Havan| 1 3
MecsLe MecsiLe MecsLe
JO | MecsI | Mecsua 0 |Mecs1| Mecsa 0 | MecAl |Mecsa
B B B

Taxkoii | Takoii | Takon

XKe XKe XKe bennl
- 214 | 214 214 214 Bbenvrii | benpriii | benbrii
npodu | mpodu | mpodrn i
JIb b b

[0055] Kpome TOro, pe3yjabTaTbl H3MEPEHUs] METOAOM  BbICOKO3(PeKTHBHOI
KHUIKOCTHOH xpomarorpadun (BOXKX) npusenensl B Tabnuie 6 HUXKE, a YCIOBUS U3MEPEHUH

COBIAJAIIN C ONUCAHHBIMH B (2-2).

[Tabauma 6]
Uucrora (%) Conepxanue (%) Conep:xanue Bozbi (%)

1|3 6 1|3 6 1] 3 6

Haua H3mene|Haua H3mene|Haua H3mene
MeC | MeCsi | MeCsI MEC | MeCst | Mecst Mec | Mecsi| Mecst

JI0 HUE | JIO HHE | JIO HUE
s | ua | 1eB S | ma | 1eB S | ma | IeB

99,2199.,3199,3| 99,3 | +0,1 |98,8(98,9/98,9| 99,1 | +0,3 |2,48|2,73/3,19| 3,01 | +0,53

[0056] Tlo pesynapTaTam HUCCIEAOBaHUN CTAOMJIBHOCTH JIa3epTUHHOA Me3uiara ObuUIo

OTMEYCHO HE3HAYUTCIIPHOC U3MCHCHUE YUCTOTBI U COACPIKaHWA BOABI MEXKAY HAYaJIbHOM TOUKOM
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U KOHEYHOH TOYKOW HCCIeNOBaHUs crabmibHOCTH, m3MeHeHuil B mnpodwmie [IPJI, a Taxxke
M3MEHEHUH BHEIIHEro BHJA, HAONI0JAaeMOro IO MOKA3aTeNI0 LBETHOCTH He OOHApYXKEeHO, H,
TakiuM 00pa3oM, Obula MOJTy4YeHa MPEBOCXOAHAS CTAOMIIBHOCTb.

(3) CpaBHuTe/IbHOE HccaegoBaHHe (PAPMAKOKHMHETHKH JIa3epTHHHOA Me3uHjaaTta M
JIa3epTHHHOA, CBOOOJHOr0 OCHOBAHHS, Y 3A0POBBIX KPbIC H KPbIC, MOJYy4YaBIIHX
330Menpaso.

[0057] B oTHOmEHMHU nazepTHHUOA Me3WiaTa M Jla3epTHHHOA, CBOOOAHOTO OCHOBAHUS,
OBUIO MPOBEACHO CpaBHEHHE HMX (PAPMAKOKMHETHKH Yy 3IO0POBBIX KPBIC M KPBIC, KOTOPBIM
BBOIWJIM  530MENpasoJ, MNPEACTABSIIOIMNA  cO0OW  MHTHOMTOP  MPOTOHHOTO — HAacoca
COOTBETCTBEHHO. B 9acTHOCTH, 1Uisi OuLeHUBaHHsS aOCOPOIMM 3THUX JIEKAPCTBEHHBIX CPENCTB Y
JKUBOTHBIX CPABHUBAJIN MaKCUMAJIbHbIE KOHIIEHTPAUUHU B KPOBH (Cyaxc) Y TIIOMIATN TIOJ KPUBOH
koHueHTpauun B KpoBU (AUCo;) COOTBETCTBEHHO y 3IOPOBBIX KPBIC M KpPBIC, KOTOPBIM
BBOJIMJIA 330METIPa30Jl.

[0058] UToOBI mMpoBECTH CPAaBHUTENBHOE HCCIENOBaHHE (HAPMAKOKUHETHKH B KaueCTBE
SKCIIEPUMEHTAJIbHBIX JKUBOTHBIX OBUIM OTOOpaHBI CaMIlbl KPBIC ¢ Maccod Tena okoso 250 r
(muamst SD) B BO3pacte 8 Hemenb, a JsasepTmHMOAa Me3WJAT U Jla3epTUHHO, cBOOOIHOE
OCHOBaHHME, cycrneHaupoBamu B 0,5%-M pacTBOpe METHIILEIUTIONO3bl, a BIIOCIEACTBUU
NEePOpPaATbHO BBOIAWIIH 3I0POBBIM KpbIcaM B 1o3e 30 mMr/S Mir/Kr.

[0059] Kpome Toro, camiuam KpbIC ¢ Maccoil tena okono 250 r B Bo3pacte 8 Henesb
BHYTPUBEHHO BBOIWJIM 330MeNpa3on (330Menpas3ojia MarHus JUTHAPAT, MPOU3BOACTBO
kommanuu Sigma-Aldrich) B no3e 5 mMr/2 miu/kr B TedueHue 3 IHEH, a BIIOCIEACTBUN MEPOPATBHO
BBOJMJIN JIa3epTUHNOA ME3WIAT U JIa3epTHHUO, CBOOOIHOE OCHOBaHUE, B TaKoH ke no3e (30 mr/S
MII/KT), KaK M 310pOBbIM KpbicaM. IlonydeHHble TakuM 0Opa3oM pe3ysbTaThl (MaKCHMAasbHas
KOHLIEHTpPALUsl B KPOBM U IUIOLIAJb TOA KPUBOW KOHLIEHTPALMH B KPOBU) CPABHUTEJIBHOTO

uccienoBanus papMakOKMHETHUKY MTOKa3aHbl B Tabmune 7 n Ha @UIT. S u 6.

[Tabmuma 7]
Kpeichl, nonyyasiue
3n0poBas Kpbica
330Memnpa3oit
@dapMaKOKHHETUYECKUH MapaMeTp JlazepTunHMO, JlazepTHUO
JlazepTunu JlazepTuHu
cBoOoOIHOE , CBOOOIHOE
0a me3unar 0a me3mat
OCHOBaHHE OCHOBaHHE
MaxkcumanbHast KOHLEHTpaLus B KPOBU
815.,6 725,7 427,5 223,0
(Chaxe, HT/MIT)
[Tnomane mox KPUBOH KOHLIEHTPALIH B
KPOBH 8139,0 7293.6 52109 2636,7
(AUCpocy, H4/MT)

[0060] Kak moka3aHO B MPUBEIEHHBIX BBIIIE pe3yJbTaTaxX, Y 3J0POBBbIX KPBIC B CIy4ae

NMPUMEHCHUA J'I&SGpTI/IHI/I6a, CBO6OI[HOFO OCHOBAHUA, Ha6J'II-OI[aeMbIe 3HAYEeHUsS] MaKCHUMaJIbHOMH




13

KOHLIEHTPALMM B KPOBH M IUIOIIAAM IOJ KPUBOH KOHLIEHTpanwu B Kposu Obumm Ha 11,0% u
10,4% Hmwxke, uyemM s J1a3epTHHUOA Me3MIaTa COOTBETCTBEHHO, Y KpbIC, IOJy4aBIINX
330Merpas3oJi, HaOJII01aeMble 3HAYeHNUs MAKCUMAJIbHOM KOHLIEHTPALMK B KPOBU M TUIOLIAU MO
KpUBOH KOHLEHTpauuu B KpoBu Obumm Ha 47,8% u 49,4% COOTBETCTBEHHO HIKE, YeM I
nazeptuHuOa Mesmnara. Takum o0pa3oM, MOXHO BHUIETb, YTO JKCIO3ULMS Ja3epTUHHOA,
CBOOOTHOTO OCHOBAaHMSI, B OPraHM3Me HIDKE, YeM HKCIO3ULMS JIa3epPTHHHOA Me3uiaTa.

[0061] Kpome Toro, y KpbIC, KOTOPbIM BBOAMJIM 330MENpPasoll, B Cilydae Ja3epTUHHOA
Me3ujiaTa MakCHUMajlbHasi KOHLEHTpPAalLUsi B KPOBHM U IUIOMIA[b IOJ KPHUBON KOHLEHTPALUU B
KpoBu Obun cHKeHbI Ha 47,6% u 36,0% COOTBETCTBEHHO MO CPAaBHEHHIO CO 3OPOBBIMH
kpbicamu. OHAKO B CIy4ae MPUMEHEHHs JIa3epTUHIOA, CBOOOTHOrO OCHOBAHUS, MAKCHMaJIbHAS
KOHLIEHTPALUsl B KPOBH U IUIOLIAJb TOJ KPHUBOH KOHIIEHTPALIMU B KPOBU OBLUIM CHUKEHBI Ha
69,3% u 63,8% COOTBETCTBEHHO IO CPAaBHEHMIO CO 370pOBbIMHU KpbicaMu. Ha ocHOBaHMM 3THX
PE3yIBTATOB MOXKHO YBUIETD, YTO (PApMAKOKHMHETHKA JIA3EPTHHNOA ME3HJIaTa MEHSIETCS MEHbIIEe
NPU BBEIEHUH 330MeMNpasoa, 4eM (papMakoKUHETHKa Jla3epTHHIOA, CBOOOTHOTO OCHOBAHMS, U,
TaKUM 00pa3oM, COXPAHSETCS €ro BBICOKAst KOHLIEHTPALIUS B KPOBH KPBIC.

(4) UccaenoBanue (papMaKOKHHETHKH JIa3epTHHHOA Me3W/IaTa U Jia3epTHHHOA,
cB00OJHOr0 OCHOBAHMSI, Y O0aK MOPOAbLI OUTJIb

[0062] YUToObl mpOBECTH CpPaBHUTENIBHOE UCCIENOBaHHE (hAPMAKOKUHETHKH B KaueCTBE
SKCIIEPUMEHTAJIBHBIX JKUBOTHBIX ObUTH OTOOpaHbI caMLibl COOAK MOPOAbI OWUIJIb ¢ Maccoil Tena
okosio 10 kr B Bo3pacte 15-17 mecsues, a jazepTuHHOa ME3WJAT U JIA3EPTHHHO, CBOOOIHOE
OCHOBaHue, cycneHaupoBaiu B 0,5%-M pacTBOpe METHILEIUIIONO3bl, a BIIOCIEACTBUU
NepopaibHO BBOAMIIM cobakaM mopoxabl Ournb B go3e S5 Mmr/2 mur/kr. IlonydeHHBIE TakKuM
o0Opa3oM pe3ynbTaThl (MakCUMajibHas KOHLEHTpAaLUs B KPOBM M IUIOINAAb IOA KPUBOM
KOHLEHTPALUH B KPOBH) CPAaBHUTEIBHOTO HCCIENOBAHHS (PapMAKOKMHETUKU IIOKa3aHbl B
tabmuue 8 u Ha OUIL. 7.

[Tabmuma 8]
JlazepTrHHO,
JlazepTuanba
cBobonHOe
Me3UIaT

OCHOBaHHE

MaxkcumanbHast KOHIeHTpauus B KPOBH (Cyaxe, HI/MIT) 134,7 80,7

ITnomane mox KpUBOH KOHLIEHTPALIUH B KPOBU
811,5 379,1
(AUC ¢y, HI4/MIT)

[0063] Kak moOka3aHO B MPUBENEHHBIX BBIIIE PE3YJIbTATAX, B KAYECTBE pE3yJIbTaTa
UCCJIEIOBaHMSI TSl COOAK MOPOABI OUTIb OBLIO OTMEUEHO, YTO MAaKCHMAJIbHAasi KOHLIEHTPALHs B
KPOBH W IUIOIIAAb TOJ KPUBOW KOHLIEHTPALMU B KPOBH JIa3epTHHHOA, CBOOOIHOTO OCHOBAHWUS,
Oopu  coorBercTBeHHO Ha 40,1% wu 50,4% Huwxke, yem nans naseptuHuOa Mmesmnata. Ha
OCHOBAaHUU J3TUX PE3YJIbTATOB MOXHO YBHIETb, YTO y cODaK MOpOABI OWUIIb Jia3epTUHHOA
Me3UJIaT COXpaHseTCsl B OoJiee BHICOKOH KOHLIEHTPALMU B KPOBH, Y€M JIa3epTUHUO, CBOOOIHOE

OCHOBAHUCE.
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[0064] Takum oOpa3oMm, pacTBOPHMOCTb U OWOMOCTYIHOCTH Ja3epTHHHOA Me3WjaTa
NPEBOCXOJAT 3TH MMOKA3aTeNH AJIs Jla3epTUHNOa, CBOOOAHOr0 OcHOBaHMsA. JlazepTuHUO Me3mnat
UMEeT VJIYULIEHHYI0 CTaOWUJIbHOCTb, PAacTBOPUMOCTb M OHMOAOCTYIHOCTb U OTJIMYAETCA
MPEBOCXOAHBIMH MOKA3aTCIISIMU B OTHOIICHUN BBICOKOI YHCTOTHI.

IIpumeper 1-8. Iloydyenne Tabdaerox

[0065] Tabnetky, comep kamlyr ja3epTHHHOA ME3WJAT, MOJy4Yalid B COOTBETCTBUHU C
UHTPEUSHTAMHU U CONeprKaHueM, yka3aHHbIMH B Tabmune 9 nmxke. Conepikanue B Tabmuue 9
npeacTaBJI€CHO B MI' HA €AWHUYHYHO Ta6JIeTKy. B YaCTHOCTH, aKTUBHBIN HHIPCOAUCHT, I[O6aBKy u
BEIIECTBO JJISl YJYYIIEHHs] pacriagaeMOCTH TaOJEeTOK CMEUIMBAIN C TMOMOINBI OnieHnaepa, a
BIIOCJIEZICTBUM B CMECH JIOTIOJIHUTENIBHO BBOAMIN CMa3biBaroliee BemecTso. [lonyueHHyo cmech
MIPeCcCoBaM ¢ UCTIOb30BaHueM TabneTounoro mpecca (XP1 npoussoncrea Corsch Corporation)

C TIOJIyYeHHEeM Ta0JIeTOK.

[Tabauma 9]
ITpumeps! (Mr/Tabnerka)
HNurpeauent
1 2 3 4 5 6 7 8
JlazepTurnba
11,73 | 11,73 | 23,47 | 23,47 | 46,93 | 46,93 | 93,86 | 93,86
AKTHUBHBII Me3uiaT
(10,00{(10,00{(20,00{(20,00{(40,00| (40,00 |(80,00{(80,00
VUHTPEAUEHT (B pacuere Ha
) ) ) ) ) ) ) )
Na3epTHHUO)
Mukpokpucrammuec
65,27 | 42,55 | 67,53 | 35,38 | 65,07 | 32,52 | 67,14 | 33,29
I[o6aBKa Kas LEJUIK0JI03a

D-maHHUT 65,00 | 87,72 | 66,00 | 98,15 | 65,00 | 97,55 | 66,00 | 99,85

Bemectso nis
YIIYUILIEeHUS Kpockapmennosa
6,00 | 6,00 | 6,00 | 6,00 | 6,00 | 6,00 | 6,00 | 6,00
pacnagaemMocT HaATpPUSI

U TabJIETOK

CwmaswiBarolne
Creapat maraus 2,00 | 2,00 | 2,00 | 2,00 | 2,00 | 2,00 | 2,00 | 2,00

€ BCIICCTBO

150,0| 150,0 | 165,0 | 165,0 | 185,0 | 185.0 | 235,0 | 235.0

OO6mas macca
0 0 0 0 0 0 0 0

IIpumepsi 9-13. llonyyenue TadneTox

[0066] TabneTky, comepsKallyrO JIa3epTHHHOA ME3WJIAT, MOJYYaJl B COOTBETCTBUU C
UHTPEIUEHTAMH U CofepkaHneM, ykazaHHbIMH B Tabmuie 10 Hioke. Conepskanue B Tabmune 10
NPEACTABIECHO B MI' HA €JUHHYHYIO Ta0NeTKy. B yacTHOCTH, aKTUBHBIA MHIPEAUEHT, 100aBKY U
BEIECTBO JJIS YJYYIIEHHUs paclagaeMOCTH TaOJEeTOK CMEUIMBAJIN C IMOMOINBI OneHnaepa, a

BIIOCJIEACTBHUU B CMECh OJOIIOJIHUTCIBbHO BBOAMIIM CMA3bIBAIOIICC BEIICCTBO. HonyquHyfo CMECH
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NPECCOBAJIM C MCIONb30BaHNeM TabneTounoro npecca (XP1 mpoussoncrsa Corsch Corporation)
C TIOJIyYeHHEeM TabJIeTOK.
[Tabmuna 10]

ITpumeps! (Mr/Tabnerka)
Wurpenuent
9 10 11 12 13
JlazepTuHnOa me3unar
AKTHUBHBIN 117,33 140,79 | 187,72 | 281,58 375,44
(B pacuere Ha
UHTPEIUEHT (100,00) | (120,00) |(160,00)| (240,00) | (320,00)
Ja3epTUHHO)
Mukpokpucramimgecka
67,67 100,71 | 134,28 | 201,42 | 268,56
JlobaBka s1 LIEJUTI0JI032
D-maHHUT 67,00 99,00 132,00 | 198,00 | 264,00
Bemectso nis
yIy4LICHUS Kpockapmennosa
6,00 9,00 12,00 18,00 24,00
pacrnasaeMocT HaATpPHSI
U TabJeTOK
CwmasbiBaroliee
Creapat maraus 2,00 3,00 4,00 6,00 8,00
BEILECTBO
OOwras macca 260,00 352,50 | 470,00 | 705,00 | 940,00

CpasHurenbHblie npumepsbl 1-6. Iloayuyenne Tadaerox

[0067] Tabnetky, comepskamlyr ja3epTHHHOA ME3WJAT, MOJy4Yald B COOTBETCTBUHU C
MHIPENeHTaMH U COZlepKaHueM, ykazaHHbMU B Tabauue 11 Hiwke. Conepskanue B Tabmune 11
IPE/ICTABICHO B MI' HA €UHUYHYIO TaONeTKy. B 4acTHOCTH, aKTUBHBIN MHIPEANEHT, NOOABKY U
BEIIECTBO JJISl YJYYIIEHHUs] pacrmagaeMocTH TaOJeTOK CMEUIMBAIU C TMOMOINBI OneHnepa, a
BITOCJIEZICTBHM B CMECH JIOTIOJIHUTENIBHO BBOAMIN CMa3biBarolee BemecTso. [lomyueHHyo cmech
NPECCOBAJIM C MCIIONIb30BaHKeM TabneTounoro npecca (XP1 nmpoussoncrsa Corsch Corporation)
C TIOJIyYeHHeM TabJIeTOK.

[Tabmuma 11]

CpaBauTeNnbHBIE IPUMEPHI (MI/TabneTKa)
Hnrpennent
1 2 3 4 5 6
JlazepTuHMOa Me3WIIaT
AKTHUBHBIN 46,93 | 93,86 | 11,73 | 11,73 | 93,86 | 93,86
(B pacuere Ha
UHTPEIUEHT (40,00) | (80,00) | (10,00) | (10,00) | (80,00) | (80,00)
Na3epTHHUO)
MukpoKpucTamInIecKa
JlobaBka 35,07 36,14 - - - -
s LEJUTI0J103a
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I'mapat makTo3b1 95,00 97,00 - - - -

MukpokpucTamImiecka
- - 98.00 - 67,14 | 67,14
s LEJUTINI03a
D-mMaHHUT - - 32,27 - 66,00 | 66,00
Mukpomesnak® - - - 130,27 - -
Kpockapmennosa
Bemecrso | BPOSKAP 600 | 600 | 600 | 600 | - :
s HaTpUs
yJIy4LIeHus Kpocnosunon - - - - 6,00 -
pacrnanaemMoc Harpuesast conp 6.00
TH TaONETOK | rpykossita Kpaxmaja ,
CwmasbiBarol
Creapar Maraus 2,00 2,00 2,00 2,00 2,00 2,00
€e BELIEeCTBO
OOmast macca 185,00 | 235,00 | 150,00 | 150,00 | 235,00 | 235,00

*Mukpormennak: mobaska, cocrosimas u3 73-77% ruppara nakto3el u 23-27%
MUKPOKPHUCTATHIECKOH LIEJITFOJIO3bI

TectoBbiii npumep 1. UcnbiTaHNe HA COBMECTHMOCTD C JIA3ePTHHHOA Me3HJIATOM H
CMAa3bIBAIOIHM/CKOJIB3SIIHM BeleCTBOM

[0068] Cmechb (cmech A) 1000 mr nazepruruba mesmwnara u 1000 mMr creapara mMarHus,
cmech (cmech B) 1000 mr nazeprunnda mesumnara u 1000 Mr creapundymapara HaTpUst U CMeCh
(cmecp C) 1000 mr nazeprunuda mesmwiata u 1000 Mr KOJUIOMAHOTO AMOKCHAA KpeMHus (T. €.
Aerosil 200) mnpeccoBanu, mnpuiaras pasiaeHue | kH COOTBETCTBEHHO, C MOJy4YeHUEM
IIPECCOBAHHOrO Martepuana. M3mepsanu copaep’kaHUe MaKCHUMAajJbHOW HEU3BECTHOW NPUMECH U
CyMMBbl NpPUMeECEH B CMECH A0 MPECCOBAHUS U COAEPKAHWE MAaKCHUMAJIbHOM HEU3BECTHOU
NPUMECH U CYMMBbI TIPUMECEH B MOJYYEHHOM MPECCOBAHHOM MaTepHajie COOTBETCTBEHHO. Kpome
TOTrO, TOJYy4YeHHBIH IPEeCCOBaHHBIM MaTepuaj IOMellanu B BbINOJHeHHyr0 u3 [I9BII
CTEKJITHHYIO OyTBUIb M XPAHWIH B JKECTKHX yCIOBUAX (60 £ 2 °C, OTHOCHUTENbHAs BIAXKHOCTb
(OB) 75 + 5%) B Teuenune | Hemenw, a BIOCJIEACTBHM M3MEPSUIH CONEPKAHHE MaKCHMAJIbHOM
HEHM3BECTHOW MpHMecH U cyMMbl npumeceii. ConeprkaHue npuMeceil aHaTM3HPOBAH METOIOM
cBepxapexruBHOI xKuIKOCTHOH Xpomarorpaduu (CBIXKX) B cnenyromux yeioBusx.

<VYcnosust CBOXX>

- Kononka: ACQUITY UPLC(R) HSS T3, pa3smep uactur 1,8 mkm, 2,1 x 100 mm

- [Momsmwxkuas daza A: Oydep/anerorntpun=95/5 (% 00./00.)

- [opsmxkuas dasza B: Oydep/aneronutpun=5/95 (% 06./06.)

*bydepnriii pactBop: 20 MM OukapOonat ammonus (mosenmeHsbii no pH 7,0 ¢
UCTIOJIb30BAHUEM MYPaBbUHON KUCIIOTHI)

- Cxopocts notoka: 0,4 mi/mMuH



- Temnepatypa kononku: 40 °C

- JlnuHa BOHBL 285 HM

17

B Takom BUAC PE3YyJIbTAThl BBIIIOJHCHUA HCIbITAHHSA HAa COBMECTHUMOCTBH IMOKA3aHbI B

Tabnuie 12 HiKe.
[Tabmuua 12]

MakcumanbHasi HEM3BECTHAs MMpUMECH

Cymma npumeceii (%)

(%)
HcxonHblii ypOBEHD Hcxonnelil ypoBeHb
o
IMocne 1 Hepenst Jlo ITocrne 1 Henens
IPECCOBaHU
MIPECCOBAHUSA MIPECCOBAHUSA | IMPECCOBAHUsA
s
Cwmech A 0,14 0,13 0,13 0.4 0.5 0.4
Cwmecy B 0,14 0,30 0,29 0.4 0.8 0.7
Cmecs C 0,13 0,14 0,19 0.4 0.5 0.5

[0069] Kak BHOHO W3 pe3yJbTaTOB, NMPHUBENEHHBIX B TaOiuue 12 Bble, B CMECH
Ja3epTHHUOA Me3WwIaTa M CTeapara MarHus 3HAYUMOTO YBEIMYEHHs KOJHYECTBA MpUMeced He
HaOJIF01aJI0Ch HU 10, HU TOCTIE MTPECCOBAHUS, a TAKXKE BO BPEMS XpaHEHUs B TeUeHHe | Helenu B
XKeCcTKUX ycioBusax. OnHaKO B cMecH Jla3epTuHuOa Me3usarta U creapuidymapara HaTpust ObUIO
NOKAa3aHO 3HAYMMOE YBEJIMYEHUE KOJMYeCTBa NpUMeEceil B Ipolecce npeccoBaHus. B cmecu
Ja3epTHHUOA Me3msaTa M KOJUIOMAHOTO JHUOKCHIA KPEMHHs OBbUIO JOMOJHHUTENIBHO MOKAa3aHO
3HAUYUMOE YBEJINYEeHHE KOJIMYeCTBA IMpHUMeced B TedeHHe | Henenu B JKECTKUX YCJIOBHUSX.
COOTBETCTBEHHO, MOXXHO yBHIETb, YTO CTeapaT MAarHusi KMeeT OCOOEHHO BBICOKYIO
COBMECTUMOCTb B OTHOIIEHUH JIa3ePTHHNOA Me3HJIaTa.

TectoBbiii npumep 2. UcnbiTanue (1) Tab1eTKu HA pacTBOpeHHUe

[0070] McnbiTanne Ha pacTBOPEHHE ObLIO BBIMOJHEHO B COOTBETCTBHH CO CICAYIOLIMMHU
YCIOBUAMHM Uil TaOJIETOK M3 NpUMepa 5 M CPaBHUTENBHOrO mpumepa 1, W Kaxnublid oOpasen
aHanu3upoBau Metogom BOKX.

<Y c0BUs UCNIBITAHUS HA PACTBOPEHHUE™

[0071] PacTBOp 111 HICTIBITAHHSI HA PACTBOPEHUE

1) PactBop ¢ pH 1,2 - mepBbIif pacTBOp AJsl HCIIBITAHUS Ha pacnanaeMocts Kopeiickoi
¢dapmakornen.

2) PactBop ¢ pH 4,0 - aneratHeiii OydepHrpiii pactBop (cmeck pactBopa 0,05 momnw/n
YKCYCHOM KHCJIOTBI U pactBopa 0,05 mons/n anerara Hatpus (41 : 9, 06./00.), noBeneHHbIH 10
pH 4,0).

KonnuecTBo pacTtBopa auisd ucneltaHus Ha pacteopenue: 900 mu

Temnepatypa pacTBopa Ass uCnbITaHus Ha pacTBopenue: 37 + 0,5 °C

Meron wucHbITaHHMS HA pPAacTBOPEHHE. BTOPOM METOJ WCIBITAHUS HA pPAacTBOPEHHE

Kopeiickoit papmakonen (50 06/mMuH)
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[0072] Bpewmst orGopa oOpasnos

1) Pacteop ¢ pH 1,2-5 munyT, 10 munyT, 15 MunyT, 30 MUHYT.

2) PactBop ¢ pH 4,0-5 munyt, 10 munyt, 15 munyt, 30 MunyT, 45 MUHYT,

60 MUHYT.

<VYcnosus BOXX>

- Kononka: Luna C18 (2), pasmep wactuu 5 MkMm, 4,6 x 50 MM

- INonswkHas dasa: Oydep/aneronntprn=40/60 (% 00./06.)

*Bbydepubiii pactBop: 20 MM OukapOonat ammonus (moBenmeHHblii 1o pH 7,2 ¢
UCTIOJIb30BAHUEM MYPaBbUHOW KUCJIOTHI)

- Cxopoctb motoka: 2,0 Mj1/MuH

- Temnepatypa kononku: 50 °C

- JlnmuHa BOHBIL: 298 HM

[0073] Pe3ynbTaThl MCMBITAHUSI HA PACTBOPEHUE, BBIMOJIHEHHOI'O, KaK OMMCAHO BBILIE,
nokaszanbl Ha @UI. 8-9. Kpome toro, va ®UI". 10 nmokaszan npoduns pacreopenuss UL 9 B
yBenmueHHOM MacmTtabe. Kak nokasano Ha @UI. 8-10, 3HauMMOe paziudre MeKIy CKOPOCTHIO
pactBopeHust TabneTku npumepa S nipu pH 1,2, moka3bIBarOIeM COCTOSIHHE IO TIPHeMa MMULITH,
ckopocTeio pactBopeHusi npu pH 4,0, mokasblBaroleM COCTOSIHHE IOCJAE€ MNpUEMa IHUIIH,
oTcyTcTBOBajO. HampoTus, CKOpOCTh pacTBOpeHMs TaOJNETKH W3 CPAaBHUTEIBHOrO mpumepa I
npu pH 4,0 Obl1a CyIEeCTBEHHO HUXKE MO CPABHEHUIO CO CKOPOCTBIO pacTBopenws mpu pH 1,2.
Taxum oOpa3om, TabneTka HACTOALIETO OMHMCAHHUS MOXKET CBOAWTb K MHHHUMYMY OTKJIOHEHHS
IIPU PaCTBOPEHUHU B pe3yjbTaTe M3MeHeHuil pH u3-3a NUIMM WM JIEKapCTBEHHBIX NPEenapaToB
(HarpuMep, aHTALUAOB U T. 11.).

TecToBpiii npumep 3. UcnibiTanue (2) Ta61€TKH HA PaCTBOPEeHHUeE

[0074] UcnbITaHne HAa pacTBOpEHUE ObLIO BBIMOJIHEHO B COOTBETCTBUU CO CIEAYIOIIUMHU
YCJIOBUSIMH ISl TAOJIETOK U3 IPUMEPOB 1 M 2 M CPaBHUTEIBHOTO IpuMepa 3, 1 KaxKIblii o0paser
aHayuzupoBanu MeronoM BOXX. Venosus ananusa merogom BOXKX Obutu Takumu ke, Kak B
TECTOBOM Ipumepe 2.

<Y cn0oBUs UCTIBITAHUS HA PACTBOPEHHE™

[0075] PactBop nns ucmelTaHusl Ha pacTBopeHue: pactsop ¢ pH 4,0 - auerarHbii
Oydepnbiii pacTBop (cMeck pactBopa 0,05 Mo/ yKCycHON KHCIOTH 1 pactBopa 0,05 mMomb/i
anerara Hatpus (41 : 9, 06./00.), noBenenusrii 1o pH 4,0)

KonnuecTBo pacTtBopa A ucnblTaHus Ha pacTBopenue: 900 mu

Temmnepatypa pacTBopa A UCHIBITAHUA Ha pacTBopeHue: 37 + 0,5 °C

Meron ucHbITaHHS Ha pacTBOpPEHHE. BTOPOM METOJA WCIBITAHMS Ha pPacTBOpPEHHE
Kopetickoii papmakoneu (50 06/mMuH)

Bpewms orbopa obpasuos 5 munyt, 10 MunyT, 15 MunyT, 30 MuHyT, 45 MUHYT,

60 MUHYT.

[0076] Pe3ynbTaThl MCNBITAHUS HA PACTBOPEHUE, BBIMOJIHEHHOIO, KaK OMMCAHO BBILIE,
nokasanbl Ha @OUI. 11. Kak mokazano Ha ®UI. 11, B ciyuae UCHONB30BaHUs OOJBIIETO

KOJIIM4YeCcTBa (B OKOJO 3 pa3a) MUKPOKPHUCTAJUIMYECKOH LEJUIFOJIO3bI, YeM MAaHHHTA, CKOPOCThb
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pacrBoperust pu pH 4,0 Obuta CyIIeCTBEHHO CHMKeHAa. HampoTwB, MOXKHO YBHUAETb, HTO
TabJIeTKa HACTOSIIErO ONMUCAHMS 00JIalaeT OHOPOJHON CKOPOCTHIO PACTBOPEHUSI.

TectoBbiii npumep 4. UcnibiTanue (3) Ta61eTKH HA pacTBOpeHHUe

[0077] HcnbiTanne Ha pacTBOPEHHE ObLIO BBITOJHEHO B COOTBETCTBHH CO CIEAYIOLINMU
yCIOBUSIMH TS TaOJIETOK U3 MpHMepa 7 U CPAaBHUTEJBHBIX MPHUMEPOB 5 U 6, U Kbl oOpasen
aHanmusupoBanu meronoMm BOXKX. Venosus ananuza merogom BOXKX Obutu TakuMu ke, Kak B
TE€CTOBOM IIpUMepe 2.

<Y c0oBUs UCTIBITAHUS HA PACTBOPEHHUE™

[0078] PacTBOp At MCHIBITAHUS HA PACTBOPEHHE

1) Kucnas ¢asa - 0,1 H. pacTBOp XJIOPUCTOBOIOPOIHON KUCIOTHI, 750 ML

2) Bydepnas daza - 1) kucnas dasza 750 mat+pacreop 0,2 monw/n Tpudocdara HaTpuHs
250 M.

Temmnepatypa pacTBopa Ay UCHIBITaHUS Ha pacTBopeHue: 37 + 0,5 °C

Meron wucnbITaHHs Ha pacTBOpPEHHE: BTOPOM METOJ WCIBITAHHWA Ha pPacTBOpPEHHE
Kopetickoit papmakoneu (50 06/ mMuH)

(Tocyie BBIMOJIHEHHsI MCTIBITAHUSI Ha pacTBOpeHue B TeueHne 30 MUHYT B pacTBOpe IS
UCTIBITAHUSI Ha pacTBOpeHue B kucio ¢asze (750 mu) nobasnsmm 250 ma pactBopa 0,2 MONB/T
Tpudocdara HaTpus, 4TOOBI MPeOOPA3OBATh €0 B PACTBOP UIS MCIIBITAHUS Ha PACTBOPEHHUE B
OydepHoii ¢asze (1000 my), a BHOOCIAENCTBUU BBIMONHSUIA JOMOJHUTENIHOE HCIBITAHUE HA
pacTBopeHHe B TeueHne 60 MUHYT).

[0079] Bpewms orGopa obpasuos

1) Kucnas daza - 5 munyT, 10 munyT, 15 munyt, 30 MUHYT.

2) bydepnas daza - 5 munyt, 10 MunyT, 15 MunyT, 30 MUHYT, 45 MUHYT,

60 MUHYT.

[0080] PesynbraThl HCMBITAHUS HA PACTBOPEHUE, BBIMOJHEHHOI'O, KaK OMMCAHO BBILIE,
nokas3anel Ha @UI". 12. U3 pesynbraros, npencrasieHHbix Ha OUIL. 12, MOXHO yBUIETH, UTO B
TabJIeTKe, MOJNYYEHHOH ¢ UCTIONb30BAHHEM KPOCKAPMEJUIO3bl HATPUSI B KAUECTBE BELIECTBA JJIS
yJIyYIIEHUs] pacraaeMOCTH TabJIETOK, OCAKIEHHE JIEKAPCTBEHHOTO CpeacTBa B OydepHoii dase
HanOoJiee 3aMeIJIeHO.

Tecrosblii npumep S. Ucciienopanue cTa0MJIBLHOCTH

[0081] Tabnerku u3 mpuMepa | U CpaBHUTETHHOTO MprMepa 4 MOMEIIajd B MakeT W3
AFOMUHUEBOH (POJIBTY U XPAHWIN B TEUCHHE 2 HeNeNb B XKeCTKHX yenoBusx (60 £ 2 °C, 75 + 5%
OB), a BIOCNENCTBUHM M3MEPSUTH COAEPIKaHNE MAKCHMAJBbHON HEM3BECTHONH NMPUMECH U CYMMBI
npumecei COOTBETCTBEHHO. Conepxanue npuMecu aHAJIU3UPOBAIU METOJIOM
cBepxaddexktuBHON skumkocTHOW xpomartorpadum (CBDXKX). VcnoBus anammsa MeTOIOM
BDXX ObutH TakUMH ke, KaK B TECTOBOM npumepe 1.

[0082] B TakoM BuAE pe3yJNbTaThl BBINOJIHEHUS HCCIENOBaHUA CTAOMIIBHOCTH
npeaCcTaBiieHbl B Ta0nuie 13 Huxke.

[Tabmuma 13]
Obpazen MakcuManpHasi HeU3BECTHAs IPUMECH Cymma npumeceii (%)
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(%)
Ucxonubi Hcxonupiin
1 Henena | 2 Hemenu 1 Hepens 2 Hexenu
YPOBEHD YPOBEHb
ITpumep 1 0,01 0,04 0,05 0.4 0,3 0.4
CpaBHUTENBHBI
0,01 0,10 0,10 04 04 0.4

i mpumep 4

[0083] CornmacHo pesynbTraTtaM, NpPUBEAEHHBIM Bbille B Tabmuue 13, B Tabnerke,
NOJIy4eHHOW B COOTBETCTBHHM C HACTOSIIMM OINHUCAHUEM, He HaOMI0anoch 3HAYUMOIO
yBEJIMYEHUs copeprkanus npuMeceil. Tem He MeHee B TabJieTKe M3 CPABHUTENLHOTO Ipumepa 4
CoziepKaHNe HEU3BECTHOM MPUMECH OBLIO CYIIECTBEHHO YBEIUYECHO.

Tecrosrliii npumep 6. Hccsienopanue papMaKOKHHETHKH

[0084] B orHomeHun TabneTok w3 mpuMepa 7 W CPAaBHUTENBHOTO mpumepa 2
COOTBETCTBEHHO OBUIO TPOBENEHO CpaBHEHUE (PapMAKOKUHETUKH y COOAKH TOPOAbI OWTIIb.
Tabnerku (komnosunus, conepxkamast 80 mr B Bune YH25448), mony4denHole B npumepe 7 u
CPaBHUTEIBPHOM IpUMepe 2, BBOAWIH MEPOPATBHO co0aKe MOpOoAbl OUIIb, MPEABAPUTENBHO HE
MOJTy4YaBIell KopMa B TedeHHe 14 4acoB 3a JeHb A0 MPOBENCHUS HCIBITAHWUS (HATOINAK), a
BITOCJIEICTBUH BBITIOJHSIH UCCIIEAOBaHIE (hapMAaKOKHHETHKHL.

[0085] IIpodunpe KOHLEHTPALIUK B KPOBHU, MOJYYEHHBIH NP BBITOJHEHUN UCCIIETOBAHHUS
(apMakOKWHETHKH, KakK OMHCAaHO Bbime, mokazaHn Ha PUI. 13. dapmakoKHHETHYECKHE
napameTpel, IOJyYeHHble M3 MNPO(QUIs KOHIEHTPALUH B KPOBH, TO €CThb MAaKCHMalbHas
koHIeHTparusi B KPOBH (Cyaxc) ¥ TUIOMAnb mox KpuBoi KoHIeHTpamuu B KpoBU (AUC yucn),
JOMOJHUTEIBHO MTOKa3aHbl HIDKE B Tadnuie 14.

[Tabnuua 14]

CpaBHUTENBHBII IPUMeEP
IIpumep 7
2

MaxkcumalibHasi KOHLIEHTPALUUs B KPOBU

2353,0 3426,0
(Cyaxc, HI/MIT)

[Tnomane mox KPUBOW KOHLIEHTPALIUH B

KpOBU 19 657.8 17 080.,4
(AUC ocy, HTU/MIT)

[0086] Kak MOKHO YBUIETh U3 PE3yJIbTATOB, MpUBEAeHHBIX B Tabmuie 14 u va ®UIL. 13,
TabJieTKa, MOJIyYeHHAsi B COOTBETCTBUU C HACTOSIIIIUM OIMHMCAHUEM, MMEET BBICOKOE 3HAYCHHE
AUC u mnpeBocxomHyr OHOZOCTYMHOCTh. Kpome TOro, MOKHO CHUXXATh MaKCHUMAJbHYIO
KOHLEHTPALMIO B KPOBU U TakuM 00Opa3oM obecrnedynBaTh BO3MOXKHOCTb CHIDKEHHUS DPUCKA

TOKCHYHOCTH.
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®OPMYVYJIA H30BPETEHUA

1. dapmaneBTHUECKast KOMITO3ULIMS AJIs EPOPATIbLHOTO BBeAeHUs, coaepxkammast: N-(5-(4-
(4-((numeTtnnamuHo )MeTuN)-3-pennin-1H-nupazon- 1-mn)mupuMuIuH-2-UIaMUHO )-4-METOKCH- 2-
MoponuHodpeHmn)akpuwiaMuy (1a3epTuHUO) win ero GpapMaleBTHYECKU MPUEMJIEMYIO COJIb B
Ka4eCTBe AKTUBHOIO HWHIPEAMEHTa, W KOMOMHAILMIO MHKPOKPHCTAUIMYECKOW LEJUIFOJIO3Bl U
MaHHUTA B Ka4eCTBE pa3OaBUTES.

2. ®apmaueBTHYECKass KOMIO3ULUSA MO M. 1, B KOTOPOH MaccOBO€ COOTHOLICHHE
MUKPOKPUCTAJUTMUECKON LIEJIJTFOJI03bI U MAHHUTA HaXOAUTCs B iuana3zoHe ot 1 : 0,5 no 1 : 3.

2

3. @apmaueBTHYECKass KOMMO3MLMS NO M. 1, B KOTOPOHM MAaccOBO€ COOTHOLICHHE
MUKPOKPUCTAJUTMUECKON LIEJIUTFOI03bI U MAHHUTA HAaXOAUTCs B nuana3one ot 1 : 0,9 no 1 : 3.

4. dapmaneBTHYECKass KOMIIO3UMLUA MO M. 1, B KOTOPOH MacCOBOE€ COOTHOLIEHUE

2

MHUKPOKPHUCTAJUIMYECKON LIEJITFOI03bI U MAHHUTA HaxoauTces B iuanasone or 1 : 0,9 no 1 : 1,5.

5. ®@apmaueBTHYECKass KOMMO3ULMA MO M. 1, JONOJHUTENBHO COAEpKaLLAs:

)
KPOCKapMeJUIO3y HaTPHs B KAUECTBE BEIECTBA JJIsl YIIYULISHUS PaciialaéMOCTH TabJIeTOK.

6. @apmMalieBTUUECKass KOMIO3HULMSA MO M. 5, B KOTOPOH COAEp:KaHUE KPOCKAPMEJIO3bI
HATPUsI HAXOANUTCS B TUAMa30He OT 2 10 5 Mac.% OTHOCUTENBbHO O0IIeH MacChl KOMITO3ULIUH.

7. ®apmaneBTHYECKass KOMIIO3MIMS IO 1. 1, JAOMONHHUTENIBHO COAepIKalias: creapar
MAarHusi B KaueCTBE CMA3bIBAIOIIETO BEIIECTBA.

8.  dapmaueBruueckas kommosuuus no 1. 1, comepxamas:  N-(5-(4-(4-
((mumeTmnamuHO)MeTnN)-3-pennn-1H-nupazon- 1 -ui)nupuMuanH-2-1IIaMUHO )-4-METOKCH-2-
MophonuHOpEHWT)aKpUIaMU, WUIH ero (papMaleBTUYECKH TNPHEMJIEMYIO COJIb B KadeCcTBe
AKTUBHOTO HMHIPEIMEHTAa, KOMOHMHAILMI0 MUKPOKPUCTAJUTMUECKONW IEJUTIONIO3bl M MAaHHHWTA B
KadyecTBe paz0aBHUTENs; KPOCKAPMEIUIO3y HATpUs B KauecTBE BEIIECTBA JUIA  YJYYIICHUS
pacnagaemMocTH TabJIeTOK; U CTeapaT MarHus B KaueCTBE CMA3bIBAIOLIErO BELIECTRA.

9. dapmaneBTHYeCKass KOMIIO3ULMUS MO JioOOMy u3 mm. 1-8, B KOTOpOH aKTHUBHBIN
UHrpenueHTt mnpexacrtasisier codoit N-(5-(4-(4-((aumerunamuno)mernn)-3-penmn-1H-nmupazon-1-
WJT) TUPUMHIIH-2- LIIAMHHO )-4-MeTOKCH-2-MOp(HoTMHO(EHMIT )aKprilaMIia ME3HJIAT.

10. dapmaneBTHUECKasT KOMIO3ULMS 1O 1. 1, nmpuyeMm (apmaneBTH4ecKass KOMIO3HLIUS
cocrour u3 5-54 wmac%  N-(5-(4-(4-((mumermnamuno)MeTn)-3-penun-1H-nupazon-1-
W) TUPUMHIUH-2- HIIAMHHO )-4-MeTOKCH-2-MopdonmuHodeHmn)akpuiamuia  Mesunara, 45-87
mMac.% KOMOWMHAIIMM MHKPOKPHCTAIMYECKOW Ie/untosio3el w1 MaHHHTA, 0,5-10 wmac.%
KpockapMmesuio3sl HaTpus;, u 0,4-2 mac.% creapaTa MarHusi.

11. ®apmaneBTHUECKass KOMIIO3ULMS 1O 1. 1, mpuyeM (apmaneBTH4ecKass KOMIO3HLINS
cocroutr u3 7-46 wmac%  N-(5-(4-(4-((mumermnamuno)MeTn)-3-penun-1H-nupazon-1-
W) TUPUMHIUH-2- HIIAMHHO )-4-MeTOKCH-2-MopdonmnHodeHmn)akpunamuna  Mesunara, S50-87
mMac.% KOMOMHAIIMM MHKPOKPHUCTAJNIMYECKOW IEJUTFOJIO3bl W MaHHHMTA, 2-5 Mac.%
KpockapMesuio3sl HaTpust;, u 0,5-1,5 mac.% cTeapara maruus.

12.  ®apmaueBTuyeckass KoMmosumus 0o o 9 B  koropoi  N-(5-(4-(4-

((mumermnamuHO)MeTnN)-3-penmn-1H-nupasomn- 1 -ui)nupuMuanH-2-1IaMUHO )-4-METOKCH-2-

2

MOP(OIMHOPEHMT)aKpUIaMUIa MeE3UJIaT MPEACTaBIsIeT COOOM KPUCTAJUIMYECKY0 (opmy,
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umeroinyo npodwis 1P/l ¢ nmukamu B mojyoskeHusix 5,614, 12,394, 14,086, 17,143, 18,020,
19,104, 21,585, 22,131 u 22,487 °26 + 0,2 °26.

13. ®apmanesruueckass kommosuuus mno n. 9, B koropoi  N-(5-(4-(4-
((mumermnamuHo)MeTnn)-3-penun-1H-nupazomn- 1 -ui)nupuMuanH-2-mIaMiHO )-4-METOKCH-2-
MopdonuHOpeHMT)aKpuIaMiaa Me3WIaT MPeACTaBiseT CoO0OH KpUCTAIHYECKYI0 (opmy,
umerinyo Tepmorpammy auddepenimansaoit  ckanupyromein  kamopumerpun  (JICK) ¢
SHAOTepMUUECKUM nukom npu 210-230 °C.

14. ®apmaueBThueckass kommo3umuss 1o 1. 13, B koropou  N-(5-(4-(4-
((mumermnamuHo)MeTw)-3-penmn-1H-nupasos- 1 -ui)mupuMuauH-2-IIaMHHO )-4-METOKCH-2-
Mop(hoNMMHOpEHWT)aKpUIaAMUIa ME3UJIaT MPEACTABISET COOOM KPHUCTAJUIMYECKYHO (hOpMYy,
uMerIyr TepMorpammy nuddepeHimanbaoil  ckanupyromei  kanmopumerpun  (JICK) ¢
SHIOTEPMHUUYECKUM MUKOM npu Temmnepatype 217 £ 2 °C.

ITo noBepenHocTH
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OUT. 5
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oo JTazepTHHIO, CBOGOIHOE OCHOBAHHE

KoHnieHTpamus B KpoBu (Hr/min)
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