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KPUCTAJVIMYECKHUE ®OPMbI UHI' UBUTOPA MAGL

OIIMCAHHUE

CcCLLIKA HA POACTBEHHLIE 3asIBKH

[0001] I[Io Hacrosien 3asBKEe MCOPALIMBAECTCS MOPUOPUTET B  COOTBETCTBUH C
npenBapuTenbHOl 3asBkoi Ha mateHT CIIIA No 62/423126, monmanuoit 16 HosiOps 2016 r,,

KOTOpast MOJIHOCTBIO BKITFOYUCHA B HaCTOHH_II/Iﬁ AOKYMCHT NTOCPEACTBOM CCbUIIKHU.

IpeaniecTBYIOIIHIA VPOBEHb TEXHUKH HACTOSAIEr0 H300peTeHu st

[0002] Monoauunrinunepon-imimnaza  (MAGL)  npencrasnser  coboit  ¢epmenr,
OTBETCTBEHHBIN 3a TUAPOJIN3 SHIOKaHHAOMHONIOB, TakuX Kak 2-AG (2-apaxuIOHOWITIIULEPHH),
JIUMHJT HA OCHOBE apaxuaoHaTa, B HEpBHOU cucteMe. JlomeH 6 a-B-ruaposasbl CepuH-TUAPOIa3hl

(ABHDG6) npencrasiisier cOOOH ele OAMH JTUIHIHBII METUaTop.

KpaTkoe pacKkpbiTHE HACTOSIIIIEr0 M300peTeH st

[0003] OnucanHbli B HacrosimeM nokyMeHTe uHruourop MAGL mnpencrasisier coOoi
1,1,1,3,3,3-rekcapTopnponan-2-un-4-(2-(muppoauaus- 1 -uim)-4-

(TpudTopmeTmn)den3un)nunepasuH- 1-kapookcunar, BKIOUas B ceds  (apMaLeBTHUECKH
npueMIIeMbIe COJIbBATHI (BKJIFOYAsi B ceOsl rHapaThl), moaumMopdHble MoaudUKauyu BEeCTB U
amopdHbie Ga3bl U COCOObI UX MPUMEHEHHs. Takke OMUCaHbl (PapMALIEBTUYECKU MPHUEMIIEMBbIE
comu wmHruouropa MAGL 1,1,1,3,3,3-rekcadroprnponan-2-ui-4-(2-(nupponuaus-1-wn)-4-
(TpudTopmermn)ben3un)nunepasuH- 1-kapbokcunara, BkMo4yas B cebs  (apMaLeBTHUECKH
npUeMIIEMbIE COJIbBATHI (BKJIFOYAsi B ceOsl rHapaThl), moauMopdHble MoaudUKanuyu BEIeCTB U
amopdubie ¢asel u crmocobsl mx mnpumenenus. 1,1,1,3,3,3-rekcadropnponan-2-ni-4-(2-
(mupponuaus-1-mn)-4-(tpudropmernn)OeH3 WI)NUNEepasuH- 1 -kapOOKCHIaT, a  Takke  €ero
(bapMareBTHYECKH MMPHEMJIEMbIE COJIM UCIONB3YIOTCS B MPOU3BOACTBE JIEKAPCTBEHHBIX CPENICTB

IUIs1 JIe4eHus 3a00JI€BaHUH MITH COCTOSTHHM, KOTOpPbIE CBsI3aHbI C aKTHBHOCTBIO MAGL.

[0004] Taxke B HACTOSIIIEM TOKYMEHTE OMHCAHBI CIIOCOOBI TOTYUEHUS] KPUCTATUTMYECKIX
bopm 1,1,1,3,3,3-rekcadpropnponan-2-mi-4-(2-(mupponuaus- 1 -ni)-4-
(TpudropmeTn)Oen3nI)unepasuH- 1 -kapookcuara. JlononHUTENBHO OTHCAHBI

(dapMaLieBTHYECKUE KOMIIO3WIIMM, KOTOPbIE BKJIIOYAOT B ce0si KpucTaumdeckue (Hopmbl H
crocobbl mpuMeHenus: nHruoutropa MAGL B iedeHnn 3a00J1eBaHUI HIIM COCTOSTHUH (BKJTFOYAsI B

ceOs1 3a0oneBaHUsl WIJIM COCTOSTHHSI, TNPH KOTOPbIX HeoOparmmoe wuHruOuposanne MAGL
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obecrneunBaer TCPANCBTUYCCKYHO IIOJIB3Y MIJICKOIMUTAOIIEMY, HUMCHOILICEMY 3a00/IeBaHHE HIIH

COCTOSTHHE).
[0005] CornacHo ONHOMY BapHaHTy OCYILIECTBJIEHUS MPEAYCMOTPEHA KPUCTAJUIMYECKast
dopma 1,1,1,3,3,3-rekcapTopnponan-2-mn-4-(2-(mupponuaus- 1 -ni)-4-

(TpudTopmeTn)beH3nm)unepasuH-1-kapookcunata M ero (GpapManeBTUYECKH MPUEMIIEMON
COJH, BKJIFOYasl B ce0s1 €ro CONbBAT.
[0006] CormacHo apyroMy BapHaHTy OCYIIECTBIEHHUS KpuUCTajuiueckas (opma
1,1,1,3,3,3-rekcadpropnponan-2-mi-4-(2-(mupponuans- 1 -ui)-4-
(TpudTopmermn)Oen3nm)nunepasuH-1-kapbokcunata  mpeacraBiser  coOoi  cBOOOAHOE
OCHOBaHUE.
[0007] CornacHo Apyromy acnekTy B HaCTOSIIIEM AOKYMEHTE ONHUCAHA KPUCTAJIMYECKAs
¢dbopma cBodonnoro ocuoBanus 1,1,1,3,3,3-rekcadp Topnponan-2-un-4-(2-(mupponauaus- 1 -um)-4-
(TpudTopmeTi)OeH3 M )TUIIepa3uH- 1 -kapOOKCcHIIaTa, KOTOpasi XapaKTepH3yeTcs 10 MEHbIIEH
Mepe OTHUM U3 CIENYIOLINX CBOHCTB:

(a) penrrenorpamma mopoiukoBoii audpakromerpun (XRPD) siBasiercss mo CyuiecTBy
TAKOM K€, KaK IpeacTaByieHHas Ha dwr. 1,

(b) pentrenorpamma nopoukoBoi audpakromerpuu (XRPD) ¢ xapakTepuCTHUECKHIMU
nukamu nipu 7,8° 2-tera, 12,0° 2-teta, 18,5° 2-tera, 19,0° 2-reta, 19,6° 2-Tera u 21,2° 2-Tera;

(c) repmorpaBumerpudeckuii aHaau3 (TI'A) Mo CyluecTBy aHajJOTrH4YeH TOMY, KOTOPBIN
MIPEACTaBJICH Ha (pur. 2,

(d) repmorpamma JICK mo cyliecTBy aHaJIOrM4YHa TOW, YTO MPEACTaBiieHa Ha ¢ur. 3;

() Tepmorpamma JICK ¢ SHIOTEPMHYHOCTBIO, XapaKTEPUIYIOIIEHCS HAYajIoM
npubM3UTENBbHO npu Temmepatype 80°C;

(f) nadpaxpacueii (MK) criekTp mo CymecTBy aHaJIOTHYEH CHEKTPY, MPEICTABICHHOMY
Ha ¢ur. 6;

(g) nadpaxpacusriii (MK) cnektp ¢ nukamu npudnusurensHo npu 1735 em-1, 1427 cm-1,
1102 cm-1, 982 cm-1 u 888 cm-1;

(h) HErMrPOCKOMUYHOCTD WIIH Ke

(1) mx xoMOMHAIMH.
[0008] CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBIIEHHUS KPUCTAJUTMYECKOEe CBOOOIHOE
OCHOBAaHHE XapaKTEPU3yeTCs PEHTreHOrpaMMol mopomkoBoi maudpakromerpun (XRPD) mo
CYIIECTBY TakOHW e, Kak mpencrtaBieHHass Ha ¢ur. 1. CorinacHoO HEKOTOPBIM BapHaHTaM
OCYIIECTBIIEHHS] KPUCTAJUINIECKOE CBOOOTHOE OCHOBAHUE XAapPAKTEPU3YETCs PEHTTEHOrPaMMOMN
nopomkoBoil nudpakromerpun (XRPD) ¢ xapakrepuctudeckumMu nukamu npu 7,8° 2-tera,

12,0° 2-tera, 18,5° 2-tera, 19,0° 2-tera, 19,6° 2-tera u 21,2° 2-tera. CorNacHO HEKOTOPHIM



BapUAHTaM OCYINECTBJICHUS KPUCTAJUINYECKOE CBOOOAHOE OCHOBAHHE XapaKTEPU3YETCs
TepMOrpaMmMoii Tepmorpasumerpudeckoro aHanusa (TI'A), koTopast Mo CyImecTBy aHAJIOTHYHA
TOH, uTO mpencraBieHa Ha ¢pur. 2. CorjacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUS
cBOOOJHOE KPHCTALIMUECKOE OCHOBaHHe xapakrepmsyercs tepmorpammoii JICK, xoropas mo
CyLIECTBY aHAJOrM4YHA TOW, 4YTO mpencraBieHa Ha ¢ur. 3. CoriacHO HEKOTOPHIM BapUaHTaM
OCYILIECTBIICHUS] KPHCTAJUIMUECKOE CBOOOAHOE OCHOBAHHME XapaKTEPU3YETCs TEepMOrpaMMoi
JACK ¢ 5HOOTEpMUYHOCTHIO, XapaKTEPU3YIOLIEHCs HaYaJIOM MPUOIU3UTENBHO MPH TEMITEpaType
80°C. CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHHsS KPUCTAJUINYECKOe CBOOOIHOE
OCHOBaHHe xapakrepusyercs Tepmorpammoii JICK ¢ sHIOTEpMUUHOCTBIO, XapaKTEPU3YIOLIeCs
HayajioM npubnusuTenpHo npu remneparype 80°C u nukoM NpHOIM3UTENbHO NPU TEMIIEPATYpe
83°C. CornacHO HEKOTOPbIM BapHaHTaM OCYLIECTBICHHMsS KPUCTAJUINYECKOe CBOOOIHOE
ocHOBaHUEe xapakrepusyercs uH(ppakpacHpiM (MK) cnekrpoM, KOTOpBIM MO CYILIECTBY
aHAJIOTUYEeH CHEKTPY, MpeAcTaBieHHOMY Ha ¢ur. 6. CormacHO HEKOTOpPbIM BapHaHTaM
OCYIIECTBJICHUS] KPUCTAJUIMUECKOE CBOOOIHOE OCHOBAHME XApPAKTEPH3YETCs CIa0bIMU MUKAMH
ungpaxpacsoro (MK) cnexrpa npubmusurensro npu 1735 e, 1427 em?, 1102 cm™t, 982 em'
888 cm'. CornacHo HEKOTOPHIM BapUAHTAM OCYIIECTBJIEHHs KPMCTAIMYECKOE CBOOOIHOE
OCHOBaHUE SIBJSIETCS. HErMrpOoCKONUYHbIM. COINIaCHO HEKOTOPHIM BAapHAHTaM OCYILECTBJIEHUS
KPHUCTAJTHYECKOe CBOOOIHOE OCHOBAHUE XaPaKTEPHU3YETCsl T€M, YTO O0JianaeT CBOHCTBaMH (a),
(b), (¢), (d), (e), (f), (g0 m (h). CormacHO HEKOTOPHIM BapHAHTAM OCYINECTBJICHHUSI
KPHCTAJUTHYECKOe CBOOOIHOE OCHOBAHME TOJYUAIOT M3 alleTOHA, alleTOHA/BOJbI, ALETOHUTPUIIA,
AHM30J1a, JUXJIOPMETaHa, JUH3O0MPOIIIIOBOrO 3¢ upa, TUMETHIALleTAMIIa, AMMETHI(HOpMaMusa,
IUMETWICYIbpoKCcHaa, 1,4-IMOKCaHa, 3TaHOJA, STWIALIETAaTa, HU3OMPOMMJIALETATa, METaHOJA,
METaHOJIa/BOABL, METHJIITHIIKETOHA, METHIN300yTUIIKETOHa, N-MeTHI-2-TTUPPOIUIAOHa, 2-
NPOTAHOA, 2-TIPOTIAHOJA/BOABL, Mpem-0yTHIMETIIIKETOHA, TeTparuapodypana, ToJayosa, BOIBL,
1-Oyranona, 2-3TOKCWATaHONA, 2-MerwnreTparuapodypana, OeH3oHUTpuIA, XJIOpOEH30Ia,
rernraHa, rekcaHa WM mpem-amuioBoro crnupra. CorjacHO HEKOTOPBIM —BapHUaHTam
OCYLIECTBJICHHS] KPUCTAJUINYECKOE CBOOOJHOE OCHOBAaHHWE SIBISIETCS COJBBATHPOBAHHBIM.
CornacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJICHUS KPHUCTAJUIMYECKOE CBOOOIHOE OCHOBAaHWE
SIBIIETCSL  HecoJbBaTHpOBaHHbIM. (COrjacHO  HEKOTOPbIM  BapuUaHTaM  OCYLIECTBIIEHUS
KPHUCTAUTHUECKOE CBOOOIHOE OCHOBAHHUE SIBJISIETCSI O€3BOIHBIM.

[0009] CormacHO JpyroMy BapWaHTy OCYIIECTBIEHHUS KpucCTajuimueckas (opma
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuaus- 1 -ui)-4-
(TpudTopmeTn)ben3un)nunepasuH- 1-kapbokcunara mnpencrasisier cobor comp 1,1,1,3,3.3-
rekcadropnponan-2-mn-4-(2-(mupponauans- 1 -mn)-4-(TpudTopMernin)oeH3uI ) unepasul- 1 -

kapOokcuara. CornachHo HEKOTOPBIM BapUaHTaM OCYILECTBJICHUS 1,1,1,3,3,3-

2TV
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rekcadropnponas-2-mn-4-(2-(mupponauaus- 1 -un)-4-(TpudTopmMernin)oeH3uI ) munepasul- 1 -
kapOOKCHUJIAT TpencTaBisieT COOOM COJIb MOHOTHIAPOXJIOPUZ, COJIb OHCTHUAPOXJIOPHUMA, COJIb
¢bymapart, conb O€3UaT UM COJIb ME3HMIIAT WITH €T COJbBAT.
[0010] CormacHo gpyroMy BapWaHTy OCYIIECTBIEHHUS KpuUCTajuimueckas (opma
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuans- 1 -ui)-4-
(TpudTopMeTIIT)OSH3MT )ITUTIepa3HH- | -kapOOKCHIaTa MpeacTaBisieT COOO0H MOHOTHUAPOXJIOPUA
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuans- 1 -ui)-4-
(TpudTopmeTn)OeH3nI)unepasnuH- 1 -kapOooKcHUIaTa UM €ro CoJIbBaT.
[0011] CornacHO ApyroMy BapHaHTy OCYLIECTBJIEHMsI B HACTOSIIEM JOKYMEHTE ONMCaHA
kpucranueckass @Popma 1 monormmgpoxsopupa 1,1,1,3,3,3-rekcadroprnponan-2-nn-4-(2-
(mupponuaus-1-un)-4-(tpudpropmernn)oeH3 min)nunepasus- 1 -kapookcunara, KOoTOpas
XapakTepu3yeTcs 0 MeHbLIEH Mepe OTHUM U3 CIEAYIOLINX CBONUCTB!

(a) penrrenorpamma mopoiukoBoit audpakromerpun (XRPD) siBasiercss mo CyuiecTBy
TAKOM K€, KaK IpeacTaByieHHas Ha wur. 9,

(b) penTreHorpamma nopowkoBoi nudppakromerpun (XRPD) ¢ xapakrepucTuidecKUMu
nukamu npu 6,4° 2-tera, 14,9° 2-tera, 16,9° 2-tera, 18,4° 2-tera u 20,9° 2-tera;

(c) TepmorpamMma Tepmorpasumerprdeckoro ananmnza (TT'A) mo cymecTBy aHajJorudHa
TOH, UTO npencrasyieHa Ha ¢wur. 10;

(d) repmorpamma JICK mo cyiecTBy aHajOruyHa TOU, 4TO npeacrasieHa Ha ¢ur. 11;

() Tepmorpamma JICK ¢ SHIOTEPMHYHOCTBIO, XapaKTEPUIYIOIIEHCS HAdajIoM
npuOIM3UTENBbHO npu TemnepaType 182°C;

(f) HErMrpPOCKONUYHOCTS;

WITH

(g) nx KOMOMHALIY.
[0012] CornacHoO HEKOTOPHIM BapuUaHTaM OCYINECTBJICHUS KPUCTAJUTMYECKasi COJb

MoHoruapoxaopun, DPopma 1 XapaKkTepU3yeTCss  PEHTTEHOTPAMMON  MOPOIIKOBOM

2
mudpakromerpun (XRPD), koTopast SIBIsIeTCsl IO CYINECTBY TaKOM e, KaK MPeICTaBIeHHAs Ha
¢ur. 9. CormacHO HEKOTOPbIM BapHAHTAM OCYINECTBJIEHHS KPUCTALIMYECKas COJb

MoHoruapoxaopua, DPopma 1 XapaKkTepU3yeTcss  PEHTTEHOTPAMMON  MOPOIIKOBOU

)
mudpakromerpun (XRPD) ¢ xapakrepuctudyeckumu nukamu mpu 6,4° 2-tera, 14,9° 2-tera,
16,9° 2-rera, 18,4° 2-tera u 20,9° 2-tera. CorjaacHO HEKOTOPBIM BapUAHTaAM OCYIIECTBJICHHS
KpUCTAJUIMYECKass COJib MOHoruzpoxsopun, Popma 1, xapakrepusyercss TepMOrpamMMOn
tepMmorpaBuMmerpudeckoro anaigmsa (TI'A), koropas MmO CymiecTBy aHAJOTHYHA TOM, YTO

npezncTasieHa Ha ¢ur. 10. CornacHo HEKOTOPBIM BapUaHTaM OCYILIECTBIIEHUs KpUCTANINYecKas

conb MoHoruzapoxigopun, Popma 1, xapakrepusyercs Ttepmorpammoii JICK, koropas 1o



CyLIECTBY aHaJIOTUYHA TOMH, YTO mpezacTasieHa Ha ¢ur. 11. CornacHO HEKOTOPBIM BapHUaHTam
OCYLIECTBJICHUSI KPUCTAJUINYECKass COJMb MoHoruapoxmaopuzn, Popma 1, xapakrepusyercs
tepmorpammoit JICK ¢ 3HAOTEpMUYHOCTBIO, XapaKTEPU3YIOIIEHCs] HA4YaJlOM MPU TeMIlepaType
npubmusuTensHo 182°C. CoriacHO HEKOTOPHIM BapHaHTAM OCYIIECTBICHHS KPHCTAJIMUECKast

conmb  MoHorugpoxsopuza, @opma 1, xapakrepusyerca  Tepmorpammoii  JICK ¢

,
SHIOTEPMHUYHOCTBIO, XapaKTEPU3YIOIIEH sl HAUaJIOM NPH Temreparype npudnusurensHo 182°C
U nuKoM mpu Ttemreparype mnpubamsurenpHo 187°C. CormacHO HEKOTOPHIM BapHaHTaM
OCYLIECTBIIEHUs] ~ KPUCTAJUIMYECKass conb  MoOHorumpoxjopun, Popma 1,  sBisercs
HerurpockonuuHoi. CornacHO HEKOTOPHIM BapHAHTaM OCYLIECTBIEHHs KPUCTAJUINYECKAs COJb
MoHoruzapoxyopua, ®@opma 1, xapakrepusyercs TeM, uTo obnanaer coiictBamu (a), (b), (¢), (d),
(¢) m (f). CormacHO HEKOTOPBIM BapHAaHTAM OCYIIECTBIEHUS KPHUCTAJUIMYECKYIO COJIb
MoHorugpoxjaopun, Popmy 1, momydaroT M3 aueroHuTpusa, 1,4-mUOKCaHa, OSTUIIALIETATa,
MeTaHoJa, Mpem-0yTUIMEeTUIIOBOro 3¢upa mm 2-nponanona. CornacHO HEKOTOPHIM BapHaHTaM
OCYLIECTBJIEHUs] ~ KPUCTaJUIM4Yeckas coib  MoOHorugpoxjopun, Popma 1,  sBisercs
conbBaTUpOBaHHON. COrIacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJIEHUS KPUCTAJUINYECKas COJIb
moHorugpoxygopun, Popma 1, sABnsgercs HeconbBaTupoBaHHOH. COrJaCHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJIEHUs] KPHUCTAIJIMUYECcKasi cojb MoHoruapoxyopun, Popma 1, ssusercs
6e3BOTHOM.
[0013] CornacHo apyromy BapuaHTy OCYIIECTBJIEHHUS B HACTOSIIEM JOKYMEHTE OMHUCaHA
kpucraunueckas @opma 2 monoruapoxsiopuna 1,1,1,3,3,3-rekcadpTopnponan-2-mn-4-(2-
(mupponuaus-1-un)-4-(TpudTopmerni)oeH3 W )nHUnepa3uH- 1 -kapOoKcuIaTa, KoTopas
XapaKTepU3yeTCs IO MEHbIIEH Mepe OTHUM U3 CIEAYIOLINX CBOWUCTB:

(a) penrrenorpamma nopomkoBoii audpakromerpun (XRPD) siBisiercss mo CyuiecTBy
TAKOM K€, KaK IpeCTaBIeHHas Ha ¢wur. 28;

(b) pentrenorpamma nopowmkoBoi nudpakromerpun (XRPD) ¢ xapakrepucTuaeckuMu
nukamu npu 8,6° 2-reta, 14,3° 2-teta, 15,6° 2-tera, 19,0° 2-tera, 19,8° 2-reta u 20,7° 2-Tera;

(c) Tepmorpamma TepmorpaBumeTpudeckoro anaiusa (TT'A) mo cyiiecTBy aHajJOrHYHA
TOH, 4TO IpencTaByeHa Ha ¢ur. 26;

(d) repmorpamma JICK mo cyiiecTBy aHaJIOrM4YHA TOW, YTO MpeACTaBiieHa Ha ¢ur. 3;

() Tepmorpamma JICK ¢ »3HIOTEPMHYHOCTBIO, XapaKTEPU3YIOIIEHCS HAdajIoM
npubiu3uTeNnpHO npu Temrnepatype 201°C;

(f) madpaxpacueiii (UK) criekTp mo CymiecTBy aHAJIOTHYEH CHEKTPY, MPEICTaBICHHOMY
Ha ¢ur. 29,

(2) nadpaxpacusiii (MK) crnekTp ¢ mukamu npubmusutensHo mpu 1729 eml) 1426 cm,

1102 cmt, 984 et 1 907 em'l;



(h) HErUrPOCKOMUYHOCTD WITH
(1) mx xoMOMHAIMH.
[0014] CornacHO HEKOTOPHIM BapuUaHTaM OCYINECTBJICHUS KPUCTAJUIMYECKasl COJb
MoHoruapoxaopun, Popma 2,  XapakTepU3yeTCs  PEHTTCHOrPaMMOM  MOPOLIKOBOH
mudpakromerpun (XRPD) mo cymecTBy Takoii ke, kak npencrasieHa Ha ¢ur. 28. CormacHo
HEKOTOPBIM BapuUaHTaM OCYLIECTBIIEHUs KpUCTAJUIM4YecKas Colb MOHoruapoxsaopun, ®opma 2,
XapakTepusyercs  peHTreHorpamMmoil  mopomkoBoit  auppaktomerpuun  (XRPD) ¢
XapaKkTepUCTUUECKUMU NTukamu nipu 8,6° 2-teta, 14,3° 2-teta, 15,6° 2-Ttera, 19,0° 2-teta, 19,8°
2-trera u 20,7° 2-teta. COrinacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUS KPUCTAJIMYECKas
COJIb MOHOTHIpOXJIopHUA, PopMa 2, XapakTepU3yeTcsi TEpMOrpaMMON TEPMOTPaBUMETPUIECKOTO
agammza (TT'A), koropass Mo CyIIecTBY aHAJIOTMYHA TOH, YTO TMpeAcTaBieHa Ha ¢ur. 26.
CornacHO HEKOTOpPBIM BapHUaHTaM OCYLIECTBJIEHUS] KPUCTAJUIMYECKasl COJIb MOHOTHIPOXJIOPHL,
®opwma 2, xapakrepusyercs tepmorpammoii JICK, koTopast mo CymecTBy aHajJOrd4yHa TOH, UTO
npexacrasieHa Ha ¢ur. 27. CornacHO HEKOTOPHIM BapHAHTaM OCYIIECTBIIEHUS] KPUCTAIIMUECKast
conb  MoHorugpoxsopun, @opma 2, xapakrepusyercs  Ttepmorpammoit  JICK ¢
SHIOTEPMHUYHOCTBIO, XapaKTePU3YIOIIEHCs] Ha4YajIoM npu TemmepaTtype npudnusurtensHo 201°C.
CornacHo HEKOTOPBIM BapHAHTaM OCYILECTBJIEHUS] KPUCTAJUINYECKask COJIb MOHOTHJIPOXJIOPUL,
®opwma 2, xapakrepusyercs tepmorpammoit JICK ¢ 3HIOTEpMUYHOCTBIO, XapaKTepU3yIOLIeCs
HayajioM Tpu Temneparype npuOmmsureasHo 201°C M mUKOM mpU  Temmepartype
npubmu3uTensHo 205°C. CoriaacHO HEKOTOPbIM BapUaHTAM OCYIIECTBJICHHS KPHCTAJTHUYECKas
coib MoHoruapoxyopua, @opma 2, xapakrepusyercst uHppakpacubiM (UK) criektpom, KOTOpBIi
MO CYyIIECTBY aHAJOTHYEH CIEKTPy, mnpeactaBjeHHoMYy Ha ¢ur. 29. CorjiacHO HEKOTOPbIM
BapMaHTaM OCYIIECTBJIEHUS  KpPUCTaJUIMueckas colb  MoHoruzapoxjopun, Popma 2,
xapakTepusyercs uappakpacHsiM (MK) criekTpoM ¢ mukamu npuOmusuTensHo npu 1729 el
1426 cmt, 1102 em?, 984 cm! u 907 em'. CornacHo HEKOTOPHIM BapHaHTaM OCYILIECTBIEHHUS
KpUCTaJIMUecKasi cojlb MOHoruapoxyopun, @opma 2, sBisiercs HerurpockonuyHoi. CormnacHo
HEKOTOPBIM BapHUaHTaM OCYLIECTBIIEHUsl KpUCTaJUIM4eckas coyib MOHoruapoxiaopun, Popma 2,
XapaKkTepusyercs: TeM, 4to odnanaer cBoiictBamu (a), (b), (¢), (d), (e), (f), (g) u (h). CornacHo
HEKOTOPBbIM BapHaHTaM OCYILECTBJIEHHUS KPUCTAJUIMYECKYIO COJIb MOHOruapoxygopun, ®opmy 2,
NOJYYAOT M3 aleTOHA, ALETOHUTPWIA, aHWU30JIa, JUXJOPMETaHa, AUU3OMPONHIIOBOrO 3¢upa,
3TaHOIA, STUJIalleTaTa, U30MpoMnuIaLerara, MeTaHoJa, METHJIITUIIKETOHA,
METUIN300YTHIIKETOHA, Mmpem-0yTUIMETHUIIOBOrO 3¢upa, 2-mpomaHona, TerparuapodypaHa,
TONYOJa, 2-3TOKCH3TAHOJNA, 2-METWITeTparuapopypaHa WIH Mpem-aMHJIOBOTO  CIHPTA.
CornacHO HEKOTOpPBIM BapHUaHTaM OCYLIECTBJIEHUS KPHUCTAJUIMYECKas COJIb MOHOTHIPOXJIOPHL,

®opma 2, sBisieTcss coJbBaTUpoOBaHHON. COrjnacHO HEKOTOPHIM BapHaHTaM OCYILECTBIEHHS



KPUCTAJUIMYECKasi COJb MoOHoruapoxnopua, Popma 2, sBIseTCss HECOJbBATUPOBAHHOM.
CornacHO HEKOTOpPBIM BapHUaHTaM OCYLIECTBJIEHUsl KPHUCTAJUIMYECKas COJIb MOHOTHIPOXJIOPHL,
Dopma 2, siBrsieTcst 0€3BOTHOI.
[0015] CormacHo gpyroMy BapWaHTy OCYIIECTBIEHHUS KpuUCTajuimueckas (opma
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuans- 1 -ui)-4-
(Tpudropmern)ben3nn)nunepasuH- 1 -kapodokcunara IPEACTaBISIET coboit COJIb
oucruapoxIopua 1,1-1,3,3,3-rexcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -m)-4-
(TpudTopmeTn)OeH3nI)unepasnuH- 1 -kapOooKcHUIaTa UM €ro CoJIbBaT.
[0016] CornacHo IpyromMy BapUaHTy OCYILIECTBJIEHMs B HACTOSIIEM JOKYMEHTE ONUCaHA
KpucTajinueckass  ¢gopma  Oucruapoxsiopuaa 1,1,1,3,3,3-rekcad ropnponan-2-mn-4-(2-
(mupponuaus-1-un)-4-(tpudpropmernn)oeH3 min)nunepasus- 1 -kapookcunara, KOoTOpas
XapaKTepU3yeTcsl 10 MEHbILIEH Mepe OHUM U3 CIEAYIOIIHUX CBOMCTB:

(a) penrrenorpamma mopoiukoBoit audpakromerpun (XRPD) siBasiercss mo CyuiecTBy
TAKOM K€, KaK IpeacTaByieHHas Ha ¢wur. 17,

(b) penTreHorpamma nopowkoBoi nudppakromerpun (XRPD) ¢ xapakrepucTuidecKUMu
nukamu npu 6,4° 2-tera, 12,0° 2-teta, 12,5° 2-tera, 14,3° 2-teta, 18,5° 2-Tera u 22,8° 2-rera;

(c) TepmorpamMma Tepmorpasumerprdeckoro ananmnza (TT'A) mo cymecTBy aHajJorudHa
TOH, UTO npencTasyieHa Ha ¢wur. 18;

(d) repmorpamma JICK mo cyiecTBy aHajOrdyHa TOU, 4TO npeacTasiieHa Ha ¢ur. 19,

() Tepmorpamma JICK ¢ SHIOTEPMHYHOCTBIO, XapaKTEPUIYIOIIEHCS HAdajIoM
npubu3uTeNnbHO pu Temmnepatype 154°C um

(f) mx xomOMHALIH.
[0017] CornacHoO HEKOTOPHIM BapuUaHTaM OCYINECTBJICHUS KPUCTAJUTMYECKas COJb
OUCTHIPOXJIOPHUT XaPAKTEPU3YETCsl PEHTreHOrpaMMoi mopowmkoBoi audpakromerpun (XRPD)
IO CYLIECTBY TaKOH ke, Kak mnpexacrasieHa Ha ¢ur. 17. CoriacHo HEKOTOPHIM BapHUaHTaM
OCYILIECTBJICHHS] KPUCTAJUTUYECKAs! COJIb OUCTUAPOXJIOPUI XapaKTEPU3YETCs PEHTTeHOrPaMMOKN
nopomkoBoil nudpakromerpun (XRPD) ¢ xapakrepuctudeckuMu NHUKaMH npu 6,4° 2-tera,
12,0° 2-tera, 12,5° 2-tera, 14,3° 2-tera, 18,5° 2-tera u 22,8° 2-tera. COrNacHO HEKOTOPHIM
BApUAHTAM OCYIIECTBJICHUS KPHUCTAJUIMYECKAss COJb OWMCTHIPOXJIOPHI XapaKTepHU3yeTCs
TepMOrpaMmMoii Tepmorpasumerpudeckoro aHanmusa (TI'A), koTopast Mo CyImecTBY aHAJIOTHYHA
TOM, uTo mpencrtasieHa Ha ¢ur. 18. CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUS
KpPUCTAJTMUECKasi COJib Oucruapoxyiopun xapakrepusyercs tepmorpammoii JICK, koropas mo
CYLIECTBY aHAJIOTUYHA TOMH, YTO mpezacTasieHa Ha ¢ur. 19. CornacHO HEKOTOPBIM BapHUaHTam
OCYILIECTBIICHHUS] KPHUCTAJIMUECKasi COJb OHMCTHIPOXJIOPU XapaKTEePHU3yeTCs TEePMOrpaMMoOi

JACK ¢ 5HOOTEepMUYHOCTHIO, XapaKTEPU3YIOLIECHCs HAYaJIOM MPH TEMITEpaType MPUOIHU3UTEIHHO



154°C. CormacHO HEKOTOpPbIM BapuUaHTaM OCYINECTBIEHMs] KpUCTaJuIM4YecKas  COJib
oucruppoxjopun  xapakrepusyercs — tepmorpammodi  JICK ¢ 3HOOTEpMHUYHOCTHIO,
XapaKkTepU3VIOIIENHcsT Ha4daJloM mpu Temreparype mnpubmmsurenpbHo 154°C u mukoM mpu
temrieparype mnpubmusurenbHo 164°C. CorjiacHO HEKOTOPhIM BapHaHTAM OCYLIECTBIICHUS
KPUCTAJTMYECKAst COJIb OUCTUAPOXJIOPU XapaKTepU3yeTcst TeM, 4To obyianaer cBoicTBamu (a),
(b), (c), (d) u (e). CornacHO HEKOTOPBIM BapHUAHTAM OCYLIECTBJICHUS KPUCTAJIMYECKYIO COJIb
OMCTUAPOXJIOPUA TONYHAKOT U3 mpem-OytunmetmioBoro >upa u S5 sksuBasieHToB HCI.
CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBJICHUs KPUCTAJUINYECKas COJb OMCTHIPOXJIOPHI
ABNsieTCA  coJbBaTHpoBaHHOW.  CoOrlacHO  HEKOTOPBIM —~ BapUaHTaM  OCYLIECTBIICHUS
KPHUCTAJNTNYECKasi COJIb OMCTUAPOXIJIOPU SBISIETCS. HECONBbBATUPOBAHHOM. COrJIacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJICHHs KPUCTAIIUYECKAsk COJIb OUCTUAPOXIIOPU SIBIISIETCS OE3BOIHOM.
[0018] CornacHO gpyroMy BapHaHTy OCYIIECTBIEHHUS KpUCTajuiMueckas (Qopma
1,1,1,3,3,3-rekcapTopnponan-2-un-4-(2-(muppoauaus- 1 -uim)-4-
(TpudTopmeTin)OeH3MI )TuNepa3uH- 1-kapOoKcuIaTa MpeacTaBisier coOoi  comb  (ymapar
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(muppoauaus- 1 -ui)-4-
(TpudTopMeTIIT)OeH3 M )TUTIepa3uH- 1 -kapOOKCHIIaTa UM €ro COJIbBAT.
[0019] CornacHo npyromy BapUaHTy OCYLIECTBJIEHHUsS B HACTOSINEM JOKyMEHTE OINHMCaHa
kpucraunueckas @opma 1 pymapara 1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(nmupponuaus-1-
wn)-4-(Tpudropmerni)OeH3 W) UNepa3uH- 1 -kapOoKcunaTa, KOTOpas XapakTepU3yercsi 1o
MEHbLIEH Mepe OJJHUM U3 CIIEAYIOLINX CBONCTB:

(a) penrrenorpamma mopoikoBoit audpakromerpun (XRPD) siBisiercss mo CyuiecTBy
TAKOM K€, KaK IPeCTaBJIeHHas Ha ¢wur. 42;

(b) pentrenorpamma nopowmkoBod nudpakromerpun (XRPD) ¢ xapakrepucTuaecKuMu
nukamu npu 13,6° 2-tera, 14,1° 2-teta, 14,3° 2-Teta, 20,0° 2-TeTa u 21,9° 2-Tera;

(c) Tepmorpamma TepmorpaBumeTpudeckoro anaiusa (TT'A) mo cyiuecTBy aHajJOrHYHA
TOH, UTO IpencTaByieHa Ha ¢ur. 44;

(d) repmorpamma JICK, mo cyiiecTBy aHaJIOrM4YHa TOM, 4TO MpencTaBieHa Ha ur. 45,

() Tepmorpamma JICK ¢ 3HIOTEPMHYHOCTBIO, XapaKTEPUIYIOIIEHCS HAdajIoM
npuOIM3UTENBHO npu Temnepatype 126°C;

(f) HErUrPOCKOMUIHOCTD UITH

(g) nx KOMOMHALIY.
[0020] CornacHoO HEKOTOPHIM BapUaHTaM OCYINECTBJICHUS KPUCTAJUIMYECKAasl COJb
bymapar, Popma 1, xapakTepu3yeTrcsi PEHTI€HOTPaMMOW TMOPOIIKOBOH audpakToOMeTpHn
(XRPD), xoTopas siBIsieTcsl 1O CYIIECTBY TaKOM e, Kak mpencTasBieHHas Ha ¢ur. 42. CornacHo

HEKOTOPhIM BapHaHTAM OCYIIECTBIIEHUS KpHUCTAJUTMUeCKass coib ¢ymapar, Popma 1

2



XapakTepu3yeTrcss  peHTreHorpamMmoil  mopomkoBoit  auppaktomerpun  (XRPD) ¢
XapakTepucTUYeCKuMu nukamu npu 13,6° 2-rera, 14,1° 2-tera, 14,3° 2-tera, 20,0° 2-tera u
21,9° 2-tera. CornacHO HEKOTOpPHIM BapHaHTaM OCYILECTBIEHUs KpUCTaNIM4YecKas CoOJlb
bymapar, Popma 1, XapakTepu3yercss TEpMOrpPaMMON TEpMOTPABUMETPUYECKOTO aHaJIN3a
(TT'A), xoTopast MO CyIIECTBY aHAJOTMYHA TOW, 4TO mpencrasieHa Ha ¢ur. 44. CormacHo
HEKOTOPhIM BapUaHTaM OCYILIECTBIEHHMs KpHUCTajulndeckas conb ¢ymapar, Popma 1,
xapakrepusyercss Tepmorpammoit JICK, koropas mo CylecTBy aHajJOruU4Ha TOH, YTO
npezncTasieHa Ha ¢ur. 45. CornacHO HEKOTOPBIM BapUAHTaM OCYLIECTBIIEHUS KPUCTANINYeCKasi
conb ¢ymapar, Popma 1, xapakrepusyercs tepmorpammoit JICK ¢ 3HAOTEpMHYHOCTHIO,
XapakTepusyloIlencss HavaioM mnpuOnmusurenbHo npu temneparype 126°C.  CornacHo
HEKOTOpPbIM BapuUaHTaM OCYILIECTBJIEHMs KpHUCTajuimdeckas conb ¢ymapar, Popma 1,
xapaktepusyercs: Tepmorpammoint JICK ¢ 3HAOTEpMUYHOCTBIO, XapaKTEPU3YIOIIENHCss HavajioM
npuOaM3uTeNBbHO npu Temmnepatype 126°C u nukoM npudnusurenbHo npu remneparype 132°C.
CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHHs KpHCTauMdeckas conb pymapar, @opma 1,
Apisiercds  HerurpockonuyHod.  COrjacHO  HEKOTOPbIM — BapuUaHTaM  OCYLIECTBJIEHHUs
KpUcCTaJuIndeckasi conb pymapar, Popma 1, xapakrepusyercss TeM, 4To o0yafaer CBOHCTBAMH
(a), (b), (¢), (d), (e) u (f). CornacHO HEKOTOPHIM BapPHAHTAM OCYLIECTBIEHHS KPUCTAJUTUIECKYIO
conb (ymapar, @opmy 1, nonydaror u3 1-Oyranona, l-mpomaHonia, 2-mpomaHojia, cMmecei
alleTOH/BO/A, cMeceit alleTOHUTPWJI/BOJA, STaHOJIA, MeTHJIaLeTaTa/BOIbI,
METUJISTUIKETOHA/BOABL,  METAHOJA/allEeTOHUTPUIA U 2-METOKCHITAHOJIa/alleTOHUTPHUIIA.
CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHs KpUCTAJUIMYecKasi conb Gpymapar, Popma 1,
sBIseTCs  coiapBaTupoBaHHON.  COrjacHO  HEKOTOPBIM  BapUaHTaM  OCYLIECTBJIEHUS
KpucTajuinueckass coib (Qymapar, @opma 1, sBisercss HecosbBaTupoBaHHOH. CoriacHo
HEKOTOpPBHIM BapHaHTaM OCYINECTBJIEHUS] KpUCTaJuIN4eckas cosb pymapar, @opma 1, siBisiercs
0e3BOIHOM.
[0021] CornacHo pyromMy BapUaHTY OCYILIECTBJICHMs B HACTOSILIEM JOKYMEHTE OIMCaHa
kpucraunueckas @opma 2 pymapara 1,1,1,3,3,3-rexcadropnponan-2-un-4-(2-(mupponuaus-1-
wn)-4-(TpudropmeTnin)OeH3 W) UIEepa3nH- 1 -kapOoKCHIaTa, KOTOpas XapakTepU3yercss 10
MEHbIIIeH Mepe OHUM U3 CIEIYIOIINX CBOMCTB:

(a) penrrenorpamma mopomkoBoil audpakromerpun (XRPD) siBisiercss mo cyuiecTBy
TAKOW K€, KaK IIPeCTaBJICHHas Ha ¢wur. 46;

(b) pentrenorpamma nopowmkoBoi nudpakromerpun (XRPD) ¢ xapakrepucTuaeckuMu
nukamu npu 9,2° 2-tera, 12,1° 2-teta, 15,2° 2-teta, 17,4° 2-tera, 18,2° 2-tera, 19,1° 2-tera u

19,7° 2-tera,
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(c) Tepmorpamma TepmorpaBumeTpudeckoro anaimsa (TT'A) mo cyinecTBy aHajJoOrHYHA
TOH, 4TO IpencTaByeHa Ha ¢ur. 48 nnu

(d) nx xomMOMHALINH.

[0022] CornacHO HEKOTOpPBIM BapUaHTaM OCYINECTBJICHUS KPUCTAJUIMYECKasl COJb
dymapar, Popma 2, XapakTepHU3yeTCsi PEHTIeHOrPaMMOW TMOPOIIKOBOH IU(PAKTOMETPUH
(XRPD), xoTopas siBIsieTcsl 1O CYLIECTBY TaKOM e, Kak mpencTasieHHas Ha ¢ur. 46. CornacHo
HEKOTOPHIM BapUaHTaM OCYLIECTBIEHHMs KpHUCTajulndeckas conb ¢ymapar, Popma 2,
XapakTepusyercs  peHTreHorpamMmoil  mopomkosoit  auppaxtomerpuun  (XRPD) ¢
XapaKTePUCTUUECKUMU NTUKaMu ripu 9,2° 2-teta, 12,1° 2-Teta, 15,2° 2-Ttera, 17,4° 2-teta, 18,2°
2-tera, 19,1° 2-tera u 19,7° 2-tera. CornacHO HEKOTOpPHIM BapHAaHTaM OCYLIECTBJIEHUS
KpucTajimueckass  coiab  (ymapar, Dopma 2,  XapakTepu3yeTcss  TepMOorpammoi
tepmorpasuMmerpudeckoro ananmuza (TI'A), koTopas Mo CyINeCTBY aHAJOTMYHA TOH, HTO
npexacrasieHa Ha ¢ur. 48. CormacHO HEKOTOPHIM BapHAHTaM OCYIIECTBIIEHUS] KPUCTAIIIMUECKast
conb (ymapar, @opma 2, xapakTepusyercsi Tem, uyTo obOjamaer cpoiictBamu (a), (b) u (c).
CornacHO HEKOTOPBIM BapHaHTaM OCYINECTBIIEHHUS] KPHCTAJUINYECKYIO conb (pymapat, Popmy 2,
MOJIYYAOT U3 alleTOHA/BOJIBL.

[0023] CornacHo pyromMy BapUaHTY OCYILIECTBJICHHs B HACTOSIIEM JOKYMEHTE OIMUCaHa
kpucranueckas ®@opma 3 pymapara 1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(nmupponuaus-1-
wn)-4-(tpudropmeTin)oeH3 U )Unepa3uH- 1 -kapOokcuaaTa, KOTopasi XapaKTepU3yercs II0
MEHbLIEH Mepe OJJHUM U3 CIIEAYIOLINX CBONCTB:

(a) penrrenorpamma mopoikoBoit audpakromerpun (XRPD) siBisiercss mo CyuiecTBy
TAKOM K€, KaK IpeCTaBIeHHas Ha ¢wur. 49;

(b) pentrenorpamma nopowmkoBod nudpakromerpun (XRPD) ¢ xapakrepucTuaecKuMu
nukamu npu 6,7° 2-tera, 9,5° 2-tera, 12,0° 2-trera, 13,9° 2-teta, 14,6° 2-tera, 17,6° 2-tera,
19,4° 2-tera u 20,3° 2-TeTa;

(c) Tepmorpamma TepmorpaBumeTpudeckoro anaiusa (TT'A) mo cyinecTBy aHajJOrHYHA
TOH, 4TO IpencTasyieHa Ha ¢mur. S1;

(d) repmorpamma JICK mo cylinecTBy aHaJIOr4yHa TOU, 4TO MpeAcTaBiieHa Ha ¢ur. 52,

(e) Tepmorpamma JICK ¢ 5HOOTEPMHYHOCTBIO, XapaKTEPHU3YIOLIEHCS HAYAJIOM IIpU
temmneparype npudnausutensao 107°C, win

(f) nx xomMOMHALIY.

[0024] CornacHoO HEKOTOPHIM BapUaHTaM OCYINECTBJICHUS KPUCTAJUIMYECKAasl COJb
dymapar, Popma 3, XapaKTepHU3yeTCs PEHTIeHOrPaMMOW TMOPOIIKOBOH IU(PAKTOMETPUH
(XRPD), xoTopas siBIsieTcsl 1O CYLIECTBY TaKOM e, Kak mpencTasieHHas Ha ¢ur. 49. CornacHo

HEKOTOpPHIM BAapUaHTaM OCYIIECTBIEHHMs KpHUCTaJulMdeckas conb ¢ymapar, Popma 3,
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XapakTepu3yeTrcss  peHTreHorpamMmoil  mopomkoBoit  auppaktomerpun  (XRPD) ¢
XapaKTePUCTUYECKUMU MHUKaMu Tipu 6,7° 2-teta, 9,5° 2-tera, 12,0° 2-teta, 13,9° 2-tera, 14,6°
2-tera, 17,6° 2-tera, 19,4° 2-trera u 20,3° 2-tera. CoOriacHO HEKOTOPHIM BapHaHTaAM
OCYIIECTBIIEHHs] KpHCTaJTNIecKasi conb pymapar, Popma 3, XapakTepusyercss TepMOrpaMMoin
tepMmorpaBuMmerpudeckoro anaimmsa (TI'A), koropas Mo CymecTBy aHAajJOTHYHA TOM, YTO
npezncTasieHa Ha ¢ur. S1. CornacHO HEKOTOPBIM BapUaHTaM OCYILIECTBIIEHUS KPUCTANINYeCKast
conb (ymapar, Popma 3, xapakrepmyercss Tepmorpammoit JICK, koropas mo CymecTsy
aHaJOTM4YHa TOH, uTO ImpencrasieHa Ha ¢ur. S2. CornacHO HEKOTOPbIM BapUaHTaAM
OCYILIECTBIIEHUs] KpHCTaInUecKasi conb pymapar, Popma 3, XapakTepusyercss TepMOrpaMmoi
JCK ¢ 5HOOTEpMUYHOCTHIO, XapaKTEPU3YIOLIEHCs HAaYaJIOM IPH TeMIIepaType NpUOIHU3UTEIbHO
107°C. CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS KPUCTAJUTUUECKas Coyib (ymapar,
®opwma 3, xapakrepusyercsa tepmorpammoii JICK ¢ 3HIOTEpMUYHOCTBIO, XapaKTepU3yHOLIEHCs
Ha4yaJoM Tpu TeMmmeparype mnpuOimmsurensHo 107°C M mMKOM NpU  TeMmepaTtype
npudmsutensHo 115°C. CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHUS] KPUCTAJUINYECKAs]
conb (pymapar, @opma 3, xapakTepusyercsi TeM, uTo odyagaer coiictBami (a), (b), (¢), (d) u (e).
CornacHO HEKOTOPBIM BapHaHTaM OCYINECTBIICHHUS] KPHCTAJUINYECKYIO conb (pymapat, Popmy 3,
MOJIYYAKOT U3 AUOKCAHA/BOMBI.
[0025] CormacHo apyroMy BapuaHTy OCYLIECTBICHHs KpUCTAJUIMYecKas ¢opma
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(muppoauaun- 1 -u)-4-
(TpudropmeTn)OeH3u)unepasuH- 1-kapOokcHUIaTa TMPEACTaBlsieT COOOW CONMb  Me3WJaT
1,1,1,3,3,3-rekcadpropnponan-2-un-4-(2-(mupponauauns- 1 -ui)-4-
(TpudTopmeTin)beH3u)unepasuH- 1 -kapOOKCHUIIaTa HITH €r0 COJIbBAT.
[0026] CornacHo pyromMy BapUaHTY OCYILIECTBJICHHs B HACTOSIIEM JOKYMEHTE OINMHCaHa
kpuctanueckass (opma wmesmnara 1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(nmupponuaus- 1 -
wn)-4-(Tpudropmerni)OeH3 W) HNepa3uH- 1 -kapOoKcuIaTa, KOTOpas XapakKTepU3yercs 10
MeHbIIIeH Mepe OHUM U3 CIEeNYIOIINX CBOMCTB:

(a) penrrenorpamma mopomkoBoil audpakromerpun (XRPD) siBisiercss mo cyuiecTBy
TAKOM K€, KaK IpeCcTaBJIeHHas Ha ¢wur. 38;

(b) penTrenorpamma nopowmkoBoi nudpakromerpun (XRPD) ¢ xapakrepucTuaeckuMu
nukamu npu 8,6° 2-reta, 12,4° 2-teta, 14,6° 2-tera, 16,5° 2-tera, 17,7° 2-rera u 19,7° 2-tera;

(c) Tepmorpamma TepmorpaBumeTpudeckoro anaiusa (TT'A) mo cyinecTBy aHajJOrHYHA
TOH, 4TO NpencTasyieHa Ha ¢ur. 40,

(d) repmorpamma JICK mo cyinecTBy aHaJIOrMyHa TOW, 4TO MpeAcTasiieHa Ha ¢ur. 41

(e) Tepmorpamma JICK ¢ 3HOOTEPMHYHOCTBIO, XapaKTEPHU3YIOLIEHCS HAYAJIOM IIPU

Temmeparype npubnusurtenbao 179°C; unmn
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(f) nx xomOMHALIH.
[0027] CornacHO HEKOTOPBIM BapHUaHTaM OCYINECTBIEHHUs] KPUCTAJUINYECKAs COJIb ME3UIIAT
XapaKkTepU3yeTcsi PEHTIeHOrpaMMoii mopourkooi nugpaxromerpun (XRPD), koTopas siBisiercs
MO CYLIECTBY TAKOH ke, Kak npexacrasieHHas Ha (pur. 38. CornacHo HEKOTOpPHIM BapUaHTaM
OCYILECTBJICHUS] ~KpUCTAJNIMYecKass COJb ME3UJIaT XapaKTepU3yeTCs PpPEeHTreHOrpaMMOi
nopomkoBoii nudppakromerpun (XRPD) ¢ xapakrepuctudeckuMu nUKamMu npu 8,6° 2-tera,
12,4° 2-tera, 14,6° 2-tera, 16,5° 2-tera, 17,7° 2-tera u 19,7° 2-rera. CornacHoO HEKOTOPHIM
BapUaHTaM OCYILIECTBJIEHHs] KPUCTAJUINYECKasi COJNb ME3WJIAT XapaKTepU3yeTcss TEPMOrpaMMoi
tepmorpaBuMmerpudeckoro anaimmsa (TI'A), koropas Mo CymIecTBY aHaJOTHYHA TOM, YTO
npencTasieHa Ha ¢ur. 40. CornacHO HEKOTOPBIM BApUAHTaM OCYLIECTBIICHUsl KPUCTAININYECKasi
conb Me3mnar xapakrepusyercs tepmorpammoii JICK, koropast mo CyuecTBy aHaJOrHYHa TOH,
yro npexacraBieHa Ha ¢ur. 41. CormacHO HEKOTOPBIM BapUaHTaM OCYINECTBIICHUS
KpHCTaJJINUECKasi Cojb Me3ujar xapakrepuszyercs tepmorpammoit JICK ¢ 3HIOTEpMHUYHOCTEIO,
XapakTepusyolneiics HadaioM mpu Temneparype npubmusurenso 179°C.  Cornacho
HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHUS] KPHCTAUIMUECKasi COJb ME3WJIAT XapaKTepu3yeTcs
tepmorpammoil JICK ¢ 3HZOTEpMUYHOCTBIO, XapaKTepU3YIOIIENHcss HauajoM IMpH TeMIepaType
npudmsutensHo 179°C u nmkom mnpu temneparype npubmmsurensHo 182°C. CormacHo
HEKOTOPBIM BapHAHTaM OCYLIECTBJIEHUS] KPUCTAJUIMYECKAs COJIb ME3UJIAT XapaKTEepPU3YyeTCs TEM,
yro obnagaer cBoiictBamu (a), (b), (¢), (d) u (e). CormacHO HEKOTOPHIM BapUaAHTAM
OCYLIECTBJICHHS] KPUCTALIMYECKYIO COJb ME3WIaT TMOJYYalT U3 Mmpem-0yTUIMETHIOBOTO
a¢upa, dTWiALeTaTa, TeTparuapodypaHa, BOABI/ALIETOHA, BOMAbI/ALETOHUTPHUIIA WM BOABI/2-
nponaHosa. CoriacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJIEHUS] KPUCTAJUIMYECKAsl COJIb ME3UJIaT
SBJISIETCS  COJbBaTUpOBaHHOW.  COMIacHO  HEKOTOPBIM  BapUaHTaM  OCYLIECTBIICHHSI
KPHUCTAJUTMUECKasi COJb ME3WJaT SIBISIETCS HECOJNbBATHPOBaHHOH. COracHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHHS KPUCTATMYECKAsT COJIb ME3WJIAT SIBJIIETCS OE3BOHOM.
[0028] CornmacHO JpyroMy BapHWaHTy OCYIIECTBJIEHHUS KpucTajmueckas (opma
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuauns- 1 -ui)-4-
(Tpudropmern)ben3nn)munepasuH- 1-kapbokcunata mpencTaBiseT cobol  comb  Oesmnar
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(mupponuaus- 1 -uim)-4-
(TpudTopmeTin)OeH3nI)unepasuH- 1 -kapOOKCHUIIaTa TN €ro COJIbBAT.
[0029] CornacHoO HEKOTOPHIM BapUaHTaM OCYINECTBJICHUS KPUCTAJUITMYECKasl COJb
Oesmmar, Popma 1, XapakTepu3yeTcsi PEHTT€HOrPAMMOW IOPOIIKOBOH IH(paKTOMETpUN
(XRPD), xoTopas siBIsieTcsl 1O CYLIECTBY TaKOM e, Kak mnpenctasieHHas Ha ¢ur. 30. Cornacuo
HEKOTOPHIM ~BapHaHTaM OCYINECTBIEHHsS KpHCTAUIMYecKass coib Oesmmar, @opma 1,

XapakTepu3yeTrcss  peHTreHorpamMmoil  mopomkosoit  auppaktomerpun  (XRPD) ¢
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XapakTepucTUYecKumMu nukamu npu 13,2° 2-rera, 15,2° 2-tera, 18,2° 2-tera, 19,3° 2-tera u
21,6° 2-tera. CornacHO HEKOTOPbIM BapUAHTAM OCYINECTBJICHHS KPUCTAUIMYECKYI COJIb
Oe3miaT MoJy4arT U3 aleTOHa, alleTOHWTPWIIA, dTuianerara, 2-npomanona u THF. CornacHo
HEKOTOPBHIM BapHUaHTaM OCYINECTBJICHUs] KpHUCTaJIH4YecKkas conb Oesmnat, Popma 1, siBisercs
conpBaTUPOBAaHHON. COracHO HEKOTOPBIM BapUaHTaM OCYINECTBJIEHHS] KPUCTAJIMUYECKas CONb
Oesmnmar, @opma 1, sBusercs HeconbBaTUPOBaHHOH. COrjgacHO HEKOTOPHIM BapHAHTaM
OCYIIECTBJICHHS KpUCTAJUINYECKasi coiib Oe3mnat, @opma 1, seisiercs: 6€3BOIHOM.
[0030] CornacHo pyromy BapUaHTy OCYIIECTBJIEHUsI B HACTOSLIEM JOKYMEHTE OMHCaHa
kpucramnueckas @opma 2 Oesunara 1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(mupponuaus-1-
wn)-4-(tpudropmeriin)oeH3 W )Uepa3uH-1-kapOokcuaara, KOTopasi XapaKTepU3yercs IIo
MEHbIIIEH Mepe OHUM U3 CIEIYIOLINX CBOMCTB:

(a) penrrenorpamma nopoiukoBoil audpakromerpun (XRPD) sBisercs mo cyuiecTBy
TaKOH ke, Kak MpeacTasyieHHas Ha ¢wur. 31,

(b) penTrenorpamma nopoukoBoi nudppakromerpun (XRPD) ¢ xapakrepucTuiecKuMu
nukamu npu 6,4° 2-tera, 15,9° 2-tera, 17,8° 2-tera, 18,8° 2-tera u 19,9° 2-tera;

(c) Tepmorpamma TepmorpaBumerpudeckoro ananmnza (TI'A) mo cyuiecTBy aHalOrHYHA
TOM, YTO MpencTaBIeHa Ha (pur. 33; uiu

(d) ux koMOMHALIWH.
[0031] CornacHoO HEKOTOPHIM BapuUaHTaM OCYINECTBJICHUS KPUCTAJUTMYECKas COJb
Oesmnmar, Popma 2, XapaKTepU3yeTCsl PEHTTEHOTrPAMMON MOPOIIKOBOW AH(paKkTOMETpUn
(XRPD), xoTopas siBisieTcsl O CYLIECTBY TaKOM e, Kak npenctasieHHas Ha ¢ur. 31. CornacHo
HEKOTOPbIM ~BapUAHTAM OCYIIECTBIIEHHsS] KpHCTAUIMYeCKass cojb Oesmmar, @opma 2,
XapakTepu3yeTcss  peHTreHorpamMmoil  mopomkoBodt  auppaktomerpuun  (XRPD) ¢
XapaKTePUCTUIECKUMHU NMUKamMu 1ipu 6,4° 2-tera, 15,9° 2-tera, 17,8° 2-Teta, 18,8° 2-Tera u 19,9°
2-tera. CorjacHO HEKOTOPBIM BAapUAHTAM OCYLIECTBJICHUS KPHCTAJIMYECKasl COJb Oe3usar
Xapakrepusyercs Tem, 4utro oOmamaer cpoiictBamu (a), (b) m (c). CoriacHo HEKOTOPBHIM
BapUAHTAM OCYILIECTBJICHHS KPUCTALUTMUECKYIO COlb Oe3mnar, @opMy 2, MOIyHaAOT U3 mpent-
OytunmerunoBoro s¢upa. CoriacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHS KPHCTAJIHMUECKas
conb Oesmnar, @opma 2, sBIsIETCS CONBBATUPOBAHHOW. COIIACHO HEKOTOPHIM BapHAHTaM
OCYILIECTBIICHHs] KPUCTAJUINYECKass cojib Oe3mnar, Dopma 2, sBISETCS HECOIbBATUPOBAHHOM.
CornacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHUS] KpUCTAJUIMYECKasi coyb Oe3zunar, Popma 2,
SBJISIETCS OE3BOTHOM.
[0032] CornacHO  JOTOJNIHUTENBHOMY  aCTeKTy TpeICTaBieHbl  (papMaleBTHYEeCKue
KOMIIO3HUIMH, KOTOPbIE BKJIFOYAIOT B CeOsl ONMUCaHHBIM B HacrosimeM nokymente 1,1,1,3,3,3-

rekcadropnponan-2-un-4-(2-(muppoiauaus- 1 -mn)-4-(TpudTopmMernin)oeH3uI ) munepasul- 1 -



14

KapOOKCHJIAT ¥ MO MEHbIIeH Mepe ONWH IONMOJHHUTEIbHBIH HHIPEOUEHT, BBHIOPAHHBINA U3
(dapmMareBTHYECKH TPUEMIIEMBIX HOCUTENeH, pa3OaBuTeNedl M BCIOMOTATENBHBIX BEIIECTB.
CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBICHHs (papmManeBTUYeCKass KOMIIO3UIMS CONEPIKUT
KPUCTAJUIMUECKOE cBOOOMHOE OCHOBaHHE 1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-
(mupponuaus-1-un)-4-(tpudropmernn)deH3 ) nunepasul- 1 -kapookcuara. CornacHo
HEKOTOPHIM  BapHaHTaM  OCYINECTBJIEHUS  (apMaleBTUYECKass KOMIIO3MLHUS  COAEPIKUT
kpucrtamueckyro  ®@opmy 1 comu  mono-HCl 1,1,1,3,3,3-rekcadroprnponan-2-nn-4-(2-
(mupponuaus-1-un)-4-(tpudropmernn)deH3 ) nunepasul- 1 -kapookcunara. CormnacHo
HEKOTOPbIM  BapuaHTaM  OCYINECTBJIEHUS  (apMaleBTUYECKass KOMIIO3MLUS  COAEPIKUT
kpucrammueckyro  ®opmy 2 comu  mono-HCl 1,1,1,3,3,3-rekcadroprnponan-2-nn-4-(2-
(mupponuaus-1-un)-4-(tpudropmernn)deH3w)nunepasul- 1 -kapodokcunara. CornachHo
HEKOTOPHIM ~ BapuaHTaM  OCYINECTBJIEHHUs (apMaleBTUYEeCKass KOMIIO3MLUS  COAEPIKUT
kpuctasuinaeckyro conp 6uc-HCI 1,1,1,3,3,3-rekcadroprnponan-2-un-4-(2-(mupponunus-1-mn)-
4-(TpudTopmeTni)oeH3w )nunepasul- 1-kapookcunara. COrjjacCHO HEKOTOPbIM — BapHaHTaAM
OCYLIECTBJICHHs (hapMalleBTUUECKass KOMIIO3HLIUS CONEPXKUT KPUCTAJUIMUECKHH (ymapar
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(muppoauaus- 1 -uim)-4-

(TpudTopmermn)Oer3un)nunepasul- 1-kapookcmmara.  CoracHoO  HEKOTOPBIM — BapHaHTaM
OCyLIeCTBIIeHHs] (papMalleBTHYECKasi KOMIIO3ULUS COMNEPXKUT KPUCTAJUTMYECKHI Me3uyaT
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(muppoauaun- 1 -u)-4-

(TpudTopMeTI)OeH3W )TUepa3uH- 1 -kapOokcunara.  CorjacHO  HEKOTOPbIM — BapUaHTaM
ocywiecTBlieHHsT (papMalieBTUYECKasi KOMITO3ULIMSI COAEPIKHT KpUcTauinmdeckyro Dopmy 1
Oesmnara 1,1,1,3,3,3-rekcadropnponan-2-mi-4-(2-(muppoauauH- 1 -ui)-4-
(TpudTopMeT)OeH3W )Uiepa3uH- 1 -kapOokcunara.  CorjacHO  HEKOTOPbIM — BapUaHTaM
oCywiecTBIIeHHsT (papMaleBTHUECKasi KOMITO3ULIUSI COAEPIKHUT KpUCTaundeckyro Popmy 2
Oesmnara 1,1,1,3,3,3-rekcadropnponan-2-mi-4-(2-(muppoauaus- 1 -ui)-4-
(TpudTopMeTIT)OeH3 W )Uiepa3uH- 1 -kapOokcunara.  CorjacHO  HEKOTOPbIM  BapUaHTaM
OCyILIeCTBIIeHHs] (hapMalleBTUUECKass KOMITO3ULMSI HaxoauTcss B (opme, moaxomsmen aus
NePOPAIbHOTO BBENEHUsST MieKonmuTaromeMy. CorjlacHo HEeKOTOPhIM BapHaHTaM OCYIIECTBIICHUS
(apmareBTHUECKast KOMITO3ULHS MPEACTABISIET COOOH MEPOPATBHYIO TBEPAYIO JIEKAPCTBEHHYIO
¢opmy. CornacHo HEKOTOPBIM BapHaHTAM OCYLIECTBICHUs (apMaLeBTHUECKAash KOMITO3ULIIS
comepkut or mpuOmmsurensHo 0,5 Mr po mpubmmsurensHo 1000 Mr KpUCTAILIMYECKOTO

1,1

,1,3,3,3-rekcadropnponan-2-ni-4-(2-(nupponuaus- 1 -wmn)-4-
(Tpudropmern)ben3nn)munepasuH- 1 -kapodokcunara.
[0033] CornacHo pyroMmy acnekTy B HAacTOsLIEM AOKyMeHTe npexnycmorpeH 1,1,1,3,3,3-

2TV

rekcadropnponan-2-un-4-(2-(muppoiauaus- 1 -mn)-4-(TpudTopmMernin)oeH3uI ) munepasul- 1 -
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kapOokcuiaT Wi ero (papmMaLeBTUYECKH NMpUeMIIeMasl COJIb WM COJIbBAT Ul NMPUMEHEHHs B
MEeTULIITHE.

[0034] CormacHo ApyromMy acmekTy B HACTOSIIEM JOKYMEHTE IPEICTaBIeH CHocod
JedeHnss OONMM Yy HYXXAAOLIErocs B 3TOM MALUEHTa, IPeIyCMaTPUBAIOLINKA BBEACHHE
HYXKJAIOLIEMyCsl B 3TOM  MALUEHTy  TepameBTudeckn  3(QekTuBHOro  KOIUYecTBa
KpUCTAJLTHUECKOl (popmbl onmmucaHHOro B HacrosimeM aokymente 1,1,1,3,3,3-rekcadroprpomnaH-
2-nn-4-(2-(mupponuaus-1-mn)-4-(TpudTopMe TN )OS H3 I ) ITUNIepa3uH- | -kapOokcuara.
CornacHo HEKOTOpPBIM BapUAaHTaM OCYIIECTBJIEHUs MPEACTABIEH CIIOCO0 JiedueHus Oomu y
HY’KJAIOLIErocsl B 3TOM MAIMEHTa, MPeAyCMaTPUBAIOLIUI BBEACHHE HYKIAIOIIEMYCS B 3TOM
MALMEHTy TepaneBTHuecku 3(QekTuBHOro konudectsa (papManeBTUYECKONH KOMITO3ULIUU
OMHUCAHHOTO B HactosAleM aokymente 1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(mupponuaus-1-
win)-4-(tpudropmerin)oeH3 ) unepasuH- 1-kapobokcunara. CoriacHO HEKOTOPBIM BapHUaHTaM
ocyuiecTBiieHHusi OOJb MpencTaBisier coOOH HeBpomarudeckyr 00ib. CoriacHO HEKOTOPBIM
BapUaHTaM OCYILIECTBJIEHHs OOJIb MPENCTaBIIsIeT COOOH BOCANUTENBHYIO OOJIb.

[0035] CornmacHO ApPyroMy acmekTy B HACTOSIIEM AOKYMEHTE NPENCTaBleH Crocod
JICYEHUS] SIWIETICUN/TIPUITAAOYHOIO PACCTPOICTBA, PACCEIHHOTO CKJIepo3a, HEeWpPOMHENINUTa
3purensHoro Hepsa (NMO), cuanpoma Typerra, 6onesHn AunblreiiMepa uian OOJH B KUBOTE,
CBSI3aHHBIH C CHHAPOMOM pPa3[Apa)KEHHOI'O KHUINEYHHUKA, Y HY)KOAIOIIErocs B 3TOM IALMEHTa,
NpPEeAyCMATPUBAIOIINN  BBEIEHHE HYXXNAKOLEMyCsl B OTOM MALMEHTY TEParneBTHUYECKU
3¢ (PEKTUBHOTO KOJUYECTBA KPUCTALTMYECKONW (POPMBI OMHUCAHHOTO B HACTOSIIEM IOKYMEHTE
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(mupponauaus- 1 -uim)-4-
(TpudTopMeT)OeH3W )Unepa3uH- 1 -kapOokcunara.  CorjacHO  HEKOTOPbIM — BapUaHTaM
OCYLIECTBJICHHS] TPEACTABICH CIOCOO JIEYEHHUs SIUJICTICHH/TIPUITIAJJOYHOTO PacCTPOICTBA,
paccesTHHOTO CKJepo3a, HeHpomwuenura 3putenbHoro Hepsa (NMO), curgpoma Typerra,
Oomnesnn AubureiiMepa wiM OONM B JKUBOTE, CBSI3aHHBIH C CHHIPOMOM pPa3IpakeHHOTO
KUIIEYHUKA, Yy HYKJAMErocs B 3TOM TNAlHMEHTa, MPeAyCMAaTPUBAIOIINNA BBEACHHE
HYXKJAIOLIEeMyCst B 3TOM  MALUEHTy  TepamneBTudeckun  3(pdekTuBHOrOo  KOMMYeCTBa
(dapMaLleBTHYECKON KOMITO3WIIMM OMNKMCAHHOTO B HacrosimeMm jaokymente 1,1,1,3,3.3-
rekcadropnponan-2-mi-4-(2-(muppoiauanH- 1 -mn)-4-(TpudTopMeTnin)oeH3 W ) unepasuH- 1 -
kapOokcuara.

[0036] CormacHo apyroMy acmekTy B HACTOSIIEM JOKYMEHTE INPENCTaBIeH Crocod
JIeUeHUs] OCTPOH OOJH, BOCHMAJIUTENbHON OO0NH, OHKOJOrHMYecKOl Oojm, Oonu, BBI3BAHHOH
nepudepuyeckol  HeBpomaTHel,  LeHTpaspHOH  Oomm,  ¢uOpoMuanTuy,  MUTPEHH,
BA300KKJIFO3MBHBIX OOJIEBBIX KPH30B NPHU CEPIIOBUAHOKJIETOYHOH AaHEMHHU, CIIACTUYHOCTU WU

0o, CBSI3aHHON C PacCEeSTHHBIM CKIIEpPO30M, (YHKIHOHAIBHOW OONM B IPyAH, PEBMATOHUIHOTO
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apTpUTa, OCTEOAPTPUTA WIIN (PYHKIIMOHAIBHON AMCIENCUN Y HY KIAIOIIErOCsl B 3TOM IMALUEeHTA,
NpeAyCMATPUBAIOIINN  BBEIEHHE HYXXNAKOLMEMyCsl B 3TOM MALUEHTY TEPareBTHYECKU
3¢ EKTUBHOrO KOJUYECTBA KPUCTALTMYECKONW (POPMBI ONMHUCAHHOTO B HACTOSINEM IOKYMEHTE
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -uim)-4-
(TpudTopmMeTmT)OeH3M )TUIIepa3uH- 1 -kapOokcunara.  CorjacHO  HEKOTOPBIM — BapUaHTaM
OCYIIECTBJICHHS] TPENCTaBJieH Crocod JieueHuss OCTpoil OoNiM, BOCHAIUTENBHONH 0oy,
OHKOJIOTU4eCKOU Ooyn, 060iH, BRI3BAHHON Nepudeprudeckoil HeBpomaTHel, EHTPaIbHOU 0oy,
¢ubpoMuanriuy, MUIPEHH, BA30OKKIIIO3MBHBIX OOJIEBBIX KPH30B MPU CEPIIOBUAHOKIETOYHON
aHEeMUH, CMACTHMYHOCTH WM OOJHM, CBSI3aHHOH C PACCEsTHHBIM CKIEPO30M, (PYHKIHMOHAJIBHOMN
Oonu B rpyaM, peBMATOMAHOTO apTPUTA, OCTEOAPTPHUTA WM (PYHKLHMOHAIBHON IHMCIENCHU Y
HY’KJAIOLIErocsl B 3TOM IMAlMEeHTa, MpeayCMaTPUBAIOLIUI BBEACHHE HYKOAIOIIEMYCS B 3TOM
MALMEHTy TepaneBTHuecku 3(QekTHBHOro Kkonudectsa (papManeBTUHUECKOH KOMITO3ULIUU
OIMCAHHOrO B HactosimeM pokymente 1,1,1,3,3,3-rekcapTopnponan-2-min-4-(2-(mupponuaus-1-
uin)-4-(Tpudropmeriu)OeH3 M) unepasuH- 1 -kapobokcunara.

[0037] CornmacHO ApPyroMy acmekTy B HACTOSIIEM AOKYMEHTE NPENCTaBleH Crocod
Je4eHUs] JUCTOHUM y HYXKIAIOIIErocss B 3TOM IIALIMEHTa, MPEAyCMAaTPUBAIOIIUN BBEAEHUE
HYy)KOAOIEeMyCcss B OTOM  IALMEHTY  TepameBTUYeCKH S()(EKTHBHOTO  KOJIMYECTBA
KPHUCTAJLTHUECKOM (OPMBI ONMHUCAHHOTO B HactosimieM nokymente 1,1,1,3,3,3-rekcadropnponan-
2-un-4-(2-(mupponuaus- 1 -mn)-4-(TpudTopMe T )OS H3 I ) TUTIepa3HH- | -kapOoKcuara.
CornacHo HEKOTOPBIM BapHUAHTAM OCYIIECTBJICHHUSI MPENCTABJIEH CHOCOO JICUeHUs] AUCTOHUU Y
HY’KIAIOLIEroCsl B 3TOM MAlMEeHTa, MPEeayCMaTPUBAIOIIUN BBEACHHE HYKIAIOIIEMYCS B 3TOM
NALKMEHTy TepaneBTHuecku 3(dekTHBHOrO KonmmyectBa (papManeBTUYECKOH KOMITO3UIIUU
ONMHUCAHHOTO B HacTosueM aokymente 1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(mupponuaus-1-
wn)-4-(Tpudropmerni)OeH3 W) IHnepa3uH- | -kapOoKcuaTa.

[0038] CornacHo aApyroMy acmekTy B HACTOSIIEM JOKYMEHTE IMpeayCMOTpeHa
dapmanesrrnuecku npuemiemas coib 1,1,1,3,3,3-rexcadropnponan-2-un-4-(2-(mupponuaus-1-
wn)-4-(tpudropmetin)oeH3 U ) unepa3uH- 1 -kapbokcunara (Coenunenue 1), npu4yemM
dapmMareBTHYECKH ~ TpuemyieMass  COJb  MPEACTaBIsieT  COOOH  MOHOTHIPOXJIOPHI,
oucruapoxyopuna, ¢ymapar, Oe3wnar wim wMe3wnar. CoOrjlaCHO HEKOTOPBIM BapUAHTaM
OCyIIeCTBJIeHHs (hapMmaneBTHUecKH npuemiemas conb 1,1,1,3,3,3-rekcadropnpomnan-2-mun-4-(2-
(mupponunus-1-un)-4-(tpudropmernn)deH3 ) nunepasul- 1 -kapookcuiaTa MPEACTaBJISIET
coboit monorunpoxyopun (Coenunenue 2). CorliacCHO HEKOTOPHIM BapUAHTAM OCYINECTBIICHHS
dapmanesrnuecku npuemiemas conb 1,1,1,3,3,3-rexcadropnponan-2-un-4-(2-(mupponuans-1-
wn)-4-(tpudropmetin)oeH3 N ) unepasuH- 1 -kapbokcunara MPENCTaBIISIET co0oii

oucruapoxnopun (Coenunenne 3). CorjacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHHS
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dapmanesrnuecku npuemiemas conb 1,1,1,3,3,3-rexcadropnponan-2-un-4-(2-(mupponuans-1-
wn)-4-(tpudropmeriin)OeH3 M ) Uniepa3uH-1-kapObokcuaata mpenacTaBisier  cobol  pymapar
(Coennnenne 6). CornacHO HEKOTOPHIM BapHUAHTAM OCYLIECTBIEHHUS (hapMaLeBTHUECKU
npuemsemast COJIb 1,1,1,3,3,3-rekcadropnponan-2-mn-4-(2-(muppomuaus- 1 -ni)-4-
(Tpudropmern)ben3nn)nunepasuH- 1 -kapdokcunara IpEeNCTaBIsIET coboit Me3uaT
(Coennnenne 5). CornacHO HEKOTOPHIM BapHUAaHTAM OCYLIECTBIEHHUS (apMaLeBTHUECKU
npuemsemast COJIb 1,1,1,3,3,3-rekcadropnponan-2-mn-4-(2-(nmuppomuaus- 1 -ni)-4-
(Tpudropmern)ben3nn)nunepasuH- 1 -kapookcunara NPEACTABIISIET co0oii Oe3mnar
(Coenunenue 4).

[0039] CornacHo apyromy BapuUaHTy OCYLIECTBJICHHs (papMaleBTUYECKH MpueMiieMast
COJIb 1,1,1,3,3,3-rekcapTopnponan-2-mn-4-(2-(mupponuaus- 1 -ni)-4-
(TpudTopmeTn)Oen3um)nunepasuH-1-kapbokcunara sBisercss kpucrasumdeckoi. CornacHo
APYIrOMy BapHaHTy OCYLIECTBJIEHHs (apMaueBTHYeCKH mnpuemiemas comab 1,1,1,3,3,3-
rekcagropnponan-2-un-4-(2-(muppoauaus- 1 -wn)-4-(TpudTopmMernin)0eH3u )unepasut- 1 -
KapOokcuara siBysieTcs aMopHOIL.

[0040] Jpyrue OOBEKTbI, NPU3HAKK U IPEUMYINeCTBA ONUCAHHBIX B HACTOSIIEM
IOKYMEHTe CIOCOOOB M KOMIIO3MLIMH CTaHYT OYEBHIHBIMH M3 CJIEAYIOIIEro HOAPOOHOro
omucanust. OQHAKO CliefyeT MOHMUMATh, YTO MOAPOOHOE ONMHCAHWE M KOHKPETHBIE HPUMEpBHI,
XOTSl M YKa3bIBAIOT KOHKPETHbIE BAPUAHTBI OCYLIECTBJICHUs, JaHbI TOJBKO B KauecTBE
WUTIOCTPALIMY, TOCKOJIbKY Pa3JIMYHble M3MEHEHHs U MOIU(UKALMKM B Tpeneiax CYIIHOCTH U
00BbEMa HACTOSIIETO PACKPBITHS CTAHYT OUEBUIHBIMH JJIsl CIIEIIMAIMCTOB B HACTOsIIIEH 00IacTu
TEXHUKUA M3 3TOrO MOAPOOHOrO ONMUCAHMS. 3arojIOBKH Pa3[eNioB, UCIONb3YEMbIE B HACTOSLIEM
IOKYMEHTE, TMpeJHa3HaueHbl TOJBKO JUISI OPTraHU3aLMOHHBIX Leled M He JOJDKHBI
paccMaTrpuBaThCs KaK OrPAaHUYMBAKOLINE MPEIMET OMUCAHUS. Bce MOKYMEHThl WM YacTh
JOKYMEHTOB, [IUTUPYEMBIX B 3asBKe, BKJIOUasi B ceOsi, O3 orpaHHueHwMs], MaTEeHTHI, 3asBKU HA
NATEHThI, CTAThbH, KHUTH, PYKOBOJCTBA M TPAKTAThl, TEM CAMBIM SIBHO TOJHOCTBIO BKJIFOUEHBI

NMoCpE€ACTBOM CCBUIKH IJIA JIFOOBIX LIEeJICH.

BrJiloueHHe nocpeacTBOM CChLIKH

[0041] Bce nyOnukamuu W 3asBKM Ha TATEHTHI, YKA3aHHbIE B HACTOSIIEM OIMHCAHWH,
BKJIFOUEHbl B HACTOSALIUN JOKYMEHT MOCPEACTBOM CCBUIKM B TOW CTE€NEHU, B KOTOPOH OHHU

NPUMEHUMBI U aKTYaJIbHBI.

KDaTKOC OINHCAHHE rpa(_[)nqecxnx MaTEpHaJI0B
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[0042] Ha ¢wur. 1 nokazana peHTtreHorpamma mnopoukoBoii nudpakromerpun (XRPD)
KPUCTAJIJIMYECKOT O CBOOOIHOTO OCHOBaHUs 1,1,1,3,3,3-rekcadropnponan-2-mn-4-(2-
(mupponuaus-1-un)-4-(tpudTopmerni)OeH3 W) IHIEepa3uH- 1 -kapOoKcuIaTa.

[0043] Ha ¢mr. 2 nokazana tepmorpamma tepmorpaBumerpuueckoro anammsa (TTA)
KPUCTAJIIINYECKOT O CBOOOIHOTO OCHOBaHUs 1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-
(mupponuans-1-un)-4-(tpudpTopmerni)OeH3 W) IHNEpa3uH- 1 -kapOoKcuiara.

[0044] Ha ¢ur. 3 nokasana Ttepmorpamma audQepeHanpHOl CKaHUPYIOIIeH
kanopumerpuu  (JACK)  kpucrajummyeckoro  CBOOOIHOrO  OCHOBAaHHS 1,1,1,3,3,3-

Eia e

rekcadropnponas-2-un-4-(2-(muppoauaus- 1 -un)-4-(TpudTopmMernin)oeH3uI ) munepasut- 1 -

kapOokcuara.
[0045] Ha ¢ur. 4 mnokasan aHanu3 rpaBumMerpuueckoii copbuuu mapa (GVS)
KPHUCTAJUIMYECKOTO cBOOOHOTO OCHOBaHHUs 1,1,1,3,3,3-rekca¢propnponan-2-un-4-(2-

(mupponuaun-1-uin)-4-(TpudropmMernn)oeH3 uI)nunepasuH- 1 -kapookcuaTa.

[0046] Ha ¢ur. S nokasana pentreHorpamma nopoumkoBoit augppakromerpun (XRPD)
KPUCTAJITIUECKOTO CcBOOOIHOTO OCHOBAHHSI 1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-
(mupponuaus-1-un)-4-(tpudropmernn)oeH3un)nunepasus- 1 -kapdokcunata 1o GVS u mocne
GVS.

[0047] Ha ¢wur. 6 nokazan unppakpacueiii (MK) crnektp KpHCTaLIHUECKOro CBOOOIHOTO
OCHOBAHUS 1,1,1,3,3,3-rekcadropnponan-2-mn-4-(2-(muppoauauH- 1 -ui)-4-
(TpudropmeTn)ben3ua)nunepasuH- 1 -kapookcuara.

[0048] Ha ¢ur. 7 nokasan cnektp SAMP KpucTaiuim4eckoro CBOOOAHOTO OCHOBAHHSI
1,1,1,3,3,3-rekcadpropnponan-2-un-4-(2-(mupponauaus- 1 -ui)-4-
(TpudropmeTin)ben3n)munepasuH- 1 -kapookcuaTa.

[0049] Ha dwur. 8 nokaszana uncrora BOXX kpucrammmyeckoro ¢cBOOOJHOTO OCHOBAHUS
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuaus- 1 -ui)-4-
(TpudropmeTn)ben3un)nunepasuH- 1 -kapodokcuara.

[0050] Ha ¢wur. 9 nokazana penrrenorpamma XRPD kpuctammmueckoit comn mono-HCl
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -ui)-4-
(Tpudropmermn)ben3un)nunepasun- 1-kapdokcunara, Popmsi 1.

[0051] Ha ¢wur. 10 nokazana tepmorpamma TI'A kpucrammmueckoir comu mono-HCl
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(mupponuaus- 1 -ui)-4-
(Tpudropmermn)ben3un)nunepasun- 1-kapdokcunara, @opmst 1.

[0052] Ha ¢mur. 11 nokaszana tepmorpamma JICK kpucrammmueckoit comun mono-HCI
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(mupponuaus- 1 -uim)-4-

(Tpudropmern)ben3nn)nunepasun- 1-kapodokcunara, Popmst 1.
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[0053] Ha ¢ur. 12 nokazana peHTreHorpamMmma mnopomkoBoil audpakromerpun (XRPD)
kpucrammmueckoir  comu Mono-HCI 1,1,1,3,3,3-rexcadropnponan-2-un-4-(2-(mupponuans-1-
un)-4-(Tpudropmernin)oeH3 ) nunepasul- 1 -kapookcunara, ®@opmel 1, mocne HarpeBaHUs a0
temnepatypsl 140°C u oxnaxxaeHus.

[0054] Ha d¢ur. 13 nokazaH aHanmu3 rpaBUMeTpHuUecKol copbumu mapa (GVS)
kpucrammnueckoir comu Mono-HCl 1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(mupponuaus-1-
un)-4-(tpudropmernn)oeH3mn)nunepasus- 1 -kapookcunara, @opmsi 1.

[0055] Ha ¢ur. 14 nokazana peHtreHorpamMma nopomkoBoii audpakromerpun (XRPD)
kpucrammnueckoir comu Mono-HCI 1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(nmupponuaus-1-
un)-4-(tpudropmernin)oeH3un)nunepasun- 1 -kapookcunara, @opmsi 1, mocne GVS.

[0056] Ha ¢ur. 15 nokasan cniektp AMP kpucrammuaeckoii conu moro-HCI 1,1,1,3,3,3-
rexcadropnponan-2-nin-4-(2-(mupponunus- 1 -un)-4-(tpudropmern)OeH3mn ) munepasH- 1 -
kapOoxcunara, @opmer 1.

[0057] Ha ¢ur. 16 mnokazana uucrora BIXX kpucrammmdeckoii comu mono-HCI
1,1,1,3,3,3-rexcadropnponan-2-ni-4-(2-(mupponunus- 1 -mn)-4-
(TpudTopmerin)OeH3uI)UNepasuH- 1 -kapookcunara, @opmer 1.

[0058] Ha ¢mr. 17 noxazana penrrenorpamma XRPD kpucrammmuaeckoii conmu ouc-HCI
1,1,1,3,3,3-rekcapTopnponan-2-un-4-(2-(muppoauaus- 1 -uim)-4-
(TpudropmeTn)Oen3un)nunepasuH- 1 -kapookcuara.

[0059] Ha d¢wur. 18 nokazana tepmorpamma TI'A kpucrammmueckoii comu O6uc-HCl
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(mupponauaus- 1 -uim)-4-
(TpudropmeTn)ben3na)nunepasuH- 1 -kapookcuara.

[0060] Ha ¢ur. 19 nokazana tepmorpamma JICK kpucrammudeckoit conu Ouc-HCI
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -ui)-4-
(TpudropmeTn)beH3n)munepasuH- 1 -kapookcuara.

[0061] Ha ¢ur. 20 nokasan anamuz GVS kpucrammueckoit comu 6uc-HCI 1,1,1,3,3,3-
rekcadropnponan-2-mi-4-(2-(muppoiauans- 1 -wn)-4-(TpudTopMernin)oeH3 W ) munepasut- 1 -
kapOokcuara.

[0062] Ha ¢ur. 21 nokazana perrrenorpamma XRPD xpucrammmueckoi comu 6uc-HCl
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(mupponuaus- 1 -ui)-4-
(Tpudropmern)den3un)munepasus- 1 -kapodokcunara nmocie GVS.

[0063] Ha ¢wur. 22 nokazan cnektp AMP kpuctammudeckoi comu 6uc-HCl 1,1,1,3,3,3-
rekcadropnponan-2-mn-4-(2-(muppoiauaus- 1 -mn)-4-(TpudTopMernin)oeH3uI ) unepasut- 1 -

kapOokcuara.
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[0064] Ha ¢ur. 23 nokazanma umcrora BDXX xkpucrammmueckoir comu O6uc-HCl
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(mupponuaus- 1 -uim)-4-
(TpudropmeTn)ben3un)nunepasuH- 1 -kapodokcunara.

[0065] Ha ¢ur. 24A-D nokaszan aHanu3z XRPD pe3ynbTaroB, MONy4eHHBIX U3 CKPUHHUHTA
PacTBOPUMOCTH B PaCTBOPUTEIIE.

[0066] Ha ¢wmr. 25 nokaszan ananuz XRPD pe3ynpTaroB, monydeHHBIX W3 NEPBUYHOIO
CKPUHUHTA NOJTUMOP(HBIX MOANDUKAIUHN.

[0067] Ha d¢wmr. 26 nokazana tepmorpamma TI'A kpucrammmueckoit comu mono-HCI
1,1,1,3,3,3-rekcapTopnponan-2-un-4-(2-(mupponuaus- 1 -uim)-4-
(Tpudropmern)den3un)nunepasus- 1-kapodokcunara, Popmsl 2.

[0068] Ha ¢mur. 27 nokazana tepmorpamma JICK kpucrammmueckoit comu mono-HCl
1,1,1,3,3,3-rekcadpTopnponas-2-un-4-(2-(mupponunus- 1 -uim)-4-
(TpudTopmerin)OeH3uI)UNepasuH- 1 -kapookcunara, @opmer 2.

[0069] Ha ¢mur. 28 nokazana penrrenorpamma XRPD kpucrammmueckoit comn mono-HCI
1,1,1,3,3,3-rexcadropnponan-2-ni-4-(2-(mupponunus- 1 -mn)-4-
(TpudTopmermn)OeH3uI)UNepasuH- 1 -kapookcunara, @opmer 2.

[0070] Ha ¢wmr. 29 nokasan un¢pakpacueiii (MK) criekTp KpuCTaJUIM4eCKON CONMU MOHO-
HCI 1,1,1,3,3,3-rekcadropnponan-2-mi-4-(2-(muppoauaus- 1 -mui)-4-
(TpudropmeTmn)den3un)nunepasun- 1 -kapodokcunara, Popmsi 2.

[0071] Ha d¢wur. 30 nokasana pentreHorpamma XRPD xkpucrammmueckoro Oe3miaTa
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(mupponauaus- 1 -uim)-4-
(Tpudropmermin)ben3un)nunepasun- 1 -kapodokcunara, @opmsi 1.

[0072] Ha d¢wur. 31 nokasana pentreHorpamma XRPD xkpucrammmueckoro Oe3miaTa
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -ui)-4-
(Tpudropmern)ben3un)nunepasun- 1 -kapodokcunara, Popmsl 2.

[0073] Ha d¢mur. 32 nokazana pentreHorpamma XRPD xkpucrammmueckoro oOe3miaTa
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuauns- 1 -ui)-4-
(TpudTopmeTn)ben3un)nunepasus- 1 -kapookcunara, @opmer 1u 2.

[0074] Ha ¢wur. 33 nokazana tepmorpamma TT'A kpucrtamyeckoro 6e3mnara 1,1,1,3,3,3-
rekcadropnponan-2-mn-4-(2-(muppoiauans- 1 -mn)-4-(TpudTopMernin)oeH3uI ) munepasul- 1 -
kapOokcunara, @opmer 2.

[0075] Ha ¢ur. 34 u 35 nokasan ananus XRPD pe3ynbTaToB, MOJyY€HHBIX AJIs ME3UJIaTa
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(mupponuaus- 1 -uim)-4-
(TpudTopmeTn)beH3n)unepasuH- 1 -kapookcunara u3 GOKyCHPOBAHHOTO CKPHHUHTA COJIEBBIX

bopm.
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[0076] Ha ¢ur. 36 u 37 nokazan aHanmu3 XRPD pe3ynbraros, nofnydeHHbIX 1is ymaparta
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(mupponuaus- 1 -uim)-4-
(TpudTopmeTn)ben3nn)nunepasuH- 1 -kapookcunara u3 GOKyCHPOBAHHOTO CKPHHUHTA COJIEBBIX
dopm.

[0077] Ha ¢ur. 38 nokazana pentrenorpamma XRPD kpuCTaIIM4ecKkoro Mesuiata
1,1,1,3,3,3-rekcadpropnponan-2-wmn-4-(2-(mupponuans- 1 -ui)-4-
(TpudropmeTn)ben3un)nunepasuH- 1-kapodokcunara.

[0078] Ha ¢ur. 39 nokaszan cnextp AMP kpucramnuyeckoro mesunara 1,1,1,3,3,3-
rekcadropnponas-2-un-4-(2-(muppoauaus- 1 -un)-4-(TpudTopmMernin)oeH3uI ) munepasut- 1 -
kapOokcuara.

[0079] Ha ¢ur. 40 nokazana repmorpamma TI'A kpucrannuueckoro mesmnara 1,1,1,3,3,3-
rexcadropnponan-2-nin-4-(2-(mupponunus- 1 -un)-4-(tpudropmern)OeH3mn ) munepasH- 1 -
kapOokcuara.

[0080] Ha ¢mur. 41 nokazana repmorpamma JICK kpucrannnueckoro mesunara 1,1,1,3,3,3-
rexcaropnponan-2-nin-4-(2-(mupponunus- 1 -mn)-4-(tpudropmerin)OeH3mn ) munepasuH- 1 -
kapOokcunara.

[0081] Ha d¢mr. 42 nokazana pentreHorpamma XRPD kpucrammmueckoro ¢ymapara
1,1,1,3,3,3-rekcapTopnponan-2-un-4-(2-(muppoauaus- 1 -uim)-4-
(Tpudropmermn)densun)nunepasun- 1 -kapodokcunara, @opmsi 1.

[0082] Ha ¢ur. 43 nokaszan cnektp SIMP kpucrammuueckoro ¢ymapara 1,1,1,3,3,3-
rekcagropnponan-2-un-4-(2-(muppoauaus- 1 -wn)-4-(TpudTopmMernin)0e H3 W )unepasuH- 1 -
kapOokcunara, @opwmer 1.

[0083] Ha d¢ur. 44 nokazana tepmorpamma TI'A kpucrammydeckoro ¢ymapara
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -ui)-4-
(Tpudropmermn)ben3un)nunepasun- 1 -kapodokcunara, @opmsr 1.

[0084] Ha d¢ur. 45 nokazana Ttepmorpamma JICK xkpucrammmueckoro ¢ymapara
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -ui)-4-
(Tpudropmern)ben3un)nunepasun- 1 -kapodokcunara, @opmsi 1.

[0085] Ha d¢wur. 46 nokasana pentreHorpamma XRPD xkpucrammmueckoro ¢ymapara
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(mupponuaus- 1 -ui)-4-
(Tpudropmermn)ben3un)nunepasun- 1 -kapodokcunara, Popmsl 2.

[0086] Ha ¢ur. 47 nokazan cnektp AMP xkpucrammudyeckoro ¢ymapara 1,1,1,3,3,3-
rekcadropnponan-2-mn-4-(2-(muppoiauaus- 1 -mn)-4-(TpudTopMernin)oeH3uI ) unepasut- 1 -

kapOokcunara, @opmer 2.
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[0087] Ha d¢ur. 48 mokazana tepmorpamma TI'A kpucrammydeckoro ¢ymapara
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(mupponuaus- 1 -uim)-4-
(TpudropmeTn)ben3un)nunepasun- 1-kapodokcunara, Popmsl 2.

[0088] Ha d¢wur. 49 nokazana pentrenorpamma XRPD xkpucrammmueckoro ¢ymapara
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(mupponuaus- 1 -uim)-4-
(Tpudropmern)ben3un)nunepasus- 1-kapodokcunara, Popmsl 3.

[0089] Ha ¢ur. 50 nokazan cmnektp AMP xpucrammugeckoro ¢ymapara 1,1,1,3,3,3-
rekcadropnponas-2-un-4-(2-(muppoauaus- 1 -un)-4-(TpudTopmMernin)oeH3uI ) munepasul- 1 -
kapOokcunara, @opmer 3.

[0090] Ha d¢ur. 51 mnokazana tepmorpamma TI'A kpucramumyeckoro ¢ymapara
1,1,1,3,3,3-rekcadTopnponas-2-un-4-(2-(mupponuaus- 1 -uim)-4-
(Tpudropmern)den3un)nunepasus- 1-kapodokcunara, Popmsl 3.

[0091] Ha ¢ur. 52 mnokazana tepmorpamma JICK xkpucrammmueckoro ¢ymapara
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(muppoauaus- 1 -uim)-4-
(TpudTopmeTi)OeH3 M )TUNEepa3uH- 1 -kapookcunara, @opmer 3.

[0092] Ha ¢ur. 53 nmnokasaH aHamu3 rpaBumerpuueckoir copbumm mnapa (GVS)
kpuctajuimaeckoro ¢ymapara 1,1,1,3,3,3-rekcadroprnponan-2-un-4-(2-(mupponuans-1-mn)-4-
(Tpudropmermn)ben3un)nunepasun- 1 -kapodokcunara, @opmsi 1.

[0093] Ha d¢ur. 54 noka3zaH aHanmu3 rpaBUMeTpUuYecKol copbuuu mapa (GVS)
Kkpucraunueckoro ¢ymapara 1,1,1,3,3,3-rexcapTopnponan-2-min-4-(2-(muppoauaus-1-mi)-4-
(Tpudropmermn)ben3un)nunepasun- 1 -kapodokcunara, Popmsl 3.

[0094] Ha d¢wur. 55 nokazana pentrenHorpamma XRPD xkpucrammmueckoro ¢ymapara
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -ui)-4-
(Tpudropmermn)ben3un)nunepasun- 1 -kapodokcunara, @opmsl 1, 1o GVS u nmocne GVS.

[0095] Ha ¢ur. 56 nokazan cnektp AMP xkpucrammudeckoro ¢ymapara 1,1,1,3,3,3-
rekcadropnponan-2-mi-4-(2-(mupporauans- 1 -mn)-4-(TpudTopMernin)oe H3 W ) unepasuH- 1 -
kapOokcunara, @opwmer 1.

[0096] Ha ¢ur. 57 nokazana uncrora BOXXX kpucrammudeckoro ¢ymapara 1,1,1,3,3,3-
rekcadropnponan-2-mi-4-(2-(muppoiauanH- 1 -mn)-4-(TpudTopMeTnin)oeH3 W ) unepasuH- 1 -

kapOokcunara, @opwmer 1.

TloapoOHoe onHcaAHHEe HACTOSIIEro H300peTeHus!

[0097] Monoauunriuneposn-inmnaza (MAGL) npexncrasnisier cobOoii OCHOBHOU (hepMeHT,
OTBETCTBEHHBIN 32 THAPOJIN3 YHIOKAHHAOMHOUIOB, TaKUX Kak 2-AG (2-apaXuIOHOMITIULEPHH),

A Ha OCHOBE apaxujoHaTta, B HGpBHOfI CUCTEME. 9HI[OK21HH216I/IHOI/II[Ha$I cCucTeMa
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peryaupyer psn (U3MOJOTHUECKHMX TMPOLECCOB, BKJIOYas B ceds, Hampumep, OoyeBbIe
OLIYLIEHUs,, BOCHajeHue U mnamsiaTb. Kpome TOro, Takue HapylIeHUs, Kak OXKUPEHUE,
XpOHHYecKast OO0, OECIIOKOWCTBO M AETpeccusi, ObUIM CBS3aHBI C PEryJsIIUell aKTHBHOCTH
CHTHAJIOB SHAOKAHHAOWHOUIHON CUCTEMBI.

[0098] Hanpuwmep, monynupyrommme MAGL coenuHeHHss MOTYT OBITh NMPUMEHUMBI IS
CTUMYJISILMM CUTHAJIBHOM aKTUBHOCTH, ONOCpeAoBaHHON 2-AG, U HapylIeHHH, CBS3aHHBIX C
TaKOH CHUI'HAJIbHON aKTUBHOCTBIO, BKJIOYasi B ceOsi O0jib, BOCIHAJIEHHE, METa0OJUYECKUe
HapyIIEHUs U T.IL

[0099] Onnako mopymupyromuM MAGL coenuHeHusIM Ha CErOAHAIIHMM J€Hb, Kak
NPaBUJIO, HE XBATA€T CEJEKTUBHOCTH, HEOOXOAMMON myisi OOLIero NMpUMEHEHHs B KadecTBe
(bapMarieBTUYECKH NMPHUEMIIEMbIX CPECTB iN VIVO, B YACTHOCTH, CPENCTB, KOTOPBIE CEJIEKTUBHbI
[0 OTHOLIEHHMIO K aMuAarunaposase >kupHbeix kucnotr (FAAH), nepBuuHOMY THIpOIHM3YIOLIEMY
bepmenty N-apaxuponownstanonamuny (AEA). Tenernueckoe wiu (hapMakoIoOruyeckoe
Hapyuienne FAAH MoxeT npuBecTH K OZHOMY HJIM HECKOJbKMM KaHHAOMHOU-3aBUCHMBIM
noBeneHUecKMM 3¢ ¢eKTaM, HampuMmep, BOCHNAJEHHIO, OECIOKOHCTBY, HENpecCHH MM
YMEHBIIEHUIO OOJIEBBIX OLIYIIEHHH.

[00100] Kpome Toro, HemaBHO Obuio OOHapyxkeno, uto MAGL u ero mnpomyKThl
CBOOOIHBIX KUPHBIX KUCJIOT AKTUBUPYIOTCS B arpeCCUBHBIX 3JIOKAYECTBEHHBIX KJIETKAX M B
NEPBUYHBIX OMYXOJISIX, TAE€ OHA PEryJHpyeT CEeTh JKUPHBIX KHCJIOT, KOTOpas CHOCOOCTBYET
MUTPaLUU 3JI0KaYeCTBEHHBIX KJIETOK U PocTy omyxoseil. CiaenoBaTesNbHO, HOBbIE CEJIEKTUBHBIE
uarnouropel MAGL MoryT ObITh MPUMEHHMBI TIPH JICYUEHUH pakKa.

Coenunenue 1 u ero papmaneBTHYECKH NPUEMJIEMbIE COJIH

[00101] OnucaHHoe B HACTOSAIIEM JOKYMEHTe coeauHeHue-unruoutop MAGL,
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuans- 1 -ui)-4-
(TpudTopmeTn)OeH3u)unepasuH- 1-kapookcunat, spisiercs cenekTuBHbIM it MAGL.
Coenunenne 1 mnpexncraBnser coboit  ¢opMmy cBobomHoro ocHoBanusi 1,1,1,3,3,3-
rekcadropnponan-2-mi-4-(2-(muppoiauans- 1 -wn)-4-(TpudTopMernin)oeH3 W ) munepasut- 1 -
kapookcunara. "Coenunenue 1" wiu "cBobomHoe ocHoBanue 1,1,1,3,3,3-rekcadropnponan-2-

wi-4-(2-(mupponunus- 1 -uin)-4-(tpudropmeriin)oeH3un ) nunepasut- 1 -kapookcunara" OTHOCHTCS

K COEIUHEHHIO CO CIIEAYIOLIEH CTPYKTYPOU:
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[00102] Bonpinoe konmmdecTtBo (hapMaleBTHUECKH MPHEMJIEMBIX COJIeH OOpa3oBaHO U3
Coenunenus 1 u Bkrouaer B cebs:

— COJIM TIPUCOETUHEHUST KUCIIOTHI, oOpasyromuecs rnpu B3anmonerictsun CoennneHust 1 ¢
OpPTaHUYECKOW KHMCIOTOH, KOTOpas BKIIOYAeT B cedst anndaTuuecKue MOHO- U JUKApOOHOBBIE
KUCJIOTBI, (pEeHMI3aMEIEeHHbIE AJKAHOBBIE KHUCIOTHL, THAPOKCHJIAIIKAHOBBIE  KHCJIOTHI,
AIKAHINOEBbIE KHUCIOTBHL, apOMATHYECKHE KHCJIOThL, aiudarudeckue © apOMaTHUECKHe
Cyb(OKUCITOTH, AMUHOKHUCIIOTH U T.Jl. U BKJIFOYAaeT B ceOs, HampuMmep, YKCYCHYIO KHCJIOTY,
TPUPTOPYKCYCHYIO KHCIIOTY, MPOMHOHOBYIO KUCIIOTY, TIIMKOJIEBYIO KUCIOTY, TMPOBUHOTPATHYIO
KUCJIOTY, INABEJEBYIO KHCJOTY, MAJEMHOBYK KHCIOTY, MAaJOHOBYIO KHCIOTY, SIHTAPHYIO
KUCJIOTY, (PyMapoOBYIO KHCIJIOTY, BUHHYIO KHCIJIOTY, JIUMOHHYIO KHCJIOTY, O€H30MHYIO KHUCJIOTY,
KOPUYHYIO KHUCJIOTY, MUHAAJIBHYIO KHCIOTY, METAaHCYJIb()OHOBYIO KUCIIOTY, 3TaHCYJIb(OHOBYIO
KUCJIOTY, O€H30JCYIb(OHOBYIO KHUCIIOTY, I-TOJYOJCYJIb(OHOBYI KHUCJIOTY, CaJHLMIOBYIO
KUCJIOTY H T.IL;

— COJIM TIPHCOEOUHEHUs] KUCJIOTHI, oOpasoBaHHble B3ammoneiictBueM CoenuHeHust 1 ¢
HEOPraHWYEeCKOHW  KHUCIOTOH,  KOTOpas  BKIO4YaeT B cedsd  COMSIHYK  KHCIOTY,
OPOMUCTOBOIOPOIHYIO KHUCJIOTY, CEPHYIO KHCIOTY, a30THYIK KHCIOTY, (ocdopHYyrO KHCIOTY,
HOAMCTOBOAOPOAHYIO KUCIOTY, (PTOPHUCTOBOAOPOIHYIO KUCIOTY, (GOCHOpHYIO KUCIOTY H T.IL.
[00103] Tepmun "papMareBTHYECKH TpUeMIIEMbIe COH" TPUMEHHUTETHHO K COeNUHEHHIO
1 orHocutcst k comu CoenmHeHusi 1, KOTOpasi HE BbI3BIBAET 3HAYHMTEIBHOTO PA3IPAKEHUS Y
MJIEKOITUTAIOLIEr0, KOTOPOMY €€ BBOIST, M IO CYINEeCTBY HE AHHYJIHPYET OHOJOTHYECKYIO
AKTUBHOCTb M CBOMCTBA COSTUHEHHSI.

[00104] Cnenyer moOHMMATh, 4YTO CCbUIKAa Ha (hapMaleBTUYECKH IPUEMIIEMYK) COJIb
BKJIIOUaeT B cebst ¢opmbl nobaBneHus: pacrBoputens (conbBaThl). CoJbBaThI  COAEpPIKAT
CTEXHOMETPUYECKHE WM HECTEXHOMETPUYECKHUE KOJHYECTBA PACTBOPHUTENS U 00pasyroTcs B
npouecce OOpa3OBaHMsI WJIM BBIAECNEHHS TNPOAYKTa C (hapMaLEeBTHYECKH MPUEMIIEMbIMU
PacTBOPUTEISIMH, TAKMMHU KaK BOJA, 3TAHOJ, METAHOJ, MeTWiI-mpem-0yrunosblit 3¢up (MTBE),
mumzonponmioelii 3¢up (DIPE), sTunanerar, u30mponmianeraTr, W3OMPONWIOBBIA CIHPT,
meruam3oOytunkeron  (MIBK),  merwmTmnkeron  (MEK),  anmeron,  HHTpoMmeraH,
tetparugpodypan  (THF), nmuxmopmeran (DCM), nuokcaH, TenTaHbl, TOJYOJ, AaHH3OJ,
aneToHUTpH U T.1. COrNIaCHO OHOMY aCIMEKTy COJIbBAThI OOPA3yrOTCs C MCMOIB30BAHUEM, O€3
orpaHuueHus1, pactopureisi(eii) kiacca 3. Kareropum pacTBopureneil onpeneneHsl, HanpuMmep,
Ha MexknyHapoaHOi KOH(EpeHIMH TO COIJIACOBAHUIO TEXHUYECKUX TPeOOBaHWMA st
perucTpanny JeKapcTBeHHbIX cpeacts s yenoseka (ICH), "Tlpumecu: pykoBoasiue yKka3aHus
no ocraroydbiM pactBopuressiM, Q3C (R3)" (HosOpp 2005 r.). I'mapatel oOpasyroTcs, Kormga

PaCTBOPUTECIIEM ABJIACTCA BOAA, WU AJIKOT'OJIATHI o6pa3y10TC$[, KOraga paCTBOPHUTECIIEM SBJIACTCSA
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cripT. CornacHO HEKOTOPHIM BapHaHTaM OCYLIeCTBIeHHs conbBaThl CoenuHeHust 1 wuimm ero
bapmManeBTHUECKH TPHEMIIEMBIX coyieli ynoOHO Tmony4ath wiIM 0Opa3oBBIBATH B XOJE
ONMHMCAHHBIX B HACTOSIIEM JOKyMeHTe mnponeccoB. COrmacHO HEKOTOPBIM BapHaHTaM
ocymectBiernst conbBathl CoenuHennss 1 sBisitorcs Oe3popHbiMH. COrJIaCHO HEKOTOPBIM
BapuaHtaMm ocymectsiernst CoenuHenne | wimm ero (QapmManeBTUYECKH NpPUEMIIEMbIE COJIU
CYIIECTBYIOT B HECOJIbBATHPOBAHHON (popme. COriaacHO HEKOTOPBIM BapHAHTAM OCYINECTBIICHHUS
Coemunenne 1 wmmm  ero  (QapmaueBTHUECKH NpPUEMJIEMBIE COJIM  CYINECTBYIOT B
HECOJIbBATUPOBAHHON (popMe U ABISAIOTCS O€3BOAHBIMH.

[00105] CornacHo eme npyruMm BapuaHtam ocyiuectieHusi CoenuHenue | unu ero
(dapMaLieBTHUECKU MPUEMIIEMYIO COJIb MOJYYalOT B Pa3jMUHbIX (popmax, BKIOYas B cebds, Oe3
orpaHuueHusi, aMoppHyro ¢a3y, Kpuctamanueckue GopMbl, U3MelbYeHHbIe GOpMBI U (HOPMBI,
cocTosaMe U3 HaHodacTul. COrjacHO HEKOTOPbIM BapHaHTaMm ocyinectsieHus Coennnenue 1
WM ero (apmaneBTU4YecKu mpHemieMas Cojb SBISIIOTCS aMopdubMU. COrJIaCHO HEKOTOPBIM
Bapuantam ocymectBienusi Coemunenue 1 wimm ero (apmaneBTHYeCKH NpHemiieMas COJb
ABIstOTCS. amMopdubIMU M Oe3BomHbIMU. COraCHO HEKOTOPBIM BapHUaHTaM OCYINECTBIICHUS
Coenunenne 1 mnm ero (apMaleBTUYECKH NpHEMIIEMast COJb SIBJISIOTCS KPUCTATTMYECKUMU.
CornacHO HEKOTOpBIM BapuaHTaMm ocyuiecTieHns CoennHenue | mim ero ¢papmaneBTHYECKH
npueMIIeMast COJIb SBJISIFOTCS KPUCTAJUTMUECKHMU 1 O€3BOIHBIMU.

[00106] HecMoTpst Ha TO, YTO HE MPEAIONaraeTCsi OrpaHMYEeHNEe KaKON-TH00 KOHKPETHOM
TEOpUEe, HEKOTOPBIE TBEPAbIE POPMBI XapAKTEPU3YIOTCS PUINIECKUMHU CBOHCTBAMHU (HArIprMep,
CTa0MJIBHOCTBIO, PACTBOPUMOCTBIO M CKOPOCTBIO  PAaCTBOPEHHUs), MOAXOMSALIUMH  JJIs
(apMarieBTHYECKUX M TepaneBTHUYECKUX JO3UpOBaHHBIX (Gopm. bonee Toro, 6e3 orpaHudeHus
KakOH-mMO0 KOHKPETHOH TeOpHel, HEKOTopble TBepable (OPMBI  XapaKTEPHU3YIOTCS
¢usnueckuMu  CBOWCTBAMH  (HampuMep, IUIOTHOCTBIO,  CIKUMAaE€MOCTBIO,  TBEPIOCTHIO,
MopdoJorner, pacUIesIeHHeM, JIMIKOCTBIO, PaCTBOPHUMOCTBIO,  TOTJIOIIEHHEM  BOJIBI,
SNIEKTPUYECKUMHU CBOHCTBAMHM, TEIUIOBBIMH CBOHCTBAMH, PEAKLHUOHHOW CHOCOOHOCTBIO B
TBEPIOM COCTOSTHUM, (r3uueckold CTaOMIBHOCTBIO W XHMMHYECKOH CTaOMIIbHOCTBIO),
BIMSIFOLIUMH Ha KOHKPETHBIE MpPOLECChl (HampuMep, BBIXOM, (pUIbTpamys, MPOMBIBKA, CYIIKa,
U3MENIbYCHNE, CMEIIUBaHHe, TaOJEeTHPOBAHMUE, TEKY4YeCTb, PACTBOPEHHE, COCTABJICHHE U
arouIn3anusi), KOTOPbIE JENalT OINpedeleHHble TBepAble (OPMBI TPUTONHBIMH  JJIS
U3TOTOBJICHHUSI TBEPJOW NO3MPOBAHHOW JIEKapCTBEHHOH (popmbl. Takme CBOHCTBa MOTYT OBITH
OTIpEeNIEHBI C MCIOJb30BAHNEM KOHKPETHBIX aHAJUTHUYECKUX XMMHUYECKUX TEXHUK, BKIFOUAs B
ceOsi TBepmo(asHble aHANUTUYECKHE CHOCOOBI (HampuMep, PEHTTeHOBCKas U(PaKLIUs,
MHKPOCKOIINSI, CIEKTPOCKONHSI U TEPMHUECKUI aHAJIN3), KaK OMHUCAHO B HACTOSIIEM JOKYMEHTE

U U3BCCTHO B HaCTOﬂLLIefI 00JIACTH TEXHUKH.



26

AmopdHnoe Coeaunenue 1

[00107] CormacHo HeKOTOpbIM BapuaHTaM ocyuiecTsieHus Coenunenne | sBsieTcs
amopdubM u Oe3BomHbIM. COrJIacHO HEKOTOPBIM BapuaHTaM ocyiectsieHus CoenmnHenue 1
spisiercs  amopHeIM.  COrjlacHO HEKOTOPBIM — BapHaHTaM  OCYLIECTBIEHHS aMop¢HOe
Coenunenne 1 XxapakTepu3yercsi PEHTI'€HOrpaMMON MOpOIKoBoi audpakromerpun (XRPD),
MOKAa3bIBAIOLIEH OTCYTCTBUE KPUCTAUINYHOCTH.

Kpucranaudeckue ¢popmbl nnruoutopos MAGL

[00108] Unentudukanus u BbIOOp TBepaod (opMbl (papMaleBTUYECKOrO COCIUHEHUS
SABJISIFOTCSL CJIOKHBIMH, YUYUTBIBAs, YTO M3MEHEHHE B TBEPAOH (opME MOXKET MNOBIHUATH Ha
paznuyHble PU3NUECKHEe U XMMHYECKHE CBOICTBA, KOTOPbIE MOTYT OOECIEUYNUTh MPEUMYIIECTBA
WIM HEeNOCTaTKu B 00paboTke, cocTaBe, CTAOMWIBHOCTH, OWOJOCTYMHOCTH, XpPaHEHUU,
oOpareHun (Harmpumep, 1OCTaBKe), CPEAH IPYTUX BAXKHBIX (PapMalleBTHYECKUX XaPAKTEPUCTHUK.
Ilpumenumble (papMaLeBTHUECKHE TBEPAbIE BEINECTBA BKIIOYAIOT B Ce0s KPHCTAUTMYECKUE
TBEpAbIE BEIEeCTBAa U aMOp(HbIE TBEpIbIe BEIECTBA B 3aBUCUMOCTH OT NMPOAYKTA U Crocoda ero
BBeleHHs1. AMOp(HBIE TBEpAble BEINECTBA XaPAKTEPU3YIOTCS OTCYTCTBHEM CTPYKTYPHOH
YIOPSOUYEHHOCTH JaJIbHEro TMOpsAAKa, TOrJa Kak KPHCTAUIMYECKHE TBEpAble BeleCTBa
XapaKTepPU3YIOTCSl CTPYKTYPHOH mepuoanyHOCThio. JKemaemblil kiacce (apManeBTHYECKOTO
TBEPAOTO BELIECTBA 3aBHUCUT OT KOHKPETHOTO IPHUMEHEHHs, aMOp(QHble TBEpAble BELIECTBA
WHOTZIa BBIOMPAIOT HAa OCHOBE, HANPUMEP, YJIYYIIEHHOTO NMpOQWIs PAaCTBOPEHHs, TOTrJA Kak
KPHUCTAJUTHYECKHUE TBEPHbIE BEIIECTBA MOIYT OBITh JKENaTeJIbHBI ISl TAaKUX CBOWCTB, Kak,
Harpumep, GusnyecKkasi Uil XUMUYeCKast CTAaOUIbHOCTb.

[00109] Kpucrannmuyeckue wiu amopdHblie TBepabie (HOpMbI  (PapMaleBTUIECKOTO
COEIMHEHUS BKJIIOYAIOT B €051 OMHOKOMITOHEHTHBIE 1 MHOTOKOMITOHEHTHbBIE TBEP/bIE BELIIECTBA.
OnHOKOMITOHEHTHBIE TBEpPAbIE BELIECTBA COCTOSIT B OCHOBHOM U3 (papMarieBTUYECKOrO
COEIMHEHUsS] WJIM AaKTUBHOTO WHTPENUEHTa B OTCYTCTBHE NPYTUX COeNMHEHHH. PasHooOpasue
Cpean OJHOKOMIOHEHTHBIX KPHUCTALTHYECKHUX MATEPUAIOB MOXKET MOTEHLHAJIbHO BO3HHUKHYTh
u3-3a SBJICHUS moNUMOpU3Ma, TPH KOTOPOM Il KOHKPETHOro (hapMameBTUIECKOro
COEIMHEHUSI CYIECTBYET MHOKECTBO TPEXMEPHBIX CTPYKTYP.

[00110] IIpumeuaTenpbHO, YTO anpUOPU HEBO3MOKHO Ja)Ke MPEeAcKa3aTh, CYLUIECTBYIOT JIU
KpHUCTaUTHUeCKue (OPMbI COCTMHEHHUs, HE TOBOPS YK€ O TOM, KaK HX YCIIEIIHO IOJYYUTh
(cmotpute, Hanpumep, Braga and Grepioni, 2005, "Making crystals from crystals: a green route
to crystal engineering and polymorphism," Chem. Commun.:3635-3645 (uto Kacaercs
KOHCTPYHPOBAHHSI KPUCTAJIOB, €CJIM HHCTPYKLIUU HE OU€Hb TOYHBI W/WUJIH €CJIU APYTHe BHEIIHNE
(akTOpBI BIUSIOT Ha MPOIECC, Pe3yJbTaT MOXKET ObITh HempeackasyembiM), Jones ef al., 2000,

"Pharmaceutical Cocrystals: An Emerging Approach to Physical Property Enhancement", MRS
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Bulletin 31:875-879 (B Hacrosimee BpeMsl HE MPEACTABISIETCS BO3MOXKHBIM B BBIYHCIHTEIHHOM
OTHOLIEHUU MpPENCKa3aTh YHUCIO HAOMI0AaeMBbIX MOJUMOP(HBIX MOIU(PUKALUN JaXKe CaMbIX
npocteix Mousiekyn), Price, 2004,"The computational prediction of pharmaceutical crystal
structures and polymorphism," Advanced Drug Delivery Reviews 56:301-319 ("Price")" wu
Bernstein, 2004, "Crystal Structure Prediction and Polymorphism", ACA Transactions 39:14-23
(3HaUUTENPHOE KOJMUYECTBO BCE €Ile JOJDKHO OBbITh M3YyYEHO M CAENAHO, NMPEKAE YeM MOXKHO
Oymer ¢ KakoW-1uOO CTENEeHbI0 YBEPEHHOCTH 3asiBUTh O CHOCOOHOCTH IpencKa3aTh
KPHUCTAUTUUECKYIO CTPYKTYPY, TOPa3ao MEHbIIE MOJTUMOPPHBIX MOIU(PUKALHUIT)).

[00111] PasnooOpasne  BO3MOXKHBIX  TBepAbIX (OPM  CO3/AaeT  MOTEHIHATBLHOE
pasHOOOpasue (U3MYECKUX M XHUMHYECKUX CBOWCTB Ui JAHHOrO (hpapMaleBTHIECKOTO
coequHeHusi. OTKpbITHE W OTOOP TBEpABIX (HOPM HMeeT OOJbIIOe 3HAYEHHUE NI Pa3padOoTKH
3¢ exTuBHOrO, CTAOMIILHOTO U MPOAaBaeMoro hapMaeBTHIeCKOro MPOAYKTA.

Kpucraaanueckoe Coeqnnenue 1

[00112] CornmacHo HeKOTOpeIM BapuaHtaM ocymectsieHusi CoenuHenue | sBisercs
kpucramnueckuM. COrnacHO HEKOTOPBIM BapUaHTaM OCYINECTBIEHHUS KPUCTAJUITMYECKOE
Coenunenne 1 xapaktepusyercs TeM, 4TO 00JafaeT Mo MEHbIIel Mepe OAHUM M3 CIEAYIOIINX
CBOWCTB!

(a) penrrenorpamma mopoikoBoii audpakromerpun (XRPD) siBisiercss mo CyuiecTBy
TAKOM K€, KaK IpeacTaByeHHas Ha ¢wr. 1;

(b) penTrenorpamma nopowmkoBo nudpakromerpun (XRPD) ¢ xapakrepucTuaecKuMu
nukamu npu 7,8° 2-reta, 12,0° 2-teta, 18,5° 2-tera, 19,0° 2-tera, 19,6° 2-reta u 21,2° 2-tera;

(c) Tepmorpasumerpuyeckuii ananu3 (TT'A) no cymecTBy aHaJIOTHYHBIA TOMY, KOTOPBIH
NpeNICTaBJIEeH Ha ¢ur. 2;

(d) repmorpamma JICK mo cyiiecTBy aHaJIOrM4YHa TOW, YTO MPeACTaBiieHa Ha ¢ur. 3;

() Tepmorpamma JICK ¢ SHIOTEpPMHYHOCTBIO, XapaKTEPUIYIOIIEHCS HAdajIoM
npudM3uTENBbHO npu Temmepatype 80°C;

(f) nuadpaxpacueiii (MK) criekTp mo CymecTBy aHaJIOTHYEH CHEKTPY, MPEICTABICHHOMY
Ha ¢ur. 6;

(g) undpaxpacusiii (MK) crnekTp ¢ nukamu npubausutensHo npu 1735 em™, 1427 em’!,
1102 cmt, 982 cm! 11 888 em?;

(h) HErUrPOCKOTUYHOCTD WJIH

(1) mx xoMOMHAIMH.
[00113] CormacHoO  HEKOTOpPbIM  BapuUaHTaM  OCYUIECTBJEHHUS  KPUCTAJUIUYECKOE
Coenunenne 1 xapakrepusyercsi TeM, 4yTO OOJajaer Mo MeHbIIeH Mepe IBYMsl CBOHCTBaMH,

BeIOpaHHBIMU 13 (@) - (h). CoriacHO HEKOTOPBIM BapHUAHTAM OCYIIECTBIICHHUSI KPUCTAIUTHYECKOE
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Coenunenne 1 xapakTepusyercsi T€M, 4TO OOJNafaeT Mo MeHbIIeH Mepe TpeMsi CBOHCTBaMH,
BbIOpaHHBIMU 13 (a) - (h). CoriacHO HEKOTOPBIM BapHUAHTAM OCYINECTBIICHUS] KPUCTAIUTHYECKOE
Coenunenue 1 xapakrepusyercs TeM, 4TO OOJNaZiaeT 10 MEHbIIEH Mepe YeThIPbMS CBOMCTBAMH,
BeIOpaHHBIMU 13 (@) - (h). CoriacHO HEKOTOPBIM BapHUAHTAM OCYINECTBIICHUSI KPUCTAIUTHYECKOE
Coenunenue 1 xapakTepusyeTcs TeM, 4TO OOJIafaeT MO MEHbILIEH Mepe ISIThI0 CBOHCTBAMU,
BeIOpaHHBIMU 13 (a) - (h). CorilacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHUS] KPUCTAIUTHYECKOE
Coenunenue 1 xapakrepusyercs TeM, 4TO 00JIaaeT MO MEHbLIEH Mepe LIECThI0 CBOHCTBAMH,
BeIOpaHHBIMU 13 (@) - (h). CoriacHO HEKOTOPBIM BapHAHTaM OCYILECTBJICHUS] KPUCTAIUTMYECKOE
Coenunenue 1 xapakrepuzyercs TeM, 4TO O0JajaeT MO MeHbIIEH Mepe CeMbIO CBOHCTBAaMH,
BeIOpaHHBIMU 13 (@) - (h). CornacHO HEKOTOPBIM BapHAHTaM OCYILECTBJICHUS] KPUCTAJUTMYECKOE
Coenunenne 1 xapakrepusyercs TeM, uTo obnamaer coiictBamu (a) - (h).

[00114] CornmacHO  HEKOTOpPbIM  BapuaHTaM  OCYLIECTBJEHHUS  KPUCTAJUIUYECKOE
Coenunenne 1 xapakTepu3yercs PeHTI€HOrpamMMol mopoukoBoi mudpaxromerpun (XRPD),
KOTOpasi MO CYLIECTBY Takas >Xe, Kak rnpexacraBieHHas Ha ¢ur. 1. CornacHO HEKOTOPBIM
BapUaHTaM  oOcyluecTBieHuss  kpucraumueckoe  CoenuHeHue 1 XxapakTepusyercs
peHTreHorpaMmoi nopomkoBod augpakromerpun (XRPD) ¢ XapakTepuCTHYECKUMH THKAMH
npu 7,8° 2-tera, 12,0° 2-tera, 18,5° 2-tera, 19,0° 2-Teta, 19,6° 2-tera u 21,2° 2-tera. CornacHo
HEKOTOpPbIM BapUaHTaM OCYIIEeCTBJIEeHUs kpuctamandeckoe CoenanHeHue | XapakTepusyercs
TepMOrpaMMoOil TepMorpaBuMeTpuueckoro ananusa (TT'A), koropas Mo CylecTBy aHaJIOIMYHA
TOHW, urOo mpencraBieHa Ha ¢ur. 2. CormacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHUS
cBobonnoe Coenunenne 1 xapakrepusyercs tepmorpammoii JICK, koropas mo CyiecTBy
aHaJoruyHa TOW, 4TO mpencrtaBieHa Ha ¢ur. 3. CornacHO HEKOTOPBIM BapUaHTaM
ocyiuecTBieHus: kpucramnnyeckoe Coenunenue 1 xapakrepusyercs tepmorpammoit JICK c
SHAOTEPMHUYHOCTBIO, XapaKTEPU3YIOIIEHCsS HaYaioM mpuOnu3uTebHO npu temmeparype 80°C.
CornacHO HEKOTOpPbIM BapuaHTaM ocyluecTBieHusi Kpucramauueckoe Coenunenue |1
xapaktepusyercsi Tepmorpammoit JICK ¢ sHIOTEpMHUYHOCTBIO, XapaKTepU3YIOIIeNcs HavdajioM
npubim3uTensHo npu Temneparype 80°C u mukom npuOmm3uTenasHO npu Temmeparype 83°C.
CornacHO HEKOTOpPbIM BapuaHTaM ocyluecTBleHuss Kpucramnuueckoe Coenunenue 1
xapakrepusyercs nappakpacHbM (UK) criekTpom, KOTOPBIHA MO CYIIECTBY aHAJIOTHYEH CIEKTPY,
npencTtaBieHHoMy Ha ¢ur. 6. CorjacHO HEKOTOpPbIM BapUaHTaM  OCYILECTBIEHHS
kpuctanueckoe CoenuHenne 1 xapakrepusyercs ciaObiMu mukamu uH(ppakpacHoro (MK)
crextpa npubmusurensHo npu 1735 em?, 1427 em!, 1102 em!, 982 cm! u 888 cmt. Cornacuo
HEKOTOPHIM ~ BapUaHTaM OCYIIeCTBJIEeHUs Kpuctasummdeckoe CoenmHenne 1 sBisiercst
HerurpockonuuHbiM. COTJIaCHO HEKOTOPBIM BapHAaHTaM OCYLIECTBIEHHUS KPUCTAJUTMYECKOE

Coenunenne 1 monydaroT U3 alleTOHA, alleTOHA/BOMBI, AlIETOHUTPHUIIA, AaHU30JIa, TUXJIOPMETAHa,
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AMU3OMPOINIIOBOrO 3¢upa, AUMETHIIALETaMIIa, TUMETHI(HOPMaMuUIa, TUMETHUICYIb(OKCHa,
1,4-nuokcaHa, »STaHONA, OJTHJALETAaTa, M3OMPOMUIALeTaTa, METAHOJNA, METaHOJa/BOJbL
METUJISTUJIKETOHA, METWIM300YTHIKETOHA, N-MeTHI-2-UPPONHUAOHA,  2-TPOMaHona,  2-
NPOTIAHOJIa/BOBI, mpem-0y TUIMETHIKETOHA, TeTparuapodypana, Toiayosa, Boabl, 1-OyTaHona,
2-3TOKCU3TAHOJA, 2-MeTuiaTerparuapodypana, OeH30HUTPUIIA, XJIOPOEH30Ia, TeNTaHa, reKCcaHa
HJIIN mpent-aMuIoBOTO CIIpTa. CormacHo HEKOTOPBIM BapHuaHTaM OCYILICCTBJICHUA
KPUCTAJUTNYECKOE CBOOOHOE OCHOBAHUE SIBJISIETCS] CONbBATHPOBAHHBIM. COIIaCHO HEKOTOPBIM
BapUAaHTaM OCYILNECTBJeHUs] Kpuctaumueckoe CoenuHeHue | siBISIETCS HECOJIbBATUPOBAHHBIM.
CornacHO HEKOTOpBIM BapUaHTaM OCYINECTBIeHMs1 kpuctamndeckoe Coennnenue 1 siBisiercs
O€3BOIHBIM.

Coeaunenue 2, coan MoaHo-HCI

[00115] Coenunenue 2  mpexncrasiaser  coboii  comp  moHo-HCl  1,1,1,3,3,3-
rekcagropnponan-2-un-4-(2-(muppoauans- 1 -un)-4-(TpudTopmMernin)oeH3u )unepasut- 1 -

kapOokcuiara. CorlaCHoO HEKOTOPbIM BapuaHTaM ocyiuecTieHusi coqb MoHo-HCI 1,1,1,3,3,3-
rekcagropnponan-2-un-4-(2-(muppoauaus- 1 -wn)-4-(TpudTopmMernin)oeH3u )unepasut- 1 -

kapOokcunara mpencrasBisier cobol kpuctaumdeckyro @opmy 1. CoriacHO HEKOTOPBIM
BapuaHTaMm  ocymectBienuss coap  mono-HCl  1,1,1,3,3,3-rekcadropnponan-2-muia-4-(2-
(mupponuaus-1-un)-4-(tpupTopmernn )oeH3 W )UnepasuH- 1 -kapOokcunara MPECTABIISIET

coboii kpuctammueckyo ®opmy 2.

Coeaunenue 2, Dopma 1

[00116] CormacHO HEKOTOpbIM BapuaHTaM ocyuiectsieHus CoenuHeHne 2 SIBJSETCS
kpuctauinueckuM. COrJlacCHO HEKOTOphIM —BapwaHTaM ocyuiectBieHus CoenuHeHue 2
npencTasisier coboli kpuctaymdeckyro @opmy 1. Kpucrammmueckas ®@opma 1 CoennHenust 2
XapaKkTepU3yeTcs TeM, 4TO 00JIalaeT Mo MEHbIIEH Mepe OTHUM U3 CJIEAYIOIINX CBOHCTB:

(a) penrrenorpamma mopoikoBoii audpakromerpun (XRPD) siBisiercss mo cyuiecTBy
TAKOM K€, KaK IpeCTaBJlIeHHas Ha ¢wur. 9,

(b) pentrenorpamma nopowmkosoi nudpakromerpun (XRPD) ¢ xapakrepucTuaecKuMu
nukamu npu 6,4° 2-reta, 14,9° 2-teta, 16,9° 2-tera, 18,4° 2-tera u 20,9° 2-Tera,

(c) Tepmorpamma TepmorpaBumeTpudeckoro anaiusa (TT'A) mo cyiiecTBy aHajJOrHYHA
TOH, KOTOpas npeacrasieHa Ha ¢ur. 10;

(d) repmorpamma JICK mo cyiecTBy aHaJOrmyHa TOU, 4TO MpeacTasiieHa Ha ¢ur. 11,

() Tepmorpamma JICK ¢ »3HIOTEPMHYHOCTBIO, XapaKTEPU3YIOIIEHCS HAdajIoM
npubIM3uTENBEHO Npu Temrnepatype 182°C;

(f) HErUrPOCKOMUIHOCTD WUITH

(g) nx KOMOWHALIHH.
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[00117] CormacHo HEKOTOpbIM BapuaHTaMm ocyuecTsieHuss CoenuHenue 2, Popma 1,
XapakTepu3yeTcs TeM, YTO 00JIa1aeT 10 MEHbIIEH Mepe IBYMsI CBOMCTBAMH, BHIOPAHHBIMHU U3 (a)
- (f). CornmacHo HekoropbiM Bapuwantam ocymectBienus Coenunenue 2, dDopma 1,
XapaKkTepU3yeTcs TEM, YTO O0JIaaeT 1o MEHbIIeH Mepe TpeMsi CBOHCTBAMH, BEIOPAHHBIMU U3 (a)
- (f). Cornmacno HekoropbiM Bapuwantam ocymectBienus Coenunenue 2, dDopma 1,
XapakTepu3yeTcs TeM, 4TO 00JafaeT 1Mo MeHbIIeH Mepe YeThIPbMsI CBOHCTBAMM, BHIOPAHHBIMU
u3 (a) - (f). CormacHo HekotopeiM BapuaHTam ocyiectBiieHusi Coemunenune 2, ®opma 1,
XapakTepu3yeTcs TeM, YTO 00J1alaeT 10 MEHbIIeH Mepe MATHI0 CBOWCTBAMH, BHIOPAHHBIMHU U3 ()
- (f). Cornmacno HekoropbiM Bapuantam ocyuectBienuss Coenunenue 2, dDopma 1,
XapakTepusyercs TeM, 4to obnanaer ceoiicrBamu (a) - (f).

[00118] CornacHoO HEKOTOpbIM BapuaHTaMm ocyuiecTBiaeHuss Coenunenue 2, Popma 1,
XapakTepu3yeTcs PEHTreHOrpaMMoi nopourkoBoi nudpaxromerpun (XRPD), koTopast siBisiercs
IO CYIIECTBY TaKOM e, Kak IpencTasBieHHas Ha ¢ur. 9. CornacHO HEKOTOPBIM BapUaHTAM
ocymecteienust Coenunenue 2, @opma 1, xapakTepusyercsi peHTT€HOIrpaMMON MOPOLIKOBOM
muppaxkromerpun (XRPD) ¢ xapaxrepuctuueckumu nukamu npu 6,4° 2-tera, 14,9° 2-tera,
16,9° 2-tera, 18,4° 2-tera u 20,9° 2-rera. CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUs
Coenunenue 2, ®opma 1, xapakTepusyercsi TEpMOrpaMMOil TEPMOTrpaBUMETPUUYECKOIO aHAJIN3a
(TT'A), xoTopasi MO CyIIECTBY aHAJOTMYHA TOW, 4TO mpencrasieHa Ha ¢ur. 10. CormacHo

HEKOTOpbIM BapuaHTaMm ocymectBieHus: Coenunenne 2, Dopma 1, xapakrepusyercs

>
tepmorpammoii JICK, xoropasi mo CyliecTBy aHaJIOTMYHA TOW, YTO NpeAcTaBjieHa Ha ¢ur. 11.
CornacHo HekOTOpbIM BapuaHTaMm ocyinectsieHus: Coenunenue 2, ®opma 1, xapakrepusyercs
tepmorpammoit JICK ¢ sHAOTEpMUYHOCTBIO, XapaKTEPU3YIOIIEHCsT HAYaJlOM TIPH TeMIlepaType
npubmusutensHo 182°C. CornacHO HEKOTOpPHIM BapuaHTaM ocyiuecTBieHusi CoenuHeHue 2,
®opma 1, xapakrepuzyercs: Tepmorpammoit JICK ¢ sHIOTEpMHYHOCTBIO, XapaKTePU3YIOIIEHCs
HayajioM Tpu Temneparype mnpuOmmsurensHo 182°C u  mukOoM mpu  Temmepartype
npubmmsutensHo 187°C. CornacHO HEKOTOpPHIM BapuaHTaM ocyiuecTBieHus: CoenuHeHue 2,
®opma 1, sBnsercs HerurpockonuyHoi. CornacHO HEKOTOPBIM BapUaHTaM OCYILECTBIEHUS
Coenunenue 2, ®opmy 1, mony4aroT U3 aleTOHUTPUIA, 1,4-AMOKCaHa, STUIALIETATa, METAHOIA,
mpem-0yrunmernniosoro 3¢upa wmm  2-mpomnanosa. COrJIaCHO HEKOTOPBIM — BapHUaHTaM
ocyiectsienus: Coenunenue 2, @opma 1, sBnsercs: conapBaTHpoBaHHONW. COrjacHO HEKOTOPHIM
BapuantaM ocyuectBieHuss Coenunenue 2, Popma 1, sBIsSeTcCs HECOJbBaTHUPOBAHHOM.
CornacHo HekoTOpbIM BapuaHtaM ocyiiectBieHuss Coenunenue 2, Popma 1, sBmsieTcs

Oe3BOAHON.

Coeaunenne 2, Dopma 2
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[00119] CormacHoO HEKOTOpBIM BapuaHTaM ocyuiecTsieHuss CoenuHeHne 2 SBJSETCS
kpuctamueckuM. CornacHO HEKOTOphIM —BapwaHTaM ocyuiectBieHnss CoennHeHue 2
npencTasisier cobolt kpucraumdeckyro @opmy 2. Kpucrammmueckas ®@opma 2 CoennaeHus 2
XapakTepu3yeTcs TeM, 4TO 00JIaiaeT 1Mo MEeHbIIeH Mepe OTHUM U3 CIIEAYIOIINX CBOHCTB:

(a) penrrenorpamma nopoikoBoil audpakromerpun (XRPD) sBisiercs mo cyuiecTBy
TAKOM K€, KaK IPeCTaBJICHHas Ha ¢wur. 28;

(b) pentrenorpamma nopomkosoi nudpakromerpun (XRPD) ¢ xapakrepuctuueckumu
nukamu npu 8,6° 2-reta, 14,3° 2-teta, 15,6° 2-tera, 19,0° 2-tera, 19,8° 2-reta u 20,7° 2-tera;

(c) Tepmorpamma TepmorpaBumerpuueckoro anaiusa (TT'A) mo cymmecTBy aHajJoOrHYHA
TOH, 4TO IPEACTaBJIeHa Ha ¢ur. 26;

(d) repmorpamma JICK mo cymiecTBy aHajIOruuHasi TOH, YTO MpeAcTaBieHa Ha ¢ur. 3;

(e) Ttepmorpamma JICK ¢ »3HIOTEPMUYHOCTBIO, XapaKTEPHU3YIOIIEHCS HavajIoM
npubn3uTenpHo npu Temnepatype 201°C;

(f) undpakpacusiit (MK) cnekTp no CymiecTBy aHaJOTHYEH CHEKTPY, MPEICTABICHHOMY
Ha ¢wur. 29;

(g) undpaxpacueiii (MK) criekTp ¢ nukamu npubnusutensho npu 1729 v, 1426 em™,
1102 cm™, 984 cm! 1 907 em!;

(h) HErMrPOCKOMTUYHOCTD UJIH

(1) mx xoMOMHAIMH.
[00120] CormacHO HEKOTOpbIM BapuaHTam ocyiiecTsieHus CoenuHenue 2, Popma 2,
XapaKTepU3yeTcs TeM, YTO 00JIaIaeT 10 MEHbLIEH Mepe IBYMsi CBOMCTBAMH, BHIOPAHHBIMHU U3 (a)
- (h). CormacHo HexkoropeiM BapuaHTam ocyiiectBieHusi Coemunenue 2, Popma 2,
XapaKTepU3yeTCs TEM, YTO 00JIajaeT Mo MEHbIIeH Mepe TpeMsi CBOHCTBAMH, BEIOPAHHBIMU U3 (a)
- (h). CormacHo HexkoropeiM BapuaHTam ocymiectBieHusi Coemunenue 2, @Popma 2,
XapaKkTepU3yeTcs TeM, YTO O0JlalaeT 1Mo MeHbIIEH Mepe YeThIPbMsi CBOHCTBAMM, BHIOPAHHBIMU
u3 (a) - (h). CormacHo HekOTOpbIM BapuaHTam ocymectBieHus Coenunenue 2, ®opma 2,
XapaKkTepU3yeTcs TeM, YTO 00JIalaeT 10 MEHbIIeH Mepe MAThI0 CBOMCTBAMH, BHIOPAHHBIMH U3 ()
- (h). CormacHo HexkoroppiM BapuaHTam ocymiectBieHusi Coemunenue 2, Popma 2,
XapaKTepU3yeTCs TEM, UYTO OOJIaZlaeT 1O MEHbIIEeH Mepe IIECThI0 CBOHCTBAMM, BHIOPDAHHBIMH U3
(a) - (h). CornmacHo HekoTOphIM BapuaHtam ocyiiectBieHuss Coenunenue 2, Popma 2,
XapaKkTepU3yeTcss TeM, UYTO O0JIaaeT MO MEHBIIEH Mepe CEMbIO CBOHCTBAMH, BBIOPAHHBIMHU W3
(a) - (h). CornmacHo HekoTOphIM BapuaHTtam ocyiiectBieHuss Coenunenue 2, Popma 2,
XapaKTepu3yeTcsi TeM, 4To odnanaer cBoiicTeamu (a) - (h).
[00121] CormacHo HEKOTOpbIM BapuaHTtam ocyuecTsieHus CoenuHenue 2, Popma 2,

XapaKkTepu3yeTcsi PEHTIeHOrpaMMOii mopourkosoi audpakromerpun (XRPD), koTopas siBisiercs
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MO CYLIECTBY TaKOH ke, Kak InpexacrasieHHas Ha (pur. 28. CornacHo HEKOTOpPbIM BapuUaHTaM
ocyiectsienus: Coenunenue 2, @opma 2, XapaKTepU3yeTCsi peHTT€HOIPaMMOM MOPOLIKOBOM
madpakromerpun (XRPD) ¢ xapakrepuctudeckumu nukamu mpu 8,6° 2-tera, 14,3° 2-tera,
15,6° 2-tera, 19,0° 2-tera, 19,8° 2-tera u 20,7° 2-tera. COrNlacCHO HEKOTOPHIM BapUaHTaM
ocyuiectBienuss ~ CoeauHenue 2

®opma 2 XapakTepU3yercss  TepMOrpPaMMOu

2 2

tepmorpasuMerpudeckoro anamuza (TI'A), koTopas MO CyINECTBY aHAJOTMYHA TOH, HYTO
npencraeyieHa Ha ¢ur. 26. CorilacHO HEKOTOPBIM BapuaHTaMm ocyluecTBiieHust CoequHeHue 2,
®opma 2, xapaktepusyercs Tepmorpammoit JICK, kotopasi mo CylecTy aHajJoru4yHa TOH, 4TO
npencraeieHa Ha ¢ur. 27. CoriacHO HEKOTOPBIM BapuaHTaMm ocyliecTByieHust CoequHeHue 2,
®opma 2, xapaktepusyercs repmorpammoit JICK ¢ 3HIOTEpMUUHOCTBIO, XapaKTepU3YOIIecs
HauajioM 1mipu Temmeparype npubmmsutensHo 201°C. CorjacHO HEKOTOpPBIM BapHUaHTaM
ocymecteiaenuss Coeaunenue 2, Popma 2, xapakrepusyercss Tepmorpammoinn JCK c¢
SHJIOTEPMUYHOCTBIO, XapPAKTEPU3YIOLISHCs] HAYaIoOM IpH Temneparype npudnusutensao 201°C
U nUKOM mpu Temmneparype npubmmsurenbHo 205°C. CornacHO HEKOTOpPBIM BapUaHTaM
ocymectsienns Coennnenue 2, @opma 2, xapakrepusyercs uHppakpacabiM (MK) cnekrpom,
KOTOpBbIII MO CyIIEeCTBY AaHAJOTHYEH CIEKTPy, MpenacTtaBieHHoOMy Ha ¢ur. 29. CornacHo
HEKOTOpPbIM BapuaHtaMm ocymectieHuss Coenunenne 2, Popma 2, XapaKTepU3yeTCs
undpaxpacubM (MK) criekTpom ¢ nukamu npubmusurensHo npu 1729 emt, 1426 emt, 1102 em
1984 cm! u 907 cml. CornacHo HeKOTOpPBHIM BapHaHTaM ocyinectsieHus CoenuHeHne 2,
dopma 2, sBiseTcs HErMrpocKOnuYHbIM. COrIacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBIEHUS
Coenunenue 2, @opMy 2, MOAy4arOT M3 ALETOHA, ALETOHUTPUJIA, aHWU30JA, IUXJOPMETaHa,
OUM30MPONIIIOBOTO  3(pupa, 93TaHONA, OTHJAIETAaTa,  HW3OMPONMWIALIETaTa,  METaHOJA,
METUJISTUJIKETOHA, METHIIN300yTUIIKETOHA, Mmpem-0yTHIMETIIIOBOTO 3¢upa, 2-mpornaHoia,
TeTparuapodypaHa, TOJIyoJa, 2-3TOKCHUSTAHOJNA, 2-MeTHiITeTparuapodypaHa wuiam mpen-
ammioBoro cnuprta. CorjlacHO HEKOTOpbIM BapuaHTaM ocyuiectsieHus Coenunenue 2, Popma

2 ABJIIACTCA  COJIbBATUPOBAHHBIM. CornacHo HEKOTOPBIM  BapuaHTaM  OCYIICCTBJICHHSA

2
Coenunenne 2, ®opma 2, sSBISETCS HECONbBATHPOBAHHBIM. COrIACHO HEKOTOPBIM BapUaHTAM
ocymecteienus Coenunenue 2, ®opma 2, siBisieTcst 0€3BOTHBIM.

Coeaunenne 3, coan ouc-HCI

[00122] Coenunenue 3 npencrasisiet codoii conb 6uc-HCI 1,1,1,3,3,3-rekcadropnponan-
2-nn-4-(2-(mupponuans- 1 -mn)-4-(TpudTopMe T )OS H3 W ) TUTIepa3HH- | -kapOokcuara.

CornacHo HEKOTOPBIM BapuaHTaM ocyiuectsiieHus: CoennHeHne 3 SBISIETCS KPUCTAJUTMIECKUM.
CornacHo HEKOTOpBIM BapHaHTaMm ocyiiecteiieHuss CoenrHeHne 3 SBISIETCS KPUCTAJUIMYECKUM,

XapaKTEPU3YIOLIUMCS 10 MEHbIIEH Mepe OJHUM U3 CIEAYIOLINX CBOWUCTB:
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(a) penrrenorpamma mopomkoBoil audpakromerpun (XRPD) siBisiercss mo cymiecTBy
TAKOW K€, KaK IpeaCcTaByIeHHas Ha ¢wur. 17,

(b) pentrenorpamma nopomkosoi nudpakromerpun (XRPD) ¢ xapakrepuctuaeckuMu
nukamu npu 6,4° 2-rera, 12,0° 2-teta, 12,5° 2-tera, 14,3° 2-tera, 18,5° 2-reta u 22,8° 2-tera;

(c) Tepmorpamma TepmorpaBumeTpruueckoro anaimsa (TT'A) mo cymnecTBy aHajJOrHYHA
TOH, 4TO IpencTasyeHa Ha ¢ur. 18;

(d) repmorpamma JICK mo cyiiecTBy aHaJIOrHyHa TOU, 4TO MpeAcTasiieHa Ha ¢ur. 19,

(e) Tepmorpamma JICK ¢ 3HIOTEPMHUYHOCTBIO, XapaKTEPU3YIOIIEHCS HAdajIoM
npubnusuTensHo npu Temnepatype 154°C nnm

(f) ux xomOuHALUN.
[00123] CornacHo  HekoTOpeIM  BapuaHtam  ocyiiectsienuss  Coegunenue 3
XapaKkTepU3yeTcsi TeM, 4To 00JiaaeT o MeHbIIeil Mepe IByMsl CBOWCTBAMH, BHIOPaHHBIMH U3 (2)
- (e). CornacHO HEKOTOPBIM BapHaHTaM ocyuecTBieHust CoennHeHne 3 XapakTepu3yeTcs TeM,
yro oOjamaeT MO MEHblield Mepe TpeMsi cBoicTBamu, BbiOpaHHbIMH U3 (a) - (e). CormacHo
HEKOTOPbIM BapHaHTaM ocyuiecTsieHus: Coenuuenne 3 XapakTepu3yercst TeM, u4To o0J1angaer mno
MEHbLIEH Mepe dYeTbpbMsi CBOICTBaMHu, BbiOpaHHbIMH U3 (a) - (e). CorjacHO HEKOTOPBIM
BapuaHTaM ocyuectsieHus: CoennHeHne 3 XapakTepu3yeTcs TeM, 4To o0JIafgaeTr cBoicTeamu (a)
- (e).
[00124] CormacHo  HekoTOpeIM  BapuaHtam  ocyiiectBieHuss  CoeguHenue 3
XapaKTepU3yeTCs PEHTTEHOrpaMMOii mopourkoBoi nudpakromerpun (XRPD), koTopast siBisieTcs
MO CYLIECTBY TAaKOW jke, Kak mpencrasyiieHHas Ha ¢ur. 17. CormacHO HEKOTOPbIM BapHaHTaM
ocymectsienuss CoenuHeHue 3 XapakKTepU3yeTCs  PEHTTEHOTPaMMOH  MOPOLIKOBOM
mudpakromerpun (XRPD) ¢ xapakrepuctudyeckumu nukamu npu 6,4° 2-tera, 12,0° 2-tera,
12,5° 2-tera, 14,3° 2-tera, 18,5° 2-tera u 22,8° 2-tera. COrNaCHO HEKOTOPHIM BapUaHTaM
ocymectsienuss CoenuHeHne 3 XapakTepU3yeTCsl TepMOTpPaMMOI TepMOTpPaBUMETPUUYECKOTO
anamuza (TT'A), koTopass MO CyIIECTBY aHAJOTM4YHA TOW, 4YTO mpencTaBieHa Ha ¢ur. 18,
CornacHo HeKOTOpPbIM BapuaHTam ocyuiectBieHuss CoenuHeHue 3 XapaKTepU3yeTCs
tepmorpammoii JICK, xoropasi mo CyliecTBy aHaJIOTMYHA TOW, YTO MpeAcTaBjieHa Ha ¢ur. 19.
CornacHo HeKOTOpPbIM BapuaHTam ocyuiectBieHuss CoenuHeHue 3 XapaKTepU3yeTCs
tepmorpammoit JICK ¢ 3HAOTEpMUYHOCTBIO, XapaKTEPU3YIOIIECHCs] HA4YaJIOM TPHU TeMIIepaType
npubmmsutensHo 154°C. CornacHO HEKOTOPBIM BapuaHTaM ocyiuecTBieHusi CoenuHeHne 3
xapaktepusyercst Tepmorpammoit JICK ¢ sHIOTEpMHUYHOCTBIO, XapaKkTepU3YIOIIeNcs HavajioM
npu temneparype npudamsurenpHo 154°C u nmukoM npu temneparype npubnausutensHo 164°C.
CornacHO HEKOTOpPbIM BapuaHTaM ocyliecTBieHuss CoenuHeHue 3 TMOJIy4arOT U3 mpem-

OytunmerunoBoro s¢upa u S oskeuBaseHToB HCl. CorjmacHO HEKOTOpPBIM BapUaHTaM
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ocymiectsienuss CoeauHeHue 3  sBJsieTCs COJbBATUPOBAaHHBIM. (COrjjacHO HEKOTOPbIM
BapuaHTtaM ocyuiectBieHuss CoenuHeHne 3 SBISETCS HecolbBaTUpOBaHHBIM. (CorniacHo
HEKOTOPBIM BapuaHTaM ocyuecTByieHus1 CoenrHeHne 3 sBISETCS] O€3BOIHBIM.

Coennnenue 4, coJb 0€31JIAaT

[00125] Coenunenne 4 npexacrasisier coboii 6esmnar 1,1,1,3,3,3-rekcadroprpomnan-2-ui-
4-(2-(mupponunaus-1-mn)-4-(tpudTopmernin)0eH3 I ) IunepasuH- 1 -kapOokcunara. CornachHo
HEKOTOpPBIM BapuaHTtaMm ocymecrBienus Oesumar 1,1,1,3,3,3-rekcadropnpomnan-2-mun-4-(2-
(mupponuaus-1-un)-4-(tpupTopmerni)OeH3 W )IHUNEepa3uH- 1 -kapOoKkcunara MIpECTaBJIsIET
coboit kpucrammmueckyro @opmy 1. CorlacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUSI Oe3miaT
1,1,1,3,3,3-rekcadpTopnponan-2-un-4-(2-(muppoauaus- 1 -uim)-4-
(TpudropmeTn)Oen3nI)nunepasuH- 1-kapdokcuaaTa MpeacTaBiIsier COOOH KPHUCTAJUINYECKYIO
Dopmy 2.

Coeaunenue 4, Dopma 1

[00126] CormacHO HEKOTOpBIM BapuaHTtaM ocymectsieHus: CoenuHeHue 4 sBISAETCS
kpucramnueckum. CornacHO HEKOTOpbIM BapuaHtaMm ocyuiectBieHuss CoenuHeHue 4
npeacrasisier coboit  kpucramamueckyro @opmy 1. CorjgacHO HEKOTOPBIM BapHaHTaM
ocymectsienuss CoenuHeHune 4  XapakTepU3yeTCs  PEHTTEHOTPaMMOH  MOPOLIKOBOM
miudpakromerpun (XRPD), koTOpast sSIBJsIeTCSl MO CYIIECTBY TaKOM e, KaK MpPEeICTaBlIeHHas Ha
¢pur. 30. CornmacHo HekoTopbIM BapuantaMm ocyuiectBieHus Coenunenue 4, Popma 1,
XapakTepu3yeTcss  pPeHTreHorpamMmoil  mopomkoBodt  auppaktomerpuun  (XRPD) ¢
XapakTepucTHiecKumMu nukamu npu 13,2° 2-rera, 15,2° 2-tera, 18,2° 2-tera, 19,3° 2-tera u
21,6° 2-tera. CormacHO HEKOTOpPbIM BapuaHTam ocyiuectBieHusi Coemunenue 4, @opmy 1,
MOJIyHat0T W3 AaleTOHa, AaleTOHWUTpWia, sTwianerara, 2-npomanona u THF. CormachHo

HEKOTOpbIM  BapwaHTam  ocymectBienus Coemunenne 4, @opma 1 SIBJISIETCSI

2

cosbBaTUpOBaHHBIM. COTJIACHO HEKOTOPBIM BapuaHTaM ocyiiectieHus CoennHenue 4, ®opma

1 ABIACTCA HECOJbBATHUPOBAHHBIM. CornacHo HEKOTOPBIM BapUaHTaM OCYIICCTBJICHUA

2

Coenunenue 4, ®opma 1, sBisiercst 0€3BOTHBIM.

Coeaunenne 4, Dopma 2

[00127] CormacHoO HEKOTOpbIM BapuaHTaM ocyuiectsieHus Coenunenne 4 sBISETCS
kpuctamnueckuM. CornacHo HEKOTOpbIM BapuaHTaMm ocyinectsieHuss CoenuHeHue 4
npencTasisier coboli kpucramyeckyro @opmy 2. Kpucrammmueckas ®@opma 2 Coennnenus 4
XapakTepu3yeTcs TeM, 4TO 00JIaiaeT 1Mo MEeHbIIeH Mepe OTHUM U3 CIIEAYIOIINX CBOHCTB:

(a) penrrenorpamma nopoikoBoil audpakromerpun (XRPD) siBisiercss mo cyuiecTBy

TAKOW K€, KaK IpeaCcTaBJIeHHas Ha ¢wur. 31;
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(b) pentrenorpamma nopomkoBoi nudpakromerpun (XRPD) ¢ xapakrepucTuaeckuMu
nukamu npu 6,4° 2-reta, 15,9° 2-teta, 17,8° 2-tera, 18,8° 2-tera u 19,9° 2-tera,

(c) Tepmorpamma TepmorpaBumerprudeckoro anaimsa (TT'A) mo cymiecTBy aHajJOrHYHA
TOH, 4TO NpencTasyieHa Ha ¢ur. 33; win

(d) nx xomMOMHALINY.
[00128] CornacHo HEKOTOpbIM BapuaHTaMm ocyuiecTsieHuss Coenunenue 4, Popma 2,
XapakTepu3yeTcs TeM, YTO 00JIalaeT O MEHbIIEH Mepe IBYMsl CBOMCTBAMH, BBIOPAHHBIMHU U3 (a)
- (¢). CornacHo HekoTOpbIM BapuaHTam ocymectsierusi Coenunenue 4, @Popma 2,
XapaKkTepu3yeTcsi TeM, 4To olnanaer cBoiicTBamu (a) - (¢). 6,4° 2-tera, 15,9° 2-tera, 17,8° 2-
teta, 18,8° 2-tera u 19,9° 2-tera.
[00129] CornacHO HEKOTOpbIM BapuaHTaMm ocyuiecTBieHuss Coenunenue 4, @opma 2,
XapakTepu3yeTcs PEHTreHOrpaMMoi nopourkoBoi nudpaxromerpun (XRPD), koTopast siBisiercs
IO CYLIECTBY TAKOHM ke, Kak npexacrasieHHas Ha (pur. 31. CornacHO HEKOTOPbIM BapUaHTAM
ocyumecteienust Coenunenue 4, dopma 2, xapaKTepU3yeTcsl pEHTT€HOIrPaMMON IMOPOLIKOBOM
muppaxkromerpun (XRPD) ¢ xapaxrepuctuueckumu nukamu npu 6,4° 2-tera, 15,9° 2-tera,
17,8° 2-tera, 18,8° 2-tera m 19,9° 2-tera. CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUS
Coenunenue 4, @opmy 2, NOIyHarOT U3 mMpem-0y THIMETHIIOBOTO 3¢upa. CornacHO HEKOTOPHIM
BapuaHTaMm ocyuiectsieHust Coenunenue 4, @opma 2, siBisieTcst CoabBaTUPOBaHHBIM. COryacHO
SIBJISIETCSI

HEKOTOpPbIM  BapuaHTam  ocymectBieHuss Coenunenune 4, @opma 2

> 2

HECOJIbBATUPOBAaHHBIM. COrjlaCHO HEKOTOpPhIM BapuaHTaMm ocyiuectBieHusi Coenunenue 4,
®dopwma 2, siBisieTcst 0€3BOTHBIM.

Coeauuenue 5, coJbL ME3HJIAT

[00130] Coenunenue 5 npencrasisier codoit mesunar 1,1,1,3,3,3-rekcadroprponan-2-uj-
4-(2-(mupponuaus- 1 -mn)-4-(TpudTopmMeTnin)0eH3 I ) THnepasHH- 1 -kapOokcHuiara. CornachHo
HEKOTOpBIM BapuaHTaMm ocyiectsieHusi CoennHeHue S siBnsiercs: KpucrauimaeckuM. CoriacHo
HEKOTOpPbIM ~ BapuaHTaM ocymectieans CoenuHeHHe S5  SBISETCS  KPUCTAJUINYECKHM,
XapaKTEPU3YIOIIHUMCS 110 MEHbIIEH Mepe OJHIM U3 CIEAYIOLINX CBOWCTB:

(a) penrrenorpamma mopomkoBoil audpakromerpun (XRPD) siBisiercss mo cyuiecTBy
TAKOM K€, KaK Ipe/CTaBJIeHHas Ha ¢wur. 38;

(b) penTrenorpamma nopowmkosoi nudpakromerpun (XRPD) ¢ xapakrepucTuaeckuMu
nukamu npu 8,6° 2-reta, 12,4° 2-teta, 14,6° 2-tera, 16,5° 2-tera, 17,7° 2-rera u 19,7° 2-tera;

(c) Tepmorpamma TepmorpaBumeTpudeckoro anaiusa (TT'A) mo cyinecTBy aHajJOrHYHA
TOH, 4TO IpencTasyieHa Ha ¢ur. 40,

(d) repmorpamma JICK mo cyiiecTBy aHaJIOrM4yHa TOU, 4TO MpeAcTasiieHa Ha ¢ur. 41
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(e) Tepmorpamma JICK ¢ 5HOOTEPMHYHOCTBIO, XapaKTEPHU3YIOLIEHCS HAYAJIOM IIPU
temmeparype npubdnusurtenpao 179°C; ummn

(f) nx xomMOMHALIY.
[00131] CormacHo  HekOTOpbIM  BapuaHtam  ocymectBienuss  CoenuHenue 5
XapakTepu3yeTcs TeM, YTO 00JIalaeT 10 MEHbIIEH Mepe IBYMsI CBOMCTBAMH, BBIOPAHHBIMH U3 (a)
- (e). CornmacHO HEKOTOPBIM BapuaHTaM ocyuiecTBieHuss CoennHeHne 5 XapaKTepu3yeTcst TeM,
yTo O0JNIajaeT Mo MeHbLIeH Mepe Tpemsi cBoiicTBamu, BbiOpaHHbIMH U3 (a) - (e). CoriacHo
HEKOTOPBIM BapuaHTaM ocyiecTBieHus: CoenHeHNe 5 XapakTepru3yercs TeM, YTO 00Nazaer 1mo
MEHbIIEH Mepe 4eTbIpbMsl CBOIicTBaMH, BbIOpaHHbIMH U3 (a) - (€). CormacHO HEKOTOPBIM
BapuaHTaMm ocyuiectieHuss CoequHeHNe 5 XapakTepu3yercs TeM, 4To o0JagaeT CBoicTBamMu (a)
- (e).
[00132] CormacHo  HekoTOpbIM  BapuaHtam  ocymectBieHuss  CoenuHenue 5
XapaKTepU3yeTCsi PEHTIeHOrpaMMOii mopourkoBoi nudppakromerpuu (XRPD), koTopast siBisieTcst
IO CYIIECTBY TakoW e, Kak mpexacrasieHHass Ha ¢ur. 38. CormacHO HEKOTOPBIM BapHaHTaM
ocymecteienust CoenuHeHne 5 XapakTepU3yeTCsl  PEHTIEHOTPAaMMOHl  MOPOLIKOBOM
muppaxkromerpun (XRPD) ¢ xapaxrepuctiueckumu nukamu npu 8,6° 2-tera, 12,4° 2-tera,
14,6° 2-tera, 16,5° 2-tera, 17,7° 2-teta u 19,7° 2-tera. CorinacHO HEKOTOPBIM BapHUaHTaM
ocymectBieHus: CoequHeHHEe 5 XapakTepu3yeTcsi TepMOTrpaMMOIl TEepMOTPaBUMETPUUYECKOTO
anamuza (TT'A), koTopass MO CyLIECTBY aHAJOrM4YHa TOH, 4YTO MpencTaBjieHa Ha ¢ur. 40,
CornacHo HeKOTOpPBIM BapuaHTam ocyuiectBieHuss CoenuHeHHe S5 XapaKTepU3yeTCs
tepmorpammoit JICK, xoropast mo CyIiecTBy aHajJOrH4Ha TOMW, YTO INpenacTaBieHa Ha ¢ur. 41.
CornacHo HEKOTOpPBIM BapuaHTam ocyuiectBieHuss CoenuHeHue S XapaKTepU3yeTcs
tepmorpammoit JICK ¢ 3HAOTEpMUYHOCTBIO, XapaKTEPU3YIOIIEHCsT HA4YallOM TIPH TeMIlepaType
npubmmsuTensHo 179°C. CornacHO HEKOTOPBIM BapuaHTaM ocyiuectBieHusi CoenuHeHune S
xapaktepusyercst Tepmorpammoit JICK ¢ sHIOTEpMHUYHOCTBIO, XapaKTepU3YIOIIeHcs HavdajioM
npu temneparype npudamsurenpbHo 179°C u nmukom npu temneparype npubausutensHo 182°C.
CornacHO HEKOTOpPBIM BapuaHTaM ocyliecTBieHuss CoenuHeHue S TMOJy4arT U3 mpem-
Oy THJIMETHUJIOBOTO a¢upa, STHUJIAIIEeTaTa, TerparuapodypaHa, BOJIbI/AIIETOHA,
BOJBI/ALIETOHUTPHIIA  WiIH  Boxbl/2-mpomaHoja.  CoriacHO ~ HEKOTOPBIM  BapHaHTaM
ocymectsienuss CoeauHeHue S sBisieTcs COJbBATUPOBAaHHBIM. (COrjjacHO HEKOTOPbIM
BapuaHtaM ocyuiectBieHuss CoenuHeHue S sBIsieTcsl HecolbBaTHpOBaHHBIM. (CoriacHo
HEKOTOPBIM BapuaHTaM ocyuecTBieHus1 CoerHeHne S5 sBIseTCst O€3BOIHBIM.

Coeaunenue 6, coib pymapat

R |

[00133] Coenunenne 6 mpexncrasisier cobort pymapar 1,1,1,3,3,3-rekcadpTopnponan-2-

wn-4-(2-(mupponunus- 1 -un)-4-(tpudropmernn)oeH3mn)nunepasul- 1 -kapookcunara.  Cornacao
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HEKOTOpPhIM BapuaHTaM ocymectsieHuss ¢ymapar 1,1,1,3,3,3-rekcadroprnponan-2-ni-4-(2-
(mupponuaus-1-un)-4-(tpudropmernn)deH3 ) nunepasul- 1 -kapookcuiaTa MPEACTABJISIET
coboit kpucramnaeckyro @opmy 1. CormacHo HEKOTOPBIM BapHaHTaM OCYILIECTBIIEHHS (pymapaT
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuans- 1 -ui)-4-
(TpudropmeTn)ben3n)unepasuH-1-kapobokcuaaTa NpeacTaBisier COOOH KPHUCTAJUTUYECKYHO
@®opmy 2. CormacHO HEKOTOPBIM BapuaHTaM ocyuiectBienus ¢ymapar 1,1,1,333-
rekcadropnponas-2-un-4-(2-(muppoiauaus- 1 -un)-4-(TpudTopmMernin)oeH3uI ) munepasut- 1 -
kapOoKcuiiaTa npeacTasisier codo kpuctaummueckyro @opmy 3.

Coeaunenne 6, Dopma 1

[00134] CornacHO HEKOTOpbIM BapuaHTaM ocyulecTsiaeHus CoenuHeHne 6 sBIsSETCS
kpucrammnueckuM. CornacHO HEKOTOphIM BapuaHtaMm ocyuiectBieHuss CoenuHeHue 6
npencTasisier coboit kpucraumdeckyro @opmy 1. Kpucrammmueckas ®@opma 1 Coennnenus 6
XapaKkTepPU3yeTCsl TeM, YTO 00JIaaaeT Mo MeHbLIeH Mepe OJHUM H3 CICAYIOIIHNX CBOWCTB:

(a) penrrenorpamma mopoiukoBoit audpakromerpun (XRPD) siBasiercss mo CyuiecTBy
TAKOM ke, KaK IpeCTaBeHHas Ha ¢wur. 42;

(b) penTreHorpamma nopowkoBoi nudppakromerpun (XRPD) ¢ xapakrepucTuiecKuMu
nukamu nipu 13,6° 2-tera, 14,1° 2-tera, 14,3° 2-teta, 20,0° 2-Tera u 21,9° 2-tera;

(c) Tepmorpamma TepmorpaBumerpudeckoro anaimnsza (TI'A) mo cyuiecTBy aHalOrHuHA
TOH, UTO IpencTaByieHa Ha ¢ur. 44;

(d) repmorpamma JICK mo cyliecTBy aHaJOrM4yHa TOMU, 4TO MpeAcTaBiieHa Ha ¢ur. 45,

() Tepmorpamma JICK ¢ SHIOTEPMHYHOCTBIO, XapaKTEPUIYIOIIEHCS HAYajIoM
npuOIM3UTENBbHO npu TemnepaType 126°C;

(f) HErMrPOCKOMUIHOCTD UJTH

(g) nx KOMOMHALIY.
[00135] CormacHo HEKOTOpbIM BapuaHTam ocyiecTsiaeHus CoenuHenue 6, Popma 1,
XapaKkTepU3yeTcs TeM, YTO 00JIaIaeT 10 MEHbIIEH Mepe IBYMsI CBOMCTBAMH, BHIOPAHHBIMHU U3 (a)
- (f). CornmacHo HekoTopbiM Bapuwantam ocymectBienuss Coenunenue 6, dopma 1,
XapaKkTepU3yeTcs TeEM, YTO 00JIaaeT Mo MEHbIIeH Mepe TpeMsi CBOHCTBAMH, BEIOPAHHBIMU U3 (a)
- (f). CornacHo HekoTOpbIM Bapuwantam ocymectBienuss Coenunenue 6, @Dopma 1,
XapaKkTepU3yeTcs TeM, 4TO O0JlalaeT 1Mo MeHbIIeH Mepe YeThIPbMsI CBOWCTBAMHM, BHIOPAHHBIMU
u3 (a) - (f). CormacHo HekoTopriM BapuaHTam ocyiectBiieHusi CoemuHenune 6, Popma 1,
XapaKkTepU3yeTcs TeM, YTO 00JIalaeT 10 MEHbIIeH Mepe MAThI0 CBOMCTBAMH, BHIOPAHHBIMH U3 ()
- (f). CornmacHo HekoTopbIM Bapuwantam ocymectBienus Coenunenue 6, dDopma 1,

XapaKTepU3yeTCsi TeM, 4TO o0nanaer cBoiicTeamu (a) - (f).
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[00136] CormacHo HEKOTOpBIM BapuaHTaMm ocyuecTsieHuss CoenuHenue 6, Popma 1,
XapaKkTepu3yeTcsi PEHTIeHOrpaMMoii mopourkosoi augpakromerpun (XRPD), koTopas siBisieTcs
MO CYLIECTBY TAKOHM ke, Kak INpexacraBieHHas Ha (pur. 42. CornacHO HEKOTOPbIM BapUaHTaM
ocyiectsienuss Coenunenue 6, @opma 1, xapakTepusyercsi peHTT€HOIpaMMOM MOPOLIKOBOM
mudpakromerpun (XRPD) ¢ xapakrepuctndyeckumu nukamu npu 13,6° 2-tera, 14,1° 2-tera,
14,3° 2-rera, 20,0° 2-tera u 21,9° 2-tera. CorjaacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHS
Coenunenue 6, @opma 1, xapakrepusyercsi TEPMOIrPaMMOI TEPMOTPaBUMETPUYECKOIO aHAIN3A
(TT'A), xoTopast MO CyIIECTBY aHAJOTMYHA TOW, 4TO mpencrasieHa Ha ¢ur. 44. CormacHo

HEKOTOpbIM BapuaHtam ocyiuectBieHuss Coenunenue 6, Popma 1, xapaxkTepusyercs

>
tepmorpammoil JICK, xotopast mo CyliecTBy aHajJOrM4Ha TOMW, YTO NpenacTaBieHa Ha (mur. 45.
CornacHo HeKOTOpBIM BapuaHTam ocyiuectsieHus Coenunenue 6, @opma 1, xapakrepusyercs
tepmorpammoii JICK ¢ 3HIOTEpMUYHOCTBIO, XapaKTEPHU3YIOIIEHCsS HA4aloM NPHOIU3UTENBHO
npu temneparype 126°C. CorimacHO HEKOTOpBIM BapuaHTam ocyuiectsieHus CoenunHeHue O,
®opma 1, xapaxrepusyercss repmorpammoit JICK ¢ sHAOTEpMUYHOCTBIO, XapaKTepU3yIOIIeNHCs
Ha4yaJoM NpUOIM3UTENbHO mTpu Temmeparype 126°C M NHKOM NPHONU3UTENBHO TPH
temneparype 132°C. CornacHo HEKOTOpPBIM BapHaHTaM ocyinecrBieHus: Coenunenue 6, Popma
1, sBnsercs HerurpockonuuHelM. COrJaCHO HEKOTOPBIM BapUaHTaM  OCYILECTBIICHUS
Coenunenue 6, ®opmy 1, momyudator u3 1-OyTaHona, l-mpomaHoiya, 2-mpomaHojia, cMmecei
alleTOH/BO/A, cMeceit alleTOHUTPWJI/BOJA, STaHOJIA, MeTHJIaLeTaTa/BOIbI,
METUJISTUIKETOHA/BOABL,  METAHOJA/allEeTOHUTPUIA U 2-METOKCHITAHOJIa/alleTOHUTPHUIIA.
CornacHo HeKOTOpbIM BapuaHTaM ocyiiecTBieHuss Coemunenue 6, Popma 1, sBIsIeTCs
conpBaTUpOBaHHBIM. COrNIaCHO HEKOTOPBIM BapuaHTaMm ocyiuectsiaeHus Coenunenue 6, @opma

1 ABIACTCA HECOJbBATHPOBAHHBIM. CornacHo HEKOTOPBIM BapHUaHTaM OCYIICCTBJICHUA

2

Coenunenue 6, @opma 1, siBisieTcst 0€3BOTHBIM.

Coeaunenue 6, Dopma 2

[00137] CormacHo HEKOTOpBIM BapuaHTaM ocyuiecTsieHus CoenuHeHne 6 SBISETCS
kpuctamnueckuM. CornacHo HEKOTOpbIM BapuaHTaMm ocyinectsieHuss CoenuHeHue 6
npencTasisier cobolt kpucramyeckyro @opmy 2. Kpucrammmueckas @opma 2 CoennHeHus 6
XapaKkTepU3yeTcs TeM, 4TO 00JIalaeT 1Mo MEHbIIeH Mepe OTHUM U3 CIIEAYIOIINX CBOHCTB:

(a) penrrenorpamma mopomkoBoil audpakromerpun (XRPD) siBisiercss mo cyuiecTBy
TAKOW K€, KaK IIPeCTaBJICHHas Ha ¢wur. 46;

(b) pentrenorpamma nopowmkoBoi nudpakromerpun (XRPD) ¢ xapakrepucTuaeckuMu
nukamu npu 9,2° 2-tera, 12,1° 2-teta, 15,2° 2-teta, 17,4° 2-tera, 18,2° 2-tera, 19,1° 2-tera u

19,7° 2-tera,
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(c) Tepmorpamma TepmorpaBumeTpudeckoro anaimsa (TT'A) mo cyinecTBy aHajJoOrHYHA
TOH, 4TO IpencTaByeHa Ha ¢ur. 48 nnu

(d) nx xomMOMHALINH.
[00138] CormacHO HEKOTOpPBIM BapuaHTaMm ocyuiecTBiaeHuss CoenuHeHue 6, Popma 2,
XapakTepu3yeTcs TeM, YTO 00JIalaeT 10 MEHbIIEH Mepe IBYMsI CBOMCTBAMH, BBIOPAHHBIMH U3 (a)
- (¢). CornmacHo HekoTOpbIM BapuaHTam ocymectsieHnusi Coenunenue 6, Popma 2,
XapaKTepU3yeTcsi TeM, 4TO o0yiaaer cBoicTBaMU (a) - (C).
[00139] CornacHO HEKOTOpPbIM BapuaHTaMm ocyuiecTBieHuss CoenuHeHue 6, Popma 2,
XapakTepu3yeTcsi PEHTreHOrpaMMoii nopourkoBoi augpaxromerpun (XRPD), koTopast siBisiercs
IO CYLIECTBY TAKOH ke, Kak NpexacrasieHHas Ha (pur. 46. CornacHO HEKOTOPbIM BapUaHTaM
ocywectsienuss Coenunenue 6, @opma 2, XapaKTepU3yeTCsi PEHTT€HOIPAMMOM MOPOLIKOBOM
mudpakromerpun (XRPD) ¢ xapakrepuctudeckumu nukamu npu 9,2° 2-tera, 12,1° 2-tera,
15,2° 2-tera, 17,4° 2-tera, 18,2° 2-tera, 19,1° 2-tera u 19,7° 2-rera. CorinacHO HEKOTOPBIM
BapuaHTtaMm ocyuecteienust Coenunenune 6, Popma 2, XapakTepusyercs TepMOrpaMMoi
tepmorpasuMerpudeckoro ananmuza (TI'A), koropas Mo CyIIeCTBY AaHAJOTMYHA TOH, HTO
npencrasieHa Ha ¢pur. 48. CoriacHO HEKOTOPHIM BapuaHTaM ocyuectBienus Coennnenue 0,
®dopmy 2, MONYUarOT U3 alleTOHA/BOJBL.

Coeaunenue 6, Dopma 3

[00140] CormacHO HEKOTOpbIM BapuaHTaM ocyuiecTsieHus CoenuHeHne 6 SBISETCS
kpuctamnueckuM. CornacHO HEKOTOpbIM BapuaHTaMm ocyiuectsieHuss CoenuHeHune 6
npencTasisier coboli kpuctayndeckyro @opmy 3. Kpucrammmueckas @opma 3 CoenvHenust 6
XapaKkTepU3yeTcs TeM, 4TO 00JIalaeT Mo MEHbIIEeH Mepe OTHUM U3 CJIEAYIOIINX CBOHCTB:

(a) penrrenorpamma nopomkoBoii audpakromerpun (XRPD) siBisiercss mo CyuiecTBy
TAKOM K€, KaK IpeCTaBJIeHHas Ha ¢wur. 49;

(b) pentrenorpamma nopowmkoBoi nudpakromerpun (XRPD) ¢ xapakrepucTuaeckuMu
nukamu npu 6,7° 2-tera, 9,5° 2-tera, 12,0° 2-tera, 13,9° 2-teta, 14,6° 2-tera, 17,6° 2-tera,
19,4° 2-tera u 20,3° 2-TeTa;

(c) Tepmorpamma TepmorpaBumeTpudeckoro anaiusa (TT'A) mo cyiiecTBy aHajJOrHYHA
TOH, 4TO IpencTasyieHa Ha ¢mur. S1;

(d) repmorpamma JICK mo cyiecTBy aHaJIOrMyHa TOW, 4TO MpeAcTaBiieHa Ha ¢ur. 52,

(e) tepmorpamma JICK ¢ 3HIOTEpMUYHOCTBIO, XapaKTEPH3YIOMIASICS HAYAJIOM TIpU
temneparype npudnusutenbao 107°C, win

(f) mx xomMOMHALIY.

[00141] CormacHo HEKOTOpPBIM BapuaHTtaMm ocyuecTsieHus CoenuHeHue 6, Popma 3,

XapakTepu3yeTcs TeM, YTO 00JIa1aeT 10 MEHbIIEH Mepe IBYMsI CBOMCTBAMH, BHIOPAHHBIMH U3 (a)
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- (e). CormacHo HekOTOpbIM BapuaHTam ocymectsiaeHnuss Coenunenue 6, Popma 3,
XapaKkTepU3yeTcs TEM, YTO O0JIaaeT 1Mo MEHbIIeH Mepe TpeMsi CBOHCTBAMH, BEIOPaHHBIMU U3 (a)
- (e). CornmacHo HekOTOpbIM BapuaHTam ocymectsieHuss Coenunenue 6, @opma 3,
XapakTepU3yeTcs TeM, 4TO O0JlaiaeT 1Mo MeHbIIeH Mepe YeThIPbMsI CBOHCTBAMM, BHIOPAHHBIMU
u3 (a) - (e). CormacHo HeKOTOpBIM BapuwaHtam ocymectBienus Coenunenue 6, @opma 3,
XapaKTepU3yeTcsi TeM, 4TO o0Jiaaer CBOHCTBaMHU (a) - (e).

[00142] CornacHoO HEKOTOpPBIM BapuaHTaMm ocyuiecTsieHuss CoenuHeHue 6, Popma 3,
XapaKkTepU3yeTcsi PEHTIeHOrpaMMoii mopourkosoi augppaxromerpuu (XRPD), koTopast siBnsiercs
IO CYLIECTBY TAKOH ke, Kak npexacrasieHHas Ha (ur. 49. CornacHO HEKOTOPbIM BapUaHTaM
ocywectsienuss Coenunenue 6, @opma 3, XapaKTepU3yeTCsi PEHTT€HOIPAMMOM MOPOLIKOBOM
mudpakromerpun (XRPD) ¢ xapakrepucTuyeckuMu nmukamu npu 6,7° 2-rera, 9,5° 2-rera, 12,0°
2-tera, 13,9° 2-tera, 14,6° 2-teta, 17,6° 2-teta, 19,4° 2-teta m 20,3° 2-tera. CorjacHo
HEKOTOpPbIM Bapuantam ocymectsieHuss Coennnenne 6, ®opma 3, XapakTepu3yercs
TepMOTrpaMMoOil TepMorpaBumMeTpuueckoro anannsa (TT'A), koTopasi Mo CymecTBy aHAJIOIHMYHA
TOW, uTO mpeacraBieHa Ha ¢ur. S1. CornacHO HEKOTOPBIM BapUaHTAM OCYLIECTBIICHMUS
Coenunenue 6, Popma 3, xapakrepusyercs tepmorpammoi JICK, koropas mo cyuiecTBy
aHaJOTMYHa TOM, uro mnpeacrasieHa Ha ¢ur. S2. CornacHO HEKOTOPBIM BapHaHTaM
ocymectsienuss Coenunenue 6, Popma 3, xapakrepusyercs Tepmorpammoit JICK ¢
SHAOTEPMHUYHOCTBIO, XapaKTEPU3YIOIIENHCsT Ha4ajIoM NP TeMreparype npudmusutenbuo 107°C.
CornacHo HeKkOTOpbIM BapuaHTaMm ocyinectsieHus: Coenunenue 6, @opma 3, xapakTepusyercs
tepmorpammoiit JICK ¢ sHAOTEpMUYHOCTBIO, XapaKTEPU3YIOIIEHCsT HAYaJIOM TIPH TeMIIepaType
npubmusutensHo 107°C u nmukom mnpu Temneparype npudmusutensHo 115°C. CormacHo
HEKOTOpPbIM BapuaHtam ocyuectsieHuss Coenunenue 6, Popmy 3, moayydarlT U3
IIUOKCaHa/BOABL.

IlosyueHne KpuCTALIHYECKHX (hopm

[00143] CorynacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHUS KPUCTAIMYECKHe (GopMbI
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -ui)-4-

(TpudTopmeTn)OeH3nI)unepasuH- 1 -kapOoKcHIaTa MONy4arT, KaK YKa3aHO B IpUMepax.
Cnenyer OTMETHTb, 4YTO pACTBOPHTENH, TEMIEPAaTypbl M JAPYrHe YCIOBHS PEaAKLUH,
NPEICTABJICHHBIC B HACTOSIIEM JOKYMEHTE, MOTYT BapbUPOBATh.

[00144] CormnacHo omnpeneneHHbIM BapHaHTaM OCYIIECTBJICHUS B HACTOSLIEM JTOKYMEHTE
npeACcTaBjIeHbl criocoObl monydeHus: Teepaoi ¢opmbl Coenunenus 1, mpeaycmarpuBaromme 1)
NOJIy4eHHe HachleHHOro pactBopa CoennHeHus: | B pacTBOpHTENE IPH MEPBOH TeMIepaType
(mampumep, npudbmusurenpHo 60°C); 2) nobaBlieHUE aHTHUPACTBOPUTENS] B HACHIIIEHHBIH

pacTBOp MPH TEPBOH Temmeparype; 3) OXJXKACHHE O BTOPOH TeMmrepaTrypbl (Hampumep, OT
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npubmmsuTensHo -5°C no npubnusurensHo 15°C) u 4) cOop TBepAOro BemecTsa NpH HATUIUN
0cCajiKa U BbIMIAPUBAHHUE PACTBOPHUTENS It cOOpa TBEPIOTO BELIECTBA NMPU OTCYTCTBUH OCAIKa; U
5) neoOs3arenbHO cymka. COriaacHO ONpeneNeHHbIM BAPHAHTaM OCYLIECTBICHUS B HACTOSIIIEM
IOKYMEHTE TIPEACTaBICHbl CIOcoObl monmyuyeHust TBepaod ¢opmer  Coenunenus |,
npeaycMmarpuBaroiue 1) momydeHne HacblieHHOro pactsopa CoexuHeHust 1 B pacTBopuTene
npu temreparype npudmmsurenbo 60°C; 2) moOaBieHHE aHTUPACTBOPHUTENSI B HACBIIEHHBIN
pactBop mpu Temmepatype npubmusutensao 60°C; 3) oxnaxknenue o npudmmurensHo 5°C u
4) cOop TBEpAOro BEIleCTBA NPU HAJIUYUU OCAKa W BBIIAPUBAHUE pacTBOpUTENs s cOopa
TBEPJOrO BEIIECTBA IIPU OTCYTCTBUH OCAJKa, U 5) HE0OsA3aTeNbHO, CYLIKY Ha Bo3ayxe. CornacHo
OTpENeNIEHHbIM BapUaHTaM OCYLIECTBIEHHs COOTHOLIEHHE IO O0BeMy pacTBOPUTENS U
AaHTUPACTBOpPUTENs cocTaBsieT mnpudbausurenbHo 1:9. CornacHO HEKOTOPBIM —BapHaHTaM
OCYLIECTBJICHHUsI CIIOCOOBI mony4eHus: Tepaoi gopmbl CoennHenuss 1 mpencTaBisiFoT coOoi
3KCIIEPUMEHTBI 10 NEPEKPUCTATIIN3ZALMH aHTUPACTBOPUTEIISL.

[00145] CornacHo npyroMy BapuaHTy OCyIIecTBieHHUs kpucraindeckoe Coenunenue 1
ABJISIETC MO CywecTBy 4HCThbIM. COrJIacCHO HEKOTOPBbIM BapHaHTaM OCYIIECTBJIEHHs IIO
CylIeCTBY uucToe kpucramaueckoe CoenuHeHne | Mo CyIecTBy He COAEPKUT APYTUX TBEPIBIX
¢dopm, nHampumep, amopdroro TBepmoro BemecTBa. COrIacHO HEKOTOPbIM BapHAHTAM
OCYLIECTBJIEHUs] YUCTOTA I10 CYIIECTBY 4UCTOro kpucramanyeckoro CoenuHenust 1 cocraBisier
He MeHee 4yeM npubausutenvHO 95%, He MeHee deM NpUOIM3UTENHbHO 96%, HEe MeHee uem
npubmu3uTensHo 97%, He MeHee yeM mpuOIu3uTeNbHO 98%, He MeHee ueM MPHUOIHU3UTETBbHO
98,5%, He MeHee deM NPUOIMBUTENBLHO 99%, He MeHee 4eM NpUOIU3UTENbHO 99,5% wnu He
MeHee YeM pudau3nuTeNnbHo 99,8%.

[00146] CornacHO HEKOTOPHIM BapUaHTaAM OCYIIECTBJICHHUS B HACTOSAIIEM IOKYMEHTE
NpeACTaBJIeHbl crocoObl mosydeHus: Teepaoi Gopmbl Coennuenus 2, npeaycMarpusaromue 1)
NoJIyueHHe HachllleHHOro pactsopa CoenuHeHus 2 B pacTBOpHUTEJE IIPU MEPBOM TeMIieparype
(manpumep, npubmusurenpHo 60°C); 2) nobOaBieHUE aHTHUPACTBOPUTENS] B HACHIIIEHHBIH
pacTBOp TPH MEPBOH Temmeparype; 3) OXJIKACHHE IO BTOPOH TeMmrepaTrypbl (Hampumep, OT
npubmmsuTensHo -5°C no npubnusurtensHo 15°C) u 4) cOop TBepAOro BemecTsa NpH HATUIUN
OCaJiKa U BbITIAPUBAHHUE PACTBOPHUTENS It cOOpa TBEPIOTO BELIECTBA MPU OTCYTCTBUH OCAIKa; U
5) HeoOs3arenbHO cymka. COracHO ONpeneNeHHbIM BapHAHTaM OCYLIECTBJICHUS B HACTOSIIIEM
IOKYMEHTE TIPEACTaBICHbl CMocoObl monmyuyeHust TBepaod ¢opmer  CoenuHenus 2,
npeaycMmarpuBaroiye 1) monydeHne HachlleHHOro pactBopa CoenuHeHHUs 2 B pacTBOPUTENE
npu temreparype npudmmurenso 60°C; 2) mobaBieHHe aHTHPACTBOPHUTENSI B HACBIIEHHBIN
pactBop mpu Temmeparype mnpubmusurenbHo 60°C; 3) oOxJakmeHHWe 0 TeMIIepaTypbl

npubmmsutensHo 5°C u 4) cOop TBEpAOro BelIECTBAa MPH HAJMYUHM OCA/JKa U BbITAPUBAHHE
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pacTBopuTeNsl s cOOpa TBEPHOrO BEIIECTBA NMPU OTCYTCTBUHU OCAIKa, W 5) HEOOsI3aTENbHO,
cyuky Ha Bo3nyxe. CorjacHO ONpeeNeHHbIM BapHaHTaM OCYINECTBIEHHUS COOTHOILEHHE IO
00BEMy pacTBOpUTENSI W AaHTHPACTBOPUTENsl cocTaBisier npudmmsurensHo 1:9. CormacHo
HEKOTOpPBHIM BapHaHTaM OCYIIECTBJIEHHUS! CIIOCOOBI monydeHus TBepaoil gopmbl CoenuHeHus 2
NPEACTABISIIOT COOOH 3KCIEPUMEHTHI MO NepeKpHCTALIN3a aHTupacTBopuresst. CornacHo
OlpenesieHHbIM BapuaHTaM ocyluecTsieHus noiydaroT Coegunenue 2, @opmy 1. CormacHo
oTpenesieHHbIM BapuaHTaM ocyliecTsieHus nonydart Coequnenue 2, @opmy 2.

[00147] CornacHo ApyroMy BapuUaHTy OCYyLIeCTBIIeHUsl Kpuctamnnueckoe Coennnenue 2,
®opma 1, sBisgeTcs 1Mo cymecTBy 4UCThIM. COrJIacCHO HEKOTOPBIM BAPHAHTAM OCYIIECTBIICHHUS
no cyuiectBy uuctoe kpuctammueckoe Coenunenue 2, @opma 1, npakTUuecKu HE COAEPIKUT
apyrux TBepnabix (opm, Hampumep, amopdHOro Teepmoro BemiecTBa. COrIaCHO HEKOTOPBIM
BapMAaHTaM OCYLIECTBJIEHUs] YUCTOTA MO CYLIECTBY YUCTOro Kpuctauauueckoro Coenunenus 2,
@opmbl 1, cocraBiseT He MeHee 4eM NMpHONIM3UTENbHO 95%, He MeHee ueM MpPUOIU3UTENTbHO
96%, He MeHee ueM NpHOIM3NTENbHO 97%, He MeHee ueM npuoOnu3nuTeabHO 98%, He MeHee ueM
npubm3uTensHo 98,5 %, He MeHee yeM npuOIH3UTeNbHO 99%, He MeHee YeM MPUOIU3UTETbHO
99,5% wnu He MeHee YeM pudIu3uTeNbHO 99,8%.

[00148] CornacHO ApyroMy BapuaHTy OCYyIIeCTBIIeHUs1 Kpuctaunueckoe Coenunenue 2,
dopma 2, sABiseTCS MO CYIIEeCTBY YUCTbIM. COrJIaCHO HEKOTOPBIM BapHAHTaM OCYILECTBJIEHUS
Mo cymiecTBy unucToe kpucraummueckoe CoennHenve 2, @opma 2, 1o CyIIECTBY HE COAEPIKHUT
Apyrux TBepAblx (Gopm, Hampumep, amopdHOro TBepAoro BemecTBa. COrjaCHO HEKOTOPBIM
BapHaHTaM OCYIIECTBIIEHUS] YUCTOTA MO CYLIECTBY YUCTOro Kpuctauandeckoro CoenuHeHus 2,
@opMmbl 2, COCTAaBISIET HE MEHee 4eM MPUOIU3UTENbHO 95%, He MeHee ueM NMPHUOIH3UTETHbHO
96%, He MeHee YeM TpHOIM3UTENbHO 97%, He MeHee YeM npuOIH3uTeNbHO 98%, He MeHee YeM
npubm3uTensHo 98,5%, He MeHee yeM mpuOIU3UTENbHO 99%, HE MeHee YeM MPUOITU3UTENBHO
99,5% wunu He MeHee YeM NMpUOIM3UTENBHO 99,8%.

[00149] CornacHo omnpeneneHHbIM BapHaHTaM OCYIIECTBJICHUS B HACTOSIIEM JTOKYMEHTE
NpeACTaBJIeHbI CrIocoObl monydeHus: Teepaoi Gopmbl Coennuenus 3, npeaycmarpusaromue 1)
NoJIydeHue HachllleHHOro pactsopa CoenuHeHus 3 B pacTBOpUTEJie IIPU MEPBOM TeMIieparype
(mampumep, npubmusurenpHo 60°C); 2) nobOaBlneHUE aHTHUPACTBOPUTENSI B HACHIIIEHHBIM
pacTBOp TPH MEPBOH Temmeparype; 3) OXJIXKACHHE O BTOPOH TeMmrepaTrypbl (Hampumep, OT
npubmusuTensHo -5°C no npubnusurensHo 15°C) u 4) cOop TBepAOro BemecTsa Npu HATUIUN
OCaJiKa U BbIMIAPUBAHHUE PACTBOPHUTENS It cOOpa TBEPIOTO BELIECTBA MPU OTCYTCTBUH OCAIKa; U
5) neoOs3arenbHO cymka. COriaacHO ONpeneNeHHbIM BaPHAHTaM OCYLIECTBJICHUS B HACTOSIIIEM
IOKYMEHTE TIPEACTaBICHbl CMocoObl momyuyeHust TBepaod ¢opmel  CoenuHenus 3,

npenycMaTpuBaronye 1) mojgydeHue HachlmeHHOro pactsopa CoenuHeHust 3 B pacTBOpPUTENE
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npu temreparype npudmmurenso 60°C; 2) mobaBieHHe aHTUPACTBOPHUTENSI B HACBIIEHHBIN
pactBop mpu Temmeparype mnpubmusurenbHo 60°C; 3) oOxJakmeHue 0 TeMIIepaTypbl
npubmusutensHo 5°C u 4) cOop TBEpAOro BelIECTBAa MPU HAJMYUHM OCA/JKa U BbIMAPUBAHHE
pacTtBopuTeNs M cOOpa TBEPAOrO BEIIeCTBA NMPU OTCYTCTBUHU OCAIKa, W 5) HEOOsI3aTENbHO,
cyumKy Ha Bo3nyxe. CorjacHO ONpeAeNeHHbIM BapHaHTaM OCYINECTBIEHHUS COOTHOILEHHE IO
00BEMYy pacTBOpUTENs W AaHTHPACTBOPUTENsl cocTaBisier npudmmsurensHo 1:9. CormacHo
HEKOTOpPBHIM BapHaHTaM OCYIIECTBJIEHHUS CIOCOObI mony4deHus TBepaoil gopmbr CoenuHenus 3
NPEACTABISIIOT COOOM HKCIIEPUMEHTHI 10 NMEPEKPUCTAIUIN3ALIUN AaHTUPACTBOPHUTEIISL.

[00150] CornacHo IpyromMy BapUaHTy OCYILECTBIeHMs Kpuctaunuueckoe CoeauHeHue 3
SBIIAETCS. MO cylecTBy 4UCThIM. COrjacHO HEKOTOPbIM BapUaHTaM OCYLIECTBJIEHUS IO
CylIecTBY 4uCTO€ Kpuctannnieckoe CoenrHeHne 3 1O CyLECTBY HE COACPKUT IPYIHX TBEPABIX
dopm, Hanpumep, amopdrHoro TBepmoro BemiecTBa. COrJNacHO HEKOTOPHIM BapHaHTaM
OCYILIECTBJIEHUs] YUCTOTA I10 CYIIECTBY YUCTOro kpucramanyeckoro CoenuHeHust 3 COCTaBIsET
HEe MeHee 4eM npuOnm3uTenbHo 95%, He MeHee 4yeM NpuOIM3UTENbHO 96%, HE MeHee 4eM
npubmu3uTensHo 97%, He MeHee 4eM NpHOnu3uTenbHo 98%, He MeHee ueM MpPUOIU3UTENIbHO
98,5%, He MeHee yeM mpuOIM3UTENLHO 99%, He MeHee 4YeM NpuOIM3UTENbHO 99,5% wnu He
MeHee 4eM IpuOIn3uTensHO 99,8%.

[00151] CornacHo ornpenenseHHbIM BapHaHTaM OCYINECTBJIEHHs] B HACTOSIIEM OKYMEHTE
npeAcTaBjeHbl crocoObl nmonydenus: Teepaoi Gopmbl Coenunenus 4, npeaycmarpusaromue 1)
NoJIyueHue HachlleHHOro pactsopa CoenuHeHus 4 B pacTBOpHUTelie IIPU MEPBOM TeMIieparype
(manpumep, npubmuzurespHo 60°C); 2) nobaBieHUWE aHTUPACTBOPUTENSI B HACHIIEHHBIH
pacTBOp MPHU MEPBOH Temmeparype; 3) OXJIXKACHHE IO BTOPOH TeMmrepaTrypbl (Hampumep, OT
npubmmsuTensHo -5°C no npubnusurensHo 15°C) u 4) cOop TBepAOro BemecTsa MpH HAJTUYUN
OcCaJiKa U BbITIAPUBAHHUE PACTBOPHUTENS U cOOpa TBEPIOTO BELIECTBA MPU OTCYTCTBUH OCAIKa; U
5) HeoOszarenbHO cymka. COracHO ONpeneNeHHbIM BAPHAHTAM OCYLIECTBJICHUS B HACTOSIIIEM
IOKYMEHTE TIPEACTaBICHbl CIocoObl monyueHust TBepaod ¢opmel  Coenunenus 4,
npeaycMmarpuBaroiye 1) monydeHne HacbllieHHOro pactBopa CoenuHeHHs 4 B pacTBOpUTENE
npu temreparype npudmmurenbo 60°C; 2) nmolaBieHHE aHTHPACTBOPHUTENSI B HACBIIEHHBIN
pactBop mpu Temmeparype mnpubmusurenpHo 60°C; 3) oOxJakmeHue 0 TeMIIepaTypbl
npubmusutensHo 5°C u 4) cOop TBEpAOro BeIECTBAa NMPH HAJIHYUHM OCA/JKa U BbITAPUBAHHE
pacTBopuTeNsl Jis cOOpa TBEPAOro BEIIeCTBA NMPU OTCYTCTBUHU OCAIKa, W 5) HEOOsI3aTENbHO,
cyuky Ha Bo3nyxe. CorjacHO OmNpefeNeHHbIM BapHaHTaM OCYINECTBIEHHUS COOTHOIIEHHE IO
00BEMy pacTBOpHUTENSI W AaHTHPACTBOPUTENsl cocTaBisier npudmmsurensHo 1:9. CormacHo
HEKOTOpPBHIM BapHaHTaM OCYIIECTBJICHHUS! CIIOCOOBI monydeHus TBepaoil popmbl CoenuHenus 4

npeaCTaBIAOT coboit SKCIEPHUMEHTDI IO MEPECKPUCTAIIU3ALUN aHTUPACTBOPUTEIIA. CornacHo
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onpenesieHHbIM BapuaHTaM ocyiuecTsieHus noiydaroT Coenunenue 4, @opmy 1. CornacHo
OmpeneeHHbIM BapUaHTaM OCyluecTBiIeHus nonydaroT Coenunenue 4, @opmy 2.
[00152] CornacHo ApyroMy BapUaHTy OCyllecTBIeHUsl Kpuctaminueckoe Coennnenue 4,

®opma 1, sBasgercs mno cymecTBy 4WCTbIM. (COrJIacHO OMpeneNeHHbIM BapHaHTaM

)
OCYUIECTBJIEHUS 110 CYIIECTBY uncTOoe kpuctamnuyeckoe Coenunenue 4, @opma 1, npakTuuecku
HE COIEPKUT IPYTUX TBEPABIX (GopM, Hampumep, amopdHOro Teepaoro BemectBa. CoriacHo
HEKOTOPBbIM BAapUaHTaM OCYLIECTBJIEHUS YUCTOTA IO CYLIECTBY YHCTOrO KPUCTAJUINYECKOTO
Coenunenns 4, @opmbl 1, cocTaBisier HE MeHee yeM MPHUOIU3UTENBHO 95%, HEe MeHee dYeM
npubnu3uTensHo 96%, He MeHee yeM NpuOIU3UTEeNnbHO 97%, HEe MeHee ueM NPHUOIU3UTEIbHO
98%, He MeHee yeM mpuOIU3uTEeNbHO 98,5 %, He MeHee yeM npudbIU3uTeIbHO 99%, He MeHee
yeM npuodnn3uTenbHo 99,5% unu He MeHee YeM mpuOIu3uTenabHo 99,8%.

[00153] CornacHo ApyromMy BapuUaHTy OCYLIECTBJIEHUsl kKpuctajummueckoe CoennHenue 4,
dopma 2, ABiAETCS MO CYIIEeCTBY YUCTBIM. COrJIaCHO HEKOTOPBIM BAPHAHTAM OCYILECTBJICHUS
Mo cymecTBy unucToe kpucraumueckoe Coennaenue 4, @opma 2, 1o CyIIECTBY HE COAECPIKHUT
APYrux TBepAbIX (GopMm, Hampumep, amopdroro TtBepmoro BemectBa. COracCHO HEKOTOPHIM
BapUaHTaM OCYILECTBJIEHUS] YUCTOTA I10 CYINECTBY YUCTOro Kpucraminueckoro CoenuHenus 4,
@opmbl 2, cOCTaBIAET HE MeHee 4eM NpHONIM3UTENbHO 95%, He MeHee ueM NMpPUOIU3UTENIbHO
96%, He MeHee YeM MpHOIU3UTENbHO 97%, He MeHee ueM mpudnu3uTebHo 98%, He MeHee uem
npubmu3uTensHo 98,5 %, He MeHee yeM mpuOIM3uTeIbHO 99%, He MeHee YeM NMPHUOIHU3UTETHbHO
99,5% wunu He MeHee YeM NMPUOIU3UTENBHO 99,8%.

[00154] CornacHO HEKOTOPHIM BapUaHTaAM OCYIIECTBJICHUS B HACTOSAIIEM JTOKYMEHTE
NpeACTaBJIeHbI CrocoObl nmosydeHus: Teepaoi Gopmbl Coenuuenus S, npeaycmarpusaromue 1)
MOJIyueHHe HachllleHHOro pactBopa CoenuHeHus 5 B pacTBOpHUTEJiEe IIPU MEPBOM TeMIieparype
(mampumep, npubmusurespHo 60°C); 2) nobaBieHWE aHTUPACTBOPUTENSI B HACHIIIEHHBIH
pacTBOp TPHU TEPBOH Temmeparype; 3) OXJIXKACHHE IO BTOPOH TeMmmepaTrypbl (Hampumep, OT
npubmmsuTensHo -5°C no npubnusurtensHo 15°C) u 4) cOop TBepAOro BemecTsa MpH HATUIUN
OCaJiKa U BbITIAPUBAHHUE PACTBOPHUTENS It cOOpa TBEPIOTO BELIECTBA MPU OTCYTCTBUH OCAIKa; U
5) HeoOs3arenbHO cymka. COracHO ONpeneNeHHbIM BapHAHTaM OCYLIECTBJICHUS B HACTOSIIIEM
IOKYMEHTE TIPEACTaBICHbl CMOCOObI monyuyeHust TBepaod ¢opmel  CoenuHenus S,
npepycMmarpuBaroiye 1) monydeHne HachlleHHOro pactBopa CoenMHEHHUs 5 B pacTBOpUTENE
npu temreparype npudmmurensao 60°C; 2) mobaBieHHe aHTHPACTBOPHUTENSI B HACBIIEHHBIN
pactBop mpu Temmepatype mnpubmusurenbHo 60°C; 3) oOxJakmeHHe 0 TeMIIepaTypbl
npubmusutensHo 5°C u 4) cOop TBEpAOro BeIIECTBAa NMPH HAJHYUHM OCA/JKa U BbITAPUBAHHE
pacTBopuTeNsl M cOOpa TBEPAOrO BELIECTBA NMPU OTCYTCTBUHU OCAIKa, W 5) HEOOsI3aTENbHO,

CYLIKYy Ha BO3OYyXC. CornacHo ONPEACIICHHBIM BapUaHTaM OCYILICCTBIICHUA COOTHOIUCHUE I10
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00BEMYy pacTBOpUTENSI W AHTHPACTBOPUTENsl cocTaBisier npudmmsurensHo 1:9. CormacHo
HEKOTOPBHIM BapHaHTaM OCYIIECTBJICHHUSI CrIOcOObI monydeHus TBepaoil gopmbl CoenuHenus 5
NPEACTABISIFOT COOOM HKCIIEPUMEHTHI 0 MEPEKPUCTAIUTNZALIUN AHTUPACTBOPHUTEIISL.

[00155] CormacHo npyroMy BapuUaHTy OCYILECTBIIEHUs Kpuctajuimueckoe CoeauHeHue S
SIBIAETCS MO cylecTBy 4UCThIM. COrjacHO HEKOTOPBbIM BapUaHTaM OCYLIECTBJIEHUS IO
CyLIeCTBY 4HCTOE Kpuctananieckoe CoenrHeHNe S5 1O CYLECTBY HE COAEPKUT IPYIHX TBEPAbIX
¢dopm, Hanpumep, amopdroro tBepmoro BemiecTBa. COrlacHO HEKOTOPHIM BapHaHTaM
OCYILECTBJIEHUS] YMCTOTA MO CYLIECTBY YUCTOro Kpucraumueckoro CoennHeHus 5 coCTaBisieT
He MeHee 4yeM npubnusutenpHo 95%, He MeHee yeM NpuOIM3UTENbHO 96%, He MeHee ueM
npubnusuTensHo 97%, He MeHee yeM mpudbausutenpsHo 98%, He MeHee ueM NPHUOIU3UTENBHO
98,5%, He MeHee deM NpHUOIM3UTENBLHO 99%, He MeHee ueM NpuOIM3uUTeNbHO 99,5% wnu He
MeHee yeM npudan3nuTenpHo 99,8%.

[00156] CornacHo omnpeneneHHbIM BapUaHTaM OCYILIECTBJIEHUs B HACTOSLLEM JIOKYMEHTE
NPeNCTaBIeHbl CrIoco0B! nmoyueHus TBepaoit Gopmer CoenuHenus 6, nmpeaycMmatpusaromue 1)
NoJIy4eHue HachlleHHOro pactsopa CoenuHeHus 6 B pacTBOpHTENE IPU MEPBOH TemIeparype
(mampumep, npudbmureabHo 60°C); 2) nobOaBieHHe aHTUPACTBOPHUTENST B HACHIIEHHBIN
pacTBOp IpHU NEpBOH TemImepaTtype; 3) OXJaKAEHHE OO BTOPOH TeMmepaTypel (Hampumep, OT
npubmusuTensHo -5°C no npubnusurensHo 15°C) u 4) cOop TBepAOro BelecTsa Mpu HAJTUYUN
OcCajiKa U BbITIAPUBAHHE PACTBOPHUTES UIsi cOOpa TBEPIOTO BELIECTBA MPU OTCYTCTBUH OCAIKa; U
5) HeoOs3aTenbHO, cymKy. COracHO OnpeneNeHHbIM BapHaHTaM OCYIIECTBJICHHUSI B HACTOSIIIEM
JOKYMEHTE TIPEACTaBIeHbl CHocoObl monyuyeHust TBepaou ¢opmel  CoenuHenus 6,
npeaycMmarpuBaroiue 1) monydeHue HacblleHHOro pactBopa CoenuHeHHs 6 B pacTBOpUTENE
npu temmneparype npudamurenbHo 60°C; 2) nmobaBieHHe aHTUPACTBOPHUTENSI B HACBIIEHHBIN
pactBop mpu Temmepatype mnpubmusurespHo 60°C; 3) oOXxJakmeHHWe 0 TeMIIepaTypbl
npubmusutensHo 5°C u 4) cOop TBepAOro BeleCTBa MPU HAJMYUHM OCA/JKa U BbITAPUBAHHE
pacTBopuTeNs sl cOOpa TBEPAOro BEINeCTBA MPU OTCYTCTBHH OCaIKa, U S5) HEoOs3aTeNbHO,
cyuky Ha Bo3nyxe. CorjacHO OmNpefeNeHHbIM BapHaHTaM OCYINECTBIEHHUS COOTHOIIEHHE IO
00BEMy pacTBOpHUTENSI W AHTHPACTBOPUTENsl cocTaBisier npudmmsurensHo 1:9. CormacHo
HEKOTOpPBHIM BapHaHTaM OCYIIECTBJICHHUS! CIIOCOOBI monydeHus TBepaoil popmbl CoenuHeHus 6
NPEACTABISIFOT COOOH 3KCHEPUMEHTHI 10 NMEepeKpHCTALTH3ai aHTupacteopuresst. CornacHo
onpenesieHHbIM BapuaHTaM ocyluecTsieHus noiydaroT Coegunenue 6, @opmy 1. CormacHo
onpenesieHHbIM BapuaHTaM ocyiuecTsieHus noiydaroT Coenunenue 6, @opmy 2. CornacHo
HEKOTOPBIM BapHaHTaM OcCyllecTBiIeHus noay4atoT Coennnenue 6, @opmy 3.

[00157] CornacHo ApyroMy BapuUaHTy OCyllecTBIeHUsl Kpuctaminueckoe Coenunenue O,

CDopMa l, ABJIACTCS MO CYHIECTBY YHCTBIM. CornacHo HEKOTOPBIM BapHaHTaM OCYILICCTBJICHHUA
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Mo cyuiecTBy uuctoe kpuctaumydeckoe Coenunenue 6, @opma 1, mpakTU4UecKu HE COIEPIKUT
Apyrux TBepAbIX (Gopm, Hampumep, amopdHOro TBepAoro BemecTBa. COriacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJIEHUS] YUCTOTA IO CYINECTBY YHUCTOro Kpucrammndeckoro CoennHeHus O,
@opwmsl 1, cocraBnsieT He MeHee 4YeM MpUOMU3UTENnbHO 95%, He MeHee ueM NMPHUOIU3UTEIHHO
96%, He MeHee YeM TpHOIM3UTENbHO 97%, He MeHee YeM npuOI3uTeNbHO 98%, He MeHee ueM
npubmusuTensHo 98,5%, He MeHee yeM mpuOIU3NTENbHO 99%, HE MeHee YeM MPUOIU3UTENBHO
99,5% unu He MeHee YeM NMpUOIM3UTENbHO 99,8%.

[00158] CornacHo ApyromMy BapuUaHTy OCYLIECTBJIeHUsl kpuctaummueckoe CoennHenue O,
dopma 2, sABiseTCS MO CYIIEeCTBY YUCTHIM. COrJIacCHO HEKOTOPBIM BAPHAHTAM OCYINECTBIICHHUS
MO CYyILIEeCTBY 4MCTOe Kpuctaunyeckoe CoennHenue 6, @opma 2, Mo CyLIECTBY HE COAEPIKUT
Apyrux TBepAbIX (popm, Hampumep, amopdHOro TBepaoro BemecTBa. COriacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJIEHUS] YUCTOTA 10 CYINECTBY YUCTOro Kpucramindeckoro CoennneHus o,
@opMmbl 2 COCTaBNISIET HE MeHee ueM NpUOMU3UTENnbHO 95%, He MeHee ueM NMpPUOIU3UTENbHO
96%, He MeHee ueM NpHOIM3NTENbHO 97%, He MeHee ueM npuoOnu3nuTeabHO 98%, He MeHee ueM
npubm3uTensHo 98,5 %, He MeHee yeM npuOIH3UTeNbHO 99%, He MeHee YeM MPUOIU3UTETbHO
99,5% nnu He MeHee YyeM npuoIM3uTeNsEHO 99,8%.

[00159] CornacHo ApyroMy BapuaHTy OCyIlIecTBIIeHUs1 Kpuctaunueckoe Coenunenue O,
dopma 3, sABiIAETCS MO CYIIEeCTBY YUCTBIM. COrJIaCHO HEKOTOPBIM BapHAHTAM OCYILECTBJIEHUS
Mo CymecTBy 4ucroe kpucraumudeckoe CoenuHernue 6, @opma 3, 1Mo CyLIECTBY HE CONEPIKUT
Apyrux TBepAblx (Gopm, Hampumep, amopdHOro TBepAoro BemecTBa. COrjaCHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJIEHUS] YUCTOTA MO CYINECTBY YHUCTOro Kpucramtnueckoro CoenuHeHus O,
@opmbl 3, COCTAaBIsIET HE MEHee 4eM MPUOIU3UTENbHO 95%, He MeHee ueM MPHUOIU3UTETHbHO
96%, He MeHee YeM TpHOIM3UTENbHO 97%, He MeHee YeM npuOIH3uTeNbHO 98%, He MeHee YeM
npubm3uTensHo 98,5%, He MeHee yeM mpuOIU3UTENbHO 99%, HE MeHee YeM MPUOITU3UTENBHO
99,5% wunu He MeHee YeM NMpUOIM3UTENBHO 99,8%.

Tloaxoasimuye pacTBOPUTEIH

[00160] TepaneBTuyeckne CpencTBa, KOTOPBIE BBOAAT MIIEKONUTAKOINMM, TAKUM Kak
JFONM, TOJUKHBI OBITh MPUTOTOBJIEHBI B COOTBETCTBUU C HOPMATHUBHBIMH PYKOBOISIIIMMHU
npuHuunamu. Takue peryaupyemble NPaBUTENbCTBOM PYKOBOISINME MPUHLUIBI HA3bIBAFOTCS
HajIeKammeil npousBoAcTBeHHONW mpaktukoii (GMP). Pexomenmammu GMP  onpenensroT
MpUeMIIEMbIE YPOBHU 3arpsi3HEHUs] AKTUBHBIX T€PANeBTUYECKUX CPEJCTB, TAKHUE KaK, HATIPUMED,
KOJIM4YECTBO OCTAaTOYHOIO paCTBOPUTENsT B KOHeUYHOM mnpoxaykre. IlpennoururensHbIMU
pPacTBOPUTENSAIMU SIBIISIIOTCS T€, KOTOpbIE MOAXOAAT AJs NMpUMeHeHus Ha ycraHoBkax GMP u
COOTBETCTBYIOT TpeOOBaHMSIM MpPOMBIILIEHHOH Oe3omacHocTu. Kareropum pactBopureneit

ompenesieHbl, HanmpuMmep, Ha MeXayHapoaHOW KOH(EPEHIMH MO COTJIACOBAHUID TEXHHYECKUX
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TpeOOBaHUH AN perucTpauuy JekapcTBeHHbIX cpencts st udenoBeka (ICH), "Ilpumecnu:
PYKOBOZSIINE YKa3aHUs IO OcTaTOYHBIM pactBoputessiM, Q3C (R3)" (ros6pp 2005 1.).

[00161] PactBopuTenu mnoppasnensroTcs Ha TpU  Kjacca. PactBopurenu kjacca |
TOKCHYHBI U UX ciieayeT u3berars. PacTBopurenu kiacca 2 MpencTaBisiiOT COOOH pacTBOPUTENH,
UCIIOJIB30BAHUE KOTOPBIX HOJDKHO OBbITh OrpaHWYEHO IMPU HM3TOTOBJIEHHH TEPANeBTUYECKOTO
cpeactBa. PacTBopurenu kiacca 3 MpeACTaBISIOT COOOW PACTBOPUTENH C HU3KMM TOKCHYECKUM
MOTEHLMAJIOM U MEHBLINM PUCKOM AJIs 30pOBbs YesioBeka. JlaHHble A pacTBOpUTENEH Kiacca
3 MOKa3bIBalOT, YTO OHU MEHEEe TOKCHYHBI B OCTPBIX WJIM KPAaTKOCPOYHBIX MCCIENOBAHUSAX U
OTpHULIATENIbHBI B UCCIIEIOBAHUSIX T€HOTOKCUYHOCTH.

[00162] PactBopurenu kiacca 1, KOTOpbIX clienyer u3derarh, BKIOYAOT B ce0si: OeH30T,
YETBIPEXXJIOPUCTBIN yriepon; 1,2-nuxnopatan; 1,1-auxnoparen u 1,1, 1-rpuxnopstas.

[00163] ITpumepamu pacTBOpuUTENeH Kiacca 2 SBISIFOTCS: ALETOHHTPWI, XJIOPOEH30d,
xjopodopmM, MUKIOrekcaH, |,2-nuxnopsTeH, auxjopmeraH, |,2-numerokcustan, N,N-
mumetwnanetamuz, N, N-numerunpopmamun, 1,4-muokcaH, 2-3TOKCUITAHOJN, STHIICHIIIUKOJIb,
dopmamun, rekcaH, METaHON, 2-METOKCHITAHON, METWIOYTHIIKETOH, METHJILMKIOrekcaH, N-
METWIMTUPPOJIUINH, HUTPOMETAH, MUPUANH, Cyib(onal, TeTpaiuH, Tonyou, 1,1,2-Tpuxnopsten
1 KCUJIOI.

[00164] PacTBopurenu kiacca 3, KOTOpbie 00JIaAaI0T HU3KOH TOKCUYHOCTBIO, BKJTFOUAIOT B
ceOsi. YKCYCHYIO KHCJOTY, AalEeTOH, aHu3oy, 1-OytaHon, 2-OyTaHon, OyTwianerat, mpem-
oytunmerunossiii 3¢pup (MTBE), kymon, nuMeTUncyab(hOKCHI, 3TAHO, STUIAIETAT, STUJIOBbIM
a¢up, 3TUAGOPMHUAT, MypPaBbHUHYIO KHUCJIOTY, TeNTaH, W300yTWIALEeTaT, H3OMPOIMMIAIETAT,
METHJIALETaT, 3-MeTHI-1-0yTaHoN, MEeTWUJISTUIKETOH, METUIU300yTHIKETOH, 2-MeTuJ-1-
MPOMNAHOJI, MeHTaH, 1-neHTanon, 1-nmponaHo, 2-nponaHo, MPOMUIALETaT U TeTparuapodypaH.
[00165] OcraTouyHble paCTBOPHUTENH B aKTUBHBIX (DapManeBTUYeCKUX uHrpearenTax (API)
npoucxoasar ot mnpousBoactBa API. B HekoTOpeIX ciyuasix pacTBOpPUTENH HE YOAJSIOTCS
NOJHOCTBIO ~ NMPAKTHYECKUMHM  TEXHUKaMH  Mpou3BoacTBa.  COOTBETCTBYIOIIMN  BBIOOP
pactBopurenss 1uisi  cuHTe3a APl MokeT yBeNMUUTh BBIXOA WM OINpPENENUTh TaKue
XApPaKTEPUCTHKH, KaK KpUCTaJuTM4YecKast opma, YUCTOTa U pacTBOpUMOCThb. ClenoBaresbHO,
pPacTBOPUTEb SIBJISIETCS] KPUTUYECKUM MTapaMeTPOM B MPOLIECCE CUHTE3A.

[00166] CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHUS] KOMITO3ULIMH, COIEp Kalue
Coenunenue 1, Coenunenue 2, Coenunenue 3, Coenunenue 4, Coequnenue 5 unu CoenuHeHue
6, comepxar opraHuueckuii  pacrBoputenb(u). CoOrjgacHO  HEKOTOPBIM  BapHaHTaM
ocyuiecTBieHus1 kommo3zunuu, coxepxkamue Coemunenue 1, Coenmnenne 2, CoenmHeHue 3,
Coenunenne 4, Coeaunenue 5 wiu CoeauHeHue 6, copep:kaT OCTaTOYHOE KOJHUYECTBO

opranudeckoro pactBopuressi(efi). CoriacHO HEKOTOPBIM BapHaHTAM  OCYINECTBIICHUS
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komnozurmu, copepskamue Coenunenue 1, Coenunenme 2, Coenunenue 3, CoennHenue 4,
Coenunenue 5 unu CoenuHeHue 6, Coaep:kaT OCTATOYHOE KOJIUYECTBO PACTBOPUTENS Kjacca 3.
CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBIIEHUS] OPraHUYECKUN pacTBOPUTEIND IPECTaBIsET
coboii pacrBopuTenb kiacca 3. COraacHO HEKOTOPBIM BaAPHAHTAM OCYLIECTBIICHHS PACTBOPUTEID
KJacca 3 BbIOpaH U3 IPYMIIbI, COCTOSAIIEH U3 YKCYCHOM KHCIIOTHI, alleTOHA, aHN30Ja, 1-OyTaHona,
2-OytaHousa, OyTmiaueraTa, mpem-0yTUIMETHIIOBOTO 3(upa, KyMoJa, TUMETUIICYIb(pOKCUaa,
STaHONA, 3THJALETATa, STHJIOBOrO 3dupa 3>TUIPOpPMHATA, MYpPaBBUHOM KHCIOTBHL, TeNTaHa,
n300yTHIaLeTaTa, U30MPOIMIaleTaTa, METUJIAlleTara, 3-MeTHII-1-0yTaHona, METHITHIIKETOHA,
METIIN300YTUIIKETOHA, 2-MeTWI-1-Tponanosia, TeHTaHa, |-meHtaHona, l-mpomaHona, 2-
npomnaHona, npornujanerara u TerparuapodypanHa. CorimacHoO HEKOTOPBIM — BapHaHTaM
OCYLIECTBIIEHHUs] PACTBOPUTENb KJjlacca 3 BBIOpAaH M3 3TUJIALIETAaTa, M3OINPOIMIALIETATa, Mpent-
OyTuIMeTunIoBOro 3¢upa, renTaHa, H30MponaHoa U 3TaHOJA.

OnpenenenHasi TEpMHHOJIOTHS
[00167] Ecnn He onpeneneHo wMHade, BCE€ TEXHUYECKHME U Hay4dHble TEPMHHBI,
UCIOJIB3YEMbIE B HACTOSILEM AOKYMEHTE, XapaKTEepPHU3YIOTCS TE€M K€ 3Ha4eHHeM, KOTOpOoe
OOBIYHO TOHMMAETCsl CIELUATUCTOM B HACTOSINEH OOJNACTH TEXHUKH, K KOTOPOW OTHOCUTCS
3asBiIeHHBIH mpeamer. Creayer NOHMMAaTh, YTO MpPEIIECTBYIOLIee OOlee OMUCAHUE U
nocyeayliee moaApoOHOe OMUCAHUE SIBISIFOTCS TOJBKO MIUTFOCTPATUBHBIMU U MOSICHUTEIbHBIMU
U HE OrpaHMYMBAIOT JOOOW 3asBJIEHHBIN mpenMer. B Hacrosimiell 3asBKe HCIOJB30BAHHE
€IUHCTBEHHOTO YHCJIa BKJIIOYAET B Cce0sl MHOXKECTBEHHOE YMCJIO, €CJIH CIEeUAIbHO HE YKa3aHO
uHoe. Creayer OTMETUTb, YTO UCHOJb3yeMble B OMUCAHUM U Tpuiiaraemon Gopmye
u3o0pereHnst (popMbl €AMHCTBEHHOI'O YHCJA BKJIIOYAIOT B Ce0sl CCBUIKM HAa MHOXKECTBEHHOE
YHUCJIO, €CJIM KOHTEKCT SIBHO HE MPEANUChIBaeT HHOE. B HacTosel 3asBke UCTIOIb30BaHMe "Hin"
o3Ha4vaeT "u/unu", ecnu He ykazaHo nHoe. Kpome Toro, ucrnojib30BaHuE TEPMUHA "BKITFOYAKO LU
B cebsa", a Takxke Apyrux (GopM, TakUX Kak "BKirouaeT B ceds", "BKOUYaTh B celsa" wu
"BKJIFOUEHHBIN", HE SBISI€TCS] ONPaHUYNBAIOLIIM.
[00168] 3aroJIOBKU Pa3/IeNioB, UCIOJIb3YEMbIE B HACTOSIIEM JOKYMEHTE, MPEeIHa3HAYEHBI
TOJIKO JJIsl OPTraHM3ALMOHHBIX 1ieJled U He JOJDKHBI pacCMaTpPUBAThCs KaK OrpaHUYMBAIOINNE
npeaMeT onucaHus. Bece JOKyMeHThI UK 4acTU JOKYMEHTOB, [IUTUPYEMBbIX B 3asiBKe, BKJIFOYasl B
ceOsi, HO 0e3 OrpaHWYEHHs], MATEHTbI, 3asBKH HA MATEHTbI, CTaTbH, KHUTH, PYKOBOACTBA M
TPAKTAThI, TEM CAMBIM SIBHO MOJJHOCTBIO BKJIFOUEHBI IIOCPEACTBOM CCBUIKH ISl JIFOOBIX LENeH.
[00169] Tepmun "mpuemiemsbrit" ninn "QapmaneBTHYECKH TPUEMIIEMBIH" B OTHOIICHUH
HCIOJIb3YEMOI0 B HACTOSIIEM AOKYMEHTE COCTaBa, KOMIO3MLMM WJIM HMHIPEJUEHTa O3HAauaeT

OTCYTCTBUE CTOMKOTO BPEAHOTO BO3JIEHUCTBUS Ha 06Luee COCTOAHUE 3A0POBbA MOABEPTracMoOro
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JICUEHUIO CyOBeKTa WIIM TO, YTO OHU HE OTMEHSIOT OMOJIOTHYECKYI) aKTHBHOCTb WJIM CBOWCTBA
COEIMHEHMUS U SIBJISIFOTCSI OTHOCUTENHHO HETOKCUYHBIMHU.

[00170] Hcnonp3yeMblli B HACTOSILEM JIOKYMEHTE TEPMHUH 'yiydlleHHe" CHMITOMOB
KOHKpPETHOro 3a00JIeBaHMs, HAPYLIEHUS WM COCTOSIHHSI TYyTEM BBENEHUS KOHKPETHOTO
coequHeHus Wi (papMaleBTUIECKOW KOMITO3ULIUA OTHOCUTCS K JIFOOOMY CHUKEHHIO TSKECTH,
3a7Iep>KKe Hadajla, 3aMEIJICHUIO MPOrPECCHUPOBAHUS WJIM COKPAILEHUIO MPOAOJIKUTEIbHOCTH,
Oyab TO TIOCTOSIHHOMY WJIM BPEMEHHOMY, IUIHTEIbHOMY WM KPaTKOBPEMEHHOMY, KOTOpBIE
MO>KHO OTHECTH WJIU CBSI3aTh C BBEIEHUEM COCIUHEHUS WM KOMITO3ULIMH.

[00171] "BUOAOCTYNIHOCTL" OTHOCUTCS K MpoOLEHTy npo3upoBaHHoro CoeguneHus 1,
Coenunenus 2, Coenunenus 3, Coenunenust 4, Coenunenus S5 wimn CoenuHeHus 6, KOTOpoe
JOCTaBsieTCss B OOWIMI KPOBOTOK HCCJIENYyeMOro J>KMBOTHOro wid dejoeka. QOOmee
BozzeiicTBre (AUC0-)) IEKAPCTBEHHOT'O CPEACTBA IMPU BHYTPUBEHHOM BBEIEHHH, KaK MMPaBUIIO,
onpenensiercs: kak 100% OuonocrynHoe (F%). "TlepopanbHasi OHOOOCTYMHOCTL" OTHOCHTCSI K
crenenn, B kotopoii Coenunenue 1, Coenunenune 2, Coenunenue 3, CoenuHeHue 4,
Coenunenne 5 nnn CoennHeHne 6 BCachIBAETCSl B OOIIUIT KPOBOTOK, KOTAa (hapMarieBTHIECKYIO
KOMITO3ULIMIO TPUHUMAIOT MEPOPAIBLHO MO CPABHEHUIO C BHYTPUBEHHOM UHBEKIINEH.

[00172] "KoHueHTpaLus B miasme KpoBH' OTHOCUTCsS k koHueHTpaimu CoenuHeHus 1,
Coengunenuss 2, Coemunenust 3, Coenunenuss 4, Coemgunenuss S5 wm CoenuHeHuss 6 B
IUIa3MEHHOM KOMITOHEHTE KPOBH cyObekTa. [TOHSTHO, 4TO KOHIeHTparus B TuiasMe CoequHeHus
1, Coenunenus 2, Coequnenus 3, Coequnenus 4, Coequnenust 5 v CoequHeHUsT 6 MOKET
3HAYUTEIBHO BapbHpPOBATH MEXKAYy CyObEeKTaMH U3-32 W3MEHYHMBOCTU B  OTHOIICHUU
MeTaboM3Ma U/ UM BO3MOSKHBIX B3aUMOJAEUCTBUN C IPYTMMH TE€PANEBTHUECKUMHU CPEICTBAMHU.
B cooTBercTBUM ¢ OJHUM PACKPBITBIM B HACTOSIIIEM AOKYMEHTE BAPHUAHTOM OCYILIECTBIICHUS
koHueHntpauus Coenunenusi 1, Coequnenust 2, Coenunenus 3, Coenunenust 4, Coequnenus 5
wiu CoenuHenwusi 6 B Mjia3Me KPOBH MOKET BapbUPOBATh OT CYOBEKTa K CYOBEKTY. AHAJIOTHYHO,
TaKWe 3HAYeHMs], KaK MakchMalibHasi KOHIEeHTpamus B TuiasMe (Cmax) WM BpeMsi TOCTHIKEHUS
MaKCHUMaJbHOH KOHLEHTpauun B 1iasMe (Tmax), Wi o0mmas Iuomanb Mon KPUBOH
koHIeHTpanuu B miasme U BpeMeHeM (AUC(0-»)) MOTYT BapbHUPOBATh OT CYyOBEKTa K CYOBEKTY.
U3-3a 3TOH HM3MEHYMBOCTH KOJMYECTBO, HEOOXOIMMOE Uil OOpa3oBaHHs "TeparneBTUYECKU
s¢pexrusnoro kommvectsa" Coenunenust 1, Coenunenus 2, Coenunenust 3, Coenunenus 4,
Coenunenus 5 umu CoenuHeHHs O, MOKET BapbUPOBATh OT CYOBEKTa K CYyOBEKTY.

[00173] Hcnonb3yemble B HACTOSIIIEM TOKYMEHTE TEPMHUHBI "COBMECTHOE BBEICHUE" WIIH
T.II. TIPEeJHA3HAYEHBl JJII OXBaTa BBEICHUS BBIOPAHHBIX TEPANEBTHYECKUX CPEACTB OIHOMY
MAlUEeHTy U MPEAHAa3HAYEHbI Ui BKIFOUEHUS CXEM JIEUEHUs, B KOTOPBIX CPEICTBA BBOAST TEM

K€ WU JPYTHUM NIYTEM BBCACHUA U B TO K€ UJIK B APYro€ BPEMH.



50

[00174] Hcnonb3yeMble B HACTOSIIIEM AOKYMEHTE TepMHHBI "3()PEeKTHBHOE KOJIUYECTBO"
win "TepaneBTrueckd 3(PQPEeKTHUBHOE KOJHMUECTBO" OTHOCATCS K JIOCTATOYHOMY KOJIHMUYECTBY
BBOJUMOIO CPEACTBA WM COEOUHEHHUs, KOTOPOE B HEKOTOPOH CTENEeHH OCIaOUT ONMH WU
HECKOJIBKO CHMIITOMOB IIOIBEPTa€MOro JICUEHHIO 3a00JI€BaHUsI WIIM COCTOSIHUA. Pe3ynprarom
MOXET OBITh YMEHbIIEHHE 1/UH 00JIerdeHne MPU3HAKOB, CHMIITOMOB HJIM NMPUYKH 3a00J1€BaHUs
wn Jrdoe apyroe kenaeMoe u3MeHeHne ouonorndeckoii cucrembl. Hampumep, ">¢pdexTuBHOE
KOJIMYECTBO" JJII  TEpaneBTHYECKOrO IPUMEHEHHUs MPEACTaBiIsieT COOOM  KOJHMYECTBO
KOMITO3ULIMM, BKJIIOUAKOIIEed B ce0s ONMMCAaHHOE B HACTOSIIEM JOKYMEHTE COEQUHEHME,
HeoOxonumoe st o0ecredeHNsl KITMHUYECKH 3HAYMMOT'O YMEHBIIIEHUS] CHMIITOMOB 3a00JI€BaHUs
0e3 upe3mepHbx noOouHbIX 3(dexToB. [lomxonsmee ">ddexTnBHOE KOIMUECTBO" B JIIOOOM
OTAENBPHOM CJIy4ae MOJXKET OBITh ONPENeNeHO C HCIOJb30BAHMEM TaKUX CHOCOOOB, Kak
UCCIIEIOBAHNE C YBEIWYeHHEM a03bl. TepmMuH "TepamneBTudecku 3(pQPEKTUBHOE KOJIUYECTBO"
BKJIIOUaeT B ceOs, Hampumep, npodunaktiudecku 3ddextuBHoe KomuuectBo. "DpPeKTHBHOE
KOJIMUYECTBO" PACKPBITOIO B HACTOSIIEM MJOKYMEHTE COCOMHEHUs] NPEenCTaBisieT coOoi
KOJIMUYeCTBO, 3P (PEeKTUBHOE I NOCTIDKEHHUS Kenaemoro (apmakosormdeckoro s¢dexra nim
TepaneBTUUECKOro yiyuineHus Oe3 upe3sMepHbIX mo0ouHbIX 3¢ ¢extoB. IloHATHO, dYTO
"3¢ppexTuBHOE KONMMUECTBO" MM "TepamneBTHYECKH A(P(EeKTHBHOE KOMMUECTBO" MOXKET
BApBUPOBATH OT CyOBEKTa K CyOBEKTYy BCIEACTBHE M3MeHeHus meradonmmsma CoenuneHus 1,
BO3PACTa, MacChl, OOIIEro COCTOSIHUSL CYOBEKTa, MOBEPraeMOro JICYCHUIO COCTOSIHUS, TSKECTH
NOZIEKALIee JICUEHUEO COCTOSIHMS M PELIEHHsl Jiedalero Bpada. ToJIbKO B Ka4eCTBE MPUMEPA,
TepaneBTHuecku AP (PEeKTUBHbIE  KOMUYECTBA MOIYT OBITh  OMNpEAeNieHbl  OOBIYHBIMU
SKCIEPUMEHTaMHU, BKJIIOYass B ce0s, 0Oe3 OrpaHWuYeHHs, KJIMHUYECKOE HCCIEeIOBaHUE C
YBEJIINYCHHUEM JTO3BL.

[00175] Tepmunsl "ycunusath" win "ycuiieHHe" O3HAYAOT YBEIUYCHHE WU MPOAJICHHE
OeUCTBUS WM TPONOJLKUTENBHOCTH skellaeMoro 3¢ddekra. B kadectse mpumepa, "ycusienue"
s¢dexTa TepaneBTUIECKIX CPEACTB OTHOCUTCS K CIIOCOOHOCTH YBEJWYHBATH WJIH MPOIJIEBATh,
110 3(p(HEeKTUBHOCTH MITH MPONOJLKUTENBHOCTH, S3PQPEKT TEPANEeBTHUECKUX CPENCTB MPH JICYCHUN
3a00NeBaHMsI, HAPYLUICHHUS] MM COCTOSHHSL. VICHOJBp3yeMblli B HACTOSIIEM JOKYMEHTE TEPMHH
"3¢pdexTrBHO ycmnIMBarolmiee KOJIMYECTBO' OTHOCHTCS K KOJHYECTBY, IOCTATOYHOMY IS
ycuneHnst 3 QeKxTa TeparneBTUUIECKOro CPEACTBa MpPH JICYCHUU 3a00JIeBaHUs, HAPYIISHHS WU
coctosiHus. [Ipn mpuMeHeHNH y ManueHTa KOJU4ecTBa, 3PPeKTUBHBIE ISl ITOrO MPUMEHEHUS,
OyayT 3aBUCETh OT TSDKECTH U TedeHHs 3a00NeBaHMs, HAPYIIEHUS WJIH COCTOSHUS,
NPEAIIECTBYIOIIEH Teparuy, COCTOSHHS 30pOBbsl MALMEHTa U PEAKUUH Ha JIEKAPCTBEHHBIE

CPEACTBA, a TAKKE OT PCHICHUA JICHAILICTO Bpayia.
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[00176] Hcnonb3yeMblil B HACTOSLEM AOKYMEHTE TEPMUH "HUAEHTUYHBIH" OTHOCUTCSA K
OBYM WM OoJjiee TOCIEAOBATEIBHOCTSM WJIH TOMMOCIEAOBATEIbHOCTSIM, KOTOPBIE SIBIISTFOTCS
onuHakoBbIMU. Kpome TOro, ucnosib3yeMmbiii B HACTOSIIIEM JOKYMEHTE TEPMHH "MO CYILIECTBY
UIEHTUYHBIA" OTHOCHUTCS K ABYM HJIH 0OJiee TOCIeN0BATEIbHOCTSIM, KOTOPbIE XapaKTePU3YIOTCS
MPOLICHTOM TOCJIEIOBATENbHBIX €IUHUL], KOTOPbIE SIBJSIOTCS OAMHAKOBBIMU MPU CPAaBHEHUU U
BBIPOBHEHBI JJIsi MaKCHMAaJbHOTO COOTBETCTBHSI [0 OKHY CpPaBHEHHsS WU OOO3HAYEHHOM
o0jacTH, W3MEPEHHOW C WCIOJIb30BAHUEM AaJITOPUTMOB CpPAaBHEHHS WJIM IyTeM PYYHOTrO
BbIPABHUBAHUS WM BU3YAJIBHOTO KOHTPOJisi. TOJNBKO B KauecTBe Mpumepa, ABe Wiu Oojee
MOCJIEIOBATENIBHOCTEH MOTYT OBbITh "HO CYIIECTBY HUIAEHTHUYHBIMH', €CIIU TOCJIeIOBATE/IbHbIC
eNMHULBl WACHTUYHbl NpUOMM3uTeNnbHO Ha 60%, wuaeHTHUHbl npuOMU3uTeNbHO Ha 65%,
UAeHTUYHbl npuOmm3uTesibHo Ha 70%, WaeHTHYHBI NPUOMU3UTENBHO Ha 75%, WUIEHTHUYHBI
npubnu3uTenbHo Ha 80%, MIEHTHUHBI MPUOTU3UTENBHO HAa 85%, MOEHTUYHBI PUOTHU3UTETHHO
Ha 90% uim uaeHTUYHbI Npudan3uTeNbHO Ha 95% B ykasaHHOW oOnactu. Takue mpomeHTs! At
OnucaHus "MPOLIEHTHON UIAEHTHYHOCTH" ABYX WM OoJiee MocaenoBaTeabHOCTeH. MIeHTHYHOCTh
MOCJIEIOBATENIbHOCTU MOYKET CYLIECTBOBATh B 00JIACTH, UTMHA KOTOPOI COCTABJISIET MO MEHBIIEH
Mepe npubnu3uTenbHo 75-100 mocnenoBaTeNbHBIX €OUHHL, B 00JACTH, AJUHA KOTOPOH
COCTaBJIsIeT MPUOMU3UTENbHO 50 MOCHEeNOBaTEIbHBIX €IMHUL, WM, €CIM OHAa HE yKa3aHa, BO
BCEll MOCJIEeNOBATENbHOCTH. DTO ONpeeNieHne TaK)Ke OTHOCUTCS K KOMIUIEMEHTY HCCIeAyeMOi
MOCJeI0BATENbHOCTH. TOMBKO B KadeCcTBE MpUMEpa, JABE WU OoJiee TMOJHUIENTUIHBIX
MOCJIEIOBATENIBHOCTEH SIBJISIFOTCS WIAEHTUYHBIMH, KOTJIa AMHHOKHCJIOTHBIE OCTaTKH SIBJISTFOTCS
OIMHAKOBBIMH, B TO BpeMs KaK JIBe WU OoJjiee TOJUIENTH/IHbIE MTOCIeI0BATEIbHOCTH SIBIISIFOTCS
"o CyIECTBY MICHTHUYHBIMHU', €CJIM aMHHOKHCJIOTHBIE OCTATKU SIBJSIFOTCS WIEHTUYHBIMH
npubm3uTenbHo  Ha  60%, UOEHTUYHBIME — TPUOMU3UTENbHO Ha 65%, WIEHTUYHBIMU
npubm3uTenbHo  Ha  70%, UOEHTUYHBIME — TpUOMU3UTENbHO Ha 75%, WIEHTUYHBIMU
npubmm3utenbio  Ha  80%, UAeHTHUYHbIMEH TpuOMU3uUTENbHO Ha 85%, WIEHTUYHBIMU
npubm3uTensHO Ha 90% WM MAGHTHYHBIMU NPUOIM3UTENLHO HAa 95% B yka3aHHOH oOnacTw.
HNneHTHYHOCTh MOKET CYIIECTBOBAThH B OOJIACTH, IJIMHA KOTOPOU COCTABJISIET IO MEHbIIEH Mepe
npubmusutensHo  75-100 aMuUHOKHCIOT, B 00NacTH, JJIMHA KOTOPOHW  COCTABJISIET
npuOIM3UTENbHO 50 aMUHOKHCIIOT WM, TA€ 3TO He YKa3aHO, BO BCEW MOCIENOBATEIbHOCTH
MOJIUTIETITUIHON TIOCIEIOBATEIbHOCTH. KpoMe TOro, TONBKO B KaueCTBE MpPUMEpA, ABE HWJIU
0ojiee TOJNIMHYKJIEOTHIHBIX MOCIEIOBATEIbHOCTEN SIBISIOTCS WICHTHYHBIMU, KOTAA OCTATKH
HYKJIEMHOBOW KHUCJIOTBI SIBIIIIOTCS OOUHAKOBBIMHU, B TO BpeMsl Kak JBe WIH OoJee
MOJUHYKJIEOTUIHBIX [OCJIE€A0BATEIbHOCTEN SIBISAIOTCA "MO CYINECTBY HAEHTUYHBIMU", €CIH
OCTAaTKH HYKJICHMHOBOW KHUCIIOTBI SIBJISIFOTCS HMIEHTUYHBIMH mpuOnusutensHo Ha 60%,

WJEHTHYHBIMA NOpUOIU3UTENBHO Ha 65%, wunedHtruudeiMu nOpubnumsurensHo Ha 70%
2 2
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WICHTUYHBIMU TpUOIM3UTeNbHO Ha 75%, UWASHTHYHbIMH TpuOmm3uTeNnsHo Ha  80%,
WICHTUYHBIMU TNpUONM3uTeTbHO Ha 85%, WASHTUYHbIMU mpudIu3uTeapHO Ha 90% wim
UIEHTHYHBIMUA TNpUOIM3uTeNnbHO Ha 95% B ykasanHOW oOnactu. MIeHTHYHOCTH MOXKET
CYIIECTBOBATh B OOJIACTH, AJIMHA KOTOPOH COCTABIISIET IO MEHbINEH Mepe MPHOIM3UTEIBHO 75-
100 HYKJIEMHOBBIX KHCJOT, B OOJACTH, MJIMHA KOTOPOH COCTaBIISIET MPUONU3UTENBHO S0
HYKJIEHMHOBBIX ~KHUCJIOT WM, TA€ 3TO HE YKa3aHo, BO BCEHl IOCIeN0BaTENIbHOCTH
MOJMHYKJIEOTUIHOH MOCIEeN0BATEIbHOCTH.

[00177] HUcnonb3yemble B~ HACTOSIIEM  JOKYMEHTE€  TePMUHBI  "HHruOupyet",
"uHrubupoBanue” WM "MHrHOMTOP" KWHA3bl OTHOCATCS K MHTUOMPOBAHUIO (DePMEHTATUBHOU
AKTUBHOCTH.

[00178] Hcnonb3yeMblil B HACTOALIEM JOKYMEHTE TEPMHUH ''BbIIEIEHHBIN" OTHOCUTCS K
OTAENEHUI0 U YAAJEHUIO TMPEACTABISAIOLIEr0 HUHTEpPEeC KOMIIOHEHTAa OT He MPEeACTaBISIOLINX
UHTEepeca KOMIIOHEHTOB. BbleneHHbIe BeIecTBa MOTYT HAaXOJUTHCS B CYXOM WIIU MOJYCYXOM
COCTOSIHMM WJIM B PacTBOpe, BKIIIOYas B ceOsi, 0e3 orpaHNueHUs, BOAHbIH pacTBOp. BhineneHHbIH
KOMIIOHEHT MOXKET HaAXOAUTbCS B TOMOT'€HHOM COCTOSIHUU WUJIH BBIIEJICHHbIN KOMIIOHEHT MOKET
NPEeNnCcTaBiasiTh COOOH wacTh  (apMaleBTHYECKOH  KOMIIO3UIMM, KOTOpas  COAEPIKUT
JONOJHUTENbHbIE  (apMaleBTUYECKH MpUEMIIEeMble HOCHTENN W/WIM  BCIOMOTATENbHbBIE
BelecTBa. TONBKO B KayeCTBEe NMPUMEpPA, HYKJICHHOBBIE KHUCIOTHI WM OEJNKH MPEeACTaBISIOT
co0oii "BhIIeNeHHbIe", KOTa TaKhe HYKJIEMHOBbIE KUCJIOThI WU O€JIKH CBOOOIHBI MO MEHBIIIEH
Mepe OT HEKOTOPBIX KJIETOYHBIX KOMIIOHEHTOB, C KOTOPBIMM OHM CBSI3aHbl B €CTECTBEHHOM
COCTOSIHUM, WM KOTIZa HYKJICMHOBAas KHCJIOTa WM O€JOK CKOHLIEHTPUPOBAHBI IO YPOBHS,
NPEBBILIAIOIEr0 KOHLEHTPALMIO €ro MPOM3BOACTBA In vivo miu in vitro. Kpome Ttoro, B
Ka4yecTBe IpuUMepa, TeH SBISIETCS BBbIAENEHHBIM IPU OTHAEJIEHHM OT OTKPBITBIX pPaMoOK
CUUTBIBAHUS, KOTOPBIE (DIIAHKUPYIOT T'€H U KOIUPYIOT OE€JIOK, OTIMYHBIA OT MPEACTABISIOIIEro
UHTEpeC T'eHa.

[00179] Hcnonb3yemblli B HACTOSIIIEM TOKYMEHTE TEPMHH "MOIYJIHPOBATH' O3HAYAET
B3aMMO/JIEMCTBYE C MUILIEHBIO, NPSIMO WJIM KOCBEHHO, C LIEJIbI0 U3MEHEHHs] aKTUBHOCTH MUIIIEHH,
B TOM HYHCIIE, TOJIKO B KauyeCTBE NPUMEPA, IJIs MOBBIIEHUS AKTHBHOCTH MHIIEHH, YTOOBI
UHrUOMPOBATh AKTMBHOCTh MHUINEHH, OTPAHUYHMBATH AKTHBHOCTh MHIIEHU WU MPOIJIEBATH
aKTUBHOCTb MUILIEHU.

[00180] Hcnonb3yemblii B HaCTOSIIEM IOKYMEHTE TEPMHUH "MOAYJSATOP" OTHOCUTCS K
COEIMHEHHNIO, KOTOpOE€ W3MEHSeT AaKTUBHOCTb MOJIEKyJbl. Hampumep, MOIyIATOp MOXKeET
BBI3bIBATh YBEJIMUYEHNE WM YMEHbLIEHHE BEJNYMHbBI ONPEAEIEHHON aKTUBHOCTH MOJIEKYJIbI IO
CPAaBHEHHIO C BEJIMYMHON aKTHUBHOCTU B OTCYTCTBHE MonyjsATopa. CorjacHO OmnpenesieHHbIM

BapUAHTAM OCYIIECTBJIEHUS] MOAYJISATOP MPEACTABISAET COO0H MHIMOUTOP, KOTOPBIH YMEHBIIAET
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BEJIMUMHY OJHOM WM HECKOJbKHX aKTHUBHOCTEH Mosekybpl. CorjacHO OmnpeneneHHbIM
BApUAHTAM OCYIIECTBJIICHUS WHTHOMTOP MOJHOCTBIO NPEAOTBPALIAET OIHY WM HECKOJBKO
aKTUBHOCTe Mouekynbl. COIlacHO OMNpeAeNeHHbIM BapHaHTaM OCYINECTBJIEHUS MOAYJISITOP
NpeACTaBisieT COOON aKTHBATOP, KOTOPBIM YBENWYHBAET BEJIMYMHY 10 MEHbLIEH Mepe OIHOMN
aKTUBHOCTH MoJieKyJbl. COrjacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUS MPHUCYTCTBHE
MOJYJIATOpA MPUBOAUT K aKTUBHOCTH, KOTOpasi HE BOZHUKAET B OTCYTCTBUE MOAYJISITOPA.

[00181] Hcnonb3yeMblii B HACTOSALIEM JOKYMEHTE TEPMUH "TPOQUIAKTUYECKH
3¢ eKTUBHOE KOINYECTBO" OTHOCUTCS K KOJIWYECTBY KOMIO3HIIMHU, PUMEHSEMON y MAIeHTa,
KOTOpPO€ B HEKOTOPOW CTENEeHU OCIaOUT OJUH MM HECKOJBKO CHMIITOMOB IOJBEPraeMoro
Je4eHHIo 3a00NIeBaHMs, COCTOSIHUS UM HapyIleHus. B Takux npoduiakTHIeCKUX MPUMEHEHHSIX
TaKhe KOJIMYECTBA MOTYT 3aBUCETb OT COCTOSIHMSI 3[0POBbsl MALMEHTa, €ro Macchl M T.IL
CuuTaercs, 4YTO CHELUAIMCT B HACTOSINEH OONACTH TEXHUKH MOXKET ONpPEeAeHTb TaKue
npo¢punakTuuecku 3(pdexTHBHBIE KOIMYECTBA MyTeM PYTHHHBIX 3KCIIEPUMEHTOB, BKIIOYAs B
ceOs1, 0e3 orpaHUYEHUs], KIMHUYECKOE UCTIHITAHHUE C YBEJIMYSHUEM JTO3BL.

[00182] Ucnonp3yeMblii B HACTOSALIEM JOOKYMEHTe TEPMHUH '"CyOBEKT" OTHOCHTCS K
’KMBOTHOMY, KOTOPOE SIBJIIETCS. OOBEKTOM JICUEeHUs], HAOIOAEHUS HIIN SKCriepuMeHTa. TONbKO B
KauecTBe MpUMepa, CyOBeKT MOXKET MPEACTaBisATh cOO0MH, 06e3 OrpaHHMYeHUs, MIEKOIHUTAIOIIEE,
BKJIFO4Yasi B ce0s1, 0e3 OrpaHUYeHus], YeJIOBEKa.

[00183] Hcnonp3yemblii B HACTOSIIIEM JOKYMEHTE TEPMHUH "lLieieBass aKTUBHOCTH'
OTHOCUTCSl K OHMOJIOTMYECKOH AKTHBHOCTH, KOTOPask MOXKET MOIYJHUPOBATHCS CEJICKTHBHBIM
MOAYJISITOpoM. HekoTopble WILTFOCTpaTHBHBIE IIeJIeBble AKTHBHOCTU BKIIIOYAOT B cebs, 0Oe3
orpaHuueHusi, apPUHHOCTL CBA3BIBAHHS, CUTHAJIBHYK) TPAHCAYKLHUIO, (PEPMEHTATUBHYIO
aKTUBHOCTb, POCT OIYXOJIM, BOCIMAJEHHE WM CBSI3aHHbIE C BOCIAJIEHUEM IPOLECCHl U
OCJTa0JIeHNe OHOTO MITH HECKOJIBKUX CUMIITOMOB, CBSI3aHHBIX € 3a00JI€BAHUEM UJIH COCTOSTHHEM.
[00184] Hcnonb3yeMble B HACTOsIEM JOKYMEHTE TEPMUHBI "NeuuTs" WM "nedeHue"
NpeAyCMAaTPUBAIOT OOJIETYeHHe, CMSITYEHHe WM OCTIa0JIeHHe CHUMITOMOB 3a00JIeBaHUS MU
COCTOSIHUSI, MTPEeOTBpaLlleHHe AOMOJHUTENbHBIX CUMIITOMOB, yJyUllleHHe WU MIPel0oTBpalleHue
OCHOBHBIX METa0OJIMYECKUX PUYHUH CUMIITOMOB, HHTHOUPOBaHUE 3a00JI€BAaHUS WIIN COCTOSIHUS,
HarpuMep, OCTAHOBKY Pa3BUTHs 3a0O0JIEBaHMS WJIM COCTOSIHUS, ocyabiieHne 3a00JeBaHus WU
COCTOSIHUS, BBbI3bIBAHHE perpeccuu 3a00JieBaHUS] WM COCTOSHUS, OCJIa0JIeHHEe COCTOSHUS,
BBI3BAHHOTO 3a00JIEBAHMEM WJIM COCTOSIHUEM, WM MPEKpaIleHHe CUMITOMOB 3a00JI€BaHUs M
coctosiHusl. TepmuHbl "neunts" wiaM  "nedeHue" TPEAyCMATPHUBAIOT, 0O€3 OrpaHUYeHHS,
npoHIIAKTHIECKOE W/WIIN TEPATIeBTUYECKOE JICUEHHUE.

[00185] HUcnone3yembiii B HacrosieM pokymeHTe TepMmuH "ICso" oOTHOcUTCA K

KOJINMYECTBY, KOHUCHTPALIUN WU JO3UPOBKE KOHKPETHOIO UCCIEAYEMOr0 COCANHEHMs, KOTOPOEC
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nocruraer 50% WHruOUpPOBaHUS MAKCUMAJIBHOTO OTBETA, TAKOTO Kak mHruoOuposanue MAGL, B
aHaJu3e, KOTOPbIN U3MepsieT TAKOU OTBET.
[00186] Kak wucnons3yercs B Hacrosimem paokymeHte, ECso oTHocutcs k 103e,
KOHLIEHTpPALUN WU KOJMYECTBY KOHKPETHOIO MCCIEAYEMOIO COEAMHEHUs], KOTOPOE BbI3bIBAET
no303aBUcUMBIN OoTBeT npu 50% MakCUMalbHON 3KCIPECCUM KOHKPETHOIO OTBETA, KOTOPBIN
UHIYLUPYETCsI, MPOBOLUPYETCS WIN YCHUIIUBAETCS] KOHKPETHBIM UCCIIEAYEMBIM COEIMHEHHEM.
dapmaneBTHYECKHE KOMITIO3HIHH/COCTABBI
[00187] dapmaneBTUYECKHE KOMIIO3UIIMU MOTYT OBITh COCTaBJIEHBI OOIIETPUHSITHIM
CIocOOOM € HCHOJNB30BAHUEM OJHOTO WM HECKOJBKUX (PU3MOJIOTUYECKH MPUEMIIEMBIX
HOcUTeNel, BKio4asi B ceOs BCIIOMOTraTeNbHbIE BEIIECTBA U BCIIOMOTATENIbHBIE CPEACTBA,
KOTOpbIe 00JIer4aroT nepepadoTKy aKTUBHBIX COENMHEHUN B IpenapaTrhl, KOTOPblE MOTYT OBITh
UCIIONIB30BaHBI  (hapMaLeBTHUECKH. [IpaBHIIBHBI COCTaB 3aBHCUT OT BBIOPAHHOTO IMyTH
BBeneHus. JIto0oe M3 XOpOIIO M3BECTHBIX TEXHHUK, HOCUTENCH M HATOJHUTENEH MOXKeT OBbITh
UCITOJIB30BAHO KaK MOAXOASLIEee 1 MOHATHOE B HacTosiel obmacTi TexHuku. KpaTkoe onrcanue
(bapMarieBTHYECKUX KOMITO3ULIMN, OMMCAHHBIX B HACTOSINEM JAOKYMEHTE, MOKET ObITh HaiIEHO,
Haripumep, B Remington: The Science and Practice of Pharmacy, Nineteenth Ed (Easton, Pa.:
Mack Publishing Company, 1995); Hoover, John E., Remington’s Pharmaceutical Sciences,
Mack Publishing Co., Easton, Pennsylvania 1975; Liberman, H.A. and Lachman, L., Eds,,
Pharmaceutical Dosage Forms, Marcel Decker, New York, N.Y., 1980 u Pharmaceutical
Dosage Forms and Drug Delivery Systems, Seventh Ed. (Lippincott Williams & Wilkins1999),
TIOJTHOCTBIO BKJIFOUEHHBIX B HACTOSIIIUI JOKYMEHT MOCPEICTBOM CCBUIKH.
[00188] Ucnonp3dyemass B HACTOSALIEM JOKYMeHTe (apMarneBTU4YecKas KOMIO3HUIIUS
otHocuTcs Kk cMecu Coenunenus 1, Coenunenust 2, Coenunenns 3, Coenunenus 4, CoenuHeHUs
5 wmn CoenuHeHuss 6 ¢ APYIrMMH XUMHYECKHMMH KOMIIOHEHTAMH, TAaKHMMH KaK HOCHTEJIH,
CTa0MIN3aTopel, pa3OaBUTENH, AUCHEPTHPYIOLINE CPENCTBA, CYCICHOMPYIOIIHE CPENCTBa,
3aryCTUTENN /UM BCIIOMOTaTeNbHbIe BemecTBa. PapMarieBTUYecKasi KOMIIO3HLUS o0yieryaer
BBEJICHHE COENUHEHHMs] MIICKONUTAmeMy. IIpy OCYINEeCTBIEHHWH TMPEenIyCMOTPEHHBIX B
HACTOSIIEM JOKYMEHTE CIOCOOOB JICUCHHS WMJIM NMPUMEHEHUs TEPareBTHYECKU 3(P(EKTUBHBIE
konuuectBa Coenunenus 1, Coequnenns 2, Coequnenus 3, Coennnenus 4, CoenuHeHus 5 Wi
Coenunenust 6 BBOAAT B (hapMaLIEBTHUECKOW KOMITO3UIIMH MJIEKONHUTAIOIIEMY C MOJIEKAIIUM
JEYCHHUIO 3a00JIeBAaHUEM, HAPYIIEHUEM WM COCTOSTHHEM. [IpenmnouTHTeNbHO MIIEKOMUTAIOIIee
npexacrasisier coboii uenoeka. TepaneBTHuecKd 3(P(HEKTUBHOE KOJUYECTBO MOXKET HIMPOKO
BapbUPOBATh B 3aBUCHMOCTH OT TSDKECTH 3a00JI€BaHMS, BO3PACTa U OTHOCUTEIBHOTO COCTOSTHUS

3I0POBBS CYOBEKTa, AKTUBHOCTH HCIOJIB3YEMOr0 COeTUHEHN U APYTrux (akTopoB. CoennHeHus
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MOTYT TPHUMEHATbCS OTAEIBHO WJIM B KOMOWHAaUMM C OOHUM WJIM  HECKOJBbKHMHU
TeparneBTUUECKUMHU CPEICTBAMU B KAUECTBE KOMIIOHEHTOB CMeECEil.

[00189] Hcnonb3yeMblii B HACTOSIIIEM JOKYMEHTE TepMUH '(apmareBTHYECKast
KOMOMHAIMsA" O3HA4YaeT TNPOAYKT, KOTOPBIH IOJNy4aeTrcs B pPE3YJIbTaTe CMEMIMBAHUS WU
oObenuHeHns1 Oojiee YeM OJHOTO AaKTUBHOIO MHIPEAMEHTa U BKJIIOYaeT B cels Kak
(bukcupoBaHHbIE, TAK U HEPUKCHUPOBAHHbIE KOMOWHAIIMM AKTUBHBIX WHIPEIHUEHTOB. TepMuH
"QukcupoBaHHas KOMOHMHamusA" O3HA4YaeT, YTO AaKTHBHbIE HWHIPEIUEHTHL, HAmpHMep,
Coenunenue 1, Coenunenue 2, Coenunenue 3, Coenunenne 4, Coequnenne 5 unn CoenuHeHue
6, U COMYTCTBYIOLIEE CPEACTBO, 00a BBOASAT MALIMEHTY OAHOBPEMEHHO B (hOpMe OIHOrO OOBEeKTa
win 103bl. TepmuH "HepuKkcUpOBaHHAsE KOMOWHAIMS" O3HAYAET, YTO AKTUBHBIE WHIPEIUEHTHI,
Hanipumep, Coenunenue 1, Coenunenue 2, Coenunenue 3, Coequnenue 4, CoenuHeHue 5 uin
CoenuHenne 6, U COMYTCTBYIOIEE CPEACTBO BBOMST MALMEHTY B BHIE OTIENBHBIX OOBEKTOB
OJHOBPEMEHHO HJIU IMOCJIEAOBATEIbHO 0€3 KaKMX-THMOO KOHKPETHBIX BPEMEHHBIX WHTEPBAJIOB,
npUyueM Takoe BBefeHue obecrieunBaer 3((PEeKTHBHbIE YPOBHH JIBYX COCIUHEHUH B OpraHU3Me
nanuenrta. IlocnenHee Takyke OTHOCUTCSI K KOKTEHJIBHON TEpanuy, HAIIPUMeEp, BBEIEHUIO TpeX
W 0oJiee aKTHBHBIX HHTPEAHEHTOB.

[00190] CormacHO  HEKOTOpPBIM  BapuaHTaM  OCYIIECTBJEHUS  KPUCTAJUIMYECKOe
Coenunenue 1, Coenunenue 2, Coenunenue 3, Coenqunenue 4, Coequnenue 5 unu CoenuHeHue
6 BBOIAT B (hapMaLeBTUYECKHE KOMITO3ULMH JJISl TOJyUYEHHs] TBEPIBIX JIEKAPCTBEHHBIX (HOPM
s mepopainpHOro  mpumeHeHusi.  CoryliacHO  JAPyruM — BapuaHTaM  OCYIIECTBJICHUS
kpuctaummueckoe Coenunenne 1, Coequnenue 2, Coenunenne 3, Coequnenue 4, Coenuaenue 5
win CoennHeHHWe 6 UCHONB3YIOT [UIsI TPUTOTOBICHHS (PapMALEBTHYECKHX KOMITO3HIIUT,
OTJIMYHBIX OT TBEPIBIX JIEKAPCTBEHHBIX (OPM AJIsi MEepopaibHOro nmpuMeHeHus. OnucaHHbIE B
HACTOSIIIEM  JOKyMeHTe (hapMaleBTHUECKHE COCTaBbl MOTYT  BBOIUTBHCS — CYOBEKTY
MHOKECTBEHHBIMH TIyTSIMH BBEIEHHUS, BKJIOUass B ceOst, 0€3 OrpaHuYeHusi, NepOPaIbHBIN,
NapeHTePaJIbHbIN (Hanpumep, BHYTPUBEHHBI, MTOAKOXKHBIH, BHY TPHMBIIIEYHBIH),
UHTPAHA3AJIbHBIN, OYKKaJIbHBIA, MECTHBIH, PEKTaJbHbIA WJIM TPAHCAEPMAJIBHBIA CIIOCOOBI
BBenieHUs1. ONUCaHHbIE B HACTOSIIIEM JOKYMEHTE (papMaleBTUYECKHE COCTaBbl BKIFOYAIOT B
ceOsi, Oe3 OrpaHMYeHUs, BOAHBIC >JKUIAKHE ITUCIIEPCHH, CAMOIMYJbIUPYEMbIE IHCIIEPCUH,
TBEPJbIC PACTBOPBI, JIMTTOCOMAIbHBIE AUCIIEPCUHU, a3PO30JIH, TBEPAbIC JIEKAPCTBEHHBIE (HOPMBI,
MOPOIIKH, COCTaBbl C HEMEJICHHBIM BBICBOOOXKIEHHEM, COCTaBBI C KOHTPOJIUPYEMBIM
BBICBOOOXKIEHHEM, OBICTPO PACIUIABISIEMbIE COCTABBI, TAOJETKH, KaICyJIbl, TIHIIFOJIH, COCTaBbI C
OTCPOYEHHBIM BBICBOOOKIEHHEM, COCTABBI C TIPOJIOHTUPOBAHHBIM BBICBOOOIKAEHNEM, COCTABBI C
UMITyJIbCHBIM BBICBOOOJKIEHHEM, COCTaBBI C MHOXXECTBEHHBIMH YaCTHUIIAMU W CMeEIIAaHHBbIE

COCTaBbl C HEMCIAJICHHBIM U KOHTPOJUPYEMbIM BI:;ICBO60)KI[CHI/IeM.
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[00191] dapmManeBTHIeCKHe KOMIO3UINH, BKJIFOYAIOIINUE B Ce0sl OMMCAHHOE B HACTOSIIIEM
IOKYMEHTE COEIMHEHHUE, MOTYT ObITh M3TOTOBIIEHBI OOBIMHBIM CIIOCOOOM, TAKUM Kak, TOJBKO B
Ka4eCTBE INPUMEPA, IOCPENCTBOM OOBIMHOIO CMEIIMBAHUS, PACTBOPEHUs], TPaHYJIHPOBAHUS,
W3TOTOBJICHUs] JIpake, PAaCTUPaHMs B MOPOLIOK, 3MyJIbI'MPOBAHMsI, UHKAICYJISLIMY, 3aXBaTa WU
COKaTusl.

JlexapcTBeHHbIe (pOPMBI
[00192] OmnucaHHble B HACTOSIEM AOKyMEHTE (papMaleBTUYECKHE KOMIO3HLIUH MOTYT
OBITb COCTaBJIEHBI JJIsI BBEACHUSI MIIEKOIUTAIOIIEMY JIFOOBIM OOBIMHBIM CIIOCOOOM, BKJIIOYAsi B
ceOsi, 0e3 OrpaHHYeHUs,, MEPOpPaIbHbIN, NapeHTepaIbHbIH (HAIpUMEpP, BHYTPUBEHHBIH,
NOAKOKHBIA WJIM BHYTPUMBILIEYHBIN), TPaHCOYKKAJIbHBIN, WHTPAHA3aJIbHBIA, PEKTAIbHbIA WIN
TpaHCAEPMANIbHBIA CrocoObl BBeneHus. lcmonb3yemblii B HACTOSIIEM JOKYMEHTE TEPMHH
"cyOBeKT" MCIosb3yeTcsi sl 0003HAU€HUsl )KHUBOTHOTO, MPENMOUYTUTEIBHO MIIEKOMUTAIOIIETO,
BKJIIOYast B ce0sl dYeloBeKa WM HEe 4YeloBeKa. TepMHHbI MAlMEeHT U CYOBEKT MOIyT
UCTIOJIb30BATCS] B3aUMO3aMEHSIEMO.
[00193] Kpome Toro, omnwucaHHble B HACTOSALIEM IOOKyMeHTe (hapMaleBTHYEeCKHe
KOMMO3uLMK, kotopble BkItO4aoT B cedsi Coenunenune 1, Coemunenue 2, Coenunenue 3,
Coenunenne 4, Coemunenue S5 wiu CoenviHeHne 6, MOryT OBITh COCTaBJIEHbI B JIFOOYIO
NOAXOMALIYIO JIGKAPCTBEHHYIO (opMy, BKIouass B ceOsi, Oe3 OrpaHuYeHwHs, TBEpPIbIE
JIeKapCTBeHHbIE (OPMBbI ISl TEPOPaJbHOrO MNPUMEHEHHMs, COCTaBbl C KOHTPOJIHPYEMBIM
BBICBOOOKIEHHEM, ObICTPO PACILIABIISIEMbIE COCTABBI, IIUMYYHE COCTABbI, TaOJETKH, MOPOLIKH,
TIFUTEOJTH, KaIICYJIbl, COCTaBbl C OTCPOYEHHBIM BBHICBOOOKIEHHEM, COCTaBbI C MPOJIOHTUPOBAHHBIM
BBICBOOOXKICHHEM, COCTaBbl C MMITYJIbCHBIM BBICBOOOJKACHUEM, COCTABbI C MHOXKECTBEHHBIMHU
YaCTUIIAMU M CMEIIAHHBIE COCTaBbl C HEMEIJICHHBIM BBICBOOOKACHHUEM U KOHTPOJIHPYEMBIM
BBICBOOOJKICHHEM.
[00194] dapmaneBTUYECKHE Mpernaparsl JJIsl MEPOPajbHOrO NMPUMEHEHHS MOTYT ObITh
MOJIyUYEeHBI MyTEM CMEIINBAHMS OJTHOTO MJIM HECKOJbKUX TBEPJbIX BCIIOMOTaTENIbHBIX BEIIECTB C
OIHUM WM HECKOJbKUMH OINHCAHHBIMH B HACTOSIIEM JOKYMEHTE COEJUHEHUSIMHU,
HEOoOsI3aTeNTbHOTO M3MEJIbUEHUs] TOJYYeHHOH cMecH u 00pabOTKHM CMeCH TpaHyJ Iociie
no0aBNeHNs] TOAXOMSALIMX BCIOMOTATENIbHBIX CPEACTB, €CIIH JKEJATENbHO, ISl TMOJY4eHHUs
tabnerok wmm spep apaxe. [loxxopsimue BCIOMOTaTEeNbHBIE BELIECTBA BKIIOYAIOT B ceOs,
HarpuMep, TaKHe HATOJHUTENH, KaK caxapa, BKIFOYasl B ceOs JTaKTO3y, caxapo3y, MAHHUT WU
COpOUT; Takue LEJUTFOJIO3HBIE MPenaparThl, KaK, HAMPUMEDP, KYKYPY3HbIH Kpaxmall, MIIEeHHYHbIHA
KpaxMaJl, PUCOBBIH Kpaxmal, KapTo(QeJbHbIH KpaxMal, >KEeJATHH, TparakaHToBas Kamelb,
METHJILIEIUII0N03a, MUKPOKPUCTAJUIMYECKAs LEJUII0JI03a, TMIAPOKCUIPONMIMETHILEIIII0N03a,

KapOOKCUMETHJIISIUTION03a HATPHSI WITH IPYTHe, TaKhe Kak: MOJUBUHUIMUPPOouaoH (PVP wm
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noBunioH) win ¢pochar kanbums. [Tpu skemanuu MOTyT OBITH JOOABJICHBI TaAKUE PA3PBIXIIUTEIH,
KaK CIINTash KPOCKapMEJJI03a HATPUsl, NOJMBHHUIMUPPOIUIOH, arap WM ajlblHHOBAs KHCIOTA
WK €€ COJIb, TaKasl KaK aJbIMHAT HATPHSL.

[00195] dapmaneBTUYECKHE TPemnaparbl, KOTOPble MOTIYT OBITh  HCIHOJIB30OBAHBI
NePOPaNIbHO, BKIIIOYAIOT B ce0s TBEPIbIE KAICYJIbl, CENaHHbIE U3 JKEJNATHHA, a TAK)Ke MSTKUE,
repMETUYHBIE KaICyJIbl, CACTIaHHbIE U3 JKeJIATHHA U TUIACTH(PUKATOPA, TAKOTO KaK MIIMLEPUH WIN
copOut. TBepable KarcCyJbl MOTYT COIEPKaThb AKTHUBHbIE MHIPEOHEHTBI B CMECH C
HAIOJIHUTENEM, TAaKUM KakK JIaKTO3a, CBSA3YIOIIME BEIIECTBA, TAKHE KaK KpaxMalibl, W/WIU
CMa3bIBAIOIIME BEIIECTBA, TAaKHWE€ KAk TalbK WJIM CTeapaT MarHus, H, HeoOs3aTeNbHO,
cradmnn3aTopel. B Mrkux kamcynax akTHBHBIE COEAMHEHHST MOTYT OBbITh PAacTBOPEHBI HIIU
CYCIIEHANPOBAHBI B MOIXOASIINX KUAKOCTSX, TAKUX KaK KHUPHBbIC Macia, >KUIKUHA mapapuH UK
KUAKUE NOIMdTUIeHrMKoan. Kpome Toro, moryt ObiTh noOaBieHsl crabunmsatopsl. Bcee
COCTaBBI ISl NEPOPATBHOTO BBEAECHUS NOJDKHBI ObITh B JO3UPOBKAX, MOAXOMSILIMX JJIsI TAKOTO
BBE/ICHUS.

[00196] CornacHO HEKOTOpPBIM BapHaHTaM OCYILIECTBJIICHUS PACKPBITbIE B HACTOSILEM
IOKYMEHTE TBEpJble JIEKapCTBEHHbIE (GOpMbI MOTYT OBbITh B (hopme TabieTku (BKiO4asi B ceOst
CYCHIEHIUPYEMYIO TabJIeTKy, ObICTPOpPACTBOPUMYIO TaOJIETKy, PacMalarolIyrCs MOCPEACTBOM
yKyca TabJeTKy, ObICTPO pacnafaroyocs Ta0NIeTKy, MUYy TaOJeTKy HIIN KarCyJOBHIHYIO
TaOJIeTKy), THIIOMIO, TMOPOLIOK (BKJIKOYAas B Ce0sl CTEPHIbHO YIAKOBAHHBIA IMOPOIIOK,
JO3UPYEMBIH MOPOIIOK WUJIM LIMITYYUil MOPOLIOK), Karcyy (BKJIOUas B ce0sl Kak MSTKUE, TaK U
TBEPIbIC KaICyJbl, HANpUMEpP, KaICyJbl, H3TOTOBJICHHbIE W3 JKEJaTHHA >KUBOTHOTO
npoucxoxneHus win pacrureiabHoro HPMC wnm  "BCKpbiBaeMble KamcyJjbl"), TBEpIOM
IVCTIEPCUH, TBEPIOTO PacTBOpa, OMOAETrpagupyeMoil JIeKapCTBEHHOH (DOPMBI, JeKapCTBEHHBIX
bopM € KOHTPOJHUPYEMBIM BBICBOOOXKIEHUEM, JIEKAPCTBEHHBIX (OPM C HMITYJIbCHBIM
BBICBOOOXKICHHEM, JIEKAPCTBEHHBIX (POPM C MHOJKECTBEHHBIMH YaCTHLIAMHU, TEJUIET, TPaHyJI I
asposoist. CoryacHO JpyruM BapHaHTaM OCYINECTBIIEHHS (hapMaleBTHUECKash KOMIIO3HMLIUS
HaxomuTcst B ¢opme mopomka. CorjacHO eme JApYyrdM BapHaHTaM  OCYINECTBIICHUS
(dapmalieBTHUECKAsT KOMIIO3UIMSI Haxomutrcsi B ¢opme TabieTkw, BKIro4Yas B cebs, 0Oe3
orpaHuueHusi, ObICTpOpacTBOpUMYyIO Tabserky. Kpome Toro, ommcaHHble B HACTOSIIEM
IOKyMEHTe (papMaLeBTHYECKHE COCTABbl MOTYT BBOJUTHCS B BHJIE€ OJJHOW KaICyJibl WK B (hopme
HECKOJIBKUX Kancys. COriacHO HEKOTOPhIM BapHUaHTaM OCYINECTBIEHHs (hapMaLeBTHUECKYIO
KOMITO3ULIMIO BBOIST B BUJE IBYX, TPEX HIIU YETHIPEX KAICYJ HJIH TaOJIETOK.

[00197] CornacHO HEKOTOPHIM BapUaHTaM OCYINECTBJICHHsS TBEPAbIC JIEKAPCTBEHHBIC
¢dbopMmbl, Hampumep, TaOJIETKH, MIUMy4Yne TaOJETKH M KAICYJIbl, TOTOBAT MyTEM CMEIIMBAHHS

gactuli Coenunenus 1, Coenunenust 2, Coenunenusi 3, Coenunenns 4, CoequHeHHs 5 win
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CoenuHennss 6 ¢ OOHUM WM HECKOJbKUMHU (HapMalleBTHUECKHMH BCIIOMOTATEIbHBIMHU
BEIIECTBAMH JJisi OOpa3OBaHMsI KOMIO3WIHMH OOBEeMHOW cmecH. lIpu yNmOMHHAHUM 3THUX
KOMITO3MIIMM OOBEMHON CMECH KakK TOMOTEHHBIX, O3HaudaeT, 4to dYacTuibl CoenuHeHHs |,
Coenunenus 2, Coequnenus 3, Coenunenus 4, Coenunenus 5 unu CoennHeHuss 6 paBHOMEPHO
pacmipenesieHbl MO BCEH KOMITO3UIMH, TaK YTO KOMIIO3HMIIMIO MOXHO JIETKO IMOAPA3IEIHTh HA
ONMHAKOBO 3()(EeKTUBHBIC CTAHTAPTHBIE JIEKAPCTBEHHBIE (POPMBI, TaKHe KaK TaOJETKU, THITIOJIH
u karcynbl. OThenbHbIE CTAaHIAPTHBIE AO3BI MOTYT TaKXe BKJOYATh B CeOsl TUICHOYHBIC
00O0JIOUKH, KOTOpbIE pACMATAIOTCs TMPH MEePOPATHHOM TMpPHUEME WM TMPU KOHTAKTE C
pazbaBuTeneM. TH COCTABbI MOTYT OBITh M3TOTOBJIEHBI TPAAULIMOHHBIMU (hapMaKOJIOTUIECKUMU
crioco0amu.

[00198] OObrunbBIe (hapMaKOIIOTUIECKHE TEXHUKH BKJIIOYAIOT B ce0s1, HAIIpuMep, OIUH WU
koMOuHamuio crocobos: (1) cyxoe cmemuBanue, (2) npsMoe npeccoBaHue, (3) u3MenbyueHUE,
(4) cyxoe wiM HEBOIHOE TpaHyJupoBaHMe, (5) BIaKHOE TpaHyJHUpOBaHHE WU (6) CIUSHHE.
Cwmotpure, Hanpumep, Lachman et al., The Theory and Practice of Industrial Pharmacy (1986).
Jpyrue cnocoObl MpenyCMaTpHUBAIOT, HAMPHUMEp, PACTIBUIMTENbHYIO CYLIKY, IPaKUPOBAHHE,
rpaHyJIMPOBAaHUE pacIljiaBa, I'PaHyJIUPOBAHUE, PACIBUIUTEIbHYIO CYIIKY B ICEBJOOKHKEHHOM
CJIO€ WJIM HaAHECEHHUEe MOKPBITHs (HarmpuMep, MOKpbITHe Bropcrepa), TaHreHIHATbHOE MOKPITHE,
BEpXHEe pacrblIeHNUe, TAONIETHPOBAHUE, SKCTPYAUPOBAHUE H T.1I.

[00199] OnucaHHble B HACTOSALIEM  JIOKyMeHTe  (papManeBTUYECKHEe  TBepIble
JieKapcTBeHHbIE POopMbI MOTYT BKJIHOYaTh B cebst Coenunenne 1, Coenunenue 2, Coequnenue 3,
Coenunenue 4, Coennnenue 5 unn CoenquHeHne 6 M OOHY WJIM HECKOJIbKO (hapMaleBTHUECKU
npueMiieMblx 100aBOK, TaKWX KaK COBMECTHUMbBIM HOCHUTEJIb, CBS3YIOIIEE BEIIECTBO,
HAIOJIHUTENb, CYCHEHIUPYIOIIEee CPENCTBO, apOMAaTH3AaTOpP, IMOACIACTUTENb, Pa3pPBIXJIUTEIND,
IVCTIEPTUPYIOIEe CPENCTBO, MOBEPXHOCTHO-AKTHBHOE BELIECTBO, CMA3bIBAIOINEE BEIIECTBO,
Kpacutesib, pa30aBUTENlb, COJIOOMIIN3ATOP, VBIAKHSAKOIIEE CPEACTBO, IUIACTH(PUKATOP,
CTa0MIN3aTOp, YCWINTENb TNPOHUKHOBEHMs, CMauyUBAIOIlee CPENCTBO, IEHOTaCUTEb,
AQHTUOKCHJIAHT, KOHCEPBAHT WM OJIHA WJIM HECKOJNIbKO MX KomOwHanui. COrjiacHo Ipyromy
ACTIEKTy HCIOJIB3ysl CTAaHAAPTHBIE MPOLEAYPbl HAHECEHUS] TOKPBITHSI, TAKHEe KAaK OMUCAHHBIC B
Remington's Pharmaceutical Sciences, 20-¢ mnzganue (2000), muieHOYHYIO OOOJIOUKY HAHOCST
BOKpyT coctaBa Coenunenus 1, Coequnenus 2, Coenunenus 3, Coenunenus S unun CoeqnHeHUs
6. CornacHO OJHOMY BapHaHTy OCYILIECTBIEHHsI HEKOTOpbIE WM Bce dacTuipl Coenunenus 1,
Coequnenust 2, Coemunenus 3, Coemunenus 4, Coemunenuss 5 wnun CoemguHeHus 6
XapaKTePU3YIOTCSl Haiu4dueM MOKpbiTus. COrNlacCHO JApyromMy BapHaHTy OCYIIECTBJICHUS
HekoTopble min Bce yactuubl Coennaennst 1, Coenunenus 2, Coenunenus 3, CoequHenus 4,

Coenunenus 5 wunm CoenuHeHus 6 SBJISIFOTCS MUKPOKAINCyJIHPOBaHHbIMU. COTrNIacHO erle
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onHOMy BapuaHTy ocyuiectsieHus dactuubl Coenunennsi 1, Coenunenusi 2, Coenunenus 3,
Coenunenus 4, Coequnenus S5 unu CoeanHeHus 6 He SIBISIOTCS MUKPOKAICYJIMPOBAaHHBIMU U HeE
XapaKTepU3YIOTCs] HAIUYUEM MOKPBITHSL.

[00200] IMonxopsmue HOCUTENN AJIsl NPUMEHEHHUS] B ONIMCAHHBIX B HACTOSIIEM JOKYMEHTE
TBEPIBIX JIEKAPCTBEHHBIX (POpPMax BKIIOUAIOT B ce0si, O€3 OrpaHHYeHuUsi, Kameb, >KEJIaTHH,
KOJUTOMIHBIM TUOKCUA KpeMHUs, riaunepodocdar Kamplus, JaKTaT KaJbLHs, MaJbTONEKCTPHH,
[NIMLEPUH, CHJIMKAT MAarHusi, Ka3euHaT HaTpus, COEBBbIM JIELIUTUH, XJOPUA HATpUs,
Tpukaneiuiidocdar, nukanuiidocdar, CTeapOUIIIAKTUIAT HATPUsI, KapparnHaH, MOHOTJIULIEPUT,
OUTIULEepUs,  NPEeXEeJaTUHU3UPOBAHHBIM  Kpaxmall,  TUAPOKCUIIPONUIMETHUIILEIIIONO3Y,
auerarcreapar  I'MAPOKCUNPONWIMETHILEIUIIOIO3bL,  €aXxapo3dy,  MUKPOKPHUCTAIINYECKYIO
LIEJUTIOJIO3Y, JIAKTO3Y, MAHHUT U T.II.

[00201] [lonxonsuyue HAMOJHUTEIN JUIsl TMPUMEHEHUs B OINUCAHHBIX B HACTOSIIEM
JIOKYMEHTE TBEPIBIX JIEKAPCTBEHHBIX (OpMax BKIOYAIOT B ceds, 0€3 OrpaHUYeHus], JaKTO3Y,
kapOoHat kambumsi, ¢ocdar Kaabuus, ABYXOCHOBHBIH (ochaT KambLiys, Cyiab(aT KaabLus,
MUKPOKPUCTAJUTMYECKYIO LIEJUIIOJIO3Y, MMOPOLIOK LEJUTHOJIO3bI, AEKCTPO3Y, NEKCTPAThI, JEKCTPaH,
KpaxMaJjbl, MpPeKeTaTHHU3UPOBAHHBIA Kpaxmal, ruapokcunponmimerwiieuionody (HPMO),
¢ranmar rugpOKCUITPONMIMETHIILEIUTIONO3b], aleTaTcTeapaT TUAPOKCUIIPOMIIIMETHIILEIITIONO3bI
(HPMCAS), caxapo3sy, KCUJIHT, JJAKTUT, MAHHUT, COPOUT, XJIOPUA HATPHS, TIOJHUITUIICHTJIUKOJb
U T.O0.

2

[00202] Jnss  BeicBoOOkneHuss Coenunenuss 1, Coemunenus 2, CoenwHeHHs 3,
Coenunenus 4, Coenunenns S5 unn CoequHeHust 6 U3 MaTPULIBI TBEPIOH JIEKApCTBEHHOH (OpMBI
HAacTONBKO 5((PEeKTUBHO, HACKOJBKO 3TO BO3MOXKHO, B COCTaB€ YAaCTO HCHOJIb3YIOTCS
Pa3PBIXJIUTENN, OCOOEHHO KOrJa JIEKAPCTBEHHBIE (YOPMBI CXKATHI CO CBSI3YIOIIUM BEIIECTBOM.
Pa3peixyiuTeny moMOraroT pas3pyLiaTh MaTpPUILy JEKapCTBEHHOH (OpMbI myTeM HaOyXaHUS WU
KamWUBSIPHOTO AEMCTBUS, KOTAA B JIEKAPCTBEHHYIO (opMy BOHTHIBaeTcs Biara. [lomxonsinue
Pa3PBIXJIMTENN JJii TPUMEHEHHs B ONHCAHHBIX B HACTOSILIEM JIOKYMEHTE TBEPIbIX
JIEKapCTBEHHBIX (JOpMax BKJFOUAIOT B ce0si, Oe3 OrpaHUYeHus, TAKOW MPUPOIHBIA Kpaxmal, KakK
KYKYPY3HbI  KpaxMan  Wid  KaproenpHBIH  Kpaxmaj, TakOW  MpPeABapUTEIbHO
JKEJIATMHU3UPOBAaHHBIA Kpaxmai, kak National 1551 wmm Amijel®, wmm Takoil HaTpuit
KpaxMaNrIuKoJIsT, kak Promogel® umn Explotab®, Takyro 1emmonosy, kak ApeBecHbIi TIPOIYKT,
METHIKPUCTAIUIMYECKAs IeJumono3a, Hanpumep, Avicel®, Avicel® PH101, Avicel® PH102,
Avicel® PHI105, Elcema® P100, Emcocel®, Vivacel®, Ming Tia® wu Solka-Floc®,
METWJILIEJUTIONIO3a, KPOCKapMeNsio3a WM Takas CIIMTas —LeJUTF0JI03a, KaK  CIIHUTas
kapOokcumermemnonoda Hatpus (Ac-Di-Sol®), cmmras kapOOKCHUMETHUIIIEIUIIOI03a UJIH

CIIMTAasi KPOCKAPMEJUIO3a, TAKOW CIIMUTBIA Kpaxmaj, Kak HATPUH KPaXMaJIJIUKOJAT, TaKOH
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CLIUTBIA MOJMUMEpP, KaK KPOCIOBUIOH, CIIUTHIN MOJMBUHHJIMHUPPOIUIOH, TAKOH aJbIMHAT, KakK
aJIbTMHOBAsT KHUCJIOTA, WM TAaKYIO COJb aJbTHHOBOM KHCJIOTBI, KaK aJlbTMHAT HATPHsI, TAKYIO
ruHy, kak Veegum® HV (cunmkaT MarHusi U aqlOMHHES), TaKyl0 Kamenb, Kak arap, ryap,
IUTOZIbI PO’KKOBOTO JiepeBa, Kapasi, MEKTHUH WK TParakaHT, HATPUH KPaXMaJITJIHKOJIST, OEHTOHUT,
HATYPaJbHYIO TYyOKy, TOBEPXHOCTHO-AaKTHBHOE BEINECTBO, TAKyK CMOJY, KaK KAaTHOHUT,
LeJUTI0JIO3y LIMTPYCOBBIX, JIAYPWICYIb(arT HaTpus, naypuicyibdar HaTpus B COYETAHHU C
kpaxmajioM u T.n. COrlacHO HEKOTOPHIM BapUAHTAM OCYLIECTBJICHHs, MPEICTABICHHBIN B
HACTOSIIIIEM JOKYMEHTE Pa3pbIXJIMTENb BBIOMPAIOT W3 TPYIIIBI, COCTOSIIIEH M3 HATYPaJbHOTO
Kpaxmaja, MpexeJaTHHH3UPOBAHHOIO Kpaxmaja, cTeapara HATpPHUs, METHUJIKPUCTAIIMYECKOH
LIeJUTFOJIO3bl, METHJILIEIITIONIO3bI, KPOCKAPMEIIO3bl, KPOCKAPMEJIO3bl HATPHUS, CIIUTON HATpUH-
KapOOKCUMETHIILIEIUTIONO3b], CIIUTON KapOOKCHMETHIILEIUTIOIO3bI, CIIUTON KPOCKapMeJUIO3bl,
TAKOro CIIUTOrO Kpaxmania, KaKk HaTPUH KPaxXMAaJIJIMKOJISAT, TAKOTO CIIMTOrO MOJHMeEpa, Kak
KPOCIIOBHJIOH, CIIUTHII MOJMBUHWIMHMPPOJIHUIOH, aJbIMHATA HATPUS, TJHMHBI WIH KaMeIu.
CornacHO HEKOTOPbIM BapHaHTAM OCYILIECTBJICHHS IPEICTABICHHBIN B HACTOSLIEM HOKYMEHTE
Pa3pBIXJIUTENb NPENCTABISIET COO0H KPOCKApMEIUI0o3y HaTPHsl.

[00203] Cessyromue  BellecTBa  NPHUJAIOT  CBSI3HOCTb  TBEPABbIM  NEPOPATbHBIM
JEKapCTBEHHbIM  (opMaM: Uil  IOPOIIKOOOPA3HbIX  KANCYJbHBIX  KOMIO3ULHMHA  OHH
CIOCOOCTBYIOT 00Pa30BaHUIO MPOOOK, KOTOPBIE MOTYT OBbITh 3aTOJHEHBI B MSITKHE HJIH TBEPIbIE
00OJIOUKM Karcys, a [Jisi TabJEeTHMPOBAHHBIX KOMITO3HLIMN OHU OOECTeYMBAIOT COXpaHEHHE
LEeJOCTHOCTH TaOJNETKH TIOC/e MPECCOBAHUS W IMOMOTAOT TapaHTHPOBATH OJHOPOIHOCTD
CMEIIMBAHMS 0 CTAJUHU CXKATHUS HITH 3aMOJTHEeHUs. MaTepuaibl, MOIXOASIINE IJIsi TPUMEHEHHSI B
KaueCcTBE CBSI3YIOLIMX BELIECTB B TBEPIBIX JIEKAPCTBEHHBIX (POPMAX, OMUCAHHBIX B HACTOSIIEM
JOKYMEHTE, BKJIFOYAKOT B ce0s1, Oe3 orpaHudeHusi, KapOOKCHUMETHIILIEIUTIOJI03Y, METHIILIEIUTIOJIO3Y
(mampumep, Methocel®), rumpoxcunponmiMerunuenmonosy (Hampumep, Hypromellose USP
Pharmacoat-603, auerarcreapar ruapokcunpommiMeTuine/ono3bl (Aqoate HS-LF u HS),
THAPOKCHATHIIIEILTION03a, THAPOKCHIIponeunonosa (Hanpumep, Klucel®), stummemmonosa
(mampumep, Ethocel®) wu  Mukpokpucrammmueckas uemmonosa (Hanpumep, Avicel®),
MHUKPOKPHUCTAIIMYECKAs] TEKCTPO3a, aMIJI03a, CHJIMKAT MArHUS M JFOMHUHUS, MMOJUCAXapUIHbIE
KUCJIOTbI, OCHTOHUTBI, COMOJUMEpP >KENATHHA/BUHUJIBHHUIIHPOJIA, KPOCIOBUAOH, MOBH/IOH,
KpaxmaJl, npekeJaTHHU3UPOBAHHBIN KpaXMaJl, TparakaHt, IeKCTPHUH, caxap, TAKOH Kak caxaposa
(marpumep, Dipac®), rmokosa, JEKCTpo3a, MeNacca, MAaHHMT, COPOMT, KCHJIHUT (HArmpuMmep,
Xylitab®), makTosa, HaTypambHas MIM CHHTETHYECKas KaMelb, TaKas KaK KaMelb, TPATAKaHT,
KaMe[b XaTTH, KaMelb M3 LISIYXH H3aroja, Kpaxmal, MOJMBUHUIMUPPOIUAOH (Hampumep,
Iosunon® CL, Kommpon® CL, IMonumnasgor® XL-10 u Iosunon® K-12), apaGoranakran u3

®

JIMCTBCHHMUIIBI, Veegum , MOJIU3THUJICHTJIMKOJIb, BOCKH, aJIbTUHAT HATPHUA U T.II.
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[00204] Kax mpaBmio, conmepskaHWe CBS3YIOIIETO BEIIECTBA B IMOPOIIKOOOpPA3HBIX
KOMITO3UIIMSIX KETaTHHOBBIX Karcyn coctasiisier 20-70%. [IpuMeHeHne CBS3YOIIEro BEIIeCTBa
B COCTaBax TaOJNETOK 3aKJIIOYAeTCss B NPSIMOM IIPECCOBAHUH, BJIAXKHOM T'PaHYJIHPOBAHUH,
BaJIbLIEBAHUH, UJIM NPUMEHSIOT Ipyrie HalOJHUTENH, TaKhe KaK HANOJHUTENH, KOTOpblE CaMU
no cebe MOTyT IefiCTBOBaTh Kak YMEPEHHOE CBs3yrolee BemecTBo. CrenuantucTsl B HACTOsIIEH
O0NacT TEXHMKM MOTYT ONpPENeNUTh YPOBEHb CBS3YIOIIErO MJsi COCTaBOB, HO YpPOBEHb
UCTIONIB30BaHUs CBsi3yromiero 10 70% B cocTaBax TaOJIETOK SIBIISIETCS] OOBIYHBIM SIBJICHHUEM.
[00205] Ilonxopsmue cMmasplBarOIME BEINECTBA WJIM INIMAAHTHI JJisI NPUMEHEHUS B
ONHMCAHHBIX B HACTOSIIIEM TOKYMEHTE TBEP/bIX JIEKAPCTBEHHbIX (pOpPMax BKIIIOUAIOT B ceds, Oe3
OTPaHUYEHUs, CTEAPUHOBYIO KHUCJIOTY, TMAPOKCHUJ KaJlblLius, TajlbK, KyKypPY3HBII Kpaxmal,
creapuiipyMapar HaTpUsl, COJIM LIEJOYHBIX METAJUIOB U LIEJIOYHO3EMENbHBIX METAJIOB, TaKHUe
KaK aJIOMMHMHN, KaJbLUi, MarHui, LIUHK, CTEAPUHOBYI) KHUCIJOTY, CTeapaTbl HATpus, cTeapar
MATHUS, CTeapaT LIUHKA, BOCKH, Stearowet®, GOpHYIO KHCIOTy, GEH30aT HATPHS, alleTaT HATPH,
XJIOPUJ HaTpus, JEWLHH, MOJUSTUICHITIMKONb WM METOKCUIOJU3TUIICHIJIMKONb, TaKOM Kak
Carbowax™, TI3I'-4000, IIDI'-5000, TIIBI-6000, mNPOMHMIEHIJMKOIb, OJ€aT HATPUS,
IIMLEpUIOereHaT, MIMLEePUINAIbMUTOCTeapar, IIHLEPIIIOeH30aT, IaypuiICyIb(haT MarHus MM
HaTpus U T.11. COrnacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHUS MIPECTABICHHOE B HACTOSIILEM
JOKYMEHTE CMa3bIBAIOLIee BEIIECTBO BBIOPAHO U3 TPYMIbL, COCTOSINEH W3 CTEapHHOBOMN
KUCJIOTBI, THIPOKCUA KaJbLMs, TajbKa, KyKYPy3HOrO Kpaxmaja, creapuidymapara HaTpus,
CTEapuHOBON KHUCJIOTBI, CT€apaTOB HATpPUs, CTeapara MarHusi, cTeapara LIMHKAa W BOCKOB.
CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS MPEICTABICHHOE B HACTOSIIEM JOKYMEHTE
CMa3bIBAIOLIEE BEIIECTBO MPEACTABISIET COOOM CTeapaT MarHusl.

[00206] IMonxonsimue pa3daBuTeNM Al NPUMEHEHUS B OIHCAHHBIX B HACTOSIEM
JOKYMEHTE TBEPHABbIX JIEKAPCTBEHHBIX (hOpMax BKIHOYAOT B ceds, 0e3 orpaHHueHHs, caxapa
(BKJIFOYAst B ceOs JIAKTO3Y, Caxapo3y U JEKCTPO3Y), MoJucaxapuabl (BKIIKOUYasi B ce0sl JEKCTPATHI
U MaJIbTOAEKCTPHUH), TIOJHOJIBI (BKJIFOYAst B ce0s1 MAHHUT, KCHJIUT B COPOUT), IUKIJIOAEKCTPUHBI U
T.. CornacHO HEKOTOpPhIM BapUaHTaM OCYIIECTBJEHHUS IMIPEICTaBICHHbI B HACTOSIIEM
IOKYMEHTe pa30aBUTENb BBIOPAH M3 TPYMIBL, COCTOSINEH M3 JIAKTO3BI, CaXapo3bl, NEKCTPO3bI,
JNEKCTPaTOB, MaJIbTONEKCTPUHA, MAHHUTA, KCWINTA, copOuTa, MHUKJIOAEKCTPHUHOB, (Qocdarta
KaJbLus, cynbdara KaJbLus, KpaxmaJos, MOIU(PHUITHPOBAHHBIX KpaxMalioB,
MHUKPOKPUCTAJUINYECKOW LIEeJUTIONIO3bl, MMKPOLIEJUTI0I03bl U Talbka. (COriacHO HEKOTOpPbIM
BapUAHTaM OCYIIECTBJIEHHs] NPEACTABICHHbII B HACTOSALIEM JOKYMEHTe pa30aBUTENb
NpeACTaBIsIeET COOOH MUKPOKPHUCTAIITHYECKYIO LEJUTFOJIO3Y.

[00207] Tepmun "HepacTBOpUMBIH B Bone pa3daBuTeNp" 0003HAUAET COEAMHEHUS, Kak

NPaBUJIO, HCMOJb3yeMble B COCTaBe (hpapMalleBTHUECKUX NPEnapaToB, Takue Kak ¢ocdar
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KaJIbLIUS, cyabdar  KaibIWs, KpaxMaJibl, Monu(ULHPOBAHHBIE KpaxMajbl U
MUKPOKPHUCTAJUINIECKAsT IeJUTI0JI03a U MHUKPOLEJUTINIo3a (HAampuMep, WUMEIOIINe IUIOTHOCTh
npubausuTensHo 0,45 r/cm’, HanpuMep, Avicel, TopoIkooGpa3Has LEJII0N03a) U TaJIbK.
[00208] Ilonxopsmue cMmaduBarOlMe CPEACTBA AJisl NPUMEHEHHs] B OIMCAHHBIX B
HACTOSIIEM JOKYMEHTE TBEPAbIX JIEKAPCTBEHHBIX (popMax BKIIIOUAIOT B cebsi, Hampumep,
OJIEMHOBYIO KHUCJIOTY, DJIHLEPIIMOHOCTEApaT, COPOUTAHMOHOOJIEAT, COpPOUTAaHMOHOIAYPAT,
TPUITAHOJIAMUHOOJIEAT, MOJIMOKCUATUIICHCOPOUTAHMOHOOJIEAT,
TIOJIMOKCUA THIIEHCOPOUTAHMOHOJIAYPaT, COEAMHEHHs] YEeTBEPTUYHOTO aMMOHUs, (Hampumep,
Polyquat 10%), omear marpus, naypuncymbhaT HATpHs, CTeapaT MarHHs, JOKy3aT HATpHS,
tpuauerul, ButamuH E, TPGS u ..

[00209] INonxopnsmue NOBEPXHOCTHO-AKTUBHBIE BEILECTBA [JI1 IPUMEHEHUS] B ONMCAHHBIX
B HACTOSIIIEM OKYMEHTE TBEPHABbIX JIEKAPCTBEHHBIX (pOpMax BKIOYAOT B cels, Hampumep,
gaypwicynbdaT — HaTpus,  COpOMTAHMOHOOJNEAT,  MOJHUOKCHATHUIEHCOPOUTAHMOHOOJIEAT,
nojucopOaThl,  MOJNAKCOMEPBI,  JKEIYHbIe  COJIM,  TJIHLEPHIMOHOCTEapaT, COMOJHUMEpPbI
STUIICHOKCHZA M TponuaeHokcuaa, Hanpumep, Pluronic® (BASF) u T.m. COrnacHo HEKOTOPHIM
BApUAHTaM OCYILECTBJICHHs PEICTABIEHHOE B HACTOSLIEM JOKYMEHTE OBEPXHOCTHO-aKTUBHOE
BEIECTBO BBIOPAHO W3 TPYMIbL, COCTOSALIEH W3 JaypuicyibpaTa HATpUs, MOHOOJeaTa
copOuTaHa, MOHOOJ€aTa TMOJHOKCUITUICHCOPOUTAHA, MONUCOPOATOB, MOJAKCOMEPOB, COJEH
JKEJTUHBIX KHCJIOT, MIMLEPUIIMOHOCTeapaTa, COMOJIMMEPOB STHJICHOKCHIA W MPOMHJICHOKCHAA.
CornacHoO HEKOTOPbIM BapHUAHTAM OCYLIECTBIICHHs MPEICTABJICHHOE B HACTOSILIEM IOKYMEHTE
MOBEPXHOCTHO-aKTHUBHOE BEIECTBO MPEACTABIISET COOOM aypuiicyib(aT HATPHsl.

[00210] INonxopsmue CycneHAUPYIOUIME CPEACTBAa [Jii MPUMEHEHHS] B OINHCAHHBIX B
HACTOSILIIEM TOKYMEHTE TBEPIbIX NO3UPOBAHHBIX (JOpMax BKIIOHYAKOT B cebsi, O€3 OrpaHHyYeHUs],
MOJIUBUHWIMTUPPOJIUIOH, Hamnpumep, NoMuBUHUIIUPponuaoH K12, MmonuBUHUITUPPOIUIOH
K17, nomusununnupponuaoH K25 wnm nonusmamnnupponunon K30, moausTHUIEHINHUKOINb,
HATpUMep, TOJUITUIICHTJIUKOJIb MOKET UMETh MOJIEKYJSIPHYIO Maccy oT npubiusurenbHo 300

no mpubmusutenbHo 6000 wim ot mpubmusurensHo 3350 no mpubnusurensHo 4000, win oT

NPUOJIU3UTENBHO 7000 hi(¢) NpUOTU3UTENEHO 5400, COTIONIUMEP
BUHWJIMTUPPOJIUIOHA/ BUHIIALIETATa (S630), HaTpui KapOOKCHMETHIIIIEIITFOJIO3Y,
METUJILEILTIOJIO3Y, TUAPOKCHITPOITHIMETHIILEIITEOJIO3Y, nosrcopOar-80,

TUAPOKCUBTUIILECIIIFOJIOZY, HanI/Iﬁ AJIbTUHAT, TaKUE€ CMOJIbI, KaK, HAIIpUMEP, TparakaHTOBas
KaM€lb U KaM€Ab aKalluu, ryapoBas KaM€b, KCAHTAHbI, B TOM YHCJIC KCAHTAHOBAasd KaME€lb,
caxapa, TaKUEC NPOU3BOAHBIC LICJIJIFOJIO3bI, KaK, HAIIPUMED, HanPIfI Kap6OKCI/IMeTI/IJ'ILIeJ'IJ'II'OJ'IOSa,

MCTHJILNCJIIKOJIO3a, HanI/Iﬁ Kap6OKCI/IMeTI/IJ'ILIeJ'IJ'IIOJ103a, TUAPOKCUTTPOMUIMETHIILECIIIFOJIO3A,
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TUAPOKCUSTHIILEIUIIONI03a, nojucopOar-80, HATpWsl  albrMHAT, IOJUITOKCHIMPOBAHHBINA
COpOMTAaHMOHOJIAYPaT, MOJU3TOKCHINPOBAHHBIN COPOMTAHMOHOIAYPAT, TOBUIOH U T.II.

[00211] Ionxopsmue aHTUOKCHAAHTBI Il NMPUMEHEHUsT B ONHMCAHHBIX B HACTOSLLEM
JIOKYMEHTE TBEPABIX JIEKAPCTBEHHBIX (POpMax BKIFOYAKOT B cebs, HapuMep, OyTHIMPOBAHHBIN
ruapokcuronyon (BHT), ackopbat Hatpust u Tokodepod.

[00212] Cnenyer mpuHHUMaTh BO BHUMAHHE, YTO CYIIECTBYET 3HAUUTEIbHOE COBIIAJICHUE
MeXay [00aBKaMH, HCIIONb3YEMbIMH B OIMCAHHBIX B HACTOSIIEM JOKYMEHTE TBEPIbIX
JekapcTBeHHbIX (opmax. Takum o00pa3oM, nepeuuciIeHHble BbIlle A00ABKH —CIEAyeT
paccMarpuBaTh Kak IMPOCTO WIUTFOCTPATHBHBIE, & HE OTPAHUYMBAIOLINE THUITbI J0OABOK, KOTOPbIE
MOTYT OBITh BKJIIOUEHBI B OIMCAHHbIE B HACTOSIIEM JOKYMEHTE TBEp/ble JIEKaPCTBEHHbIE
¢dopmbl. KonmuecTBo Takux n00aBOK MOKET OBITH JIETKO OMNPEAENeHO CIELHUATUCTOM B
HacTosIell 00JaCTH TEXHUKH B COOTBETCTBUH C KOHKPETHBIMH JKEIa€MbIMU CBOHCTBAMU.
[00213] CornacHO nApyruM BapuUaHTaM OCYLIECTBJIEHUS OJUH WM HECKOJbKO CJIOEB
¢dapmaLeBTHYECKOI ~ KOMIO3UIMM  IUIACTUQUIMPOBaHbL. B KkadecTBe  MIUTIOCTpALUU,
wiacTUGUKAaTOp, Kak MPaBHIIO, NPEACTaBIsieT COOOH TBEpAOE BEIIECTBO MM JKHIKOCTH C
BBICOKOH Temnepatypoii kunenusi. [logxopsmue miacTugukaTopsl MOTyT ObITh JOOABIEHBI OT
npudmsurensHo 0,01% no npubmmsurensHo 50% mo Macce (B MaccOBOM OTHOIIEHHH)
KOMITO3ULIMH MOKpbITH. [InacTudukaropsl BKIOYAOT B cedst, Oe3 orpaHuueHus, quaTmidranar,
CIIOKHBIE 3(HPBI LUTPATA, MOJUITUJICHTJIMKOJNb, TIULEPUH, AaleTUIMPOBAHHBIC TIIHLIEPHIBL,
TPHUALIETHH, TOJUIPOHIEHTIINKOJIb, MOJUITUICHIJIUKOIb, TPUATHILUTPAT, AUOYTHICE0alMHAT,
CTEapUHOBYIO KHCIIOTY, CT€apoJl, cTeapar U KaCTOpOBOE Maclo.

[00214] IIpeccoBanHbIe TAOJETKU MPEACTABISIIOT COOOH TBEpAbIE JIEKAPCTBEHHBIE (DOPMBI,
NOJY4YEeHHBbIE TPECCOBAaHHEM OOBEMHOH CMECH COCTaBOB, OMHCAaHHBbIX Bbime. CoryiacHo
Pa3JINYHBIM BaPHAHTAM OCYLIECTBJICHHUS MTPECCOBAHHBIE TAOJETKH, KOTOPBIE MPEeIHA3HAYEHBI JJIsI
pacTBOpeHwsI BO PTy, OyAyT BKJIIOYATh B ce€0sl OJJMH MITH HECKOJIBKO apomMaTtu3aTopoB. CorjiacHO
APYTUM BapUaHTaM OCYIIECTBIICHHs NMPECCOBAHHbIC TAOJETKU OyIyT BKIFOYATH B CEOS TUICHKY,
OKPY’KalOIIYI0 KOHEUHYK mpeccoBaHHYK Tabnerky. COrjgacHO HEKOTOPbIM BapHaHTaM
OCYILIECTBJICHHs] TUIGHOYHAsi O0OJIOYKa MOXKET o0ecrednBaTh 3aMEIJIEHHOE BBICBOOOXKIECHUE
Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenunenus 4, Coenunenns S unu CoennHEHUs
6 wu3 cocraBa. CormacHO JpPyrUM BapHaHTaM OCYLIECTBICHUS IUIEHOYHAs OO0OJOYKa
CIOCOOCTBYET HCIOJHUTENBHOCTH MalueHTta (Hampumep, mokpbitus Opadry® miam caxapHoe
nokpeitre). [1nenounsle 060104Kky, BKMouas B ceds Opadry®, kak NpaBUIIO, COCTABISIOT OT
npubmm3utTenbHo 1% no npubmmsutensHo 3% ot maccel Tabnerku. CorjacHo Ipyrum
BapUAHTaM OCYIIECTBJIEHHs MPECCOBAHHBIE TAOJNIETKU BKIIIOYAIOT B C€0Sl OFHO WJIM HECKOJIbKO

BCIIOMOI'aTC€JIbHBIX BCIICCTB.
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[00215] Kamncyna mMoker ObITh MPUTOTOBIIEHA, HANIPUMEP, MyTEM MOMEIIEHUsT 00bEeMHON
cMecu coctaBa Coenqunenus 1, Coequnenus 2, Coequnenns 3, Coenunenus 5 win CoenuHeHUs
6 BHyTpb Karcynbel. COrJacHO HEKOTOPBIM BapHUaHTaM OCYINECTBIIEHHsS] COCTaBbI (HEBOIHBIE
CYCHEH3UH M PACTBOPBI) MOMEIIAIOT B MSTKYIO JKEJATHHOBYIO Kamncyny. COrinacHoO HEKOTOPBIM
BapUAHTaM OCYLIECTBJICHHUS COCTaBbl (HEBOJIHBIE CYCIIEH3UH W pACTBOPbHI) IOMELIAIOT B
JKEJIATMHOBYIO Karcysy ¢ TBepAod obosnoukoil. CoriacHo IpyruM BapuUaHTaM OCYIIECTBIIEHUS
KOMITO3ULIMY NIOMEINAIOT B CTAHAAPTHBIE XKEJIAaTUHOBbBIE KAICYJIbl WJIM HEKEJIATUHOBBIE KaIICYJIbl,
Takue Kak kamncyJsl, conepsxamue HPMC. CornacHo ApyruM BapuaHTaM OCYIIECTBJIEHUS COCTAB
MOMEINAIT BO BCKPBIBAEMYKO KaICyildy, NPUYEM KaICyJy MOXKHO IMPOIJIOTUTH LEJIUKOM HIIH
KalcyJly MOKHO OTKPBbITb M COJEPKUMO€ BbICHINAThb Ha nuiny nepen epou. CormacHo
HEKOTOPbIM BapUaHTaM OCYLUECTBJICHUs TEPaleBTUYECKass MA03a MJEIUTCSI Ha HECKOJIbKO
(HarmpuMep, nBe, TpU WK deTbipe) Karcys CoriiacHO HEKOTOPhIM BapHaHTaM OCYIIECTBJICHHUS
BCsI 1032 COCTaBa JOCTABJISIETCS B (hOpMeE KarCyJI.

[00216] CornacHo pa3nuuHBIM BapHaHTaMm ocyuiecTBieHust dactuubl CoenuHeHus 1,
Coenunenus 2, Coenunenus 3, Coenunenus 4, Coenunenus 5 unu CoenuHeHHs 6 U OJHOIO WIIH
HECKOJIbKMX BCIIOMOTaTEJIbHBIX BELIECTB CMELINUBAIOT B CYXOM BHUJIE€ U CIIPECCOBBLIBAIOT B MAacCCy,
TaKyl Kak Ta0JIeTKa, UMEIIIYK AOCTATOYHYIO TBEPAOCTb IJIS MOJNy4YeHUs (papMaLeBTHYECKOM
KOMITO3MLIMH, KOTOpAasi MO CYLIECTBY PAclafaercst B TEYEHHE MeHee ueM NpuOIM3uTensHo 30
MHHYT, MEHEee 4eM MPUOIM3UTENbHO 35 MUHYT, MeHee ueM npuoan3uresbHo 40 MUHYT, MEHee
yeM mNpUOSU3UTENBbHO 45 MHMHYT, MeHee dYeM MNpuOam3uTeapbHO S50 MUHYT, MeHee ueM
NpUOJIU3UTENBHO 55 MUHYT WM MEHee 4eM NMpUOIU3UTEeNbHO 60 MHHYT TOCIE MepOpaibHOrO
BBEJICHUSI, TEM CAMbIM BBICBOOOXK/1asi COCTAB B XKEJIy JOYHO-KUIIEYHYIO YKHIKOCTb.

[00217] CornacHo Apyromy acmekTy JIeKapCTBEHHbIE (POPMBI MOTYT BKJIIOYATh B CeOsI
MHUKPOKAICYJIHpPOBaHHbIe cOCTaBbl. COrJacCHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUS OAUH UJIH
HECKOJbKO  JIPYrMX  COBMECTUMBIX  MaTe€pHaJOB  NPUCYTCTBYIOT B MarTepuale
MHKpPOKAINCyIMpoBaHus. MIUTIOCTpaTUBHBIE MaTepUasibl BKJIIOUYAKOT B cedst, 0e3 orpaHuveHus,
monudukaropsl pH, ycHIUTENnu 3po3WH, NMEHOTaCUTENH, AHTHOKCHUAAHTBI, apOMAaTHU3aTOPBI U
MaTepUANbI-HOCUTENIN, TakKhe Kak CBI3yIOLUEe BeLeCTBa, CYCHEHAUPYIOIIHUE CPEeACTBa,
Pa3PBIXJIMTENN,  HAMOJHUTENH, IOBEPXHOCTHO-AaKTUBHBIE  BEIIECTBA,  CONOOMIM3ATOPBI
CTa0MIIN3aTOPBI, CMA3bIBAIOIINE BEIECTBA, CMAYMBAIOIIHNE CPEICTBA U pa30aBUTENH.

[00218] Marepuanpl, TNPUMEHUMBbIE [Jii OMNUCAHHOTO B HACTOALIEM JIOKYMEHTE
MHUKPOKAICYJIUPOBAHUS, BKJIIOYAIOT B cedsi marepuansl, coBmectumble ¢ CoenuHeHuem 1,
Coenunenvem 2, Coenmunenuem 3, Coemunenuem 4, Coemunenuem 5 wnu CoemuHeHHEM 6,
KOTOpbIe B AoctatoyHou creneHu Boinesitor Coennnenue 1, Coenunenue 2, CoennHeHue 3,

Coenunenue 4, Coenunenue 5 unu CoenuHenue 6 U3 ApPyrUuX HECOBMECTHUMBIX HAMOJHUTENEH.
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Marepuansi, coBmectumbie ¢ Coenunennem 1, Coenunennem 2, Coenunenuem 3, CoequHeHUEM
4, Coemunennem 5 wm CoenuHeHneM O, TPEACTABISIOT COOOH MaTepHalbl, KOTOPbIE
3amep:kuBaroT BbicBOOOkHeHue coenuneHuit Coenmnenusi 1, Coenunenus 2, CoenuHenus 3,
Coenunenus 4, Coenunenus S unu CoenuHenus 6 in vivo.

[00219] HNnnroctpaTuBHBIE MaTepHaNbl Ui MHUKPOKAICYJIUPOBAHUS, NPUMEHUMBIE IJIs
3aMeJIEHHs BBICBOOOKAEHUSI COCTABOB, BKJIFOUasi B ce0sl OMUCAHHBIE B HACTOALIEM IOKYMEHTE
COEJIMHEHMUS, BKJIFOYAIOT B ceOs, 0e3 OTrpaHUYEHUH, MIPOCThBIE 3¢upsl
ruapokcurnponunuesnonossl (HPC), Takue kak Klucel® uwnu Nisso HPC, Hu3KO3aMeleHHbIE
MPOCThIE a¢upsr TUAPOKCUTIPOTHIILIEIUTFOJIO3BI (L-HPC), MPOCThIE 3¢upsl
ruapokcunponunMeTuaenmonossl (HPMC), Takue xax Seppifilm-LC, Pharmacoat®, Metolose
SR, Methocel®-E, Opadry YS, PrimaFlo, Benecel MP824 u Benecel MP843, monumepsl
METHJIENTIONO3bI, Takue kak Methocel®-A, amerarcreapar THAPOKCHIPONIIMETHIIEIIIOIO3bI
Aqoat (HF-LS, HF-LG, HF-MS) u Metolose®, srumemmonossl (EC) u UX cMecH, Takue Kak
E461, Ethocel®, Aqualon®-EC, Surelease®, momusunmnossii cupt (PVA), Takoii kax Opadry
AMB, THUPOKCHITHILELTIONO3bI, Takue kKak Natrosol®, kapOOKCHMETHJIENTON03bl M CONH
kap6okcumeTumentonos (CMC), Takue kak comomumepbl Aqualon®-CMC, MOTMBHHUIOBbI
CIUPT ¥ TONMITHJIEHTIMKonb, Takme kak Kollicoat IR®, monormuuepumsr (Myverol),
tpurmuuepuasl  (KLX), MNOMMAITHISHTIMKOMN, MOIU(PHUIIMPOBAHHBIA MHUINEBOH  Kpaxmal,
AKPUJIOBBIE MOJUMEPBl M CMECH aKPHJIOBBIX MOJIMMEPOB € d(HpamMu IEJUTIOJIO3bI, TAKUMH Kak
Eudragit® EPO, Eudragit® L30D-55, Eudragit® FS 30D Eudragit® 1100-55, Eudragit® L100,
Eudragit® S100, Eudragit® RD100, Eudragit® E100, Eudragit® L12.5, Eudragit® S12.5,
Eudragit® NE30D u Eudragit® NE 40D, aueratdranar nemmonossl, sepifilm, Takue kak cmecu
HPMC u creaprHOBOI KUCIOTBI, HUKJIOAEKCTPUHBI U CMECH 3TUX MaTEepUAJIOB.

[00220] CornacHo napyruM BapHaHTaM OCYINECTBIEHHUS TaKHE IUIACTU(UKATOPBL, Kak
MONUATUJIEHTIIMKOINHY, Hanpumep, [121-300, IT31-400, I131-600, T13I'-1450, IT2I-3350 u I13I'-
800, cTeapuHOBasi KUCJIOTA, MPOIUJICHIJIUKOJb, OJIEMHOBASI KUCJIOTA M TPUALIETHH, BKJIIOYEHBI B
COCTaB Marepuaia AJisi MUKpokarcyauposaHus. CoOriacHO JApyruM BapHaHTaM OCYILECTBJICHMUS
MaTtepuag Uil MHKDPOKAICYJUPOBAHHS, TPUMEHUMBIA U1  3aJE€PKKH  BBICBOOOXKIEHUS
dapmanesrrnueckux kommno3uumi, orHocutcs K USP wnu National Formulary (NF). Cornacao
eme APYruM BapUaHTaM OCYILIECTBICHHs MaTepHal JJIsi MUKPOKAICYJIHMPOBAHUS MPENCTABISET
coboit Klucel. CornmacHo eme napyruM BapuaHTaM OCYIIECTBJICHUsS MaTepuana  JJist
MHKPOKATCYJIUPOBAHUS MPENCTABISIET COO0I MeTOLEN.

[00221] MukpoxkancynupoanHoe Coenaunenue 1, Coenunenue 2, CoenuHeHue 3,
Coenunenue 4, Coenunenue 5 win CoenuHeHue 6 MOXKET OBITh COCTABJIIEHO CIOCOOAMH,

HU3BCCTHBIMH CIICHHUATIUCTY B HaCTOﬂH_Ieﬁ oOsactTu TeXHUKH. Takue H3BECTHBIE CIIOCOOBI



66

MPEeNyCMaTPUBAIOT, HAMPUMEP, MPOLECCHl PACHBUIUTEIBHON CYIIKH, MPOLECCHl PACTBOPEHUS C
BpAIAIOLIIUMCST  THCKOM, TIPOLECChl HAHECEHWs pacIjiaBa, CIOCOOBI  PaCHbLIUTEIBLHOTO
OXJIAKIEHUS, TICEBIOOKIDKEHHBIH CJIOW, SJIEKTPOCTATHUECKOE OCAKIEHHUE, LEHTPOOEIKHYIO
SKCTPY3UI0, BpalIaTENbHOE pa3/esieHne CYCIEeH3WH, TMOJUMEPU3ALMI0 Ha TPaHUIE pas3zena
JKUAKOCTB-Ta3 UK TBEPJOE BELIECTBO-Ta3, SKCTPY3HIO JABJIEHUEM WU PACTIBUTUTENBHYIO BAHHY
JUIsl 3KCTPAKIMU pacTBOpUTesNieM. B nomosHeHWe K 3TOMYy MOTYT TakKe HCIOJIb30BaThCS
HECKOJIbKO XUMHYECKHX CIIOCOOOB, HampuMep, KOMIUIEKCHAsi KOalepBalus, HCIapeHue
pacTBOpUTENS, TOJUMEP-TIOIMMEPHAsT HECOBMECTHUMOCTh, Mex(a3Hasi TNOoJuMepu3anus B
KUIKUX Cpenax, MOoJuMepu3alus in situ, CymKa B JKHUAKOCTH U JECOJbBATALMS B SKHIKUX
cpenax. Kpome Toro, Takxke MOryT OBITH HCIIOJNIB30BAHBI IPYyrU€ CIIOCOOBI, TaKHe Kak
BaJIbIICBAHUE, SKCTPY3Hst/CPepOoHn3aLsi, KoallepBalus Wik HAaHECEHNEe HAHOYACTHL.

[00222] CormacHo onHOMY BapuaHTy ocyuiectsieHuss dactuipl CoeauHeHus 1,
Coenunenuss 2, Coemnunenusi 3, Coenunenus 4, CoemuHenuss S5 wuaum CoenuHeHuss 6
MHUKpPOKATCYJIUPYIOT Mepesl TeM, Kak COCTaBUTh B ONIHY M3 yKa3aHHbIX Bbilie Gopm. CormacHo
ele OJHOMY BapHAHTY OCYIIECTBJICHHS HEKOTOpPble WM OOJBIIMHCTBO YaCTHUI] MOKPHIBAIOT
nepen AalbHEHIIMM COCTaBJIEHUEM C HCHOJIb30BAHWEM CTaHAAPTHBIX MPOLEAYP HAHECEHUs
MIOKPBITHS, TAKUX Kak onrcaHHbie B Remington's Pharmaceutical Sciences, 20th Edition (2000).
[00223] CornacHO pyrum BapuaHTaM OCYIIECTBJIEHUS TBEPAbIE JIEKAPCTBEHHbIE COCTABbI
Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenunenus 4, Coenunenns S uau CoennHEHUs
6 mnacTuuuupyroT (MOKPBHIBAIOT) OAHUM WM HECKOJBKHUMH CJIOSIMH. B kadecTse
WITIOCTpAlKY, TUIacTU(UKATOP, KaK TPABUIIO, MPEACTaBisieT cOOOH TBepAOe BELIECTBO HWJIH
JKUIKOCTb C BBICOKOH TemmepaTypoil kunenwus. [lomxomsinue miacTuGuKaToOpbl MOTYT OBITh
nobasneHbl B KojuuecTBe OoT mpuOmmsutensHo 0,01% no mpubmusutensHo 50% mo macce (B
MAacCOBOM OTHOIIEHUH) KOMMO3WIUHU MOKpbITUs. [lnacrudukaroper BkIOYArOT B cebs, Oe3
OTPaHUYEHUH, IUATHI(TANAT, CIOXKHBIE 3(QUPBI LUTPATA, MOJHUATUICHTIIUKONb, TIHUIEPHUH,
AlETUWINPOBAHHBIC TIHLEPUb], TPUALECTUH, TMOJUIPONMUICHTIIUKOb, TOJUSTUIIEHTJIUKOIb,
TPUSTHIILUTPAT, AUOyTUIICeOALIMHAT, CTEAPUHOBYIO KHUCJIOTY, CTEapoJj, CTeaparT U KacTOPOBOE
Maco.

[00224] CornacHo ApyruM BapuaHTaM OCYINECTBIICHUS MOPOLIOK, CONEPIKAIINI COCTABBI C
Coenunenvem 1, Coenunenuem 2, Coemunenuem 3, CoemunHenuem 4, CoeguHeHHEM S5 WIH
CoenunenneM 6, MOXeT OBITb COCTABJIEH TaK, YTOOBI BKIIFOYAaTh B CeOsl OMUH WU HECKOJBKO
(hapMaLleBTHYECKUX BCIIOMOTATENIbHBIX BEIIECTB M apOMAaTHU3aTOPOB. Takoil MOPOIIOK MOKET
ObITh MPUTOTOBJICH, HANpPUMeEp, TMyTeM CMENIMBAaHUS COCTaBa U  HEOOs3aTeNbHBIX
(dapMaLleBTHYECKUX BCIIOMOTATEIbHBIX BEINECTB UIsi OOpa30BaHUST KOMIIO3UIMH B BHUJE

00BEMHOI CMECH. I[OHOJ'IHI/ITGJ'II:;HI:;IG BapHUAHTbl OCYLICCTBJICHUSA TAKXE BKIIKOYAOT B cebst
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CYCHEHIUPYIOIIee CPENCTBO W/MIIM CMAaYHMBAIOLIEe CPEACTBO. JTa OOBEMHAsE CMECh PABHOMEPHO
NO/Ipa3/ieNIsieTCss Ha YIAKOBKY B BHJAE OJHOKPATHOW JO3UPOBKH WM MHOTOZO30BbIE
YIaKOBOYHBIE €TUHHLIBL.

[00225] CornacHo ele APyrUM BapUaHTaM OCYLIECTBJIEHUs LIMIy4YHE MOPOLIKU TaKXKe
MOJIy4al0T B COOTBETCTBUH C HACTOSIIUM packpbiTheM. Illunyune conu ObUTH HMCIONB30BAHBI
IJIsl AMCTIEPTUPOBAHUST JIGKAPCTBEHHBIX CPEACTB B BOAE Ui MEPOPATBHOrO MPUMEHEHHS.
IMMunyune coau MPEACTaBISIOT COOOH TrpaHyibl MM TpyOble TOPOIIKH, COAEpIKalIne
JIEKapCTBEHHOE CPEACTBO B CYXOM CMeCH, KaK MPaBHJIO, COCToALIeH n3 OukapOoHaTa HaTpws,
JIMMOHHOMW KMCJIOTBI M/WJIM BUHHOHN KUCIOTHL. Korna conu onucaHHbIX B HACTOSIILEM TOKYMEHTE
KOMIIO3ULIMIA OOABIAIOT K BOJE, KHUCIOTBI M OCHOBAHWE pPEArupylOT C BbIICJICHHEM
razoo0pa3HOro JUOKCHIA YIJIEpOJa, BbI3bIBas TeM cambIM "mumnydecTs". IIpumeps! mumydnx
coJsieli BKJIIOYAIOT B ce0si, Hanmpumep, CIeAyIoIIue HHIPEIUeHTbl: OMKapOOHAT HATPHUS HITH CMECh
OukapOoHaTa HaTpus U KapOOHATA HATPUS, TUMOHHYIO KUCIIOTY W/MJIM BHHHYIO KUCIOTY. JIro6as
KOMOMHAIMS KUCJIOTAa-OCHOBAHME, KOTOpAasi MPUBOAMT K BBICBOOOKIEHHIO JUOKCUZA YIIIEPOAa,
MOXKET HCIIOJIb30BaThCs BMECTO KOMOMHAImH OukapOOHaTa HATpHsl, JIMMOHHOH WM BHUHHOW
KUCJIOT, MPU YCJIOBUH, YTO MHIPEAMEHTHI MPUTOAHBI Ui (PapMaLeBTUYECKOrO MPUMEHEHHs U
xapaktepusyrores: pH npubnusurtensHo 6,0 uinu Beie.

[00226] CornacHO HEKOTOpPBIM BapHaHTAaM OCYLIECTBJICHUS OIHMCAHHbIE B HACTOSIIEM
IOKYMEHTE TBepAble JieKapCTBEHHbIE (POPMBI MOTYT OBbITH COCTABIICHBI B BHIE MEPOPAbHBIX
JIEKapPCTBEHHBIX (DOPM C OTCPOYEHHBIM BBICBOOOXKIEHHEM, MOKPHITHIX JHTEPOCOIIOOUIBHOM
000JIOUKO#, T.e. B BHIE MNEPOPATBHON JIEKAPCTBEHHOW (DOPMBI OMUCAHHOW B HACTOSIIEM
IOKyMeHTe (papMalleBTUYECKOH KOMITO3ULMH, KOTOpasi HCIOJNb3YEeT HSHTEPOCOTHOOMIbHOE
MIOKPBITHE, YTOOBI BJIMSITH HAa BBICBOOOKIEHHE B MAJIOM KHIIEYHHKE SKENYAOYHO-KUIIEYHOTO
Tpakra. JlekapcTBeHHas: popma ¢ FIHTEPOCOTFOOMIBHBIM TTOKPBITHEM MOKET MPENCTABIISTH COOOI
NPEeCCOBaHHYI0 WM (POPMOBAHHYIO WM SKCTPYAMPOBAHHYIK TabneTky/mpecc-hopmy (cC
MOKPBITHEM WM O€3 TMOKPBITHsI), COAEPIKAIIYI0 TPAaHYJIbl, MOPOIIOK, MEJUIEThI, IAPUKU HJIH
YaCTHLbI AKTHBHOTO HHIPEIUEHTA W/ OPyrde KOMIIOHEHThI KOMIIO3UIIMU, KOTOpPbIe CaMH
SIBJSIFOTCS.  TIOKPBITBIMH ~ MJIM  HEMOKPBbITbIMU. [lepopanbHasi —jekapcTBeHHas (dopma ¢
SHTEPOCOIOOMIIBHBIM MMOKPBITHEM MOXKET TaKXKe MPEACTaBIATh COOOH Karcyny (C MOKpbITHEM
win Oe3 MOKPBITHS), CONEPIKALIYIO TMeJUIEThI, [IAPUKH WM TPaHYJIbl TBEPAOrO HOCHUTENS HJIH
KOMITO3HMLIUH, KOTOPBIE CAMH SIBJISIFOTCS TOKPBITBIMH MJIH HETTOKPBITHIMH.

[00227] HUcnonp3yemblii B~ HACTOSIIEM  JOKYMEHTE  TEPMHUH  "OTCPOUYEHHOE
BBICBOOOKIEHHE" OTHOCUTCS K TOCTAaBKE, TaK YTO BBICBOOOKIEHUE MOKET OBITh OCYIIECTBIIEHO
B HEKOTOPOM, Kak MPaBUIIO, MPEICKa3yeMOM MeCTe B KHIIEYHOM TpakTe, Oojiee JUCTAIbHOM MO

CPAaBHEHUIO C Te€M, KOTOpPOe ObUIO OBl JOCTUTHYTO, €Clii Obl He ObLIO HUKAKMX H3MEHEHUM
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OTCPOYEHHOTr0 BBICBOOOKAEHHs. COrIaCcCHO HEKOTOPBIM BAapUAHTaM OCYLIECTBIEHHS CIIOCOO
3alIep’KKH  BBICBOOOXK/IEHUS] TPEACTaBIsieT CcOoOOH mokpeiTHe. JI0Oble TMOKPBITHS CIIENyeT
HAHOCHUTb A0 JOCTATOYHON TOJIINHBI, YTOOBI BCE MOKPBITHE HE PACTBOPSUIOCH B JKENYOYHO-
KUIIEYHBIX KUAKOCTAX mpu pH Hmwke npubmmsurensHo S5, HO pactBopsuiock npu pH
npubnu3uTensHo 5 u Bbime. Okupaercs, 4TO JFOOOH AHMOHHBIA MOJMMEp, MPOSBISFOIINI
sapucamuii  or pH mnpodume pacTBOpUMOCTH, MOXHO HCIOJB30BaTh B  KauecTBe
SHTEPOCONIIOOMIIBHOTO TOKPBITHS B ONHCAHHBIX B HACTOSINEM JOKYMEHTE crocodax u
KOMIO3ULMSX, JUIsl AOCTH)KEHMsI TOCTaBKU B HIDKHUH OTAEN SKEIyAOYHO-KMIIEYHOrO TPaKTa.
CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBJIEHUS ONMCAHHbIE B HACTOSALIEM JOKYMEHTE
NOJMMEpPbl NPEACTABISIIOT COOOH aHMOHHBIE KapOOKcHibHBIE monuMepbl. CorniacHO APyrum
BapMaHTaM OCYILECTBIECHUS MOJIMMEPbl U UX COBMECTHUMBIE CMECH M HEKOTOpbIE UX CBOMICTBA
BKJIFOYAIOT B ce0s1, 0€3 orpaHu4eHus:

[00228] [lennak, Tak»e Ha3bIBAEMbIN OYHIIEHHBIM JIAKOM, KOTOPBIN MPEICTaBIsieT COOOH
padhMHUPOBAHHBIN MPOAYKT, MOJYUYEHHBIA U3 CMOJIMCTON CEKPELIMA HACEKOMOTO. DTO MOKPITHE
pactBopsiercs B cpene ¢ pH >7,

[00229] AKpHUIIOBBIE IOJUMEPBI. XapaKTePUCTUKU aKPUJIOBBIX MOJIUMEPOB (TIPEX/E BCETO
UX PpAaCTBOPHMOCTb B OHOJIOrMYECKHX >KUAKOCTAX) MOIYT BapbHpPOBaThb B 3aBHCUMOCTU OT
CTeNeHU U THUMa 3ameuieHus. [IpuMepsl MOAXOASINX AKPUIOBBIX MOJUMEPOB BKJIIOYAIOT B ce0si
COTOJIMMEPBI METAKPUJIOBOM KHUCJIOTHI U COMOJIMMEpPbI MeTakpriata ammonusi. Eudragit cepun E,
L, S, RL, RS u NE (Rohm Pharma) nocTymnHsl B BHIE CONOOMIN3UPOBAHHBIX B OPraHHUECKOM
pacTBopuTene, BOTHOW aucnepcun winu cyxux nopomkax. Eudragit cepuit RL, NE u RS
HEPAaCTBOPUMBI B >KEIyAOYHO-KHIIEYHOM TPaKTe, HO MPOHULIAEMBbI U HCIOJB3YIOTCS TJIABHBIM
oOpaszom anisi HanenuBaHus B ToscToi kumke. Eudragit cepum E pacTBopsiroTCS B Kenmyake.
Eudragit cepun L, L-30D u S HepacTBOPUMBI B JKEJIyAKE U PACTBOPSIFOTCS B KHIIEUHUKE,

[00230] ITpousBoaubie nemtro03bl. [Ipumepamu NOAXOAAIMX MPOU3BOIHBIX LETHOI03bI
SIBJISTEOTCS. STWJILEJUTION03a; PEAKIIMOHHBIE CMECH HETIOJIHBIX aLETATHBIX 3(HUPOB LEIJUTFOJIO3bI C
¢raneBbiM aHTHAPUIOM. [IpON3BOAUTENEHOCTD MOXKET BAPbUPOBAThH B 3aBUCHIMOCTH OT CTETICHU
u tuna 3amemienus. Anerardranar neunonodsl (CAP) pacrBopsiercst mpu pH >6. Aquateric
(FMC) nmpexncrasnsier co0oii crucTeMy Ha BOOHOW OCHOBE U MPEICTABIISIET COOOH BBICYIIEHHBIH
pacnbuieHneM CAP monumepHoro mceno3ofs ¢ yactuuamu <l MkM. Jlpyrue KOMIIOHEHTHI B
Aquateric MOTYT BKJIIOUaTh B Ce0sl TUTyPOHHMKH, TBUHBI M alETHJIMPOBAHHBIE MOHOTJIHLIEPHIIBL.
Jlpyrue monmxopsiue MPOU3BOAHBIE LEJUTFOJIO3bI BKJIOYAOT B ce0s | TPUMEIUIMTAT alerara
LEJUTEOJIO3bI (Eastman); METHIILIEIUTIOJIO3Y (Pharmacoat, Methocel); ¢ranar
rugpokcunpormuaMeTHeuoyio3bl (HPMCP); cykuuHAT TUAPOKCUIPONMUIMETHIIIEIITIO O3B

(HPMCS) n anerarcyKuumHaT THAPOKCHIpONUIMETHINeuEono3bl (Hanpumep, AQOAT (Shin
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Etsu)). XapakTepucTHKN MOTYT BapbHUpOBaTh B 3aBUCHUMOCTH OT CTENEHH M THUIA 3aMEINEHUs..
Hanpumep, nogxonst HPMCP, takue kak HP-50, HP-55, HP-55S, HP-55F. Xapakrepuctuku
MOTYT BapbHPOBATh B 3aBUCHMOCTH OT CTENEHU M TUMa 3amelneHus. Hampumep, mopxonsine
COpTa ameTaTcyKUMHATa THUAPOKCHIIPONMIMETWILEIUIFONO3bI  BKIKOYAlOT B cebs, 0Oe3
orpannuenusi, AS-LG (LF), xoropsiii pactBopsiercs mpu pH 5, AS-MG (MF), xortopsrit
pacteopsiercs ipu pH 5,5, 1 AS-HG (HF), koTtopsrii pactBopsiercst npu 6omee BbicokoM pH. Ot
NOJMMEpPhl TPEANIarafoTCsl B BUAE TIPaHYJ WM TOHKHMX ITOPOIIKOB JJIsi BOAHBIX JHCIEPCHIL,
noymusuHuianerardramar (PVAP). PVAP pacteopsiercs mpu pH >5 u ropasgo menee
NPOHULIAEM JIJIsl BOASIHOTO Napa U JKENyIOUHBIX SKUIKOCTEH.

[00231] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUs MOKPBITUE MOXKET COAEPIKATh
U, KaK MPaBUJIO, COAEPKUT IUIACTU(UKATOP U, BO3MOXKHO, JPYTUe BCIIOMOTATENbHbIE BEIECTBA
NOKPBITHS, TAKME KAaK KPAaCHUTENH, TaJbK W/WJIM CTeapaT MarHus, KOTOPble XOPOLIO U3BECTHBI B
Hactosimmelt  oOnactu TexHuku. [lopxomsime miuacTUGUKATOPBI  BKIKOHYAIOT B cebs
tpuwyTunuutpar (Citroflex 2), TpuauetuH (TTHLUEPUITPHALIETAT), ALETHUITPUITHILUTPAT
(Citroflec A2), Carbowax 400 (mommstunenrnukons 400), nudTHApTANIAT, TPUOYTHILMUTPAT,
ALIETHJIMPOBAHHBIE MOHOTJIMLIEPUIBI, TIULEPUH, 3(UPBI KUPHBIX KHCJIOT, MPOMHJIEHIJIUKOIb U
aubyrundranar. B yactHOCTH, aHHOHHBIE KapOOKCHIIbHBIE aKPHUJIOBBIE TIOJIMMEPHI, KaK MPAaBUIIO,
comepxkat 10-25 mac.% mmacrudukaropa, ocobeHHO AUOYTHI(TANAT, MOJUSTUICHIIIUKOID,
TPUSTWIILUTPAT U TpuUaueTHH. JUJisi HaHECeHUs TMOKPBITHH HCIONB3YIOTCS OOBIMHBIE CHOCOOBI
HAHECEHMs] TIOKPBITUH, TaKWe KaK paclbUIEHHEe WIH OPaXKHpPOBaHWE. TOJNIIMHA TOKPBITHS
JOJIKHA OBITH TOCTATOYHOMN IS 0OecrieueHus: TOro, YToObl epopabHasi JJeKapcTBeHHas Gopma
OCTaBaJIaCh HETPOHYTOH IO TEX MOp, MOKa He OyleT NOCTUTHYT KeJaeMblil y4acTOK MECTHOH
JIOCTaBKH B KHIIEYHOM TPAKTE.

[00232] Kpacutenu, cpeacrBa ajil yCTPAaHEHMs] KJIEHKOCTH, MOBEPXHOCTHO-aKTHBHBIE
BEIECTBA, MEHOTACHTENH, CMA3bIBAIOLINE BellecTBa (Hampumep, kapHayOckuil Bock wiu 119000)
MOTYT ObITb J00aBJIEHBI K TMOKPBITHSIM I[OMHMO IUIACTU(UKATOPOB MJISI PACTBOPEHUS MU
IVCTIEPTUPOBAHMS MaTepHaja MOKPBITHS, & TAKXKe IS YIIYULISHHUs] XapaKTePUCTUK TIOKPBITHS U
MPOIYKTA C TIOKPBITHEM.

[00233] CornacHo JApyruM BapuaHTaM OCYLIECTBIIEHHs ONMCAHHbIE B HACTOSIIEM
JOKYMEHTE COCTaBbl, KOTOpbIe BKIIIOUaroT B cebst Coenunenue 1, Coenunenue 2, Coenunenue 3,
Coenunenve 4, CoenunHenne 5 wmm CoeauHeHHWe O, JOCTaBJSIIOTCS C  HMCIIOJb30BaHUEM
JEKapCTBEHHOH (OPMBI C MYyJNBCHPYIOIIUM BBICBOOOKAEHHEM. JlekapcTBeHHass ¢opma ¢
NyJBCUPYIOLINM BBICBOOOXKIEHHEM CMOCOOHA O0ECNeunTh OAMH WIIM HECKOJBKO HMIYJIBCOB
HEMEIUICHHOTO BBICBOOOKACHHSI B 3apaHee ONpeAeNiCeHHble MOMEHTBl BPEMEHH II0CIHe

KOHTPOJUPYEMOIO BPEMEHH 3aAEPKKU WU B ONPEAENEHHBbIX MecTax. MHOrue Ipyrue THUIIbI
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CHCTEM C KOHTPOJHPYEMbIM BBICBOOOIKAEHUEM M3BECTHBI CIIELMAIMCTAM B HacToseil odaactu
TEXHUKU U MOAXOAAT Ul NMPUMEHEHMs] C ONMCAHHBIMH B HACTOSIIEM JOKYMEHTE COCTABAMU.
IIpumepsl TakMX CHUCTEM MOCTaBKM BKIIOYAIOT B ce0s, HAampuMep, CHUCTEMBI HAa OCHOBE
MOJUMEPOB, TAaKH€ KAk IOJUMOJIOYHAs M MOJMUIVIMKONEBass KHUCJIOTA, MOJUAHTUAPUIBI U
MOJIMKAINPOJIAKTOH, TOPUCTbIE MAaTPHULbl, CHUCTEMbl HA OCHOBE HEIOJMMEPOB, KOTOpBIE
NPEACTABISIIOT COOOH JUMUABIL, BKJIIOYAsi B ceOsl CTEPUHBI, TAKHE KaK XOJECTEPUH, CIIOJKHBIE
3¢upbl XOJeCTepUHA U JKUPHBIE KHUCIOTBI, UM HEHTpaNbHbIE KUPBI, TaKWe KaKk MOHO-, AU- U
TPUTJULEPUADL, TUAPOTeeBble CUCTEMbl BBIJEJICHUsSI, CHUJIACTUKOBBIE CHCTEMbI, CHUCTEMbl Ha
OCHOBE TMENTHIOB, BOCKOBBbIE IOKPBITHs, OHOpaspylIaeMble JIEKapCTBEHHbIE (POPMBI,
NPECCOBAHHbBIE TAOJIETKU C UCIOJIb30BAHUEM OOBIUHBIX CBSI3YIOLIUX BellecTB U T.1. CMoTpuTe,
Harpumep, Liberman et al., Pharmaceutical Dosage Forms, 2 Ed., Vol. 1, pp. 209-214 (1990);,
Singh et al., Encyclopedia of Pharmaceutical Technology, 2" Ed., pp. 751-753 (2002); maTeHTb!I
CIIA Ne 4327725, 4624848, 4968509, 5461140, 5456923, 5516527, 5622721, 5686105,
5700410, 5977175, 6465014 u 6932983, kaxablii U3 KOTOPBIX CIELHUAIBHO BKJIIOYEH
MOCPEACTBOM CCBUIKU.
[00234] CormacHO  HEKOTOPbIM  BapuUaHTaM  OCYLIECTBJEHHMs  IPEAyCMOTpPEHBI
(apmarieBTHUECKHE COCTABbI, KOTOPbIE BKIIOUAIOT B ceOst yactuipl Coennnenus 1, CoequHeHMs
2, Coenunenus 3, Coenunenus 4, Coequnenus 5 unu CoenunHeHus: 6, Mo MeHbIIEH Mepe OIHO
IUCTIEPTUPYIOINee CPEACTBO WM CYCIEHIAUPYIOIIee CPENCTBO Ui MEepOpajibHOTO BBEIEHUS
cyObexTy. KoMno3uumu MoryT npeacTaBisiTe COOOH MOPOIIOK W/ MK TPaHyJIbl il CYCIIEH3UH, U
MOCJIE CMELTUBAHUS C BOJOM MOIy4aeTcs MO CYIIeCTBY OAHOPOAHAS CYCIEH3HSI.
[00235] Cnenyer mnpuHHUMaTh BO BHHUMAHHE, YTO CYLIECTBYET IMEPEKPBITHE MEXAY
NePEYUCIICHHBIMHU BbIIIEe TO00ABKAMH, MCIOJIb3yEMbIMH B BOAHBIX AUCIIEPCUSX WIIH CYCIECH3HSIX,
ONMHUCAHHBIX B HACTOSIIEM IOKYMEHTE, NOCKOJIbKY NaHHas No0aBKa YacTO KJIACCU(PULMPYETCs
NO-Pa3HOMY PA3JIMYHBIMH CIELHUAIUCTAMH B HACTOSIIEH OOJACTH TEXHUKH WM, KaK MPaBUJIO,
NpUMEHsIeTCsl T JIF0OOH M3 HECKOJIbKUX pas3HbIX (QyHKIMHA. Takum o0pasoMm, mepeunciieHHbIe
BBILIIE TOOABKHU CJIEAYET PacCMaTPUBATh KaK MPOCTO MIUIOCTPATUBHBIC, 3 HE OrPAaHUYUBAIOIINE
TUNBI 100ABOK, KOTOPBIE MOTYT OBbITh BKJIFOUEHBI B OMNHCAHHBIE B HACTOSIIEM IOKYMEHTE
coctaBbl. Konn4yecTBO Takux 10OAaBOK MOXKET OBbITh JIETKO OIPEAENEHO CIHELHATICTOM B
HacTosIIIel 00JacTH TEXHUKH B COOTBETCTBUH C KOHKPETHBIMH JKETa€MbIMU CBOHCTBAMH.
Pe:xxuMbl 103U pOBaHUS U JIeYeHUSI
[00236] CornacHO HEKOTOpPbIM BapuUaHTaM oOcCyllecTBieHUs KojuuecTBo CoenuHeHus I,
Coenunenus 2, Coenunennst 3, Coenunenust 4, Coequnenus 5 wim CoenuHeHus 6, KOTOpoe
BBOJSIT MJICKOIUTAIOIIEMY, COCTaBJISIET OT MpHOIm3uTensHo 0,5 Mr/aeHbp 10 mpuOIH3UTENHEHO

1000 mr/nens. CoracHO HEKOTOPBIM BapUaHTaM OCYINeCTBJIeHHs KojmuecTBO Coenunenus 1,



71

Coenunenus 2, Coenunenus 3, Coenunenust 4, Coequnenus S wimn CoenuHeHus 6, KOTOpoe
BBOJISIT MJICKOITUTAIOLIEMY, COCTABIISIET OT MPHUOIN3UTENbHO | Mr/meHsb 1o npudmusureabao S00
mr/neHb. COrJIaCHO HEKOTOPBIM BapHaHTaM oOcyliecTBieHuss konudectBo CoenwHenus 1,
Coenunenus 2, Coenunenus: 3, Coenunenust 4, Coequnenus S5 win CoenuHeHus 6, KOTOpoe
BBOJISIT MJIGKOITUTAIOLIIEMY, COCTABJISIET OT MPHUOIU3UTENBHO 2 MI/IeHb 10 pudausuteabao 400
mr/neHb. COrJIaCHO HEKOTOPBIM BapHaHTaM oOcyliecTBieHuss konudectBo CoenmHenus 1,
Coenunenus 2, Coenunenus 3, Coenunenust 4, Coequnenus S5 win CoenuHeHus 6, KOTOpoe
BBOJSIT MJIGKOITUTAIOLIIEMY, COCTABJISIET OT MPHUOIU3UTENBHO 5 Mr/aeHb 10 npudiausuteabao 300
mr/neHb. COrJIaCHO HEKOTOPBIM BapHaHTaM ocyliecTBieHus konudectBo CoenmHenus 1,
Coenunenus 2, Coenunenus 3, Coenunenust 4, Coenunenus S5 wimn CoenuHeHus 6, KOTOpoe
BBOJSIT MJIEKOITUTAIOIIEMY, COCTaBJsieT OT MpuOau3utenbHo 10 Mr/aeHp 10 NMPHOIH3UTENBHO
160 mr/nenp. CorjacHO HEKOTOPBIM BapUaHTaM OCyIIecTBiIeHHs konudectBo CoennHenus 1,
Coenunenust 2, Coenunenust 3, Coenunennst 4, Coequnenust 5 win CoeguHeHHst 6, KOTOpOe
BBOZSIT MJIEKOIHTAIOIIEMY, COCTABIISIET OT MPUOIM3UTENbHO 5 Mr/aeHs 10 npubiausuresnsHo 100
mr/nerb. COrJIaCHO HEKOTOPBIM BapHaHTaM OCyIlecTBieHusi konudectBo Coenwnenus 1,
Coenunenust 2, Coenunenus 3, Coenunenust 4, Coequnenust 5 win CoenuHeHust 6, KOTOpoOe
BBOJISIT MJIEKOTHUTAIOIIEMY, COCTaBJIIET OT MPUONU3UTENBHO | MI/aeHb 10 mpubIu3uTeNsHO S0
mr/nenb. COrJIaCHO HEKOTOPBIM BapHaHTaM oOcCyluecTBieHusi konudectBo CoenmneHus 1,
Coenunenus 2, Coenunenusi 3, Coenunenust 4, Coequnenus 5 wim CoenuHeHus: 6, KOTOpOe
BBOJSIT MJIEKOITUTAIOIIEMY, COCTABJISIET OT MPUONIM3UTENBHO 2 MI/IeHb A0 MPUOIU3UTENBHO S0
mr/neHb. COrNIaCHO HEKOTOPBbIM BapHaHTaM OCylIecTBieHus konudectBo CoenuHenus 1,
Coenunenus 2, Coenunenus: 3, Coenunenust 4, Coequnenus 5 wim CoenuHeHus 6, KOTOpoOe
BBOJSIT MJIEKOITUTAIOIIEMY, COCTABJISIET OT MPUONIM3UTENBHO 2 MI/IeHb A0 MpUOIU3UTENBHO 30
mr/neHb. COTrNIaCHO HEKOTOPBbIM BapHaHTaM OCyllecTBieHus konudectBo CoenuHenus 1,
Coenunenus 2, Coenunenust 3, Coenunenust 4, Coequnenus S wim CoenuHeHus 6, KOTOpoe
BBOJSIT MJIEKOTTUTAIOIIEMY, COCTABJISIET OT MPUOMM3UTEeNbHO | Mr/neHsb a0 mpudausutensHo 20
mr/neHb. COTrNIaCHO HEKOTOPBIM BapHaHTaM oOcyliecTBieHuss konuwdectBo CoenwHenus 1,
Coenunenus 2, Coenunenus: 3, Coenunenust 4, Coequnenus 5 wim CoenuHeHus 6, KOTOpoe
BBOJSIT MJIEKOITUTAIOIIEMY, COCTABJISIET OT MPUOM3UTENBLHO 2 MI/IeHb A0 TpuOIu3uTenbHo 20
mr/nenb. COrNIaCHO HEKOTOPBIM BapHaHTaM oOcCyllecTBieHus konmdectBo CoenuHenus 1,
Coenunenus 2, Coenunenus 3, Coenunenust 4, Coequnenus 5 wim CoenuHeHus 6, KOTOpoe
BBOJSIT MJICKOITUTAIOIIEMY, COCTABJISIET OT NMpuOmm3uTensHo 1 mMr/neHs no mpudausutensHo 10
mr/neHb. COrNIaCHO HEKOTOPBIM BapHaHTaM oOcyliecTBieHuss konudectBo CoenuHenus 1,
Coenunenus 2, Coenunenns: 3, Coenunenust 4, Coequnenus S5 wimn CoenuHeHus 6, KOTOpoe

BBOJSIT MJICKOTTUTAIOIIEMY, COCTABJISIET OT MPUOIM3UTENBLHO 2 MI/eHb A0 mpuOau3uTensHo 10
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mr/neHb. COrNIaCHO HEKOTOPBIM BapHaHTaM oOcyliecTBieHuss konudectBo CoenwHenus 1,
Coenunenus 2, Coenunenus 3, Coenunenust 4, Coequnenus S5 win CoenuHeHus 6, KOTOpoe
BBOJSIT MJIEKONUTAIOIIEMY, cocTaBisieT nmpudausutenbHo 500 mr/aers. CorinacHO HEKOTOPBIM
BapuaHTaM ocyuiectBieHuss kojgudectBo Coenunenust 1, Coemunenuss 2, CoenuHeHHus 3,
Coenunenus 4, Coeaunenus 5 unun CoeauHeHuss 6, KOTOPOE BBOAAT MIIEKONMUTAIOIIEMY,
cocTasyisieT npuoOmusuTenbHo 450 mr/nenp. CornacHO HEKOTOPBIM BAapHAHTaM OCYINECTBIICHHS
konuuecTBo Coenunenus 1, Coenunenus 2, Coenunenus 3, Coenunenus 4, CoenuHeHus S5 Ui
Coenunenust 6, KOTOPOE BBOAAT MIIEKONMTAIOLIEMY, COCTaBIsieT mpuonusutenbHo 400 mMr/neHs.
CornacHo HEKOTOPBIM BapuaHTaM ocyluecTsieHust konuuecTBo Coenunenust 1, Coenunenus 2,
Coenunenuss 3, Coenunenuss 4, Coenunenus S wimm CoenuHeHuss 6, KOTOpPO€ BBOIST
MJICKOTIUTAIOLIEMY, CocTaBisier mnpuOmmsutesbHo 350 mr/merb.  CoOrlacHO HEKOTOPBIM
BapuaHTaM ocyuectBieHuss kojaudectBo Coenunenust 1, Coemunenuss 2, CoenuHeHus: 3,
Coenunennss 4, Coenmnenus 5 wumm CoenmHeHuss 6, KOTOPOE BBOIAT MIIEKOMUTAIOIIEMY,
coctaisier mpubnusurenbHo 300 mr/aeHb. CornacHO HEKOTOPBIM BapUAHTaM OCYIIECTBIICHHS
kosnuecTBO Coenunenus 1, Coenunenus 2, Coenunenus 3, Coennnenus 4, CoenuHeHus S5 WIn
Coenunenust 6, KOTOpOE BBOISAT MIIEKONUTAIOLIEMY, COCTABISIET NPUOIM3UTENBHO 275 MI/ieHb.
CornacHO HEKOTOPBIM BapHaHTaM ocyinectsieHus: konmuuecTBo Coenunenus 1, CoenuHenus 2,
Coenunennss 3, Coenunenus 4, Coemunenuss 5 wumn CoeguHeHHsT 6, KOTOpOE BBOZST
MJIEKOMUTAIOMIEMY, COCTaBisieT npubmm3utenbHo 250 wmr/meHb.  COracHO HEKOTOPBIM
BapuaHtaM ocyuectBieHuss konudectBo CoenmHenusi 1, Coemunenuss 2, CoenuHeHHs 3,
Coenunenuss 4, Coenmnenus 5 unum CoenuHeHuss 6, KOTOpPO€ BBOASAT MIIEKOMUTAIOIIEMY,
COCTaBJIsIeT MpHOMM3UTENbHO 225 Mr/aeHb. COrlaCHO HEKOTOPBIM BapHAHTaM OCYINECTBIICHHS
konuuecTBo Coenunenus 1, Coenunenus 2, Coenunenus 3, Coennnenus 4, CoenuHeHus S5 WA
Coenunenust 6, KOTOPOE BBOAAT MJIEKOIHTAIOLIEMY, COCTABIsIeT MpuOmm3uTenbHo 200 Mr/neHs.
CornacHo HEKOTOPBIM BapuaHTaM ocyecTsieHust konuuectBo Coenunenust 1, Coennaenus 2,
Coenunenus 3, Coenunenust 4, Coenmunenus S5 wimm CoenmHeHusi 6, KOTOPO€ BBOIST
MJIEKOMUTAIOMEMY, COCTaBisieT npuOmm3uTenibHo 190 mr/merb.  COrNacHO HEKOTOPBIM
BapuaHTaM ocyuecTBieHuss kojgudectBo Coenunenust 1, Coemunenusi 2, CoenwHeHUs 3,
Coenunenus 4, Coenunenuss 5 unum CoenuHeHuss 6, KOTOPO€ BBOAAT MIIEKONUTAIOIIEMY,
coctasyisier mpuOmmsuTenbHo 180 mr/nens. CoriacHO HEKOTOPBIM BapHAHTAM OCYIIECTBIICHHS
konnuecTBo Coenunenus 1, Coenunenus 2, Coenunenus 3, Coennnenus 4, CoenuHeHus S5 Win
Coenunenust 6, KOTOPOE BBOAAT MJIEKONHUTAIOLIEMY, COCTABIsIET MpuOnmm3nuTenbHo 170 mMr/neHs.
CornacHo HEKOTOPBIM BapuaHTaM ocyiecTsieHust konudecTBo Coenunenus 1, Coennaenus 2,
Coenunenuss 3, Coenumnenusi 4, Coenunenus S wimm CoenmHeHHsi 6, KOTOpPO€ BBOIST

MJICKOMHUTAIOMIEMY, COCTaBisieT mnpuOmm3uTesibHo 160 mr/merb.  CoOrlacHO HEKOTOPBIM
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BapuaHTaM ocyuectBieHuss kongudectBo Coenunenust 1, Coemunenuss 2, CoenuHeHHs 3,
Coenunenus 4, Coeaunenus 5 unun CoenuHeHuss 6, KOTOPO€ BBOAAT MIIEKONUTAIOIIEMY,
cocTasyisier mpuoOmm3uTenbHo 150 mr/nens. CornacHO HEKOTOPBIM BapHAHTAM OCYIIECTBIICHHUS
konmuuecTBo Coenunenus 1, Coenunenus 2, Coenunenus 3, Coennnenus 4, CoenuHeHus S5 Uin
Coenunenust 6, KOTOPOE BBOAAT MIIEKONHUTAIOLIEMY, COCTaBIsIeT MpuOnm3nuTenbHo 140 mr/neHs.
CornacHo HEKOTOPBIM BapuaHTaM ocyluecTsieHust konuuecTBo Coenunenusi 1, CoenuHenus 2,
Coenunenuss 3, Coenunenuss 4, Coenunenus S wimm CoenuHeHuss 6, KOTOpPO€ BBOIST
MJICKOMHUTAIOMEMY, cocTapisier npuOmmsutesibHo 130 mr/mers.  CoryiacHO  HEKOTOPBIM
BapuaHTaM ocyuectBieHuss kojgudectBo Coenunenust 1, Coemunenuss 2, CoenuHeHus 3,
Coenunenus 4, Coeaunenus 5 unum CoeauHeHuss 6, KOTOPOE BBOAAT MIIEKONUTAIOIIEMY,
coctasysier nmpuonusurenbHo 120 mr/aens. CornacHO HEKOTOPBIM BapHAaHTaM OCYINECTBIICHHUS
kommdecTBo Coenunenus 1, Coenunenus 2, Coenquaenus 3, Coenunenus 4, CoequHeHus 5 uiu
CoenuHenust 6, KOTOpOE BBOISAT MIIEKONUTAIOLIEMY, COCTaBIsieT Npuban3uTensHo 110 mr/neHs.
CornacHO HEKOTOPBIM BapHaHTaM ocyiiectsieHus: konmuuecTBo Coenunenus 1, Coequnenus 2,
Coenunennss 3, Coenmnenuss 4, Coemunenuss 5 wunmnm CoeguHeHHss 6, KOTOPOE BBOZST
MJIEKONUTAIOLIEMY, cocTaBisier mnpubausutenbHo 100 mr/menp. CoOrjlacHO HEKOTOPBIM
BapuaHtaM ocyinectsieHus: konudectBo Coenunenusi 1, Coenunenust 2, CoenuHeHus 3,
Coenunenuss 4, Coenmnenus 5 wunun CoenuHeHuss 6, KOTOPO€ BBOISAT MIIEKOMUTAIOIIEMY,
coCTaBjsieT MpuOIM3UTENbHO 95 Mr/meHb. CoOrjiaCHO HEKOTOPBIM BapHaHTAM OCYINECTBIICHHS
konnuecTBo Coenunenus 1, Coenunenus 2, Coenunenus 3, Coennnenus 4, CoenuHeHus S5 WA
CoenuHeHus: 6, KOTOPOE BBOIST MJIEKOMUTAIOIIEMY, COCTABJISIET MPUONU3UTENbHO 90 MI/IeHb.
CornacHo HEKOTOPBIM BapuaHTaM ocyuecTsieHust konuuectBo Coenunenus 1, CoennHenus 2,
Coenunenus 3, Coenmnenusi 4, Coemunenus S5 wimm CoenwHeHHss 6, KOTOpPO€ BBOIST
MJIEKOMUTAIOMIEMY, COCTABIISIET MPUOIU3UTEIBHO 85 Mr/neHb. COrjacHO HEKOTOPBIM BapUaHTAM
ocymiectBieHusi konuuectBo Coenunenus 1, Coenunenus 2, Coenunenust 3, CoenuHenus 4,
Coenunenuss S5 wnu CoenuHeHust 6, KOTOPOE€ BBOAST MJIEKOIUTAKOIIEMY, COCTABJISIET
npubmm3uTenbHo 80 mr/aeHs. COrjjacHO HEKOTOPBhIM BapHAHTAM OCYIIECTBJIEHUS KOJHYECTBO
Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenunenus 4, Coenunenns S unu CoennHeHUs
6, KOTOPOE BBOIST MIIEKOMUTAIOIIEMY, COCTABJIsIeT MpuOMM3UTENbHO 75 wmr/meHp. CoriacHo

HEKOTOPbIM BapuaHTtaM ocymecTeieHus komuuectBo Coemgunenus 1, CoenuHeHus 2,

>
Coenunenuss 3, Coenunenusi 4, Coenunenus S wimm CoenmHeHuss 6, KOTOPO€ BBOIST
MJIEKOMHUTAIOMIEMY, COCTaBIIsIeT MpuOIN3uTepbHO 70 Mr/aeHp. CorjaacHO HEKOTOPBIM BapUaHTAM
ocymiectBieHusi konuuectBo Coenunenust 1, Coenunenus 2, Coenunenust 3, Coenunenus 4,
Coenunenuss S5 wnu CoenuHeHust 6, KOTOPOE€ BBOAST MJIEKOMUTAKOIIEMY, COCTABJISIET

npubmm3uTensHo 65 mr/aeHb. COrjlacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHS KOJHMYECTBO
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Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenuaenus 4, Coenunenns S ninu CoennHEHUs
6, KOTOPOE BBOIST MIIEKOMUTAIOIIEMY, COCTaBjsieT npuoimmsutenbHo 60 mr/mens. CorimacHo

HEKOTOPbIM BapuaHTaM ocyimecTeieHuss komudectBo Coeamnenus 1, Coenunenus 2,

>
Coenunenuss 3, Coenunenuss 4, Coenunenus S wim CoenuHeHuss 6, KOTOpPO€ BBOIST
MJICKOITUTAIOLIEMY, COCTABIISIET MPUOIU3UTENBHO 55 Mr/aeHs. CoriaacHO HEKOTOPBIM BapUaHTaAM
ocyuiectBieHus1 konuuectBo Coenunenus 1, Coenunenus 2, Coenunenus 3, CoenuHenus 4,
Coenunenuss S5 wnu CoenuHeHuss 6, KOTOPOE€ BBOAST MJIEKOMUTAKOIIEMY, COCTABJISIET
npubmm3uTenbHo S0 mr/aeHs. CorjjacHO HEKOTOPBIM BapHAaHTAM OCYLIECTBJICHUS KOJHYECTBO
Coenunenus 1, Coegunenus 2, Coenqunenusi 3, Coenunenus 4, Coenunenus S unu CoenuHeHUs
6, KOTOPOE BBOIST MIIEKOIMHUTAIOIIEMY, COCTaBisieT MpuOau3uTenbHo 45 wmr/nens. CormacHo

HEKOTOPbIM BapuaHTaM ocyiuecTsieHuss konudectBo Coeaunenus 1, CoenuHenus 2,

>
Coenunenuss 3, Coenunenuss 4, Coenunenus S wnm CoenuHeHuss 6, KOTOpPO€ BBOIST
MIIEKOTTUTAIOLIEMY, COCTaBIsieT npuban3uTenbHo 40 mr/aeHb. CorlacHO HEKOTOPBIM BapHAHTaM
ocymectsienus: konmuuectTBo Coenunenust 1, Coenunenus 2, Coenunenus: 3, Coenunenus 4,
Coenunennss 5 wimm CoenuHeHus 6, KOTOpPO€ BBOAST MIIEKOIUTAIOIIEMY, COCTaBJISIET
npubnu3uTensHo 35 mr/aeHb. COrjlacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHS KOJHYECTBO
Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenunenus 4, Coenunenus S uau CoenMHEHUs
6, KOTOpOe BBOAAT MIIEKOMHTAIOLIEMy, cocTaBisier nmpubmusutenbHo 30 mr/mens. CornacHo

HEKOTOpbIM BapuaHTaM ocymectsieHus komuuectBo Coemunenus 1, CoenuHeHus 2,

>
Coenunenuss 3, Coenunenusi 4, Coemunenus S wim CoenwHeHHs: 6, KOTOpPO€ BBOIST
MJIEKOMUTAIOLIEMY, COCTABIISIET MPUOIU3UTEIBHO 25 Mr/neHb. COrjacHO HEKOTOPBIM BapUaHTAM
ocymiectBieHust konmuuectBo Coenunenus 1, Coenunenus 2, Coenunenust 3, Coenunenus 4,
Coenunenuss 5 wnu CoenuHeHust 6, KOTOPOE€ BBOAST MJIEKOMUTAKOIIEMY, COCTABJISIET
npubm3uTenbHo 20 mr/aeHs. COrjlacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJIEHHUS KOJHYECTBO
Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenunenus 4, Coenunenns S ninu CoennHEHUs
6, KOTOPOE BBOIST MIIEKOMUTAIOIIEMY, COCTaBjsieT mpuOmu3uTenbHo 15 mr/mens. CoriacHo

HEKOTOPbIM BapuaHTaM ocymecTeieHus komuuectBo Coegunenus 1, CoenuHeHus 2,

>
Coenunenuss 3, Coenunenusi 4, Coenmunenus S5 wimm CoenwHeHHss 6, KOTOPO€ BBOIST
MJIEKOMHUTAIOMIEMY, COCTaBIIsIeT MpuoOan3uTe pbHo 10 Mr/aers. CorjaacHO HEKOTOPBIM BapUaHTAM
ocyuiectBieHusi konuuectBo Coenunenus 1, Coenunenus 2, Coenunenus 3, Coenunenus 4,
Coenunennss S5 wnu CoenuHeHust 6, KOTOPOE€ BBOAST MJIEKOMUTAKOIIEMY, COCTABJISIET
npudM3uTeNbHO 5 Mr/aeHb. COrlacHO HEKOTOPBIM BapHUAHTAM OCYIIECTBJICHHS KOJHYECTBO
Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenunenus 4, Coenunenns S ninu CoennHEHUs
6, KOTOpOE€ BBOISAT MIICKOMHUTAIOMIEMY, COCTaBJISIET MPUONU3UTENbHO 2 Mr/meHb. CoriacHo

HEKOTOPbIM BapuaHTtaM ocymecTeieHuss komuuectBo Coeamnenus 1, CoenuHeHus 2,

2
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Coenunenuss 3, Coenunenusi 4, Coenunenus S wimm CoenuHeHuss 6, KOTOpPO€ BBOIST
MJIEKOITUTAIOMIEMY, COCTABIsIET MpUOIM3UTeNbHO | Mr/neHb. COrjlaCHO HEKOTOPBIM BapHaHTaAM
ocyuiectBieHusi Coequnenue 1, Coenunenune 2, Coenunenue 3, Coenunenne 4, CoenuHenue 5
win CoeauHeHue 6 BBOAST nepopaiibHO. COrjlacHO HEKOTOPBIM BapUAHTaM OCYINECTBJICHHS
Coenunenue 1, Coenunenue 2, Coenunenue 3, Coenunenne 4, Coequnenne 5 unn CoenuHeHue
6 BBOAAT OJWH pa3 B JCHb, JABA pa3a B JI€Hb WIM TPU pa3a B AeHb. COrIacHO HEKOTOPBIM
BapuantaM ocyuiectBieHuss Coenunenue 1, Coenunenue 2, Coenunenue 3, CoenuHeHue 4,
Coenunenne 5 mnmun CoenuHeHue 6 BBOAAT exeqHEBHO. COracHO HEKOTOPBIM BapHUaHTaM
ocyuiectBieHusi Coequnenue 1, Coenunenue 2, Coenunenue 3, Coenunenue 4, Coenunenue 5
wiu CoenuHeHne 6 BBOAAT OAWH pa3 B eHb. COrIaCHO HEKOTOPBIM BapHUAHTAM OCYINECTBICHHS
Coenunenue 1, Coenunenue 2, Coenunenue 3, Coenunenue 4, Coequnenne 5 unn CoenuHeHue
6 BBOmAT uepe3 neHb. CoOrracHO HEKOTOPBIM BapuaHTaM ocyuiectBieHuss CoenuHenue 1,
Coenunenne 2, Coenunenne 3, Coenunenue 4, Coemunenne 5 wuau CoenuHeHue 6
NPEACTABJISIFOT COOO0M MOAAEeP KUBAIOLIYIO TEPATTHIO.

[00237] Coemunenue 1, Coemunenue 2, Coenunenue 3, Coenunenne 4, Coenunenue 5
win CoennHeHue 6 MOTYT ObITh MCIIOJIb30BAHBI NP MPUTOTOBJICHUU JIEKAPCTBEHHBIX CPENCTB
anst uHruoupoBanuss MAGL wmm anst nedeHust 3a00neBaHUN WM COCTOSIHUM, MPU KOTOPBIX
Oyzmer mosp3a, MO MEHbLIEH Mepe YacTHYHO, OT uHrubuposanus MAGL, B Tom umcie mpu
JIEYCHUH BOCTIAJIEHUS] WM HeBpomatudeckor Oomu. Kpome Toro, crnocob neueHus ao0oro u3
OMUCAHHBIX B HACTOSILIEM JOKyMEHTe 3a00JIeBaHUI U COCTOSIHUI Y HYKIAKOIIEroCsi B TAKOM
JeueHun CyObeKTa MpeaycMaTpUBaeT BBEAeHHE (hapMaleBTUYECKUX KOMITO3UIUH, COMEpPIKaIINX
Coenunenue 1, Coenunenue 2, Coenunenue 3, Coenqunenue 4, Coequnenue 5 unu CoenuHeHve
6 wumu ero (QapManeBTUYECKH TMPUEMJIEMbId COJIbBAT B TepamneBTHYECKU 3((HEeKTHBHBIX
KOJIMYECTBAX ISl YKA3aHHOTO CYOBEKTa.

[00238] Komnosunuu, copepxkamue Coenunenne 1, Coenmnenme 2, CoemuHenue 3,
Coenunenne 4, Coenunenne S5 win CoenuHeHuwe O, BBOAST i NPOQUIAKTHYECKOTO,
TEPANeBTHUECKOTO WJIM TOaJepkuBaromero JiedeHus. COrIacHO HEKOTOPhIM BapHaHTaM
ocyuiecTBieHus kommosunuu, coxepkamue Coemunenue 1, Coenmnenne 2, CoenmHeHue 3,
Coenunenue 4, Coenunenue 5 unu Coeaunenue 6, BBOIAAT AJisl TEPANleBTUYECKUX NMPUMEHEHUH.
CornacHO HEKOTOPBIM BapHaHTAM OCYINECTBIIEHUS KOMIO3uLuu, conepskamue Coennaenue 1,
Coenunenue 2, Coequnenue 3, Coenunenue 4, Coenunenue 5 unu CoequHenue 6, BBOOAAT JJIs
PO UTAKTUIECKUX TPUMEHEHUH.

[00239] CornacHo HekoTOpbIM BapuanTam ocyuectsienust Coenunenne 1, Coenunenne

2, Coenunenue 3, Coenunenne 4, Coemunenue 5 wim CoemuHeHHe 6 BBOIST €KEIHEBHO.
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CornacHo HeKOTOpbIM BapuaHTam ocyiiectBiaeHusi Coennnenue 1, Coenunenne 2, CoennHeHne
3, Coenunenne 4, Coenunenue 5 unu CoenuHenue 6 BBOIAT Yepe3 AEHb.

[00240] CornacHo HekoTOpbIM BapuaHTam ocyuectsienus Coenunenne 1, Coenunenue
2, Coenunenne 3, Coenunenue 4, Coequnenue 5 unu CoenuHeHue 6 BBOIAT OAWH pa3 B JICHb.
CornacHo HEKOTOpbIM BapuaHTaMm ocyuiecTBiaeHusi Coennnenue 1, Coenunenne 2, CoennHeHne
3, Coenunenne 4, Coenunenue 5 unu CoenuHeHue 6 BBOAST ABa pa3a B AeHb. CoryiacHo
HEKOTOpbIM Bapuantam ocyiiectBieHust Coenunenue 1, Coegunenue 2, CoenuHeHue 3,
Coenunenne 4, Coeaunenune 5 wnu CoenuHeHue 6 BBOAAT TpU pasa B AeHb. (CornacHo
HEKOTOpbIM Bapuantam ocyiuectBieHuss Coenunenue 1, Coegunenue 2, CoenuHeHue 3,
Coenunenue 4, Coenunenue 5 unu CoequHeHne 6 BBOAST YETHIPE pas3a B ACHb.

[00241] CornacHo HekoTOpbIM BapuaHTam ocyuiectsieHus Coenunenue 1, Coenunenue
2, Coemunenne 3, Coemmnenune 4, Coemunenne 5 wumu CoemuHeHne 6 BBOASAT O
nporpeccupoBanus 3a00JI€BaHUs, HETPHUEMJIEMON TOKCUYHOCTH MJTH HHIUBUIYaJIBbHOTO BHIOODA.
CornacHo HekoTOpbIM BapuaHTaMm ocymectsieHus: Coenunenne 1, Coenunenue 2, CoenquHeHue
3, Coenunenue 4, Coenunenue 5 nnu CoenuHeHue 6 BBOIAT €XKEAHEBHO 10 MPOrPECCUPOBAHUS
3a00NieBaHMsI, HENMPUEMJIEMOW TOKCHYHOCTH WM HWHAUBUAyaIbHOro BbiOOpa. CornacHo
HekoTOpbIM BapuaHTaMm ocyinectBieHust Coenunenue 1, Coenunenune 2, CoenuneHue 3,
Coenunenne 4, Coenunenue 5 win CoenuHeHue 6 BBOAST 4epe3 AC€Hb A0 MPOTrPECCUPOBAHUS
3a00ieBaHuMsI, HEMPUEMJIEMOW TOKCUYHOCTH WM MHIUBUIYAJbHOTO BHIOOPA.

[00242] B cnydae, korma COCTOsIHME TAlMEHTa MAEHCTBUTEIBHO VYIIY4IIAETCs, [0
YCMOTPEHHIO Bpaya BBEAEHHE COEAMHEHUM MOXKET OCYIIECTBISATHCS  HEMPEPBIBHO;
aIbTePHATUBHO, BBOAMMAS 1032 JIEKAPCTBEHHOTO CPEACTBA MOXKET OBITb BPEMEHHO YMEHbIIEHA
WM BPEMEHHO MPUOCTAHOBJIEHA HA OMpPeNesIeHHbIN MPOMEXKYTOK BpeMeHH (T.€. "JieKapCTBEHHbIE
kaHuKybl"). [IpOMOKUTENIBHOCTD JIEKAPCTBEHHBIX KAHUKYJI MOKET BapbHUPOBATh OT 2 THEH 10
1 roma, B TOM 4HClie TOJIBKO B KaUeCTBE NpuMepa: 2 nHs, 3 aHs, 4 aHsA, S nHel, 6 nHel, 7 nHeu,
10 nuei, 12 gueit, 15 gueit, 20 gueit, 28 gueit, 35 auent, SO nuen, 70 nueit, 100 gueit, 120 gHew,
150 mueir, 180 gueit, 200 muen, 250 nueir, 280 gueit, 300 muei, 320 nmueit, 350 gueit uau 365
nHell. CHIbKeHUe 03Bl BO BpeMsl JIEKAPCTBEHHBIX KAHUKYJ MOXeT cocTaBsITh oT 10% o 100%,
BKJIIOUasi B ce0sl TONbKO B KadectBe mpumepa 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%,
50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% wumu 100%.

[00243] IMocne ynydimeHuss COCTOSHUSI TALMEHTa, €CIU  HEOOXOOUMO,  BBOIST
MONICP KUBAOINYIO 103Y. BriociaencTeuu 103MpoOBKa WK YaCTOTa BBEACHUS WIH U TO U IPYroe
MOTYT OBITh YMEHBIIEHBI, B 3aBUCUMOCTH OT CUMIITOMOB, 10 YPOBHSI, P KOTOPOM COXPAHSIETCS

yaydIIeHHoe 3a0oyieBaHWe, HapylIeHHWEe WM CcoCTossHMe. llammeHTaMm, ORHAKO, MOXeT
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noTpe0oBaTbCsl MHTEPMUTTHPYIOINAss Tepamusi Ha JOJTOCPOYHOW OCHOBE TpU  JIFOOOM
MOBTOPEHUH CHUMIITOMOB.

[00244] KonudecTBOo HmaHHOTO CpeAcTBa, KOTOpoe OyJeT COOTBETCTBOBATH TaKOMY
KOJINYECTBY, OyAeT BapbHpPOBATh B 3aBHCHUMOCTH OT TakKuX (PakTOpOB, Kak KOHKPETHOE
COeIMHEHUE, CEPbEe3HOCTh 3a00JIeBaHMs, NHANBHAYAJIBHOCTh (HampuMep, Macca) cyObekTa Win
XO35IMHA, HYXJAIOIIErocsl B JICYEHUH, HO TEM HE MEHee MOJXKET OBIThb ONpeneseHO OOBIYHBIM
Croco0OM, H3BECTHBIM B HACTOsIIEeH OONACTH TEXHHKH, B COOTBETCTBHH C KOHKPETHBIMHU
OOCTOSITENbCTBAMH, CBS3aHHBIMU C 3THUM ClIy4aeM, BKJIIOUYasi B ce0si, Hampumep, KOHKPETHOE
BBOJIUMOE CPEICTBO, NyTh BBEACHUS M MOABEPraeMOro JIEYEHUIO CyObeKTa WIM XO03siuHa. B
LIEJIOM, OAHAKO, JO03bl, MPHUMEHseMble IJil JIEUEHUS B3POCJIOrO YeJOBeKa, Kak IpaBuUilo,
HaxoxsTces: B guamna3oHe 0,02-5000 mr B nmeHbp wuimm npubmusuteapbHo 1-1500 Mr B neHb.
Kenaemast noza Moxer ObITh yJOOHO NpEACTaBlI€HAa B BUAE OJHOW 03Bl HJIH B BHUAE
Pa3zeNeHHBIX 103, BBOJUMBIX OJHOBPEMEHHO (MJIM B T€YEHHE KOPOTKOIO IepHoja BPEMEHH)
WIN Yepe3 COOTBETCTBYIOLINE MHTEPBAJIbl, HAIPUMEP, B BHIE IBYX, TPEX, YeThIpex Wiu Ooiee
NOAA03 B JI€HB.

[00245] OmnucanHas B HACTOSIIEM JOKYMEHTE (papMaleBTHUYECKas KOMIIO3HMLIUS MOJXKET
ObITb B €AMHUYHBIX JIEKAPCTBEHHBIX (HPOPMAX, MOAXOMNAIIMX JUI OJHOKPATHOI'O BBEACHUS
TOYHBIX JO3MPOBOK. B eIMHMYHOMN JIeKapCTBEHHOW (OpMe COCTaB paszesieH Ha OJHOKPATHBIC
J03bl, COJEp’KaIlfe COOTBETCTBYIOIIME KOJUYECTBA OJHOTO HJIM HECKOJBbKUX COEAMHEHUM.
OnHokpaTHast 103a MOXKeT ObITh B (pOpMe YMaKOBKH, COAEprKallel OTHENbHbIE KOJINYEeCTBA
coctaBa. HeorpaHMUMBAOIUMHU TPUMEPAMH SIBJISTFOTCSI YITAKOBAHHBIE TaOJIETKU WJIH KaICyJIbl U
MOPOIIKK BO (pJIaKOHAX WM amIlysiax. BOJHbIE CYCHEH3MOHHBIE KOMIIO3MIUH MOTYT OBITh
yaKkoBaHbl B OJHOPA30Bble HEMeEpPEeKpbhlBaeMble KOHTEHHEPHL. AJIbTEPHATUBHO, MOXKHO
UCIOJIB30BaTh MHOTOpa30OBble MOBTOPHO 3aKPbIBAIOIIUECS KOHTEHHEPHL, U B 3TOM Cllydyae Kak
NPaBUJIO, BKJIIOYAIOT B KOMIIO3MIIMIO KOHCEPBAaHT. Bblllleyka3aHHblE IMANa3OHbl SIBISIFOTCS
NPOCTO HAaBOMALIMMHU HA Ppa3MBILIUIEHUS, TaK KaK YHCJIO TEPEMEHHbIX B OTHOLIEHUU
UHIUBUAYAJIBHOTO PEXKHUMA JICYCHUS SIBJISIETCS OOJIBLINM, M 3HAUYUTENIbHBIE OTKJIOHEHHS OT 3THX
PEKOMEHITyEeMbIX 3HAUEHHUI He SIBISIOTCS PEAKOCThIO. Takue JO3MPOBKH MOTYT OBITh N3MEHEHBI
B 3aBHUCHUMOCTH OT psiia TEPEMEHHbIX, H€ OrPaHMYMBAsACh AKTUBHOCTBIO HCIIOJIB3YEMOTO
COEMHEHUs], TMOJISKAINUM JICYCHUIO 3a00JeBAaHUEM WJIM COCTOSHHEM, CIIOCOOOM BBEACHUS,
TpeOOBaHUSMH OTAEIBHOIO CYOBEKTa, TSHKECTBIO IOAJIEKAINEro JICYCHUIO 3a00NIeBaHUS WU
COCTOSIHUSI U peIleHHUs Jieyallero Bpaya.

[00246] TokcnuyrOCTH U TepaneBTHYecKas 3QPEKTHBHOCTD TAKUX TEPAIEBTUYECKUX CXEM
J€YeHUsT MOTYT OBITh ONpeneseHbl CTAaHAAPTHBIMUA (HapMaleBTUUYECKUMH NPOLENypaMH Ha

KJIIETOYHBIX KYJbTypaxX MWW JSKCICPUMEHTAJIbHBIX JKMBOTHBIX, BKJIKOYUasi B ce6$[, oe3
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orpannueHus, omnpeneneane LDso (mosa, nerampHast miast 50% mnonymsimuu) u EDso (mosa
tepaneBTHUecKu 3 dexrnBHas y 50% mnonysun). COOTHOLIEHHE A03 MEXIY TOKCHYECKUM U
TepaneBTHUECKUM 3 exTamMu sSBISETCS TEPANeBTHUECKUM IIOKa3aTeleM, U OHO MOXKET OBbITh
BBIPAXXEHO Kak cooTHoueHue Mexny LDso u EDso. Coenunenusi, 1eMOHCTPUPYIOIINE BbICOKHE
TeparneBTUYECKUEe IOKA3aTeNH, SBISAIOTCS MPEANOYTUTENbHbIMU. JlaHHbIE, MOJy4YEeHHbIE U3
AHAJIN30B KJIETOYHBIX KYJbTYpP U MCCIEIOBAHUN HA XUBOTHBIX, MOTYT OBITh HCIIOJIB30BAHbI IPU
COCTABJICHUM [Hana3oOHa JOO3UPOBOK JJIsi IPUMEHEHHs y 4ejnoBeka. JlO3UpOBKa TakHMX
COEMHEHUI1 MpPENNOUTUTENbHO HAXOAUTCS B JAMANa3OHe LUPKYJUPYIOIIUX KOHLIEHTpPAaLUH,
KOTOpble BKJIHOYaOT B cebds EDso ¢ MHHUManpHOW TOKCHYHOCTBIO. JlO3MpOBKAa MOXKET
BapbUPOBaTh B 5TOM AHMANa3OHE B 3aBHCUMOCTH OT HCIIOJIb3YEMOH JIEKapCTBEHHOH (OpMBI U
UCIIOJIb3yEeMOr0 MyTH BBEACHUSI.

Cnoco0b1
[00247] CornacHO HEKOTOpPbIM BapUaHTAM OCYLIECTBJICHHs B HACTOSINEM JOKYMEHTE
npeacTaBjieHbl crnocoObl mMoxynupoBaHus aktuBHocTH MAGL. Ilpenmonaraembie CriocoObl,
HaIrpuMep, MpeayCMaTPUBAIOT BO3AEHCTBHE HA YKA3aHHbBIH ()ePMEHT ONHMCAHHBIM B HACTOSILIEM
nokyMeHTe coennHeHneM. CrocoOHOCTh ONMMCAHHBIX B HACTOSALIEM MOKYMEHTE COeIMHEHUH
MOAYJIUPOBaTh WM MHruOupoBatb MAGL, OLEHHBAIOT C MOMOINBIO MPOLENYpP, U3BECTHBIX B
HacTosiIel 0OJIaCTH TEXHUKH W/HJIM ONHCAHHBIX B HACTOSIIEM NOKyMeHTe. COryIacHO Apyromy
ACTIeKTy HACTOSIIErO PACKPBITUSI MPEAYCMOTPEHBI CIIOCOOBI JIeueHHst 3a00JIeBaHMs, CBSI3AHHOTO
¢ aKkcnpeccueit unu akTuBHOcTbi0 MAGL y manuenTa.
[00248] Taxke B HACTOSALIEM JOKYMEHTE pPACKPBITBI CIIOCOOBI  JICUCHHS W/HIIH
NPeNOTBpALIeHNs] Y HY)KIAIOIIEerocss B 3TOM MAaLMEHTa TAKOro HapyLIeHHs, KaK ONHO WU
HECKOJIBKO M3 OCTPOW WJIM XPOHUYECKOH Oonn M HeBpomaThu. PackpeiThie CrocoObl
NpeayCMaTpUBAIOT BBeneHue ¢dapmaneBTHdecku 3(P(OEeKTHBHOrO KOJUYECTBA OIMUCAHHOTO B
HACTOSIIIIEM TOKYMEHTE COEIMHEHUSI.

Heesponamuueckas 0onb u socnanenue

[00249] HNuruburopst MAGL 3¢ dexTruBHBI B HECKOJIBKUX MOMAENSX OOJM Ha IPbI3YHAX,
BKJIFOUasi B cebst Monenu Hespomnatuueckoi Oomu. MurunOuropsr MAGL Takke yMEHBIIAIOT
3a0oneBaHNEe W BOCHAJEHHE BO MHOTMX AOKIMHHYECKHMX MOZENSX. B 3KCmepuMeHTanbHOU
MOZETM  ayTOMMMYHHOTO 3HLEe(pAJIOMHENUTa Y MbIIIEH C PACCEIHHBIM  CKJIEPO30OM
uarunouposanne MAGL cHmkano Tspkects 3a00s€BaHMs, MPENIOTBPAINATIO AEMUSITHHU3ZALUID U
yMeHbIIano BocnajeHue. COrjlacHO HEKOTOPBIM BapHaHTAM OCYLIECTBICHHs NPEICTABIICH
croco0 JiedeHus OONM Y HYKAAOLIErocss B 3TOM IMALMEHTa, NMPEAyCMAaTPUBAIOIINN BBEACHHE
MALMEHTY TepaneBTUYecKu 3>P(PEKTUBHOrO KOJMUYECTBA OMHMCAHHOTO B HACTOSIIEM AOKYMEHTE

Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coennnenus 4, Coenunenns S unu CoennHeHUs
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6. CormacHO JOpyroMy BapUaHTy OCYIIECTBJIICHHs TMPENCTaBJIeH CIIOCO0  JIeUeHUs
HEBPOIMATUYECKONW OOJIM Y HYKIAIOIIErocss B 3TOM MaIlMeHTa, NMPeayCMaTPUBAIOIINI BBEICHUE
MAIUEHTY TepaneBTU4YeCKu 3()(PEeKTHBHOrO KOJMYECTBA OMUCAHHOTO B HACTOSIIEM JOKYMEHTE
Coenunenus 1, Coequnenus 2, Coenqunenust 3, Coenunenus 4, Coenunenns S ninu CoennHEHUs
6. CormacHO JOpyroMy BapUaHTy OCYIIECTBJIICHHs TMPENCTaBJIeH CIIOCO0  JIeUeHUs
BOCTIAJIUTENIbHON OOJM Yy HY>KTAIOLIErocsi B 3TOM MAlMeHTa, MPeIyCMaTPUBAIOLINN BBEIECHUE
MAIUEHTY TepaneBTU4YeCKu 3()(PEKTUBHOrO KOJMYECTBA OMUCAHHOTO B HACTOSIIEM JOKYMEHTE
Coenunenus 1, Coequnenus 2, Coenqunenusi 3, Coenunenus 4, Coenunenus S unu CoenuHeHUs
6. CoriacHo APyromMy BapUaHTy OCYLIECTBJICHHS MPEACTABIIEH CIOCOO JICYEHHUs] BOCTIAJIEHUS Y
HY’KIAIOIIErocsi B 3TOM MalMeHTa, MPeayCMaTPUBAIOIIUN BBEIEHUE MALMEHTY TeParneBTHUYECKU
3¢(HEeKTUBHOrO KOJIMYECTBA OMUCAHHOTO B HacTosimeM aokymeHte Coennnenus 1, CoenuHenus
2, Coenunenus 3, Coenunenus 4, Coenunenus S wiu Coenunenus 6.

Ocmpas__ 6onb,  eocnaiumenvuas  001b,  OHKOJAO2UYEeCKAs. 00db U BbI36AHHAS

nepudhepuyeckoii nesponamueii 601

[00250] HNurnburopst MAGL nokasanu 3¢ ¢eKTHBHOCTb B HECKOJIBKUX MOJENX OOMM Ha
IPBI3YHAaX, BKJOYas B ce0s MOmenu OCTpod OOJM, BOCHANIUTENBHON OOJH, OHKOJOTMYECKOH
6onu 1 6oy, BbI3BaHHOH nepugepuueckoll HeBponaTHel, HHAYLHPOBAHHON XMMHUOTEpaTIHEH.

[00251] CornacHO HEKOTOpPbIM BapUaHTAM OCYIIECTBJICHHUS B HACTOSINEM IOKYMEHTE
pacKpeIT cHoco0  JiedeHHss OCTpol OomuM y  HYXKTAKOLIErocs B O3TOM  MAIMEHTAa,
NpeAyCMATPUBAIOINNN BBEIACHHUE TMALMEHTy TepamneBTudeckun 5((eKTHBHOrO KOJINYeCcTBa
onucanHoro B HacrtosimeMm paokymeHte Coenunenusi 1, Coemunenms 2, CoeauHeHus 3,
Coenunenuss 4, Coemunenust 5 wimu Coenunenuss 6. CorjacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBJICHHS] B HACTOSALIEM AOKYMEHTE PACKPBIT CIIOCOO JICUEHHsI BOCTIAJIUTENBHON O0n y
HY’KIAOLIEroCsl B 3TOM MAaLMEHTa, MPeAyCMaTPUBAIOIIUI BBEICHUE MALUEHTY TEPaNeBTHUECKU
3¢} EKTUBHOrO KOJUYECTBA OMUCAHHOTO B HactosimeM nokymeHte Coenunenus 1, CoennHeHus
2, Coenunenust 3, Coequnenust 4, Coequnenus: 5 unu Coenunenusi 6. COracHO HEKOTOPBIM
BapUAHTaM OCYLIECTBJICHHMs B  HACTOSIIEM JOKYMEHTE€ pacKpbIT CHocod  JieueHus
OHKOJIOTMYECKOH OOJNM Y HY)KIOAIOINErocsi B 3TOM TALUEHTa, NMPEAyCMAaTPUBAIOININN BBEACHHE
MALMEHTY TeParneBTUYecKH >P(PEKTUBHOrO KOJMUYECTBA OMHMCAHHOTO B HACTOSIIEM JAOKYMEHTE
Coenunenus 1, Coequnenus 2, Coenunenus 3, Coequnenus 4, Coequnenus 5 v CoenuHeHUs
6. CornacHO HEKOTOPBIM BapHAHTaM OCYILIECTBIIEHHs B HACTOSIIEM JOKYMEHTE PACKPBIT CIIOCO0
JedeHust 00U, BBI3BAHHON NepudepryecKoil HeBpOMaTHeEH, Y HY KIAIOIIErocsl B 3TOM MaLUEHTa,
NpeayCMaTPUBAIOIINN BBEACHHWE TMALMEHTy TepaneBTudeckn 3((eKTHBHOrO KOJINYecTBa
onucaHHoro B HacrosimeMm paokymeHnte Coenunenusi 1, Coenunenus 2, CoeauHeHus 3,

Coenunenus 4, Coequnenns 5 unu CoenuHeHNs 6.
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Henmpanvnas 6ov

[00252] IentpanbHas 6onb mpencraBisier coOOH HEBPOMATHUECKYHO OO0Jb, BBI3BAHHYIO
NOpaKeHNEeM WM AUCHYHKIHMEH [eHTPaTbHONH HEPBHOW CHCTEMBI, HAIPUMED, NOCIIE UHCYIIbTA,
paccesHHOro  CKJepo3a,  HeHpOMHeJIuTa  3pUTEIbHOIO  HEpBa,  MAMONATHYECKOIo
BOCIIQJIUTEJILHOTO TIONIEPEYHOT0 MHENINTA, IOBPEXIEHUs] CHHHHOTO MOo3ra, OpaxualibHO-
JaydeBoro  OONEBOrO  CHHApPOMAa U LEHTPAJbHOIO  YEPENHO-JHMIEBOrO  CHHAPOMA.
OK30KaHHAOMHOMIBI MPOIEMOHCTPUPOBAIN aKTUBHOCTH NMPU LEHTPAJIBHON OOJH, CBS3aHHOH C
paccesHHbIM ckiepo3oM. Hampumep, TpexcropoHHee 4-HeAeNbHOE pPaHAOMU3UPOBAHHOE
IBOHHOE cliernoe Iuaned0o-KOHTPOIUPYEMOe HCCIeNOBaHNE B MapajuleNbHON rpymme ¢ MS u
LEHTpaIbHONU OOJIBI0 C HCMOJIB30BaHHEM opomyko3anbHoro crpesi, THC/CBD, copepskarero
aronuct CB1 nenpra-9-reTparnapoxkaHHaAOMHON M KaHHAOWAMON (APYrod IONYYeHHbIH U3
Cannabis cnupT), MOKa3alno, YTO AKTUBHOE CPEICTBO MPEBOCXOAMJIO IUIAned0 B CHUKEHUH
cpenneit mHTeHcHBHOCTH Oonm (NRS-11) m Hapymenun cHa. ToT ke camblii mpemapar
THC/CBD Obin u3y4eH B Oosbliei rpyrine naueHToB ¢ MS ¢ 1eHTpaibHONH HEBpOmaTHYeCKOH
OO0NbIO, MCHOJB3YSl ABYX3TAIHBIA JM3aiiH, BO BTOPOH (pase 3TOro MCCienoBaHUS BpeMsi O
Hed(PEeKTUBHOCTH JieueHus (IIepBUYHAsT KOHEUHAsl TOYKA) CTATUCTUYECKU OJaronpHusiTCTBOBAJIO
THC/CBD, Ttak xe kak u yayumeHue NRS-11 Gonm u kadectBa cHa. Heckonbko apyrux
HE3aBUCHMBIX HCCIEJIOBAHUN OK30KAHHAOWHOWIOB TMPHU LEHTPaJbHOW OO  IMOKa3aiu
AKTHUBHOCTb.

[00253] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs OIMCAHHbIE B HACTOSIIEM
nokymente nHruontopsl MAGL obnanarot 3¢ (GekTUBHOCTBIO MPH JIEYEHUH [EHTPATBHON OOJIH.
CornacHO HEKOTOpPbIM BapHUaHTAM OCYLIECTBJICHHS B HACTOSIIEM JOKYMEHTE PACKPBIT CIIOCOO
JeYeHHUsT LEHTPAJbHOW OONM y HYKAAIIErocsi B 3TOM MAlMEeHTa, NPeayCMaTpPUBAOIINN
BBEJICHUE IMALUEHTY TepaneBTUYeCKH 3(P(PEeKTHBHOrO KONMYECTBA OMHCAHHOTO B HACTOSILIEM
nokymente Coenunenusi 1, Coenunenus 2, Coenunenus 3, Coequnenus: 4, Coenunenus S v
Coenunenus 6. CornacHO HEKOTOPBbIM BapHaHTaM OCYIIECTBIEHHUS B HACTOSIIEM JIOKyMEHTE
pPacKpeIT crmoco0 JiedeHusi OOJHM TMOCHe HMHCYJIbTa y HY)KOAIOIIErocss B 3TOM IALUEHTA,
NpeayCMaTPUBAIOIINN BBEACHHUE TMALUEHTY TepamneBTHudeckn 35((EeKTHBHOrO KOJNYeCTBa
onucaHHoro B HacrtosimeMm paokymeHnte Coenunenusi 1, Coemunenus 2, CoeauHeHus 3,
Coenunenuss 4, Coegunenust 5 wiu CoenuHenHuss 6. CorjacHO HEKOTOPBIM BapUaHTaM
OCYILIECTBJICHHs] B HACTOSIIEM IOKYMEHTE PAaCKpPBIT CIIOCOO JedeHHuss OOJH, CBSI3aHHOH C
paccesiHHbIM CKJIEpO30M, y HYXKJAIOILErocs B 3TOM MalLlMeHTa, MpeayCcMaTpUBAIOIIUI BBeIeHNE
MALMEHTY TeparneBTU4ecKu >P(PEKTUBHOrO KOJMUECTBA OMHMCAHHOTO B HACTOSIIEM AOKYMEHTE
Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenunenus 4, Coenunenns S ninu CoennHEHUS

6. CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBIIEHHs B HACTOSIIEM JOKYMEHTE PACKPBIT CIIOCO0
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JICUCHUs] HEUpOMHUENUTAa 3PUTENBHOTO HEPBa V HYXKIAIOLIErocs B 53TOM MALMEHTA,
MPeNyCMaTPUBAIOLINN BBEEHUE TMALMEHTY TepaneBTU4ecku 3(P(HEKTUBHOTO KOIHYECTBA
onucaHHoro B HacrtosimeMm paokymeHte Coenunenusi 1, Coenunenus 2, CoeauHeHus 3,
Coenunenuss 4, Coeaunenust 5 wiu CoenuneHuss 6. CorjacHO HEKOTOPBIM BapUaHTaM
OCYINECTBJICHHS] B HACTOSINEM JOKYMEHTE PACKpPBIT CIOCO0 JIeUeHUs HIUOTIATUIECKOTO
BOCHAJUTENBHOTO  TOMEPEYHOr0  MHENUTa Y  HYXJAIIEerocs B  5TOM  MALUEHTA,
NPeNyCMaTPUBAIOLINN BBEIEHHE TMALMEHTy TepaneBTU4ecku 3(P(HEKTUBHOTO KOJIHYECTBA
onucaHHoro B HacrtosimeMm paokymeHte Coenunenusi 1, Coenunenus 2, CoeauHeHus 3,
Coenunenuss 4, Coeaunenust 5 wnu CoenuHenuss 6. CornacHO HEKOTOPBIM BapUaHTAM
OCYIIECTBJICHHS] B HACTOSLIEM AOKYMEHTE PAaCKPBIT CIOCOO JieueHusi OOJiM, CBS3aHHOM C
MOBPEXKJICHUEM CIIMHHOTO MO3ra, Y HYXKJIAIOULIErocss B 3TOM MMALUEHTa, MPEAyCMaTPUBAIOLINI
BBEJICHHE IMALIUEHTY TeparneBTHYecKd 3(P(PEeKTHBHOTO KOJUYECTBA OMHCAHHOTO B HACTOSIIEM
nokymenTe Coenunenusi 1, Coenunenus 2, Coenunenus 3, Coenunenus 4, CoequHeHus 5 wim
Coenunennss 6. CornacHO HEKOTOPBIM BapHUAHTaM OCYIIECTBJIEHUS B HACTOSIIEM JIOKYMEHTE
PacCKpBIT COCOO JieueHUs CUHApPOMa OOJNM BepXHEW KOHEYHOCTH y HYKIAIOIIErocsi B 3TOM
MalKMeHTa, TNPEeAyCMATPUBAIOIIUN BBEJEHHE MAIMEHTY TeparneBTHYecKHu 3(PQPEKTUBHOTO
KOJIMYECTBA OMHUCAHHOTO B HacToseM nokymeHnTe Coennnenus 1, Coequnenus 2, CoequHeHus
3, Coenunenus 4, Coenunenuss 5 unu CoenuHeHust 6. COriacHO HEKOTOPBIM BapUaHTaM
OCYINECTBJICHUS] B HACTOSIIIEM JOKYMEHTE PACKPBIT CIOCOO JIeYeHHs] LEHTPAIbHOU YeperHo-
JIULIEBOM OOJIM y HY’KNAIOIIErocss B 3TOM MAaI[MEHTa, MPeIyCMaTPUBAOLINI BBEACHHE MALUEHTY
TepaneBTHYeCKU 3((HEKTUBHOIO KOJMYECTBA OMUCAHHOTO B HACTOsIeM qokyMeHnTe CoenuHeHus
1, Coenunenus 2, Coequnenus 3, Coequnenus 4, Coequnenus S wim CoequHeHHs 6.

Quopomuanzus

[00254] Oubpomuanrust (FM) mnpencrasisier coOOM pacmpoOCTpaHEHHOE XPOHUYECKOE
UIMONATHYECKOE COCTOSIHUE, XapakTepusyromieecs AuQQy3HOW OOJBI0 B Telle U HAIUYUEM
BbI3bIBAEMO JaBJICHHEM AJJIOTUHUU. Heckonbko CTOPOHHHX UCCIIeIOBAHUM
SK30KaHHAOMHOMAOB Npu FM moka3anu akTuBHOCTh. Hampumep, usmepenusi 6omu (Hampumep,
NRS-11, VAS 6ommn) u ompocHuk 3ddexra ¢udpomuanruun (FIQ), xotopwlii m3mepsier
OrPaHUYCHUSI B HECKOJIbKMX BHIAX IMOBCEAHEBHOM >KW3HU, HAa KOTOpble Bo3naencTByer FM,
MPOAEMOHCTPUPOBAIIA AKTUBHOCTH JIEKAPCTBEHHBIX CPEACTB B KIIMHUYECKUX UcTbITaHusx FM. B
8-HemenpHOM uccienoBanuu ¢ 40 ManMeHTaMH, B CPAaBHEHUHU C IUIanedo, 3K30KaHHAOWMHOU
yay4qmma 6onb, u3MeperHyro Ha 10 cm VAS, u ynyummn obnacte tpesoru FIQ u oburyro
onenky FIQ.

[00255] CormacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS OINHCAHHBIE B HACTOSILIEM

nokymente uHruouroper MAGL obmanarot sddexruBrocTeio mpu nedennun FM. CornacHo
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HEKOTOPHIM BAapUAHTAM OCYINECTBJICHHS B HACTOSLIEM JOKYMEHTE PACKPBIT CIOCOO JIeueHUs
¢ubpoMuanriy y Hy>KIAKOLIErocs B 3TOM MAalMEHTa, MPEIyCMaTPUBAIOLINNA BBEEHHE MALUEHTY
TepaneBTHUECKH 3(P(PEeKTUBHOrO KOJMUECTBA OMMMCAHHOTO B HACTOSAIIEM JOKyMeHTe CoennHeHNsI

1, Coenunenus 2, Coequnenns 3, Coenunenus 4, Coequnenus 5 umu CoequHeHus 6.

Muepens
[00256] Murpenb npencrasiisier cobol pacHpOCTPaHEHHOE SMH30IUYECKoe 3a00eBaHue

B BHAe OOiM ronoBel M Juna. IIpuCTynmbl MUTPeHH MOXKHO Je4uTh ¢ nomornbio NSAID,
anletaMUHO(EHa, Ppa3IUYHBIX TPUINITAHOB (HAmpUMep, CYMATPUIITAHA) U TMPOTUBOPBOTHBIX
CPEACTB, HO Yy HEKOTOPBIX CTPAAAIOIINX MHUIPEHbIO OOJNb HE pearnpyer Ha CYLIECTBYIOIINE
BapuaHThl JeueHnsi. CTOPOHHUE HaHHbIE CBHIETENBCTBYIOT O TOM, YTO 3HIOKAHHAOMHOHIIHBIE
OyTH MOTYT HMMETb 3HAuU€HHE IPU MUTPEHHU. Y TMAILUEHTOB C XPOHMYECKOW MHIPEHBI0 U
BEPOSTHON BBI3BAHHON upe3MepHbIM oOe30onrBaHueM TroyoBHOH Oosbto  obOpasubl CSF
nokasanu Oosee BBICOKHE YPOBHHM 3HIOKAHHAOMHOMIHOTO MaJbMUTOWIIITAHOJaMuzaa u Ooinee
HU3KHE YPOBHH aHaHAAMHUAa II0 CPABHEHUIO CO 3J0POBBIMH KOHTpossimu. Kpome Toro,
NALUEHThl C TMEPBUYHBIM IHATHO30M MHUIPEHU OOHAPYKWIM CHIDKEHHE YaCTOThl MHUIPEHeH
NOCJIe Havasla Teparnuyi MapuxyaHo.

[00257] CornacHo HEKOTOPBIM BapHaHTaM OCYILECTBJIEHUS OIHCAHHBbIE B HACTOSLIEM
nokymente uHruouropet MAGL obnanaroT 3¢ dekTruBHOCTBIO pH JieueHuu murpeHu. CornacHo
HEKOTOpPbIM BAapUAHTAM OCYILECTBJIEHUS B HACTOSLIEM JOKYMEHTE PACKPBIT CIOCOO JieueHus
MHUTPEHU Y HYXKAAKOLIErocss B 3TOM IALMEHTa, MPEAyCMATPUBAIOIIMWN BBEICHUE MALUEHTY
TepaneBTHUeCKU 3(PpPEeKTHBHOrO KOJMUECTBAa OMMCAHHOTO B HACTOSIIIEM JOKyMeHTe CoeTnHEeHMsI
1, Coenunenus 2, Coequnenus 3, Coenunenus 4, Coequnenus 5 um Coequnenus 6.

Bazooxkxntoszuenviii 6one3nenHbuIl KpU3 Npu CepnosuOHOKIeMOYHO bone3Hu

[00258] Cuutaercsi, 4TO BA3OKKJIIO3UBHBIN OOJIE3HEHHBIN KpU3 MPEACTABISET COOOMU
pe3yabTaT u3MeHeHHOH peosioruu >putpounutoB (RBC) ¢ OkkjrO3mMell MHUKPOKAMUJUIIPOB U
UIIEMUYECKOH OOJIbIO Y MALMEHTOB C CEPIIOBUAHOKIETOUHON aHemuel (SCD), HacnencTBEHHBIM
COCTOSIHMEM, BbI3BAaHHBIM MYyTalUsMU B TreHe Oera-reMorioOmHa y B3pocibix. CTOpoHHHE
JaHHbIE NEMOHCTPUPYIOT CBSI3aHHOE ¢ OONBIO MOBEACHHE U HEWPOXMMHUYECKHE M3MEHEHUS Y
MBIIIEH, OKCIPECCUPYIOIIUX CEPIOBUAHBIA TeMOIJIOOMH YelOBeKa, KOTOPbIE 3aMETHO
YIAYYIIAOTCS TP JICYEHUN MBIIIEH arOHUCTOM KaHHAOMHOUTHOTO PELeTITopa.

[00259] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs ONMCAHHbIE B HACTOSIIIEM
nokymeHnte nHruouropsl MAGL obnanaroT 3¢ eKTHBHOCTBIO MPH JIEYEHUH Ba30OKKITFO3UBHOTO
oonesoro kpusza mpu SCD. CoriacHO HEKOTOPHIM BapUAHTAM OCYIIECTBJICHUS B HACTOSIIEM
IOKYMEHTE  PAaCKpPBIT CHocOoO0  JIEYEHHMs  Ba30OKKIIO3UBHOTO  OONEBOro  Kpu3a  IpHU

CepHOBHHHOKHeTOqHOﬁ AHEMUHN Y HYXAAKOLIETOoCad B 3TOM IIALIUCHTA, HpeI[YCManI/IBaI-OH_II/Iﬁ
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BBEJICHUE MALIMEHTY TeparneBTHYeCKd 3(P(PEKTUBHOTO KOJUYECTBA OMHCAHHOTO B HACTOSIIEM
nokymente Coenunenusi 1, Coenunenus 2, Coenunenus 3, Coequnenus 4, Coenunenus S5 i
Coenunenus 6.

Cumnmomamuyeckoe jeyeniue PACCEAHRO20 CKJIEpo3ad

[00260] ITourn Bce mamueHThl ¢ paccesHHbIM ckiepo3oM (PC) Bcex mOATUTIOB
XapaKTePU3YIOTCS OJHUM WM HECKOJBKMMH CHMIITOMAaMH CHACTUYHOCTH, OOJIM, HapyLIEHHs
CHa, IUC(PYHKIIMU MOUYEBOTO My3bIpst U ycTanocTh. Moauduuupyromas 3a0oaeBaHne Tepanus He
ynydmaer cuMntomel. CrnactudHOCTh mopakaeT Oonee 80% mamumentoB ¢ PC; 34%
XapaKTEPU3YIOTCS] YMEPEHHOM, TSKEJIOW WM MOJIHOW CHAaCTUYHOCTBIO. Tsbkenas CracTUYHOCTh
CBsI3aHa CO CTOMMOCTBIO 1 YPOBHEM MEULIMHCKOIN MOMOIIM U HE3aBHCHMO CBSI3aHA C KaUe€CTBOM
a3 1ipu PC. CTopoHHME NaHHbIE MOATBEPXKIAIOT UCIOJNIb30BAHUE 3K30KAHHAOMHOUAOB IS
JedeHus cnactTuyHocTy U 6onu npu PC.

[00261] CornacHO HEKOTOpPBIM BapUaHTAM OCYLIECTBJICHUs ONMCAHHbIE B HACTOSIIEM
nokymeHte uHruoOutopsl MAGL oOnaparorT 5(@QexkTHBHOCTBIO NpU JIEYEHUH CBS3aHHOW C
PacCessHHBIM CKJIEPO30M CHACTHYHOCTH, OOJIM, HApYIUEHHs CHA MM AUCQHYHKLHUU MOYEBOIO
ny3bIpsi. COraacHO HEKOTOPBIM BapUaHTAM OCYILECTBJIEHHUS B HACTOSINEM JAOKYMEHTE PacCKPBIT
croco0 JieueHus! CBSI3aHHOHM C PAacCEesTHHbIM CKJIEPO30OM CIIACTUYHOCTH, OOJIM, HAapyIIEHHs CHa
WK AUCHYHKIIUH MOYEBOTO My3bIPsl Y HYKIAOIIErocs B 5TOM MALUEHTa, PEAyCMaTPUBAOIINI
BBEJICHHE MALMEHTy TepaneBTUYeCKH 3(P(PEeKTUBHOrO KONMYECTBA OMHUCAHHOTO B HACTOSIILIEM
nokymente Coenunenusi 1, Coenunenus 2, Coenunenus 3, Coequnenus: 4, CoenquHenus S v
Coenunenus 6.

QyHKYUOHATLHAA 00JIb 8 2DYOU

[00262] @dyHKIMOHAMBHAS 00N B rpyau, nHOraa HaseiBaeMas He-GERD, Oonb B rpyau
HECEPIEYHOTO MPOUCXOKIEHUsI, MPEACTABISAET COO0H (PYHKIIMOHAIBHOE JKEJTyJOUHO-KULIEUHOEe
HapyuieHue, npu kotopoMm nuckompopt BepxHux otaenoB JKKT omymaercs B rpyau. B
JOTOJHEHHE K MOTPEOJICHUI0 MEAMIMHCKUX PECYpPCOB U HCKIIOUEHHS JPYTHX H3JIEYHMBIX
COCTOSIHUH, (PYHKIIMOHAJIbHAsI OOJIb B TPYAH BBI3bIBAET Yy MALMEHTOB cTpecc. Ee MOXKHO JeuuTh
TPULIMKIMYECKUMH aHTUACTIPECCAHTAMH WM MHrHOMTOpamMu OOpaTHOTO 3axBaTa CEPOTOHWHA U
HOp3MUHEe(ppPUHA, HO HE BCE MALMEHTHI OTBEYAIOT. Y MAIMEHTOB C (PYHKUHMOHAIBHONH OOJBIO B
IpyaH, CHHAPOMOM, IpunuceiBaeMbeiM runepuyyscrButenbHocTd JKKT, croponHue naHHBbIE
NOKA3aJli, YTO 3K30KaHHAOMHOWJ YJIYUIIa]l CUMOTOMBI OOJNIM B TPYAHM M TOBBILAT CEHCOPHBIN
nopor ansi OaJJIOHHOTO PAaCTsDKEHHsI NMHUINEBOJAA B IUIAe00-KOHTPOIHPYEMOM 4-HeneIbHOM
UCCJIEIOBAHNH.

[00263] CormacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS OINHCAHHBIE B HACTOSILIEM

nokymente nHruouropsl MAGL obnanaroT 3¢ (heKTHBHOCTBIO MPH JIe4eHUH (YHKIMOHAIBHON
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6omu B rpyau. CoriacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIICHHSI B HACTOSIIEM JIOKYMEHTE
PaCKpBIT Crocob jiedeHus: PyHKIHOHATBHON OOJIM B TPYIU Y HYKIAIOMIEroCs B ’TOM MAIHEeHTA,
MPeNyCMaTPUBAIOLINI BBEIEHUE TMALMEHTY TepaneBTU4ecku 3(P(HEKTUBHOTO KOJIHYECTBA
onucaHHoro B HacrtosimeMm paokymeHte Coenunenusi 1, Coenunenus 2, CoeauHeHus 3,
Coenunenus 4, Coequnenns 5 unu CoequHeHNs 6.

Pesvamouonuwiii apmpum u ocmeoapmpum

[00264] Croponnue nanable obHapyxuny, uyto perentopsl CB1 u CB2 npucyrcTByoT B
CHHOBHHM TAIMEHTOB C peBMmarouagHbiM aptputoM (RA) wu ocreoaprputom (OA).
OHpokanHaOuHOMAbEl aHaHnamMua U 2-AG ObulM BBIIBIEHBI B CHHOBHAJBHOH JKUIKOCTH
nauneHToB ¢ RA u OA, HO He y HOpManbHbIX n00poBOJbIEB. Kpome Toro, Hebosbiioe
uccnenoBanue nanueHToB ¢ RA ¢ Habukcumonamu (THC/CBD unu opomyko3anbHbIN cripeii)
NOKa3aJi0 yiydlleHue OONM MNpH [ABWKEHMM M B IIOKOE, YJYUIIEeHWE CHA U YJIy4lIeHHe
CTaHJIapPTHOTO MOKa3aressi akTHBHOCTH 3a0oseBanust RA B 28 cycrasax.

[00265] CornacHo HEKOTOPBIM BapHaHTaM OCYILECTBJIEHHS OIHCAHHbIE B HACTOALIEM
nokymeHte nHruoutopsl MAGL obnanaroT 3¢(hekTHBHOCTBIO IpH JIe4eHUH OO M BOCTIAICHHSI
npu RA u OA. CornacHO HEKOTOpPBIM BapHaHTaM OCYIIECTBJIEHUS B HACTOSINEM JOKYMEHTE
PacKphIT CIOCO0 JieueHHs PEBMATOUAHOTO apTPUTA MIIH OCTE0APTPUTA Y HYKIAIOLIETOCs B 3TOM
NalyeHTa, NPeIyCMAaTPUBAIOLINN BBEACHHE MALMEHTy TepaneBTHYecKH 3((EeKTHBHOrO
KOJIM4eCTBa onucaHo B HactosimeM nokymeHnte Coenunenus 1, Coequnenust 2, Coenunenus 3,
Coenunenuss 4, Coenunenust 5 wimu CoenuneHuss 6. CorjacHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJIEHHS] B HACTOSLIEM JOKYMEHTE PACKPBIT CrOco0 JieueHust OOJIM MPU PEBMATOUTHOM
apTpure WM OOMM TpPH  OCTEOAPTPUTE Y  HYNKAAOMErocs B 3TOM  MALUEHTA,
NpeAyCMAaTPUBAIOINNN BBEIACHHUE TMALMEHTy TepamneBTudeckn 5((eKTHBHOrO KOJIUYeCTBa
onucaHHoro B HacrosimeMm paokymeHte Coenunenusi 1, Coemunenus 2, CoeauHeHus 3,
Coenunenus 4, Coequnenus 5 unu CoequHeHNs 6.

bonesnwv Anvyceiivepa

[00266] bonesnp Anburetimepa (AD) siBisiercst HanOoJiee pacpOCTPAHEHHOW MPUYUHON
IeMeHIuY, 3arparuBaromeil ~5,3 mmumona yenosek B CIIIA. TpeBoskHOe BO3OYKIEHHE U
arpeccusi SIBJSIFOTCA (DaKTOpaMH PUCKA JJIST MHCTUTYLHOHAIM3ALWN NMAlMEHTOB C JEMEHIIHEH.
CtopoHHHE NaHHBIE TOKA3aJM, YTO SK30KAHHAOWHOWA YIIy4lIall aHOPEKCHIO M YMEHbIIAJ
BO30ykneHne y mauueHToB ¢ AD u yMeHblman HOYHOe BO30OY)KIEHHE. IJTH JaHHBbIE
CBHIIETENLCTBYIOT O TOM, 4to uHruoutop MAGL Oyner sddextnBen y mamuentoB ¢ AD,
CTPaJaOIINX AeMEHIHeN H BO30yKAeHUEeM.

[00267] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs ONMCAHHbIE B HACTOSIIIEM

nokymente uHruoutopsl MAGL oOnamaror >QQeKTUBHOCTBIO TMpU JieueHUU OOJNe3HU
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Anbrretimepa. CorjacHO HEKOTOPHIM BapUaHTaM OCYINECTBJICHHUS B HACTOSIIEM IOKYMEHTE
packpbIT criocod JieueHust BO3OYKIIEHUST HJTH arpeCcCHH, CBSI3aHHOU ¢ O0Je3HbI0 AJTbIreliMepa, y
HY>KIAIOIIEroCss B 3TOM MALMEHTa, MPeayCMaTPUBAIOIIHIA BBEICHUE MALUEHTY TePANeBTUYCCKH
3¢ (HEeKTUBHOTO KOJMYECTBA OMUCAHHOTO B HacTosimeM aokymeHTte Coennnenus 1, CoenuHenus
2, Coemunenus 3, Coenunenus 4, Coenunenus S nnu CoenuneHus 6.

@VHKZ[MOHCI/ZbHClﬂ oucnencus

[00268] OynkiuonaneHas — aucnencuss  (FD)  sBnsercs omHuM w3 HaumOouee
PacIpOCTPAHEHHBIX JKENyJOYHO-KUIIEYHBIX HAPYLIEHWH, BCTPEYAOLUIUXCS B KIMHUYECKOH
NpakTuKe. BbUIO NpemyioskeHO HECKONBKO MaTO(pU3NONOTHUYECKUX MEXAaHHU3MOB, JEXKAIIUX B
OCHOBE BO3HHMKHOBEHHs cumnromMoB npu FD, Bximodas B ceds  BUCLEpPAIbHYIO
TUINEPYYyBCTBUTENIBHOCTD HM3-32 LIEHTPAIBHON MM nepudepudeckoil ceHcuOunusanuy, cnadbo
BBIPAKEHHBIE BOCIAIUTENbHbBIE COCTOSIHHS, W3MEHEHHYIO CEKPELHIO >KeTyAO0YHO-KHIIEUHBIX
TOPMOHOB, I'€HETUYECKYIO MPENPACIIONIOKEHHOCTh U aHOMAJIbHOE OMOPOXKHEHUE JKEeNyJKa HIIN
aKkomozauuio skenynka. CTOpOHHUE JaHHbIE TOATBEPKAAIOT TUIIOTE3Y O TOM, YTO Y MALUEHTOB
¢ FD usmensiercst GyHKIIMsI SHTOKAaHHAOUHOUTHOM CHCTEMBL.

[00269] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJICHUS OIHMCAHHbIE B HACTOSIIEM
nokymeHte nHruoutopsl MAGL obnanaroT 3¢ (hexTHBHOCTBIO MpH JieueHUH (YHKIIMOHAIBHOM
mucnernicuu. CoriacHO HEKOTOPhIM BapHUaHTaM OCYILIECTBICHHUsS B HACTOSIIEM JIOKYMEHTE
PacKpeIT crnocob jeueHns (QYHKIHMOHAIBHOW AMCIENICUU Y HY)KIAIOINErocss B 3TOM IMALUEHTA,
NpeAyCMATPUBAIOINNN BBEIACHHUE TMALMEHTy TepamneBTudeckun 5((eKTHBHOrO KOJINYeCcTBa
onucanHoro B HacrtosimeMm paokymeHte Coenunenusi 1, Coemunenms 2, CoeauHeHus 3,
Coenunenus 4, Coequnenus 5 unu CoequHeHus 6.

Bocnanumensnoe 3abonesanue xuuieYHuxda

[00270] BocnanurensHoe 3aboneBanue kumeuynuka (IBD) Bkirodaer B cebst XpOHHYECKOE
BOCMAJIEHUE BCEro MUIIEBAPUTENIbHOrO TpakTa Wiu ero dactu. IBD B OCHOBHOM BKIIIOHAaeT B
ceOst si3BeHHBIN KOUT U OonesHb Kpona. O0a COCTOSTHUS, KaK MPaBHJIO, BKIIIOYAKOT B CeOs
TSDKENYI0 Juapero, OoNib, yCTamocTh W moTepro Beca. IBD moxer ObITh H3HYPHUTEIBHBIM U
MHOTAAa MPUBOAUT K OMACHBIM ISl JKU3HU OCNOKHEHUsiM. CTOpOHHME JaHHbIE MOKa3ald, 4To
uarnouposanne MAGL ObL10 3aIIUTHBIM B MBITIHHONW Moaenu IBD.

[00271] CormacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJICHHUS OINHMCAHHBIE B HACTOSIIEM
nokymente nHruouropsl MAGL obnanaroT 3¢ (eKTHBHOCTBIO TPH JIEYEHHH BOCHAIUTEIBHOTO
3a0oneBaHust KuineyHWKa. COrjlacHO HEKOTOPHIM BApHAHTAM OCYINECTBJIEHUS B HACTOSLIEM
IOKYMEHTE PACKPBIT CIIOCOO JIEUEeHUs] BOCHAJIUTENHOrO 3a0O0NieBaHMsl KULIEYHUKA Y

HY>KAAOMErocsa B 5TOM IAIIUCHTA, HpeI[YCManI/IBaIOH.II/Iﬁ BBCACHHUE MALUCHTY TEPANCBTUYCCKU
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3¢ (HeKTUBHOTO KOJMYECTBA OMUCAHHOTO B HacTosimeM aokymeHTte Coennnenus 1, CoenuHenus
2, Coequnenus 3, Coenunenus 4, Coequnenus 5 wim CoenuHenus 6.

Vuu6 cxenemuovix moiuiy

[00272] Ymmb CkeNneTHBIX MBI YKa3bIBAECT HA MPSIMYI0, TYMYI0, CKAUMAIOLIYIO CHITy Ha
MbIILYy. YIUObl MPEACTABISIOT cOOOM OOHM M3 Haubojee pacnpOCTPAHEHHBIX CHOPTHUBHBIX
TpaBM. CTeneHb TSHKECTH YIIMOOB BapbHPYET OT MPOCTHIX YHIMOOB KOXKH 10 YIIUOOB MBIIII] U
KOocTel U 10 ymuOOB BHYTPEHHHX OpraHoB. I1o cTOpoHHMM maHHBIM HHruOupoBanne MAGL
MPOAEMOHCTPUPOBAJIO MPOTHBOBOCTIAIUTEIbHBIE 3(PPEKThI B MOAENTH YIIUOa CKEJIETHBIX MBI
KPBICHI.

[00273] CornacHO HEKOTOpPBIM BapHaHTAM OCYLIECTBJIEHUs ONMCAHHbIE B HACTOSILEM
nokymeHnte nHruouropel MAGL obnanaroT 3ppeKTHBHOCTBIO MPH JIEYEHUH YIINOa CKEJIETHBIX
Ml COrlacHO HEKOTOPBIM BapuaHTaM OCYLIECTBJICHHS B HACTOSLIEM JOKYMEHTE PACKPBIT
cnocod JedeHus ymuOa CKENeTHBIX MBIML Yy HYXXJAIOIIErocs B O3TOM  IAILUEHTA,
NpEeNyCMaTPUBAIOLINN BBEACHUE MALMEHTY TeparneBTUUecKr dS(P(EKTUBHOIO KOJIUYECTBA
ommucaHHoro B HacrosimeM nokymeHte Coenunenusi 1, Coenunenusi 2, CoenuHenus 3,
Coenunenus 4, Coenunenus 5 unu CoenuHeHus 6.

[00274] CornacHo ApyromMy BapHaHTy OCYLIECTBJICHHs TPEACTABICH CIIOCO0 JIeueHHsI
3a00J1eBaHMs WM HAPYIIEHHs y MAalUeHTa, IPeayCMaTPUBAIOIUI BBEACHNE HYKAAIOIIEMYCS B
STOM TALUEHTy TepaneBTU4ecKu 3S((HEKTUBHOTO KOJIMYECTBA OMUCAHHOTO B HACTOSLIEM
nokymente Coenunenusi 1, Coenunenus 2, Coenunenus 3, Coequnenus: 4, CoenquHenus S v
Coenunenus 6, mpuyeMm 3a00J€BaHHE WM HAPYLICHHE BBIOPAHO W3 TPYIIbL, COCTOSIICH M3
SIUJIETICUH/TIPUITAOYHOTO PACCTPOICTBA, PACCESTHHOTO CKJIEP03a, HEHPOMHETUTA 3PUTENbHOTO
Hepa (NMO), cungpoma Typerrta, Gonesnu Anbureiimepa u OOJM B SKUBOTE, CBS3aHHOW C
CUHAPOMOM pa3apaxeHHOro kumedHuka. CorjjacHo JpyroMy BapuUaHTy OCYILECTBIEHUS
NPECTaBJIEH Crocod JIeYeHMs STHJISTICHN/TPUIIAJIOYHOTO  PACCTPOICTBA Y MALUEHTA,
NpeayCMaTpUBAIOLINIl  BBECHHE HYXKAAOLIEMyCss B 3TOM MALUEHTy TepaneBTUYECKU
3¢} EKTUBHOrO KOJUYECTBA OMUCAHHOTO B HactosimeM nokymeHte Coenunenus: 1, CoennHeHMs
2, Coenunenust 3, Coenunenust 4, Coenunenust 5 wnu Coeaunenust 6. CoriacHo Ipyromy
BApUAHTY OCYLIECTBICHHS MPEACTABICH CIOCOO JIEYEHUS] PACCESTHHOTO CKJIepO3a y MAIUeHTa,
NpeayCMaTpUBAIOLINIT  BBEACHHE HYXKAAOLIEMyCss B 3TOM HAlUMEHTy TepaneBTUYECKU
3¢ EKTUBHOrO KOJUYECTBA ONMUCAHHOTO B HactosimeM nokymeHte Coenunenus 1, CoennHeHus
2, Coenunenust 3, Coenunenust 4, Coenunenust 5 wnu Coeaunenust 6. CorjiacHo Ipyromy
BAPUAHTY OCYINECTBJICHUS NMPEICTABIIEH CIOCO0 JIEYeHHsT HEHPOMHUENNTA 3PUTEIBHOTO HepBa
(NMO) y mnauueHTta, NpenyCMaTPUBAIOIINN BBENEHHE HYXKTAIOMIEMYyCsl B 3TOM IALUEHTY

TEPANCBTUYICCKN B(I)q)eKTI/IBHOFO KOJIMYCCTBA OMUCAHHOTO B HACTOSAIIEM NJOKYMECHTEC COGI[I/IHGHI/UI
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1, Coennnenus 2, Coequnenus 3, Coenunenns 4, Coennnenus S nnm Coenunenus 6. CornacHo
OPYroMy BapUaHTy OCYIIECTBJICHUS MPEACTaBIeH CIoco0 JiedeHUs cuHApoma Typerta y
MAIUEeHTa, MPeayCMaTPUBAIOIIHIA BBEACHUE HYKIAOIEMYCsl B 9TOM MALUEHTY TePANeBTUYCCKH
3¢ (HEeKTUBHOTO KOJMYECTBA OMUCAHHOTO B HacTosimeM aokymeHTte Coennnenus 1, CoenuHenus
2, Coenunenus 3, Coenunenus 4, Coenunenust 5 unu Coeaunenust 6. CoriacHo Ipyromy
BapPHAHTy OCYLIECTBJICHHUs MPEICTaBJeH Crocod jiedueHus: O0e3HU AJblreiiMepa y MalHMeHTa,
NPeNyCMaTPUBAIOLINN  BBEICHHE HYXKHAIOIMIEMyCs B 3TOM TNAUEHTY TePaNeBTUYCCKH
3¢ (HEeKTUBHOTO KOJIMYECTBA OMUCAHHOTO B HacTosimeM aokymeHte Coennnenus 1, CoenuHenus
2, Coenunenus 3, Coenunenust 4, Coenunenust 5 unu Coeaunenust 6. CornacHo Ipyromy
BApPHAHTy OCYIIECTBJICHHUS NPEACTABJICH Crocod JiedeHuss OO B IKUBOTE, CBSI3AHHOH C
CHHAPOMOM pa3IpaKeHHOTO KHUIIEYHHUKA, Yy TMaLWUeHTa, MPeayCMAaTPUBAIOIIUN BBEIEHUE
HY>KIAIOIIEMYyCsl B 5TOM MAIlUeHTy TepaneBTu4eckd 3((EeKTUBHOrO KOJMYECTBA OMHCAHHOTO B
HactosimieM nokymeHte CoemuneHusi 1, Coenunenusi 2, Coenunenusi 3, CoenuHeHus 4,
Coenunenus 5 unu CoenvHeHus 6.

[00275] CornacHo ApyromMy BapHaHTy OCYLIECTBJICHHsI MPEACTABJICH CIIOCOO JIeueHHsI
ocTpoii  0onm, BOCHANUTENbHOW OONM, OHKOJOrm4YeckowW Oonu, Oo0nM, BBI3BAHHOMN
nepudepudeckoii  HeBpomaTtwed,  IeHTpalbHOH  Oomyw,  ¢uOpomMmanTuy,  MHUTPEHH,
BA30OKKJIIO3MBHBIX ~ OOJIE3HEHHBIX  KPWU30B  MpPHU  CEPIOBUAHOKJIETOYHOW  AHEMUH,
(GYHKIIUOHATIBHOW OOJM B TPydH, PEBMATOMIHOIO apTPHUTA, OCTEOAPTPUTA, (PYHKIMOHAIBHOM
TUCTIETICUH UJTA CTIACTHYHOCTH WJTH CBS3aHHOM C PACCESTHHBIM CKJIEPO30M OOJIH, HAPYIIEHHUS CHA
Wi TUCHYHKIIUHA MOYEBOTO My3bIPsl Y HY>KIAIOIIErocsi B ’TOM MALIMEHTa, TPEIyCMaTPUBAOLIHI
BBEJICHHE MALIUEHTY TEparneBTHYeCKU 3(P(PEKTUBHOTO KOJUYECTBA OMHUCAHHOTO B HACTOSIIEM
nokymente Coenunenusi 1, Coenunenus 2, Coenunenus 3, Coequnenust 4, Coenunenus S v
Coenunenus 6.

CMHODOM Typemma u xponuyeckue MOmMopHsvle MUKO3HbIE PACCMPOIicmed

[00276] Cunpnpom Typerra (TS) mpencrasnsier coOOH COCTOSIHHE HEPBHO-NCHXUYECKOTO
Pa3BUTHSA, XapaKTEPU3YIOLIEECs XPOHUYECKUMU MOTOPHBIMH U TOJIOCOBBIMH THKAMH C HA4aJIOM
no 18 ner. Tuku npeacTaBisirOT coO0i OBICTPBIE, TOBTOPSIIOLINECS, OeCLIeTbHBIC ABMKEHHS WIN
Bokaymm3auud. [lOCTOSHHOE ABHraTesIbHOE WM TOJIOCOBOE€ THUKO3HOE  PacCTPOHCTBO
npeAcTaBisieT CoOOM JBa TPU3HAHHBIX CHHAPOMA, XaAPAKTEPU3YIOIUXCS H30JHMPOBAHHBIMU
IBUTATENIbHBIMHA WJIM TOJIOCOBBIMH THKaMH, COOTBETCTBEHHO. COrJacHO IpPyruM acrieKkTam
YCJIOBHSI TOCTOSTHHOTO JIBUTATEJIBHOTO MIJIH TOJIOCOBOTO paccTpoiicTBa cxomnsl ¢ TS.

[00277] TS B oOCHOBHOM cuuTaeTcss 3a0OJieBaHHEM JIETCKOTO BO3pacTa ¢ HA4dajIoM
npuOMM3nuTeNbHO B S5 sier. TuKM, Kak TIPaBWIIO, BO3PACTAOT IO CEPENUHBbI TOAPOCTKOBOTO

BO3pacTa, a 3aTeéM CHHKAKOTCA B MO3JHEM IMNOAPOCTKOBOM H pPAaHHEM B3POCIOM BO3PACTE.
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OOBeKTHBHOE MOBTOPHOE MCCIIEOBAHNE CTOHKOCTH TUKOB BO B3POCJIOH JKU3HHU MOKA3aJ10, UYTO Y
90% B3pocnbIx ¢ quarHo3oM "meru ¢ TS" Tuku Bee eme ObuIH.

[00278] TS obnamaer BBICOKOH HACIENYEMOCTBIO ¢ TIEPEMEHHON 3Kcnpeccueid. My KIHbI
yale CTpajaroT, YeM JKeHIIUHbI, IPUYeM COOTHOILIEHHE MY>KUUH U JKEHIIUH COCTAaBJISET OT TPEX
70 4eTblpeX K OAHOMY. TS 4HacTO BO3HHKAET BMECTE€ C CHHIPOMOM Je(UINTa BHUMAHUS U
runiepaktuBHoctd  (ADHD) wu  obceccuBHO-KOMIybcuBHBIM  pacctpoiictoM  (OCD).
Bozpelicteue TS sBisieTcss 3HAUUTENIbHBIM. CHUJKEHHE KadecTBa JKM3HH 4YacTO CBSA3aHO C
Oe3paboTuueli, HENOCTATOYHBIM YPOBHEM YCIEBAE€MOCTH, IOBBIIIEHHONH TSKECTBIO THKOB,
HaJIM4YMeM CONyTCTBYIOLIMX 3aboneBanuii, Takux kak OCD, ADHD, TpeBOXHOCTb U A€TIpeccusi.
[00279] CtopoHHHME HUCCIENOBAaHMS KOJUYECTBEHHON BHM3yanuzauuu npu TS mnoxazanu
yYMEHbIIEHHE 00beMa XBOCTATOrO Sipa U UCTOHYEHHUE CEHCOMOTOPHBIX KOPTHKAJIBHBIX CJIOEB Y
AeTei U B3pOCHbIX. DTH HAOIIOEHHS TO3BOJISIIOT IPEATIONOKHUTD, YTO MOTOPHBIE 00IACTH KOPBI
u nucyHkuus Oa3aNbHBIX MAHTIHEB MPUYMHHO CBsi3aHbl ¢ TS. DrTa rumoresa moAaTBEep:KAaeTCs
ydactueM Oa3albHbIX TAHIJIMEB B BBHIOOpE MM IOJABJIEHHM ABUIATENBHOTO TIOBENEHHS,
BKJIIOUAst B ce0s1 pyTHHHOE NOBEICHUE HJIH MPHUBBIUKU. XBOCTATOE TEJIO CHIILHO HHHEPBUPYETCSI
C TIOMOMIBIO T0(haMHHEPTUUECKUX MPOEKIMH U3 YepHOH CyOCTAaHLIMU, YTO MOXKET OBbITh CBSI3aHO
C KJIMHHYECKOH MOJIE3HOCThIO NO(MaMHHEPIHYECKUX AHTArOHHCTOB B CHIDKEHUH TSDKECTH THKA
npu TS. Yuactue sunokanHabunounnoi (eCB) cucrembl B mogaBieHun A0(GaMUHEPTHYECKOH
nepenayn 0a3ajbHBIX TAHIJIMEB TpeayiaraeT OOOCHOBAaHUE JJIi MAaHUITYJUPOBAHUS OSTOH
pPEeLenTOPHON CHCTEeMOM Uil TepaneBTH4Yeckor wuenu npu TS. B HECKOIbKHX CTOPOHHHUX
UCCIISIOBAHMSX OMUCAHO YJyYIIeHHe CHMITOMOB THKA NpU BBeneHuu kannabuca mim THC.
[00280] CornacHO HEKOTOPBIM BapHUaHTAM OCYINECTBJICHHUS OINHMCAHHBIE B HACTOSIIEM
nokymente nHruoutopsl MAGL o6nanaroTt 3¢ (HeKTUBHOCTBIO MPH JIeYeHUH cHHApoma TyperTa,
XPOHHUYECKOTO MOTOPHOTO THKO3HOTO PAacCTPONCTBA U XPOHHUYECKOTO T'OJOCOBOIO TUKO3HOIO
pacctpotictBa. CornacHO HEKOTOPbIM BapHaHTaM OCYILECTBJIEHMs] B HACTOSIIEM AOKYMEHTE
packpeIT crmocod JiedeHus CHHApoMa Typerra y HYXJAKOLErocs B 3TOM IMALMEHTA,
NpeayCMAaTPUBAIOIINN BBEACHHWE TMALMEHTy TepaneBTHdeckn 35((EeKTHBHOrO KOJINYeCTBa
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuans- 1 -ui)-4-
(TpudTopmeTn)ben3u)unepasuH- 1 -kapookcunata WM ero GpapManeBTUYECKH MPUEMIIEMON
comu wuiau conpBara. (CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHUS B HACTOSLIEM
JIOKYMEHTE PACKPBIT CIIOCO0 JieueHus1 CUHApoMa TyperTa y Hy KOAaroIlerocsi B 3TOM IMalUeHTa,
NpeayCMAaTPUBAIOINNN BBEACHHWE TMALMEHTy TepaneBTudeckn 3((eKTHBHOrO KONUYeCTBa
onucaHHoro B HacrosimeMm paokymeHnte Coenunenusi 1, Coemunenus 2, CoeauHeHus 3,
Coenunenuss 4, Coeaunenust 5 wnu CoenunenHuss 6. CorjacHO HEKOTOPBIM BapUaHTaM

OCYHIECTBJICHHA B HACTOALIEM NJOKYMEHTE PACKPBIT CIIoco0 JeueHust XPOHUYECKOTO MOTOPHOIO
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TUKO3HOT'O PacCTPOMCTBA y HY’KAAIOIIErocsi B 3TOM MalMeHTa, MpelyCMaTpUBAIOLI1il BBEACHNE

MaLMeHTy TepaneBTudecku 3¢ dexruBHoro kommuectsa 1,1,1,3,3,3-rekcadroprnponan-2-ni-4-(2-
(mupponunun-1-un)-4-(tpudropmernn)deH3 ) nunepasul- 1 -kapookcuiaTa WIn ero
dapMaLieBTHUECKU TIPUEMJIEMOM Ccoid Wil cosbBata. COrJIACHO HEKOTOPBIM BapUaHTaM
OCYIIECTBJICHHS] B HACTOSIIIEM JOKYMEHTE PACKPBIT CIOCOO JIEUeHUS] XPOHHYECKOTO MOTOPHOTO
TUKO3HOTO PAaCCTPONCTBA Y HY’KAAIOIIErocsl B 3TOM MAaI[UEHTa, MPeIyCMaTPUBAIOLINI BBEACHIE
MAIUEHTY TepaneBTU4YeCKu 3()(PEKTUBHOrO KOJMYECTBA OMUCAHHOTO B HACTOSIIEM JOKYMEHTE
Coenunenus 1, Coequnenus 2, Coenqunenusi 3, Coenunenus 4, Coenunenus S unu CoenuHeHUs
6. CortacHO HEKOTOPBIM BapUaHTaM OCYINECTBJICHUS B HACTOSIIEM JOKYMEHTE PacKphIT CIIOCO0
JI€YeHUsT XPOHUYECKOIO TOJIOCOBOIO THKO3HOTO PACCTPOMCTBA Y HYJKAAIOIIETOCs B 3TOM
MarueHTa, NpPeIyCMaTPUBAIOLINI BBEICHHE MAILMEHTy TepaneBTU4Yecku dS(QexTuBHOrO
KOJIM4YeCTBa 1,1,1,3,3,3-rekcadpropnponan-2-min-4-(2-(mupponuaun- 1 -um)-4-
(TpudTopmeTn)OeH3un)nunepasuH- 1 -kapookcuaata win ero GpapManeBTUYECKH MPUEMIIEMOMN
comu wi conpBata. COryiiaCcCHO HEKOTOPBIM BapUAHTaM OCYIIECTBJIEHHS B HACTOSLIEM
TOKYMEHTE PACKpPBIT CHOCOO JIeUeHHsT XPOHUYECKOrO T'OJIOCOBOTO THKO3HOTO PAacCTPOWCTBA Y
HY>KIAIOIIerocsl B TOM IMaLMEHTa, MPeayCMaTPUBAIOIINNA BBEICHHUE MALMEHTY TePareBTUYECKH
3¢ EKTUBHOTO KOJUYECTBA OMUCAHHOTO B HactosimeM nokymeHte Coenunenus 1, CoenuHeHust

2, Coequnenus 3, Coenqunenus 4, Coequnenus 5 i Coenunenus 6.

Cunopom oechuyuma snumanus u cunepakmusnocmu (ADHD)

[00281] ADHD npencrasiisier co00i XpOHHYECKOE COCTOSTHHE MCUXHUYECKOTO 3JOPOBbS C
HEBHUMATEJIbHOCThIO,  T'MIIEPAKTUBHOCTBEO W UMITYJIbCUBHBIM  TOBEIEHHEM, KOTOpbIE
BCTPEYAIOTCS B PA3JIMYHBIX YCJIOBUSX M BIHSIIOT Ha (YHKIUH B aKaJeMHUYECKOH, COLHAJIbHON
Wi npodecCHOHANbHOW AesTenbHOCTH. CHUMNTOMBI HAYHMHAKOTCS B JETCTBE U MOTYT
coxpaHsTbcs B 3pesioMm Bospacte. [lo onenkam, ot 8 mo 11% nereli mkonpHOrO Bo3pacta CIIIA
xapaktepusytorcss HamuuneM ADHD, a 4% B3pocnbix CIIA xapaktepusyrorcs ADHD
B3pOCHBIX. JlMarHocTMka MOKET OBITh BBINOJIHEHA B COOTBETCTBHH C KPUTEPHSIMH B
JIMarHOCTHYECKOM M CTAaTHCTUYECKOM PYKOBOZACTBE IO NMCUXUYECKUM HAPYIIEHUSIM, BEpCHs 5.
IleneBble CHMNITOMBI MOJKHO OTCJI€KHBATH C TOMOINBIO IIKAJ OLEHKH, CHEUU(PUUHBIX IS
ADHD.

[00282] Bspocieie ¢ ADHD wacro coobmaror 00 yiydIlleHMH CHMITOMOB TIpH
UCIIONB30BAHUHM KaHHA0MCa, a HEKOTOpble COOOIMMAT O TNPEANOYTeHWH KaHHaOuca 1o
CPaBHEHHMIO C HX JIEKAPCTBEHHBIMU cpeacTtBamu, crumyiupyoomumua ADHD. Croponnee
uccnenoBanne mnauneHToB ¢ ADHD, ycTOHYMBBIX K MHOTOUYHCIIEHHBIM (PapMaKOJOTHUYECKUM
crioco0aM JiedeHHs1, onmchiBaeT yaydmenue cumnromoB ADHD ¢ kypenmem kaHHaOwmca,

OCOOEHHO yJIy4ILIeHHe KOHLEHTPAMH, WMITYJbCHBHOCTH U CHa. Jlpyroe CcTopoHHEe
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UCCIIEIOBAHNE OTMETWIIO YJIYUIIEHHEe BHUMAHHUS, CBA3aHHOE C BOXKIEHHUEM TIOCJIE IEPOPATBLHOTO
npuema THC. Kpome TOro, mammeHTsl ¢ cuUHApOMOM Typerra YacToO XapaKTepU3YIOTCs
HammaneM ADHD xak conyTcTByromero 3a00neBaHusl.

[00283] CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHS OINHCAHHBIE B HACTOSILIEM
nokymente uHruoutoppl MAGL oOnagaror >QQexkTHBHOCTBIO TpU JieueHHH Jeduiura
BHUMAaHUS U TUNIEPaKTUBHOCTH. COTJIaCHO HEKOTOPBIM BAPHAHTAM OCYLIECTBIICHHS B HACTOSIIIEM
JOKYMEHTE PACKpPBIT CIIOCOO JIeUeHUs] CHHIApOMa Ne(QUINTa BHUMAHHUA U TUIIEPAKTUBHOCTH Y
HY’KJAIOLIEroCsl B 3TOM IMaLMEHTa, MPeAyCMaTPUBAIOIUI BBEICHUE MALUEHTY TEPareBTHUYECKU
s¢pdextuBHoro  kommuectBa  1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(mupponuaus- 1-mn)-4-
(TpudTopmeTn)OeH3nm)unepasuH-1-kapobokcunata uiM ero QpapmManeBTUYECKH MPUEMIIEMOMN
comu wiau cojbBata. COrjJacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHs B HACTOSINEM
JOKYMEHTE pPacKphBIT cmoco0 JeueHHs neduiuTa BHUMAHHS M TUIEPAKTUBHOCTH Y
HY>KJAIOLIErocsi B 3TOM IMalMeHTa, MPeAyCMaTPUBAIOLIUI BBEICHUE MMALUEHTY TeParneBTHUECKU
3¢ PEeKTHBHOrO KOIUYECTBAa OMUCAHHOTO B HacTosmeM aokyMeHre Coequnenus 1, CoennHeHus
2, Coenunenus 3, Coenqunenus 4, Coenunenus 5 winu CoenuHeHus 6.

Obceccusno-komnynvcusnoe paccmpoiicmeo (OCD)

[00284] Ob6ceccuBHOo-KOMIynbcuBHOE — paccrpoiictBo  (OCD) mpencrasisier  coOoi
XPOHUYECKOE COCTOSIHHE IICUXMYECKOTO 3/J0POBbs, XapaKTepU3YIOLIEecs MOBTOPSIIOIUMUCS
HABSI3YMBBIMH MBICJISIMHU, 00pa3aMu WU MOOYKIEHUSIMHU (HABSI3YUBBIMU UIESIMH), KOTOPbIE, KaK
MPABUJIO, BBI3BIBAIOT OECITOKONHCTBO WJIM JUCTPECC, W TMOBTOPSIFOLIMMHUCS MCUXUYSCKUMHU UJIH
MOBEEHYECKUMH TeHUCTBUSAMHU (KOMITYJIbCUBHBIMH HAPYIIEHUSIMH ), KOTOPbIE Y€JIOBEK YyBCTBYET
ceOst BbIHYKIEeHHBIM BBIMOIHATh. OCD, Kak MpaBuIo, HAYMHAETCS B MOAPOCTKOBOM BO3PACTE,
COXPaHsIETCS B TEYEHHE BCEHM >KM3HHM YeJOBEKa M MPUBOAUT K CYIIECTBEHHBIM HapyIICHHUSIM
(YHKITUOHMPOBAHUS U3-3a TSDKEJIOW U XPOHUYECKOW MpUposl 3abonieBaHusi. Puck 3aboneTs B
TeueHue >KU3HU oneHuBaeTcss kak 2% B CIIIA. JluarHocTHKa MOKET OBITh ClejlaHa B
COOTBETCTBUH C KpUTepUsiMA B JIMarHOCTUYECKOM U CTaTUCTUYECKOM PYKOBOJCTBE IO
MCUXUYECKUM HapyleHusiM, Bepcusi 5. lleneBble CUMNTOMBI MOTYT KOHTPOJIUPOBATBHCS C
MOMOIIBIO KAl oueHkw, cnemuduyabix it OCD. MHoroducjaeHHble CBUAETEIHCTBA

YKa3bIBatOT Ha TO qTo KOPTHKO-CTPUATO-TAJIAaMO-KOPTUKAJIbHBIC Oemnu CBsA3aHbl C

>
narodpuznonorueir OCD. ITaunentsr ¢ OCD 9acTo UMEIOT AMArHO3bI TPEBOKHOTO HAPYIICHUS.
st neuennst OCD yacTo paccMaTpHBaeTcst IeueHUE, HAPABICHHOE Ha JieueHHe OeCITIOKONCTRA.
[00285] Ha mopenu OTHOCSIIErocsi K TPEBOXKHBIM PaCCTPOMCTBAM TMOBTOPSIOLIErOCs
NOBEICHUsI TPBI3YHOB uaeHTUumposany, uro kak THC, tak u uaruburop MAGL cHmxkanmu

NOBTOPSIOIEECs] TIOBEACHNE, HO TOJNbKO MHruomrop MAGL He neMOHCTpHUpOBal CHUKEHUS

aBUrareabHoro noeeneHus. I dexTer Obutn onocpenosanbl peuentopom CB1. Kpome Toro, B
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CTOPOHHHX OTYETaX O CIy4asix B3POCHBIX C pedpakunOHHO-00CECCUBHO-KOMITYJIbCHBHBIM
paccTpoiicTBOM onucaHa mnojgp3a oT nepopanbHoro npuema THC. KosTtponupyemoe
uccnenosanue nepopanbHoro npuema THC y B3pocnpix ¢ cunapomoMm Typerrta, 4acTo
conpoBokaaeMoe conyrcTByromuM OCD, BBISIBIIIO yIy4IIeHHS B 00CECCHBHO-KOMITYJIbCHBHOM
MOBEJIEHUU.

[00286] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs ONMCAHHbIE B HACTOSILEM
nokymente wuHruoOutopsl MAGL oOmagaroT 3¢pQeKTUBHOCTBIO TPH JIEUYEHHMH OOCECCUBHO-
KOMIIYJIbCUBHOTO paccTpoiictBa. COrnacHO HEKOTOPbIM BapUaHTaM OCYLIECTBJICHUS B
HACTOSIIIEM JTOKYMEHTE PACKpPBIT CIIOCO0 JiedeHUs 00CECCHBHO-KOMMYJIBCHBHOIO PACCTPONCTBA
y HYXJawoLerocss B O5TOM MAallUEHTa, MPeAyCMaTpUBAIOLIUN  BBEACHHE MALUEHTY
TepaneBTHUecKd  3(PPEeKTUBHOTO KOJIMYECTBA 1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-
(mupponuaus-1-un)-4-(tpudropmerin )OeH3 Wi )nunepasun- 1 -kapOokcuIaT WU ero
dapManeBTUUeCKH IpHeMieMas cojb WM conbBaT. (COrjacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHHST B HACTOSIIEM JOKYMEHTE€ pacKphIT Crmocod JiedeHuss OOCEeCCHBHO-
KOMIIYJIbCUBHOTO PAaCCTPONCTBA Y HY)KJAKOLIErocss B 3TOM IMALUEHTa, MPEayCMaTPUBAOLIUI
BBEJICHHE IALMEHTY TepaneBTHYecKd 5((EKTHBHOTO KOJMYECTBA OMHUCAHHOTO B HACTOSIIEM
nokymente Coenunenusi 1, Coenunenust 2, Coenunenus 3, Coequnenust 4, CoenquHenus S v
Coenunenus 6.

Ipuxomunriomanus

[00287] TpuxoTuiioMaHuss XapakTepU3yeTCsi MOBTOPSIFOLIMMCS BBIJEPTUBAHUEM BOJIOC,
NPUBOISALIMM K BBIMAJACHUIO BOJOC M (PYHKIMOHAJIBHBIM HApyIIEHUSIM. DTO CBSI3aHHOE C
BbIIEPTUBAHUEM BOJIOC HApYILIEHUS SBISETCS JOBOJBHO PAaCHpPOCTPAHEHHBIM SIBIIEHHEM WU
CBSI3aHO C COLMAJbHBIMM HapyLIEHUsIMU. BbUIO MpenjiokeHO COBMAZEHHE C CHHIPOMOM
Typerra, mNOCKONBbKYy 00€ MAMATHOCTHYECKHE TPYMIbl XapaKTEPU3YVIOTCS IBUTATEIbHBIMU
UMIyJIbCaMH, KOTOpble TPYOHO MOAaBUThb. B cropoHHem uccienosanuu nepopanbHbiii THC
yMEHbIAJ] CHUMIITOMBl TPUXOTWJUIOMAHUU B OTKPBITOM KJIMHUYECKOM MCCIIEIOBAHUH, YTO
yKa3bIBa€T HA yYaCTHE YHIOKAHHAOMHOUIHOTO MyTH.

[00288] CormacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJICHHUS OINHCAHHBIE B HACTOSIIEM
nokymente nHruouropsl MAGL obnanaroT 3¢ppeKTHBHOCTBIO MPH JIEYEHUH TPUXOTHIITIOMAHHH.
CornacHoO HEKOTOpPbIM BapHaHTAM OCYILIECTBICHHS B HACTOSAIIEM JOKYMEHTE PACKPBIT CIIOCO0
Je4eHuss TPUXOTUIUIOMAHMM Yy HYXKAAIOIIEerocs B 3TOM [allMEHTa, IpelyCMaTpUBAIOLIUI
BBEJICHHUE TMAIMEeHTy TepaneBTudecku 3¢ dexruBHoro komuuectsa 1,1,1,3,3,3-rekcadpropmnpomnaH-
2-un-4-(2-(mupponuans- 1 -mn)-4-(TpudTopMeTHI )OS H3 W) TUTIePa3HH- | -kapOOKCHIaTa WM €ro
dapmMareBTHUECKH TpUEMIIEMON conmu wiau  conbBata. COrJIaCHO HEKOTOPBIM BapHaHTaM

OCYHIECTBJICHHUA B HACTOALIEM HJOKYMCHTEC PACKPBIT Crocod JedyeHust TPUXOTUIUIOMAHUHA Y
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HY’KIAOIIErocsl B 3TOM MAallMeHTa, MPeayCMaTPUBAIOIIUNA BBEAECHUE MALMEHTY TEPANeBTHUYECKU
3¢ (HEeKTUBHOTO KOJIMYECTBA OMUCAHHOTO B HacTosimeM aokymeHte Coenunenus 1, CoenuHenus
2, Coemunenus 3, Coenunenus 4, Coenqunenus 5 wim CoenuaeHus 6.

Heespaneus mpoiinuuno2o nepeda u Z/lOCCOCbClDuHZ@CIJZbHCE}I HEBPAI2UA

[00289] Penxoit ¢opmoii XpOHHYECKOH HEBPOMATHYECKON OONU SIBISIETCS HEBPAITUs
TPOHHUYHOrO HEpBa WM rioccodapuHreanbHas HeBpanrus. Hepanrust TpOHHMYHOTO HepBa
(TN) wm tic douloureux xapakrepu3yercs PEeHUAHBHPYIOIIUMH, KPATKHUMH SIH30JaMH
OJHOCTOPOHHUX Ooyell mNpu pachpeneleHud OHOTO WM HECKOJbKHX OTAENOB IISITOrO
yepenHoro  (TPOWHMUYHOIrO) HepBAa  WJIM  JEBATOIO  WJIM  JECATOr0  YepemHOro
(rnoccodapunreanpHOro) HepBa. MHOTHE Clydyad BbI3BaHbI COCYIUCTONM KOMIIPECCHEH HEepBa,
YTO NPUBOAWT K TOSBJIEHUIO CHUMNOTOMOB. JlpyrumMu npuduHamMu MOTYT ObITh HH(EKIUs
(HanmpuMep, OMOSICHIBAIOIINN JIMINIAK), MOCTTPABMATHYECKOE COCTOSIHUE WJIM MOXET ObITh
BBI3BAHO OMYXOJbt0. [TOBpekIeHs eMUENTNHI3ALNH, TAKHe KaK T€, KOTOpble 00OHAPYKUBAKOTCSI
IIPU PACCESHHOM CKJIEPO3€, MOTYT TAK)KE BbI3bIBATH HEBPAJITHIO TPOHHHYHOIO HEpBa IMyTEM
YCTAHOBJIEHHsI TeHEPALUU KTOIMNUECKUX HEPBHBIX UMITYJILCOB B CTBOJIE MO3Ta.

[00290] TG cuurtaercss OAHUM U3 CaMbIX OOJIE3HEHHBIX HEAYroB uejoBeka. CTOpOHHUE
JaHHbIE CBUJIETENLCTBYIOT O TOM, 4TO pedpakTepHas HEBpPaITHs TPOHHUUHOTO HEPBA SIBJISETCS
YyBCTBUTEJBbHON K MEUIITHE HA OCHOBE KaHHAOMCA.

[00291] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUS OIHMCAHHbIE B HACTOSIIEM
nokymente wuHruOutopel MAGL ob6nagaoT >(pQeKTUBHOCTBIO TNPU JICUEHHH HEBPAITUU
TPOHHUYHOrO HEpBa WM TioccodapuHreabHoN HeBpairuu. COrjlaCHO HEKOTOPBIM BapHUaHTAM
OCYLIECTBJICHHS] B HACTOSILIIEM TOKYMEHTE PACKPBIT CIOCOO JIEUeHUs] HEBPAJITUU TPOHHHUYHOTO
HEpBAa Yy HYKAAOLIErocss B OSTOM TALMEHTa, MNPEeAyCMAaTPHUBAIOLINI BBEACHHUE IALUEHTY
TeparneBTHUecKu  3(P(PEKTUBHOIO  KOJIUYECTBA 1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-
(mupponunus-1-un)-4-(Tpudropmerni)deH3wn)nunepasul- 1 -kapookcunaTa Wn ero
dapmMarieBTHYECKH TpUEMIEMOR conmu wiu  conbBata. COrJIaCHO HEKOTOPBIM BapHAaHTaM
OCYILIECTBJIEHHS] B HACTOSIIIIEM IOKYMEHTE PACKPBIT CIOCOO JIEUEHUs] HEBPAJITUU TPOHHHUYHOTO
HEpBAa y HYKAAOLIErocss B 3TOM TALMEHTA, TNPEAyCMATPHUBAKOLINI BBEACHUE IALUEHTY
TepaneBTHIECKH 3(PPEeKTHBHOrO KOJMUECTBA OMMMCAHHOTO B HACTOSILIEM JOKyMeHTe CoeTnHEeHMsI
1, Coenunenus 2, Coequnenus 3, Coenunenns 4, Coennnenus S nnm Coenuaenus 6. CornacHo
HEKOTOPHIM BAapUAHTAM OCYINECTBJIEHHS B HACTOSLIEM JOKYMEHTE DPACKPBIT CIOCOO JieueHUs
rioccoapruHreasbHOW HEBPAITHU Y HYXKJAIOLIErOCsl B 3TOM MAaIMEeHTa, MPEeAyCMaTPUBAOIINI
BBEJICHHUE MAIMEeHTy TepaneBTudecku 3¢ exruBHOro komuuectsa 1,1,1,3,3,3-rekcadpropnpomnaH-
2-un-4-(2-(muppoaunus- 1 -ui)-4-(Tpud ropmMe T )0eH3 U )unepasuH- 1 -kapObokcuiaTa Wik ero

dapmaneBTHUeCKH TpUEMIEMON conmu wiau  conbBata. COrjlaCHO HEKOTOPBIM BapHaHTaM
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OCYIIECTBJICHHS] B HACTOSIIIEM IOKYMEHTE PACKPBIT CIIOCOO JIeYeHHs TJIOCCO(PUPUHTEabHOMI
HEBPAJITMM Y HYXKJAIOIIETOCsl B 3TOM TMAlMEHTa, MPEeayCMaTPUBAIOIINI BBEAEHUE MALUECHTY
TepaneBTHIecKy 3((HEKTHBHOTO KOJMYECTBA OMUCAHHOTO B HACTOsIIIEeM qokyMeHTe CoenuHeHus
1, Coenunenus 2, Coequnenus 3, Coequnenus 4, Coequnenus S wm CoenuHeHus 6.

Yepenno-mozeoeas mpaseva (1BI)

[00292] UepenHo-mo3roBasi Tpasma (TBI) sBisieTcss OCHOBHOW NpPUYMHOM CMEPTH B
CesepHoii AMmepuke y mronell B Bo3pacte 10 45 sner. OcraBiminecs: B *KUBBIX MOTYT JKUTb CO
3HAUUTENIbHBIMU HApYLIEHUSIMH, YTO MIPUBOAUT K CEPHE3HOMY COLMAIBHO-3KOHOMUYECKOMY
OpemeHu.

[00293] ITatodusnonorust TpaBMbI TOJIOBHOTO MO3ra, CBsizaHHOro ¢ TBI, pasnmenena Ha
IBE OTAENbHbIE KOHLENUUH MNEePBUYHOIO IOBPEXKAECHUs TOJIOBHOTO MO3ra M BTOPUYHOIO
MOBPEXKACHUs TOJOBHOro Mosra. OcTpoe MNOBpeXAEHHE TOJOBHOIO MO3ra IOCHE€ YepernHo-
MO3roBOH TpaBMbl TBI BO3HMKaeT B pe3ynbTaTe NEPBUYHOIO MOBPEXKIEHUS, KOTOPOE SIBIISAETCS
pe3yJbTaTOM BO3JIEHCTBUSl BHELIHEN MEXaHUYECKOW CHUJIBbI, IPUBOALIECH K KOHTY3UH, Pa3pblBy U
KOaryJIOnaTHu.

[00294] BropuuHoe mnoBpexaeHHE TOJIOBHOTO MO3ra CIEAyeT Cpa3y 3a MNepBUYHBIM
MOBPEXKACHUEM, KOTOPOE OMNOCPENOBAHO CIIOKHBIM KAaCKaAOM MOJIEKYJISIDHBIX, KJIETOYHBIX U
MMMYHHBIX  pEakLUui, YTO MPUBOAUT K HEHPOBOCHAJIEHUIO, OSKCAHTOTOKCUYHOCTH,
OKHCITUTEJIbHOMY CTPECCy, HApyIIEHWI0 TIOMeOoCTa3a KajbLMs, JUCHYHKIUH MHUTOXOHIPUH,
MIOBPEKIACHUIO HEHPOHOB 1 rudenu HelipoHoB. [ToBTopHbIe npucTymbl Jerkor TBI BcTpedaroTcst
y BOEHHOCYXAIlUX U HA CIHOPTHUBHBIX MEPOIPHUSATUSX M MOTYT IMPUBECTH K XPOHUYECKOU
TpaBMAaTHUYECKOH OSHUedanonatud win  "ciaaboymuro". XpoHWYecKass TpaBMaTHUYECKast
sHuedanonatusi (CTE) kinHUUECKH XapakTepU3yeTcsl HAPYLUICHUSIMUA TIAMSITH, SMOLMOHATbHON
Ja0WIbHOCTBIO, M3MEHEHUSIMH JIMYHOCTH M MOXKET B KOHEYHOM HTOre MPOrpPecCUpOBaTh IO
neMeHIuHU. [laToJNOrMYecKr STH M3MEHEHUs] XapaKTEePH3YIOTCS aTpoduel, OTIOKEHHIMHU
AQHOMAJIbHBIX OEJIKOB, COCTOSIIHMX W3 OeTa-amuiionna, (HOCHOPUIHMPOBAHHOTO Tay-Oeika
TpaHcakTuBupyromero orsera JIHK-ces3wpBaromero Oenka 43 (TDP-43). IlomoOHbie
NaTOJIOTUYECKHE M3MEHEHHMsI MOTYT HaOJIOAAThCs CIYCTS TOAbl mocjie omHoro smm3oma TBL
IIpepriBaHue Tmpolecca BTOPUYHOH TPaBMbl TOJOBHOTO MO3ra ObUIO B ILEHTpE
HEHPOMPOTEKTOPHOTO JICUEHUs I peoTBpalteHus nociaeactsuii TBL

[00295] B oTBeTax Ha BTOPHUYHOE MOBPEKAEHUE BOCHAIUTEIbHBIN OTBET, CBS3AHHBIN C
APYTUMHU MPOLIECCAMHU, BEPOSITHO, UIPAET KJIIOUEBYIO POJIb B BO3SHUKHOBEHHHM HEBPOIATOJOTHU
nocie TBIL Bocnamenme Obulo TpPH3HAHO ONHUM W3 BaKHBIX npu3Hakos TBL
IIpoBocnanuTenbHbIE MapKepbl, Takue Kak nUuTOKuHbI, uHTepieikun (IL)-1B, IL-6 u ¢akrop

Hekpoza omyxomu aibda (TNFa), m XeMOKHHBI, BBICBOOOXHAaeMble U3 AKTHBHPOBAHHBIX
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ACTPOTJIHANIbHBIX KJIETOK M WH(WJIBTPUPOBAHHBIX JICHKOIIMTOB B MO3Te€ M CIIHHHOMO3TOBOM
JKUJIKOCTH, 3HAUUTENbHO MOBBIMAOTCA nocyie TBI u Moryr koppenupoBaTb C pe3yJIbTaTOM.
luctonorndeckne U3MeHEHUs, OOHAPYKEHHBIE B XPOHUYECKOM COCTOSIHUH, IEMOHCTPUPYIOT
HelipopuOpUJUIApHBIE KIYyOKM ©W  arperatbl Tay-Oenka. XpOHWUYECKash TpaBMaTHYeCKast
sHIe(ATONATHSI B HACTOSIIIEEe BPEMsI CUMTAETCs "TayomnaTuel" ¢ TUCTOJIOTHYECKUM CXOACTBOM C
npU3HAKaMu, HaOJIIOIaeMbIMU MPU APYTHX JETeHEePAaTHBHBIX 3a00JIEBAHUSX C arperatamu Tay-
Oenka. COOTBETCTBYIOIEE U CBOEBPEMEHHOE BMEIIATENBCTBO BO BPEMSI 3TOrO KPHUTUYECKOTO
nepuoaa Inocje nepBuyHoON TpaBMbl nociae TBI MOeT 3HaUUTENbHO YMEHBIIUTb BTOPUYHOE
MOBPEKJIEHUE MOJIOBHOIO MO3ra U B KOHEYHOM UTOre NpenoTBpaTuTh Bo3HukHOBeHUE CTE.
[00296] CropoHHue naHHbIe TOKa3anu, uTo uHruouposanne MAGL yMmeHbIIANO MHUPOKO
pacIpoCTpaHEHHOE HEUPOBOCHAJIEHHE HAa HECKOJbKUX Monensix AD y kuBoTHbIX. JlelicTBue
unruouropa MAGL Obuto mpoBepeHO Ha [EWCTBYIOIIEH MBIIIMHON MOJEIH IMOBTOPHOTO
JIETKOT'O 3aKPBbITOTO MOBPEXKAEHHUS TOJIOBBI. JTa MOJIENb [T0Ka3asia YXyALIEHHEe HEBPOJIOrHIeCKOH
(DYHKLUMU SKUBOTHBIX, B TOM YHCJE TECThl CIELHAJBHOrO OOy4deHHss W mamstu. [lo apyrum
CTOPOHHHUM JaHHbIM, HHrHOUTOPp MAGL Takke ynydiian KOTHUTUBHYIO (PYHKLIUIO U yMEHbIIAI
HelpoBOCTIAJICHHe, HeliponereHepaiuo, HakomieHue oenka gocho-tay u arperatos TDP-43 B
Pa3IUYHBIX OONACTSIX TOJIOBHOT'O MO3Ta.

[00297] CornacHO HEKOTOpPBIM BapHaHTAaM OCYLIECTBJICHUS OIHMCAHHbIE B HACTOSIIEM
nokymente uHruouTopel MAGL o0nanarot 3¢ (GeKTHBHOCTBIO MPH JIEYSHUH YePErmHO-MO3TOBOM
TpaBMbl. COTNIaCHO HEKOTOPHIM BapHUaHTaM OCYINECTBIEHUS B HACTOSLIEM JOKYMEHTE PaCKPBIT
croco0 JIeYeHUs] YEepPEenmHO-MO3TOBOH TpPaBMbl Y HYKIJAIOIIEroCs B OTOM  MALUEHTA,
NpeayCMaTPUBAIOLINI BBENEHUE TMALMEHTy TepaneBTU4ecku 3(P(EKTUBHOTO KOJIMYECTBA
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -ui)-4-
(TpudTopMeTIIT)OSH3 W )ITUTIEpa3HH- | -kKapOOKcHIaTa Wi ero (papMaleBTUYECKU MPUEMIIEMOM
comu wuiau conpBata. CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHS B HACTOSLIEM
JOKYMEHTE PACKPBIT CIOCO0 JIEYEHUs] YePErmHO-MO3TOBOM TPaBMBI y HYKAAIOLIETOCS B 3TOM
MalUeHTa, NpPeIyCMaTPUBAOLINN BBEIEHHE MAIUEHTy TepaneBTU4ecku 3S(dexTuBHOrO
KOJIM4YECTBA OMUCAHHOTO B HacTtosiuieMm nokymente Coennnenns 1, Coenunenus 2, CoequHeHus
3, Coenunenus 4, Coequnenus 5 uau CoequHeHus 6.

bonesnwv Anvyceiivepa

[00298] bonesur Aunbureiimepa (AD) wdwacto kiIacCUPUIMPYIOT KaK BTOPUYHYIO
TAyONaTHIO HapsAoy C XPOHHYECKOH TpaBMAaTW4ecKOH 3HUe(asonarueli, BI3BAHHONW YeperHo-
MO3roBo# TpaBMoii. [latonornyeckuii npu3Hak HEHpoPUOPMILUIIPHBIX Ki1yOkoB pu AD cocTout
u3 runepPochopuIINpPOBAHHOTO Tay-0eNka, KOTOPbI MHrHOUpyeT (PYHKLIUI MHKPOTPYOOUEK.

DKCTpaKThl MyTAaHTHOTO O€JIKa Tay y MBIIIEH MPUBOIAT K PACIPOCTPAHEHUIO MATOJOTHU Tay B
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apyrue  obmactu  mos3ra.  CymectByer  HECKOJbKO  MOAXONOB K KOHTPOIIO
runepochoprupoBaHnsl Tay B KIMHHYECKHMX wHcnblTaHusx npu AD. K HuMm orHOcsATCs
NACCMBHAs W AaKTHBHAs WMMYHH3alMs TpPOTUB (¢ocho-Tay, HHIHOUTOPBI Tay-KHUHA3,
uarnouposanue O-N-aleTUATTIOKO3AMUHUPOBAHUST U MAJbIX MOJIEKYJ, KOTOpPblE MOTYT
Je3arpernpoBaTh Tay-(QriaMeHThl U KIYOKH.

[00299] CroponHue pnaHHble nOKa3anu uHruomposanne MAGL nans  yMeHbIIEHHS
aKTUBAIIMM MUKPOTJIMHM, HEHPOAEreHepalud W TOBEACHYECKHX AHOMAJIUH Yy 3THX MBIIIEH.
Amnanornusble mpeumyuiectsa uHruOmposanuss MAGL HaOmonmamuce B OTAENBHOMN
reHeTHIeCKON MblurHON Mogenu AD (PS1/APPY).

[00300] CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS OINHMCAHHBIE B HACTOSLLEM
nokymenre uHruoutopsl MAGL oOnagatoT 3((eKTHBHOCTBIO NPU JIEYEHUU CBA3AHHOTO C
Oone3Hbl0 AnbLreiMepa CHMKEHHUS] KOTHUTUBHBIX (YHKUMNA. COrylacCHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHUS B HACTOSILIIEM JOKYMEHTE PACKPBIT CHOCOO JIEYEHUsS! CBA3AHHOTO C OOJIE3HBIO
AnprreiiMepa CHWKEHHMsS KOTHUTHBHBIX (YHKUMH Yy HY)KAQIOIIErocsi B 3TOM MALMEHTa,
NpPEeNyCMaTPUBAIOLINN BBEACHUE MALMEHTY TeparneBTUUecKH dS(P(EKTHBHOIO KOJIMYECTBA
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(muppoauaus- 1 -uim)-4-
(TpudTopmeTi)OeH3 NI )TUNIepa3uH- 1 -kapOoKcHIaTa Win ero (papManeBTHYeCKH MpUeMIIEMON
comu i cojibBata. COrjJacHO HEKOTOPBIM BapHaHTaM OCYILIECTBJIEHHs B HACTOSILEM
JOKYMEHTE PACKPBIT CIOCOO JIeYeHUs CBSI3AHHOTO C OOJIe3HbIO AUIbIreliMepa CHIKSHUS
KOTHUTHBHBIX (PYHKIUI y HYXIAOIIErocsi B 5TOM MAlMEHTa, MPeAyCMaTPUBAIOIUIN BBEACHHE
MALMEHTY TeparneBTUYecKH 3PPEKTUBHOrO KOJHMUYECTBA OMHMCAHHOTO B HACTOSIIEM JAOKYMEHTE
Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenunenus 4, Coenunenns S uinu CoennHEHUs
6.

Ilepsuunvie mayonamuu

[00301] [TepBuuHBIE TaymaTUH BKJIOYAIOT B Ce0sl MPOrPECCHPYIOLNA HAAbASPHBINA
nmapaiima (PSP), kopTukobOa3anbHYIO IereHepalui0 u JIOOHO-BHCOYHYK aemeHumto (FTD).
Bropuynble TayonaTHH BKIFOYAKOT B Ce0sl XPOHHUECKYIO TPABMATHYECKYIO SHLE(ATONATHIO U
0ose3Hb Anblreiimepa.

[00302] JloGHo-Bucounass paemennusi (FTD) mnpencraBnser co0OiM KJIMHUYECKH U
HEBPOIATOJIOTHYECKH Pa3HOOOpa3HOE HapyIIeHHe, XapaKTepU3yIoIleecss HapyIIeHHsIMH B
MOBEICHUM JIMYHOCTU U SI3bIKA. Y MAlMEHTOB MOJIOKE 65 JIeT Takas XK€ pacnpoCTpaHCHHas
NpUYMHA JEeMEeHIHNH, Kak U Oone3Hbp Aunbureiimepa. Ilpomcxomut nereHepanusi JOOHBIX U
BHCOYHBIX JI0JIEll, U OHa OTHOCUTEJIBbHO XOPOLIO KOPPEIUPYET ¢ KIMHUYECKUM CHHIPOMOM, HO
He ¢ marosorudeckuM noatunom. FTD mpencrasnser coboii oOummii TepMHH, BKIIFOYAOIUN B

ceOsl KIMHUYECKUH CIeKTp, BKIOHaromuid B cebs moeneHueckuil BapuanT FTD (bvFTD),
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3arparuBaommii 50% ciaydaeB, w Tpu (OPMBI TEPBUYHON Mporpeccupyromei adasum,
pa3IMYaroLIMeCs 10 TUIY S3bIKOBBIX HapyIIEHUI.

[00303] JlobHo-Bucounast nobapuas nereHepauusi (FTLD) sBnsiercss maToJOrHYECKUM
IMarHO30M, CBSI3aHHBIM C KJIMHUYECKUM CIEKTPOM. ATpodus M TOTepss HEHPOHOB, MOTEps
MHEJNHA 1 TIH03 HAOMFOAAI0TCs B IOOHBIX M BUCOYHBIX JOJISIX. XapaKTEPHBIM MMATOJIOTHIECKUM
npusHakoM B FTLD sBnsercs Hanu4yue aHOMAJIBHBIX BHYTPUHEHPOHAIBHBIX WM TIJIHAJIBHBIX
OENKOBBIX BKJIFOYEHUH, COCTOSIINX M3 arperatoB rumneppochopuimpoBaHHOro Oeika Tay N
orBera Ha TpaHcakruBalmoHHbIM orBeT JIHK-cBs3biBaromero Oenka, TDP-43  wumm
nporenHonatuu FUS.

[00304] IIporpeccupyromuii HaxpsipepHsiil napaany (PSP) mpencrasnsier coboit penkuit
HEHPOJEreHEPAaTUBHbIM  MOTOPHBI  CHHIPOM, KOTOPBIA XapakTEpPU3yeTCsl HEKOTOPbIMHU
NpPU3HAKAMHU MApKUHCOHM3MA (OpajiMKUHE3Us:, PUTUAHOCTh U MOCTYpajbHAs HECTAOMIBHOCTD).
PSP cocrout u3 aBUraTenbHbIX U KOTHUTUBHBIX W3MEHEHU. MOTOpHBIE aClEeKThl BKIIIOUYAKOT B
ce0st nucaruto, pUrHIHOCTb, OCEBYIO AMCTOHUIO, XapaKTePHYIO MOXOAKY U naaeHus.. OxHo# 13
YHUKAQJIbHBIX JBHUTAaTENbHBIX (DYHKLMH SBIIsSETCs HaabsiaepHas odranpmoruierus (cnabocTh B
BEPTUKAJIbHBIX COINPSDKEHHBIX ABM)KEHHSIX TJIa3), KOTOpasi MPOSIBISIETCS B BHUJE XapaKTEPHOTO
BHEIIHETO BUJA JULA C IOCTOSHHBIM yAuBJICHHEM. KOTrHUTHBHBIE W3MEHEHUs, CXOIHBIE C
takoBbIMU Y bVFTD, npoucxonpsar npu PSP. ITatonorndeckumMu nmpu3HAKAMH SIBJISTFOTCS TTOTEPSI
HEWPOHOB M TNIHO3 B 0a3aJIbHBIX FAHTJIMSX, MO3KEYKE, CTBOJIE MO3ra U, B MEHBIIEH CTENeHH, B
KOpe TOJOBHOTO Mo3ra. B CTOpOHHHMX wHcCclenoBaHUAX y mMmauueHToB ¢ PSP ormeuaercs
BbIpakeHHast aTpodust cpemHero wmosra. OmMCaHbI MHOTOUYUCIIEHHBbIE HEHPOXHMMHUYECKHE
aHOMajM{, B TOM UYHCJIE€ YMEHbIIEHHE AalLETHJIXOJUHOBBIX HEHMPOHOB M YMEHbLIEHUE
nohpaMUHEPTUYECKNX HEHpPOHOB, BbICTymaromux B crpuatyM. ['AMKeprudeckue HeHpOHBI
YMEHbBIIAIOTCS. VY AbTpacTpyKTypHbIE WU3MEHEeHUs MOKa3bIBAIOT arperawuo
¢bochopunrpoBanHoro Oenka Tay B HEHpOHaX (IIapOBUIHBIE HEHPOPUOPWILISIPHBIE CILIETEHUS,
KOTOpbIE TPEACTaBISIIOT COOOH ONMHOYHBIE MPSMbIE HHUTH), OJHTONEHIPOLUTHI (CIHPaJIbHBIE
TE€JNa) U aCTPOLUTHI (NyYKOBHIHBIE ACTPOLUTHI). DTH U3MEHEHUS], MO-BUAUMOMY, TTOBPEIKAAIOT
HEWPOHBI, KCIPECCHPYIOIINE HECKOJbKO HEHPOTPaHCMUTTEPOB. benok Tay oOHapyXkeH Ha
bonee Huskux ypoBHsx B CSF. IlporpeccupoBanue 3a00NieBaHUSI TPOUCXOIUT OBICTPO:
MALUEHThl CTAHOBSTCSA 3aBUCUMBIMU depe3 3-4 roga, a CMepTh HacTymaeT uepes 6-12 jer nocine
MPOSIBIIEHUS.

[00305] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs ONMCAHHbIE B HACTOSIIIEM
nokymente wuHruouropsl MAGL oOnamaroT 3QQPeKTUBHOCTBIO MpPH JICUEHHUH NEPBUYHBIX
tayonatuii. CoOrjacHO HEKOTOPbIM BapUaHTaM OCYIIECTBIIEHUS] ONMCAHHbIE B HACTOSIIIEM

nokymeHTe nHruOuTopet MAGL o6nanarot 3¢ eKTHBHOCTBIO TIPH JISYEHUH TTPOTPECCUPYIOLIETO
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HAIBSEPHOTO Mapajinya, KOPTHKOOA3aJbHOW AereHepalud WA JIOOHO-BUCOYHOW JTEeMEHLIUU.
CornacHO HEKOTOPBIM BapHaHTAM OCYINECTBJICHHS] B HACTOSIIEM JOKYMEHTE PAaCKPBIT CIOCOO
JICUEHUS] TPOTPECCHPYIOIIEr0 HAABSIASPHOrO Tapajnya y HYXKAAIOIIErocss B 3TOM MAlMeHTa,
NPeNyCMaTPUBAOLINN BBEIEHHUE TMALMEHTY TepaneBTU4ecku 3(P(HEKTUBHOTO KOJIHYECTBA
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(mupponuaus- 1 -uim)-4-

(TpudTopMeTIIT)OSH3 M )ITUTIepa3uH- 1 -kapOoKcuIaTa win ero (papMaleBTUYECKH MPUEMIIEMOM
comu wi cojpBata. COryllaCHO HEKOTOPBIM BapUAHTAM OCYIIECTBJIEHHSI B HACTOSIIEM
JOKYMEHTE PAacCKpbIT CIOCOO JIEYEHHUs] MPOTrPECCHPYIOIIEro HaIbsiAEPHOrO mapaiddya y
HY>KIAIOIIEeroCsl B TOM MALMEHTa, MPeayCMaTPUBAIOIIHIA BBEICHUE MALUEHTY TePANeBTUYCCKH
3¢ (HEeKTUBHOrO KOIMYECTBA OMUCAHHOTO B HacTosimeM aokymeHte CoennnHenus 1, CoenuHenus
2, Coenunenus 3, Coenunenus: 4, Coequnenuss S unu Coeaunenusi 6. COracHO HEKOTOPHIM
BapUAHTAM OCYLIECTBJCHHMsS B  HACTOSIIEM JOKYMEHTE€ pAaCKpPbIT CHIoco0  JieueHus
KOPTUKOOA3aJbHOM JereHepalud y HY)KIAIOIIerocss B STOM MAlUeHTa, MPeayCMaTPUBArO NI
BBEJIeHHE MAalUeHTy TepaneBTudecku s¢dexrusHoro xommyectna 1,1,1,3,3,3-rexcadgropnponan-
2-un-4-(2-(nupponuaus- 1 -un)-4-(TpudTopMe T )OS H3 I ) TUTIepa3HH- | -kapOOKCcHIaTa UM €ro
(apMarieBTHYECKH TpUeMJIeMOi conmu wiu conbBata. COrjlaCHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHHS] B HACTOSIIIEM JOKYMEHTE PaCKpPhIT CIOCOO Jie4eHUsi KOPTHKOOa3abHOMN
JereHepaluy y HY>KAAroIlerocss B 3TOM [allMeHTa, MPelyCMaTPUBAOIIUIN BBEICHUE NMAllUEHTY
TepaneBTHYeCKU 3((HEKTUBHOIO KOJMYECTBA OMUCAHHOTO B HACTOsIeM qokyMeHTe CoenuHeHus
1, Coenunenus 2, Coequnenus 3, Coenunenns 4, Coennnenus S wiu Coenuaenus 6. CoriacHo
HEKOTOPBbIM BapUaHTaM OCYIIECTBIIEHUsS B HACTOSIIEM IOKYMEHTE PACKPBIT CIOCO0 JIeueHUs
JOOHO-BUCOYHON JEMEHIIMH Yy HYKIAIIEerocsi B 3TOM MMALMEHTa, MpenyCMaTPUBAIOIIUI
BBEJICHHUE MAIMEeHTy TepaneBTudecku 3¢ exrruBHoro komuuectsa 1,1,1,3,3,3-rekcadproprnpomnaH-
2-nn-4-(2-(mupponuaus- 1 -mn)-4-(TpudTopMeTHI )OS H3 W) TUTIePa3HH- | -kapOOKCHIaTa WM €ro
(dapMaLieBTHYECKU TPUEMJIEMOM CoMu Wik cosibBata. COIJIACHO HEKOTOPHIM BapUaHTaM
OCYINECTBJICHUS B HACTOSIIEM JOKYMEHTE pACKPBIT Crocod JieueHus JIOOHO-BUCOYHOM
JEMEHIIMHM Y HYKIAOIIErocss B 3TOM TMAalMeHTa, MPeayCMaTPUBAIONIUI BBEIEHUE TMAIIUEHTY
TepaneBTHYeCKU 3((HEKTHBHOTO KOJHMYECTBA OMUCAHHOTO B HACTOsIIeM qokyMeHTe CoenuHeHus

1, Coenunenus 2, Coequnenus 3, Coenunenus 4, Coequnenus 5 niu CoequHeHus 6.

Hucynom
[00306] HUHcynbT BbI3bIBaeT TuUOENb HEHPOHOB, KOrma OJIOKUPYETCss KPOBOCHAOMKEHHE

yacTu Mosra. Mmemudecknii MHCyJbT BCTPEYAETCsl Hallle, YeM IeMOPpPAarn4eCcKUil MHCYJBT, a
aTepoCKIIepOo3 SIBISIETCS HauOoJiee PacIpOCTPAHEHHOW NMPHUYMHON JIOKATBHBIX 3a00eBaHUi B
apTepusix, KOTOpble CHaOkaroT Mo3r. Kak W depemnHo-Mo3roBas TpaBMa, NaTO(U3MOJIOTHS

MHCYJIbTA KOHLENITYAIbHO Pa3liesieHa Ha JBe 00JIaCTH: MEePBUUHYIO 00JIACTh, CTPOTO 3aBUCSIIYIO
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OT IPEPBAHHOTO KPOBOCHAOKEHUSI, 1 BTOPUYHYIO OOJIACTh MO3ra, MOJBEPIKEHHYIO PUCKY H3-32
pazBuTHs  (AKTOPOB, OOYCIOBIEHHBIX YMHPAOIIUMH HEHPOHAMH, AaKTHBHPOBAHHBIMHU
IJIMAIbHBIMU U ACTPOLIUTAPHBIMU KJIETKAMH M BOCHAIIUTEIbHBIM KJIETOUYHBIM IPUTOKOM.

[00307] CropoHHUE TaHHBIE TIOKA3aJIH, YTO MPEIBAPUTEBHOE BO3AEHCTBIE HHTHOUTOPOM
MAGL 3amuinanso TMIOKCHYECKOE HIIEMUYECKOe MOBPEKAEHHE TOJIOBHOTO MO3ra y
HOBOPOJKAEHHBIX KpbIC. Jlpyroii Moaenbi0 HEWpPONPOTEKLMM SBISAETCS W3YYEHHUE BIMSHUS
TOKCUYECKUX TMOBPEXKIEHUIN KJIETOK TaHIVIUEB CeTYaTKu B rnasy. KieTku ranriues ceT4aTKu
NPEACTaBISIIOT COOON HEHpPOHBI, KOTOPblE O4Y€Hb YyBCTBHUTEJBHBI K HIIEeMHH. VHrHOUTOpPHI
MAGL noBblatoT ypoBeHb 3HAOKaHHaOMHOHMna 2-AG, KOTOpPbIM NEeHCTBYeT Kak aroHUCT
peuenrropoB CB1 u CB2. Aronuctsl peuentopa CB1 npenorspamaroT rudenb KJIETOK raHIJIueB
ceryarku. Pusnonoruyueckass poib KAHHAOMHOMIOB 3aKJIFOYAETCS B TOM, YTOOBI CIIYKHUTh
MEXaHU3MOM  OOpaTHOW  CBsI3M  M30BITOYHONM  HEMPOTPAHCMUCCHM,  OrPaHMYUBAIOIIEH
BO30Y>KIAIOIYI0 HEHPOTOKCUYHOCTD B MO3Te.

[00308] CornacHO HEKOTOpPBIM BapHaHTAM OCYLIECTBJICHUs OIHMCAHHbIE B HACTOSIIEM
nokymeHte nHruoutopsl MAGL obnanaroT 3 pekTHBHOCTBIO B YIyYLIEHUH (YHKLIHOHAIBHOTO
pe3ynbraTa nocje MHCyJnbTa. COracHO HEKOTOPBIM BapHAaHTaM OCYLIECTBJIEHHUsS B HACTOSIIEM
IOKYMEHTE PAcKpbhIT crocod ynydimeHus (YHKUHMOHAJIBPHOTO pe3yjbTaTa IOCIe HHCYJIbTA Y
HY>KJIAIOLIEerocsi B 3TOM IMalUeHTa, MPeayCMaTpUBAIOLUI BBEIEHUE MMALUEHTy TepaneBTUUECKU
s¢pdexruBHoro  kommuectBa  1,1,1,3,3,3-rekcadropnponan-2-un-4-(2-(mupponuaun- 1 -um)-4-
(TpudTopmeTn)OeH3un)nunepasuH- 1 -kapookcunata win ero GpapManeBTUYECKH MPUEMIIEMON
comu wuiau conpBata. CornacHO HEKOTOPBIM BapUAaHTaM OCYIIECTBJIEHHS B HACTOSLIEM
JOKYMEHTE PACKPBIT CHOCOO yaydineHHs (YyHKLUHOHAJBHOIO pe3yJibTaTa IOCIe HHCYJIbTa Y
HY>KAIOIIErocss B 3TOM MalMeHTa, MpeayCMaTpUBAIOIIUM BBeIeHNUE MALMeHTy TepaneBTUYEeCKU
3¢ EKTUBHOrO KOJUYECTBA OMUCAHHOTO B HactosimeM nokymeHte Coenunenus: 1, CoennHeHMs
2, Coequnenus 3, Coenunenus 4, Coequnenus 5 v CoenuHenus 6.

boxosoil amuompoduueckuii cxiepos

[00309] Bokogoii amuorpoduueckuii ckiepos (ALS), Takxe u3BecTHbIN Kak Oose3Hs Jly
I'epura, npexncrasisier coboii ObICTPO Mporpeccupyroliee HelpoaereHepaTHBHOe 3a00eBaHuE,
XapaKkTepusyrolneecs: N30MpaTeTbHON MOTepell MOTOPHBIX HEHMPOHOB B TOJIOBHOM U CITHHHOM
MO3re, YTO NPUBOAUT K TOJHOMY Mapajudy U CMEpPTH, KaK NPaBWIO, B TEUeHHE 3-5 JIeT ¢
MOMEHTa TIOCTAaHOBKM JuarHo3a. B To Bpemss kak OonpmmHCTBO ciydaes ALS HocsT
CIIOpaueCcKUi XapakTep, BBIIBISIETCS BCE OoJibliee YHCIO ceMeiHbIX (opm 3aboneBaHus
(~10% ot ofmero uncna cny4aes), B TOM YUCIE BbI3BAHHBIX MYTALUSIMHU B T€HAX, KOAUPYIOLIHX
cynepokcunaucmytazy-1 (CO/-1), TAR-JAHK-cBs3piBarommii 6enok-43 (TDP-43) umm Genox

FUS (cnuteii mpu capkome), a Takke OSKCIMAHCHUEH TeKCaHYKJIEOTHAHOrO TIOBTOpa B
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Hekonupyromeit oonactu rena CO9ORF72. Bee eme ucnbIThiBaeTCsl HEOCTATOK B 3P PEKTHBHOM
JICUEHUW CUMIITOMOB W/WiH mporpeccupoBanus 3abosneBanus. Ha mbrmmaoN Momenn (G93A)
SOD-1 ALS neuenue sk3okanHaOuHOMmamu A9-THC, kannaObunomom, WINS55,212-2 unwm
AM1241, a Taxxe yBeJINYECHNE KOJIUYECTBA HIOTCHHBIX KAHHAOWHOM/IOB 32 CUET INeHETHYEeCKON
abmsimum  SHAOKaHHaOWHOWAHOrO pacmerusiomero  ¢epmenta FAAH, xapakrepusyroTcs
3HAYUTETBHBIM 3aMeIJIeHHEeM TnporpeccupoBanust 3adoneBaHusi. CTOpPOHHHME HCCIIENOBAHMS
nauneHToB ¢ ALS, KOTOpble 3aHMMAJHMCh CaMOJIEUEHHEM C TOMOIIbI KaHHAOMca, MoKa3aiu
oOyerueHne CUMIITOMOB, CBs3aHHBIX ¢ ALS, Bkito4ast B ce0st O0nb, CyIOpOry, CIaCTUYHOCTh U
Ype3MEepHOE CIIOHOTEYEeHHE. B paHIOMU3MPOBAHHOM KJIIMHHUYECKOM HCCIENOBAHUU TaKXKe ObUI
NOKa3aH MoTeHuuan Moaudukanun 3adbonesanus npu ALS ¢ nucrnonp3oBaHMEM KOHEUHBIX TOUEK
CMEPTH WUJIM BPEMEHH /10 TPAXEOCTOMUHU.

[00310] CornacHO HEKOTOpPBIM BapHUaHTAM OCYLIECTBJICEHUs ONMCAHHBIE B HACTOSIIEM
nokymenre wuHruouroppl MAGL o0namator 3¢ (eKTHBHOCTBIO MpU JIEYEHUH OOKOBOIO
amuoTpoduueckoro ckieposa (ALS) uiu csizanHbix ¢ ALS cumntomoB. COriacHO HEKOTOPBIM
BAPUAHTAM OCYIIECTBJICHHsS B HACTOSLIEM IOKYMEHTE PAaCKPBIT CHOco0 JjedeHus: GOKOBOro
amuoTpoduueckoro ckiepoza (ALS) mm cBszaHHbIX ¢ ALS CUMNTOMOB y HYKIArOILIErocs B
5TOM MAIMEHTa, MPEAyCMATPUBAIOLINI BBEAECHUE MALMEHTy TepaneBTHYecKu 3(dekTuBHOro
KOJINYECTBA 1,1,1,3,3,3-rekcapTopnponan-2-mi-4-(2-(mupponuaus- 1 -ui)-4-
(TpudTopMeTII)OSH3WI )ITUTIEpa3HH- | -kKapOOKCHUIaTa WK ero (papMaleBTUYECKH MPHEMIEMOM
comu win cojbBata. COrjJacHO HEKOTOPBIM BapHAaHTaM OCYLIECTBIEHHS B HACTOSIIEM
JOKYMEHTE PAaCKpBIT Crnocod JsedeHus: OOKOBOro amMuoTpoduyeckoro ckiepoza (ALS) wumu
CBsi3aHHBIX ¢ ALS CHMNTOMOB y HY)KHAlOINErocsi B 3TOM IALMEHTA, MPEAYCMATPUBAIOIUI
BBEJICHUE MALUEHTY TepaneBTUYeCKH 3(P(PEeKTHBHOrO KONUYECTBA OMHCAHHOTO B HACTOSILIEM
nokymente Coenunenus 1, Coequnenus 2, Coequnenus 3, Coenunenus 4 , CoenuHeHust 5
Coenunenus 6.

bonesns Xanmunemona

[00311] bonesnp Xantunrrona (HD) npencraBisier coboil reHerndeckoe aTaabHOE
nporpeccupympoliee HelpoJereHepaTUBHOE HapylIeHHe, XapaKTepHu3ylolleecs KOTHUTUBHBIMU,
NICUXUATPUUECKUMHU U MOTOPHBIMH HapywmeHusMd. HD BbI3BaH MONMMMOpPGHBIM pacIiupeHHUEM
nosropoB CAG TpuHyKJeOTHZAa B TIeHe XaHTUHITHUHA U HacjleqyeTcs IO ayTOCOMHO-
nomuHantHOMY THIy. B CIIA mpubmmusurensro y 30000 yenoBek nMeercs 310 3a00neBaHue, a
eme 200000 puckyroT yHacnenosaTh ero. JlekapcTsa ansi obnerdenusi cumntomMoB nipu HD B
HacTosilllee BpeMsl OCTYIIHbI, HO OIPaHUYEHbI, U HUKAKOE JIeYeHHE He MOXKET IpeJOoTBpPaTUTh
CBsi3aHHOE ¢ 3a0oneBaHneM yxynueHne. CTOPOHHUE MJaHHBIE IOKAa3aid, YTO 3K30T€HHBIE

KaHHaOWHOWMBI, Takue Kak KaHHaOuamon u (Qapmakonornueckue aroHuctsl CB1/CB2,
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o0ecreYnBaroT HEHPONPOTEKLUNIO HA Pa3IMYHBIX XKUBOTHBIX Moxemsix HD (Hampumep, MbImu
R6/2, ™MblImM ¢ XWHOJMHATHBIM MOPAKEHUEM, KPBICHI C 3-HUTPONPONHOHATHBIM WJIH
MAaJIOHATHBIM TTOPAKEHUEM ).
[00312] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUsI ONMCAHHbIE B HACTOSIIEM
nokymeHnte wunHruburopst MAGL obnagaroT 3((EeKTUBHOCTBIO TIpH  JIeYeHUU OOJIe3HU
XantunarroHa. CoOriacHO HEKOTOPbIM BapHAaHTaM OCYIIECTBJIEHHS] B HACTOSINEM JOKYMEHTE
packpeIT crnoco0 JsedeHHs Oone3HM XaHTHHITOHA Y HYKAAKOWIErocss B 3TOM IALUEHTA,
NpeayCcMaTpUBAIOIUI BBEIAEHHWE TMALMEHTy TepamneBTudeckn 35((eKTHBHOrO KOJIUYeCTBa
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuann- 1 -ui)-4-
(TpudTopMeTIIT)OeH3 M )ITUTIepa3uH- 1 -kapOoKcHIaTa win ero (papMaleBTUYECKH MPUEMIIEMOM
comu wiau cojbBata. COrjJacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHs B HACTOSINEM
JOKYMEHTE pacKpbIT Ccroco0 JsedeHuss Ooye3HH XaHTUHITOHA Y HYXXJAIOIIErocss B 3TOM
NalyeHTa, NPeIyCMAaTpPUBAKOLINN BBEACHHE MALMEHTy TepaneBTHYeCKH 3¢} EeKTHBHOIO
KOJIMYECTBA OMHUCAHHOTO B HacToseM nokymeHnTe Coennnenus 1, Coequnenus 2, CoequHeHus
3, Coenunenus 4, Coequnenus 5 mm CoequHEHUs 6.

Inaykoma
[00313] I'maykoma  mpexacraBisier  coOOW  Tpymmy — 3pUTENBHBIX  HEBPOMATHIA,
XapaKTEPU3YIOIINXC HM30MpaTeNbHON MOTepel raHrino3HbIX KieTok cetdatku (RGC) u
NPOTPECCUPYIOIIUM TOBPEKIACHUEM 3PUTEIBHOrO HepBa, MPUBOASIIMM K HEOOpAaTUMOH moTepe
nojst 3peHuss u ciernore. [loBeieHHOEe BHyTpuIasHoe riasHoe nasieHue (IOP) susercs
OCHOBHBIM (JaKTOPOM pHCKa MOBPEKIACHHS 3PUTEJILHOTO HEPBa MpH riiaykome. Bee onobpeHHbie
B HACTOsILIEEe BPEeMsl CIIOCOOBI JIEYeHHUs IIayKoMbl paboTaroT myteM moxyiupoBanus IOP 6e3
HerocpencTeeHHoro npenorspamenus norepu RGC. CtopoHHNe naHHbIE MPOAEMOHCTPHUPOBAIIH
s¢dextbl cHmkeHnss IOP CHCTEMHBIX U MECTHBIX arOHUCTOB KAHHAOMHOHMIHBIX PELENTOPOB Y
JrO/IeH, HeYeJIOBEKOOOPa3HBIX MPUMATOB U IPHI3YHOB. YBEJIMYEHNE SHIOTEHHOTO KaHHAOMHON1A
2-apaxunonownruiepuHa  (2-AG) mnocne wuHruOuposanuss MAGL  Takxke mokasaio
a"anoruyHoe cHkeHue IOP y mpieit.
[00314] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs ONMCAHHbIE B HACTOSIIIEM
nokymente uHruoutopel MAGL o6namaroT 3QQEeKTUBHOCTBIO TPH JICUEHHUH TJIayKOMBL
CornacHoO HEKOTOpPbIM BapHaHTAM OCYILIECTBICHHS B HACTOSAIIEM JOKYMEHTE PACKPBIT CIIOCO0
JEYCHHUsT TJIAYKOMBI y HY)KOAIOWIErocsi B STOM TMAIMEHTa, MPeIyCMaTPUBAIOIIMNA BBEICHHE
MaLMeHTy TepaneBTudecku 3¢ dexruBHoro kommuectsa 1,1,1,3,3,3-rekcadroprnponan-2-ni-4-(2-
(mupponuaus-1-un)-4-(Tpudropmernn)deH3 ) nunepasul- 1 -kapookcuaTa WJn ero
dapmMareBTHUECKH TpUEMIIEMON conmu wiau  conbBata. COrJIaCHO HEKOTOPBIM BapHaHTaM

OCYLIECTBJICHHs] B HACTOSALIEM JOKYMEHTE pPACKPBIT Crocod JIeYeHHs TJIayKOMBI Y



101

HY’KIAOIIErocsl B 3TOM MAallMeHTa, MPeayCMaTPUBAIOIIUNA BBEAECHUE MALMEHTY TEPANeBTHUYECKU
3¢ (HEeKTUBHOTO KOJIMYECTBA OMUCAHHOTO B HacTosimeM aokymeHte Coenunenus 1, CoenuHenus
2, Coemunenus 3, Coenunenus 4, Coenqunenus 5 wim CoenuaeHus 6.

Amonuyueckuii oepmamum

[00315] Atonmueckuii mepMatur (AD), Takke W3BECTHBIH KaK 3K3€Ma, SBISIETCS
pacIpOCTPaHEHHbIM XPOHUYECKHM BOCIAJHUTEIbHBIM 3a00JI€BAHHEM KOXKH, CBSI3aHHBIM C
mucyHKIMe WUMMYyHHOH cucteMmbl opranusma. AD mopaxaer no 20% pereil, HO MOXeT
pacnpoCTpaHsATbCSl Ha B3POCIYIO >KU3Hb, 3arparuBas 10 3% B3pocibix. Ilpu AD koxa
CTAaHOBUTCS OdYeHb 3yAsimend. UYUpesmepHoe pacyecblBaHWE TPUBOAUT K TMOKPACHEHHIO,
NPUNYXJIOCTH, PACTPECKUBAHMIO, "MOKHYILIEH" pO3pavHOi )KUAKOCTH 1 0Opa30BaHUIO KOPOK Ha
koke. PYHKIIMOHANIbHAST YHIOKAHHAOMHOUAHAS CUTHAJIbHASI CUCTEMa IMPUCYTCTBYET B KOXE U
o0ecreyrBaeT MHOTOYHUCIIEHHbIE AacrekThl Ouonoruu Kkoxu. CTOpPOHHHME HCCIENOBAHUS
nokasbIBaroT, uTo peuentopsl CB1 u CB2 akTHBHPYIOTCS MpPU aTONUYECKOM JE€PMATUTE U YTO
SHIOKAHHAOMHOMIHASI CHCTEMa OKa3bIBAET 3ALIUTHOE JEHCTBUE HA MOAEISIX KOXKHOW aJUIepTHH.
Kpowme Toro, 6bu10 NpoaeMOHCTPUPOBAHO, 4TO HHrUOUTOpbl MAGL MOTYT CHUKATh aKTHBHOCTD
MAGL u noseimars ypoBHH 2-AG B KOXe I'PbI3YHOB.

[00316] CornacHo HEKOTOPBIM BapHaHTaM OCYILECTBJIEHUS OIHCAHHBbIE B HACTOSLIEM
nokymente uHruOuTopsl MAGL obnanatoT 3¢()eKTHBHOCTBIO TPU JIEYEHUU AaTOMUYECKOTO
nepmatuta. COrjacHO HEKOTOPHIM BapUaHTaM OCYILECTBJIEHUs] B HACTOSALIEM JOKYMEHTE
PAaCKPBIT CMOCOO JIeUEHHsI aTOMUYECKOTO IepMaTHTA Y HY)KTAOMIEroCss B 3TOM IALIUEHTA,
NpeAyCMATPUBAIOINNN BBEIACHHUE TMALMEHTy TepamneBTudeckn 5((eKTHBHOrO KOJINYeCcTBa
1,1,1,3,3,3-rekcadTopnponan-2-mi-4-(2-(muppoauaus- 1 -ui)-4-
(TpudTopMeTIIT)OSH3 W )ITUTIEpa3HH- | -kapOOKcUIaTa Wik ero (papMaleBTUYECKU MPUEMIIEMOM
comu wuiau conpBata. CornacHO HEKOTOPBIM BapUAaHTaM OCYIIECTBJIEHHS B HACTOSLLEM
JOKYMEHTE PACKPBIT CIOCO0O JIeUeHUs] aTOMUYECKOTo JIEePMATUTA Y HYKOAIOIIErocss B 3TOM
MALHMEHTa, NPEAYCMATPUBAOINUN BBEJEHHE MAIMEHTY TeparneBTHYeCKH 3(P(PEeKTUBHOTO
KOJIMYECTBa OMUCAHHOTO B HacTtosiieM nqokymente Coennnenns 1, Coenunenus 2, CoequHeHust
3, Coequnenus 4, Coequnenus 5 mumm CoenuHeHUs 6.

3y0

[00317] 3yA, UK 4eCOTKA, SIBJISIETCS] HETIPUSATHBIM OILyIIEHHEM, BBI3BIBAIOIIUM >KEIaHUe
yecaTbCsl. 3yJ SIBJSIETCS PACIpPOCTPAaHEHHBIM M HENPUSTHBIM CHMIITOMOM MHOTHMX KOKHBIX
3a0oneBaHui (HAaMpUMep, aTOMUYECKOrO JepPMaTUTa), HO TAKXKE CBA3aH CO MHOTHMHU
CHCTEMHBIMH (Hampumep, 3a00JNEBaHMSIMH I€YE€HW M II0YeK), HEHPOTreHHBIMHU (Hampumep,
repreTuieckass HEeBPAITHs, XUPYPTUs, WHCYNbT) U (PapMaKOJOTMYECKUMH (3y[, BBI3BAHHBIN

ONMMOMIAMH) TPUYMHAMH. HecMOoTpss Ha MHOKECTBO NPUYHMH, 3YyJ OIOCPENyeTcss Oo0Imum
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CEHCOPHBIM IIyTEM B HEPBHOH CHCTeMe, KOTOpbIH, Kak IONararmT, peryaupyercs
SH/IOKAaHHAOMHOWAHON cHCTeMOH. B CTOpPOHHMX UCCIENOBaHHMAX HAa JIHOASX MECTHOE
NpUMEHEHUEe CUJIbHOAeHcTByolero cmemanHoro aronucra CB1 u CB2 ymeHbwiano 3yn,
BBI3BaHHBIN rucraMmuHoM. Kpome Toro, 6but0 mokasano, uro antaroHuctel CB1 cmocobcTByroT
pacuechlBaHUIO Y TPBI3YHOB, TOT/Ia KaK arOHUCTHI YMEHBIIAIOT 3y B MOJIENSIX IPbI3YHOB.

[00318] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs ONMCAHHbIE B HACTOSILEM
nokymente uHruouropsl MAGL obnanator s¢dexTuBHOCTRIO NpH JedeHuu 3ynaa. CorjacHo
HEKOTOpPHIM BAapHAHTAM OCYINECTBJIEHUS B HACTOALIEM JOKYMEHTE DPACKPBIT CIOCOO JieueHUs
3yJa y HYXXOAWOLIerocss B 53TOM MALMEHTAa, NPENyCMaTpPUBAIOLIMI BBEJEHUE MALUEHTY
TepaneBTHUecku  d¢¢exkTuBHoro  koamuecrsa  1,1,1,3,3,3-rexcadTopnponan-2-un-4-(2-
(mupponuaun-1-un)-4-(tpudropmernn)deHsm)nunepasul- 1 -kapookcunara WIn ero
dapMmarieBTHUeCKH IpHUeMIeMON conu wiau  conbBaTa. COrjIaCHO HEKOTOPBIM BapHaHTaM
OCYILIECTBJICHUS B HACTOSIILEM JOKYMEHTE PACKPBIT CIOCOO JIeYeHHUs 3yJa Y Hy KOArOIIEerocs B
5TOM MAIMEHTa, MPEAyCMATPUBAIOLINN BBEICHUE MALMEHTy TepaneBTH4YecKu 3(dekTuBHOro
KOJIMYECTBA OMHUCAHHOTO B HacToseM nokymeHnTe Coenunenus 1, Coequnenus 2, CoequHeHus
3, Coenunenus 4, Coequnenus S wiu Coenunenus 6.

bonesnwv llapruncona

[00319] bonesnp Ilapkuncona (PD) mnpexacraBiasier co0oit  mporpeccupyroriee
HeliponiereHepaTHBHOE 3a00JIeBaHUE, KOTOpOE MopaxkaeT Oa3alibHble TaHIVIMU. XapaKTepHbIE
ABHTaTeNbHbIe CUMNTOMbI PD BKIO4YarOT B ce0si Tpemop, PUTHAHOCTb, OpPaJAMKHHE3UI0 U
MBIIIEYHYE) PUTHAHOCTh. JlBurarenbHble CUMNTOMBI PD  OOyCIOBJIEHBI MPEUMYIIECTBEHHO
U3MEHEHUSIMU B YepHON cyOCTaHIMH, BKIIOUYasi B cedst rudenb 1ohaMUHEPTUIECKIX HEHPOHOB.
CoBpemennoe nedeHne PD, Takoe kak 3aMecTUTENbHAs Tepanusi NO(PaMUHOM, CIYKUT JJIst
oOyierdyeHus1 CUMITOMOB, HO HUKakasi MOAU(UIHpYIOmas 3a00JeBaHUe TEpanusi He TOCTYITHA.
OOHapy KkeHO, 4YTO OK30T€HHble KAHHAOWHOWIBI OKA3bIBAKOT OJIArOTBOPHOE BJIMSIHHE Ha
cumnitoMbl PD. Hampumep, B CTOPOHHEM OTKpPBITOM HaOJIOATEIBHOM HCCIEAOBAHUHM OBLIO
OOHapYy>XEeHO, YTO KypeHHe KaHHaOWCa MPUBOAWIO K 3HAYUTEIBHOMY VJIYYIIEHHIO TPEMOpa,
PUTHAHOCTH M OPaTUKUHE3NH Y TALIEHTOB C TSKEJIOW OOJBI0 M TPEMOPOM, CBsI3aHHBIME C PD,
KOTOpPbIE HEIOCTATOYHO KOHTPOJHUPOBAIUCH COBPEMEHHBIMU JIEKAPCTBEHHBIMHU CPEACTBAMHU
npotuB PD. 3HauntenbHoe yiydimeHue O0MM W CHA Takke HAOJIOAAOCh TOCe yHoTpedieHus
kaHHaOuca. JIOKJIIMHUYECKH, SK30reHHble KaHHAOMHOMIbI U MHrHOMTOpbl MAGL BBI3BIBAIOT
Momudumupyromue 3abojeBaHue 3amUTHbIE 3((GEKTbl B MOAENSIX NapKHHCOHMYECKUX
TPBI3YHOB.

[00320] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs ONMCAHHbIE B HACTOSIIIEM

nokymente uHruoutopsl MAGL oOnamaror >QQeKTUBHOCTBIO TMpU JieueHUU OOJNe3HU
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IMapkuncona. CoriacHO HEKOTOPBIM BapHUAHTAM OCYIIECTBJICHHS B HACTOSIIEM IOKYMEHTE
packpbIT crmocod Jsedenust Oone3u [lapkuHCOHA y HYKAAOIIErocss B 3TOM MAIUEHTA,
MPeNyCMaTPUBAIOLINI BBEIEHUE TMALMEHTY TepaneBTU4ecku 3(P(HEKTUBHOTO KOJIHYECTBA
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoauaus- 1 -uim)-4-

(TpudTopMeTIIT)OSH3 M )ITUTIepa3uH- 1 -kapOoKkcuIaTa win ero (papMaleBTUYECKH MPUEMIIEMOM
comu wi cojpBata. COrjllaCHO HEKOTOPBIM BapUAHTAM OCYIIECTBJIEHHS B HACTOSIIEM
JOKYMEHTE PACKPBIT Crtocob Jieuenust Oone3nn [TapkuHCOHA y HYKIAIOMIEroCsl B 3TOM MAIHEeHTA,
NPeNyCMaTPUBAIOLINI BBEIEHUE TMALMEHTY TepaneBTU4ecku 3(P(HEKTUBHOTO KOJIHYECTBA
onucaHHoro B HacrosimeMm paokymeHte Coenunenusi 1, Coenunenus 2, CoeauHeHus 3,

Coenunenus 4, Coenunenns 5 unu CoenuHeHNs 6.

Aymuzm
[00321] PaccrpoiictBo aytuctuueckoro cnektpa (ASD) mpencrasiser coboii rpymmy

pacpOCTPaHEHHbIX HAPYLIEHHII HEPBHOIO PAa3BUTHUS, XAPAKTEPU3YIOLIUXCSI MOBTOPSIOIIUMCS
HOBEIEHHEM M HAPYIIEHHSMU COLMAJIBHOIO B3aUMOAEUCTBHS M OOIEHHs. AYTH3M 3aTparuBaer
npuOIM3UTENPHO 22 MWIIMOHA YeJIOBEK BO BCEeM Mupe U mpudiamsurenbHo 1,5% nereir B
Coenunennbix [ITarax. CHMOTOMBI CHJIBHO Pa3IMYaIOTCS Y PAa3HBIX JIHOJAEH, HO HAYMHAIOTCS B
paHHEM [eTCTBE€ U BIUSAOT HA IOBCEAHEBHYIO [EATENbHOCTb. AYTU3M HMEET CHJIBHYIO
FeHETUYECKYIO0 CBsI3b, U C 5TUM HapyLICHHEM CBs3aHbl MHOTOYMCJIEHHBIE T'€HBL, B TOM YHUCJE
Oonee 30 myrtaumii B reHax HeiiponuruHa 1-4, KOTOpble MPEACTABISIOT COOOW MOJIEKYJIbI
MOCTCUHANTUYECKOW KJIETOYHON aJare3nu, KOHTPOJUPYIOLIME CHHANTUYECKue CBoiicTBa. B
CTOPOHHUX JAaHHBIX Ha MBIIIAX, HECYLIUX CBSI3aHHbIE C ayTU3MOM MYTAallMM B HEHpOJIUTuHe-3,
TOHUYECKass Tepefadya HHAOKAHHAOMHOWIOB 3HAYUTENIBPHO CHIDKEHA, 4YTO TPHUBOAUT K
Ype3MEPHON MHIHOUPYIOIIEH CHHANTHYECKOH aKTHBHOCTH.

[00322] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs ONMCAHHbIE B HACTOSIIEM
nokymente uHruonropsl MAGL obnanarot s dexTruBHOCTBIO TP JeueHnn aytusma. CoracHO
HEKOTOPHIM BAapUAHTAM OCYIIECTBJIEHUS B HACTOSLIEM JOKYMEHTE PACKPBIT CIOCOO JieueHUs
ayTU3Ma y HY)KJAIOLIErocs B 3TOM MalMeHTa, MNpPeAyCMaTpUBAIOIIMI BBEACHHUE MALIUEHTY
TepaneBTHUeCKd  3(P(EKTHUBHOIO  KOJIMYECTBA 1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-
(mupponuaus-1-un)-4-(tpudropmern)deH3 ) nunepasul- 1 -kapookcuiaTa Wn ero
dapmaneBTHUECKH TpHEMIIEMON conmu wiau  conbBata. COrJIaCHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHS B HACTOSIIIIEM JOKYMEHTE PACKPBIT CIOCO0 JICUSHHsI ayTH3Ma Y HY KIAFOIIErocs
B O5TOM TaLMEHTa, MPEeIyCMaTPUBAIOLINI BBEICHUE MALUEHTY TepareBTHYecKu 3P QPeKTUBHOrO
KOJIMYECTBAa OMUCAHHOTO B HacTosiuieM nokymente Coennnenns 1, Coenunenus 2, CoeqnHeHust
3, Coenunenus 4, Coequnenus 5 uau CoequHeHNs 6.

Onuouoocbepezarowuii 3¢bchexm npu b6oau
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[00323] KnuHu4yeckoe mnpUMEHEHUE OMHOUIHBIX AHAJIBIeTHKOB JJisi JiedueHus Oomu
CBSI3aHO C CEPbE3HBIMU KJIMHUYECKIMHU HEOCTATKAMH, BKIIFOYAIOIIUMH B ce€0s1 3a10p, YTHETEHNE
OBIXaHUS, 3yh, YCTOWYUBOCTb, 3JIOYMOTPEONEHHE U  3aBUCHUMOCTb.  3JOyroTpedieHne
peLenTypPHBIMA ONMHOUIAMHU CYUTAETCS KPU3UCOM B 00JIaCTH OOILIECTBEHHOIO 37IPABOOXPAHEHHSL.
ITo ouenkam, B Coemmuennbix Illtarax npubmmsurensHo 2,1 MUJUTMOHA YEJIOBEK CTPATArOT
HApPYLIEHUSMHY, BBI3BAHHBIMU YyIOTPeOJIEHNEM TICUXOAKTUBHBIX BEINECTB, CBSI3aHHBIX C
00e300MMBaOIMMH  TIpenapaTtamMy, OTIyCcKaeMbIMH 1o peuenty. OpnHa wu3  cTpareruit
YMEHBIIEHUs] OTPULIATENIbHBIX MOOOUHBIX 3()(HEKTOB OMHOUIOB 3aKIIOYAETCS B CHIKEHHU O3Bl
onuouaa, HEOOXOAMMOM [UIsI aAeKBaTHOrO KOHTPOJsl Ooyiu, B COYETAaHHM C APYTUM
AHTMHOLULIENITUBHBIM CPEICTBOM.

[00324] HNuruburopst MAGL 3¢ pexTrBHBI B KaueCTBE MOHOTEPAIIUN HA MHOKECTBEHHBIX
Mozensix Oonu, BKIKOYas B ceOs MOIENIH OCTPOH, HEBPOIATHYECKOHM, BOCHAIUTENbHOH U
onkonoruyeckoii Oomu. Takke Obulo mokasaHo, uro wuHruOupoanue MAGL BbI3bIBaeT
onuougocOeperaroinme 3QppexTel MoaeNel TOKIMHUYeCKO Oomn. B Monenu HeBponmaTu4deckoi
Oonu y Mblmeil ¢ XpoHU4YeCKUM creHosupyromuM nospexxaeHueMm (CCI) xomOuHMpOBaHHOE
nedeHne uHruoOutropom MAGL u onuoupgHbsIM MOPQHUHOM NPHBOAMWIO K CHHEPreTHYECKOMY
yay4imeHuto 3G (GeKTHBHOCTH O CPABHEHHIO C JICUEHHEM OTHUM U3 COEIMHEHUI B OTAEIBHOCTH.
Coueranue wunruOuposanuss MAGL u wmoppuHa He NPUBOAWIO K OMUOMIONOAOOHOMY
CHIMJKEHHIO MOTOPHKH JKEJTyJIKa, He BbI3bIBAJIO KaHHAOMMUMETHYECKOro 3(dekTa B aHAIN3€e Ha
IVUCKPUMHHALIMIO JIGKAPCTBEHHBIX CPEICTB M HE TMOJABEPrajioch YCTOHYHMBOCTH IOCIHE
MIOBTOPHOTO TIpUEMA.

[00325] Ha wmonenun ¢dopmanuHoBOM ocTpodi Oonu y kpbic uHrubuposanne MAGL
CHHEPTeTHYECKH YCHIIMBAJIO aKTUBHOCTb ONMMOUAHOrO Mop¢uHa. B 3TOM uccnenoBaHuu A03bI
uaruouropa MAGL u mopduna, xoropeie Obutn Hed(pPEKTHBHBI B KaueCTBE MOHOTEPAIIHH,
BBI3BIBAIM 3HAYUTEJIbHbIE AHTHHOLMIENTUBHBIE 3()(eKkTsl B KOMOMHAIMM, Mpenrnoaras, 4ro
uarunouropel MAGL o0ecrnieunBaroT afekBaTHOE oOsierdyeHre OOJH y MALUEHTOB C CYIIECTBEHHO
CHMJKEHHOH Harpy3KoH ONHMOWIHBIMU JIEKAPCTBEHHBIMH CpeacTBaMu. [1OoCKONIbKY MOOOUYHBIE
3¢ }eKTbl ONMHOUAHBIX JIEKAPCTBEHHBIX CPENCTB 3aBUCSAT OT J03bl, COTMJIACHO HEKOTOPBIM
BapHaHTaM OCYIIECTBIIEHUS 3TOT onroungocoeperarouii 3gdext yMeHbImaeT ocTpbie TOOOUHBIE
3¢ }eKThl, CBA3aHHbIE C OMMOUAHBIMHU AHAJIBIETUKAMH, TaKHE KaK 3aropbl, TOJOBOKPY)KEHHE,
3arophl, CeAalus U CYXOCTb BO PTY, W YMEHBIIAET MOTEHLHAN Ul TOSBJICHHE HETaTHBHBIX
NOCJIEICTBUI  JIUTENBHOTO  YIOTPeOJeHUsT ONHOWAOB, BKIOYast B ceOs 3aBHCUMOCTD,
aOCTHHEHLIMIO U CMEPTh OT NePEI03UPOBKH.

[00326] CormacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHUS OINHCAHHBIE B HACTOSILIEM

nokymMeHTte uHruouropol MAGL CcHHEPrHYecKH YCHIMBAIOT AaKTHBHOCTh OMHUOMIHOTO
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ananmpretuka. COrjlaCHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHHs OIMCAHHBIE B HACTOSILIEM
nokymente wuHruouropsl MAGL ymenbmaroT octpeie mobounbie 3(QexTsl, CBsi3aHHBIE C
ONMUOUIHBIM aHAIBreTHKOM. COrJIacCHO HEKOTOPBIM BapHAHTAM OCYINECTBJIEHUS B HACTOSILIEM
IOKYMEHTE PAaCKpPBIT CHOCOO CHHEPreTUYECKOr0 YCHIICHHs AaKTUBHOCTH  ONHUOMIHOTO
AHAJIbI€TUKA y TMALUEHTa, KOTOPOro JieyaT ONMHOHIHBIM aHAJBIETUKOM, IMPEAYCMaTPUBAFOIINI
BBEJICHHE TMAIMEeHTY TepaneBTudecku 3¢ exruBHoro komuuectsa 1,1,1,3,3,3-rekcadpropnpomnaH-
2-un-4-(2-(muppoaunus- 1 -ui)-4-(tpud ropmeTin)0eH3u )unepasuH- 1 -kapOdokcuiata Wik ero
dapmareBTHUeCKH TpUeMIeMON conmu wiau  conbBata. COrJIaCHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJIEHUS] B HACTOSIIEM JOKYMEHTE pPAaCKpPBhIT CIOCO0 CHHEPreTHMYeCKOro YCHIICHUs
AKTUBHOCTH OMHMOUJAHOTO aHAJIBIETHUKA Y MALUeHTa, KOTOPOTO JieuaT OMHOUAHBIM aHAJIbI€THKOM,
NpeayCcMaTpUBAIOINUI BBEIAEHHWE TMALMEHTy TepaneBTudecku 5((eKTUBHOro KONUYecTBa
ornucaHHoro B HacrosimeM pokymente Coenunenuss 1, Coemnunenus 2, CoenuHeHus 3,
Coemunenuss 4, Coenunenus 5 wimm Coenunenuss 6. CoOriacHO HEKOTOPBIM BapHaHTaM
OCYIUECTBJICHUSI B HACTOSILEM JOKYMEHTE PACKpPbIT CHOCOO YMEHBLIEHUS OCTPBIX MOOOYHBIX
3¢ deKTOB, CBA3AHHBIX C ONMMOMIHBIM AHAIBIE€THKOM Y MALMEHTa, KOTOPOTrO JIeYaT OMUOUIHBIM
AHAJBTETUKOM, MPEAyCMATPUBAIOIINI BBEJEHHE MNAIMEHTy TepaneBTHYeCKH 3((PEKTHBHOTO
KOJINYECTBA 1,1,1,3,3,3-rekcapTopnponan-2-mi-4-(2-(mupponuaus- 1 -ui)-4-
(TpudTopmeTn)OeH3u)nunepasuH- 1 -kapOokcuaata Win ero GpapMaleBTUYECKH MPUEMIIEMOMN
comu win cojbBata. COrjJacHO HEKOTOPBIM BapHAaHTAM OCYLIECTBIIEHHS B HACTOSIIIEM
JOKYMEHTE PaCKPBbIT CHocod yMEHbIIEHUSI OCTPbIX MOOOYHBIX 3((PEKTOB, CBS3AHHBIX C
ONMUOUIHBIM AHAJIBIETHKOM Yy TMALUEHTa, KOTOPOTO JieuaT OIMHUOMUAHBIM aHAJbIE€THKOM,
NpeAyCMAaTPUBAIOINNN BBEIACHHWE TMALMEHTy TepamneBTudeckn 5((eKTHBHOrO KOJIUYeCTBa
onucaHHoro B HacrtosimeMm paokymeHnte Coenunenusi 1, Coemunenms 2, CoeauHeHus 3,

Coenunenus 4, Coequnenus 5 unu CoequHeHNs 6.

J[ucmonuu
[00327] JIUCTOHMM ~ NPENCTABISIOT COOOM TETEepOreHHYK) TIPYIIY  IBHUTATENbHBIX

HapyLIEHUH, KOHLENTYaJbHO NIOBTOPHO OXapaKTepU30BaHHbIX B KoOHUE 1980-x romos
NOCPEICTBOM  MPEAIOJaraeMoro  BOBJICUEHHsI  0as3albHBIX TaHIJIMEB, W  KJIWHHYECKH
XapaKkTePU3yKIIUeCss  YCTOMYMBBIMM WM NPEPBIBUCTBIMU  COKPALICHUSIMA  MBbILIL],
BBI3bIBAIOIIMMHU HEHOPMAJIbHBIE, YACTO MOBTOPSIOLIUECS ABUXKEHUS, MO3bl WIH TO U JPYyroe.
JIUCTOHNYECKUE NBWKEHUsS], KaK MPABUIIO, XapaKTEPU3YIOTCs TOBTOPEHUSIMHU, CKPYYUBAHUSIMU U
MOTYT OBITh APOKAIIUMHU. JIMCTOHUS YacTO WHULIMHMPYETCS I yCYTyOJNseTcsl MPON3BOJIbHBIM
TEWCTBUEM U CBsI3aHA C AKTUBALMEH N30BITOYHOTO MPUTOKA K MBIIILIAM.

[00328] JlucTOHMH MOTYT OBITh KJIACCH(PUUMUPOBAHBI HA OCHOBAHUHM KJIMHUYECKUX

XapakTepUCTHK  (BO3pacT B  Hadyaje, pAcHOJOKEHHWE Tella, BPEMEHHas CTPYKTypa,
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COCYIIECTBOBAHHE APYTUX ABUTATENIbHBIX HAPYIIEHUH U JPYTUX HEBPOJIOTHMYECKUX MPOSIBICHHH )
U 5THOJIOTHUYECKUX XapaKTEPUCTHK (Ipyrasi MaToJOTHs HEPBHOM CHCTEMBI U THIT HACJIETOBAHMS).
IlepBuuHBIE NUCTOHWM BO3HHMKAIOT y JETEH, YaCTO HOCAT CHCTEMHBIH XapakTep U MOTYT
CONPOBOKAATHCS JPYTUMH  KIMHUYECKHMMH TPH3HAKAMM, TAaKUMH Kak CIACTHYHOCTb WU
sHIe(aIonaTus, U MOTYT UMETh T'€HETHUECKYIO OCHOBY. I[IepBHYHBIE IUCTOHUH Y B3POCIBIX, KaK
NPaBUIIO, U30JIUPOBAHBI, CBSI3aHBI C MPAKTHYECKON ESTEbHOCTRIO U BCTPEYAIOTCS Halle, YeM Y
nered, U SBISIOTCS MOUONMATHYECKUMH U HE TNporpeccHpyroummmu. IIpuMepaMu mnepBUYHBIX
U30JIMPOBAHHBIX JAUCTOHUH sBISAIOTCA OnedapocnasMm, MieiiHas AUCTOHUS (KpUBOIIEs) U
rpadocnasm. CyliecTByeT HEyAOBJIETBOPEHHAsI MOTPEOHOCTh MPU AMCTOHUSIX B MEPOPATBbHBIX
JIEKaPCTBEHHBIX CPEICTBAX, KOTOPbIE YIYUIIAIOT (PYHKLHUIO.

[00329] CornacHO HEKOTOpPBIM BapUaHTAM OCYLIECTBJICEHUs ONMCAHHbIE B HACTOSIIEM
nokymenre wuHruouropel MAGL o0nagaror 3((eKTHBHOCTBIO MNP JIEUEHUH JUCTOHHH.
CornacHO HEKOTOPBIM BapUaHTAM OCYLIECTBJICHHs B HACTOSIIEM JOKYMEHTE PaCKpPbIT CIIOCOO
Je4eHUss JUCTOHUM Y HY)KIAIOIIErocss B 3TOM IIALIMEHTa, MPEAYCMAaTPUBAIOIIMN BBEAEHNE
nalnueHTy TepanesTudecku 3¢ dexruBnoro komuuectna 1,1,1,3,3,3-rekcadropnponan-2-ui-4-(2-
(mupponuaus-1-un)-4-(TpudTopmerni)oeH3 W )nunepasuH- 1 -kapOokcunara 170051 ero
¢dapmaneBTHUECKH TIpueMiIeMON conu WM conbBata. COrNacHO HEKOTOPbIM BapHaHTaM
OCYLIECTBJIEHHs] B HACTOSIIEM JOKYMEHTE pAacCKpPbIT Crmocod JieueHws AMCTOHUU Y
HY’KIAIOLIErOCsl B 3TOM MALMEHTA, MPeAyCMaTPUBAIOIININ BBEICHUE MALUEHTY TEPaNeBTHUECKU
3¢} EKTUBHOTO KOJUYECTBA OMUCAHHOTO B HactosimeM nokymeHte Coenunenus: 1, CoennHeHust
2, Coenunenus 3, Coenqunenus 4, Coenunenus 5 wiu CoenuHeHus 6.

[00330] CorymacHO ApyromMy BapHaHTy OCYLIECTBJIEHHsI TPEICTaBJEH CIOCO0 JeueHus
cuHapoma JlayHa y HY)KAAOIIErocss B 5TOM MALMEHTa, NPEAyCMAaTPUBAIOIIMN BBEIACHHE
NaLKueHTy TepaneBTudecku 3¢ dexruBHoro komuuectsa 1,1,1,3,3,3-rekcadroprnponan-2-ui-4-(2-
(mupponunus-1-un)-4-(Tpudropmerni)deH3wn)nunepasul- 1 -kapookcunaTa Wn ero
dapMarieBTHUECKH TpUeMIIEMOW coiu Wi conbBata. CoOrylacHO JIpyroMy BapHaHTy
OCYILIECTBIICHHsI TPEICTaBIeH Crocod JeudeHus cuHapoMa JlayHa y HyKIArOMIErocs B 3TOM
NAalMeHTa, NPEAYCMATPUBAOINUN BBEJEHHE MAMEHTY TepamneBTHYecKH 3(P(PEeKTHBHOTO
KOJIMYECTBA OMUCAHHOTO B HacTtosiuieMm nokymente Coennnenns 1, Coenunenus 2, CoequHeHus
3, Coequnenus 4, Coequnenus 5 v CoenuHeHUs 6.

[00331] CornmacHO npyromy BapUaHTy OCYIIECTBJICHHUS MPENCTABIIEH CIOCOO CHIDKEHUS
BHyTpuryiasHoro pmasneHuss B rinazy (IOP) y Hyxkparoomerocss B 3TOM  MAIUEHTA,
NpeayCMaTPUBAIOIINN BBEACHHWE TMALMEHTy TepaneBTudeckn 3((eKTHBHOrO KOJINYecTBa

1,1

L bl |

1,3,3,3-rekcadropnponan-2-mi-4-(2-(mupponunus- 1 -mn)-4-

(TpudTopmeTn)OeH3nI)unepasuH- 1 -kapookcunata win ero GpapManeBTUYECKH MPUEMIIEMON
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conmu uam coyibBata. COryaCHO NPYroMy BapUaHTY OCYIIECTBJICHHS OMHCAH CIIOCOO CHIDKEHUS
BHyTpuriasHoro rmmazHoro pnaenenuss (IOP) vy Hyxnmaromerocs B 3TOM  TAlMEHTa,
MPeNyCMaTPUBAIOLINI BBEIEHUE TMALMEHTY TepaneBTU4ecku 3(P(HEKTUBHOTO KOJIHYECTBA
onucaHHoro B HacrtosimeMm paokymeHte Coenunenusi 1, Coenunenus 2, CoeauHeHus 3,
Coenunenus 5, Coenunenuss 5 wunu Coeaunenust 6. CorymacHO JApyromMy BapHaHTy
OCYIIECTBJICHUS TPEACTABJICH CIOCO0 JIEYSHHsI TI1ayKOMBI Y HYKAAIOIIEroCss B STOM IMaLMeHTa,
NPeNyCMaTPUBAIOLINN BBEIEHHE TMALMEHTy TepaneBTU4ecku 3(P(HEKTUBHOTO KOJIHYECTBA
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponauaus)- 1 -mi)-4-
(TpudTopMeTIIT)OeH3MT )ITUTIepa3uH- 1 -kapOoKcHIaTa win ero (papMaleBTUYECKH MPUEMIIEMOM
conmu unmu conbBara. COrjacHO IPYroMy BapHaHTy OCYINECTBJICHHs MPENCTaBIeH CIOCO0
JICUCHUsS] TJIAYKOMbI Yy HYKAAIOLIErocss B 3TOM NALMEHTa, MPEeAyCMaTPUBAIOIIMII BBEIECHUE
MAIUEeHTy TepaneBTU4YeCKu 3()(PEKTUBHOrO KOJMUYECTBA OMHUCAHHOTO B HACTOSIIEM JOKYMEHTE
Coenunenus 1, Coequnenus 2, Coenqunenus 3, Coenunenus 4, Coenunenns S uau CoennHEHUs
6.

[00332] CornacHo ApyromMy BapHaHTy OCYLIECTBJICHHsI MPEACTABJICH CIIOCOO JIeueHHsI
CIIO’)KHOTO ~PErMOHApHOrO OOJIEBOrO CHUHAPOMA Yy HYXKAAKOLIErocs B OSTOM MALUEHTa,
NpeayCMAaTPUBAIOINNN BBEIACHUE TMALMEHTy TepamneBTudeckun 5(Q(ekTHBHOrO KOJUYecTBa
1,1,1,3,3,3-rekcapTopnponan-2-un-4-(2-(muppoauaus- 1 -uim)-4-
(TpudTopMeTII)OSH3WI )ITUTIEpa3HH- | -kKapOOKCHUIaTa WK ero (papMaleBTUYECKH MPHEMIEMOM
conu uiu conbBata. COrJacHO OPYroMy BapUaHTy OCYINECTBJICHMs MPENCTaBJIeH CIOCco0
JIEYEHUsT KOMIUIEKCHOTO PErMOHAPHOTO OOJIEBOrO CHHAPOMA Y HYKIAOIIETOCs B 3TOM MAI[HEHTA,
NpeayCMaTPUBAIOLINI BBENEHUE TMALMEHTy TepaneBTU4ecku 3(P(EKTUBHOTO KOJIMYECTBA
onucaHHoro B HacrtosimeMm paokymeHnte Coenunenusi 1, Coemunenms 2, CoeauHeHus 3,
Coenunenus 4, Coequnenus 5 unu CoequHeHNs 6.

[00333] CormacHo orpeneNeHHbIM BapUaHTAM OCYIIECTBJICHUS PACKPBITOE COCAUHEHUE,
UCTIOJIb3YeMOE OJJHUM WJIM HECKOJBKHUMH U3 BBIIIEYKA3aHHBIX CIIOCOOOB, MPENCTaBJIsieT COOOM
OTHO W3 ONHCAHHBIX B HACTOSIEM JOKYMEHTe TE€HEPUYECKHX, CyOreHepHuYecKUX WJIH
cnenuduueckux coenuHeHnd, takux kak Coenunenue 1, Coemmnenme 2, CoenuHeHue 3,
Coenunenue 4, Coequnenue 5, i CoenuHenue 6.

[00334] PackpbIThie  COeNMHEHHs] BBOAST ManueHTaM (KUBOTHBIM U JIFOJSIM),
HY>KIAOIIMMCS B TAKOM JICUEHUH, B JJO3UPOBKAX, KOTOPbIe OYAyT 00eCreunBaTh ONTHMAIbHYIO
dapmaueprrueckyro 3pdexTuBHOCTh. [IOHATHO, YTO M03a, HEeoOXoAWMasi IJisi MPUMEHEHUS B
JF0OOM KOHKPETHOM MPUMEHEHUHU, OyJeT BapbUpPOBATH OT MALMEHTA K MAI[UEHTY HE TOJBKO B
3aBUCUMOCTU OT KOHKPETHOTO BBIOPAHHOTO COENMHEHUS WJIM KOMITO3UIUH, HO TaK)Ke OT MyTel

BBCACHUs, MPUPOAbI NMOABEPTACMOro JICUCHUIO COCTOSAHUsA, BO3pacTa U COCTOSAHUSA MALIUCHTA,
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OOHOBPEMCHHOI'O IMpueMa JICKAPCTBEHHBIX CPEACTB WU cneunaanoi/'I AUETHI, 3a KOTOPbIMHU
CJICAUT MAaHUCHT, U APYTruUux q)aKTOpOB, Ipru 3TOM COOTBETCTBYHOIIAasA JO3UPOBKA B KOHCYHOM
HUTOr'€ OCTACTCA Ha YCMOTPECHUEC JICHAILErO Bpaya. H.]'IH JICYHCHU YKA3aHHBIX BbILIC KIMHUYCCKUX
COCTOSIHMH M 3a00JIeBaHMI PACKPHITOE B HACTOSIIEM JIOKYMEHTE PACCMATPHBAEMOE COSIMHEHIE
BBOIAT NEPOPAIIbHO, MOAKOXKHO, MECTHO, MAPCHTEPAJIbHO, NYTEM HUHIAJAIIUOHHOIO CIPESd WU
PEKTAJIBHO B COCTaBax B BUAC OO3UPOBAHHBIX JICKAPCTBCHHBIX q)OpM, COACPNKALINX
TPAAULUHUOHHBIE HETOKCHUYHBIC (I)apMaI_IeBTI/ILIeCKI/I MPUEMIJIEMbBIE HOCHUTECJIM, BCIIOMOIATCJIBHBIC
cpencrtBa u HamoymHuTenu. IlapeHTepajbHOE BBEAEHHE MPEAYCMATPUBAECT MOIKOXHBIC
UHBCKLUH, BHYTPUBCHHBIC UJIM BHYTPUMBbIIICYHBIC HHBECKIIUN WU CrocoObI HH(bYSHH

KomMmOuHupoBaHHAS Tepanus

[00335] B HacTosiimeM MOKyMEHTe Tak»Ke pacCMaTpHBAIOTCS KOMOWHUPOBAHHBIE TEPAITUH,
Harpumep, mJii COBMECTHOTO BBEIEHHsI pPACKPBITOIO COEJUHEHHS M JOINOJHHUTEIbHOIO
aKTUBHOTO CpPEJCTBA, KaKk 4YacTb KOHKPETHOM CXeMbl JIEU€HHs, NpeAHa3HaYeHHON s
obecrieueHnsl MOJOKHUTEIBHOTO 3(p(eKTa OT COBMECTHOIO HEHWCTBHS 3THX TEPaNeBTHYECKUX
cpeacts. bnaronpusiTHbii 3pdexkT KoMOMHALMKM BKJIHOYaeT B cebs, 0Oe3 orpaHuveHws,
(dapmakokuHeTH4YeCcKOe MM (PapMaKOJUHAMHUYECKOE B3aMMOJIEHCTBHE, BO3HUKAIOIIEE B
pe3yspTaTe KOMOMHALIMK TEPANEeBTUYECKUX CPENCTB. BBeneHne 3TuX TepaneBTHYECKUX CPENCTB
B KOMOWHALIMK, KaK TMPABWJIO, OCYIIECTBIISIETCS B T€YEHHE OMPEIENICHHOrO MepHoAa BPEeMEHH
(KaK TpaBWJIO, HENEJH, MECSLbl WIA TOABl B 3aBHCUMOCTH OT BBIOPDAHHOH KOMOHMHALIUM).
KomOuHMpOBaHHast Tepamusi MpeIHA3HAYEHA JJIsl TOCJIENOBATEIbHOTO BBEACHHS HECKOJIBKUX
TEPANEeBTHUECKUX CPEACTB, TO €CTh KOTJa KaKA0€e TEPANEeBTHUECKOE CPEACTBO BBOMST B Pa3HOE
BpeMsi, a TaKXe IJisi BBEACHHS 3TUX TEPANEBTHUECKUX CPEICTB WJIHM MO MEHbIIEH Mepe IBYX
TEPANEBTHUECKUX CPEACTB IO CYLIECTBY OAHOBPEMEHHBIM 00pa3oM.

[00336] IIpakTHuecku ONHOBPEMEHHOE BBEICHUE OCYLIECTBIISIETCS, HANpPUMEp, MyTEM
BBEJICHUSI CYOBEKTYy €IMHCTBEHHOIO COCTaBa MJIM KOMIO3MLMHU (HampuMep, TaONeTKH WU
Karncyibl ¢ (PUKCHUPOBAHHBIM COOTHOLIEHHEM KaXOTO TEPAIeBTUYECKOrO CPEICTBAa) WM B
HECKOJIBKUX OTHENBHBIX COCTaBax (HAMpHMeEp, Karcyjiax) Uil KaKIOrO M3 TePaneBTHYECKHX
cpeacts. llocnenoBarenpHOE WJIM TIO CYLIECTBY OJHOBPEMEHHOE BBEIOEHHE KaKAOTO
TEPANEBTHUECKOr0 CPEIACTBA OCYIIECTBISIETCS JIIOOBIM MOAXOMSAIIMM IyTeM, BKJIIOYasi B ceds,
0e3 orpaHMYeHHUs1, IEPOPANIbHBIC MY TH, BHYTPUBEHHBIE ITyTH, BHYTPUMBILIEUHBIE TIYTH U MIPSIMYFO
abcopOuuio depe3 TKaHM CIU3UCTONW 000JouKH. TepaneBTHYECKHE CPENCTBA BBOAAT OOHUM U
TEM JK€ MyTeM WM Pa3IUYHbBIMA NyTsiMH. Hampumep, mepBoe TepameBTHYECKOE CPENCTBO
BBIOpAaHHOW KOMOMHAIIMM BBOIST BHYTPUBEHHOHW WHBEKLHEH, TOrga Kak Jpyrue

TEPANCBTUICCKUE CPCACTBA KOM6I/IHaLII/II/I BBOJAT MEPOPATIBHO. AJ'IbTepHaTI/IBHO, HanpuMmep, BCE
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TeparneBTHUECKHE CPECTBA BBOJAT MEPOPAbHO WM BCE TepaneBTHUECKHE CPEACTBAa BBOIATCS
BHYTPUBEHHO.

[00337] KomOunuposanHas Tepanus TaKxXe MpenyCMaTPUBAET BBEICHUE
TEPANEeBTHUECKUX CPEICTB, KaK OMMCAHO BBIIE, B JOMOJHUTENbHOW KOMOWHAILMM C JAPYTHMHU
OMONOrNYecKn aKTUBHBIMH HHIPEOUEHTAMH ¢ HEMEIWKAMEHTO3HOW Tepamumeii. Ecmm
KOMOMHHUPOBAHHAS Tepanusl AOMOJHUTENIBHO MPEAyCMAaTPUBAET HEMEIUKAMEHTO3HOE JICUCHHUE,
HEMEIMKAaMEHTO3HOE JIeYeHHE IMPOBOAUTCS B JI000€ MOAXOASIIEe BpeMs, MOKa JOCTUIaeTCs
HOJIOXKHUTEbHBIN 3P(PEKT OT COBMECTHOTO NEHCTBUS KOMOMHAIIMH TEPANEBTHUECKUX CPEICTB U
HEMEIMKaMEHTO3HOro JjiedeHus. Hampumep, B COOTBETCTBYIOIIMX CIy4asiX IOJIE3HbIH >(PQeKT
BCE €lle JOCTUTaeTcsi, KOIZa HEMEAMKAMEHTO3HOE JIEYeHHE BPEMEHHO IPEKpalaeTcs OT
BBEJICHUS TEPANIeBTUYECKUX CPEJICTB, BO3MOKHO, HA HECKOJIBKO AHEH WM JjaXe HeJelb.

[00338] KommoHeHTpl  KOMOWHAIMM  BBOIST  MALMEHTY  OJHOBPEMEHHO  WJIH
nociaenoBaTenbHO. IIOHATHO, YTO KOMIOHEHTHI NPUCYTCTBYIOT B OJHOM M TOM XK€
(apmaLieBTHYECKH NPUEMIIEMOM HOCHUTENE U, CJIE€AOBATEIbHO, BBOISATCS OJHOBPEMEHHO.
ANlbTepHATUBHO, AKTHBHbIE HMHIPEIUEHTBHI NPHCYTCTBYIOT B OTIENBHBIX (hapMaleBTHUECKHUX
HOCHTEJNSIX, TAKMX KaK OObIYHBIE MepOpasIbHbIE JIEKAPCTBEHHbIE (POPMBI, KOTOPbIE BBOIAT JIHOO
OIHOBPEMEHHO, JINOO MOCIIENOBATEIBHO.

[00339] Hanpumep, st nmpeanonaraeMoro jieueHus: 00 pacKpbITOe COSIMHEHUE BBOMST
COBMECTHO C APYTHUM TEPANEBTHUYECKUM CPEICTBOM OT OOJM, TAKMM KaK OIMHOHJ, MOIYJISTOP
kaHHaOuHouaHoro penentopa (CB1 wmum CB2), uaruburop COX-2. aueramuHObeH W/Wiu
HECTEPOUJIHOE IPOTHUBOBOCMAIUTENBHOE CPeAcTBO. JlomonHUTENnbHBIE TepaneBTHUYECKHE
CPEeACTBa, HAmpuMmep, IJisl JieueHUs: OOJM, KOTOpbIE BBOASATCS COBMECTHO, BKJIIOHYAIOT B ceOsl
MopduH, KomewH, THAPOMOP(OH, TUAPOKOAOH, OKCHMMOpPGOH, (eHTaHwn, Tpamamon u
JeBopQaHOJI.

[00340] Hpyrue npennojiaraeMble TepaneBTUUECKHUE CPEICTBA 1JIsl COBMECTHOTO BBEJECHUS
BKJIFOYAIOT B ce0s1 aCIIMPHUH, HANPOKCeH, nbynpodeH, canbcanat, nudayHusal, nekcudynpoden,
denonpoden, keronpodeH, OKCAMPO3UH, JIOKCONMPOQEH, WHAOMETAINH, TOJIMETUH, CYJUHIAK,
STONIONIaK, KETOpOJiaK, IMHUPOKCHKAM, MEJOKCHKaM, TEHOKCHUKaM, IPOKCHUKAM, JIOPHOKCHKAaM,
LIeJIEKOKCHO, TapeKOKCHO, pUMOHAOAHT W/ VTN 3TOPUKOKCHO.

[00341] CornacHo HeKOTOpBIM BapuaHTaMm ocymectsienus 1,1,1,3,3,3-rekcadropnponan-
2-un-4-(2-(muppoaunui- 1 -ui)-4-(Tpud ropmMe T )OeH3 U )unepa3uH- 1 -kapOOKCUIaT UM €ro
(dhapMaLleBTHUECKU MTPUEMIIEMYIO COJIb WJTU COJIbBaT, Takol kak Coenunenue 1, Coenunenue 2,
Coenunenue 3, Coegunenue 4, Coemunenue 5 wmim CoenuHeHHe 6, BBOIAT COBMECTHO C
TPULMKJIMYECKUM  AHTUAENPECCAHTOM, TaKUM Kak MMHUIPAMUH, aMUTPUOTWIMH WU

ne3umnpamuH. COrIaCHO HEKOTOPBIM BapuaHTaMm ocymmectsienus 1,1,1,3,3,3-rekcadroprnpornan-
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2-nn-4-(2-(mupponuaus-1-mn)-4-(TpudTopMeTII )OS H3 W) TUTIePAa3HH- | -KapOOKCHIIAT WJIM  €ro
(hapMaLieBTHYECKU TTPUEMJIEMYIO COJIb MJTU COJIbBaT, Takol kak Coenunenue 1, Coenunenue 2,
Coengunenue 3, Coegunenue 4, Coemunenue 5 wmim CoemuHeHHe 6, BBOIAT COBMECTHO C
UHTUOUTOPOM OOpPAaTHOrO 3axBaTa CEPOTOHHHA-HOPIMUHEPpPUHA, TAKUM Kak JyJOKCETHH,
MIUTHAIMIIpaH, BeHJadakcuH wian  kiomunpamuH. COrjacHO HEKOTOPBIM — BapHaHTaM
OCYIL€CTBJICHUS 1,1,1,3,3,3-rekcapTopnponan-2-mn-4-(2-(mupponuaus- 1 -ni)-4-
(TpudropmeTn)Oen3nuI)unepasuH-1-kapookcuaaT win ero (papmManeBTUYECKU MPUEMIIEMYIO
conb uim conbBat, Takon kak Coemunenue 1, Coenunenne 2, Coenunenne 3, Coenunenue 4,
Coenunenue 5 wnu CoenuHeHue 6, BBOIAT COBMECTHO ¢ MHTHOUTOPOM anba-2-1enbTa, TaKUM
kak rabameHTMH win 1nperabanuH. CoOrnacHO HEKOTOPBIM BapUaHTaM OCYINECTBIICHUS
1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(mupponuann- 1 -ui)-4-
(TpudropmeTn)den3uI)nunepasuH-1-kapookcunaT win ero (papmManeBTUYECKU MPUEMIIEMYIO
conb M conbBat, Takol kak Coemunenue 1, Coemunenne 2, Coenunenue 3, Coenunenue 4,
Coemunenne 5 wumn CoenuHeHue O, BBOAAT COBMECTHO C IPOTHUBOSMUJICNITHYECKUM
JIEKApCTBEHHBIM CPENICTBOM, TAKUM KaK TOMHMpaMarT, JAaMOTPHUJIKUH, JIEBETUPALIETaM, BaJIbIIpOaT,
KJIOHa3emaM, OKCKapOa3uH uiam kapObaMa3enuH.

[00342] CornacHO HEKOTOPBIM BapuaHTaM ocymectsienus 1,1,1,3,3,3-rekcadropnpomnan-
2-un-4-(2-(mupponuaus- 1 -mn)-4-(TpuTopMe T )OS H3 I ) TUTIepa3HH- | -KapOOKCHIIAT WM €ro
(bapMaLieBTUYECKU MTPUEMJIEMYIO COJIb MJTH COJIbBAT, Takoh kak Coenunenue 1, Coemunenue 2,
Coenunenue 3, Coemunenue 4, Coemunenue 5 wmim CoequHeHue 6, BBOIIAT COBMECTHO C
ONMUOUJOM, TaKMM Kak MOP(UH, KOIEWH, OKCHKOIOH, OKCUMOP(OH, TpaMaaol, TareHTaIoJl,
METaJIOH W (hEHTAHII.

[00343] CornacHo HEeKOTOpbIM BapuaHTaMm ocymectsienus 1,1,1,3,3,3-rekcadropnponan-
2-nn-4-(2-(mupponuaus- 1 -mn)-4-(TpudTopMeTHI )OS H3WIT ) TUTIePA3HH- | -KapOOKCHIIaT WJIM  €ro
(bapMaLieBTHYECKU MTPUEMJIEMYIO COJTb MJTU COJIbBaT, Takoh kak Coenunenue 1, Coemunenue 2,
Coenunenue 3, Coemunenue 4, Coegunenue 5 wmin CoequHeHne 6, BBOIAT COBMECTHO C
arleramuHopeHoM.  CoracHO  HEKOTOphIM  BapuaHTam  ocymecteienus  1,1,1,3,3,3-
rekcadropnponan-2-mi-4-(2-(muppoiauanH- 1 -mn)-4-(TpudTopMernin)oeH3 W ) unepasul- 1 -
kapOokcmmar wiu ero (apManeBTHYECKH MPUEMIIEMYIO COJIb MJIHM COJbBAT, TAaKOH Kak
Coenunenue 1, Coenunenue 2, Coenunenue 3, Coenunenue 4, Coequnenue 5 unn CoenuHeHue
6, BBOIST BMECTE€ C HECTEPOUIHBIM IPOTHBOBOCIAIUTENBHBIM JIEKAPCTBEHHBIM CPENCTBOM,
TaKUM Kak HOynpodeH, HampoKCeH, Lejekokcud wimu nukiodpeHak. COrjjacHO HEKOTOPBIM
BapuaHtam ocymectienus 1,1,1,3,3,3-rekcadpTopnponan-2-mn-4-(2-(muppomuaus-1-ni)-4-
(TpudropmeTn)OeH3nI)unepasuH- 1-kapookcuaaT win ero (papmManeBTUYECKH MPUEMIIEMYIO

conb unu conbBaT, Takol kak Coemunenue 1, Coenunenue 2, Coequnenue 3, Coenunenue 4,
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Coemunenne 5 wnmu CoenuHeHHe 6, BBOAAT COBMECTHO C MOAM(DHUUIMPYIOIINM 3a00JeBaHue
AHTHPEBMATUYECKUM JIEKAPCTBEHHBIM CPEICTBOM, TAaKUM Kak TopanuTuHUO, jedyHoMun wim
METOTpEKCaT.

[00344] CornacHo HeKOTOpBIM BapuaHTam ocymectsienus 1,1,1,3,3,3-rekcadropnponan-
2-nn-4-(2-(mupponuans-1-mn)-4-(TpuTopMeTII )OS H3 I ) TUTIEPA3HH- | -KapOOKCHIIaT WJIM  €ro
(dbapMaLieBTHYECKU MTPUEMJIEMYIO COJIb WJTU COJIbBaT, Takoh kak Coenunenue 1, Coenunenue 2,
Coengunenue 3, Coemunenue 4, Coemunenue 5 wmim CoemuHeHne 6, BBOIAT COBMECTHO C
9K30KaHHAOMHOMJAMH, TAKIMHU Kak nepopanbhblie aenpra-9-THC n Habukcumons! (CaTusekc).
[00345] CornacHo HeKOTOpBIM BapuaHTam ocymectsienus 1,1,1,3,3,3-rekcadropnponan-
2-un-4-(2-(mupponaunus- 1 -ui)-4-(tpud ropme T )0eH3 U )munepasuH- 1 -kapOoKcUIaT Uil ero
dapmaLieBTUUECKU MTPUEMIIEMYIO COJIb WU COJbBaT, Takol kak Coenunenue 1, Coenunenue 2,
Coengunenue 3, Coegunenue 4, Coemunenue 5 wmim CoemuHeHwe 6, BBOISAT COBMECTHO C
MHOPEJNIAaKCAHTOM, TakuM Kak OaxnodeH u TusanuaumH. COrjlaCHO HEKOTOPBIM BapHUaHTaM
OCYIL€CTBIICHUS 1,1,1,3,3,3-rexcadropnponan-2-ni-4-(2-(muppoauaus- 1 -wmm)-4-
(TpudTopmeTi)OeH3 NI )TUNepa3uH- 1 -kapOoKcHIaT wim ero (GpapmManeBTHYECKH HPHEMIIEMYIO
conb min coyibBaT, Takoh kak Coemunenue 1, Coenunenne 2, Coenunenne 3, CoenuHenue 4,
Coenunenue 5 unu CoenquHeHue 6, BBOISIT COBMECTHO C TUA3EMIAMOM.

[00346] CornacHo HeKOTOpBIM BapuaHTam ocyuectienus 1,1,1,3,3,3-rekcapTopnponan-
2-un-4-(2-(mupponuaus- 1 -mn)-4-(TpudTopMeTHI )OS H3 W ) TUTIepa3HH- | -KapOOKCHIIAT WJIM  €ro
(bapMaLieBTUYECKU TTPUEMJIEMYIO COJIb MJTH COJIbBAT, Takoh kak Coenunenue 1, Coemunenue 2,
Coenunenue 3, Coemunenue 4, Coemunenue 5 wmim CoequHeHue 6, BBOIAT COBMECTHO C
NPOKUHETUYECKUM CPEICTBOM, TakKUM KakK METOKJIONpPaMH[, IOMIEPUAOH WIH HTOMPUL.
CornmacHo HekOoTOpbIM Bapuantam ocyuectienus 1,1,1,3,3,3-rekcadropnponan-2-ni-4-(2-
(mupponunus-1-un)-4-(Tpudropmernn)deH3 ) nunepasul- 1 -kapookcuaT W ero
(bapMaLieBTHYECKU MTPUEMJIEMYIO COJTb MJTU COJIbBaT, Takoh kak Coenunenue 1, Coemunenue 2,
Coenunenue 3, Coemunenue 4, Coegunenue 5 wmin CoequHeHne 6, BBOIAT COBMECTHO C
aronucroM 5-HT4, takum kak teracepon uiu Mocanpua. CorjacHo HEKOTOPbIM BapHUaHTam
OCYIL€CTBIEHUS 1,1,1,3,3,3-rekcadpTopnponan-2-mi-4-(2-(mupponuaus- 1 -ni)-4-
(Tpudropmern)OeH3n)unepasuH-1-kapookcuaaT win ero (papManeBTUYECKH MPUEMIIEMYIO
conb nim conbBaT, Takoh kak Coemunenue 1, Coenunenne 2, Coenunenne 3, CoenuHenne 4,
Coenunenue 5 wim CoenuHeHne 6, BBOAST COBMECTHO ¢ OyCITUPOHOM.

[00347] CornacHo HeKOTOpBIM BapuaHTaMm ocymectsienus 1,1,1,3,3,3-rekcadropnponan-
2-un-4-(2-(muppoiaunus- 1 -ui)-4-(Tpud TopMe T )OeH3 U )UTepa3uH- | -kapOOKCUIaT UM €ro

(dhapMaLieBTHYECKU MTPUEMJIEMYIO COJIb WJTU COJIbBAT, Takol kak Coenunenue 1, Coenunenue 2,
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Coenunenue 3, Coegunenue 4, Coemunenue 5 wmim CoenuHeHne 6, BBOIAT COBMECTHO C
HEWPOJIENTUKOM, TAKUM KaK MTMMO3HU/I, OJIAH3AINH, PUCTIEPUIOH WIIM KBETHUATIHH.

[00348] CornacHo HeKOTOpBIM BapuaHTam ocymectsienus 1,1,1,3,3,3-rekcadropnponan-
2-un-4-(2-(mupponuans-1-mn)-4-(TpudTopMeTII )OS H3 M) TUTIEPA3HH- | -KapOOKCHIIAT WJIM  €r0
(dapMaLieBTHUECKU MTPUEMIIEMYIO COJIb WJTH COJIbBaT, Takoh kak Coenunenue 1, Coenunenue 2,
Coenunenue 3, Coegunenue 4, Coemunenue 5 wmim CoemuHeHne 6, BBOIAT COBMECTHO C
UHTUOUTOPOM XOJIMHACTEpPasbl, TAKHUM KaK JOHENe3W1, PHUBACTUIMUH WM TaJaHTaAMHH.
CornmacHo HeKOTOpbIM BapuaHtam ocyuectsiaenus 1,1,1,3,3,3-rekcadroprnponan-2-ni-4-(2-
(mupponuaus-1-nn)-4-(tpudropmernn)deH3 ) nunepasul- 1 -kapookcunar WUIn ero
dbapMaLieBTUUECKU TTPUEMJIEMYIO COJIb WU COJbBaT, Takoh kak Coenunenue 1, Coenunenue 2,
Coengunenue 3, Coegunenue 4, Coemunenue 5 wmim CoemuHeHwe 6, BBOIAT COBMECTHO C
anTaroHuctoM NMDA, TakuM Kak MEMaHTHH.

[00349] CornacHO HEKOTOPbIM BapuaHTaM ocyiiectsienus 1,1,1,3,3,3-rekcadropnpomnan-
2-un-4-(2-(mupponuaus- 1 -un)-4-(TpupTopMe T )OS H3 I ) TUTIepa3HH- | -KapOOKCHIIAT WJIM  €ro
(bapMarieBTHYECKH MPUEMJIEMYIO COJIb WJIM COJbBaT, Takoi kak Coenunenne 1, CoenuHenue 2,
Coenunenne 3, Coemunenue 4, Coemunenue 5 wmmm CoequHeHue 6, BBOIAT COBMECTHO C
3aMECTUTENbHOI Tepamueil nopamMMHOM, TakOW Kak JIEBOAONMA MM KapOHIOoma-jeBOAOMNa.
CornmacHo HeKOTOpbIM Bapuantam ocyuecteienus 1,1,1,3,3,3-rekcadropnponan-2-muia-4-(2-
(muppoaunus-1-un)-4-(tpudropmerni)OeH3 ) nunepasul- 1 -kapOookcunaT Wn ero
(bapMaLieBTUYECKU TTPUEMJIEMYIO COJIb MJTH COJIbBAT, Takoh kak Coenunenue 1, Coemunenue 2,
Coenunenue 3, Coemunenue 4, Coemunenue 5 wmim CoequHeHue 6, BBOIAT COBMECTHO C
uaruouropom karexon-O-merunrpanchepasel (COMT), TakuM Kak TOJKANIOH HJIM SHTAKAIOH.
CornmacHo HekOoTOpbIM Bapuantam ocyuectienus 1,1,1,3,3,3-rekcadropnponan-2-ni-4-(2-
(mupponunus-1-un)-4-(Tpudropmernn)deH3 ) nunepasul- 1 -kapookcuaT W ero
(bapMaLieBTHYECKU MTPUEMJIEMYIO COJTb MJTU COJIbBaT, Takoh kak Coenunenue 1, Coemunenue 2,
Coenunenue 3, Coemunenue 4, Coegunenue 5 wmin CoequHeHne 6, BBOIAT COBMECTHO C
aroHUCTOM A0(haMUHA, TAaKUM KaKk OpPOMOKPHIITHH, MPaMHIIEKCON Wi ponuHupos. CoriacHo
HEKOTOpBIM BapuaHTaM ocymectsieHus 1,1,1,3,3,3-rekcadroprnponas-2-ui-4-(2-(mupponuans-
1-un)-4-(tpudropmernn)densmn)nunepasun- 1 -kapbokcunar  wid  ero  (apManeBTUYECKu
MpUeMJIEMYIO COJIb WK cofibBaT, Takoil kak Coemunenue 1, Coemunenue 2, Coenunenue 3,
Coenunenne 4, Coemmnenune S5 wimm CoenuHeHne 6, BBOIAT COBMECTHO C HMHTHOUTOPOM
mMoHamuHOKcHaasel (MAO) B, Takum kak cenerwivH win pasarwinH. COrjiacHO HEKOTOPBIM
BapuaHtam ocymectienus 1,1,1,3,3,3-rekcadpTopnponan-2-mn-4-(2-(muppomuaus-1-ni)-4-
(TpudropmeTn)OeH3nI)unepasuH- 1-kapookcuaaT win ero (papmManeBTUYECKH MPUEMIIEMYIO

conb unu conbBaT, Takol kak Coemunenue 1, Coenunenue 2, Coequnenue 3, Coenunenue 4,
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Coenunenne 5 nmn CoennHeHHE 6, BBOISIT COBMECTHO C AHTHUXOJIHMHEPIHYECKHM CPENCTBOM,
TaKUM KaK OEH3TPOINH, TPUreKCH()EHU I HITH TTPOLUKIUIHH.

[00350] CornacHo HeKOTOpBIM BapuaHTam ocymectsienus 1,1,1,3,3,3-rekcadropnponan-
2-un-4-(2-(mupponuans-1-mn)-4-(TpudTopMeTII )OS H3 M) TUTIEPA3HH- | -KapOOKCHIIAT WJIM  €r0
(dapMaLieBTHUECKU MTPUEMIIEMYIO COJIb WJTH COJIbBaT, Takoh kak Coenunenue 1, Coenunenue 2,
Coenunenue 3, Coegunenue 4, Coemunenue 5 wmim CoemuHeHne 6, BBOIAT COBMECTHO C
AHTAaroHUCTOM nao¢aMHHA, TaKUM Kak rajonepunot, numosun wim ¢aydenasus. CornacHo
HEKOTOpPBhIM BapuaHTaMm ocyuectsieHus 1,1,1,3,3,3-rekcadroprnponas-2-un-4-(2-(mupponuaus-
1-un)-4-(tpudropmernn)densmn)nunepasun- 1 -kapbokcmnar  win  ero  (papmaneBTUYECKU
npueMJIEMy0 coJib WM coibBat, Takoill kak Coenunenue 1, Coenunenue 2, Coenunenue 3,
Coenunenne 4, Coenunenne S5 wim CoequHeHune 6, BBOASIT COBMECTHO ¢ unruouropom VMAT2,
KOTOpBIH MCTOIIAeT Ao(paMUH, TaKUM Kak TeTpabeHasuH. COrJacHO HEKOTOPbIM BapHaHTaM
OCYIL€CTBIICHUS 1,1,1,3,3,3-rexcadropnponan-2-ni-4-(2-(muppoauaus- 1 -wmm)-4-
(TpudTopmeTiT)OeH3 M )TUIepa3uH- 1 -kapOoKcHIaT WK (papMaleBTHIECKH MPUEMIIEMYIO COJb
unn conbBaT, Takor kak Coemunenue 1, Coemnunenme 2, Coenmnenue 3, CoenunHeHue 4,
Coenunenne 5 mim CoenuHeHue 6, BBOAST COBMECTHO C anib(a-aApeHEePruuecKiM arOHUCTOM,
TAKWUM KaK KJIOHUJMH WU I'yaH(paiuH.

[00351] CornacHo HeKOTOpBIM BapuaHTam ocyuectienus 1,1,1,3,3,3-rekcapTopnponan-
2-un-4-(2-(mupponuaus- 1 -mn)-4-(TpudTopMeTHI )OS H3 W ) TUTIepa3HH- | -KapOOKCHIIAT WJIM  €ro
(bapMaLieBTUYECKU TTPUEMJIEMYIO COJIb MJTH COJIbBAT, Takoh kak Coenunenue 1, Coemunenue 2,
Coenunenue 3, Coemunenue 4, Coemunenue 5 wmim CoequHeHue 6, BBOIAT COBMECTHO C
CEeJIEKTUBHBIMH ~MHTHOWUTOpaMu oOpaTHOro 3axmara ceporoHuHa (SSRI), Takumm Kak
(b1yOKCETHH, CEPTPAIIMH, TAPOKCETHH, IUTAIONPAM HIIH SCIIUTAIONPAM.

[00352] CornacHo HeKOTOpbIM BapuaHTaMm ocymectsienus 1,1,1,3,3,3-rekcadropnponan-
2-nn-4-(2-(mupponuaus- 1 -mn)-4-(TpudTopMeTHI )OS H3 W) TUTIePa3HH- | -KapOOKCHIIaT WJIM  €ro
(dapMaLieBTHYECKU MTPUEMJIEMYIO COJIb MJTH COJIbBaT, Takoh kak Coenunenue 1, Coemunenue 2,
Coenunenue 3, Coenunenue 4, Coemunenue 5 unu CoenuHeHue 6, BBOOIAT COBMECTHO CO
CTHUMYJISITOPOM, TaKHUM Kak MeTHI(QEHHIAT, OeKCTpoaM(peTaMMH WIH JHu3AeKcaMmpeTaMuH.
CormacHo HeKOTOpbIM BapuaHTaM ocymectsieHus 1,1,1,3,3,3-rekcadroprnponan-2-ni-4-(2-
(mupponuaus-1-un)-4-(tpudTopmerni)OeH3 Wi)nunepasul- 1 -kapOokcuIaT 90051
(dbapMaLieBTHUECKU MTPUEMJIEMYIO COJIb WJTU COJIbBaT, Takol kak Coenunenue 1, Coenunenue 2,
Coenunenue 3, Coegunenue 4, Coemunenue 5 wmim CoenuHeHne 6, BBOIAT COBMECTHO C
AHTHIETIPECCAHTOM, TAKMM KaK OYIPOITHOH MIIH aTOMOKCETHH.

- R}

[00353] CornacHo HeKOTOpBIM BapuaHTaMm ocymectsienus 1,1,1,3,3,3-rekcadropnponan-

2-un-4-(2-(muppoaunus- 1 -mi)-4-(tpud ropmMe T )0eH3 W )unepasuH- 1 -kapOoKCcUaT UM ero
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(dbapMaLieBTHUECKU MTPUEMJIEMYIO COJIb WJTH COJIbBaT, Takol kak Coenunenue 1, Coenunenue 2,
Coenqunenue 3, Coegunenue 4, Coemunenue 5 wmim CoemuHeHHe 6, BBOIAT COBMECTHO C
aronuctoM ceporonuHa 1b/1d. CornacHo HeKOTOpBIM BapuaHTaMm ocymiectsienus 1,1,1,3,3,3-
rekcadropnponan-2-un-4-(2-(muppoiauaus- 1 -un)-4-(TpudTopMernin)oeH3uI ) munepasut- 1 -
kapOokcuiar uim (papmManeBTHUECKH MPUEMIIEMYIO COJIb WJIM COJIbBAT, Takoi kak CoenuHeHHe
1, Coenunenne 2, Coenunenue 3, Coequnenue 4, Coequnenne 5 unu CoenuHeHue 6, BBOOST
COBMECTHO C TPUNTAHOM, TAKUM KaK CYMaTPHUITAH WUJIH 30JIMUTPUIITAH.
[00354] CornacHo HeKOTOpBIM BapuaHTam ocymectsienus 1,1,1,3,3,3-rekcadropnponan-
2-un-4-(2-(muppoaunus- 1-ui)-4-(tpud ropmeTin)0eH3 U )munepasuH- 1 -kapOokcuIaT Wil ero
dbapMaLieBTUUECKU TTPUEMJIEMYIO COJIb WU COJbBaT, Takoh kak Coenunenue 1, Coenunenue 2,
Coengunenue 3, Coegunenue 4, Coemunenue 5 wmim CoemuHeHwe 6, BBOIAT COBMECTHO C
UHTHOUTOPOM IIyTamarta, TAKUM KaK PHITY30JL.
[00355] CornacHO HEKOTOPbIM BapuaHTaM ocyiiectsienus 1,1,1,3,3,3-rekcadropnpomnan-
2-un-4-(2-(mupponuaus- 1 -un)-4-(TpupTopMe T )OS H3 I ) TUTIepa3HH- | -KapOOKCHIIAT WJIM  €ro
(bapMarieBTHYECKH MPUEMJIEMYIO COJIb WJIM COJbBaT, Takoi kak Coenunenne 1, CoenuHenue 2,
Coenunenue 3, Coenunenue 4, Coequnenne 5 unu CoenuHenue 6, BBOmAT coBMmecTHO ¢ Hl-
AHTUTHUCTAMHUHOM, TaKUM Kak OU(EHTuaApaMHH, TUAPOKCH3WH, LETHPH3HUH, JIOPATAJAMH WU
ne3J0paTaguH.

Ha6opw/U3nenus
[00356] Taxke B HACTOSIIIEM TOKYMEHTE OMUCaHbl HAOOPBI M U3AEIHs JIsl TPUMEHEHHUS B
OMUCAHHBIX B HACTOSIIEM JOKYMEHTE TEPANeBTUYECKUX CIocobax nmpumMeHeHusi. Takue HaAOOPbI
BKJIIOYAIOT B CceOsi HOCUTEJNb, YIMAKOBKY WJIM KOHTEWHEp, KOTOPBIH pas3liejieH Ha YacTH JUIs
npueMa OIHOTO HJIM HECKOJIbKUX KOHTEHHEPOB, TAKUX Kak (hJIAKOHBI, MPOOUPKHU U T.II., KAXKIBIH
U3 KOTOPBIX COAEPKUT ONMH WM HECKOJbKO OTHEJIbHBIX 3JIEMEHTOB, KOTOPBIE JIOJIKHBI
NMPUMEHSATbCS B OMUCAHHOM B HACTOSIIEM JOKyMeHTe crocode. [lomxonsimue KOHTEHHEpPbI
BKJIFOYAIOT B ce0st, Hampumep, OyThUIKH, (JIaKOHBL, MIpULbl U mpodupku. COrjacHO OIXHOMY
BAPHUAHTY OCYINECTBJICHHSI KOHTEHHEPhl N3rOTABIUBAIOT U3 PA3JIMYHBIX MATEPHANIOB, TAKHX KaK
CTEKJIO WJIH TUTACTHK.
[00357] IIpencraBneHHble B HACTOSLIEM OOKYMEHTE M3J€JUsl COAEPKAT YIaKOBOYHBIE
MaTepuaibl. YTAKOBOYHbIE MaTepHabl JJisi TPUMEHEHUS B YIAKOBKE (hapMaleBTHYECKUX
NPONYKTOB BKJIIOWArOT B cebs, Hampumep, mnareHTsl CIIHA Ne 5323907. Ilpumepst
(dbapMaLleBTHUECKUX YIAKOBOYHBIX MATEPHAJIOB BKIIOHAOT B ceds, 0Oe3 orpaHuyeHus,
ONMuCTepHbIe YHAaKOBKH, (JIAKOHBI, TIOOWKH, TAKEThI, KOHTEHHEPHI U JIOOOH YMaKOBOUHBIM
MaTepHal, MOAXOMSAIUN Ul BBIOPAHHOTO COCTaBa M IMPEAIoNaraeMoro crnocoda BBEICHUS U

BO31€HCTBUS.
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[00358] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs OINMCAHHbIE B HACTOSIIIEM
JOKYMEHTE CO€IMHEHUs WIM KOMIO3ULMM IpPEACTaBICHbl B YIAaKOBKE WM AO3UPYIOLIEM
YCTPOWCTBE, KOTOPOE MOXKET COAEPkKaTb ONHY WJIM HECKOJIBKO €AMHUYHBIX JIEKAPCTBEHHBIX
dopm, comepramux aKTUBHBIN HHrpennueHT. OnHUCcaHHOe B HACTOSIIEM JOKYMEHTE COCIMHEHNE
WIA KOMIO3ULMIO YIAKOBBIBAIOT OTAEIbHO WM YNAKOBBIBAIOT C APYTMM COEJUHEHHEM WU
APYTUM HHIPEANEeHTOM uin 100aBkoi. COrjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS
yIaKOBKAa COJEPKUT OAMH WM HECKOJbKO KOHTEWHEPOB, 3alOJIHEHHBIX OAHUM WU
HECKOJIbKUMH HMHIpeaueHTaMu  (apmaneBTHUecKuX Komrosunuid. CoriacHo HEKOTOPBIM
BApUAHTAM OCYILIECTBJIECHUS YIAaKOBKA COAEPKUT METAJUINYECKYI0 WIH IUIACTUKOBYIO (DOJIBIY,
TaKylo Kak OnucrepHast ynakoBka. COrslacCHO HEKOTOPBIM BapHAaHTaM OCYINECTBJIEHHUS YITaKOBKa
WIM JO3UPYIOLIEEe YCTPONCTBO CONMPOBOXKIAIOTCS MHCTPYKLMSMU I BBEIEHUs, TAKUMHU Kak
WHCTPYKLIMU JAJIs1 BBECHUS COSNMHEHUH MM KOMITO3MLUH Ul JIEYeHUs] HOBOOOPA3OBAaHUSL
CornacHo HEKOTOPBIM BapUAHTaM OCYLIECTBJICHHUS YNAaKOBKA WM J103aTOP CONPOBOMKAAIOTCS
YBEIOMIJIEHHEM, CBS3aHHBIM C KOHTEHHEepoM, B (opMme, NMpPEANHUCAHHOW MPaBHTEIbCTBEHHBIM
yUpEXIEHNUEM, PeryJIUpYyIOIUM IPOU3BOACTBO, IPUMEHEHHE HIIN MPOAAXY (hapMaleBTHUECKUX
IpernaparoB, IPUYEM OSTO YBEAOMIEHHE OTpakaeT OmoOpeHHe yupekneHueM (GopMbl
JIEKApPCTBEHHOIO CpENCTBA JJIsI 4eJOBeKa WJIM BeTepUuHapHOro HasHaueHus. CoryiacHo
HEKOTOPBIM BapMaHTaM OCYLIECTBJIEHUS TAKUM YBEIOMJIEHHUEM, HAIpUMeEp, SBISETCA
MapKHPOBKa, ofnoOpeHHass YTpaBJieHHeM O KOHTPOJIKO 3a mpoayktamu u jekapcrBamu CIITA
IUI PELEeNTYPHBIX JIEKapCTB, WM YTBEPXKACHHBIN JUCTOK-BKJIanpim. COrylacHO HEKOTOPBIM
BApUAHTAM OCYINECTBJIEHUS TOTOBAT KOMIIO3UIIMH, BKJFOYAKOLIMEe B ceOs OMHMCaHHOE B
HACTOSIIIEM JOKYMEHTE COEIUHEHHE, COCTaBJIEHHOE B COBMECTHMOM (papMaleBTUIECKOM
HOCHTENE, IOMEIIAIOT B COOTBETCTBYIOLIUN KOHTEHHEP U MAPKUPYIOT AJIs JICUEHUs YKa3aHHOTO
COCTOSIHUS.

[00359] Hanpumep, xonreiiHep(bl) comepxkutr Coenunenne 1, Coenunenune 2

2 2

Coenunenve 3, Coenunenue 4, Coemunenue 5 unaun CoenuHeHue 6, HeoOsI3aTEIbHO, B
KOMITO3ULIHM WJIM B KOMOWHAIIMN C APYTHM OIMCAHHBIM B HACTOSIIEM IOKYMEHTE CPEICTBOM.
Takune HaOOpbI HEOOA3ATENBHO BKIIFOYAIOT B ce0s1 MACHTU(DUIIMPYIOLIEEe ONHCAHNE UITH STHKETKY,
WIN WHCTPYKLWH, OTHOCSIIHMECS K €ro NMPUMEHEHHIO B OMMCAHHBIX B HACTOSIIEM JOKYMEHTE
crioco0ax.

[00360] Habop, kxak mpaBuiio, BKJIIOYAaeT B ceOs STUKETKH C TMEPEYHEM COHEPKUMOTO
W/WIIM MHCTPYKIUH MO TMPUMEHEHHIO, a TaKKe BKJAIBIIIN ¢ HHCTPYKLUSAMH IO MPUMEHEHHIO.
Habop nHCTpyKIMiA, Kak MpaBuIIo, TakKe OyJeT BKIIFOYEH.

[00361] CornacHO OAHOMY BapHaHTy OCYINECTBIEHHUs J3THUKETKAa HaxOAMTCS Ha

KOHTellHepe unu cBs3aHa ¢ HUM. CorjacHO OJHOMY BapUaHTY OCYINECTBJIECHMs 3THUKETKa
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HAXOIUTCS Ha KOHTeHHepe, Koraa OyKBbI, HU(PHI WIH APYTrUe CUMBOJIBL, 00Pa3yIOLIHe STHKETKY,
NPUKPEIUIEHD], OTJIWUTBl WU BBITPABJIEHbBl B CaMOM KOHTEHHEpEe, 3THKETKAa CBsi3aHa C
KOHTEHHEpPOM, KOIrZa OHAa HAxXOAWTCSl BHYTPU MNPUEMHHKA WU JEpPKaTels, KOTOPBIM TaKXKe
yIep>KUBaeT KOHTEilHep, HalpuMep, Kak JMCTOK-BKIaAblll B ynakoBke. CoOrjacHo OJHOMY
BAPUAHTY OCYILECTBJICHUS STUKETKA IPUMEHSIETCs Il YKA3aHUsl TOTO, YTO COAEP>KUMOE JOJIKHO
UCIIOJIb30BAThCsl IJI1 KOHKPETHOIO TEPANeBTUYECKOro NMpuMeHeHus. Ha sThkeTke Takke NaHbl
yKa3aHus MO NMPUMEHEHUIO COAEPKUMOrO, HAIpUMED, B ONMUCAHHBIX B HACTOSLIEM JOKYMEHTE
criocofax.

[00362] CornmacHO oOmnpeneNeHHBIM BapUaHTaM OCYIIECTBJICHUS (hapMaleBTHUECKUE
KOMITO3ULIMM TPEACTABIEHbl B YNAKOBKE WJIM JO3UPYIOIIEM YCTPOUCTBE, KOTOPOE COMEPIKUT
OJHY WJIM HECKOJIbKO €AMHUYHBIX JIEKAPCTBEHHBIX (OpPM, COAEpIKALIUX NPEACTaBICHHOE B
HACTOSILIEM JTIOKYMEHTE COEeIMHEHHE. YTIAaKOBKA, HalpUMeEp, COAEPKUT METAIMYECKYH) WU
IUIACTUKOBYIO (POJIBIY, TaKyl Kak OnuctepHas ymakoBka. COINIACHO OJHOMY BapHAHTY
OCYILECTBJICHUS] YIAKOBKA HJIA O3UPYIOLIEE YCTPONCTBO CONPOBOXKAAIOTCA UHCTPYKLUSAMU JJIst
BBefieHus. COrjacHO OIHOMY BapHaHTY OCYIIECTBICHMs YIAKOBKA WM JI03aTOP TAaKXKe
CONPOBOXKIAIOTCSL  YBEIOMJICHHEM, CBS3aHHBIM C KOHTEHHepoM, B (opme, NpeanucaHHOH
[IPABUTEJILCTBEHHBIM  YUPEXKACHHUEM, PETYJIUPYIOIUM IPOU3BOACTBO, INPUMEHEHUE WU
nponaxy (apMaLeBTHUECKHUX JIEKAPCTBEHHBIX CPENCTB, MPUYEM 5TO YBEIOMJICHHUE OTPakaeT
onoOpeHue yupekaeHueM (OpPMbl JIEKAPCTBEHHOTO CPEACTBA I  4YEJOBEYECKOrO  HIIU
BETEPUHAPHOIO MNpUMEHEeHHsl. Takoe yBEIOMIJIEHUE, HalpuMep, SBISETCS MapKHPOBKOW,
yTBEP>KAEHHONW YTpaBlieHHEM [0 KOHTPOJIO 3a mpoaykramu u jekapctsamu CHIA ans
OTITyCKa€MBbIX IO PELeNnTy JIEKApCTBEHHBIX CPEACTB WM YTBEp)KAeHHOro mpoaykra. CormacHo
OIIHOMY BapHaHTy OCYILECTBJIEHMsI KOMIO3ULMHU, COAEPKAINE COENUHEHNE, IPECTABIEHHOE B
HACTOSIIEM JOKYMEHTE, COCTABJIEHHOE B COBMECTUMOM (hapMaleBTUUYECKOM HOCHTENE, TAK)KE

TOTOBSIT, MOMEIIAIOT B COOTBETCTBYIOIIMN KOHTEUHEP U MAPKUPYIOT JJIsl JICUEHUS] YKA3aHHOTO

COCTOSIHUS.
MMPUMEPHI
Ilepeyennb cokpameHnui
[00363] Kakx w#crmonb30BaHO BBIIE W BO BCEM OIMMCAHWUU HACTOSIIETO HM300pETeHUs,

CIIeyIOlINe COKPAIEHHs], €CTH He YKa3aHO MHOE, CIIENyeT MOHNMATh KaK XapaKTepH3YIOIIuecs
CIIEAYIOIIUMH 3HAYCHUSIMH
ACN nunmu MeCN aLEeTOHUTPUI

Bn OeH3un



BOC unu Boc
-Bu

Cy

DCE
DCM
DIPEA unu DIEA
DMAP
DMF
DMA
DMSO
DKB.

Et

Et»O
EtOH
EtOAc
B2XX
Me
MeOH
MC

AMP
RP-HPLC

TFA
THF
TCX

I. Xumnuecknii cuHTe3
[00364] Ecnu He yka3aHO MHOE, peareHThl U PacTBOPUTENN UCIIOJIB30BaJId B TOM BHUAE, B
KOTOPOM OHH OBLIH TMOJIy4€Hbl OT KOMMEPUYECKHX TMOCTABIINKOB. be3BOIHbBIE PacTBOPUTENN W
BBICYIIEHHYIO B ME€YH CTEKJIIHHYIO MOCYIY HCMOJIb30BAJIU JJIsl CUHTETHUUECKUX IMPEBPALLEHHUI,
YyBCTBUTEJIbHBIX K BJIare W/Win Kuciiopony. Beixonm He onrummsupoBain. Bpems peakuuu
SIBJIIETCSL TTPUOJTU3UTENBHBIM U OHO He ObUIO onTUMH3HPOBaHO. KoJIOHOUHYIO0 Xpomarorpaduro

U ToHKOCJOHHYI0 XpoMaTorpaduto (TCX) npoBoannu Ha cuukarese, €Clid He YKa3aHO HHOE.

117

mpem-OyTHnKapOamat
mpem-0yTun

LIUKJIOT€KCHIT

nuxjyiopatad (CICH,CH,Cl)
nuxyiopmetat (CH>Cly)
AMHU30TPOTUIATUIAMUH

4-(N, N-numMeTHIaMuH ) TUPUAUH
aUMeTHII(HOpMaMHUL

N, N-pumerunaneramun
OUMETHIICYJTb( OKCHT
SKBUBAJICHT(bI)

3TUIN

JAVSTHIIOBBIN 3 Up

3TaHOI

STUJIALIETAT
BBICOKO3 (D (heKkTUBHAS JKUAKOCTHASI XpoMaTorpadus
METHII

METaHOJI

MacC-CIEeKTPOCKOIHS

SIIEPHBIN MATHUTHBIN PE30HAHC
oOpateHHO-(ha30Basi BBICOKOA((EKTUBHASI JKUIAKOCTHAS
xpomarorpadus
Tpu(TOPYKCYCHAs KHCIIOTa
TeTparuapodypan

TOHKOCJIOHHAst Xpomarorpadus

IIpumep 1. Hoavuenune Coequnenus 1 (Popmsl 1) [[cBoGoaHoe ocHOBaHuNe]]
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[00365] IIpenapar CoennneHust 1 packpbIT B MyOJUKAMH MEXIyHapoaHOH 3asBku WO
2013/103973, coneprxanne KOTOPOI MOJHOCTHIO BKIFOUEHO B KAYECTBE CCHUIKHL.

IIpumep 2. Hoavuenne Coeqnnenus 2 (Popmel 1) [[mouo-HCl]]

[00366] K Coemmnaenmo 1 (20,0 t) B 9 00./mac. mpem-OytunmerunoBoro sdupa
nobasmsuin koH, HCI (1,06 »kB.) mpu temmeparype 35°C. CycneH3ur0 OXJaKAaid O
KOMHATHON TEMIIEPaTyphl U TBEPAOE BEIECTBO COOMPaIH (PUIBTPOBAHUEM U MTPOMBIBAIIU HIPEn!-
OytunmerunosbM 3pupom. Teepaoe BemecTso cyumiy, nonyvas Coenunenue 2 (19,3 r, 90%).

IIpumep 3. Hoavuenne Coeqnnenus 3 (Popmnol 1) [[onc-HCl]]

[00367] Coenuaenne 3 mojyyanu CrocoOOM, AHAJOTHYHBIM  ONHCAHHOMY IS
Coenunenuss 2 B mpuMepe 2, 3a UCKJIIOUYEHHEM TOrO, YTO B MPOLEAYpPE HCIOJb30BAIH S
skBuBasienToB HClL.

II. XapaxkTepucTuka coeanHeHHil

IIpumep 1: Pentrenosckas nopomkosas audpakuus (XRPD)

[00368] Anamuz XRPD npoBoagunu Ha peHTreHoBckoM auppaxtomerpe PANalytical
X’pert pro, ckaHupysl obpasusl Mexay 3 u 35° 26. MaTtepuan OCTOPOXHO CIPECCOBBIBAJIU B
MHOTOJIYHOYHBIH MJIAHLIET ¢ mouMepHoi menkoi Kapton wnu Mylar ans nognepsxku obpasua.
MHOroNyHOYHBIH IIaHIIET 3aTeM 3arpyxanu B nudpakromerp PANalytical, paboraromuii B
pexuMe nepeaads, 1 aHAITM3HPOBAJIH, UCIOJb3YsI CISAYIOIINE SKCIEPHMEHTAIbHbIE YCIIOBHSL:
[00369]

Ucrounnk vHeobpadoranubix nanubix  M3mepenue XRD (* XRDML)

Ocb CKaHUPOBaHUS Gonio
HauansHoe nonoskenne [°20] 3,0066
Koneunoe nosnoskenue [°20] 34,9866
Pazmep mmara [°20] 0,0130

Bpewms mara ckanuposanus [C] 18,8700

Tun ckannpoBanust HenpepriBHblii
Pexxum PSD CxaHupoBaHue
Jnuna PSD [°26] 3,35
Cwmermmenne [°20] 0,0000

Tun menu pacxoquMoCTH DUKCUPOBAHHBIN
Pazmep menu pacxogumocTu [°] 1,0000
Temneparypa usmepenus [°C] 25,00
Marepuan aHona Cu

K-ambpal [A] 1,54060

K-amba2 [A] 1,54443
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K-6era [A] 1,39225

CootHorrenne K-A2/K-A1 0,50000

Hacrpoliku reneparopa 40 MA, 40 xB

Panuyc ronnomerpa [Mm] 240,00

@DoKycC pacnpen.-1eab pacxoa. [Mm] 91,00

MoHOXpOMaTOp MaAAOIIEro JIy4da Her

Cnun Her
[00370] Anamuz XRPD (¢ur. 1) @opmer 1 Coenmnaenuss 1 mokaszan, 4Tro cBOOOAHOE
OCHOBAHUE SIBJIIETCS] KPUCTAJUTMYECKUM.
[00371] Anamuz XRPD (¢ur. 9) ®opmber 1 CoenunHenus 2 mokasan, 4to 3Ta dopma
MOHOTHIPOXJIOPUAA SIBJISIETCS. KPUCTAIIIMUECKOH.
[00372] Anamuz XRPD (¢ur. 28) ®@opmer 2 CoenuHenust 2 mokasaj, uTo 3Ta ¢opma
MOHOTHIPOXJIOPUAA SIBJISIETCS. KPUCTAJITMUECKOM.
[00373] Ananmuz XRPD (¢ur. 17) @opmbl 1 Coenunenust 3 mokasaji, uTo 3Ta ¢dopma
OucruapoxIopHuaa SBIAETCS KPUCTAUTUIECKOMN.
[00374] Anamuz XRPD (¢ur. 30) @opmbl 1 Coenunenust 4 mokasaji, uTo 3Ta ¢Gopma
Oe3nara sSIBISIETCS] KPUCTATHIECKOM.
[00375] Anamuz XRPD (¢ur. 31) @opmsl 2 Coenunenust 4 mokasaj, uTo 3Ta ¢Gopma
Oe3uiata sSIBJISIETCS] KPUCTAJITUECKOM.
[00376] Anamuz XRPD (¢ur. 38) ®@opmel 1 Coenuuenust 5 mokasaji, uto 5Ta ¢dopma
Me3UJIaTa SBJSIETCS KPUCTAJUTHIECKOM.
[00377] Anamuz XRPD (¢ur. 42) @opmel 1 Coenunennst 6 mokasaji, uTo 3Ta Gopma
(dbymapara sIBISETCS] KPUCTAIUTHYECKOH.
[00378] Anamuz XRPD (¢ur. 46) @opmer 2 CoenuHenust 6 mokasaji, uTo 3Ta ¢Gopma
(dbymapara sIBJISETCS] KPUCTAIUTHYECKOH.
[00379] Anamuz XRPD (¢ur. 49) ®@opmer 3 CoenuHenust 6 mokasaji, uTo 3Ta Gopma
dbymapara sIBISETCS] KPUCTAIUTHYECKOH.

Ipumep 2: lonsipuszaunoHHas onTtudeckas mukpockonus (PL.M)

[00380] Hanuume KpHUCTANIMYHOCTH (IBOWHOTO JIYYENPENIOMJICHUSI) OMPENeNsuia  C

UCIIOJIB30BAHUEM TMOJSIpU3alMOHHOr0 Mukpockorna Olympus BXS50, crabxkenHoro kamepoi

Motic u mporpaMMHOro odecrieueHus st 3axBara uzoopaxkenuii (Motic Images Plus 2.0). Bee

U300 paKeHHsI 3aIMMCBIBAJIH C HCIIONIb30BaHHEM 20-KpaTHOTO OOBEKTHBA, €CIIH HE YKa3aHO UHOE.

[00381] PLM-ananu3 ®opmel 1 Coenunenust 1 mokaszan ABOWHOE JIydenpesoOMIICHHE

YaCTHI] MJIACTUHYATOH MOPQOJIOTHH.
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[00382] PLM-ananuz ®opmel 1 CoenuHenus 2 mokas3ajl ABOWHOE JIydeNnpesoOMIICHHE
YAaCTHI UTOJIbYATON/TUIOCTKOBBITSIHYTOH MOP(OJIOTHH.

[00383] PLM-ananu3 ®opmer 2 CoenuHeHus 2 TOKa3aJl ABOWHOE JIy4eNnpesOMIICHHE
YaCTHII MJIACTUHYATON MOP(OJIOTHH.

[00384] PLM-ananu3 ®opmel 1 CoenuHenuss 3 mokas3ajl ABONWHOE JIydeNnpesoOMIICHHE
YaCTUI] NAJOYKOBUAHON MOp(OIorum.

[00385] PLM-ananu3 ®opmel 1 Coenunenuss 6 mokas3ajl ABONWHOE JIydenpesoMIICHHE
YaCTHII MJIACTUHYATON MOP(OJIOTHH.

[00386] PLM-ananu3 ®opmel 2 CoenuHeHust 6 mokKas3ajl ABONWHOE JIydenpesoMIICHHE
YaCTHII MJIACTUHYATON MOP(OJIOTHH.

[00387] PLM-ananu3 ®opmel 3 CoenuHeHust 6 mokas3ajl ABONWHOE JIydelnpesoMIICHHE

YaCTUI] MJIACTUHYATOH MOP(OJIOTHH.

Ilpumep 3: Tepmorpasumerpuyeckui anaaus (TT'A)

[00388] ITpubnusuTenbHO 5 M MaTepHana B3BEIINBAIN B OTKPHITOM AJIFOMUHUEBOM THIJIE
U 3arpy’kajd B OJHOBPEMEHHBII TepMOrpaBUMeTpuuecKuil/ muddepeHnaibHblii TePMUIECKUH
anamusarop (TI/JATA) w BbimepkuBajd NpU KOMHATHOH Temmeparype. 3atem obOpaser
HarpeBajii co ckopocteio 10°C/mun ot temmneparypbl 25°C no 300°C uim OT TeMmepaTypbl
20°C nmo 300°C, B TeueHHe KOTOPBIX PErHMCTPHPOBAIHM M3MEHEHHE Macchl oOpas3la BMecTe C
KaKMMHU-JTN00 mudepeHranbHpMu TepMudeckuMu coobrtusiMu (JITA). A30T UConb30BaIH B
Ka4eCTBe MPOJYBOYHOTrO ra3a npu ckopoctu noroka 100 wu 300 Mu/MuH.

[00389] TT'A (¢ur. 2) ©opmbr 1 Coenunenuss 1 mokasan O4eHb HEOOJBINYIO MOTEPIO
maccel oT 0,1% no npubnuszurensuo 140°C no pasnoxenust. [Tocpenctsom JITA mokazana ogHa
SHIOTEPMHUYHOCTD C HAYaJIbHOH TeMriepaTypoii npubdnusutensHo 81,4°C.

[00390] TI/ATA (¢pur. 10) @opmbr 1 CoenuHeHus 2 mokaszajl HEOONBIIYIO TMOTEPHO
Maccel, coctaBysomyo 0,3%, BEpOATHO, BCJIEACTBHE IOTEPU OCTATOYHOIO PaCTBOPUTENS
(Bombl), 3a xoTopoil cienoBana notepst 8,3% no pasnoxkenus. Ilocpenctsom JITA mokasana
HIMPOKAsi SHIOTEPMUYHOCTh ¢ HAYaJIOM MPUONM3UTENbHO Tipu Temmepatype 159,4°C. Hawano
cooTBeTcTBOBaJIO noiy4deHHbIM faHHbIM JICK B Ilpumepe 4.

[00391] TT'A (¢ur. 18) ®@opmer 1 Coennuenuss 3 mokaszan morepro 1,2% (BeposiTHO,
OCTaTOYHBII PACTBOPUTENb/BOAA) C Mocheayromeit mnorepeir 8,2%, CBS3aHHOW C TIEPBBIM
suporepmuueckuM dpdexrom. ITocpencrBom JITA mokasaHa muUpoKask SHIOTEPMUYHOCTh, C
HAa4daJioM TpuOIM3uTEeNbHO mnpu Temreparype 89,3°C u mocnenyromuid 3HIOTEPMUYECKHIA
nponecc ¢ HadajioM mnpuoOnmsurenpHo npu temmeparype 171,9°C. 3,2% mnorpebyercs nns

moHoruzapara u 6,0% mns norepu HCI.
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[00392] TI/ATA (¢ur. 44) @opmsr 1 CoenuHerns 6 MOKa3aIHu PE3KYI0 SHAOTEPMUIHOCTb
¢ HayasoM npu Temnepatype 128,1°C u nuxom npu temneparype 133,4°C.

[00393] TI/ATA (¢ur. 48) Popmbr 2 CoenuHeHuss 6 TMOKa3al LIMPOKOE TEIIOBOE
coObITHE C Ha4YaJOM MNPHOJIM3UTENBHO Npu Temneparype 75°C, 4TO COOTBETCTBYET MOTepe
Macchl 8,1%.

[00394] TI/ATA (¢ur. 51) Popmbr 3 CoenuHeHuss 6 MOKa3aJ LIMPOKOE TEIIOBOE
cobbiTHe ¢ HavyanoM mpu Temneparype 106°C, koTopoe cOOTBETCTBYeT moTepe macchl 6,5%.
TennmoBoe cobbiTHe HaOmonmaercs mnpu Temmeparype mnpuommsurensbHo 200°C,  uyto

COOTBETCTBYET CY6J'II/IMaLII/II/I TBEPAOTO BEIIECTBA, [IPUBOASAIICMY K TIOJIHOM noTepe MacChl.

Ipumep 4: Inddepennuanbuas ckanupyomas kajgopumerpus (JICK)

[00395] ITpubnusurensHo 5 Mr Marepuana B3BemuBaiu B amomuHueBoMm turie JICK u
IepMETUYHO 3aKPBIBAIM T'€PMETU3MPOBAHHON ATIOMMHUEBOM KPBIIIKOH. 3aTe€M €MKOCTb MJIs
obpasuoB 3arpyxkanmu B Seiko DSC6200 (oOopymoBaHHBIM OXJIaguTeNeM), OXJAXKIAIA U
BolAepkuBamu npu temmeparype 25°C. Kak Toipko ObLT mOJNydeH CTaOWIIBHBIA OTKJIHMK
TETUIOBOTO TOTOKA, oOpasen W 3TajoH Harpesaiu a0 temneparypel 160°C mmm 175°C, wm
200°C, wmu 205°C, wmm 215°C, wm 220°C npu ckopoctu ckanupoBanusi 10°C/muH, u
KOHTPOJIMPOBAJIN MOJYYEHHBIN B PE3YyJIbTaTe OTKJIMK TEIJIOBOIO MOTOKA.

[00396] s Coenunenusi 1 oOpaser aHaau3upoBaiu B TeueHue 1,5 uukioB. B kadecTse
MPOAYBOYHOI'O Ta3a UCIOJIb30BAIH a30T CO CKOpocThio moToka 50 mu/mun. Ananus JICK (¢ur.
3) ®opmbl 1 CoenuHenust 1 mokasan pe3kyr SHAOTEPMHUYHOCTb C HAYAJIBHOW TEeMIEepaTypoi
80,3°C.

[00397] Anamu3z  JICK (¢ur. 11) @opmbr 1 CoenuHeHuss 2 TOKasajdl pPe3KyrO
SHAOTEPMHUUYHOCTh C HadalnbHON Temmeparypoil 181,6°C, 3a koTopoii ciemoBain MUK MpU
temneparype 192,6°C. Dto npoucxonuio mpu Oojiee BbICOKOH Temmepatype, yem npu ATA, u
MOTJIO OBITh CBSI3aHO C pa3JM4HbIMU mpenaparamu: aHann3 JJCK mpoBonmwin B 3aKpbITOM THTIIE
C TOYEYHBIM OTBepCTHEM (HerepmeTnuHO), Torna kak TT/ATA mpoBomwiu B cpene OTKPHITOro
THUTJISL.

[00398] Marepuan 3 Coenunenusi 2 (Popmbl 1) Takke HarpeBajid IO TEMIEPATYpPBI
140°C u naBanmu emy ocThITh. MaTtepuan aHanuzupoBaiu nocpenctsoM XRPD (¢ur. 12), urodbt
onpenenuTh Jirboe M3MeHeHHe (OPMBI, KOTOPOE MOXET COOTBETCTBOBATH TBEPAO(PAZHOMY
nepexony. Marepuai, kak ObUIO MOKAa3aHO, OCTAJICS 0e3 U3MEHEHUH.

[00399] Anamuz JICK (¢ur. 19) @opmbr 1 CoennHeHus: 3 mokasain 3HIOTEPMHYHOCTD C
HavaynoM mipu Temneparype 154,3°C. [lony4ueHnHble naHHbIe Moka3biBatoT 3HaYeHus1 168,23°C u

170,69°C. bonee Bbicokue cobbiTust B aHanmuze JJCK MoryT oTpakath pa3inyHbIe MpPEnaparhl:
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anamu3 JICK mpoBoamim B 3aKpbITOM THIJIE C TOYEYHBIM OTBEPCTHEM (HET€PMETHYHO), B TO
Bpemst kak TT'A mpoBOAMIN B OTKPBITOM THUTJIE.

[00400] Anamuz JICK (¢ur. 45) ®@opmbr 1 CoennHeHus: 6 mokasain 3HIOTEPMHYHOCTD C
HavasnoM mipu temneparype 126,4°C. Ananuz JICK npoBoamiu B 3aKpbITOM TUTJIE C TOYEUHBIM
OTBEpCTHEM (HETePMETHYHO), B TO Bpemsi Kak TI"A mpoBOIWIM B OTKPBITOM THIJIE.

[00401] Anamuz JICK (¢ur. 52) ®opmbr 3 CoennHeHus: 6 mokasail 3HIOTEPMHYHOCTD C
HavasoM mpu temneparype 106,9°C. Ananuz JICK npoBoamiu B 3aKpbITOM TUTJIE C TOYEUHBIM

OTBepCTHEM (HErepPMETHYHO), B TO BpeMsi Kak TI"A mpoBOIMIM B OTKPBITOM THIJIE.

IIpumep 5: I'pasumerpuueckast copouus napos (GVS)

[00402] [MpubnusurensHo 10 Mr oOpasia momemand B CETYAThI TUTeNb COPOLIMOHHBIX
BECOB U 3arpy»ajid B Bechl aHaju3aropa copouuu Bnaru IGASorp ot Hiden Analytical. O6pasers
noziBeprajii  npoGuiIto JHHEHHOrO H3MEHEHHs C OTHOCHUTENIbHOW BIAKHOCTBIO 40-90%
(oTHOCHTENBHASL BIAXKHOCTD) ¢ maroMm 10%, mognepskusast oOpaseln Ha Ka)JIOW CTaAuM A0 TeX
nop, Noka He ObuUTa TOCTUTHYTA CTaOUIIbHAS Macca (3aBepiienue mara 98%). ITocne 3aBepiueHus
1MKJIa copOumm obpasew CyImiIn ¢ HCIOIb30BAaHUEM TOH ke rpouenypbl 10 0% OTHOCHTETbHON
BJIQXKHOCTH M, HAaKOHEL, BO3Bpallajyl K HCXOnHOW Touke 40% OTHOCUTENbHON BIIAYKHOCTH.
H3meHeHne Macchl BO BpeMsl I[IMKJIOB COpOLMH/ecopOLUN HAHOCHIIN Ha rpaduk, odecrednBast
BO3MOXKHOCTb ONPEEIUTh TUIPOCKONUYECKYIO pUpoay odpasua.

[00403] Anamuz GVS (¢ur. 4) ©@opmer 1 Coengunenust 1 mokasan, 4to cBoOOmHOE
OCHOBaHHUE SIBJISIETCSl OUY€Hb HETUrpockonuyHbiM ¢ mnoromenueM <0,07% wmaccbl mpu
OTHOCUTENbHOU BiaskHOCTU 90%. AHanu3 nocpeactsom XRPD mnocne GVS (¢ur. S) mokaszan,
YTO MaTepUaJl OCTAETCS HEM3MEHHBIM, YTO YKA3bIBAECT HA BBICOKYI) YCTOMYMBOCTDH STOU (hOPMBI
K SKCTPEMAJIbHBIM BJIAYKHOCTSIM.

[00404] Anamuz GVS (¢ur. 13) @opmer 1 CoenuHenus 2 mMoOKas3aj, 4YTO MaTepHal
SIBJISIETCS. OYeHb HETUIPOCKONMUYHBIM ¢ moromenneM <0,1% mpu OTHOCHUTENBbHOW BJIAYKHOCTH
90%. Anamu3 mocpeacrsom XRPD mocne GVS (¢ur. 14) nokasajn, 4To mMarepuan OCTaeTcs
HEM3MEHHBIM, YTO YKa3blBA€T HA BBICOKYIO YCTOWYHBOCTH 3TOH (OPMBI K 3KCTPEMaJIbHBIM
BJIAYKHOCTSIM.

[00405] Anamuz GVS (¢ur. 20) @opmer 1 CoenuHenuss 3 mokasaj, 4YTO MarepHal
SIBJIIETCS CJIeTKa TUIPOCKOMMUYHBIM C noryoieHueM 1,4% npu oTHocuTenbHOU BiaxHocTu 90%.
Bonbmoit mar mexny 0-10% OTHOCHUTENBHOW BJIAYKHOCTH TOBOPUT O TOM, YTO MaTepHal MOT
ObiTh THApaTHpoBaH. AHamu3 mnocpenctBoM XRPD mocie GVS (¢pur. 21) mokaszan, yTo

MaTepUall OCTACTCA HCU3MECHHBIM.
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[00406] Anamuz GVS (¢ur. 53) @opmer 1 CoenuHenus 6 mokasay, 4YTO MaTepHal
SIBIII€TCS HErMrpockonudyHeiM ¢ nornomenueM 0,11% mnpu otHocutenpHOM BnaxkHocTu 90%.
Anamm3 nocpeactBoM XRPD mocne GVS (¢pur. 55) mokasam, dYro Martepuan OCTaeTCs
HEU3MEHHBIM.

[00407] Anamuz GVS (¢ur. 54) ®@opmer 3 CoenuHeHuss 6 MoOKas3ay, 4YTO MaTepHal
SIBIIIETCS HErMrpocKonu4yHbIM ¢ nornomeHueM 0,08% mnpu otHocutenpHOU BraxkHocTH 90%.
Ananus nocpencrsoM XRPD nocne GVS nokasan He3HauuTenbHblE U3MEHEHUs], YKa3blBas Ha
TO, YTO KpHCTajnueckas opma moria m3MeHHTbCs BO Bpemsi skcrepumeHta GVS. Korpa
®opMmy 3 mnoxasepraaud BO3AEHCTBUIO BBICOKOM BIAXHOCTM B TedeHue | Hemenu, OHa

npespawmanace B Popmy 1 Coenunenus 6.

IIpumep 6: Innamuuyeckass copouust napos (DVS)

[00408] ITpubnusurensHo 10 Mr obpasia momemanu B CETYAThIH TUTEIb COPOLIMOHHBIX
BECOB M 3arpy’kaju B JUHAMHYECKHE BEChbl aHajm3atopa copbuuu mapoB DVS-1 ¢ momorurso
Surface Measurement Systems. OOpazeny moxasepranu NpoQUIIO JIMHEHMHOTO HM3MEHEHHUsl C
OTHOCUTEJIbHON  BiaxXHOCTbIO  40-90%  (OTHOCUTENbHAst BJIAXHOCTh) ¢ Imarom 10%,
nozanepxkuBasi obpasen Ha KaXIOW CTaAMU A0 TeX IOp, MOKa He ObLia JOCTUTHYTa CTaOMIIbHAS
macca (3aBepiieHue mara 99,5%). Ilocne 3aBeprueHust nukia copbumu obpasen Cymwim ¢
UCTIOJIb30BAHUEM TOM ke mpoueaypsl 10 0% OTHOCHUTEIBHON BJIAXKHOCTH, a 3aT€M BTOPOW LUK
copObuuu cHoBa 10 40% OTHOCHTENBHOH BIAXKHOCTH. M3MEHEHHs MacChl BO BpeMs IIHKJIOB
copOumu/necopOIMu HAHOCUJTH Ha rpaduK, MO3BOJISS ONPENSTUTh THIPOCKOITUYECKYIO TIPUPOTY

obpasua. 3atem npooawin aHaan3 XRPD 1r000ro ocTaBierocs TBEpIOro BEIecTsa.

TIpumep 7: Kyvionomerpuueckoe Turposanue no cnocody Kapaa ®@umepa (KF)

[00409] [pubnmsurensro 10-15 Mr TBEpIOro Marepuaia TOYHO B3BELIMBAIU BO (DJIAKOH.
3areM TBepl0€ BEIeCTBO BPYUHYIO BBOJAWIIM B siUEHKY Il TATPOBAHUS KOMIIAKTHOI'O TUTPATOPa
Mettler Toledo C30. ®jakoH B3BEMIMBAIU IMOCHTE JOOABIEHUS TBEPIOTO BELIECTBA U MAcCCy
n00aBIEHHOTO TBEPAOrO BEIEeCTBa BBOAMIHN B npuOop. TuTpoBaHHe HauMHAIM, KOrna odpaser
NOJTHOCTBIO  pacTBopsuicsi B siueiike. CopepkaHWe BOIbI  PACCUUTHIBAJIOCH MPUOOPOM
aBTOMATHUYECKHU B IPOLEHTAX, U JJAHHbIE pacIieyaThIBAIH.

[00410] KF-ananus @opmbl 1 CoenuHeHus 2, KOTOpbIM NPOBOAMIIN [JJIsi CPABHEHHUS C
dopmoii 3, paccunrtan 1,4% Bonel. s moHorunpara nmotpedyercs 3,1%. Jlo npubIm3uTeNnbHO
0,5% ™moxeT ObITh CBSI3aHO ¢ BBEACHHEM OOpaslia B sSUEHKy. JTO pacueTHOE 3HAYEHUE BBIIIE,
yeM oxupanoch u3 aHanusa TI/JITA u GVS, X0Ts HET HUKAKUX MPEATIONIOKEHUH O pereTke

CBSI3AHHOU BOJBI.
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[00411] Ananmuz KF ®opwmer 1 Coenunenus 3 paccunrtan 3,2% Boasl. st MOHOTHApaTa

tpedyercs 3,1%.

Ilpumep 8: UndpakpacHas cnekTpockonus (MK)

[00412] HH}ppakpacHyrO CHEKTPOCKOMHUIO MPOBOAWIM Ha cnekTpomerpe Bruker ALPHA
P. locTtaToMHOE KOJMYECTBO MaTepuasja INMOMEINAJd B LEHTP IUIAHILIETa CIEKTPOMETpa, U

CIICKTPHBI MOJy4ajnu ¢ UCITIOJIB30BAHUEM CICAYIOIINUX TapaMETPOB.

[00413] Paspemenue: 4 cm?!
Bpewmsi ckanuposanust poHa 16 ckaHoB
Bpewmsi ckanuposanus obpasua 16 ckaHOB
C60p IaHHbIX ot 4000 1o 400 cm™

ITony4ennsiii B pe3yabrare cnektp  IIponyckanue

[00414] UK-anamu3 Coenunenus 1 nokasas Ha ¢ur. 6.

Ipumep 9: 'H-saepHblii MarnuTHbLi pesonanc (H-SIMP)
[00415] Dxcnepumentsl o 'H-SIMP nposoaunu Ha Bruker AVAS00 (wactora: 500 MI'n).

DKCcreprMeHThl MPOBOAWIN B nedtepupoBaHHOM DMSO, u kaxabiii oOpasen; TOTOBUJIH B
KOHLIEHTPALUK NpuOIu3uTebHo 10 MM.

[00416] Cnektp 'H-IMP Coenunenuss 1 nokasan Ha ¢ur. 7. UucTora mnokasaHa B
npumepe 10. MK-ananu3 nokasan B npumMepe 8. JlonosHUTENbHAA XapAKTEPUCTUKA C TOMOIIBIO
XRPD, PLM, TI/ATA, ACK u GVS B npumepax 1-5 mnokassiBaer, 4TOo 3TOT oOOpaselr
npenctasisier codoit @opmy 1 Coenvnenust 1.

[00417] Cnektp 'H-SIMP Coenunenust 2 nokasaH Ha ¢ur. 15. Uucrora nokasaHa B
npumepe 10. JlomonuutenbHas xapakrepuctuka ¢ nomompio XRPD, PLM, TI/ATA, ACK,
GVS, KF u IC B mpumepax 1-5, 7 u 11 mokasbIBaeT, 4To 3TOT OOpasel] MpeacTaBjsieT coOoi
®opmy 1 Coenunenus 2.

[00418] Cnektp 'H-IMP Coenunenust 3 nokasaH Ha ¢ur. 22. YucroTa nokasaHa B
npumepe 10. JlomonHuTenbHas xapakrepuctuka ¢ nomompio XRPD, PLM, TI/ATA, ACK,
GVS, KF u IC B npumepax 1-5, 7 u 11 nokassiBaet, 4To 3TOT 0Opaszel MpeacTaBisier coOoi
®opmy 1 Coenunenus 3.

[00419] Cnextp 'H-IMP Coenunenuss 6 nokasaH Ha ¢ur. 56. Uucrora nokasaHa B
npumepe 10. JlononmHurenbHas xapakrepuctuka ¢ nomombo XRPD, PLM, TI/ATA, ACK u
GVS B mpumepax 1-5 mokaseiBaeT, 4TO 3TOT oOpasen mnpexacrasisser cobdoit Dopmy 1

CoenuHenus 6.
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IIpumep 10. O0HapyxkeHHe BbicOK03(heKTHBHON KUAKOCTHOH XpomaTtorpadueil B

yiabTpaduoaeropom aunanazone (BIKX-YD).

[00420] BOXX-Y® npoBonuiu ¢ UCMOJIb30BAHUEM CIIEIYIOIIUX TapaMETPOB:
[00421] ITpubop B2XX - Agilent 1100 ¢ Y®-nerexTopom
Kononka Waters XBridge C18 3,5 mxm 150 x 4,6 mm
Temneparypa KOJIOHKHU 40°C
Y® nnunHa BOJIHBI 265 um
OO6mpem BrpbICcKa 25 MK
CxopocTb noToka 1,0 Mmn/mMuH
ITonBuxHas paza A Bonnbrni anerar ammonust 10 MM pH 8,5
IMonswxkHas ¢pasa B ALETOHUTPHI

I'panuentHas nporpamMmma

Bpemsi (MuHyTHI) PacrBopurens B [%]
0 60
1 60
30 90
38 90
39 60
45 60
[00422] Uucrora BOXX Coenunenus 1 Obuia usmepena kak >99,9% (cmorpurte wur. 8).
[00423] Uucrora BOXX Coenunenus 2 Oblia u3Mepena kak >99,9% (cmorpute dur. 16).
[00424] Uucrora BOXX Coenunenus 3 Obuta usmepena kak >99,8% (cmorpute dur. 23).
[00425] Uucrora BOXX Coennnenus 6 Obuia usmepena kak >99,9% (cmorpute ¢wur. 57)

Ipumep 11: Honnas xpomatorpadpus (I1C)

[00426] Honnyro xpomarorpadguro TPOBOAMWIM C HCIOJB30BAHHUEM  CJIEAYIOIIUX
napaMeTpoB:
Kononka: Dionex IonPac AS14A-5 mkm, 3x150 MM
3aImuTHAs KOJIOHKA: Dionex IonPac AG14A-5 mkm, 3x30 mm
ITonemwxHas dasa: 8 MM Na2CO3/1 MM NaHCO3

CxopocTb noToKa: 0,5 mu/mMuH
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[00427] IIponomKUTENBHOCTD: 15 munyT
IlonaBneHue geTexTopa: 50 MA, pereHepaTop BOAbI PU HEOOXOIUMOCTH
Temneparypa KOJOHKU: 30°C
OObem BIpbICKa: 25 MK

[00428] IMocpenctBom anamuza IC Coenmaenus 2 (nmpurotoBieHne oOpasma ¢

UCTIONIb30BAaHNEM BOJBI:2-TiporniaHojia (20% pactBopurens)) ObUIO0 paccuuTano 5,9% wmac./mac.
HCI, uto cootrBerctByer 0,86 monb. HCl:cBoObomHOe ocHoBanue. ITocpencTBOM MOBTOPHOTO
aHanmu3a (IPUTOTOBJIEHHE OOpas3la C HCMONb30BaHHWEM BonbL:MeTaHona (50% pacTBOpHTEID))
obuto paccuntaHo 6,4% wmac./mac. HCI, uro coorsercrByer 0,95 momp HCl:cBoOGonnoe
ocHoBaHue. [IpUroToBIeHNE C METAHOJIOM MPUBENIO K YIIYYIIEHHIO COTJIACOBAHHBIX PE3yJIbTATOB
(2 BopeIcKa 111 KaXI0r0 00pasia).

[00429] ITocpenctBom mneponavdanbHoro anamusa IC CoenuneHust 3 (MpUrOTOBIIEHUE
oOpasua ¢ ucnosib3oBaHueM BozbL: 2-npomnanona (20% pacrBopurenb)) Obu10 paccuutano 11,2%
mac./mac. HCI, uro coorBerctByer 1,95 monb. HCl:cBoGomHoe ocHoBanume. Ilocpeactsom
NepPBOHAYAIBHOTO aHAJM3a IMPUTOTOBIIEHNST 00pasla ¢ UCIOIb30BaHUEM Bozabl:MeTaHona (50%
pactBoputenb) Obuio paccumtano 11,1% wmac/mac. HCl, uro coorsercrByer 1,94 Mmounb.

HCl:cBoOOaHOE OCHOBaHUE.

TIpumep 12: CKPUHUHT PACTBOPUMOCTH B pacTteopuree aasa Coequnenus 1

[00430] IMpubnusurensHo 100 Mr cBoOOJHOTO OCHOBaHUS pacTBOpsid B 1,1 ™I
OUXJIOPMETaHa U KOHLIEHTPUPOBAJIU B BaKyyMe C MOJy4YeHHEM MPO3PavHON CMOJIBbI, KOTOpast MpU
CTOSIHUM TpeBpamjaiach B Oejoe crarmyeckoe TBepaoe BemiectBo. OOpasen aHaIU3UPOBAIU
cnocobom XRPD nnst moaTeep:kaeHust KpuctamnaHocTu. Takske mposonuin aHaian3 PLM, tak
KaK MPeArOYTUTENbHAS OpUeHTanus Habmroaanack ¢ momomrsio XRPD.

[00431] IMpubnusurenpHo 100 Mr cBOOOTHOTO OCHOBaHUSI PaCTBOPSUIM B 1 MJT ameToHa U
KOHLIEHTPUPOBAJIM B BaKyyMe C IMOJy4eHHEM MpO3pavyHON CMOJIbL, KOTOpasl IpeBpaliaiach B
Oeoe TBEpHOE BEIIECTBO MpH HapanaHuu mmareneM. OOpas3el] aHaTU3UPOBAU CIIOCOOOM
XRPD pns noareepkaeHUs KpuctauimdHOCTU. Taxke mposogunu ananmu3 PLM, tak kak
NPEATIOYTUTENIbHAS OpUEHTaHs Ha0mronanach ¢ momouibio XRPD.

[00432] IMpubnusurenpHo 200 Mr CBOOONHOTO OCHOBaHHUS U3MEJIbYaJd B IIAPOBOH
menbaune npu S0 I'm B TeueHue 6 4acoB, U ObUIO OOHAPYKEHO, YTO TOJYUYEHHOE TBEPIOE
BELIIECTBO SIBJISIETCS CTATUYECKUM.

[00433] IMpubnusurenpHo 100 Mr cBOOOTHOrO OCHOBaHUS PacTBOPsUA B 1 Mt ameroHa u 1

mii DCM. O6Ga pactBopa (UIBTPOBAIM 4Yepe3 IMINPHI Ui yAaJeHus JOObIX "IEHTPOB
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KpUCTATM3aIMU" W JaBaJd MCMAPUTHCS TMPH TEMIIEPATYpPEe OKPYKAKOLIEH Cpeabl B HOBBIX
¢aakoHax.

[00434] brino obHapyskeno, yro CoenuHenue 1, KOTOpOe KOHIIEHTPUPOBAJIOCH B BAKYyMe
kak u3 DCM, Tak u u3 anerona, ocraBaiocb B @opme 1. Kpome Toro, Obut0 00Hapy:KeHO, 4TO
KaK 3KCIepUMeHThl 1o ucnapeHuto u3 DCM u aneroHa, Tak U 3KCIEPUMEHTHI C 6-4aCOBBIM
MIOMOJIOM BO3BPALAKOT KPUCTAIINYECKU Matepuan @opmer 1.

[00435] ITockonpky momneiTku nony4uuts amopduoe Coenunenne 1 Obun Oe3yCHeIHbIMY,
KpuUcCTauimueckul Marepuan @Popmbl | uHCHoOnb30Bald B CKPUHUHIE PACTBOPUMOCTH B
pacTBOpUTETE.

[00436] IMpubmmsurensro 10 mr xpucrammmyeckoro Coenunenus 1 momemianu B 32
¢dbraakoHa U 5 aNUKBOT MO OOBEMY COOTBETCTBYIOINUX CHCTEM pPacTBOpHUTENel 100aBisiiu B
COOTBETCTBYIOLINH (prrakoH. Mexay Ka)IpM NoOaBIE€HHEM CMECh IPOBEPSIIM HA PACTBOPEHUE
U, €CJI PacTBOpPEHUE He ObUIO OYEBHIHBIM, CMECh HAIPEBAIH 10 TEMIIEPaTypbl MPUOIU3UTEIBHO
40°C u npoBepsiIH eme pas. Ty MpoLeaypy NPOAOIDKAIN IO TeX IOp, MOKa He HaOI0aaIoch
pacTBOpeHHe MM noka He Obuto mobasneHo 100 oOwpemoB pactBopurens. Ilocne moOasneHwust
100 ob0wvemoB pomnosHuTenbHble 100 oObemMoOB mobaBnsim kK oOpaslaM, KOTOpble He
pPacTBOPWIIUCH, YTOOBI MONyunuTh B oOwIel cioxkHocTu 200 obwvemoB. Ecim 200 oOwvemoB
nobaensiim Oe3 pacTBOPEHMsI, PACCUUTHIBAIH PACTBOPUMOCTb, UTOOBI OHAa ObLIa HHXKE 3TOH

ToukH (<5 mr/mi). PesynapTarsl npusenenHs! B Tabnune 1.

Taéauua 1. Pesynbrarsl ckpuHuHra pacrsopumoctu s Coennnenus 1

[pudausurenbHas
PacTBopurenn
PACTOBOPUMOCTD (MI/M.1)
ALIETOH >202
Aueron:Boga (50%) >202%*
ALIETOHUTPUIT >196
AHHN30I >200
Juxnopmeran >198
Jmm3onponuiosblit 3¢up >208
Jnmernnareramu >204
Jumernndopmamun >204
Jumeruncynbhokcun 50
1,4-Jlnokcan >206
DTtaHon 67
DTunanerar >198
Hszonponunauerat >198
MertaHon 72
Mertanos:Boaa (50%) <5
MeTHI3TUIKETOH >202
MeTunn300yTHITKETOH >196
N-MeTUJI-2-TUPPOIHIOH >198
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2-IIponanon 69**

2-ITponanon:Boga (50%) <5
mpem-byTUIMETUIIOBBINA 3QHp >196
Terparnapodypan >198
Tonyon >202

Bona <5

1-byranon 39
2-DTOKCHU3TaHOI 103
2-Metunterparunpodypas >200
benzonuTpun >214

Xnopbenson 69

I'enTan 49

I'excan 49

mpem-AMUIOBBIN CIUPT 69

*ocaxxeHHbIN yepe3 mpuonu3uTenbHo 30 MUHYT
**OcaKIeHHBIN Yepe3 NPUOIM3UTENBHO 2 AHA

[00437] bouto  obHapyxkeHo, uyro kpucramimyeckoe CoenuHeHHe 1  TONHOCTBIO
pactBopsiercst (>5 wmr/mi) B 29 u3 32 cucrem pacTBopuTeneil. B 4YacTHOCTH, BbICOKas
pacTBOpuUMOCTH (>196 mr/mi) HaOmonanack B 19 u3 32 MCCaeIOBAHHBIX CHCTEM PACTBOPHUTEJIEH,
yMepeHHas pacTBOPUMOCTh (>39 mr/mut) B 10 u3 32 uccienoBaHHBIX CUCTEM PACTBOPHUTENEH U
Ioxasi pacTBOpUMOCTh (<5 Mr/mi) B 3 u3 32 HCCIENOBAHHBIX CHUCTEM pacTBOpHTesel. bbuio
oOHapy»eHo, 4to obOpaser aneroH:Boga (50%) BbImaaan B 0CaAOK MPUOTH3UTENBHO uepes 30
MHUHYT. Bbuio oOHapyxkeHo, 4ro oOpaser 2-mponaHoia BBINANAT B OCAJOK MPUOIHU3UTETBHO
yepes 2 JHs.

[00438] Anamu3z XRPD npoBomguiu Ha Bcex 00Opasiax; pacCTBOPUMBIM OOpas3laM AaBajiu
ucrnapurbesa. Itu aHammsbl XRPD nokazanu HaOmonenue @opmer 1 Coenmuaenusi 1 Bo Bcex
obpasuax. O6pasie! U3 nuMeTHIGopMaMKIa, 3TaHONA, MeTaHoJa, 1-OyTaHoma, 2-3TOKCUITAaHOJIA
U TenTaHa, KOTOpble TMPOSBISUIM  MPEONOYTHTENIBHYI0 OpPUEHTALMIO, JOMOJHUTEIBHO

aHaJU3UpPOBau ¢ noMmoupo PLM.

Ipumep 13: IlepBu4HbIN CKPHHUHT N0JIUMOPdHBIX Moaudukanuii Coenunenns 1

[00439] Crenyromue 5KCIEpUMEHTHI NMpoBoaAWiIH B 24 pactBopurensx (aueroH, 50:50
alleTOH/BOAA,  ALETOHUTPWJ, AHHU30J, JUHU3OMPOMWIOBBIA  3Gup, AUMETIIGOPMAMHUL,
IVMETHIICYTb(OKCHI, STAHOJ, 3TUJIALETAT, METAHOJ, METHWISTHIIKETOH, METHIN300YTHIIKETOH,
N-MeTun-2-nuppoJuIoH, 2-POTMAHON, mpem-OyTUIMETWIOBEIH 3¢up, Terparuapodypax,
Tonyos, 1-OyTaHon, 2-3TOKCH3TAHOJN, OCH3OHUTPHWI, XJIOPOEH30J, TenTaH, T'eKCaH W mpen-
AMUJIOBBIN CITUPT).

[00440] A. DKCNIepUMEHTBI Ha CTOUKOCTh K TEPMOLIUKITHPOBAHUIO
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[00441] Pe3ynbraThl, MOTy4eHHBbIE B SKCIIEPUMEHTAX IO MPUOJIIKEHUIO PACTBOPHUMOCTH,
UCIIOJB30BAJIM JAJIi TPUTOTOBIEHUS CYCNEH3Uil sl  TepMouukiaupoBaHus. CycrieH3uu
MOJIBEPTajIl TEPMOLUKINpOoBaHUI0 npu Temrepatype 40°C B nukiax mo 4 daca B TeueHue 48
4acoB (CycreH3uu Bbiaep:kuBaiu npu temmneparype 40°C B TedeHHe 4 4acoB ¢ MOCIEAYIOMUM
BbIIEP’)KMBAHUEM IIPU TEMIEpaType OKpYy)Kawlled cpefapl B TedeHHe 4 4YacoB, CKOPOCTH
OXJIXK/ICHUs/HATPEBAHUST TIOCJIE BBIAEPXKMBAHUA B TeUeHHE TMepromoB 4 dYacoB Obutn
npubmuzutensHo 1°C/mun). Ilocne TepMOLMKINpPOBaHUS OOJBIIMHCTBO OOPa3LOB XPAHMJIN B
MOPO3HWJIBHOU KaMmepe AJIsl MOJyUYEHHUs] TBEPABbIX BELECTB.

[00442] B. DkcrieprMeHTB! Ha CTORKOCTD ITPU OBICTPOM OXJIaXKIEHUH

[00443] DKCNEepUMEHTbl Ha CTOHKOCTb MPH OBICTPOM OXJIAKIEHUH MPOBOAMIN IMyTEeM
NOMEINEeHUs] OT(QUIBTPOBAHHBIX HACBIIIEHHBIX pAcTBOPOB MaTepHuaja B Kaxayw u3 24
BBIOPAHHBIX CHCTEM pacTBOpHTENeH B cpeabl ¢ Temmnepatypoin 2°C u -18°C. JIroGol TBepablii

MaTepuas 3aTeM H3BJIEKAJW U JABaJd BBICOXHYTb B YCJIOBUSIX OKpYy)KaroLIeH cpenbl nepen

AHAJIM30M.
[00444] C. IloBTOpHAast IOATOTOBKA K OBICTPOMY OXJIAXKIEHHIO ¢ MeTaHosoM (-18°C)
[00445] OObpazeny ansi OBICTPOrO OXJAXKIEHHs C METAHOJOM mpu Temmeparype -18°C

TOTOBIJIM TIOBTOPHO, YTOOBI OIPENENHTb, BOCIPOM3BOAMMBI JIM AOMOJHUTEIbHbIE ITHKH,
KOTOpbIe HAOJIIOAATUCH B UCXOTHOM 00pasiie.

[00446] Cycnensuto Coenunenuss 1 roroBunu B 200 MK MeTaHOJa, (UIBTPOBAIU
IIIPULIEM ¥ XPAaHWIH B MOPO3WIBHOH Kamepe. B TeueHwe npuOMU3UTENBHO 2 4YacoB
00pa3oBaJIoCh TBEPAOE BELIECTBO, KOTOPOE aHAIMU3UPOBaJH criocodbom XRPD.

[00447] D. DxcniepuMeHTHI 10 TOOABIEHUIO AHTHPACTBOPUTEISI

[00448] OKCnepuMeHTbl MO  J00aBJIEHUIO  AHTUPACTBOPUTENST  MPOBOAMIIN  TIPU
Temreparype okpyxkaromeil cpenbl (npubnusurensHo 22°C) myrem no0aByieHUs] BBIOPAHHOTO
AHTHPACTBOPUTENST K  OTQWIBTPOBAHHBIM  HACHIIIEHHBIM  PacTBOpaM  MaTepHuala.
AHTHpacTBOpUTENb AO0ABISUIM B KAKAYIO U3 24 BBIOPAHHBIX CHUCTEM PAaCTBOPUTENEH, YTOOBI
MOJIYYUTh CMECH PacTBOPUTENb.aHTUpacTBoputesb 50:50, U XpaHWIM B XOJIOAUJBHHUKE JIS
YCKOPEHUsT OCAKIECHUs. [[eNOHN3NPOBAHHYIO BOAY MCHOJIb30BAINA B KAYECTBE AHTUPACTBOPUTES
st Bcex oOpasnos. Eme onHy anmmKBOTY aHTHPACTBOPHUTENS JOOABILIH K 00pa3nam, KOTOpbIE
HE OCAXKOANNCH.

[00449] E. OxcniepumeHThI IO BbIAPHUBAHUIO

[00450] DKCMEPUMEHTHI 10 BBINAPUBAHUIO TMPOBOAMIN, TO3BOJSISI PACTBOPUTENSIM U3
OTQUIBTPOBAHHBIX HACBHIIEHHBIX PACTBOPOB B KaXOOW U3 24 CHCTEM pacTBOpUTENeH

UCTIAPATHCS TPU YCIIOBHSIX OKPYIKAKOIIEH Cpelbl B OTKPBITHIX (prakoHax. JIroOOi monmydeHHbIH
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TBEPIBIA MaTepHall 3aTeM HU3BJEKAJIN M aHAJIU3UPOBAIM TOCJIE TOro, Kak oOpaser] MCrapuics
nocyxa.

[00451] OO0pa3subl U3 3TUX SKCTIEPUMEHTOB aHaju3upoBaiu criocodom XPRD. Pesynbrars!
N0 TEPMOLMKJIMPOBAHHUIO COOTBETCTBOBAIN 00pas3liaM pacTBOPUMOCTH B mpumepe 9. @opmy 1
MOJIy4aJId BO BCEX JKCIEPUMEHTAaxX, KOTOPbIE XapaKTEPU30BAIUCH JOCTATOYHBIM KOJIMYECTBOM
TBEPJOTrO BEIIECTBA JIJIs aHAJIN3a, TIPEATonaras MOHOMOP(HYIO cucTemy.

[00452] OOpasupl, KOTOpPBIE JEMOHCTPUPOBAIN MPEANOYTUTEIbHYI) OPHEHTALHIO,
aHAJTM3UPOBANH ¢ oMolIbi0 PLM, 1 OHU IEMOHCTPUPOBAH IJIACTHHOMOAOOHYI0 MOP(OJIOTHIO,

KaK 3TO HaOMonanock 1y ucxonHoro Matepuana Coenuaenusi 1 (cMotpure npumep 2).

IIpumep 14: CKPpUHHHT PACTBOPUMOCTH B pacTeopureie aias CoennHeHust 2

[00453] IMpubnuzurensro 100 mr comu HCI (®opma 1, CoenmHenue 2) moaseprajiu
U3MEJIbUYEHUIO B lapoBoil MenbHULE npu 50 'l u ananusuposanu ¢ nomowbo XRPD uepes 15
u 30 MUHYT, YTOOBI MPOBEPUTH, HACKOJIBKO JIETKO MOXKET OBbITh MOJy4eH aMOp(HbII MaTepualt.
Uepes 15 munyt nzmenbuenust cosib HCl (100 Mr) Obuta mioxo KpUCTATHYECKON; OTHAKO Yepe3
30 MuHyT M3MenpueHus ObUI0 00HapyxKeHo, uTo conb HCI sBnsiercss amopdHOIi.

[00454] Mpubmmzurensro 500 mr comu HCI (Popma 1, CoenuHenue 2) momseprayiu
W3MENIbYEHUIO B apoBoi MenbHuLe npu 50 ' u ananusuposanu ¢ nomoupo XRPD kaxnbie
30 muHyt nmo 3,5 uacoB. Uepes 3 wyaca um3menbueHuss coab HCl (500 wmr) mposiBisiia
MHUHUMAaJIbHYIO KPUCTAJUTMYHOCTD, OHAKO 4Yepes 3,5 vaca conb HCI okazanack aMmopdHO¥.
[00455] Mpubnmzurensro 10 mr amopduoii comun HCl (u3 maptuu S00 Mr) momemranu B
Kbl 13 28 (hJIAKOHOB M B COOTBETCTBYIOIIMN (DJIaKOH A00ABISUM S aJMKBOT MO 00BEMY
COOTBETCTBYIOLIMX CUCTEM pacTBOpHUTENel. Mexay KakapiM 100aBIeHHEM CMECh MPOBEPSIIH HA
pacTBOpEHHE M, €CJIH PAaCTBOPEHHE He ObLIO OYEBHIHBIM, CMECh HArPeBaJH 1O TEMIIEPATyphI
npubm3uTensHO 40°C 1 mpoBepsUTH elle pa3. DTy MpOoLeaypy MPOAOIIKAIH [0 TeX Mop, MOKa He
HaOJIFIOIAJIOCh pacTBOpeHue win He Obuto nobasieHo 100 oObeMOB pacTBOpUTENs. 3aTeM K
oOpasiam, KOTOpble He pacTBoprunch, nodasmmu eme 100 oovemoB. Ecnu 6e3 pacTBopeHws
Mmarepuaia Obuto noOaBieHo 200 00BEMOB PaCTBOPHUTENS, PACTBOPUMOCTh PACCUUTHIBAIU KaK

HaOJIFI01aeMyI0 HIDKE 3TOH TOUkU. Pe3ynbraTel mpuseneHsl B Tabmuie 2.

Tabanua 2. Pe3y1bTaThl CKpUHHHIA PACTBOPHUMOCTH /JISI COeIHHEHUs 2

[MpubnusurenpHas
PactBopurens
PacTOBOPHMOCTH (MI/MiT)
AneToH 40
Aneron:Bona (50%) <5%
ALETOHUTPUI 40
AHuzon <5%
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JuxnopmeraH 70%**
Jlmmn3onponuioBsiil 3¢up <5
Jlumerunaneramu 99
Humernndopmamun 99
JumMeTuicy b oKCcH 66
1,4-JInokcan S
DTtaHon 33
Otunanerar 5
H3onponunanerar <5
Meranon 101
Meranoun:Bona (50%) <5
MeTuI3 TUIKETOH 28
MeTnnn3o0y TUIIKETOH <5*
N-MeTu1-2-nuppoauI0H 101
2-IIponanon 5
2-ITponanon:Bona (50%) <5%*
mpem-byTHUIMETUIIOBBIH 3pup <5
Terparunpodypan 25%*
Tonyon <5
Bona <5
1-bytanon <5
2-DTOKCHITAHOJ 49%*
2-Mertunrerparunpodypas <5
mpem-AMUIOBBIA CIIUPT <5

*qaCTUUHOE PaCTBOPEHHE
**OCaXKIEHHBIN B TEUEHUE HOUYU

[00456] beuto obHapyskeHo, uro amopduoe CoenrHeHHE 2 TOTHOCTBIO PacTBOpsieTcst (>5
mr/mi) B 15 u3 28 cucrem pacteoputeneit. Habmonanoch, uto obpasen aneroH:Boga (50%)
BBINAAAT B OCAJOK MPHUOIM3UTENBHO uepe3 2 yaca, paCTBOPEHHE MEePBOHAYAIBHO HAOJIOAAI0Ch
npu 18 wmr/mi. OOHapykeHO, 4YTO 0Opasmbl OuUXJIOpMeTaHa, TeTparuapodypana u 2-
STOKCHUATAHOJA OCAKIATNCH B TEYCHNE HOYH.

[00457] PacTBopeHHBIM OOpa3niam JgaBajiu HCHApPUThCA (Kpome pactBopurenein DMA,
DMF, DMSO u NMP). Anamn3 XRPD npoBonmim Ha BCeX OCTaBIIMXCsI 00pas3lax, B KOTOPBIX
ObuUTH TOJy4eHBbI TBepIble BemecTsa. M3 3Tux 00pa3noB TBepmoe BemecTBo u3 14 cucrem
pacTBOopuTeNel  (AalUeTOH, AaHW30J, JUXJIOPMETaH, AHH3OMPONIJIOBBIH  3(GHUp, 3STaHOI,
U30MPOIIIIALETAT, METHJIITWIKETOH, METHIN300YTHIKETOH, Mmpem-0yTUIMETHUIOBBIA 3¢up,
TeTparuapoypaH, TOIYOJ, 2-3TOKCHSTAHOJ, 2-MeTHITeTparuapopypaH u mpem-aMuIOBbIA
CIUPT) TMPEencTaBiisuio coboii paHee HeHabmonmaemyrwo ¢dopmy, @opmy 2 CoenuHenust 2, a
TBEPIOE BelEeCTBO M3 3 cucteM pacteoputeneii (1,4-auokcaH, 3TWIALETaT U 2-TIPOMAHON)
npencrasisuio coboit @opmy 1 Coenunenns 2. Ilsate cucrem pactoputeneii (1:1::aueTon:Boaa,
1:1::meranon:Bona, 1:1::2-mpomanon:Boma, Boma u 1-OyTaHOoN) HE naBajgu JHOO TBEPAOrO
marepuaia, JubOo cBobomHoro ocHoBaHusi (Coenumnenue 1). JlBe cuctembl pacTBOpUTENEH

(aueTonuTpua u meranon) nasanu cMech @opm 1 u 2 Coenunenns 2 (¢pur. 24A-24D).
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Ipumep 15: IlepBu4HbIi CKPHHUHT N0JUMOPGHBIX Moaudukaunii CoenuHenus 2

1. Heeneoosanue nonumopghuszma ¢ nOMOwv10 peakmueHoil Kpucmaniu3ayuu
[00458] Bocemb cuctem pactBoputenell (aleTOH, NUXJIOPMETAH, STAHOJ, STUJIALIETAT,
METAHOJI, 2-IIPOTAHO, Mpem-0yTUIMETUIIOBbINA 3hup U TerparuapodypaH) Obuti BEIOpaHbI A
peakuoHHol kpuctaumsanuu. [IpubmsurensHo S0 Mr cBOOOAHOTO OCHOBAHUSI PACTBOPSLIH B
250-150 mxn pactBoputens. Jlobasmsim ogun skBuBaseHT HCl u3 mucxonnoro pactsopa (200
MKJI) B COOTBETCTBYIOIEM pacTBopurene. JlobaBneHne KUCIOThI MPOBOIMWIN MIPHU TEMIIEPATYPe
40°C mpu mnepeMelIMBaHMM, 3aT€M pPacTBOPY HaBalIU OCTHITh. [lpum moOaBieHHM KHCIOTHI
oOpazery mpem-0yTUIMETIIIOBOrO 3(upa ObLT €IMHCTBEHHBIM OOpa3LOM, e HaOII0AaNoCh
npsmoe ocaxkaeHne. OaHaKoO 0cafoK MOBTOPHO PAaCTBOPSUIM, a 3aTEM MOBTOPHO OCAXKIANU IPH
OXJIAKIEHUM 10 TeMIlepaTyphl okpy:xaroien cpenspl. [locie nepemelmnBaHus Npu TeMIeparype
OKpyXaromied cpenpl B TeueHue mnpuOnmsutenbHo 20 wacoB oOpaser 2-mpomaHosa
XapaKTePU30BAJICS HATUYMEM OYeHb HeOOJBILIOr0 KOJMYECTBA OCAKa. 3aTeM KO BCceM oOpasLam
nobasmsimn renrtad, kpome -BME, momywast cmecu pactBoputens.antupacrsoputensb 50:50.
INonyueHHsIil 0Opasenr MeTaHONa HE cMemmBanu ¢ rentaHoM. Ocanok HaOmonamu B oOpasuax
anletoHa, stuiauerara, 2-nponaHoja u THF. Ocanok mony4anu u3 cmeceit DCM/rentan u
STAHOJI/TENTAaH MOCJIe XPAHEHHSI B XOJIOJMIIBHUKE B TeUE€HUE NPUOIM3UTENIBHO 5 THEH.
[00459] Obpazupr  ananusupoBaiu crnocobom XRPD. AwneroHn, 3taHon u mpem-
Oytunmerunosblii 3¢up nasamn @opmy 2 Coenmnnenus 2. TBepabie BeLIeCTBa U3 TUXJIOPMETAHA
nasanu cnabele nannbie 151 @opmbl 2 Coenuaenus 2. DTunanerar u Terparuapodypan nasaiu
®opmy 1 Coenmnenus 2. 2-Ilpomanon nasan cmech @opm 1 u 2, 1 METAHOJ HE J1aBaJl TBEPABIX
BemecTs (¢ur. 25).
[00460] TI/ATA ®opwmbl 2 u3 mpem-0yTUIMETHIIOBOrO 3(upa MOKa3ai, 4TO Marepua
ornuuaercss or Dopmel 1 u mpencraBisier coboit OespomHyro ¢opmy. TI'A  mokaszan
nocreneHHyro norepro 0,3% ¢ caMoro Havajna C IOCIEAYIOLIMM HA4alloM Jerpajaiuu.
IocpencTteom JITA mokazana HeGosbIIast SHAOTEPMUYHOCTh C HAYAJIOM MPUOIH3UTEIBHO MPU
temneparype 78,8°C, sHIOTEPMUYHOCTD C HAYAJIOM MPUOIM3HTENBHO ITpH Temnepatype 163,7°C
Y SHAOTEPMHUYHOCTD C MUKOM NMPHUOIH3UTENBHO TpH Temneparype 199,5°C (dur. 26).
[00461] Ananmuz JICK ®opmbl 2 u3 3TaHONa MOKa3al 3HAOTEPMUYHOCTH C Ha4daJIbHOU
temneparypoit 200,4°C (¢ur. 27).
[00462] Ananmuz KF paccuurtan 1,6% Boger nnst @opmel 2 u3 aneToHa. JTO 3HAUYCHHE
BBILIIE, YEM OJKHUAAJIOCh OT TEPMUYECKOro aHanmn3a. JIrobast mpucyTCTBYOIIAs BOJA TOJKHA OBITh

HE CBsI3aHA C PELIETKOM.
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[00463] IMocpenctBom anammza IC Dopmel 2 w3 mpem-OyTHIMETHUIOBOTO 3dupa
(mpoGonoaroToBKa ¢ MCMOJb30BaHHEM BOAbI:MeTaHOJ (50% pacTBOpHTENH)) OBLIO PACCUUTAHO
6,0% wmac./mac. HCI, uro cootBerctByet 0,89 mosib. HCl:cBOGOIHOE OCHOBaHME.

1I. Hcnonvzosanue amopghnoii conu HCI ona ckpununea noaumopghnvix mooupuxayuii
nocpeocmeom kpucmannusayuu conu HCl
[00464] IMpubnusurensHo 1 r comn HCl (CoemuHenuwe 2) u3Menbyain B LIAPOBOM
menpHuLe npu 50 I'm u ananusuposanu ¢ nomombro XRPD kaxabli 4yac B Te4eHHE 5 4acoB.
brino obnapy:xeno, uto cosnb HCI (1 1) siBisieTcst mpenMyIecTBeHHO aMOpgHOI Yepe3 5 4acoB
U3MENIbYeHNs], U OBLIO IMOKA3aHO, YTO KPUCTAJUIMYHOCTH JIMIIb HE3HAYUTEIBHO CHIDKAETCS B
TeueHue 4-5 4acoB U3MEJIbYEHUSI.
[00465] Hcnonp3oBanu nBaauaTh 4€ThIPE CUCTEMbI PACTBOPUTENEH ISl 3TOrO CKPUHUHIA
nonumopdHbIx Moaupukanuii. Boga um BogHble cMecu ObLIM MCKITIOYEHbI M3-32 JUCCOLIMALINY,
HaOJ1r0/1aeMOH TP OLIEHKE PACTBOPUMOCTH.
[00466] A. DKCIIepUMEHTBI Ha CTOHKOCTh K TEPMOLIUKJIMPOBAHUIO
[00467] PesynbraTel, moNyyeHHbIE B SKCIEPUMEHTAX IO MPHOIMKEHUIO PaCTBOPHUMOCTH,
UCTIONB30BAJIM  JUIsl TPUTOTOBJIEHUS CyCHeH3uil nans  TepmouukiauposaHusi. CycreHsuun
NOABEPrajy TEPMOLUKINPOBaHUIO Mpu Temmneparype 40°C B nukiax no 4 gaca B TeueHue 24
4acoB (CycneH3un Boiaep:kuBaiu npu Temmneparype 40°C B TeueHue 4 4acoB C MOCIENYOIIUM
BbIIEP)KMBAaHUEM IIPU TeMIlepaType OKpy)KawoIlel cpeapl B TedeHHe 4 YacoB, CKOPOCTH
OXJIQXK/ICHUS/HATPEBAHUS TIOCJIE BBIACPXKMBAHMS B TeUE€HHUE TMepromoB 4 dYacoB Obutn
npubnusutensHo 1°C/MuH).
[00468] B. DkcrieprMeHThI Ha CTOHKOCTD MPH OBICTPOM OXJTAXKICHUH
[00469] DKCIepUMEHTbl Ha CTOHKOCTh MPH OBICTPOM OXJIAKIECHUH MPOBOAMIIU IMyTEM
NOMEINeHUs] OT(WIBTPOBAHHBIX HACBIIIEHHBIX pACTBOPOB MarepHaja B KakAyi u3 24
BBIOpPAHHBIX CHCTEM pacTBopuTeneil B cpensl ¢ Temneparypoi 2°C u -18°C. Jlroboit TBepabIit

MaTepuall 3aT€M M3BJIEKAIM W JaBaJIM BBICOXHYTh B YCJIOBHUSX OKPYKAKOLIEH Cpelbl Mepen

aHAJIN30M.
[00470] C. DKCcrepuMeHTHI IO OOABJICHUIO AHTHPACTBOPUTEIS
[00471] OKCepHUMEHTbl 1O  J00ABICHUIO  AHTHPACTBOPUTENSE  MPOBOIIIIA  TIPH

TeMIeparype okpysxaromei cpenbl (mpudmmsurensHo 22°C) mytem no0aBjieHHs] BBIOPAHHOTO
AHTHPACTBOPHUTENIS] K HACHIIEHHBIM OT(QHIBTPOBAHHBIM PACTBOPAM MaTepHala, B KaXKIAYIO U3 24
BBIOPAHHBIX CHCTEM PAacTBOPUTENIEH, YTOOBI MOJYUYUTh CMECHU PACTBOPHUTENb: AHTUPACTBOPUTEID
50:50. Dtm oOpa3upl XpaHWJIM B XOJOAWIBHHUKE JUIsI YCKOpeHusi ocaxaenus. t-BME

HCIIONIB30BAJIM B Ka4eCTBE aHTUPACTBOPHUTENS AJIsl BCeX 00pasuos, kpome odpasunos DMSO u t-
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BME, rne ucnonbp3oBaiau Tonyon. Ele OmHy alMKBOTY AHTUPACTBOPUTENS MOOABISIH K
o0pasuam, KOTOpbIE HE BBIMAAIN B OCAOK.

[00472] E. OxcnepumeHThI IO BbIAPHUBAHUIO

[00473] DKCMEPUMEHTHI M0 BBINAPUBAHUIO MPOBOAMIN, TO3BOJSISI PACTBOPUTENSIM U3
OTQUIBTPOBAHHBIX HACBHIIEHHBIX PAcCTBOPOB B KaXAOW U3 24 CHCTeM pacTBOpUTENei
UCTIapSThCS B YCIOBHMSAX OKpPY)KAIOLIEH Cpeabl B OTKPBITHIX (pyakonax. JIoOoH momydeHHbIH
TBEPBIH MaTepHall 3aTeM HU3BJEKAJIN M aHAJIU3UPOBAIU IOCJIE TOro, Kak oOpaser] MCcrapuics
nocyxa. I[lpubnusurensHo depe3 17 ngHell mpu KOMHATHOW TemmepaTtype obOpasenm aHH30Ja
BeINapuBaiy npu remneparype S0°C, uToObl MOMYYUTH TBEPOE BEIECTBO.

[00474] OOpasupl W3 HTHUX OKCHEPUMEHTOB aHaIM3upoBamu ¢ momourpio XPRD.
Pe3ynbrarsl TEPMOLMKIMPOBAHUS COOTBETCTBOBAJIM 00pa3IiaM paCTBOPUMOCTH, KpOMeE:

* 1,4-nuokcan, stunaneraT u 2-mpomaHoi. Popmy 1 momydanu w3 0OpasLoB
pacTBopuMOCTH, a PopMy 2 MOIyHaNIu U3 TEPMOLUKINPOBAHUS,

* DIPE u t-BME: ®opmy 2 nonydanu U3 CKpMHHMHIA PaCTBOPUMOCTH, a cmecu @opm 1 u
2 nonyvanu U3 TepMOLUKINPOBAHUS,

* AUETOHUTPWJI U MeTaHON: cmecu Popmbl 1 u 2 mnonydanu W3 CKPUHHUHIA
pacTBopuMocCTH, a PopMy 2 MoIyHaIu U3 TEPMOLMKINPOBAHMS,

+ MIBK: ®opmy 2 mojy4anud W3 CKpUHUHTA PAaCTBOPHMOCTH, a aMOpP(HBIA MaTepua
NOJIy4adl U3 TEPMOLIMKIHPOBAHUS, XOTSI HEOOJBIIOE KOJUYECTBO TBEPAOrO BELIECTBA MOXKHO
OBUIO aHATU3HPOBATE.

[00475] ®opmy 2 nonyuanau u3 S0 pasIUYHBIX HKCIIEPUMEHTOB, U OBUIO OOHAPYIKEHO, YTO
OHA COCTOMUT M3 IJIACTUHYATBIX MJIH UTJIOMOAOOHBIX MOP(]OIOTrUid.

[00476] beimo mokaszano, uyro "®opma 3" oOT wucnapeHuss aHu3ona (TOJy4eHHAS
BbIMapuBaHueM ¢ KoHpopku mpu 50°C), BEpOSITHO, SIBJIETCS] IPOAYKTOM PA3JI0KEHUs, YHCTOTA,
Kak ObLIO M3MEpeHo, cocTaBiisieT 96,5%. M3-3a HeOOoMbIIOro KoM4YecTBa 00pasia 3ToT oopaser
He ObUT MpOaHATU3UPOBAH NocpencTsom PLM.

[00477] JlononHuTeNbHBIE TTUKU HaOMOmanmu mpubmmsutensHo npu 6,2 u 18,1 °20 or
BeimapuBanusi popmbel 2 MIBK, HO 3TOro ObUIO HENOCTATOYHO Ui HA3HAYCHUS B KA4ECTBE

Apyroi (HOpMBL

IIpumep 16. Bropu4Hblii CKpHHUHT N0J1UMOPGHBIX Moaudukauuii Coenunenus 2

[00478] ®opmy 2 CoennHeHus 2 NPONOPLMOHANBHO YBEINYUBAIN B IBYX PaCTBOPUTEISX.
Marepuan mnoaBeprajiu 7-AHEBHOMY HCIIBITAHUIO Ha CTAOMIBHOCTh W/WJIM  OLEHKY
pPacTBOPUMOCTH B BOAE. 7-AHEBHOE HCHBITAHHE Ha CTAOMJIBHOCTH IMPOBOAWIIM CJIEAYIOIIUM

oOpazom. Marepuan mnoaBepragud BO3NEHCTBUIO OKpPY)KAOLIEH Cpeapl MpH TeMIeparype
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40°C/75% OTHOCUTENBHON BIIAKHOCTH, OKpY)KalOIIeM ocBelleHuu u Ttemmeparype 80°C B
Te4deHue 7 HEeH, U MOJy4YeHHbIe TBEP/Ible BEIECTBA aHATH3UPOBAIHU ¢ MOMOIBI0 XRPD, 4To0bI
OTIPENeTUTh, TIPOU3OIIIIH JIU KaKue-IN00 u3MeHeHust, u ¢ momornisio BOYKX, uToOb! onpenenuts
yrcToTy. OLIEHKY pacTBOPUMOCTH B BOZAE NPOBOAMIH cleayromuM oOpasoM. CycreH3uro
co3zaBaiy B AenoHu3npoBaHHOH Boxe (5,1 mr ¢opmer 2 u 300 MKJI BOABI) U BCTPSIXUBAIH B
T€YeHHe MPUOIM3UTENLHO 24 4acoB MPU TEMIIEpaType OKPYKaroLel cpenbl (MpUOIU3HTETHEHO
22°C). Usmepsimin HavanpHOe 3HaueHue pH m koHeunoe 3HaueHwe pH. IlomyueHHyro cmech
3aTeM BBbIIEISIN LEeHTpU(YKHOW (uibTpanyeil, U MOJYYEHHbIH PacTBOP aHAIU3HPOBAIH C
nomoipto BOXKX nns pacdyera KOHLEHTpalLMud pacTBOPEHHOro wmarepuana. (OcTtaBuieecs
TBEPJOE BEIIECTBO aHanusupoBanu crnocodboM XRPD, uroObl ompenenuts, MPOU3OLLIN JIH
Kakue-InO0 U3MEHEHUs PU CYCIIEHAUPOBAHUH.

[00479] A. IIponoprmonansHoe yBenuueHue @opmel 2 (CoenuHeHue 2) U3 aleToHa
[00480] ITpubnusurensno 300 mr Coenmuenus 1 pactBopsiii B 1 mu anerona. OnuH
skBuBajieHT HCl noGaBnsiium U3 MCXOMHOTO pacTBopa B auetoHe (200 MKJI) mpu TemmepaType
40°C npu nepememnBaHuy. [lonyueHHBIN pacTBOpP 3aTeM OCTaBJUIM A OoxJjaxaeHus. Ilpu
no0aBeHNH KUCJIOTHI 0Opas3er] OCTaBajiCsi MPO3pavyHbIM PACTBOPOM. 3aTeM NOOABJSIM TenTaH
AN TOJy4eHus cMecu pacTtBopurenb.antupactsopurens 50:50. Ilocne nepememmnBanus B
TeueHne npubOmM3UTENbHO | uaca oOpa3oBbIBaJach TOHKAas B3BeCh (C  HEJOCTATOYHBIM
KOJIMYE€CTBOM TBEPJAOTO BemiecTBa it aHamu3a XRPD), u oOpasen XpaHuu B XOJOIUIBHUKE B
TeYeHHe MPUONU3UTENHHO 64 4acoB, YTOOBI O0eCTIeunTh OeNyI0 CyCreH3ur0. TBepablii MaTepua
BbIIESUTM (uibTpanued u aHajgu3upoBagu crnocodbom XRPD (¢pur. 28). 3atem marepua
CYLIMJIM B BaKyyMe€ B T€YEHHE MPUOJM3ZHUTENBHO 6 4 U MOBTOPHO AHATM3MPOBAIH C TTOMOLIBO
XRPD. ITonyueHHbli BbIXOA cOCTaBisl 127 wmr.

[00481] PeHTreHOCTpyKTYpHBIH aHaiu3 mokazan, uro @opma 2 Obula  yCHenrHo
MPONOPLUOHAIBHO yBEINYEHa, HO ¢ MOHM)KEHHOW KPUCTAJNIMYHOCTBIO TOCJE CYIIKH. AHAIM3
PLM noka3zan, uro @opma 2 COCTOUT U3 YACTHIL] C IBOMHBIM JIyUYENPEJIOMIICHUEM TUIACTUHYATON
mopdonorum. TI/ATA mnokasan, 9To Marepual coOTBeTCTByeT Popme 2 M3 peaKkTHBHOH
kpuctanzannu t-BME ¢ apredakrom npubnusurensao 79°C Gomnbine wHe npucyrcrsyer. TTA
nokasan norepro 0,5% ¢ camoro Haudaja ¢ MOCNEeNYIIUM HavdaioM paspyuenus. [locpeacrTsom
JATA nokazaHa S5HIOTEPMUYHOCTb C HAYaJbHOW TemmepaTypoil mnpubmusurensHo 159,1°C.
Anamuz JICK mokasan 3HOOTEPMUYHOCTh C HadaibHOM Temmeparypou 197,6°C; 3TOT aHamu3
MPOBOAMIIN ¢ HEOOJBITNM KOJIMYECTBOM MaTepHuajia u3-3a Henocratka Matepuaia. Aramus DVS
NOKa3bIBaeT, 4ro Popma 2 sBISETCS HETHMIPOCKOMUYHON ¢ obmuM noriomenuem <0,12% mnpu
OTHOCUTENbHON BiaxkHOCTH 90%. Pa3HuIa B HauaabHON U KOHEYHOH Macce MpU OTHOCUTENbHOM

BiaxkHOCTH 40% MOKET yKa3biBaTh Ha HEOOJBINOE KOJUYECTBO OCTATOYHOIO PACTBOPHTEIIS,
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NPUCYTCTBYIOLIEro B ucxoaHoM Matepuane. Ananu3 XRPD nocne DVS nokasan, uro matepuan
ocTaeTcs B TOH ke KpucTammuueckoi Qopme. Ananus 'H-SIMP mnokasan, uTo MaTepuan
COOTBETCTBYET MPENOCTaBICHHON CTPYKType Oe3 ocrarouHoro pacteopurensi. Hucrora BOKX
cocraBuna 99,9%. IlocpencrBom ananmusa IC (mpuroroBneHue obpasna ¢ HCIOIb30BAaHUEM
BonbI: MeTaHoJ (50% pacTBopuTeNb)) ObuT0 paccuuTano 6,3% mac./mac. HCI, uto coorBeTcTBYeT
0,95 mons. HCl:cBoboaHOE ocHOBaHMe. bbUTO MOKa3aHO, YTO MaTepUall OCTAETCSI TOH ke (POPMBI
B YCJOBHSIX OKpyXkawomei cpenbl Ttemreparypbl 40°C/75% OTHOCHUTENBHON BJIAXKHOCTH,
OKpy»Karolero ocseuieHus u temneparypbl 80°C B TeueHue 7 aHel. bpuio ycTaHOBJIEHO, UTO
gyrcrotra BOXX He m3menumnack: uncrora >99,9% (40°C/75% OTHOCHUTENBHON BIAXKHOCTH);
guctota >99,9% (okpyxkaromasi cpena); uucrora 99,9% (80°C). PacrBopumocTh B BOIE
mmepsinn no 0,5 mr/mia. beuto oOHapyskeHo, utro Popma 2 AuCCOLMUPYET Ha CBOOOJHOE
OCHOBaHHE, KaK paHee HaONIONAIOCh B CKPUHUHIE PACTBOPHUMOCTH C HCIHOJIb30BAHHUEM
amopdHOro marepuana. bbuio m3MepeHo, uTo HaudanbHOe 3HaueHue pH cocrasmser 1,87, a
koHeuHoe 3HaueHue pH 1,68 (usmepenHoe 3HaueHue pH neMOHM3MPOBAHHONW BOZIBI COCTABIISIET

5,91).

[00482] B. VBemuuenne @Popmer 2 (CoeguHeHus 2) u3 aneroHa (BOCCTAHOBJIEHHOE
BBICYIIIIBAHHE)
[00483] [Mpubnuzurensro 300 Mr cBOOOJHOTO OCHOBAaHUS pacTBOpsUTH B 0,5 MIT alleToHA.

Onun skeuBamenT HCl noGaBmsmn M3 ucxomHoro pactBopa B ameroHe (200 Mki) mpu
temrnieparype 40°C mpu nepemewmuBaHuu. IlomyueHHBII pacTBOp 3aTeM OCTaBSUIM IS
oxnaxnaeHus. [Ipu noGaBneHHHM KHUCIOTHI 00pasell OCTaBAJICS MPO3PAYHBIM PACTBOPOM. 3arem
NO0aBJSUIM TenTaH MJis TMOJYYeHUs CMECH PacTBOpUTENb.aHTHpacTBoputenb 50:50. ITocne
nepeMelnBaHms B TeueHue nmpubimsutesnpHo 1 yaca obpasosbiBasicst Oenblii ocanok. OOpaszery
XpaHWIM B XOJOIWJIbHUKE B TeueHHe NpUOMM3uTeapbHO 3-4 nHel, obecneumBas Oemnyro
cycnensuro. TBepaplli MaTepwas OTAESUIM (HIIBTPOBAHHEM M CYIIWJIM B BaKyyMe B TEUCHHE
npuOIM3UTENbHO 2 4, 3areM aHanusupoBamu ¢ nomompro XRPD. Tlony4eHHBIH BbIXOL
coctasisin 90 mr.

[00484] Anamuz  XRPD nmnokazan, uro ®opma 2 yCOEmIHO MPOMOPLUOHATBHO
YBEIUYUBAETC C YJY4YIIEHHOW KPUCTAJUIMYHOCTBE), JOCTUraeMOW IIPU BOCCTAHOBJIIEHHOM
BeicymmBaHud. AHann3 GVS mnokasan, uto @opma 2 siBisiercss (O4eHb) HETMTPOCKOMUYHON C
obmum nornomenueM <0,08% mpu oTHOCHTETBHOU BIaXHOCTH 90%. PasHuIla B HAYaIbHOH U
KOHEYHOH Macce TNMpU OTHOCUTENbHOW BiaxkHOCTH 40% MOXeT yka3bplBaTh Ha HeOOobLIoe
KOJIMYECTBO OCTATOYHOI'O PACTBOPUTENs], MPUCYTCTBYIOLIEIO B MCXOAHOM Marepuaine. AHanu3
XRPD nocne GVS nokasai, 4To MaTepuaj OCTaBajICs B TOH jke KPUCTAILTHYECKOH Gopme.

[00485] C. Ilponopuuonansuoe yBenmuueHue @opmsel 2 (Coennaenus 2) U3 3TaHONA
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[00486] IMpubnusurensHo 300 Mr cBOOOAHOTO OCHOBAHUSI PACTBOPSUIM B 4 MJI 3TaHOJA.
Onun sksBuBaseHT HCl nobaBmsim w3 wucxomHoro pacteopa B 3taHone (200 mkn) mpu
temneparype 40°C mnpu nepemewmnBaHuu. IlonyudeHHbII pacTBOp 3aTeM OCTaBSUIM AJis
oxnaxnaeHusi. [Ipu nobaBneHNM KHUCIOTHI 00pasell OCTaBAJICS MPO3PAYHBIM PACTBOPOM. 3aTeM
no0aBJsUIM TenTaH Ui TOJYYEeHUs CMECH pacTBOpUTENb.aHTHpacTBoputenb 50:50. ITocne
nepeMelnBaHys B TedeHne npudnmsurenpHo | aca nobasmsm eme 2,3 ma renrada. Obpasers
XPaHWIA B XOJOIWIbHUKE B TeueHHe NpUOIM3uTeNnbHO 3-4 nHel, olecneumBas Oemnyro
cycneHsuro. TBepaplli MaTepuan OTAESUIM (UIBTPOBAHMEM M CYIIWJIM B BaKyyMe B TE€UEHHE
npuOIU3UTENBHO 2 4, 3aTeM aHanu3upoBanu ¢ nomoinbio XRPD. ITonyueHHBbIH BBIXO COCTaBHI
154 mr.

[00487] Anamu3z  XRPD nokazan, uro ®opma 2 yCOEWIHO MPONOPLUOHAIBHO
YBEJIUYUBAETCS C YJYYIIEHHOW KPUCTAJUIMYHOCTBIO, IJOCTUIaeMOM IIPU BOCCTAHOBJIIEHHOM
BeicymuBanun. Ananu3 KF paccuuran 0,8% Boael. Anamus JICK nokasan 3HIOTEPMUYHOCTb €
HauajioM aerpanauuu 200,7°C. UK ananu3 BBINOIHSUIN TSI TOJTyY€HUsI KOHTPOJIBHOTO CIIEKTPA.
[00488] DTOT BTOPUYHBIM CKPUHUHT TOKazajn, 4yto Popma 2 mnpencrasisia coOoit
HETHPaTHPOBAHHYIO/CONIbBATHPOBAHHYI0, HerurpockonuuHyro MoHO-HCI conb 6e3 n3menenmii
B TBEPIOH (opMe MM XUMHUYECKOH YHCTOTE IOCNEe UCIBITAaHUS Ha CTAOMIIBHOCTH B TedeHHe |
HeZeNN, HO C HU3KOH pacTBOPUMOCTBIO B BOZAE M AMCCOLMALIMEH HAa CBOOOAHOE OCHOBAHUE.

[Tpumeuarenbro, yro @opma 1 Takke JErko AUCCOLMHUPYET HAa CBOOOAHOE OCHOBAHHUE B BOJE.

Ipumep 17: WccaenoBanus cTa0OWIBHOCTH _noauMopdHbIx  Moaudukanmi

Coeaunenns 2 (KOHKYPEHTHOE CYCIIEHANPOBAHME)

[00489] A. U3mepenue pactsopumoctu B t-BME

[00490] PacrBopumocTts @opmbl 1 CoenuHeHus 2 U3MEPSUTA € UCTIOIb30BAaHUEM CIIOCO0a
no0aBJIeHHs paCTBOPUTEIS, Kak onucaHo B mpumepe 14, Ha 10 mr obpasna. t-BME nobansiiu B
anukBoTax mo 1 mu 1o 10 mi, 3aTem B anukBoTax 1mo S mi u 10 M 10 obiero oobema 100 M.
[00491] beuto u3mepeno, uto pacrsopumocts @opmsl 1 B t-BME cocrasisier <0,1 mr/mu,
U TTI03TOMY 3TOT PACTBOPHUTEIb HE ObLIT BEIOPAH JJIsi KOHKYPEHTHOTO CYCIIEHIUPOBAHMS.

[00492] B. Ilpouenypa KOHKYPEHTHOIO CyCI€HAUPOBAHMS

[00493] Uetepipe pacTBOpHTENs (ALETOH, STHJIALETAT, METHUJSTHIKETOH M 2-TIPONAHOIN)
ObuTH BBIOpAHBI ISl KOHKYPEHTHOTO CyCIIeHANPOBaHus. HachleHHbIe pacTBOPBI TOTOBHIIN H3
@opmbr 1 B BBIOpaHHBIX pacTBOpUTENsiX M nodaBmsun k 20 mr cmeceid @opmel 1 u 2 B
nporniopuuu 50:50 st coznanus cycnen3uid. CycrneH3nu BCTpsxuBayiu npu temmeparype 60°C u
TEMIIepaType OKPYKaroIel cpenpl B TeueHne npudmu3uTenbHO 48 vacos. TBepnblie BemecTsa

3aTeM BBILACISIN LHeHTpU(YKHOM (QribTpannei u ananmusuposaiu cocobom XRPD.
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[00494] Ananu3z XRPD TBepabix BEECTB, MOJYUYEHHBIX U3 CYCIIEH3UN MPHU TEMIIepaType
60°C u TemmepaType OKpYy Karolleld Cpenbl, MOoKa3ajd MPUCYTCTBHE Toibko Popmbl 2. DTH
pe3yJbTaThl IOKA3BIBAIOT, YTO PopmMa 2 sBISIETCS TEPMOAMHAMUYECKH Oojee CTaOMIbHON, YeM
®opma 1. Habmonanocs, uro oopasusl MEK u anerona npu temneparyper 60°C oOpa3oBbiBaiu
OpaH’KeBbIe/KOPUYHEBBIE CYCIIEH3MH, HO BBIAEICHHOE TBEPAOE BEINECTBO OCTABAJIOCH OEINBIM.

JTO MOXKET yKa3blBaTh HA XUMUYECKOE pa3JjiokeHue npu OoJiee BBICOKUX TeMIlepaTypax.

IIpumep 19: PoxycHpoOBAHHBII CKPHHUHT coJieBbIX opm Ha CoeanHenun 1

A. TlepBUuHBIN CKPUHUHT COJIEBBIX (OpM: 100aBIeHNE MPOTUBOMOHA MPH TEMIEpaType
40°C
[00495] Bcero 6bu1o nmpoBeneHo 42 3KCIEPUMEHTa C HUCIONIb30BAHUEM 7 MPOTHBOMOHOB
(pymapoBast kucnora, JNUMOHHAas KHCJIOTa, L-BUHHAas KHCJIOTAa, THUIIYpOBas KHUCIOTA,
OenzoncynbpoHOBass KUCIOTa, MeTaHCyibpoHoBas kuciaora wimu HCI) B 6 pasnuuHbIX
pacTBOpUTENSX (aLleTOH, AlleTOHUTPWIL, STHJIALIETAT, 2-IIPONIAHO, Mpem-0y TUIMETHIIOBBIN dup
wii THF). HCl wucnonp3oBamu aisi 3KCIEPUMEHTOB C  TIOJIOKUTEIBHBIM  KOHTPOJIEM.
[Mpubnusurensuo 25 mr CoenuHenust 1 (cBOOOAHOE OCHOBAaHWE) B3BEIIMBAIM B CTEKJISTHHBIX
¢naxoHax 00BeMOM 2 MII C TMOCJENYIOUINM PACTBOPEHUEM B MOIXopsieM pacrBoputesne (500
mkin) npu temneparype 40°C. 1 >KBHUBaJIeHT NPOTUBOMOHOB B3BEUIMBAIN OTHAEIBHO U
pacTBOpsUIM B BbIAENEHHOM pactBopuresne npu Temneparype 40°C ¢ nmonydenuem 0,5 M
pactBopoB. B mpoOupku, rIe NpOTUBOMOHBI HE PacTBOPsUIMCH, aoOaBisuin eme 200 MK
NeMOHU3UPOBAHHON BOABI JJIsI PAaCTBOPEHHUs MPOTHBOMOHA. B HEKOTOpBIX ciyuasx, Korja
pacTBOpeHHE OBUIO HEBO3MOXKHO, HOOABISUIM CYCHEH3WIO KHCJIOThL. Eciam mpOoTHBOMOH
NPeACTaBysT cOOOH KUAKOCTh (HAmpuUMep, METaHCYJIb(POHOBYHK) KHUCIOTY), €ro no0aBJisiid B
BUe yucToro pacrBopa. Ilocie noOaBieHus NMPOTUBOMOHA (DIIAKOHBI BCTPSIXHBAIH TPU
temrniepatrype 40°C B Teuenue 1 uaca. [lonmydueHHBle TBepzble BeleCTBa aHAJIU3HUPOBAIU
ciocobom XRPD. Tam, rae Obuto JOCTYIHO TOCTATOYHO TBEPAOTO BEIIECTBA, TAKKE MPOBOIMIN
'H AMP u ananus TCA.
[00496] OOpasuam, KOTOpbIe BCE ellle HAXOAMIUCh B PACTBOPE, JaBAM HCIAPUTHCS TPU
TEMIIEPaType OKPYKAFOIIEH Cpenbl MyTeM MPOKAJbIBAHUS KpbIeK (akoHOB. JIFoOble TBEpIbIe
BeIleCTBa aHaNM3upoBaiu ¢ momoubio XRPD, a HOBbIe KpucTayuimdeckue (OPMBI TaKKe
aHanu3upoBanu ¢ nomombo 'H SIMP u TTA, eciu Ob1I0 MOTy4€HO JOCTATOYHO MaTepHaa.
[00497] OO0pasipl, KOTOpBIE BCE €Ile HAXOMMIINCh B PACTBOPE, XPAHIIIU B XOJIOAMIbHUKE
npu Temneparype S°C s cTuMyupoBaHus 0Opa3oBaHUs TBEPAOTo BemecTna. JIFoObie TBepabIe

BEIIeCTBA aHATM3UPOBaIH criocodom XRPD.
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[00498] OOpasupl, KOTOpble HE [aBajl TBEPAbIX MATEPHAJIOB IMOCHE OXJIAXKICHHS,
NoABEpraiy N00aBIEHUIO aHTUpacTBOpUTENs. JIF0OO0H 0caZoK BHIIEISIIN LEHTPU(PYTHPOBAHNEM
u aHanmusnposanu cnocodom XRPD.

B. Conb 6enzoncynbdponosoii kuciotsl (Coennnenue 4): @opmsl 1 u 2
[00499] JIns SKCIEpUMEHTOB MO NPOTHUBOMOHAM B aLlETOHE, allETOHUTPUIIE, 2-ITPONAHOJIE
U mpem-0yTUIMETHIOBOM 3(pUpe OCAXKAECHUE MPOUCXOIWIO MPH XPAHEHUH aMITyJl B yCIOBHSX
OKpy:karotel cpensbl B TeueHue Houn. Ocaxnenue HaOmonanoch B EtOAc u THF uepes 5 gueit
oxnaxnaeHus npu temrneparype S°C. Ananuz XRPD BoisiBun e ¢popmbl OeH3051Cy b OHATHON
comu. @opmy 1 (¢pur. 30) monyvanu U3 aleToOHA, AETOHUTPIJIA, STUJIAIETATa, 2-TIPONAHOJA U
THF. ®opmy 2 (ur. 31) nonydanu u3 mpem-OyrunMmerunosoro s¢upa. CpaBHeHHE Moenei
XRPD npenocTaBmiio 4eTkue AOKa3aTeNbCTBA PA3IMIHbIX KpUcTauindeckux Gopm (dur. 32).
[00500] 3arem nposoaunu aHanu3 'H SIMP ans monTBep:kaeHHs oOpa3OBaHUs COJNU U
NPOBEPKH  CTEXMOMETpUHM conu. bnaromaps HeOonpmomy  komumuectBy Popmber 1
Oenzoncynbponata, oOpasyrouieMycss B KaXaoM (JakoHe, TBepHable BEINeCTBA W3
KPUCTAJIMYECKUX TMOMaJaHUil alleToHa M aleTOHMTpWia oObemuHsmu jus 'H  SIMP-
cnextpockonuu. Crnextp 'H SMP mnokasan Hanuuume kak APl Tak ¥ NIpPOTUBOMOHA, HO
IPUCYTCTBOBAJIO HECKOJBKO JOMOJHHUTENBHBIX NMHUKOB. B mMOmNbITKE MOMy4YuTh OOJIee HYUCTBINA
criekTp 0o6pasipl u3 2-nponanosna U THF o6bemuHsIu 1 3anuchiBany Bropoii cnektp 'H SIMP.
bbeutn  OOHapy’keHbl Takue K€ JOMOJHHUTEJbHbIE TIHUKH, BO3MOXHO, COOTBETCTBYIOLIHE
nponyktam paznokeHusi. SIMP-cnextp @opwmbl 2 OGeH3oscyIbpOHATA TIOKA3a, YTO MaTepual
COOTBETCTBYET OEH30JICYNbOHATHOW comu Oe3 MPUCYTCTBYHOIIMX Npumeced. CrekTpsl ais
obenx @opm | u 2 moka3aau 3HAYUTENbHBIE CIBUTH U YIIMPEHHE B MUKAX, YTO MOATBEPIKAAET
o0Opa3oBaHKe COJH.
[00501] B T0 Bpems kak U3 SKCIIEPUMEHTOB He ObUIO M3BJIEUEHO JOCTATOYHOE KOJHMYECTBO
oOpa3iia, 4YTOOBI MOXKHO OBLJIO TIPOBECTH KAKOH-TMOO TEPMHUYECKMI aHAIM3 IS
oenzoncynbponara @opmer 1, skcnepument ¢ TI/TA nposomunu mist GeHzoncynbdoHaTa
@opmbl 2, moNydeHHOro w3 mpem-OyTunmerunosoro s¢upa (pur. 33). Marepuan Obil
Oe3BomHbIM, 0O€3 moTepu Macchl A0 pasnokeHus. OcCTpoe >HIOTEPMUYECKOe COObITHE
HaOJMIOAJIOCh € HavajJoM mnpuOmm3urenbHo mpu  temmeparype 161,9°C u  nwmkom
npubm3uTeNbHO Tipu Temneparype 162,8°C. 3a 3TuM cienoBai IMUPOKHA 3K30TEPMUYECKHI
3¢ eKT, KOTOPBIH, BEPOSITHO, ObUT BBI3BAH AeTpanalueii COJH.

C. Conb merancynbhoHoBoi kuciotel (Coennnenue S5): @opma 1
[00502] UmncTteie pacTBOPBl METAHCYJIb(OHOBOH KHCJIOTHI OOABISIIM K CBOOOIHOMY
OCHOBAHHIO BO BCEX pacTBOpHUTEsIX. B mpem-OyrunmernnoBoM »>dupe oOcakaeHHe

MPOUCXONMIIO 4epe3 15 MUHYT mocie Ao0aBIeHUs MPOTUBOMOHA K CBOOOIHOMY OCHOBAHHIO.
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Jpyrue TBepAble BeIECTBA MOJy4Yalu U3 STHiaLeTaTa B TedeHne Houu u u3 THF udepes 5 nuen
oxnaxnaeHus: npu temmneparype S5°C. JlobapneHHe aHTUPACTBOPHUTENS] B BOAY K AaleTOHY,
AlIETOHUTPUITY U 2-TIPOTMAHOINy MPHUBOAMIO K MTHOBEHHOMY OOpPa30BaHMIO TBEPIOTO BELIECTBA.
Anamnz XRPD npentudunuposan ogHy GopMy COJIH METAHCYJIb(POHOBONH KUCIOTHI (dur. 34 u
35).
[00503] 3atem npoponunu anaaus 'H SIMP nns moaTteepskaeHus oOpa3oBaHUs COJNU U
NpOBepKU cTexuomerpuu conu. CrekTp nokasbiBaeT Hanuuue kak API, Tak u nmpoTuBonoHa co
3HAUUTENbHBIMU CIBUTaMH M pacIIUpPeHUEM B IHKax, YTO JaeT YeTKHUE A0Ka3aTesbCTBA
coJieo0pa3oBaHMUs.
[00504] Oxcnepument TI'/JITA Takke MpoOBOAWIN HA METaHCYJIb(OHATE, MMOJYISHHOM U3
mpem-0yTUIMETUNIOBOTO 3(upa, uYTOOBI M3Y4YHTh MPHPOAY TBEpAOro BemecTBa. llepen
TEMIIePaTypoOll IuaBieHusl coequHeHus Habmonanachk 0,4% ocraTo4Has rotepsi pacTBOPHUTEIISL.
Cnexn moxok Ha mONy4eHHBIH ansi OeH3oncynb(poHATa, HO TeMIepaTrypa IUIABJICHHS IS
MeTaHCyJb(oHaTa OblLla 3HAYMTEIBHO BhILIE, 4YeM st mepBoro. OcCTpoe 3HIOTEPMUYECKOE
coObiTre Habmronmanoch ¢ HavayioM mnpuOnmusuTenvHo npu temneparype 180,2°C u mmkom
npudmsuTensHo npu Temneparype 181,5°C. 3a 3TuM nocnenoBain MHUPOKUH 3K30TEPMUUECKUH
3¢ dexT, KOTOPHIi, BEPOSITHO, ObLT BbI3BAH Aerpafaliiel CoNu.

D. Conb dymaposotii kucnorsl (Coenunenue 6): @opma 1
[00505] @dymapoBass KHUCJIOTa XapaKTEePU30BaJacCh HU3KOM pPacCTBOPUMOCTBIO BO BCEX
UCTIBITAHHBIX PACTBOPUTENSIX, MOITOMY HE MOIJIM ObITh mojiydeHbl pactBopsl 0,5 M. Eme 200
MKJ BOABI MOOABNsUIM BO (hJIaKOHBI, YTOOBI CIIOCOOCTBOBATH PACTBOPEHUIO MPOTHBOMOHA.
OO0pa3upl B aleToHe, AlleTOHUTPHIIE, STHJIALleTaTe U 2-TIPOTAHOJE BCE €Ile HEe PaCTBOPSUIHCH,
MOATOMY MX NOOABIISIN B Bue cycrnensuii. OOpasipl 100aBIsiIn K CBOOOTHOMY OCHOBAaHHUIO BO
BCEX pACTBOpHUTENSIX. B mpem-OyTunmeTnuioBoM s>¢upe OCaKISHHE MPOHCXONWIo yepes 15
MHHYT 10cJie 10OaBJIEHHs MPOTUBOMOHA K CBOOOTHOMY OCHOBaHHIO. [[pyrue TBepble BeIecTsa
nonydanu 3 EtOAc B Teuenne Houn u u3 THF depes 5 nHel oxnaxneHus mpu TemmepaType
5°C. JobaBneHune K aneTOHY, ALETOHUTPWIY W 2-TIPOMAHOJNY AHTHUPACTBOPHUTEISI B BOAE
NPUBOIUIIO K MTHOBEHHOMY O0Opa30BaHMIO TBEPIOTO BEIIECTBA.
[00506] OOpasupl, MONy4YeHHBIE U3 BCEX PACTBOPHUTENICH, KpOME alleTOHUTPUIIA, AaBaJIU
PEHTI€HOTPAMMBI, COOTBETCTBYIOIIME TAKOBBIM Ui CBOOOZHOTO OCHOBAaHHUS, C BBICOKHMH
CTEMEHSIMH TPEIIOYTHTENbHON opueHTaunu. Houblo oOpasel B alleTOHUTPHIIE BBITAPUBAIN
nocyxa, © XRPD mony4eHHOro TBEpIOro BelecTBa YKa3blBal Ha MOTEHIMAIBHO HOBYIO (hOpMY
(¢pur. 36 u 37). UroObl HCKIIOYNTH, YTO HOBOE TBEPAOE BEIIECTBO HE OBUIO CBSI3aHO C

):[erpa):[auI/IeI‘/'I, MPOBOAUIIN SKCIICPUMEHT IO MPOMOPHHUOHAJIBHOMY YBEJIIMYCHHUIO B AlICTOHUTPHUIIC
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¢ wucnonb3oBaHueM S50 wmr cBobomHOro ocHoBaHus. [lonyueHHOe TBEpIOE BEIIECTBO
xapakrepuzoBanu XRPD, KoTopsIii MOATBEPANI HOBYIO pOpMYy.
[00507] Anamus 'H SIMP nonrBepaua oOpa3oOBaHME CONH U BBLIICHUN CTEXHOMETPHIO
comu. Cnexktp mokasan, uro mpucyrcrBoBaiu kak API, Tak u nporusBouoH. CooOTHOLIeHue
APIL:¢pymaposast kucinora cocrapisiyio ot 1 1o 0,91. Crektp mokasaj 3HaYUTENIbHBIE CABUTH B
NHKax, MPEIOCTABIIsIs UeTKUE TOKA3aTeNbCTBA COIe00pa3oBaHusl.
[00508] Oxcnepument TI//ITA mokasan, 4to He OBUIO MOTEPH PACTBOPUTENS IO TOUKH
miaBieHus: coennHenus. Ha cnene JITA Obuta odeHb MajieHbKasi SHIOTEPMUYHOCTh C HAYaJIOM
npu temneparype 80,1°C (nmuk npu Temmeparype 82,9°C), cooTBeTCTByIOIAasi CBOOOIHOMY
ocHoBaHHIO. BTOpoe, peskoe sHIOTepMHUECKOe COObITHE HAOMIONAIOCh C  HAvajioM
npubnusutensHo npu temneparype 133,2°C u nukoM NpHONM3UTENBHO IPH TEMIIEpaType
140,2°C.

E. JInmonHas kucaora
[00509] JIluMOHHas KHUCJIOTa XapakTepPU30BaJach HU3KOM pPacTBOPUMOCTBIO BO BCEX
UCIIBITAHHBIX PACTBOPUTENSX, TIO3TOMY HE MOTNIU ObITh mosydeHs! pactBopsl 0,5 M. Eme 200
MKJI BOIbI JNOOABIsUIM BO (PJIAKOHBI Uil IOJHOTO PACTBOPEHMs NPOTHBOMOHA. B mpem-
OyTUIMeTHIIOBOM 3(hUpe OCAKACHUE MPOMCXOAWIO Yepe3 3 THsS MEeUIEHHOrO MCIAapeHus 1ocie
no0aBIeHUs] TPOTHBOMOHA K CBOOOAHOMY OCHOBaHMIO. JlOTONHUTENbHBIE TBEPIbIE BELIECTBA
MOJIyyau U3 aleToOHa W 2-NporaHoa 4yepes S aHel oxnaxxaeHus npu temneparype 5°C u us3
alleTOHUTpUJIAa M JTUJalleTaTa uepe3 JAOMOJHHUTENbHBIX 2 JHS MEJIGHHOTO HCIapeHusl.
HobGasienue antupacrBoputesss B Bony k THF He nmaBajo TBepAbIX BellecTB. BOJBIIMHCTBO
TBEPABIX BEIIECTB KPUCTAIIU30BAJIOCh B BuAe MOHOKpucTauioB. Ilocne anamuza XRPD
Pa3MOJIOTBIX KPHCTALIOB ObUIO OOHAPYKEHO, YTO MOJIyYEHHbIE MAaTE€PHAJIbl JEMOHCTPUPOBAIU
CTPYKTYPBbI, COOTBETCTBYIOIIHE YUCTOMY CBOOOJHOMY OCHOBAHHIO.

F. L-BunHas xkucnora
[00510] L-BuHHas kuciota XapakTepu3oBajach HHU3KOW PpPACTBOPUMOCTBEO BO BCEX
UCTIBITAHHBIX PACTBOPUTENSIX, NMO3TOMY HE MOIJIM ObITh mojydeHbl pactBopsl 0,5 M. Eme 200
MKJ BOABI NOOABIsIM BO (DJIAKOHBI ISl TIOJHOTO PAaCTBOPEHHs] MPOTHBOMOHA. B mpem-
OyTHIIMETHIIOBOM 3(pHUpe OCAKIEHHE MPOUCKOIMWIO Yepe3 3 THS MEIJIEHHOTO MCIApEeHHUs TOCe
nobaBieHNsI POTUBOMOHA K CBOOOTHOMY OCHOBaHMIO. [[pyrue TBepble BEIIecTBa MOMyJyalu U3
2-npomnaHosna yepe3 5 qHel oxnaxaeHus npu temnepatype 5°C U U3 aleToHa U alleTOHUTPUIIA U
eme dvepes 2 JMAHA MeEUIEHHOro wucmnapeHus. JloOaBneHHe aHTHPACTBOPUTENS B BOIE K
stunaneraty 1 THF naBano Tepable BemecTBa B 00OHMX cCilydasix. BOJBIIMHCTBO TBEPABIX

BEIECTB KPUCTAJUIM30BAIOCH B BHIE MOHOKpucTauioB. Ilocine awnammza XRPD Oputo
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OOHapY>KEHO, YTO TMOJYYEHHBbIE MAaTEePHAIbl TEMOHCTPHPOBAIHN CTPYKTYPBI, COOTBETCTBYIOIINE
1100 CBOOOTHOMY OCHOBAHHIO, JTHOO CMECH CBOOOTHOTO OCHOBAHUSI U IPOTUBOMOHA.

G. 'unnyposast kucnora
[00511] I'mnmypoBast kuMCJIOTa XapaKTepU3OBajaChb HU3KOW PAaCTBOPUMOCTBIO BO BCEX
UCTIBITAHHBIX PACTBOPUTENSIX, NMO3TOMY HE MOIJHU ObITh mojydeHsl pactBopsl 0,5 M. Eme 200
MKJI BOABI OOABIsIM BO (DJIAKOHBI JJISI TMOJIHOTO PAacTBOpEHHUsi mpoTuBonoHa. OOpasubl B
alleTOHe, aleTOHUTPUIIE, 3THIALETaTe U 2-IIPONAHOJIE BCE €ll€ HE PacTBOPSJINCH, IIOITOMY HX
nobaBnsiM B BUAE CycnieH3uil. B aneronuTpue, 2-npomnanosne u mpem-0y TUIMETHUIOBOM dpupe
TBEpPJIbIE BEIIECTBA OCAXAAIHM B TE€UEHHUE HOYU TOCKe T00aBJIEHUSI MPOTUBOMOHA K CBOOOHOMY
OCHOBaHMIKO. [[pyrue TBepaple BeLeCTBa MOAYyYaIu U3 aleToHa, stunanerara u THF depes 3 qus
memieHHoro ucnapenus. [locie ananusa XRPD Opu10 BBIABIEHO, YTO MOJYYEHHBIE MAaTE€PUATIbI
JIEMOHCTPUPOBAJIM  CTPYKTYpPbl,  COOTBETCTBYIOLIME JHOO  CBOOOJHOMY  OCHOBAHHIO,
IPOTUBOMOHY, JTHOO cMeCH CBOOOHOTO OCHOBAHUS M IPOTHBOUOHA.

H. BTopuuHbIii CKDHHUHT COJIEBBIX (HOPM:
[00512] [Tocne mepBUYHOrO CKPUHHMHIA ObUIM MPOTOPLIMOHATBHO YBEJIUYEHbI IBE COJIH:
conb MeTaHcynbpoHaT (uau mesunar) (Coenunenue 5) u conb pymapar (Coenunenue 6).

Couab mesunar (Coennnenue 5)
[00513] 300 mr Coenunenusi 1 B3BEIIMBAIM B CTEKJSIHHOM CLUHTHUIILMOHHOM (hJIaKOHE
obbemom 20 mut. TBepmoe BEIIECTBO MOJHOCTHIO PACTBOPSUIA B mMpem-0yTUIIMETHIIOBOM d(upe
(6,0 mn) npu temmeparype 40°C. 1,0 53KBUBaJEHT YHCTONH MeTaHCYJIb(HOHOBOU KUCIOTHI (38,4
MKJI) n0OaBJsiM K pacTBOpy cBoOOmHOro ocHoBaHusi. OcakneHue HaOMIOIANIOCh B TEYCHHE
HECKOJIBKUX MHUHYT mociie noOamneHus. Cwmech mepememuBanud mnpu Temmeparype 40°C B
TeueHue | wyaca, 3aTeM oOxJaxaadud A0 KOMHATHOW Temneparypsel. IlomydeHHoe TBepaoe
BEINECTBO BbIIEsTN LeHTpudyrupoBanuem (BemectBo 1) W OCTaBIIVIOCS CYCHEH3HIO U3
(makoHa OCTaBISLTM JJIsl MEIJICHHOTO HCMapeHus. IJTo jano Oojee TBEpHOE BELIECTBO
(BemectBo 2). O6e KyJIbTYpBhl BHICYLIMBAIN B SKCUKATOPE B TEYEHUE 3 YAaCOB M aHATU3UPOBAIN
oraenbHo ¢ nomoupo XRPD u BOXX. CornacHo anamusy XRPD Bemectsa 1 u 2
COOTBETCTBYIOT OJJHOHW U TOU e (POpMEe U UMEIOT CXOAHbIE YPOBHH KPUCTALTHIHOCTH. Kpome
toro, ananu3s XRPD mnoarsepaun, 4ro Me3wniaT, MOJYYEHHBIM W3 BTOPUYHOIO CKPUHHUHIA,
COOTBETCTBOBaN (hopMe, TMONYyYEeHHOH B NEpBUYHOM CKpUHHHre. (COBOKYIHOE BELIECTBO
coctaBuiio 85,3%. BemecTso 1 ncnonp3oBaiu sl MOJTHON XapaKTEPUCTUKU COJIH.
[00514] PentreHorpamMma me3ujiata moaTBepAnia HOByIO Gopmy (¢ur. 38).
[00515] Anamus '"H SAMP npoBoauny fjisi OATBEPKIEHUS COIe00pa30OBaHus M NPOBEPKU

crexuomerpun coiu. Cnektp mnokaspiBaeT Hanuuue kak APL Tak u mnpoTtuBouoHa co
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3HAYUTEIBHBIMI CIBUTAMHU W pPACHIMPEHHEM B IHKaX, YTO JAaeT YEeTKOe CBHUAETENbCTBO
coneobpaszosanus (¢ur. 39).
[00516] Ananmuz BOXX noxkazan, uto BemectBo 1 xapakrepusyercst yuctoroi 99,97%.
YpoBHU YHUCTOTHI cocTaBiIsIM 99,98% mocne 7-IHEBHOrO BO3JEHCTBUS TeMIIEPaTypbl
40°C/oTHOCUTENnbHON BIakHOCTH 75%); 99,97% mocne 7-AHEBHOTO BO3IEHCTBHS TEMIIEPATYPbI
80°C u 99,95% mocne 7-1HEBHOTO BO3ACUCTBHS B YCIOBHUSIX OKPYIKAIOLIEH Cpeabl - H3MEHEHUS
HE CUMTAJIUCh 3HAUUTENbHBIMH. UncToTa Bemecrna 2 cocrasisiia 99,96%.
[00517] TI/ATA BemectBa 1 nemoHcTpupoBamu mnoteptro Maccel Ha 0,3% mepen
pacmiaBieHueM. bbuia oHa OCTpas 3HIOTEPMUYHOCTL C Ha4yajoM npu Temnepatype 178,6°C u
nukoM npu Ttemmneparype 181,3°C, 3a KOTOpbIM cienoBana 3K30T€PMHYHOCTb, KOTOpas
COOTBETCTBOBaJIA ierpananuu oopasua (¢pur. 40).
[00518] Hccnenosanus conu JICK coorBerctBoBanu TI'A, moaTBep:kaas HaAIMUUE OCTPOU
SHAOTEPMHUYHOCTH C HadajoM npu temmeparype 179,0°C (mukom mpu temmneparype 181,8°C).
Kpome Toro, 6puta HeGonbIIasi SHIOTEPMUYHOCTD ¢ HadaioM npu temmnepatype 77,0°C (mukom
npu Temneparype 79,4°C), COOTBETCTBYIOLIAs PACIIABICHUIO CBOOOTHOrO OCHOBaHHA (¢wmr.
41).
[00519] HccnenoBannss GVS  mokaselBaroT, YTO  Marepuan  OblI  YMEPEHHO
TUTPOCKOMUYHBIM C TIOCTENIEHHBIM YBEJIUYEHHEM MacChl IMPH OTHOCUTENBHON BIJIAXKHOCTH.
Iornorexue Macchbl cocTaBisiio ot 2,8% mo 70% BiaskHocTu U oT 3,5% 10 90% BnaxkHOCTH O€3
TUCTepe3nca MeXKIy COPOLIMOHHBIM M 1eCOPOLIMOHHBIM ITUKJIOM. PEHTTeHOCTPYKTYPHBIH aHATIH3
marepuaina nocyie GVS nmokasan, yTo o0pasen COXpaHuI CBOKO (HOPMY U KPHCTATITHYHOCTb.
Coab pymapar (Coenunenue 6), @opma 1
[00520] 300 mr CoenuHeHus: 1 B3BEIMBAIU B CTEKJITHHOM CLMHTHJUIILIMOHHOM (hJIaKOHE
oobemom 20 wmu. TBepmoe BemecTBO MONHOCTBIO pactBopsiii B MeCN (1,5 mu) mpm
temneparype 40°C. 1,05 skuBaneHta ¢pymMapoBoil KUCIOTHI (72,06 Mr) B3BEIIUBAIH B APYTrOM
(bakoHe u TBEpAOE BEIeCTBO NMOJHOCTHIO pactBopsutk B EtOH (2,4 mun) npu Temnepatype 40°C.
PacrBop ¢ymapoBoii KuCIOTBI MOOABISIM K PacTBOPY CBOOOJHOTO OCHOBAHHST W CMeECh
nepemermmBany npu temneparype 40°C B teuenue 1 waca. Cmech oxJiakaand A0 KOMHATHOMN
TEMIIepaTyphl, U PaCTBOP NMOJABEpPrail MEAJICHHOMY HCIApeHuro B Teuenue 2 auen. Ilocne storo
¢baakon xpanwnmu npu Temmeparype S5°C B TeueHue eme 3 AHEW, 4TOOBI CIIOCOOCTBOBATH
ocaxxneHuro. [lonydyeHHOE TBEpIOE BELIECTBO BRIAEISUIN LeHTpudyruposanuem (Bemectso 1) u
NOJIYYEeHHBI HCXOMAHBIA PACTBOP OCTABISUIM Ul MEIJICHHOTO HCIapeHus. JTo nano Oonee
tBepnoe (BemectBo 2). Oba BemecTBa BBICYIIMBAIN B 3KCHKATOpE B TEUEHUE 3 HYaCOB U

aHanm3uposaiu ¢ momoirpio XRPD u BOXX.
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[00521] BemectBo 1 ucnonb3oBaiu 1jisi MOJHON XapakTepuCTUKH coiu. OOHY U Ty Ke
bopmy nonyvanu u3 00enx KyJbTyp C OXWHAKOBBIMHU YPOBHSIMH KPUCTAJUTMYHOCTH.

[00522] Pentrenorpamma ¢pymapara nmoarsepauniia HoByw dopmy (ur. 42).

[00523] Anamm3z BOXKX mokazan, 4ro BemecTBo 1 ¢ymapata XapaKTepU30BaJIOChH
guctoron > 99,9%. Uucrora ocraBajack Ha ypoBHe 99,9% mnocne 7-IHEBHOTO BO3AEHCTBUS
temneparypoit 40°C/oTHOCUTENBHON BIaXHOCTBIO 75%, Temmeparypoit 80°C u ycrmoBusiMu
OKpYy>KaroLen cpenbl. MI3MeHeHUs: He CUUTAIOTCs 3HAYUTEJIbHBIMU.

[00524] Crnextp 'H SIMP nokasan, uTo MaTepuan COOTBETCTBYeT pymapaTy (¢pur. 43).
[00525] TI/ATA BemecrBa 1 ¢ymapara He TMPOSBISLT MOTEPH MAcChl Iepen
pacmiasieHreM. CylnecTByer OfHAa OCTpas 3HAOTEPMUYHOCTb C HaydajlOM MpU TeMIlepaType
128,1°C u nukom npu Temneparypoil 133,4°C. DHAOTEPMHUYHOCTb, COOTBETCTBYHOLIAS
CBOOOJTHOMY OCHOBAHHIO, He OblIa BUHA HA MPONOPLMOHAIBHO YBEJIUUEHHOM MaTepuae (¢ur.
44).

[00526] Uccnenosanus JICK conu coorsercrBoBanu TT'A, moaTeep:kias HaTu4Iue OCTPOM
SHIOTEPMHUYHOCTH ¢ HadajoM rnpu temneparype 126,4°C u nukom npu temmneparype 132,1°C
(ur. 45).

[00527] Hccnenosanus GVS nokasplBarOT, 4TO MaTepUal sIBJISETCS] HETUTPOCKOMUYHBIM C
oueHb HeOOJIbIIUM yBeJNUYeHreM Macchl Bbiiie 50% OTHOCUTETBHOU BIakKHOCTH. ITormomeHue
Macchbl coctaBisier oT 0,11% mo 90% BrnakHOCTH. PEHTreHOCTPYKTYpHBINA aHAIM3 Marepuala
nociie GVS nokaszan, 4ro oOpaser coxpaHsieT CBOK (HOPMY U KPHCTATITHYHOCTb.

CxpuHuHr noaumoppueix moauduxkauuii pymapara (Coenunenue 6), @opmsi 2 u 3
[00528] I[Mpu ckpunuare mnomuMopdHbex Moaubpukauuii Coenunenuss 6  Obun
UeHTU(QULUPOBAHBI JIBE JOMOJIHUTENbHbIe KpucTaumueckue ¢opmbl CoenuHeHus 6.
Coenunenue 6, @opmy 2, BeIIeNsN U3 cycrneHsuu 95/5 aueron/Bona, a Coennnenne 6, @opmy
3, Beensin U3 cmecu 80/20 muokcan/Boma. Coemunenue 6, @opma 1 mpencrarnsia coOoi
TEPMOIMHAMHYECKH Haubosnee crabmibHyr0 (GopMy Tpex MOJIUMOPPHBIX MOIU(PUKALIUNA

CoenuHenus 6.
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POPMYJIA U3OBPETEHUA

1. Kpucrammueckas ¢opma 1,1,1,3,3,3-rekcapTopnponan-2-mn-4-(2-(mupponugus-1-
un)-4-(Tpupropmernn)oeH3 W) NUNEpa3HH- 1 -kapOokcmnata  uiau ero  (apMaLeBTHUECKH

npuemjieMas COJib U COJIbBAT.

2. Kpucranmmueckass popma no m. 1, npuuem 1,1,1,3,3,3-rexcapTopnponan-2-mn-4-(2-
(mupponuaus-1-un)-4-(tpudpTopmernn)oeH3 ) IunepasuH- 1 -kapOoKCHIaT npeacTaBiseT codoi

CcBOOOIHOE OCHOBAHUE.

3. Kpucranmuueckas ¢opma mo m. 2, mpudeM KpHcTamanueckas (gopma cBOOOJHOTO
OCHOBAHUs 1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(nmuppoaunus- 1 -uim)-4-
(TpudTopmeTH)OeH3 M) TUNepa3uH- 1 -kapOoKcHIaTa XapakTepu3yeTcs 10 MEHbIIel Mepe
OJIHUM M3 CJIEYIOLIUX CBOMCTB:

(a) penrrenorpamma mopoiukoBoii audpakromerpun (XRPD) siBisiercss mo CyuiecTBy
TAKOM K€, KaK IpeacTaByieHHas Ha ¢wr. 1,

(b) pentrenorpamma nopoukoBoi mudpakromerpun (XRPD) ¢ xapakTepucTHUECKIMU
nukamu npu 7,8° 2-rera, 12,0° 2-reta, 18,5° 2-tera, 19,0° 2-teta, 19,6° 2-Tera u 21,2° 2-Tera;

(c) Tepmorpasumerpuyeckuii ananu3 (TT'A) mo cyuiecTBy aHaJIOTHYHBIA TOMY, KOTOPBIH
MIPEeACTaBJICH Ha (ur. 2,

(d) repmorpamma JICK mo cyliiecTBy aHaJIOrM4YHasi TOM, 4TO MpeAcTaBieHa Ha ¢ur. 3;

() Tepmorpamma JICK ¢ SHIOTEPMHYHOCTBIO, XapaKTEPUIYIOIIEHCS HAdajIoM
npubIM3UTENbHO npu Temmeparype 80°C;

(f) nuagpaxpacusiii (UK) criexTp mo CymecTBy aHaJIOTHYHBINA CIIEKTPY, IPEACTABICHHOMY
Ha ¢ur. 6;

(g) undpaxpacubiii (MK) cnekTp ¢ nukamu npudausutensHo npu 1735 em™) 1427 em’!,
1102 cmt, 982 cm™! 11 888 eml;

(h) HErUTrPOCKOMUYHOCTD WIIH KE

(1) mx koMOMHaIMH.

4. Kpucrammgeckast popma 1o 1. 3, mpudeM Kpuctajuimyeckas popma xapakTepusyercs
peHTreHorpaMmMoil mopomkosoit audpakrometpun (XRPD), xoropast sIBIsSeTCS MO CYIIECTBY

TAKOM K€, KaK MpefcTaBJeHHas Ha ¢wur. 1.
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5. Kpucrannuuaeckas ¢popma o 1. 3, mpuyueM KpHcTautnueckas GopMa XapakTepu3yeTcs
pPEHTreHorpaMMoil mopommkoBoi nudpakromerpun (XRPD) ¢ xapakTepucTUYeCKUMU MHKAMHU

npu 7,8° 2-tera, 12,0° 2-tera, 18,5° 2-teta, 19,0° 2-teta, 19,6° 2-teta u 21,2° 2-Tera.

6. Kpucrammnieckas gopma no m. 3, mpuyueM KpHcTauindeckas GopMa XapakTepu3yeTcs
TepMOrpaMmMoii Tepmorpasumerpudeckoro aHanusa (TI'A), koTopast mo CymecTBy aHaJIOTHYHA

TOH, YTO NPENCTaBJIeHA Ha (ur .2.

7. Kpucramnndeckas gopma no 1. 3, mpuueM KpHcTauindeckas GopMa XapakTepu3yeTcs

tepmorpammoii JICK, kotopas 1o cyiecTBy aHaJIOrMyHa TOM, YTO MPeACTaBjeHa Ha (ur. 3.

8. Kpucrannudeckasi ¢popma 1o 1. 3, mpudyeM Kpuctajuimdeckas Gopma xapakTepusyercs
tepmorpamMmoii  JICK ¢ SHAOTEpPMHUYHOCTBIO, HUMEKOIEH Havano MNPUOTU3UTENBHO MpU

temneparype 80°C.

9. Kpucrammndeckas Gopma 1o m. 3, nmpuueM KpucTauinueckas GopMa XapakTepu3yeTcs
nappakpacibiM  (MK) cmekTpoMm, KOTOpBIi 1O  CYINECTBY AaHAJOTMYEH  CIEKTpY,
MPEeACTaBJICHHOMY Ha (pur. 6.

10. Kpucrammmyeckas ¢opma mo 1 3, mnpudyeM KpUCTaUIMueckas ¢dopma

2

xapakTepusyercs nappakpacasiM (MK) criekTpoM ¢ mukamu npubmusutensHo npu 1735 el

1427 emt, 1102 o', 982 el i 888 eml

11. Kpucrammueckas ¢opma mo m. 3, mpudeM KpUCTauMdeckas (Gopma sBISETCS
HETUTPOCKOMUYHOM.

12. Kpucrammmyeckas ¢opma mo 1m 3, mnpudeM KpUCTaUIMUeckas ¢opma

2

XapakTepusyercs TeM, 4to obnanaet coiicteamu (a), (b), (c), (d), (e), (f), (g) u (h).

13. Kpucrannmueckas ¢popma no modomy u3 mi. 3-12, mpudeM Kpuctaumdeckast popma
NOJNyuYeHa W3  aleTOHa,  AaLETOHA/BOABL,  ALETOHUTPWIA, AHMW30JIA, JUXJOPMETaHa,
IUHM30MPONIIIOBOTO 3¢upa, ANMETHIALETAMUNA, TUMETHI(POPMAMUIA, TUMETHICYIb()OKCHA,
1,4-nuokcanHa, »3TaHONA, OTWUJIALIETATa, W3OMPOMMIALETaTa, METAHONA, METAHOJA/BOABL
METUJISTWIIKETOHA, METWJIN300yTUIKETOHa, N-METHI-2-TIUPPONIUAOHA,  2-TIpOMaHona,  2-

NPOTIAHOJIA/BOIBI, Mpen -0y THIIMETHIIKETOHA, TeTparuapodypaHa, Toinyosa, Boasl, 1-OyTaHomna,
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2-3TOKCHATAHONA, 2-MeTUaTeTparuapodypana, OEH30HUTPHUIIA, XJIOPOEH30J1a, TeNTaHa, TeKcaHa

WK mpem-aMUuJIOBOro CriupTa.

14. Kpucrammueckas ¢popma no n. 1, nmpuuem 1,1,1,3,3,3-rexcadpropnponan-2-un-4-(2-
(mupponunus-1-mn)-4-(TpudropMerni)0oeH3 U ) munepa3uH- 1 -kapOoKCHIaT PEaCTaBIsIeT COOO0M
COJIb  MOHOTHJIPOXJIOPHI, COJb OWCTUAPOXJIOPHA, COJb (ymapar, Cojab Oe3uIaT WM COJb

MC3WJIaT UJIH €10 COJIbBAT.

15. Kpucramndeckass ¢opma no n. 14, npuuem (papmManeBTHUYECKU MpUEMIIEMasi COJb
1,1,1,3,3,3-rekcadTopnponan-2-un-4-(2-(muppoauaus- 1 -um)-4-
(Tpudropmern)OeH3nI)nIUNepa3nuH- 1 -kapookcuara IPEACTaBIISIET coboit COJIb

MOHOTUAPOXJIOpUA UJIN €€ COJIbBAT.

16. Kpucramnmuyeckas ¢opmMa mo . 15, mnpudeMm Kpucrauuueckas Qopma
MOHOTUAPOXJIOPUAA 1,1,1,3,3,3-rexcadropnponan-2-ni-4-(2-(mupponunus- 1 -mn)-4-
(Tpudropmernn)densui)nunepasus- 1 -kapbokcuinara  mpexacrasiasier  cobor Dopmy 1,
XapaKTepU3YIOIIYIOCs 110 MEHbLIEH Mepe OAHUM U3 CIIEAYIOIINX CBONCTB:

(a) penrrenorpamma mopoikoBoit audpakromerpun (XRPD) siBisiercss mo CyuiecTBy
TAKOM K€, KaK IpeaCcTaByeHHas Ha wur. 9,

(b) penTreHorpamma nopowmkoBoi mudpakromerpun (XRPD) ¢ xapakTepucTH4eCKUMU
nukamu npu 6,4° 2-teta, 14,9° 2-teta, 16,9° 2-tera, 18,4° 2-tera u 20,9° 2-Tera,

(c) Tepmorpamma TepmorpaBumeTpudeckoro anaiusa (TT'A) mo cyiuecTBy aHaJOrHYHA
TOH, 4TO IpencrasyieHa Ha ¢wur. 10;

(d) repmorpamma JICK mo cyliecTBy aHaJOrvyHa TOM, 4TO MpeacTasiieHa Ha ¢ur. 11

() Tepmorpamma JICK ¢ SHIOTEPMHYHOCTBIO, XapaKTEPUIYIOIIEHCS HAdajIoM
npubIM3NUTENBEHO Npu Temmepatype 182°C;

(f) HEerurPOCKOMUIHOCTD UITH

(g) nx KOMOHMHALHHL.

17. Kpucramnmueckas ¢opma mo mn. 16, mnpuueM kpucrajumueckas ¢Gopma

>

XapaKkTepU3yeTcs PEHTIeHOrpaMMoii mopourkosoi nudpakromerpun (XRPD), koTopas siBisieTcs

IO CYLIECTBY TaKOH K€, KaK MpeACTaBIeHHas Ha (pur. 9.

18. Kpucrammmueckas ¢opma mo mn. 16, mnpuueM kpucrajumueckas (Gopma

>

XapakTepu3yeTrcs  peHTreHorpamMmoil  mopomkosoit  auppaktomerpuun  (XRPD) ¢
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XapaKTePUCTUIECKUMHU NUKamu 1ipu 6,4° 2-tera, 14,9° 2-tera, 16,9° 2-terta, 18,4° 2-tera u 20,9°

2-TeTa.

19. Kpucrajumveckas ¢opmMa mno 1. 16, mnpudeMm Kpucramiuueckas Qopma
XapakTepusyercs TepMorpammoin Ttepmorpasumerpudeckoro anammsa (TI'A), kortopas mo

CYLLECTBY aHAJOTrM4YHa TOU, YTO NpeAcTaBiaeHa Ha ¢ur. 10.

20. Kpucrammueckas ¢opma mno 1n. 16, mpudem Kpuctaymueckas —(opma
xapaktepusyercss Tepmorpammoirt JICK, koropas mo CylecTBy aHajllOTUYHA TOM, YTO

npencrasieHa Ha ¢mur. 11.

21. Kpucrammyeckass ¢opmMa mno 1. 16, mnpudeM Kpucrauimueckas Qopma
xapakrepuszyerca Tepmorpammoi  JICK ¢ 3HAOTEpMUYHOCTBIO, HMEIOIIEH  Havajo

npubIU3uTENBbHO pu Temmepatype 182°C.

22. Kpucranmmdeckass gopma mo m. 16, mpuuem Kpuctamimdeckas ¢Gpopma sBISETCS

HETUIPOCKOMMYHOM.

23. Kpucrammmueckas ¢opma mno 1. 16, mnpudeMm KpucTtayuueckas (opma

XapakTepusyercs TeM, 4to obnanaet coiictBamu (a), (b), (c), (d), (e) u (f).

24. Kpucrammmueckass ¢opma no jJrodomy w3 mm. 16-23, mpuueM KpUCTaJUTH4eCcKast
dopma moOdydeHa W3 AUETOHUTpHIA, 1,4-AMOKCaHa, STWIALIETaTa, METAHONA, Mpent-
OyTHIIMETUIIOBOTO 3(HUpa WK 2-TIPOMAHOIIA.

25. Kpucrammmueckas ¢opma mno 1n. 15, mpudem Kpuctaymueckas —(opma
MOHOTHIPOXJIOPHUIA 1,1,1,3,3,3-rekcadropnponan-2-mi-4-(2-(muppoauaus- 1 -uim)-4-
(TpudTopMeTH)OeH3WIT) TUTepasuH-1-kapOokcuiata mpencraBisier coboii  Dopmy 2,
XapaKTEPU3YIOIIYIOCS 110 MEHbLIEH Mepe OTHUM U3 CIICAYIOIINX CBOHCTB:

(a) penrrenorpamma mopomkoBoii audpakromerpun (XRPD) sBisiercs mo cyuiecTBy
TAKOW K€, KaK IPe/CTaBJICHHas Ha ¢wur. 28;

(b) penTreHorpamma nopowmkoBoi mudpakromerpun (XRPD) ¢ xapakrepucTuaeckuMu
nukamu npu 8,6° 2-teta, 14,3° 2-Teta, 15,6° 2-tera, 19,0° 2-tera, 19,8° 2-reta u 20,7° 2-Tera;

(c) Tepmorpamma TepmorpaBumeTpudeckoro aHaiusa (TT'A) mo cymiecTBy aHajJOTHYHA

TOH, 4TO IPEenCTaBJIeHa Ha (ur. 26,



149

(d) repmorpamma JICK mo cyiiecTBy aHaJIOrHYHa TOMW, YTO MPEACTaBiieHa Ha ¢ur. 3;

(e) Tepmorpamma JICK ¢ 3HIOTEPMHYHOCTBIO, XapaKTEPU3YIOIIEHCS HAdajIoM
npubm3uTeNbHO npu Temmeparype 201°C;

(f) nadpaxpacuenii (MK) criekTp mo cymecTBy aHaJIOTHYEH CHEKTPY, MPEACTABICHHOMY
Ha ¢ur. 29,

(g) undpaxpacubiii (MK) crnekTp ¢ nukamu npudausutensHo npu 1729 em, 1426 cm!,
1102 cm, 984 cm! 1 907 eml;

(h) HErUrpOCKOMUYHOCTD MIIH

(1) mx xoMOUHaIMH.

26. Kpucrammmueckas ¢opma mno 1n. 25, mpuueM KpuUCTainueckas —(Qopma
XapaKTepU3yeTcsi pEeHTreHOrpaMmoit opoikosoi audpakromerpun (XRPD), kotopast siBisiercs

IO CYLIECTBY TAKOM ke, KaK MpeAcTaBieHHas Ha ¢mur. 28.

27. Kpucrammuyeckas ¢opmMa mno 1m 25, npudeM KpHUCTauiuueckas —Qopma
XapaKTepU3yeTcsi  peHTreHorpammoil  mopomkoBoid — audppakromerpunn  (XRPD) ¢
XapaKTepUCTHUECKUMH NHKaMu 1ipu 8,6° 2-teta, 14,3° 2-Teta, 15,6° 2-Teta, 19,0° 2-teta, 19,8°
2-tera u 20,7° 2-TeTa.

28. Kpucrammmueckas ¢opma mno 1n. 25, 1mpudeM KpucTamueckas —(opma

>

XapakTepusyercss TepMorpammoin Ttepmorpasumerpudeckoro anaimmsa (TA), kortopas 1o

CYLLECTBY aHAJIOTMYHA TOW, YTO NMpEACTaBIeHa HA (pur. 26.

29. Kpucrammmueckas ¢opma mno 1n. 25, mpudeM KpucTamueckas —(opma

>

xapaktepusyercss Tepmorpammor JICK, koropass mo CymecTBy aHajlOrM4YHAa TOH, YTO

npencTasyieHa Ha ¢ur. 27.

30. Kpucrammmueckas ¢opma mo m. 25, mnpuueM Kpuctajuimueckas —(Gopma

3
xapaktepusyercsi Tepmorpammoii  JICK ¢ SHIOTEpMUYHOCTBIO, MMEMOINEH  Haydajo
npuOIM3UTENBbHO npu Temmeparype 201°C.

>

31. Kpucrammmueckas ¢opma mo m. 25, mnpuueM Kpuctajuimueckas —¢Gopma
xapakTepusyercst uHppakpacHbM (UK) ciekTpom, KOTOpPBIH MO CYIIECTBY aHAJIOTHYEH CIEKTPY,

MPEACTABJICHHOMY Ha (pur. 29.
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32. Kpucrammmueckas ¢opma 1o 1. 25, mpuueM KpucTaimueckas —(opma

2

xapakTepusyercs uappaxpacHpiM (MK) criekTpoM ¢ mukamu OpubmusutensHo npu 1729 el

1426 em!, 1102 ov’, 984 em! 1 907 emrl.

33. Kpucranmueckast gopma mo m. 25, mpuuem KpuCTaUIH4Yeckass Gopma sBISETCS

HErUrpOCKOMUYHOM.

34, Kpucrammmueckas ¢opma mno 1n. 25, mpuueM KpucTaimueckas —(opma

XapakTepusyercs TeM, 4Tto obnanaer csoiictBamu (), (b), (¢), (d), (e), (f), (g) u (h).

35. Kpucrammmueckas ¢opma no modomy u3 nm. 25-34, mpuueM KpHUCTaJUINYecKast
(opma mojyueHa M3 alLETOHA, ALETOHUTPHIA, AHU30Ja, JUXJOPMETaHA, AUH3O0IPOINUIOBOIO
sbupa, oSTaHONA, ATUJNALETAaTa,  M3OMNPONUIALETaTa,  METAHOJNa,  METUJIITHIIKETOHA,
METIIN300yTUIIKETOHa, mpem-OyTUIMETHIIOBOTO 3(upa, 2-MponaHoya, TeTparuapodypaHa,

TOJIyOJ1a, 2-3TOKCHITAHOA, 2-METUIITETPAruApodypaHa Wil Mpent-aMIJIOBOTO CITHPTA.

36. Kpucramumueckas ¢popma no m. 14, npuuem (apManeBTUYECKH NpHeMIIeMast COJb
1,1,1,3,3,3-rekcadyropnponan-2-mi-4-(2-(nuppoauaus- 1 -wm)-4-
(Tpudropmernn)oeH3un)nunepasul- 1 -kapOokcunara NPEACTaBIISIET coboii COJTb
OMCTUIPOXJIOPH WK €€ COJbBAT.

37. Kpucrammuueckas ¢opma mno 1n. 36, mpudeM KpucCTaHueckas (opma

oucrunpoxyopuna 1,1,1,3,3,3-rekcadTopnponan-2-mi-4-(2-(muppoauauH- 1 -wmn)-4-
(Tpudropmermin)oeH3u)unepasuH-1-kapOoKcHUIaTa XapakTepU3yercs IO MeHbIIeH Mepe
OIHUM M3 CIEAYIOLIUX CBOWCTB:

(a) penrrenorpamma mnopomkoBoii audpakromerpun (XRPD) sBnsercs mo cymecTBy
TaKOM ke, KaKk MpencTasieHHas Ha ¢wmr. 17,

(b) pentrenorpamma nopomkosoi nudpakromerpun (XRPD) ¢ xapakTepucTUIeCKIMU
nukamu npu 6,4° 2-rera, 12,0° 2-tera, 12,5° 2-tera, 14,3° 2-tera, 18,5° 2-Tera u 22,8° 2-Tera;

(c) Tepmorpamma TepmorpaBuMerpudeckoro ananusa (TI'A) mo cymiecTBy aHajloru4Ha
TOH, 4TO NpeAcTasieHa Ha ¢wur. 18;

(d) repmorpamma JICK mo cymecTBy aHajJOrH4Ha TOH, 4TO MpeacTaBieHa Ha ¢ur. 19;

(e) Ttepmorpamma JICK ¢ SHAOOTEPMHYHOCTBIO, XapaKTEPU3YIOMIECHCS HAYaIOM
npubm3nuTeNbHO rpu Temmneparype 154°C unun

(f) nx xomMOuHALIH.
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38. Kpucrammmueckas ¢opma mno 1. 37, mnpuueM Kpuctammyeckas (opma

2
XapaKkTepu3yeTcs PEHTIeHOrpaMMoii mopourkoBoi audpaxromerpun (XRPD), koTopas siBnsiercs
IO CYILECTBY TaAKOM K€, KaK NpencTaBjieHHas Ha ¢ur. 17.

39. Kpucrammmueckas ¢opma mno 1. 37, mnpuueM Kpuctamiamyeckas (Gopma

XapakTepusyercs  peHTreHorpamMmoil  mopomkoBoit  auppaktomerpuun  (XRPD) ¢
XapaKkTepUCTUUECKUMU NTUKaMu 1ipu 6,4° 2-teta, 12,0° 2-Teta, 12,5° 2-Ttera, 14,3° 2-teta, 18,5°

2-teta u 22,8° 2-Tera.

40. Kpucrammmveckass ¢opmMa mno 1. 37, mnpudeM KpucTauimueckas Qopma
XapakTepusyercs TepMmorpammoi Ttepmorpasumerpudeckoro anammza (TI'A), kortopas mo

CyLIECTBY aHAJIOIM4YHA TOM, UYTO MpeAcTasieHa Ha ¢ur. 18.

41. Kpucrammuyeckas ¢opmMa mno 1. 37, npudeM KpHUCTauiUueckas —Qopma
xapaktepusyercsi tepmorpammoiri JICK, xkoropas mo cCymiecTBy aHajJOrH4Ha TOM, dYTO
npencTasieHa Ha ¢wur. 19.

42. Kpucrammuueckas ¢opma mno 1. 37, mnpudeM KpucTaiudeckas —(opma

2
xapaktepusyercss tepmorpammoii  JICK ¢ SHIOTEpMUYHOCTBIO, HMEKOINEH  Haydajo
npUOM3UTENBHO Mpu Temiieparype 154°C.

43. Kpucrammmueckas ¢opma mno 1n. 37, mpudeM KpucTaymueckas —(opma

2

XapakTepusyercs TeM, 4to obnanaet coiictBamu (a), (b), (c), (d) u (e).

44. Kpucrammudeckass ¢popma mo jrodomy w3z mm. 37-43, mpudeM KPUCTALTHYECKAst

¢dbopma nonyueHa u3 mpem-0yTuamMeTusioBoro 3¢upa u S sksuBaientoB HCI.

45. Kpucrammdeckast ¢popma no m. 14, npuuem (papManeBTHUECKH MpHEMIIEMasi COJIb
1,1,1,3,3,3-rekcadTopnponan-2-mn-4-(2-(muppoiauaus- 1 -uim)-4-
(Tpudropmern)deH3nI)MUNepa3uH- 1 -kapOokcuIaTa npencrasisieT codoi conb pymapart uim ee

COJIbBAT.

46. Kpucrammmaeckass ¢opma mo m. 45, mpudeM Kpucrauimueckas ¢opma ¢ymapara

1,1,1,3,3,3-rekcadpropnponan-2-mn-4-(2-(muppoaunus- 1 -m)-4-
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(TpudropmeTin)OeH3nIT)MUNepa3uH- 1 -kapOOKCHIaTa XapakTepusyercss 10 MeHbInel Mepe
OIHUM U3 CJIEAYIOUINX CBOMCTB:

(a) penrrenorpamma mopoikoBoil audpakromerpun (XRPD) sBisiercs mo cymiecTBy
TAKOM K€, KaK IIPeCTaBJICHHAs Ha (ur. 42;

(b) pentreHorpamma nopowmkosoi mudpakromerpun (XRPD) ¢ xapakrepucTudaeckuMu
nukamu npu 13,6° 2-tera, 14,1° 2-teta, 14,3° 2-Teta, 20,0° 2-TeTa 1 21,9° 2-Tera;

(c) Tepmorpamma TepmorpaBumeTpuydeckoro anaiusa (TT'A) mo cymiecTBy aHajJOrH4YHA
TOH, 4TO IIPEACTaBJICHA Ha (ur. 44;

(d) repmorpamma JICK mo cyliecTBy aHaJIOrM4YHa TOMW, UTO MpeAcTaBiieHa Ha ¢ur. 45,

(e) Tepmorpamma JICK ¢ 3HIOTEpMHUYHOCTBIO, XapaKTEpU3YIOIIEHCS HAdajioM
npubIu3uTeNnbHO Npu TeMmepatrype 126°C;

(f) HEerurpOCKONMUYHOCTH UITH

(g) x KoMOMHAIMH.

47. Kpucrammmueckass ¢opma mno 1. 46, mnpuueM KpHCTauMdeckas —(opma
XapaKTepU3yeTCsi PEHTIeHOrPaMMOii mopourkoBoi nudpakromerpuu (XRPD), koTopast siBisieTcs

IO CYLIECTBY TaKOH ke, KaK MpeacTaBiIeHHas Ha (ur. 42.

48. Kpucrammuueckas ¢opma mno 1. 46, mnpudeM KpucTauueckas (opma
XapakTepu3yeTcss  pPeHTreHorpamMmoil  mopomkoBodt  auppaktomerpuun  (XRPD) ¢
XapaKTepUCTUYeCKUMH Nukamu mpu 13,6° 2-terta, 14,1° 2-tera, 14,3° 2-tera, 20,0° 2-tera u

21,9° 2-tera.

49. Kpucrammmueckas ¢opma mno 1n. 46, mpudeM KpucTamueckas (opma
XapakTepusyercs TepMorpammon Ttepmorpasumerpuyeckoro anammsa (TIA), kortopas mo

CYILECTBY aHAJIOTMYHA TOM, UTO MpeACTaBieHa Ha (ur. 44.

50. Kpucrammmyeckas ¢opma 1o 1. 46, mnpudeM KpucTajuindeckas ¢opma
xapaktepusyercss Tepmorpammor JICK, koropass mo CymecTBy aHalOTMYHA TOH, YTO
NpencTaBiieHa Ha ¢ur. 45.

51. Kpucrammmyeckas ¢opma 1o 1. 46, mnpudeM KpuCTauindeckas ¢opma

>

xapaktepusyercsi TepmorpamMmoii  JICK ¢ SHIOTepMUYHOCTBIO, MMEWOINEH  Haydajo

NpUOIM3UTENLHO pH Temmeparype 126°C.



153

52. Kpucrammmueckas ¢opma mo m. 46, mpudeM KpuCTauTMdeckas (Gopma sBISETCS

HErUIPOCKOIMUYHOM.

53. Kpucramumyeckass ¢opma mno 1. 46, mnpudeM KpuCTauMdeckas ¢opma

XapakTepusyercs TeM, uto obmanaet coiictBamu (a), (b), (¢), (d), (e) u (f).

54. Kpucramnmmyeckass gopma mo moOomy u3 mm. 46-53, mpuuem KpHCTaIHUYECcKast
¢dopma monydeHa u3 1-Oyranona, l-mpomaHosa, 2-mpoOMaHONA, CMECEH aleTOH/BOAa, CMecei
alleTOHUTPHJI/BOJIA, 3TaHOJA, MeTHJIalleTaTa/BOAbl, METUJI3TUIIKETOHA/BOIBI,

METaHOJIa/alleTOHUTPUIIA U 2-METOKCHUITAHOJIA/alleTOHUTPHJIA.

55. Kpucramnuueckas gopma no n. 14, npudeMm ¢papMaLeBTHUECKH TIpUeMiieMas COJb
1,1,1,3,3,3-rekcadropnponan-2-ni-4-(2-(mupponauaus- 1 -mm)-4-
(TpudTopmMeTH)OeH3 M) TUIepa3uH- 1 -kapOOKCcHIaTa MPenCTaBisieT COOOH CONb ME3UJIAT WU €€

COJIbBAT.

56. Kpucrammmueckas ¢opma mo m. 55, mpudeM Kpucrajuimueckas (Gopma Me3usara
1,1,1,3,3,3-rekcapTopnponan-2-un-4-(2-(muppoiauaus- 1 -um)-4-
(Tpudropmernn)OeH3nT)munepa3uH- 1 -kapOoKcHIaTa XapakTepuUsyercss IO MeHbInel Mepe
OIHUM U3 CJIEAYIOUINX CBONCTB:

(a) penrrenorpamma mopoikoBoil audpakromerpun (XRPD) siBisiercss mo CyuiecTBy
TAKOM ke, KaK IpeaCcTaBIeHHas Ha ¢wur. 38;

(b) penTreHorpamma nopowmkoBod mudpakromerpun (XRPD) ¢ xapakrepucTH4eCKUMU
nukamu npu 8,6° 2-teta, 12,4° 2-teta, 14,6° 2-tera, 16,5° 2-tera, 17,7° 2-rera u 19,7° 2-tera;

(c) Tepmorpamma TepmorpaBumeTpudeckoro anaiusa (TT'A) mo cyinecTBy aHajJOrHYHA
TOH, UTO IpencTasyieHa Ha ¢ur. 40;

(d) repmorpamma JICK mo cyiecTBy aHaJIOrv4yHa TOMU, 4TO MpeAcTasiieHa Ha ¢ur. 41

(e) Tepmorpamma JICK ¢ 5HOOTEPMHYHOCTBIO, XapaKTEPHU3YIOLIEHCS HAYAJIOM TIpU
Temmneparype npudnusurenpao 179°C; unmn

(f) nx xomMOMHALIY.

57. Kpucrammmdyeckas ¢opma 1o 1. 56, mnpudeM KpuCTajuindeckas —¢opma

>

XapaKkTepu3yeTcs PEHTIeHOrpaMMoii mopourkosoi audpakromerpun (XRPD), koTopas siBnsiercs

IO CYLIECTBY TaKOH K€, KaKk MpeAcTaBiIeHHas Ha ¢ur. 38.
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58. Kpucrammmyeckas ¢opmMa 1o 1 56, mnpudeM KpuCTajuindeckas ¢opma

XapakTepu3yercs  peHTreHorpamMmoil  mopomkosoit  auppaktomerpuun  (XRPD) ¢
XapaKkTepUCTUUECKUMU TTuKamu nipu 8,6° 2-teta, 12,4° 2-Teta, 14,6° 2-tera, 16,5° 2-teta, 17,7°
2-tera u 19,7° 2-Tera.

59. Kpucrammmyeckas ¢opma mo 1. 56, mnpudeM KpuCTauiMdeckas ¢opma

2

XapakTepusyercs TepMorpammoi Ttepmorpasumerpudeckoro anammsa (TI'A), kortopas mo

CYLLECTBY aHAJOTM4YHA TOU, YTO NpeAcTaBiaeHa Ha (ur. 40.

60. Kpucrammueckas ¢opma mno m. 56, mnpuueM KpucTajutmueckas (Gopma
xapaktepusyercs tTepmorpammoir JICK, koropas mno CylecTBy aHaJlOTUYHA TOM, YTO

npeAcTaBiieHa Ha ¢ur. 41.

61. Kpucrammmueckas ¢opma mo mn. 56, mnpuueM KpucTajuimueckas —Qpopma
xapakrepuszyerca Tepmorpammoi  JICK ¢ 3HAOTEpMUYHOCTBIO, HMEIOIIEH  Havajo

npubIU3uTEeNBbHO pu Temmepatype 179°C.

62. Kpucrammmueckas ¢opma mo 1. 56, mnpuueM Kpuctammueckas —(opma

XapakTepusyercs TeM, 4to obnanaet coiictBamu (a), (b), (¢), (d) u (e).

63. Kpucrammmueckass ¢opma mo mobomy w3 mm. 56-62, mpuueM KpHCTaJTHYECcKas
dbopMa mojydeHa U3 mpem-OyTHIMETHUIOBOrO 3dupa, 3STHIALETAaTa, TeTparuapodypaHa,

BOJIbI/AIIeTOHA, BOJIbI/allETOHUTPHIIA UITH BOIBI/2-MPOTAHOA.

64. Kpucrammmueckas popma o aodomy u3 mi. 3-63, mpudeM Kpuctauimdeckas Gopma

ABJIACTCA HeCOHbBaTHpOBaHHOﬁ.

65. Kpucranmmueckas popma o aodomy u3 mi. 3-64, mpudeM Kpucrauinieckas Gopma

SBJSAETCS OE3BONHOIA.

66. dapmareBTHYECKasi KOMIIO3WIWS, CONIEpKalas KPUCTAUTMYECKYI0 (opMy TO
nroboMy u3 . 1-65 wim ero apMarneBTHYeCKH PUEMJIEMYIO COJIb HJTA COJIbBAT U 1O MEHbINEH
Mepe OIWH HEaKTHBHBI WHIPEOUEHT, BBIOPaHHBIH U3 (HapMALEBTHUECKH MPHUEMIIEMbIX

HOcUTeNeH, pa3baBuTeNiell 1 BCIIOMOTATEIbHBIX BELIECTB.
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67. Kpucrammmieckas ¢popma 1o JodomMy u3 nm. 1-65 aist npuMeHeHus! B MEAULIUHE.

68. Crocob neueHuss OONM y Hy)KIAMOLIETOCs B 3TOM MALIUEHTA, MPeNyCMaTPUBAOIINI
BBE/ICHHE HYXXJIAIOIIEMyCsl B 3TOM NAaLHUEHTy TepaneBTHUECKH 3(PPEKTUBHOIO KOJINYECTBA
KPHUCTAJTNUECKOH (opMbI 1O Jr0OoMy U3 mm. 1-65 wnn papmaneBTHUECKON KOMIO3HLUY T10 II.

66.

69. Criocob mo 1. 68, mpu KOTOPOM OOJIb TIPEACTABIISIET COO0I HEBPONATHUECKYIO OOJIb.

70. Cniocob no 1. 68, mpu KOTOPOM 0OJIb MpeNCTaBIsAeT COO0I BOCHATUTENBHYIO OO0Jb.

71. Cnioco0 neueHus: STUIISTICHH/TIPUIIAIOYHOTO PACCTPOICTBA, PACCESHHOIO CKIIEPO3a,
Helipomuenuta 3pureiabHoro Hepsa (NMO), cunapoma Typerra, Oonesnu AnblrefiMepa Wiu
Oonu B JKUBOTE, CBSI3aHHBIH C CHHAPOMOM DPAa3IpaKEHHOTO KHIIEYHHKA, Y HYXKIAIOINErocs B
5TOM TMAlMeHTa, MPeAyCMaTPUBAIOIINI BBEIEHHE HYXAAOIIEMYCs B OTOM MAlUEHTY
TepaneBTHIecKH 3()(PEeKTUBHOrO KOJMUECTBA KPUCTAUINYECKONH (popMel o obomy u3 mm. 1-65

W (papMarieBTHUeCKOH KOMIIO3UIMH 1O 1. 66.

72. Criocob nedyenust OCTpoi 00H, BOCHAIUTEIBHON OOJIH, OHKOJIOTHYECKOH 0omu, 60JH,
BBI3BAHHOH mepudepuyeckoll HEBPOMATHEH, IEeHTpaJbHOH OonH, (UOPOMHUANTUH, MHUIPEHH,
BA300KKJIFO3MBHBIX OOJIEBBIX KPHU30B MPHU CEPIOBUAHOKIETOUHOW AHEMHHU, CIIACTUYHOCTU WU
0o, CBSI3aHHOW C PACCESTHHBIM CKJIEPO30M, (PYHKIHOHAIBHOW OO B IPyAH, PEBMATOUIHOTO
apTpUTa, OCTEOAPTPUTA WIN (PYHKIIMOHAIBLHOW AUCTIETICUU Y HY)KJAIOIIErOCsl B 3TOM MAIUEeHTA,
NpeAyCMATPUBAIOIINH  BBENEHHE HYXXIAKOMIEMyCsl B 3TOM MALUEHTy TEPaneBTHYECKU
5(p(PEKTUBHOrO KOJNMYECTBA KPHUCTAJUIMYECKOH ¢GopMbl mo Jrobomy w3 mm  1-65 wmm

(dhapMaLieBTHYECKON KOMITO3HIIMHU TI0 1. 66.

73. Cnoco® yedeHHss OUCTOHMM V  HYKOAOIIErocss B STOM  TALUEHTA,
NpeAyCMATPUBAIOIINN  BBENEHHE HYXXNAKOMIEMyCsl B 3TOM MALUEHTy TEPareBTHYECKU
5 PEKTUBHOrO KOJNMYECTBA KPHUCTAUIMYECKOH ¢GopMbl mo mrobomy w3 mm  1-65 wmm

(hapMaLieBTHYECKON KOMITO3HIIMHU TI0 1. 66.

74. 1,1,1,3,3,3-rekcadpTopnponan-2-mn-4-(2-(mupponuaus- 1 -uim)-4-
(TpudropmeTn)deH3nI)MUNepa3uH-1-kapookcunar win ero (papMaLeBTHYECKH MpHUeMIIeMast

COJIb WX COJIbBAT AJIA NPUMEHEHUA B MEIHULIMHE.
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2

75. ®apmaueBTH4UeCcKM mnpuemsiemas couap 1,1

R |

1,3,3,3-rexcadTopnponan-2-un-4-(2-

(mupponuaun-1-un)-4-(tpupTopmernn)oeH3mn)nunepasun- 1 -kapookcunara (Coenunenne 1),

npuueM (papMaLeBTUIECKH MpUeMIeMasl COJb MPEeNCTaBisieT CoOOH Coib

COJIb OUCTUAPOXJIOPU, COJb (hyMapar, CoJib Oe3UsIaT UTH COJTb ME3WJIAT.

76. dapmaneBTUYECKH IpUeMIeMas Ccolb Mo M. 75,

npuemIieMast CoJib IPEACTABIsIET COOOH MOHOTHAPOXJIOPHU.

77. ®apmaneBTUYECKH IpUEMIIeMas COlb MO II.

npuemIieMast CoJlb PeACTaBIsieT COO0H OUCTHAPOXIIOPH.

78. ®apmaleBTHUECKH IpuemyeMas Ccojb MO I

npuemiemMast CoJib peACTaBysieT co0ol pymapar.

79. ®apmaleBTUYECKH IpuUemyeMas COjlb MO I

npuemMseMast CoJib peacTaBisieT codol Oe3nnar.

80. dapmaleBTUYECKU IpUeMieMas COJlb MO I

npreMIIeMast CoJb MPEACTaBIsAeT COOOH Me3UIIaT.

75

75

75

75

pu4emM

npu4emM

npu4eM

npu4em

npu4emM

MOHOTUAPOXJIOPH,

(bapmaneBTHUECKU

(dapmaneBTHUECKU

(bapmaLeBTHUECKH

(bapmaLeBTHUECKU

(dbapmaneBTHYECKU

81. @apmaneBTHUECKH MpHeMieMas Ccoib Mo Jrodomy wu3 mm. 75-80, mnpuuem

(bapMaLieBTHYECKH TTPUEMIIEMAsT COJIb SIBJISIETCS KPUCTAITUYECKOM.

82. @apmaneBTHUECKH TMpHeMieMas Ccoib Mo Jrodomy wu3 mm.  75-80, mpuuem

(dbapMaLieBTHYECKH TTpHEeMIIEMAsi COJIb SIBJISIETCST aMOP(HOM.
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