202192925 Al

(19) EBpa3unckoe 21 202192925 13 A1l
naTeHTHoOe
Be4gOMCTBO
(12 OIMMUCAHUE U30BPETEHUS K EBPAZUIICKOM 3ASIBKE
(43) Dara nyGnukaumn sasisku (51) Int. Cl. CO7D 413/04 (2006.01)
2022.03.23 A61K 31/42 (2006.01)
AG6IP 25/18 (2006.01)
(22) [ata nonaum 3aaBku
2020.04.30
(54) TBEPABIE ®OPMbI UHTMBUTOPA GLYT1
(31) 62/841,401 (72) Waobperatens:
(32) 2019.05.01 3urep Metep (DE), I'ao d:xo L3101, SIn
(33) US Bun-Cio (US)
(86) PCT/US2020/030580 (74) TMpencrasuens:
(87) WO 2020/223419 2020.11.05 peA g
(71)  3assurens: Becesmukuii M.b., Becernukas U.A.,

M . - Ky3enkoBa H.B., Kakcuc P.A., Besioycos
BEPUHIEP HHI'EJILXANM 10.B., KyaukoB A.B., Ky3nenosa E.B
VMHTEPHAIIMOHAJIB I'MBX (DE) CoxouioB P.A., Ky3nenosa T.B. (RU)

(57) Ommucansbl TBepabie hopMbl MHrHOMTOpa NepeHocurka ruuuHa Tvna 1 (GlyT1). M3o0perenue Takke

OTHOCHUTCSI K CHoco0aM TPUTOTOBICHHS TaKWX TBEPABIX (opM, (apManeBTHUSCKUM KOMITOZUIIHSIM,
cofep KalIuM TakKue TBepAable (OPMBI, U WX IPUMCHEHHIO IS JICUCHHUS MEIUIIUHCKUX COCTOSHHIA,
OTBECUYAIONIMX Ha JICUCHUE C IPUMCHEHUEM HWHTUOUTOpA MMEPEHOCYMKA [JINIWHA ThTa 1.

IV  §76C61C0C



10

15

20

25

30

139412

TBEP/JIBIE ®OPMbI MHI'MBUTOPA GLYTI1

0O0acTb TEXHUKHU, K KOTOPOIl OTHOCHUTCS U300peTeHnE

Hactosimee wu3o0peTeHne OTHOCHTCS K TBepAbIM (¢GopMaM HHruOUTOpa
nepenocunka raunuHa tuna 1 (GlyT1). HM3obOpereHue Tak)e OTHOCUTCS K crocobam
NPUTOTOBJIEHWs] TaKuX TBepAbix QopMm, (apmaleBTHYECKUM  KOMIIO3ULIUSM,
copep KalluM Takue TBepAble (OPMBI, U UX MPUMEHECHHIO IS JICYEHHUS] MEIUIIUHCKHUX
COCTOSIHMH, OTBEYAKINNX Ha JICUCHHE C NPUMEHEHHEM HHTHOWTOpa NepeHOCUYHKa
ravuuHa tuna 1.

IlpeanoCchlIKN CO3MaHMUs U3 O6D CTCHUA

[Mn3zodpenuss mnpencrasiasger cobOH mporpeccupyrolnee ©  paspylIaromniee
MCUXUATPUYECKOE 3aboneBanue, XapakTepusyroluieecs 3MU30AUYECKUMU
NO3UTUBHBIMU CHUMITOMaMH, TAaKUMHM KaK WJIIO3UHM, TaJUIFOLUUHALUYM, HapyLIEeHUs
IPOLECCOB MBIIIJIEHUS] U TCHUXO3bl, U YCTOWYMBBIMU HETaTUBHBIMH CHUMITOMaMHy,
TakUMH Kak adPeKkTUBHAS TYNOCTh, HAPYLIEHHNE BHUMAaHUS, COLMATIBHOE OTUYXKAEHHE
U HapymeHue KorHuTuBHbIX ¢pyHkunil (Lewis DA u Lieberman JA, 2000, Neuron, 28:
325-33).

I'mnore3a mu3oppeHnn ObUia MpeasioxkeHa B cepenuHe 60-X roJoB MPOLIJIOTO
BeKa Ha OCHOBAaHHMHM IICUXOTOMHMETHYECKOTO JeHCTBUS, BBI3BIBAEMOro OJIOKamou
rJIyTaMaTHOM CHUCTEMBbI TakuMH coenuHeHussMu, kak Qenuukauaud (PCP) wu
POACTBEHHBIMH areHTamu (Hampumep, KETaMHH ), KOTOpBIE SABISIIOTCS
HEKOHKYPEHTHBIMU aHTaroHuctamu riayramatHoro N-mertun-D-acmapratr (NMDA)
peuentopa. HMHTepecHO, 4YTO y 3I40pOBBIX no00poBosbleB, PCP-unnynupoBaHHOE
NICUXOTOMHUMETHYECKOE AelHCTBUE BKJIIOYAET MO3UTUBHbIE U HEraTUBHbIE CUMIITOMBI, a
TaK)X€ KOTHUTUBHYIO NHUCOYHKIHUIO, TAKUM 00pa3oM O4Y€Hb MOXO0XKe Ha MU30(PEHHIO Y
nauueHToB (Javitt DC u np., 1999, Biol. Psychiatry, 45:668-679); cm. Takxe Jentsch u
Roth, 1999, Neuropsychopharmacology 20:201-225). Takum o0pa3om, yBeJIUYEHUE
HeliporpaHcMuccun uepe3 NMDA-peunentop B LEHTpPaJbHOW HEPBHOH CcHCTEME
obecreunBaeT BO3MOJKHOCTb DPAa3BUTHsSI HOBBIX IMOAXOAOB JIEUYCHUs MIU30QPEHHH, a
TaK)X€ APYTHX HEBPOJOTHYECKUX M ICUXHATPUYECKUX 3a00NeBaHMI, CBSI3aHHBIX C
NMDA-peuentopoM u/unu riayramarteprudeckoi auchynkmnueii. NMDA-penentop

npencTaBisieT COOOW JIMTaHI-yNpaBiseMblii HWOHHBIM  KaHajl, COCTOSIUA U3
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komOnHaunu aByX NR1 u aByx NR2 cyObenuHHI U i €r0o aKTUBALMH HEOOXOAUMO
OIHOBPEMEHHOE CBs3biBaHHE riayramata B NR2 cyOpenuHuLe U rIMIUHA B Ka4eCTBE
ko-aronucta B NR1 cyOowsenunune (Johnson u Ascher, 1987, Nature 325:529-531).
OnHoll u3 crTpareruil anas ysenuueHus akTuBHocTu NMDA peuenrtopa sBisercs
MOBBILIEHUE KOHLEHTPALUHU INIMIUHA B JIOKAJbHOM MHKPOOKPYKE€HUHM CHHANTHYECKUX
NMDA peuentopos nytem unrubuposanus GlyT1 (Bergeron R. u gp., 1998, Proc.
Natl. Acad. Sci. USA 95:15730-15734). ®akTu4ecku, KIMHUYECKHE UCCIETOBAHUS C
NpsIMBIMH ~ arOHMCTAMH TJIUOUHOBOro cadta D-cepunom wu mnporunom GlyT1-
UHTUOUTOpA, CAPKO3MHOM, KOTOPBIH YBEJIWYMBAET TJIUIUH B CHHANTHYECKOHW IIEJH,
NOKa3aJIi HEKOTOPYI 3(P(PEeKTHBHOCTh AJS JIEYEHUS] HETAaTHBHBIX CHMITOMOB U B
MEHbIIEH CTENeHU, MO3UTUBHBIX M KOTHUTHBHBIX CHUMITOMOB muzodppenun (Tsai u
ap., 2004, Biol. Psychiatry 44:1081-1089; Lane u ap., 2005, Biol. Psychiatry 63:9-
12). B nmocnennee Bpems, KIWHHYeCKas J(PPEKTHBHOCTP MO OTHOLIEHUIO K
HEraTHBHBIM CHMIITOMaM y MalUeHTOB ¢ musodpenuei Opua onucana musa GlyTl-
unruouropa RG1678, koTopslit TecTupoBanu B (ase 1l KIMHUUECKNX HCCIETOBAHUN B
Ka4yeCTBE JOMOJHHUTEIbHOrO JIEUEHUsS] K CYIIECTBYIOIIUM Ha PBbIHKE HEHPOJENTHKaAM
(Umbricht u op., 2011, Schizophr. Bull. 37(Suppl.1):324).

D¢ ¢PexTUBHOCTD HA PA3JIMYHBIX KUBOTHBIX MOJENAX / TECTax AJsI MO3UTUBHBIX U
HEraTUBHBIX CHMITOMOB IIH30(PEHUH, a TaKKe B  HECKOJBbKHX 3aJaHUAX Ha
3anmoMuHaHue, Obplia ommcaHa B Jjutepatype s pasaudablXx GlyT1-mHruburopos.
(Depoortere u np., 2005, Neuropsychopharmacology 30:1963-1985; Boulay u ap.,
2008, Pharmacol. Biochem. Behav. 91:47-58, Karasawa u ap., 2008, Behav. Brain
Res. 186:78-83; Shimazaki u np., 2010, Psychopharmacology 209:263-270; Kinney u
ap., 2003, J. Neurosci. 23:7586-7591).

U3 roJIoBHOTO MO3ra MJIEKOMUTAKIHUX OBIJIO KJIOHHPOBAHO ABA PA3JIUYHBIX T'eHA
nepenocunka riuguHa (GlyTl wu GlyT2), koTopeie HPUBOAST K CHHTE3Y IBYX
NEePEHOCUYNKOB, UMEIIUX 50% roMOJIOrHI0 AMHHOKHCIOTHBIX MOCIEA0BATEIbHOCTEN.
GlyT1 npencraBneH  4eTbIpbMs  H30OpMaMH, KOTOpPBIE  BO3HUKAKT  IMPH
aJbTEPHATUBHOM CIUIAHCHHIE W MCIOJB30BAHUHU ajibTepHaTuBHOro nmpomotopa (la, b,
Ic u 1d). Tonpko aBe u3 3TUX HU30PopM ObUIM OOHAPYKEHBI B TOJOBHOM MO3Ie
rpeisyHoB  (GlyTla wu GlyTIb). GlyT2 Takxe mpencraBlieH ¢ HEKOTOPOH
rereporeHHocTbi0. M3BectHo, uto GlyT1 pacnonoxern B IIHC u B HeKOTOpPBIX
nepudepudecKknx TKaHsiX, B TO BpeMs kak GlyT2 sasasercs cnenuduueckum k [ITHC,

rJIaBHBIM 00pa3oM B 3aJHEH YacTH rOJIOBHOrO MO3ra UM CIUHHOM Mo3sre (Zafra u ap.,



10

15

20

25

1995, J. Neurosci. 15:3952-3969). GlyT1 skcnpeccupyercst B rime U HeHpOHaX, U
OpLI0 0OOHAPYKEHO, YTO OH PACHOJIOKEH B riyrtamarepruyeckux cunamncax (Cubelos u
ap., 2005, Cereb. Cortex 15:448-459).

WHrubutopel  mepeHOCYMKAa  TIJIMIUHA  pPacCMATPHBAIOTCA B KauecTBe
NPETEeHJEHTOB JUIsl JIEYEHUs] HEBPOJOTMYECKUX M TICUXUATPUYECKUX HapyLISHUH.
BoNbIIMHCTBO BOBJIEUEHHBIX OOJIE3HEHHBIX COCTOSIHUH NMPEACTABIAIOT COOOH MCUXO3BI,
mu3oppenuro (Armer RE u Miller DJ, 2001, Exp. Opin. Ther. Patents 11: 563-572),
NCUXOTUYECKHE PAaCCTPONCTBA HACTPOEHHS, TakKhue Kak OOJblIOoe HenpecCUBHOE
PacCTPOMCTBO, pAacCTPOMCTBA HACTPOEHHUs, CBSI3aHHbIE C MCUXOTUYECKUMH
paccTpoicTBaMH, TaKHe€ KaKk  OCTpPbIi MaHMAKaJbHBI CUHIPOM MU JENpecCus,
CBSI3aHHBIE C OUIOJAPHBIMU HAPYIICHUSMHU, U PACCTPONHCTBA HACTPOCHUS, CBS3AHHBIE
¢ muszodpennei, (Pralong ET u np., 2002, Prog. Neurobiol., 67:173-202), ayruueckue
Hapymenus: (Carlsson ML, 1998, J. Neural Trans. 105:525-535), KOTHUTHBHBIE
HapyIIeHUs, TaKHe KaK AEMEHLUH, BKJIIOYAs CTAPUYECKYH IAEMEHLHI0O U CEHHJIbHYIO
OEeMEHIUI0 THNa AJbLreiMepa, HAPyUIEHHUS MAMATH Y MJIEKONHTAIOIINX, BKIKOYas
monedt, cuaapomel aepunuta BHUManusA U 0onb (Armer RE u Miller DJ, 2001, Exp.
Opin. Ther. Patents, 11:563-572).

VBennuennas  akrusauus NMDA  penentopoB  mocpenctsom  GlyTl
UHTUOUPOBAHUS MOJKET JIEYUTh IMCHUXO03, MHU30(PPEeHUI0 (ITO3UTHUBHBbIE, HEraTUBHbIE U
KOTHUTHUBHBIE CHUMIITOMBI), IEMEHLIHI0 M JApyrue 3aboyieBaHus, NPH KOTOPBIX
HapyLIeHbl KOTHUTHBHBIE MPOLECCHI, TaKWe KaK CHHIAPOMBbI AepULHUTa BHUMAHUS,
Oone3Hb AnblreiiMepa, WM JPyrue HEBPOJOTrHUEeCKHUe U ICUXUYECKHE PACCTPOICTBA.

Uurunbuposanne GlyT1 mnpencrasnsier coboil 4Ype3BbIYAWHBIM HWHTEpPEC, B
OCOOEHHOCTH IO OTHOLIEHHMIO K HAPYIIEHUID KOTHUTHBHBIX (YHKIMH, CBS3aHHBIX C
Oosie3Hpr0 AnblreiiMepa mwin mu3odpeHuei.

Nurunbupyouiee coequHeHUe, UMerInee ocoOblii MHTepec, MPencTaBiseT coOoH
npumep 50, onucanHeii B WO02013017657, xotopoe uMeeT CTPYKTYpY,

NpeACTaBICHHYIO HIKe (nanee B HacTosmeM nzobperennu “CoennHenne 17):
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B W02013017657 ynoMmuHaeTcss CTPYKTypa, HO HE OonucaHa J0as KOHKpEeTHas
tBepnas ¢opma Coemnunenuss 1. Takum oOpaszom, cymecTByeT NOTpeOHOCTH B
TBepablx (opmax CoenuneHus 1, UMEOIHUX OJaronpusTHbE (apMaleBTUUYECKHE
CBOWCTBa, TaKWe Kak, Hampumep, mnepepadaTeiBa€MOCTh, CTaOUIBHOCTH W
PacTBOPUMOCTb.

KpaTkoe onucaaue CyIMHOCTHU I/1306D6T6HI/I$I

H300peTenne OoTHOCUTCS K HOBBIM TBepAbiM (popmam Coenunenus 1 (manee B
HacTosIel 3asaBKe, COOMpPAaTENbHO “COEMHEHUS COTJIACHO N300pETeHUI0”).

HN300peTeHne Takke OTHOCHTCA K Crnoco0aM TMPUTOTOBJIEHUS COEIHHEHUI
COTJIaCHO U300PETEeHHI0 U UX NMPUMEHEHHUI0 B KauecTBa Mmoayisaropos GlyT1.

B  npanpHeidimeM  acmekTe,  HacTosAllee ~ M300peTEHHE  OTHOCHTCS K
bapmaLeBTHYECKUM KOMITO3HIUAM, CoepIKaALUM COeMHEeHNe COTJIACHO
n300peTeHn0, HeoOs13aTeIbHO COBMECTHO C OJHUM HJIM HECKOJbKUMH WHEPTHBIMHU
HOCHUTEJISIMH W/UJIH pa3OaBUTEISIMHU.

JlanpHe#mmeld acmeKT HAaCTOSAIEero H300pPEeTeHUs OTHOCUTCS K COCIMHEHHSIM
corlacHO u300peTeHHI0 UM (papManeBTUYECKUM KOMIO3ULHSM, COJIEpKALUM
COEAMHEHHUsI COTrJACHO H300pETEeHHIO Ml MPUMEHEHUs IJIA NMPENOTBpPAIIEHUs W/UIU
J€YEHHs] HEBPOJOTHUYECKUX MU ICUXUYECKUX PACCTPONUCTB.

Eme ppyroit acmekT HacTOSIMEro H300pETEHUs] OTHOCHUTCS K COEIUHEHHSIM
COracHO u300peTeHHI0 UMM (PapMaUeBTHYESCKUM KOMIO3ULHSAM, COJIEpPKAIUM
yKa3aHHbIE COENUHEHHUs, JJIsI NMPUMEHEHHUs [JIs1 MPEeJOTBPALIEHUS W/WUIU JIeYEHUs
3a00€BaHUN WM COCTOSHUM, HAa KOTOPBIE MOXHO BJHATH INyT€M HWHTHOMPOBAHUS
GlyT1, Takue Kak COCTOSHUS, OXBATHIBAIOLINE MO3UTUBHbBIE U HETaTUBHBIE CUMIITOMBI

mu3oppeHun, a TakKe HapyWEeHUs KOTHUTHUBHBIX (YHKLMH, CBA3AHHbIE C
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mu3oppenueii, 6onesnp AnpureiiMepa M Ipyrue HEBPOJOTHYECKHE U TNCUXUUYECKHE
paccrpolictBa. IIpuMeHeHHe OXBAaTBIBAET MNPUIOTOBJIEHHUE JIEKAPCTBEHHBIX CPEACTB
AJIs1 T€4eHUsI COOTBETCTBYIOIUX 3a00IeBaHUMN.

Kparkoe onucanue Puryp

Ha ®urype 1 npencrasnena kaptuHa XRPD Coenunenus 1 (amopdnas ¢popma),
MIPUTOTOBJIEHHOT'O B COOTBETCTBUHU C npouenypoit uz W02013017657.

Ha ®urype 2 mpencraBiieHa NOPOIIKOBAas PEHTTeHOBCKas AUPpaKTOrpaMma
(XRPD) ®opwmer I Coennnenns 1.

durypa 3 mnpencrasisier coboii mpoduib TepMuueckoro aHaiuza Dopmbr |
Coenunenus 1, onpenenenHslii nyrem usmepenus JCK.

®urypa 4a npeacrasisier coboit °C SAMP cmektp TBepmoro Tera Popmsr I
Coenunenus 1.

®urypa 4b mpencrasaser coboii F SIMP cmektp TBepmoro Tema ®opmsr I
Coenunenus 1.

Ha ®urype 5 npeacrasnena kaptuia XRPD ®opwmer Il Coenunenns 1.

durypa 6 mpexcrasiser coboii mpodunp tepmuyeckoro aHaimmza Popmser I
Coenunenus 1, onpenenennelii nyreM usmepenus JCK.

®urypa 7a npexcrasusier coboit C AMP cmextp TBepmoro Tema Popmsr Il
Coenunenus 1.

®urypa 7b mpencrasaser coGoii ''F SIMP cmekrp TBepmoro Tema ®opmer II
Coenunenus 1.

Ha ®urype 8 npencrasnena kaptuHia XRPD ®@opwmsr III Coequnenus 1.

durypa 9 mpencraBiser coboii mpoduiab Tepmuueckoro anaiuza Dopmbr 111
Coenunenus 1, onpenenenuelii nyrem usmepenus JCK.

durypa 10 mpexncrasisier coboi BC AMP cnektp TBepaoro tena Popwmser III
Coenunenus 1.

durypa 11 npeacrasiaser coboil U30TEPMYy BOAOMOTJIOLIEHHS, MOKA3bIBAKO YO
nornomenne Bonbl Popmel II Coenunenuss 1 u amopduoro Coemunenus 1 mpwu
xpa"eHuu npu 25 °C npu pasauuHbIX OTHOCUTENbHBIX BIAXKHOCTSIX.

durypa 12a mpexncrasnsger coOOH CHEKTp pamMaHOBCKOro paccesHus Popwsr [
Coenunenns 1, @urypa 12b mpencrasnser coboil CIEKTP pPaMaHOBCKOTO pacCesHUS
@opwmer II Coenunenns 1, u @urypa 12¢ npeacrasnser coboil CieKTp paMaHOBCKOTO

paccesinus @opwmel Il Coequnenus 1.
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IHonpoOHoe onucanue u300peTeHust

CoxkpaieHus:
JACK HuddepernuanbHas CKaHUPYIOL[Asi KAJOPUMETPHS
B.J. Buemuuii auamerp
OB OTHOcCHUTeNnbHAs BIAXKHOCTD
SSNMR SAnepHbIil MArHUTHBIA PE30HAHC TBEPAOTO Teja
XRPD PeHTreHoBCKasi MOPOIIKOBast NU(PPAKTOMETPHS

Kak obcysxnanoce Beile, U300peTeHHE OTHOCUTCS K KPUCTAJIINYECKUM hopMam
Coenunenus 1, onucaHHBIM B HacToOsLIeH 3asiBke, kKak B Buae @opmel [, @opwmsr 11 unu
®opwmbl III; u cmecam no mensweil Mepe AByxX @opwm I, @opwm II, unu @opwm 111
(“xkpucTannuueckne COeNUHEHHs] COrjacHo m3oopereHur”). B WO2013017657 ne
yKa3aHO Kako#-1ubo kpuctamnuueckoit popmel Coequnenus, modoro cnocoda
NPUTOTOBJICHHS KpucTtaumndeckoi popmer CoenmHenns 1, wim q1000r0 U3 CBOWCTB
kpuctainndeckux Gopm CoennHeHus 1, Kak OMMUCAHO B HACTOAILEH 3asBKeE.
CoenuHeHHs COrJaCcHO U300PETEHUIO UMEIT OJaronpuATHbIE CBOMCTBA (Harpumep,
YIYUIIEHHYIO CTA0OMIBHOCTh U BOCIIPOU3BOJUMOCTB), IO CPABHEHHIO C aMOp(HOH
dopmoii Coenunenus 1, onucannoi B [Ipumepe 1 B HacTosAmei 3asaBke u
WO02013017657. VaydmeHus no cpaBHEeHHUIO ¢ aMop(HOU GopMoli BKIIOUAIOT,
HanpuMep, CHUKEHHYIO THAPOCKONUYHOCTh U YMEHBIIEHHYIO CKJIOHHOCTD K
IpEeBpAIEHHUI0 B IPYrylo TBepayw ¢Gopmy. Hanpumep, nornomenne Boasl aMmopdHOTo
Coenunenus 1 npu 25 °C cocrasuset 1,4%, ecnu Boiaepxkupaercs npu 90%
OTHOCHUTEJIbHON BJIAXKHOCTH B T€Y€HHUE O 4aCOB NPU NPOAYBKE YBJIaKHEHHBIM a30TOM.
B otnuuue ot aToro, nornouienue Boabl 1t @opmel Il Coennuenus 1
(MITFOCTPAaTUBHOE COENMHEHUE B COOTBETCTBHU ¢ M300pereHuem) npu 25 °C
COCTaBJIsIeT TOJNBKO MpubausuTenpHo 0,04%, ecnu Beinep:kuBaeTcs npu 90%
OTHOCHUTEJIbHON BIIA)KHOCTH B T€UEHHUE 6 4aCOB MPU NMPOAYBKE YBJIaXKHEHHBIM a30TOM.
(Cm. Qurypy 11.)

B opHOM BapuaHTe OCyLIECTBIIEHHS, U300pEeTEHUE OTHOCUTCS K TBepaoi Popme
I Coenunenus 1.

B opHOM BapuaHTe OCyLIECTBIIEHHS, U300pEeTEHUE OTHOCUTCS K TBepaoi P@opme
IT Coenunenus 1.

B opHOM BapuaHTe OCylIeCcTBIICHHS, U300pEeTEeHNEe OTHOCUTCS K TBepaoi Popme

IIT Coenunenus 1.
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Kaxnas uz @opwm I, @opwm II u @opwm III moxkeT ObITh IPUTOTOBIIEHA B popMeE,
KOTOpas MO CYLIECTBY HE COAEPIKUT APYrux AByx nonumopdos. Hampumep, B onHOM
BapuaHTe ocymecTtsiaeHus, ®opma I moxer 1o cymecTtBy He conepxatb @Popmsel II u
@opwser III; B npyrom Bapuanrte ocymectsieHus, @opma Il moxer no cymecTBy He
cogepxatb @opmsl I 1 @opwmer III; u B npyrom Bapuante ocymectBiaeHus, Popma III
MOJKET IO cyuiecTBy He cogepxkatb @opmsbl I u @opwmel II. Kak ucnonssyercs B
HACTOsIIEel 3asiBKe, “IO CYyLIeCTBY He COAepPKUT 0003HAYaET, YTO TBEPIOE
COeIMHEHHE CONEPIKUT MO MeHbIel Mepe npudnusurenbHo 75% omxHou
kpuctajmndeckoi @opmel Coenunenus 1 (Hanpumep, @opwmerl 1) Ha ocHOBaHUHU
obmux MossipHbIX KonuuecTB Popwm [, @opwmer 1T u @opwmer I1II. MossipHoe
coorHomeHue @opmel I, @opwmsl 11 min @opwmer 111 Coenunenus 1 moxer ObITH
OTpeaesIeHO, HAPUMED, UCTIONB3YsI CIIOCOOBI, ONMMCAHHBIE B HACTOSIIEH 3asBKeE.

B onHOM BapuaHTe OCYILIECTBJIEHUS, KPUCTAIINYECKOE COEIUHEHNUE B
COOTBETCTBHUU C HU300pETEHUEM COJEPIKHUT MO MeHbIneil Mmepe 75% @opmsl |
Coenunenns 1 Ha ocHOBaHUHU 00mEeTo MoJIIpHOTO KonnuecTBa @opmer I, @opwmer 11 u
®opwmsl 11l Coequnenus 1. B apyrom BapuaHTe OCyLIECTBIECHHUS, KPUCTAIIUYECKOE
COEMHEHNE B COOTBETCTBUU C U300PETEHHEM CONEPKUT IO MeHbLIel Mmepe 80%
@opwmel I Coennnenns 1 Ha OCHOBaHUM OOIIETO MOJISIPHOTO KojnuecTBa Popmer I,
®opwmel II u @opmer III Coenunenns 1. B apyrom BapuaHTe OCYILECTBIECHUS,
KPUCTAJINYECKOE COeIMHEHNE B COOTBETCTBUHU C U300PETEHUEM CONEPIKUT T10
meHbueld mepe 90% @Dopwmsl [ Coennnenus 1 Ha OCHOBaHUH OOLIEr0 MOJIIPHOTO
konuuectBa @opmel I, @opwmebl I u @opwmer 11l Coequnenus 1. B npyrom Bapuante
OCYIIECTBJICHUS, KPUCTAJJINUYECKOE COEUHEHNE B COOTBETCTBUH C U300pEeTeHHEM
conepskuT nmo MeHbineit mepe 95% dDopwmel [ Coenunenust 1 Ha OCHOBaHUM O0IIErO
MogspHoro konudectsa @opmel I, @opmel Il u @opwmer 11T Coenunenus 1.

B npyrom BapuaHTe OCyLIECTBICHHUS, KPUCTAINYECKOE COEJUHEHUE B
COOTBETCTBHH C H300pETEHUEM COAEPKUT MO MeHbIuei mepe 75% Popwmer 11
Coenunenns 1 Ha ocHOBaHUHU oOwero MossIpHOTO KonnuecTBa @opmer I, @opwmer 11 u
®opwmsl 111 Coequnenus 1. B gpyrom BapuaHTe OCYILECTBJIECHHUs, KPUCTAIINYECKOE
COEMHEHNE B COOTBETCTBUU C U300PETEHHEM CONEPIKUT IO MeHbLIel mepe 80%
@opwmer II CoennHenns 1 Ha OCHOBaHUH O0INETO MOJISIPHOTO KosnnuecTBa Popwmer I,
®opwmsl 11 u @opwmel III Coenunenus 1. B apyrom BapuaHTe OCyLIE€CTBIEHUS,
KPHUCTAJINYECKOE COETNHEHNE B COOTBETCTBUHU C U300PETEHUEM CONEPIKUT T10

meHnbineil mepe 90% Popwmerl II CoennHenns 1 Ha OCHOBaHUM OOINETO MOJISIPHOTO
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konudectBa @opmsl I, @opmer 11 u @opwmer 11l Coenunenus 1. B npyrom Bapuante
OCYIIECTBJIEHUS, KPUCTAIIINYECKOE COENHEHNE B COOTBETCTBUH C U300pETEHIEM
coaepkuT 1no Menblueit mepe 95% Popmel II Coennnenns 1 Ha ocHOBaHUM 00IIETO
MoJspHoro konudectsa @opmel I, @opmer II u @opwmsr III Coennnenus 1.

B npyrom BapuaHTe OCYIIECTBJICHHUS, KPUCTATIIMYECKOE COEJUHEHUE B
COOTBETCTBHUU C M300pEeTEHUEM COINEPIKUT MO MeHbineil mepe 75% @opwmsr 111
Coenunenus 1 Ha ocHOBaHUHM 0OmEero MoJsipHOTO KoJmuecTBa @opmer I, @opwmerl 11 u
®opwmsl 111 Coenunenns 1. B qpyroMm BapuaHTe OCYIIECTBIECHUS, KPUCTAIINIECKOE
COEMHEHNE B COOTBETCTBUU C U300PETEHHEM COAEPXKUT O MeHblel mepe 80%
@opwmer III CoennHennst 1 Ha OCHOBaHUH O0IIEro MOJISIPHOro KosunuecTBa @opwmel |,
®opwmsl 11 u @opwmer III Coenunenust 1. B apyrom BapuaHTe OCyLI€CTBIEHHUS,
KPHUCTAJTNYECKOE COETMHEHNE B COOTBETCTBUHU C U300PETEHUEM CONEPIKUT TI0
meHnbIneil mepe 90% Popwmer 111 CoennHennst 1 Ha OCHOBaHUH OOIETO MOJISIPHOTO
xonudectBa @opmsl I, @opwmel II u @opwmer 11l Coenunenns 1. B npyrom Bapuante
OCYIIECTBJICHUS, KPUCTAIIINYECKOE COENHEHNE B COOTBETCTBUH C U300pETEHIEM
comep:kuT mo MeHbineit mepe 95% Dopwmel I1I Coequnenns 1 Ha OCHOBaAaHUU OOIIETO
MoJspHoro konudectsa @opmel I, @opmer II u @opwmsr III Coennnenus 1.

H3o06perenne takxke orHocutcs k CoeauHeHuro 1, cogepikamemMy o MeHbIIEH
mepe nse u3 @opwmel I, @opwmer II unu @opwmer III. B onnom Bapuanrte
ocyLIecTBIeHUs, n300peTeHne oTHocutes k CoenuHenuro 1, cogepxaiemMy cMech
@®opwmbl [ u @opwmel II; B npyrom BapuaHTe OCYINECTBIEHHUS, H300pEeTEHHE OTHOCUTCS K
Coenunenuto 1, cogepxxkamemy cmech @opwmbr [ 1 @opwmer III; B npyrom Bapuanre
ocylnecTBJeHus1, n3odperenne oTHocurcs k Coenunenuro 1, conepkaiemy cMech
@opwmser I u @opwmsr III; u B Apyrom BapuaHTe OCYIIECTBICHUS, U300pETEeHIE
otHocutcs k Coenunenuro 1, cogepxkamemy cmecb @opmer I, @opmer II u @opwmer 111

H300peTenne Takke OTHOCUTCS K KOMOMHaNusIM amopdHbix popm CoenmHeHHs
1 ¥ OHOM MM HECKOJBKHX KpucTajnnueckux ¢popm CoenuneHus 1, Kak OMUCAHO B

HacTosien 3asBke B Buae ®@opmsl I, @opwmsr 11 niau @opwmer 111
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XapakTepucTHKA

CoenuHeHHs COrJacHO U300PETEHHIO MOTYT OBITh OXapaKTEPU30BAHBI C
NOMOIIBIO CITOCOOO0B, onucaHHbIX HUKe. CrocoObl mpuroToBieHus kaxnon @opmsi I,
®opwmsl 1l unu @opmsl I1I onucaHel B 3KCIEPUMEHTAIbHOM pa3ene.

Pentrenosckas nopomkosas nudpakromerpust (XRPD)

AHanu3bl pEHTT€HOBCKOM MOPOIIKOBOM AudpakromMmerpun ajisi oopaznos @opmel
I, ®opwmsl II u @opwmer 111 ocymecTsiasnu vHa Bruker AXS nopourkosom
peHTreHoBCcKOM nudpakromerpe, monenb D8 Advance, ucnonbsys usnyuenue CuKa
(1,54A) B mapadoxkasbHOM pexuMe ¢ rpaUTOBBIM MOHOXPOMATOPOM U
CUMHIMJUIILHOHHBIM feTekTopoM. Kaxayro nudpakrorpaMmy mojy4daiud myTeM
CKaHMPOBaHMA B [uanaszoHe 2 rpaayca - 35 rpaaycos 2T, pazmep wara 0,05 rpanyca
2T, Bpems mara 4 ¢ Ha war. Tunuunsie XRPD cnektper @opmel I, @opwmer 11 u
®opwmel III npeacrasnensl Ha Purypax 2, 5 u 8, coorBeTcTBeHHO. TunuuHelii XRPD
criextp amopduoit popmer Coenunenust 1 npeacrasien vHa @urype 1. Tabmuusr 1, 3 u
5 BKJIFOYAKOT XapaKTEPUCTUKH PEHTTE€HOBCKOM MOPOIIKOBOI AU pakTroMeTpun
(XRPD) nnst @opwm I, IT u III, coorBeTcTBEHHO. 3HA4YeHHs], IPEACTABIECHHbBIE B
Tabnumax 1, 3 u 5, uMer0T craHnapTHOE OTKJIOHEeHUEe + 0,2 20,

Huddepenunanpuas ckanupyromas kagopumerpus (JJCK)

Ananus JICK ocymecTBasau ¢ noMouibo AudQepeHnansbHoro CKaHUPYOLEero
kanopumetpa (Q2000, TA instruments, New Castle, DE), ucnons3yst o001y
npouenypy. IIpubnusutenbHo 5 Mr mopoIka B3BELUINBAIN B oG pHpPOBAHHBIII
AJFOMUHHEBBII TUTEJIb C UTOIbYaThIM oTBepcTueM. OOpasen Harpesanu npu 10°C/Mun
oT koMHaTHOU Temmnepatypsl 10 250°C, ucnoab3ys Q2000 JICK. Tunuunsie JJCK
caensl @opwmsl I, @opmer II u @opwmel 111 npencrasnensr Ha Purypax 3, 6 u 9,
COOTBETCTBEHHO. Pe3ynpTaThl IpeACcTaBIeHbl HUXKE.

Boponornomenue

HN3oTepMBbl BOAOMOTIOEHUs] ONPeAeIsiIf, UCIONb3Ysl CUCTEMY TMHAMUUYECKOHN
copbumnu mapos (Advantage, DVS, London, UK). O6pa3snsl moapepraiu momaroso ot
0 mo 90% OB ¢ pazmepom mara 10% npu 25°C. Kaxaeiit oOpasen ypaBHOBEIIUBAIN
s kaxknporo mara OB B TeueHue no menbineid mepe 60 MUH, U paBHOBECHE
NPUHUMAJH, €CIIU YBEJINYEHHE Beca COCTaBJsAN0 MeHblle, ueM 0,1% B TeueHue ogHOU
MUHYTBI, 1 MaKCHUMaJbHas NPOAOJKUTENBHOCTD 1Js Kaxaol OB cocrasnsina 6 yacos.
Takum obpas3om, kaxxablii oOpasen BbiaepxkuBanu npu nanHo OB B Teuenne ot 1 10 6

qaCOB, B 3aBUCUMOCTH OT TOI'O, HACKOJIBKO 6bICTpO AOCTUTACTCA YPABHOBCIINBAHUC.
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AMP TtBepnoro tena (SSNMR)

Tauusie °C AMP tBepaoro tena (SSNMR) must o6pasuos @opmsr I, ®opwmsr 1T i
®opwmser III nonyuanu Ha IMP cnextpomerpe Bruker Avance III (Bruker Biospin,
Inc., Billerica, MA) nipu 9,4T (1H=4OO,46 MI'w, *C=100,70 MTI'n). O6pa3sisrl
yHNaKOBBIBAJIU B POTOPHI ¢ Auokcuaom uupkonus ¢ 4 mm B.J[. ¢ Kel-F(R)
ympasisieMbiMu Hacaakamu. 3oua Bruker mogens 4BL CP BB WVT ucnonb3oBanu
IUIs1 IOJIyYeHUs] JaHHBIX U o0paser Bpalaid npuOJIHU3UTEIbHO MO MAarudeCKuM
yriaoMm (54,74 rpanyca). Jlns cOopa ceKTPaibHBIX JaHHBIX 00pa3ia UCIMOJb30BAH
ckopocTb BpameHus 12 k', CTaHAapTHYI0 UMIYJIBCHYIO MOCJIEJ0BATENbHOCTD
MEPEeKPECTHON MOJAPU3ALUH UCTOJb30BAJU C HAKJIOHHBIM XapTMaH-XaH
COBMAJAKOIMM UMITYJbCHBIM CUTHAJIOM Ha IPOTOHHOM KaHalle IIpU TeMIiepaType u
JaBJE€HUHU OKpyXkawiunei cpeabl. UMnynbcHas nocienoBaTeIbHOCTh UCIIONb30Bala 3
MUJIJTMCEKYHIHBIH KOHTAKTHBIM UMIYJbC U 5-CEKYHAHOE 0XKUJaHHE BOCCTAHOBJIEHHUS.
JIByXUMMYJIbCHOE pacUierieHue ¢ Moayiasinueit Gasbl (t4acT. HA MIJTH) TaKxke
NPUMEHSN B UMIYJbCHOM NocaenoBaTenbHOCTH. OTCYTCTBUE 3KCIIOHEHIINAIbHOTO
pacuIMpeHus IMHUN UCIIONb30BaNH Nepe] npeodpazopanuemM Pypre curHana
cBOOOHON MHAYKIMU. XUMHYECKHE CABUTH MPECTABIISIN, UCIIONb3Ysl BTOPUUHBIN
CTaHJApT aJJaMaHTaHa, C HAalpaBJeHHEM B 00JIaCTh CUIIBHOTO MOJISI, YCTAHOBJIEHHBIM
Ha 29,5 yacT. Ha MJIH. Maru4eckui yroj yCTaHaBJIUBAJIU, UCIIOJIb3Ys "Br cursan ot
KBr mopomka npu ckopoctu spamenns 5 k', Mnmocrpatusnsie > C SSNMR
crnextpsl Popmsl I, @opmer II u @opwmst 111 npeacrasnens Ha Purypax 4, 7 u 10,
cooTBeTcTBeHHO. Tabauuel 2a, 4a U 6 BKIOYAIOT XUMUYECKHUE CIABUTH, MOJyUYEHHbBIE
u3 °C SSNMR crextpos, cobpannbix aias ®opwm L, 1T u 111, COOTBETCTBEHHO.
3HadeHwus, mpeacraBjieHHbie B Tabnunax 2a, 4a u 6, UMEIOT CTaHIAPTHOE OTKJIOHEHHE
+ 0,2 yacT. Ha MIH.

Tauusie °F AMP tepmoro texa (SSNMR) nist o6pasuos @opmsr I, @opmsr 11 u
@®opwmer Il nonyuanu Ha AMP cnexktpomeTrpe Bruker Avance III (Bruker Biospin, Inc.,
Billerica, MA) mipu 9,4T (‘H=400,46 MI'n, “’F= 376,76 MI'). O6pasipl
yIaKOBBIBAJIH B POTOPHI ¢ AMOKcUAOM nupkonus ¢ 3,2 mm B. /1. ¢ Kel-F®
ynpasisieMbIMu HacankaMu. 30Ha Bruker mogens 3.2BL BB ucnons3oBanu nis
MOJIYYEHUSI TaHHBIX U 00pas3el Bpamaiu NPUOIU3UTENBHO MO MATHYECKUM YTIIOM
(54,74 rpanyca). lns cOopa ceKTpajbHBIX JaHHBIX 00pa3LOB HUCIIOJIB30BAIN
ckopocTb BpameHus 22 kl'u. CTaHaapTHYHO MOCAE€I0BATEIbHOCTD UMITYJIbCOB

CHOMHOBOIO 3Xa UCIOJIb30BaNU € 12-CEeKyHIHBIM OKHAAHUEM BOCCTAHOBJEHUs. Takxke
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npumensinu SPINAL-64 1H pacmennenue. OTcyTcTBHE 3KCIOHEHLMAIBHOTO
pacuIMpeHus JIMHUN UCIONIb30BaNH nepe] npeodpaszopanuem Pypre curxHana
cBOOOHON MHAYKIMU. XUMHYECKHE CABUTU NPEACTABISAIN, UCIONb3Ysl Hauboyee
WHTEHCUBHBIN curHai ot nonusuHuwinaeapropunga (PVDF), ¢ pesonancowm,
yCTAHOBJIEHHbIM Ha —91 yacT. Ha MJIH. Maru4eckuil yroj yCTaHaBJIMBaJIU, UCIIOJIb3Ys
"Br curnan or KBr NOPOIIKA NMPU CKOpOocTH BpameHus 5 kl'u. MnmroctpaTtuBHbie YF
SSNMR cnektpbt @opmbl [ u @opwmsr II npencrasnenst Ha Purypax 4b u 7b,
coorBeTcTBeHHO. Tabauusl 2b u 4b BKJIIOYAIOT XUMHYECKHUE CABUTH, MOJYUYECHHbIE U3
YF SSNMR crekrpom, cobpannsie st Popm I u II, cOOTBETCTBEHHO. 3HaueHHUS,
npencrasieHHble B Tabnunax 2a u 4b, UMEOT cTaHAapTHOE OTKJIOHEeHHe + 0,2 gacr.
Ha MJH.

CnexkTpbl Pamana

Cnexrtpsl Pamana nus obpaszuos @opwmsl I, @opwmer 1T u @opwmer 111 nonyyanu Ha
crnektpomerpe Nicolet 6700 FT-Raman Module AEU0900515. ®opwma II nposiBasier
NUK KOMOMHAIMOHHOTO paccesiHus ceera npu 901 1/cm, uro He HabmogaeTcs aus
®opmMm I u III. OTHOCHUTENbHAS HMHTEHCUBHOCTb 3TOT'0 MUKAa MOKET UCIOJb30BaATHCS
IJIsl pacyeTa OTHOCUTENbHOro konudectsa @opwmel II, npucyrcTByromen B
kpuctainnndeckux Gopmax Coenunenus 1.

Xapakrepuctuku ®opmni 1

ITopowmkoBas peHtrenosckast nuppaxrorpamma (XRPD) @opwmer I Coenqunenus 1
npencrasieHa Ha Qurype 2; npoduab Tepmuueckoro anaauza @opmsl I Coenqunenus
1, onpenenennbiii nyrem usmepenus: JICK, npencrasnen na @urype 3; B¢ amp
criekTpsl TBepaoro tena @opmsel [ Coenunenus 1 npencrasnensl Ha Purype 4a; u a3
SAMP cnextpsl TBepaoro tena @opmsl I Coenqunenust 1 npencrasiensl Ha @urype 4b.

XapaktepHble nuku XRPD: nuku be SIAE€PHOrO MarHUTHOTO pe30HAaHCa
TBEPAOro TeNa, ¥ MUK ' F sIepHOro MATHHTHOTO PE30HAHCA TBEPAOTO Tea s
@opwmer I npencrasnensl B Tabnune 1, Tabnuie 2a n Tabnune 2b, COOTBETCTBEHHO.

Tabnuma 1. XapakTepUCTUKU PEHTTEHOBCKOW MOPOIIKOBOH AUPPAKTOMETPUHU

(XRPD) ¢ @urypsr 2 nist @opmsr L

20, | MHTEeHCUBHOCTD 20, | HTEHCUBHOCTD 20, | HTEHCUBHOCTD
[°] I/1, [%0] [°] I/, [%o] [°] I/1, [%0]

4.6 5 9,5 6 15,2 6

7,9 1 10,0 11 15,7 6

8,5 4 12,2 12 16,7 40

9,2 6 13,8 6 17,2 11
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20, | HTeHCHUBHOCTD 20, | HTEeHCUBHOCTD 20, | HTEeHCUBHOCTD
[°] 11, [%] [°] 11, [%] [°] 11, [%]
17,5 5 22,7 80 27,0 2

18,0 3 23,2 12 27,9 6

18,5 8 241 2 28,7 6

19,0 59 24,7 2 29,7 4

20,0 100 25,2 1 33,3 2

20,8 4 25,9 4

21,5 6 26,4 2

Tabnuma 2a. Xumuueckue casuru - C SIMP ¢ Qurypsl 4a nas @opmsl L

ITux XUMUYECKUMN ITux XUMUYECKUIN ITux XUMUYECKUIN
CABHT (YacT. caBur (Jacr. CABHT (YacT.
Ha MJIH) Ha MJIH) Ha MJIH)

1 167,2 15 129,1 29 72,0
2 166,6 16 128,7 30 49,0
3 165,8 17 127,9 31 46,8
4 165,3 18 127,2 32 45,7
5 160,5 19 126,6 33 28,7
6 159,4 20 126,1 34 27,7
7 158.,8 21 123,3 35 26,9
8 158,3 22 120,4 36 25,7
9 156,9 23 119,4 37 25,1
10 134,6 24 117,4 38 23,6
11 132,5 25 115,4 39 18,8
12 132,0 26 113,8 40 18,4
13 131,5 27 102,4 41 14,0
14 130,2 28 101,6 42 13,7

Tabnuma 2b. Xumuueckne casuru ~F SAMP ¢ @urypsr 4b aus ®opwmsr 1.

ITuk

MJTH )

XUMHUYECKUU
CIBUT (YacT. Ha

—64.,3

—64.8

—65.9

~66.8

—78.0

~78.5

~793

[eRIEN || Fo )N RV, | NSNS QUSRI NS 3

—80,0

B onHOM BapuaHTe ocymectBienus uzooperenus, ®opma I Coennnenns 1

xapakrepusyercs kaptuHod XRPD ¢ ®@urypsr 2.
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B npyrom BapuanTe ocymectBieHus uzodperenus, @Popma I Coenunenus 1
umeer XRPD xapakrepucrtuku, npencrasiennbie B Tabnuue 1.

B npyrom BapuanTe ocymecTtBieHus uzoodperenus, @opma I Coequnenus 1
Xapaktepusyercs no MeHbuiel mepe Tpemsi XRPD nukamu npu 20 yriax, BBIOpaHHBIX
u3 4,6°,10,0°, 16,7° u 18,0°.

B npyrom BapuanTe ocymecTtBieHus uzodperenus, ®opma I, Coenqunenus 1
xapaktepusyercs XRPD mukamu nipu 20 yriax, BeiOpanHbix u3 4,6°, 10,0°, 16,7°,
19,0°, 20,0° u 22,7°.

B npyrom BapuanTe ocymecTBieHus uzodperenus, ®opma I, Coenqunenus 1
xapakrepusyercs XRPD mukamu nipu 20 yriax, BeiOpanHbix u3 4,6°, 9,2° 10,0°,
12,2°,16,7°, 17,2°, 18,5°, 19,0°, 20,0°, 22,7°. B eule npyrom BapuaHTte
ocymecTBieHus nzodperenus, Popma I Coenunenus 1 xapakrepusyeTcs MUKaMu Bc
SAEPHOTO MAarHUTHOTO PE30HAaHCA TBEPIOro TeNa, NpeACcTaBiIeHHbIMA B Tabnuue 2a.
B eme npyrom BapuaHTe ocymectsiaenus nuzobperenus, @opma [ Coennnenus 1
XapaKTepU3yeTcs MUKaMu ' F sIepHOro MarHUTHOTO Pe30HAHCA TBEPAOrO Tela,
npencraBieHHbIMH B Tabnuue 2b.

B npyrom BapuanTe ocymecTtBieHus uzoodperenus, @Popma I Coenunenus 1
XapaKTepPU3yeTCs IO MeHbIIeil Mepe TpeMs mukaMu C sIepHOTO MarHUTHOTO
pe30HaHCa TBEPAOro Teja MPU XUMUUYECKUX CABHUrax, BblOpaHHbIX U3 131,5 yact. Ha
MiH, 127,2 gacT. Ha MJH, 28,7 4acT. Ha MJIH ¥ 25,7 4acT. Ha MJIH.

B npyrom Bapuanrte ocymectsieHus nzooperenus, @opma I Coennnenus 1
XapaKTepu3yeTcs mukaMu ~C sSIepHOro MaTHUTHOTO PE30HAHCA TBEPIOro TeNa Ipu
XUMUYECKUX CIBUrax, BbiOpaHHbIX U3 131,5 wact. Ha muH, 127,2 yacT. Ha MJH, 28,7
4aCcT. HA MJIH 1 25,7 4acT. Ha MJIH.

B npyrom BapuanTe ocymecTBieHus uzodperenus, @opma I Coequnenus 1
XapaKTepu3yeTcs mukaMu ~C sSIepHOro MaTHUTHOTO PE30HAHCA TBEPIOro TeNa IpH
XUMUYECKUX CIBHUTax, BbIOpaHHBIX U3 167,2 yact. Ha MJiH, 159,4 vacT. Ha mMaH, 156,9
yacT. Ha MiiH, 131,5 yacTt. Ha mMaH, 115,4 vyacT. Ha MnH, 127,2 yacT. Ha MJH, 46,8 JacT.
Ha MJH, 45,7 yact. Ha MIiH, 28,7 yacT. Ha MJIH, 25,7 yacT. Ha MJH 1 13,7 4acT. HA MJIH.

B npyrom BapuanTe ocymecTtBieHus uzobdperenns, @Popma I Coenunenus 1
MMEeT XapaKTepUCTUKU ' F sIepHOr0 MATHHTHOTO PE30HAHCA TBEPAOTO Teja,

npencrasieHHble B Tabmune 2b.
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B npyrom BapuanTe ocymectBieHus uzodperenus, @Popma I Coenunenus 1
XapaKTePU3yeTCs 10 MEeHbIIeil Mepe TpeMs MUKaMH ' F s1epHOro MarHUTHOTO
pe30HaHCa TBEPAOro TeJja MPU XUMUYECKUX CABHUrax, BBIOpaHHbIX U3 —64,3, —64,8,
—65,9, —66,8, —78,0, =78,5, —79,3 u —80,0 yacT. Ha MIJIH.

B npyrom Bapuanrte ocymectsieHnus nzobperenus, @opma I Coennnenus 1
XapaKTepHU3yeTcs MHKAMHU MO MEHbIIeil Mepe MAThIO MAKAMHK ' F sIepHOro
MarHUTHOT'O PE30HAHCA TBEPAOrO Teja MPU XUMUUYECKHX CABHUIaX, BHIOPAHHBIX U3
—64,3, —64,8, —65,9, —66,8, —78,0, —78,5, =79,3 u —80,0 yacT. Ha MJH.

B npyrom BapuanTe ocymecTtBieHus nzobperenns, ®opma I Coequnenus 1
XapaKTepPU3yeTCs MUKaMH ' F SIepHOr0 MaTHUTHOTO PE3OHAHCA TBEPIAOro TeNa MpH
XHUMUYECKUX CIBHUTax, BbIOpaHHBIX U3 —64,3, —64,8, —65,9, —66,8, —78,0, —78,5, —79,3
1 —80,0 gacT. Ha MJIH.

B npyrom BapuanTe ocymecTtBieHus uzobdperenus, ®opma I Coequnenus 1
umeer XRPD xapakrepuctuku, npencrasieHHble B Tabnuue 1; unu nuku Bc
SAEPHOTO MAarHUTHOT'O PE30HAHCa TBEPAOTrO TeJja, NpeacTaBieHHble B Tabnuna 2a;
uny ke | F SepHOr0 MaTHHUTHOTO PE30HAHCA TBEPAOTO TEJa, IPEACTABICHHBIC B
Tabnune 2b.

B npyrom BapuanTe ocymectBieHus uzoodperenus, @opma I Coenunenus 1
xapakTepusyercs 1no MeHbieit Mepe Tpemsa XRPD nukamu npu 20 yriax, BBIOpaHHBIX
u3 4,6°, 10,0°, 16,7° u 18,0°; mo mMeHbLIeH Mepe TpeMsl MUKaMU Be SIAEPHOTO
MarHUTHOI'O Pe30HAHCA TBEPJOIO Teja IPU XMMUYECKUX CABUTAX, BBIOPAHHBIX U3
131,5 wact. Ha mutH, 127,2 4yacT. Ha MJH, 28,7 4acT. Ha MJIH ¥ 25,7 4acT. HA MJIH, UJIH
10 MEHBIIEN Mepe TpeMs MUKAMHU YF SIIEPHOrO MAarHUTHOTO PE30HAaHCa TBEPAOro Tena
NpU XUMHUYECKUX CIABUTaxX, BIOpaHHbIX U3 —64,3, —64,8, —65,9, —66,8, —78,0, —78.5,
—79,3 u —80,0 yacT. Ha MIIH.

B npyrom BapuanTe ocymecTtBieHus uzobdperenns, ®opma I Coequnenus 1
xapakrepusyercst XRPD nukamu npu 20 yraax, BeiOpanubix u3 4,6°, 10,0°, 16,7° u
18,0°; mukamu °C SIIEPHOrO MAarHUTHOI'O PE30HAaHCA TBEPAOro Teja NPU XUMHUYECKUX
casurax, BeiOpanHbiX u3 131,5 wacT. Ha MutH, 127,2 yact. Ha MJH, 28,7 4acT. Ha MJIH H
25,7 4yacT. Ha MJIH, WU MUKAMH YR SINEPHOTO MAarHUTHOTO PE30HAHCA TBEPAOro Tea
pU XUMHUYECKUX CIOBUTaxX, BbIOpaHHbBIX U3 —64,3, —64,8, —65,9, —66,8, —78,0, —78.5,

—79,3 u —80,0 yacT. Ha MIJIH.
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Xapakrepuctuku ®opmsi 11

15

ITopomkoBas peHtreHosckas augppaxrorpamma (XRPD) @opwmsr I Coennnenus

1 npencrasiena Ha @urype 3,

npodunb Tepmuueckoro ananuza @opmsi 11

Coenunenus 1, onpenenennslili nyrem usmepenus JCK, npencrasien Ha @urype 6;

Be amp crnexkTp TBepaoro tena @opwmel II Coennnenns 1 npeacrasieH Ha Qurype

7a, u "°F SIMP crnekTp TBeproro tena @opwmel Il Coenqunenus 1 npencrasiieH Ha

Qurype 7b.

XapaxktepHble nuku XRPD: nuku Bc SIAEPHOr0 MarHUTHOTO PEe30HAaHCca

19
TBEPAOTO TEJa, U MUKH F AACPHOTIO MAarHuTHOTO p€30HAaHCAa TBEPAOIo TEJa O

@®opwmer II npencrasnensr B Tabnune 3, Tabnume 4a u Tabnuue 4b, COOTBETCTBEHHO.

Tabnuna 3. XapakTepUCTUKH PEHTTEHOBCKOW MOPOIIKOBOH AUPPAKTOMETPUHU

(XRPD) ¢ @urypsr 5 gist @opwmer 11

20, | UHTeHCUBHOCTH 20, | UHTEeHCUBHOCTD 20, | UHTeHCUBHOCTD
[°] I/1, [%0] [°] /1, [%] [°] 1/1, [%]
3,3 16 15,8 19 24,7 13
4.1 16 16,7 36 252 9
4,6 11 16,9 37 25,9 8
5,8 5 17,6 8 26,5 10
6,9 5 18,0 27 27,1 9
8,1 7 18,5 18 27,9 11
8,6 6 19,1 61 28,8 12
9,2 8 20,0 100 29.6 10
9,5 7 20,9 25 30,2 7
10,0 13 21,5 12 32,2 7
12,2 10 22.7 70 33,2 8
13,8 7 23,3 25

15,3 16 24,0 9

Tabnuma 4a. C AAMP Xumunueckue casuru ¢ ®urypsr 7a st @opmsr 11,

ITux XUMUYECKUI ITux XUMHUYECKUH ITux XUMUYECKUIN
cABUT (YacT. caBUT (YacrT. caBur (Jacr.
Ha MJIH) Ha MJTH) Ha MJTH)
1 167,3 11 131,6 21 113,8
2 166,8 12 130,1 22 102,6
3 165,9 13 1292 23 101,7
4 160,5 14 128,0 24 72,2
5 159,6 15 127,3 25 49.8
6 158,9 16 126,3 26 492
7 157,1 17 123,5 27 48,6
8 134,7 18 120,2 28 47,9
9 132,7 19 117,5 29 47,6
10 132,1 20 115,6 30 46,9
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ITux XUMHUYECKUIN ITux XUMHUYECKUHI ITux XUMHUYECKUIN
cABUT (YacT. caBUr (Jacr. caBHr (JacT.
Ha MJIH) Ha MJIH) Ha MJIH)
31 46,6 36 25,5 41 14,2
32 45,9 37 25,0 42 13,6
33 28,3 38 24,0 43 12,9
34 27,2 39 19,3
35 26,5 40 18,4

Tabmuma 4b. °F IMP Xumuueckue casuru ¢ @urypst 7b st @opmsr I1.

ITux XUMHUYECKUHN
CIBUT (YacT. Ha
MJITH )

—64,0

—65.6

~66,6

—78.2

N[N —

~79.1

B onHOM BapuaHTe ocymectBienus nzooperenus, ®opma II Coennnenns 1
xapakrepusyercs kaptuHod XRPD ¢ @urypsr 5.

B npyrom BapuanTe ocymectBieHus uzodperenus, @Popma Il Coequnenus 1
umeer XRPD xapakrepucrtuku, npencrasiensbie B Tabnauue 3.

B npyrom BapuanTe ocymectBieHus uzoodperenus, @Popma Il Coenunenus 1
Xapaktepusyercs no MeHbmei Mepe Tpems XRPD nukamu npu 20 yriax, BBIOpaHHBIX
u3 4,1°, 4,6°, 10,0°, 16,7° u 18,0°.

B npyrom BapuanTe ocymecTtBieHus uzodperenus, @opma Il Coequnenus 1
XapaKTepHU3yeTcsl Mo MeHbInel Mepe yeTbipbMs nukamu XRPD npu 20 yriax,
BhIOpaHHbIX U3 4,1°, 4,6° 10,0°, 16,7° u 18,0°.

B npyrom BapuanTe ocymecTtBieHus uzodperenns, @opma Il Coequnenus 1
xapakrepusyercs XRPD mukamu nipu 20 yriax, BeiOpanubix u3 4,1°, 4,6°, 10,0°,
16,7° u 18,0°.

B npyrom BapuanTe ocymectsieHus uzobdperenus, @Popma Il Coequnenus 1
xapaktepusyercs XRPD nukamu npu 20 yrnax, BeiOpanubix u3 4,1°, 4,6°, 10,0°,
15,8°, 18,0°, 18,5°, 19,1°, 20,0°, 20,9°, 22,7° u 23,3°.

B eme npyrom BapuanTe ocymectsiaenus nzobperenus, @opma Il Coennnenus 1
MMeeT XapaKTepPUCTHKU ~C sIepHOr0 MATHUTHOTO PE30HAHCA TBEPIOro Tea,

npencrasieHHble B Tabnuie 4a.



10

15

20

25

30

17

B npyrom BapuanTe ocymectBieHus uzodperenus, @Popma Il Coenunenus 1
XapaKkTepusyercs nukamu - C sS7epHOro MaTHUTHOIO PE30HAHCA TBEPIAOro Tena Ipu
XUMUYECKUX cIBHUrax, BbiOpanabix u3 130,1 yact. Ha MiuH, 46,6 yacT. Ha MJH U 25,0
4acT. Ha MJIH.

B npyrom Bapuanrte ocymectsieHus nzooperenus, @opma II Coenqunenns 1
XapaKTepU3yeTcsl MUKaMHU Be SIIEPHOTO MarHUTHOTO PEe30HAaHCa TBEPAOro TeJja Npu
XUMHUYECKUX CIBHUrax, BbIOpaHHbIX U3 167,3 wact. Ha MuH, 157,1 vact. Ha muH, 130,1
qacT. Ha MutH, 115,6 yacT. Ha MJH, 72,2 yacTt. Ha MJH, 47,9 yacTt. Ha MIH, 46,6 JacT.
Ha MJH, 45,9 vact. Ha MuH, 25,0 vacT. Ha MJIH, U 12,9 4acT. Ha MIIH.

B npyrom BapuanTe ocymecTtBieHus uzodperenns, @®opma Il Coenunenus 1
MMEeT XapaKTepPUCTUKU ' F SIepHOT0 MATHHTHOTO PE3OHAHCA TBEPAOTO Teja
XapaKTEePUCTUKH, MpecTaBieHHbIe B Tabnuie 4b.

B npyrom BapuanTe ocymecTtBieHus uzobdperenus, @opma Il Coequnenus 1
XapaKTePU3yeTCs 110 MEeHbIIeil Mepe TpeMs MUKaMU ' F sSIepHOr0 MarHUTHOTO
pe30HaHCa TBEPAOro TeJja MPU XUMUYECKUX CABHUTaX, BbIOpaHHBIX U3 —64,0, —65,6,
—66,6, —=78,2 u —79,1 yacT. Ha MJH.

B npyrom BapuanTe ocymectBieHus uzodperenus, @Popma Il Coenunenus 1
XapaKTepPU3yeTcs MUKaMHi ' F sSIepHOr0 MaTHUTHOIO PE30HAHCA TBEPIOro TeNa Mpu
XUMUYECKUX CIBUrax, BbIOpaHHBIX U3 —64,0, —65,6, —66,6, —=78,2 u —79,1 vact. Ha
MIJIH.

B npyrom Bapuanre ocymectsieHus nzooperenus, @opma II Coenqunenns 1
umeer XRPD xapakTepucTuku, npencraBieHHbie B Tabauie 3; Wiu MUKU Bc
SIEPHOTO MAarHUTHOT'O PE30HAaHCa TBEPAOTrO TeJja, NpeacTaBieHHble B Tabnuie 4a;
uny TuKH O F SIepHOrO MaTHHUTHOTO PE30HAHCA TBEPAOTO Tella, MPEACTABICHHBIE B
Tabaune 4b.

B npyrom BapuanTe ocymecTtBieHus uzodperenns, @opma Il Coenunenus 1
XapakTepusyercs no MeHbieit Mepe Tpems XRPD nukamu npu 20 yriax, BBIOpaHHBIX
u3 4,1°,4,6°,10,0°, 16,7° u 18,0°; nukamu Bc SIIEPHOrO MAarHUTHOTO PE30HAaHCa
TBEPIOTO Tejla MPU XUMHYECKUX CABUTAX, BeIOpaHHbIX u3 130,1 vact. Ha MiH, 46,6
4acT. Ha MJIH 1 25,0 4acT. HAa MJIH, UM 10 MEHbLIEH Mepe TpeMsl MUKaAMHU PF
SZIEPHOTO MarHUTHOTO PE30HAHCA TBEPAOIO Teja MPU XMMUUYECKUX CABUTrax,

BBIOpaHHBIX U3 —64,0, —65,6, 66,6, —78,2 1 —79,1 4acT. Ha MJIH.
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B npyrom BapuanTe ocymectBieHus uzodperenus, @Popma Il Coenunenus 1
XapaKTepU3yeTcs Mo MeHbInell Mepe yeTbipbMs nukamu XRPD npu 20 yriax,
BbIOpanHbIX U3 4,1°, 4,6°, 10,0°, 16,7° u 18,0°; nukamu e SIEPHOrO0 MarHUTHOTO
pe3oHaHCca TBEPAOTO Teja NPU XUMMUUYECKHUX CABUIax, BbIOpaHHBIX U3 130,1 yacT. Ha
MJIH, 46,6 yacT. Ha MJIH 1 25,0 4acT. HA MJIH, UJIH MUKaAMHA YR SIIEPHOrO MarHUTHOTO
pe3oHaHCca TBEPAOTO Teja MPU XMMUYECKHX CIABUrax, BbIOpaHHBIX U3 —64,0, —65,6,
—66,6, —78,2 u —79,1 yacT. Ha MJIH.

B npyrom BapuanTe ocymecTtBieHus uzodperenus, @opma Il Coequnenus 1
xapakrepusyercs XRPD nukamu npu 20 yriax, BeiOpanubix u3 4,1°, 4,6°, 10,0°,
16,7° u 18,0°; nukamu °C s1epHOr0 MATHUTHOTO PE30HAHCA TBEPAOrO TeNa IPH
XUMUYECKUX cIBHUrax, BbiOpaHHbix u3 130,1 yact. Ha MuiH, 46,6 yacT. Ha MJH U 25,0
YACT. HA MIIH, WJIM TTHKaMu | F sIepPHOr0 MArHHTHOTO PE30HAHCA TBEPAOrO TelIa MpH
XUMUYECKUX CIBHUTaX, BbIOpaHHBIX U3 —64,0, —65,6, —66,6, —=78,2 u —79,1 4act. Ha
MIJIH.

Xapakrepuctuxku ®opmsi 111

ITopomkoBas peHTreHosckas augppakrorpamma (XRPD) @opwmer 111 CoennHenns
1 npencraBneHa Ha Purype 8; npodpunp Tepmudeckoro ananuza @opwmser 111
Coenunenus 1, onpenenennelii nyreM usmepenus [ICK, npencrasnen Ha @urype 9; u
BC amp crnektp TBepaoro tena @opmsl Il Coequnenus 1 npencrasieH Ha Purype
10.

Xapaktepuple nuku XRPD u nuku e SIIEPHOTO MarHUTHOTO PE30HAHCa
tBepaoro tena nis @opwmer 111 npencrasnenst B Tabnuue 5 u Tabnuue 6,
COOTBETCTBEHHO.

Tabnuua 5. XapakTepHUCTUKU PEHTT€HOBCKOM MOPOIIKOBOH AU(PPAKTOMETPUHN

(XRPD) ¢ @urypsr 8 nist @opwmer 111

20, | UHTEHCUBHOCTD 20, | UHTEHCUBHOCTH 20, | UHTEHCUBHOCTD
[°] /L, [%] [°] /L, [%] [°] 1/1, [%]
42 5 12,8 5 17,1 19
4.8 22 13,7 8 17,5 9
5,1 5 13,9 28 17,9 11
7,6 4 15,2 19 18,2 13
8,1 28 15,3 21 18,4 13
9,7 38 15,6 11 19,0 28
10,3 37 15,9 9 19,3 34
11,3 10 16,2 8 19,6 100
11,9 6 16,5 9 19,9 30
12,0 8 16,8 21 21,0 9
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20, | UHTeHCUBHOCTD 20, | IHTEeHCUBHOCTD 20, | UHTeHCHUBHOCTD
[°] U1, [%] ] UL, [%] [°] /1, [%]
21,4 11 24,2 15 30,0 5
21,6 10 24,6 50 31,0 6
21,8 5 25,7 9 32,1 5
22,1 8 26,5 6 33,3 5
22,6 12 27,5 6 34,2 4
22,8 14 28,1 14
23,3 91 28,6 8
23,6 8 29.4 8
Tabmuma 6. °C SIMP Xumuueckue CABHIH C Qurypsl 10 ana @opwmsr 111
ITux XUMUYECKUMN ITux XUMHUYECKUIN ITux XUMUYECKUIN
CABUT (YacT. caBur (Yacr. CABUT (YacT.
Ha MJIH) Ha MJIH) Ha MJIH)
1 168,4 14 127,0 27 28,5
2 167,6 15 125,9 28 27,9
3 166,6 16 114,7 29 25,5
4 166,1 17 113,5 30 25,1
5 160,5 18 103,4 31 19,4
6 157,8 19 101,8 32 18,5
7 156,6 20 71,9 33 14,3
8 156,0 21 70,5 34 13,0
9 134,2 22 48,7
10 132,5 23 48,3
11 129,8 24 47,6
12 128,7 25 46,0
13 127,4 26 44,6

B onHoM BapuaHTe ocyuiectBienus uzobperenus, ®@opma III Coennnenns 1

xapakrepusyercs kapTuHod XRPD ¢ ®@urypsr 8.

B npyrom BapuanTe ocymecTtBieHus uzodperenus, ®opma Il Coenunenus 1

umeer XRPD xapakrepuctuku, npencrasieHHbie B Tabnauue 5.

B npyrom BapuanTe ocymectBieHus uzodperenus, @opma Il Coennnenus 1

xapakTepusyercs no MeHbineil Mepe Tpems XRPD nukamu npu 20 yriax, BBIOpaHHBIX

u3 4,8°,9.7°,10,3°, 13,9° u 24,6°.

B npyrom BapuanTe ocymecTtBieHus uzodperenus, @opma Il Coennnenus 1

XapaKTepU3yeTcs Mo MeHbInel Mepe 4eTbipbMs nukamMu XRPD npu 20 yriax,

BbIOpanHbIX U3 4,8°,9,7° 10,3°, 13,9° u 24,6°.
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B npyrom BapuanTe ocymectBieHus uzodperenus, @opma Il Coennnenus 1
xapakrepusyercs XRPD nukamu npu 20 yrnax, BeiOpanubix u3 4,8°, 9,7°, 10,3°,
13,9° u 24,6°.

B npyrom Bapuanrte ocymectsienus nzobperenus, ®@opma Il Coenunenus 1
xapakrepusyercsi XRPD nukamu npu 20 yrnax, BeiOpanHbix u3 4,8°, 8,1°,9,7°,
10,3°, 13,9°, 19,3°, 19,6°, 23,3° u 24,6°.

B npyrom BapuanTe ocymectBieHus uzodperenus, ®opma Il Coenunenus 1
MMeeT XapaKTepPUCTHKN > C sIepHOr0 MATHHTHOTO PE30HAHCA TBEPIOTrO Tea,
npencrasieHHble Tabnuua 6.

B npyrom BapuanTe ocymectBieHus uzodperenus, ®opma Il Coennnenus 1
XapaKTePH3yeTCs [0 MEHbILIeH Mepe ABYMs THKaMHi - C sAepHOr0 MarHHTHOTO
pe30HaHCa TBEPIOro Teja MPU XUMUYECKUX CABHUTaxX, BEHIOpaHHBIX U3 156,6 yacT. Ha
MiiH, 134,2 gacT. Ha mjH, 46,0 gacT. Ha MJIH, 25,5 yacT. Ha MJH U 14,3 yacT. Ha MIJIH.

B npyrom BapuanTe ocymectBieHus uzodperenus, @opma Il Coennnenus 1
XapaKTePH3yeTCs MO MEHbIIEH Mepe ABYMs THKaMHi - C sAepHOro MarHHTHOTO
pe30HaHCa TBEPIAOro Teja MPU XUMUYECKUX CABHUTaxX, BBIOpaHHBIX U3 156,6 yacT. Ha
MiH, 134,2 gacT. Ha mMjH, 46,0 yacT. Ha MJIH, 25,5 yacT. Ha MJIH U 14,3 yacT. Ha MIJIH.

B npyrom BapuanTe ocymectBieHus uzoodperenus, @opma Il Coennnenus 1
XapaKTePH3yeTCs MO MEHbIIeH Mepe ABYMs MHKaMHi -~ C sSAepHOr0 MarHUTHOTO
pe3oHaHCca TBEPAOTO TeJja NMPHU XMMUYECKHX CABHUIaxX, BHIOpaHHBIX U3 156,6 u 132,5
4acT. Ha MJIH.

B npyrom BapuanTe ocymectBieHus uzodperenus, @opma Il Coenunenus 1
XapaKTepU3yeTCs 110 MeHbIIeil Mepe TpeMs mukaMu - C sIepHOTO MarHUTHOTO
pe30oHaHCa TBEPIAOro TeJja MPU XUMUYECKUX CIABHUTaxX, BHIOpaHHBIX U3 156,6 yacT. Ha
MiH, 134,2 gacT. Ha maH, 46,0 gacT. Ha MJIH, 25,5 gacT. Ha MJIH U 14,3 4acT. Ha MIIH.

B npyrom BapuanTe ocymectBieHus uzodperenus, ®opma Il Coennnenus 1
XapaKTePH3yeTCs [0 MEHbIIeH Mepe 4eThipbMs ukaMu -~ C sIepHOr0 MarHUTHOTO
pe30HaHCa TBEPIOro Teja MPU XUMUYECKUX CABHUTaX, BEIOpaHHBIX U3 156,6 yacT. Ha
MiiH, 134,2 gact. Ha miH, 46,0 gacT. Ha MJIH, 25,5 yacT. Ha MJIH U 14,3 4acT. Ha MIJIH.

B npyrom BapuanTe ocymectBieHus uzodperenus, @opma Il Coenunenus 1
XapaKTepu3yeTcs mukamu - C sSIepHOro MaTHUTHOTO PE30HAHCA TBEPIOro TeNa IpH
XUMUYECKUX CIBHUTax, BbIOpaHHBIX U3 156,6 wact. Ha muH, 134,2 gacT. Ha MiH, 46,0

4acT. HAa MJIH, 25,5 yacT. Ha MJIH U 14,3 4acT. HA MIJIH.
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B npyrom BapuanTe ocymectBieHus uzodperenus, @opma Il Coennnenus 1
XapaKkTepusyercs nukamu - C sS7epHOro MaTHUTHOIO PE30HAHCA TBEPIAOro Tena Ipu
XUMUYECKUX CIBHUrax, BbIOpaHHBIX U3 156,06 wact. Ha MuH, 156,0 vacTt. Ha muH, 134,2
yacT. Ha MutH, 132,5 yacT. Ha MJiH, 47,6 yacTt. Ha MJH, 46,0 yact. Ha MJH, 44,6 yacT.
Ha MJIH, 25,5 vact. Ha MiH, 14,3 yacT. Ha MiH u 13,0 4yacT. Ha MJIH.

B npyrom BapuanTe ocymecTtBieHus uzodperenus, @opma Il Coenunenus 1
XapakTepusyercs no MeHbineit mepe Tpems XRPD nukamu npu 20 yriax, BBIOpaHHBIX
u3 4,8°,9,7°,10,3°, 13,9° u 24,6°;, unu no MeHbIIEH Mepe TPpeMs MUKaMHU Bc
SIIEPHOTO MarHUTHOTO PE30HAHCA TBEPAOIO Teja MPU XUMMUUYECKUX CABUTrax,
BBIOpaHHBIX U3 156,6 yacT. Ha MuH, 134,2 yacTt. Ha MJH, 46,0 4yacT. Ha MITH, 25,5 JacrT.
Ha MJIH 1 14,3 gacT. Ha MIIH.

B npyrom BapuanTe ocymectBieHus uzodperenus, ®opma Il Coennnenus 1
XapaKTepHU3yeTCs Mo MeHbInel Mepe 4eTbipbMs nukamMu XRPD npu 20 yriax,
BbIOpaHHbIX U3 4,8°,9,7° 10,3°, 13,9° u 24,6°; unu no MeHbIIEH Mepe YeTbIPbMS
nukamu °C SIepHOTO MAHUTHOTO PE3OHAHCA TBEPAOTO TEa MPU XUMHUECKHX
caBUrax, BeIOpaHHBIX U3 156,6 yacT. Ha MutH, 134,2 yacT. Ha MuH, 46,0 4acT. Ha MJIH,
25,5 yact. Ha MJIH U 14,3 4acT. Ha MJIH.

B npyrom BapuanTe ocymectBieHus uzoodperenus, @opma Il Coennnenus 1
xapakrepuzyercs XRPD nukamu npu 20 yraax, BeiOpanHbix u3 4,8°, 9,7°, 10,3°,
13,9° 1 24,6°; uIn 10 MeHbIIeH Mepe deThipbMs mukamMu C sIepHOTO MATHHTHOTO
pe30HaHCca TBEPJOIO Tejla NPU XMMUYECKUX CABUrax, BRIOpaHHBIX U3 156,6 yacT. Ha
MiH, 134,2 gacTt. Ha MJH, 46,0 gacT. Ha MJIH, 25,5 yacT. Ha MJIH U 14,3 4acT. Ha MIJIH.

B npyrom BapuanTe ocymectBieHus uzodperenus, @opma Il Coenunenus 1
xapakrepusyercs XRPD mukamu nipu 20 yriax, BeiOpanHbix u3 4,8°, 9,7°, 10,3°,
13,9° u 24,6°; unn mukamu - C sSIepPHOr0 MATHUTHOTO PE30HAHCA TBEPAOro TeNna IpH
XUMUYECKUX CIBHUrax, BbIOpaHHBIX U3 156,6 wact. Ha MuH, 134,2 gacT. Ha MiH, 46,0
JacT. Ha MJIH, 25,5 wacT. Ha MaH U 14,3 dacT. Ha MJH.

B npyrom BapuanTe ocymectBieHus uzodperenus, @opma Il Coenunenus 1
umeer XRPD xapakrepuctuku, npencrasieHHbie B Tabauue 5, wim nuku Be
SAEPHOTO MAarHUTHOT'O PE30HAHCAa TBEPAOTrO Teja, NpeacTaBieHHble B Tabnuie 6.

Cnoco0b1 npuroropiaenuss ®opmbi I, @opmbi II, Popmer 111 u ux cmecei

H300peTeHne Takke OTHOCUTCS K coco0aM MPUTOTOBJIEHHS TBEPAbIX GOpM

Coenunenus 1. B uenom, @opma I, @opma II, @opma III, u ux cmecu moryt ObITh
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nosy4yeHsl nyteM pactsopenus CoennHenus 1 B nogxoasimem pactsopurene (“cranus
pacTBOpeHHUs ), MPEANOYTUTENBHO NIPU TEMIIEPATYPE BbILIe KOMHATHON TEMIIEPaTyPHI,
HarpuMmep, 25°C, Gonee nmpeanoyTuTeNbHO OT npubnusurensuo 45°C no
npudnuzurenbHo 80°C. [Tocne 3TOro HarpeThlil PACTBOP MOXKET OBITh OXJIAXKIEH
(“cragusa oxnaxaeHus”), odecrnednBasi TBEPAbIH/)KUIKUH KOMIOHEHT, COAEPIKAIINUH
Dopwmy I, @opmy II, @opmy III unu ux cMech, B BUAE TBEPABIX BellecTs. B
HEKOTOPBIX BapUaHTaX OCYIIECTBJIEHUS, HATPETbIE PACTBOPbI MOKHO (PUIBTPOBATH
nepen oXJaXKJeHHeM. B Ipyrux BapuaHTaxX OCYLIECTBJIEHHs, HArPEThIE PACTBOPHI
MOHO KOHI[EHTPHPOBATh A0 WUJIU BO BpEeMs CTaIHH OXJaxaeHus (“cragus
KOHLIEHTPUPOBaHUs ). B eme aApyrux BapuaHTax OCYLIECTBICHHS, HATPETHIC
pacTBOPBI MOTYT ObITh OOpaboTaHbl copacTBopuTesieM (“cragus oOpadoTku
copactBopuTeneM’). B HEKOTOPBIX BapUaHTaX OCYLIECTBICHHS, COPACTBOPUTEINb
(eciu OH HCIOJIB3YETCs) MOXKHO N0OABISITH BO BpeMsl CTalNH OXJakaeHus. B eme
APYTUX BapHaHTaX OCYLIECTBICHHS, CTANHs OXJIAXKACHUS BKJIIOYAET MOIIATrOBbII
UHTEPBaJ OXJaxAeHHs. B eme npyrux BapuaHTax OCyIIECTBJIEHHS, 3aTPABOYHBIH
KPHUCTAJUT UK 3aTPABOYHYIO0 Maccy (“cTanus 3aTpaBiuBaHus” ) NOOABISIIOT BO BpeMs
craguu oxynaxnaeHus. [lompasymeBaercs, 4To JHOObIe KOMOWHAIIMY BBIIIEYKa3aHHBIX
KOMIIOHEHTOB MOKHO MCNOIb30BaTh AjsA noaydeHus @opmel I, @opwmer 11, @opwmer 111
u ux cmeceil. Ilocne oxnaxkneHus, MOJy4eHHbIE TBEPJblE BELUIECTBA MOTYT OBITh
coOpaHbl, MPOMBITHI C TOAXOASIIUM PACTBOPHUTENEM U BhICYLIEHBI, mony4as Popmy I,
®opmy 1I, @opmy III unu ux cmecu.

Cnocobwr npucomosnenus cmecu Qopmor I u Popmer 11

B onHOM BapuaHTe OCyLIECTBJIEHHS, H300pETEHNEe OTHOCUTCS K CIIOCO0Y

npurotoBieHus cmecu @opmel I u @opmer I Coeaunenus 1, BKIOYAOIINN:

(a) HarpeBanue cmecu Coenunenus 1 B 2-nponaunoje no 70°C, mony4yas
pacTBop;
(6) 00paboTKy pacTBOpa, MOJYUYEHHOTO Ha CTanuu (a), BOIOU, MOANEPKUBASI

npu 3ToM Temneparypy ot 50°C no 70°C;

(B) OXJIaXKAEeHUE BOIHOU cMmecu co ctaauu (6) no 20°C; u

(r) cOOp MOJNIyUEeHHBIX TBEPABIX BelecTB B Buae cmecu @opmel I 1 @opmbl
IT Coenunenus 1.

B onHom BapuanTe ocymecTBieHus, amopduyto ¢popmy Coenqunenus 1

UCIOJIB3YIOT Ha CTaauu (a).
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Cnocoowr npueomosnenus Popmor [

B npyrom BapuaHTe OCyIIeCTBJIEHHUs, H300pETEHNE OTHOCUTCA K CIIOCO0y
npurotosienus Teepaoi @opmel I Coeaunenus 1, BKaOYa0LUeMy:

(a) narpeBanune Coenunenust 1 u mpem-6yrunmerunosoro 3¢upa (TBME) nnu
BOABI pu 50°, monyyasi B3BECh,

(6) oxnaskmeHue B3BeCH CO cTanuu (a);

(B) cOop monyueHHBIX TBepabIX BemecTB B Bune @opmer [ Coequnenus 1.

B onHoM BapuaHTe ocyuiecTBieHus, amoppHyto ¢popmy Coenunenus 1
UCIIONB3YIOT Ha CTaAuu (a) B BAPHAHTE OCYIIECTBJICHUS U300pEeTEHHs, ONMMCAHHOM
TOJIBKO YTO BBILIE.

B npyrom BapuaHTe OCyIIECTBIICHUS, N300 pETEHNE OTHOCUTCS K JIIOOOMY U3
IBYX BAaPUAHTOB OCYILIECTBIICHHUS H300pPETEHUs, ONTMCAHHBIX TOJBKO YTO BBILIE,
KOTOPBIN JOMOJHUTEIPHO BKIOYaeT KOHIIEHTPUPOBAHUE B3BeCH cO ctanuu (0) mepen
OXJIAKJIEHUEM B3BECH.

B npyrom BapuaHTe OCyLIeCTBIEHHUS, N300 peTEHNE OTHOCUTCS K CIIOCO0y

npurotosienus @opmsl I Coequnenus 1, Bkaroyarmemy:

(a) HarpeBanue Coenunenus 1 u 2-nponanona no 50-55°, monaydast pacTsop,
(6) oXJIaXKIeHue pactBopa co craguu (a) no 25°C;

(B) 00paboTKa OXJIaAXJEHHOTO pacTBOpa co ctaauu (0) BOIOW; u

(r) cOop monydeHHBIX TBepAbIX BemecTB B Buae @opmsl [ Coennnenus 1.

B npyrom BapuaHTe OCyLIECTBJIEHUS, N300pETEHNE OTHOCUTCS K BAPHUAHTY
OCYIIECTBJIEHUS] U300pETEHHs, OMMUCAHHOMY TOJIBKO YTO BBIIIE, rIe aMOphHYIO Gopmy
Coenunenus 1 unu cmech @opmsl I 1 @opwmer Il Coennuenus 1 ucnonbp3yoT Ha
cranuu (a).

Cnocobwr npucomosnenus Qopmur 11

B npyrom BapuaHTe OCyIIEeCTBIICHHUS, N300 pETEHNE OTHOCUTCS K CIIOCO0y

npurotosieHus @opmsel Il Coenunenus 1, BkiroyarmemMy:

(a) HarpeBanue cMecu Coenunenus 1 u 2-nmponanona 1o 70°, monydas
pacTBop;

(6) ¢unbTpoBaHHE pacTBOpa CO cTaguu (a);

(B) oxJyiaxkaenue ¢uibtpara co craauu (6) no 55°C;

(r) 00paboTKa OXJIAXKIEHHOTO pacTBOpa cO cTaauu (B) BOJOH;

(m) oxJlaXkaeHue cMecu, obpadborannoit Bonoil, co craauu (r) no 20°C; u

(e) cOop monydeHHBIX TBepAbIX BemecTB B Bune @opmel I Coenunenus 1.
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B npyrom BapuaHTe OCyLIeCTBIECHHS, H300peTEHNE OTHOCUTCA K Crlocoly,
ONMMCAaHHOMY B BapHAHTE OCYINECTBJIEHUS HU300pETEHUs], OMUCAHHOM TOJIBKO YTO
BbILIE, JOMOJHUTEJFHO BKJIIOYAKOIIEMY 3aTPaBIUBaHue pacTBOpa, odpaboTaHHOrO
BOJIOH, CO cTanuu (T), najpHellee cCMEINBaHNUE 3aTPAaBIEHHOrO pacTBopa mpu 55°C;
1 00paboTKy 3aTpaBJIEHHOTO PacTBOpa BOAOH nepexn oxnaxaeHuem no 20°C.

B apyrom BapuaHTe OCyIIECTBJICHUS, N300 pETEHNE OTHOCUTCS K JIIOOOMY U3
IBYX BAaPUAHTOB OCYLIECTBJIEHHS M300pETEeHUs, OMUCAHHBIX TOJBKO YTO BBIIIE, T/
amopduyr dopmy Coenunenus 1 wiu cmecs @opmbl [ u @opwmer 11 Coenqunenus 1
UCMOJIB3YIOT Ha cTaauu (a).

B npyrom BapuaHTe OCyIIEeCTBICHUS, U300 pETEHNE OTHOCUTCS K CIIOCO0y
npurotosnenus, @opmel Il Coenunenus 1, BkiroyarmemMy:

(a) HarpeBaHue cmecu Coenunenus 1 (cmecb @opwmsl I u @opwmer II), 2-

npormnaHoja u Boabl 10 55-60°C, monyyast pacTBop;

(6) ¢unbTpoBaHHE pacTBOpa CO cTaguu (a);
(B) HarpeBaHue ¢unpTparta co ctanuu (0) no 68-70°C;
(r) o0paboTky ¢uapTpara co craauu (B) BOAOH, PU 3TOM MOAAEPKUBAS

temnepartypy 68-70°C;

(m) oxyaxkaeHue obpaboraHHOro Bogol punbTparta co ctaguu (r) g0 62-
66°C;

(e) 3aTpaBiiMBaHUE pacTBOpa, 00paboOTaHHOrO BOJAOMU, CO cTanuu (T) C
IOMOIIBIO 3aTPaBOYHON B3BecH, Bkiouarouiein @opmy II Coenunenus 1, Boas! u

U30MPOMAaHoJa, MoJy4yas 3aTPaBJICHHYIO CMECh;

(x) OXJIaXKIeHue 3aTpaBIeHHOU cMecH co cTanuu (e) mo 55°C

(3) CMelIMBaHUE 3aTPABJIEHHOTO pacTBopa co ctaauu (k) npu 55°C;

(n) 00paboTKy 3aTpaBIEHHOTO PACTBOpPA CO CTaAMH (3) BOAOH, mojydas
CMECH;

(x) CMeIInBaHue cMecu co craauu (n) npu 55°C;

(m) OXJIAKICHUE OXJaXKAEeHHOHN cMmecH co ctannu (k) no 20°C; u

(m) cOop monyueHHbIX TBepAbIX BeuecTB B Bune @opmel 11 Coenqunenus 1.

B npyrom BapuaHTe OCyLIEeCTBICHHS, N300 pEeTEHNE OTHOCUTCS K BAPUAHTY
OCYINECTBJIEHUSI N300pETEHUsI, ONMMCAHHOMY TOJIBKO YTO BbIIIE, Te aMopdHy0 Gopmy
Coenunenus 1 unu cmecb @opmsbl I 1 @opwmel II Coennuenus 1 uCnonb3yoT Ha

cranuu (a).
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Cnocoowr npueomosnenus Popmer 111

B npyrom BapuaHTe OoCyleCcTBIEHUs, H300pETEHNE OTHOCUTCA K CIIOCO0y
npurotosienus @opwmsl III Coenunenns 1, Bkarodarmemy:

(a) HarpeBaHue cmecu Coenunenus 1 (Popwma II) u meranona no 50-55°C,
noJjiy4asi pacTBop;

(6) KOHILIEHTPUPOBaHUE pacTBopa co cranuu (a) npu 40-45°C;

(B) OXJIaXKJAE€HHE KOHIIEHTPUPOBAHHOTO pacTBopa co cranuu (6) no 25°C; u

(r) cbop monyueHHbIX TBepABIX BeuiecTB B Buae @opmel 111 Coennnenus 1.

B npyrom BapuaHTe OCyIIE€CTBJICHUS, NU300PETEHNE OTHOCUTCS K BAPHAHTY
OCYIIECTBJICHUS N300pEeTEHUsI, ONMMMCAHHOMY TOJIBKO 4YTO BbIlIe, rae @opmy I
Coenunenus 1 UCMONB3YIOT HA cTaguu (a).

Cnoco0b1 1eyeHust

CoenuHeHHsT COrJacHO U300pPETEHHIO TPEACTABISIOT COOOH CeJeKTUBHbBIE
uHruOutopsl mepeHocumka riunuHa tuna 1 (GlyT1). MenuuuHcKHe NPUHLUIIEL,
obcyskaemble B HAcTOSIIEH 3asBKE, pPAacCMAaTPUBAIOTCS KakK HMEIOIIHE BBICOKHH
UHTEpec B 00NacTH MPUMEHEHHUs IJis aKTUBHBIX COEIUHEHHI COrJaCHO HACTOSLIEMY
N300peTeHNI0. AKTHBHBIE COEIMHEHHS COTJIACHO HACTOSIIEMY H300PETEHHI0 MOTYT
UCIIOJb30BAaThCS NSl pa3pabOTKM JIEKapCTBEHHBIX cpencTB. Takue JekapCTBEHHBIE
CpPeACTBa MPENNOUYTUTENbHO HCIOJNb3YIOTCA AJS Je4eHHUs 3a00JeBaHUM, MPU KOTOPBIX
unruouposanue GlyT1 mMoxkeT Oka3bIBaTh TE€PaNeBTHYECKHH, TPOPUIAKTHUESCKUH UITN
moaupuuupyromuii 3¢pdekt Ha 3aboneBanue. I[lpennodTHUTENBHO, JEKapPCTBEHHbIE
CpeACTBa MOTYT HCIOJb30BATHCS ISl JeYEHHs 3a00JeBaHMM, TAKUX KaK TCHUXO3BI,
HapyleHus QyHKIUHU TaMsITH U o0ydeHust, mu3oppeHus (MO3UTHBHBICE U HETAaTHBHbBIE
CUMIITOMBbI IMHU30(QPEHUH U HaApylIeHHe KOTHUTHUBHBIX (YHKLUHI, CBsA3aHHOE C
mu3odpenueil), neMeHus, Takast Kak Ooje3Hb AJbpLreiimepa u apyrue 3adoyieBaHMUS,
OpH KOTOPBIX HapyIleHbl KOTHUTHUBHBIE MPOLECCHI, TaKWe KaK CUHAPOMBI neduiura
BHUMaHUsI, Oosie3Hb [lapKUHCOHA, STUIeTNICUsT W/ HTH OUIOJISIPHOE PAaCCTPOUMCTRBO.

JlekapCTBEHHBIE CpeNCTBAa TMpEeNHAa3HA4YeHbl [Jisi TPHUMEHEHUs B crocode,
NPEeANOYTUTENIbHO TepaneBTUYECKOM crmocole, s YJIyYIIeHUs BOCIPHUATHS,
KOHLIEHTPALIMH, MO3HABATEJbHOW CMOCOOHOCTH, OOyYEeHHUSI UM NMaMATH, TaKHe KakK Te,
KOTOpble UMEIOT MECTO, B YaCTHOCTH, MPU TAaKUX COCTOSHHSAX, 3a00JeBaHHS H/HUIU
CUHIpPOMAX, KaK:

JerKoe HapyIlleHHe KOTHUTHBHBIX (DYHKLIMI, aMHECTHYECKOE JIerKoe HapylleHue

KOTHUTUBHBIX (PYHKI[MH, aCCOIMUPOBAHHBIE C BO3PACTOM HapyLIEHHs 00y4aeMOCTH H
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namMsTH, aCCOLMHMPOBAHHBIE C BO3PACTOM IIOTEPU MNaMSTH, COCYAHCTass JEeMEHLHUS,
YepenHO-MO3roBasi TpaBMa, HHCYJIbT, JEMEHLHUs, BO3HHMKAIOINAas IOCJI€ HHCYJIbTOB
(mocnenHCyNnbTHAST JEMEHLUs), NMOCTTpaBMaTHYeCKas AeMeHIUs, oOlue HapylIeHUus
KOHLIEHTPALlMN, HApYLIEHUs KOHLEHTpAaluu y neteil ¢ mpobiemamMu oOydeHUs H
naMsaTH, OoJe3Hb Aublreiimepa, jnerkas 0oje3Hp Anblreiimepa, yMepeHHas-CpeaHss
Oone3Hb AunbureiiMepa, cpenHss-TspKenas Oo0Jie3Hb AUJbIreliMepa, NpPoOApOMalibHAs
Oone3Hp AnbureiiMmepa, aeMeHUHUs] ¢ TenbuamMu JIeBu, neMeHUUs C JereHepanuei
J00HBIX nojel, Bkiovas cuHApoM Iluka, Oone3np [lapkuHCOHA, MPOTPECCUPYIO U
SANEPHBIA Mapajud, JeMEHOHs C KOPTUKOOa3albHOW JereHepanueii, OOKOBOI
amuotrpopuueckuii ckiepo3 (ALS), Oone3Hp XaHTHHITOHA, PACCESHHBIH CKJIEPO3,
nereHepamnus Tajamyca, ngemenHumsi Kpelitudpensna-Axkoda, BHUY nemennus,
SMUJIENCHUsl, BHUCOYHAs DJIUJENCHS, KOPCAKOBCKMH ICUXO03 WJIM HapylIeHue
KOTHUTUBHBIX (YHKOUN, CBsA3aHHble C [mMuU30ppeHUel, mnpoapoManbHas ¢asa
mu3oppeHun, OoiblIoe AEMPeCcCHBHOE  PacCTPOWCTBO, JAempeccHs, OOJie3Hb
[TapkuHCOHA, »snuiencusi, Mmu3oapPeKTUBHOE PACCTPONUCTBO WM OUIOJSIPHOE
PacCTPOMCTBO.

Jlpyroii acmekT COIJIACHO HACTOSIIEeMY H300pETEHHI0 OTHOCHTCA K JICUEHHUIO
3aboneBanus, koropoe poctynHo nyreMm GlyTl-unruOupoBanusi, B 0COOEHHOCTH
HapylIeHUH CcHa, TaKuxX Kak OECCOHHMIA WJM HapKoJencus, OumonsipHoe
paccTpoiicTBO,  aempeccHsi, paccTpPoiicTBa, CBA3aHHbBIE C INpUMeHeHuem /
310ynoTpebieHrneM ICUXOAKTHBHBIMH BEIIECTBAMH, HApYLIEHUs CJIyXa, CHUHAPOM
nepuuuTa BHUMaHHUS (TUNEPAKTUBHOCTH), BOCHANUTENbHAas OOJb, HEBpOMaTHUYeCKas
00Jib, HAPYLIEHHS] AYTHYECKOTO CIEKTpa MM HAPYIIEHUS KOHTPOJIS MOOYKICHUS .

CoenuHeHHs COrJIACHO M300PETEHHIO MOXKET MCIOJb30BAThCS B MJIM B Ka4eCTBE
JI€KapCTBEHHOTO CPEeCTBA.

Takoe nekapcTBEHHOE CpPEACTBO MPEANOUTHUTENbHO IMpPEeAHA3HAYEHO U
TEPANEeBTUYECKOr0 WU MPOPHIAKTHYECKOTr0, MPEANOYTUTEIbHO TEPaneBTUYECKOTO
criocoba npu neuenun 3abonesanus [{HC.

B anpTepHaTUBHOM NPUMEHEHUHU, JIEKAPCTBEHHOE CPEACTBO NpeJHA3HA4YEHO AJs
nedenus: 3abonesanust L{HC, nedeHume KOTOPOro OOCTYNMHO MyTE€M HHTUOMPOBAHUS
GlyTl1.

B anpTepHaTUBHOM NPUMEHEHHUHU, JIEKAPCTBEHHOE CPEACTBO NpEeJHA3HAUYEHO AJs

nedeHus 3a00J1eBaHUs, KOTOPOE NOCTYMHO nyTeM uHruouposanus GlyT1.
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B anpTepHaTUBHOM NPUMEHEHUH, JIEKAPCTBEHHOE CPEACTBO NpEJHA3HAUYEHO AJs
NpUMEHeHHUs B criocobe nedeHus: OosesHu AnbureiiMepa, mu3oppeHun (TO3UTUBHBIX
U HEraTUBHBIX CHUMIITOMOB) HJIM HapyIIEeHUs KOTHUTHBHBIX (PYHKUHH, CBSA3aHHBIX C
OonesHpl0 AJbIrefiMepa, MM CBA3AHHBIX C MU30(QpeHueH.

B nmanpHeiimmem acmekTe B COOTBETCTBHM C H300peTEeHHEM, HACTOsIIEe
u300peTeHne OTHOCHUTCS K CINOcOoOy JIeUeHUs] MJIM NPENOTBPAIIEHHS] COCTOSIHUS HIIH
3aboneBaHus, BBIOPAHHOTO W3  BBIIENEPEUYUCICHHOW TPYINbl COCTOSHUH U
3aboneBaHui, TAEe CHNOCco0 BKJKYAET BBEACHHE TepaneBTHYECKH 3(PPEeKTUBHOTrO
KOJIMYECTBA COCIMHEHHsS] B COOTBETCTBHHU C U300pPETEHUEM UYEJIOBEKY, KOTOPBIA B 3TOM
HYXXJaeTcs.

JluamnasoH 103 COeNMHEHHS COTJIACHO HACTOSIIEMYy H300pEeTEeHUI0, MPUMEHSIEMBbIH
B CyTKH, 00brHO cocTapisieT oT 0,1 1o 5000 mr, npeanoururensHo ot 0,1 go 1000 wmr,
npeAanoYTUTENBHO OT 2 10 500 mr, 6ojee mpeanodTuTenbHO OT S 0 250 Mr, Haubonee
npenmnoututeabHo ot 10 mo 100 mr. Jlo3upoBaHHas enuHuIa (HampuMmep, TadJieTka)
NPEANOYTUTENPHO MOXET COJepKaTb B HHTepBaje oT 2 1o 250 mr, ocoOeHHO
npeanoyTutespHo B uHTepBajse OT 10 po 100 Mr axkTUBHBIX COEAUHEHHUU B
COOTBETCTBHUU C U300pETEHUEM.

Jlpyroii acekT B COOTBETCTBUH C U300pPETEHNEM OXBATBhIBAE€T COEUHEHUS
COTJIACHO U300PETEeHHIO AJIs IPUMEHEHHUS B TEPANeBTUUECKOM CIIOCO0€ MU JJIs
IPUMEHEHHUs B BUJ€ JE€KAPCTBEHHOTO cpeacTBa. Eciau yka3aHHbBIN TepaneBTUUYECKUM
croco0 MM JIEKaPCTBEHHOE CPEACTBO NMPEIHA3HAYEHO NPEATIOYTHTENbHO AJIS JIeUSHHUS
COCTOsIHMS WU 3a00JieBaHUs, BBIOPAHHOT'O M3 TPYIINbI COCTOSHUN MU 3a00JIeBaHUN,
KaK U3JI0KEHO BbILIE B 3TOM pasjaeje noa 3ariaBuem “Crnocod nedeHus’” .

Jlpyroii acekT B COOTBETCTBUH C U300PETEHNEM OXBATHIBAET COCUHEHUS
COTJIACHO U300PETEHUIO ISl MPUMEHEHHUS ISl IPUTOTOBJICHUS JIEKAPCTBEHHOTO
CpeACTBa JUIS JICUEHUsI COCTOSTHUS WU 3a00JeBaHus, 3a001eBaHus, BHIOPAHHOTO U3
I'PYIIBI COCTOSHUHN MiH 3a00JI€BaHUHN, KaK U3JI0KEHO BBIIIE B 3TOM pasjesie Mmoj
3arnaBueM “Cnoco0 nedeHus” .

dapManeBTHYECKAST KOMIO3HIIHUS

[Tonxoasimue mpenapartsl AJs BBEICHUSI COEJUHEHUH COrJaCHO H300PETEHUIO
OynyT MOHSATHBIMH ISl KBATHU(UIIMPOBAHHBIX CIIENHAINCTOB B JaHHOH obyiacTu
TEXHHUKH U BKJIIOYAIOT, HAIpUMeEpP, Ta0JETKH, MUIIOJIN, KaNCYJIbl, CYNTIO3UTOPHUH,
NAaCTUJIKHU, JENEeUIKH, paCTBOPBI, CUPOIbI, 3JIUKCUPBI, callle, penapaTsl JJsi HHbEKLHIA,

WHTJISIHHOHHBIEC TIpeniapatel u nopomku u ap. Conep:xxanne gpapamaneBTUUECKU
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aKTUBHOTO (BIX) coenuHeHus (i) nomxHO OpITh B mpenenax ot 0,05 no 90 mac.%,
npeanoututenabHo oT 0,1 go 50 mac.% cocTaBa B LIEJOM.

ITonxoasiuue TabIETKU MOTYT OBITh MOJYUYEHbI, HAIPUMED, IyTEM CMEIINBAHUS
AKTUBHOTO BELIECTBA C U3BECTHBIMH HAINOJHUTENSIMH, HAIPUMEDP, HHEPTHBIMU
pa30aBUTENAMH, TAKMMHU KaK KapOoHaT kanbLus, pochar Kaubuus,
JaKTO3a/MOHOTUAPAT JAKTO3bI, UM MUKPOKPHUCTAJINYECKAs LEJIII0JI03a;
Pa3pBIXJIUTENSIMUA, TAKUMH KaK KYKYPY3HBIH KpaxMaj, aJibTHHOBAsI KUCIOTA WJIH
KPOCKapMeJljio3a HaTpusl, CBA3YIOIUMU, TAKMMHU KaK KpaxMall WU JKeJIaThH;
CMa3bIBAIOLIMMH BEIIECTBAMHU, TAKUMH KaK CT€apaT MarHus WU TAJIbK, U/ WU
areHTaMu, 3a/1ep)KUBAIIINMH BBICBOOOKIEHNE, TAKUMH KakK
KapOOKCHMETHIILIEIUIIOI03a, aueTaT@raiaT HeUTF0JI03bl HIIM MOJTUBUHUIALETAT.
TabneTku Takke MOTYT COAEPKATh HECKOJBKO CIIOEB.

TepmuH "akTuBHOE BelnecTBO" 0003HAYAET OJHO MJIM HECKOJBKO COCTUHEHUM
®opwmsel I, @opwmsl 11 unu @opwmser III. B cnydyae oqHON U3 BhINIEYKAa3aHHBIX
KOMOMHAUMH ¢ OJHUM FJIH HECKOJbKUMH APYTUMU aKTUBHBIMHU BEIIECTBAMH TEPMUH
"aKTHUBHOE BELIECTBO" TaK)Xe MOXKET BKJIOYATh JONOJHUTEIbHbIE AKTUBHBIE BEIECTBA.
CrangapTHBIE IPOLEAYPHI CIEAYET NIPUHUMATH BO BHUMAaHHE JJIs IPUTOTOBJICHUS
m0doro u3 papManeBTHYECKUX COCTABOB, YKa3aHHBIX B HACTOSINEH 3asiBKE.

ITokpeiTEIE TAOMETKH MOTYT OBITH MPUTOTOBJIEHBI COOTBETCTBEHHO MyTEM
HNOKPBITHS sI1€P, IPUTOTOBJIEHHBIX aHAJOTUYHO TabJeTKaM, BELUIeCTBAMHU, KOTOpbIE
OOBIYHO MCHOJIB3YIOT ISl MOKPBITHS TA0JIETOK, HAIPUMEpP, KOJUIMIOH MM IIeJUIaK,
rymMMuapaOuK, TanbK, JHOKCU] TUTaHA UIU caxap. [IJ1s JOCTHIXKEHUs 3aMeJIEHHOTO
BBICBOOOIKICHUSI UJIU MPEIOTBPALICHHIS] HECOBMECTUMOCTH SIAPO TAKKe MOKET
COCTOSITh U3 MHOTHX cJI0eB. [IogoOHBIM 00pa3oM, MOKPBITHE TAOJIETOK MOXKET
COCTOSITh U3 MHOTHX HJIU CJIOEB JJISl TOCTH)KEHHS 3aMEIJIEHHOT'O BBICBOOOKICHUS,
BO3MOXKHO, UCTIOJIb3YsI HATIOJIHUTEJIH, YIIOMSHYThIE€ BbILIE [T TAOJIETKH.

JUist mepopanbHOTO BBEAEHHS, TaOJIETKH TaKXKe MOTYT COAEPIKATh, KpOME
BBIIIEYKa3aHHBIX HOCHTEJIEH, BCIOMOTAaTEbHbIE BEIIECTBA, TAKHE KaK LIUTPAT HATPHUS,
KapOOHAT KaJdpLUMs U AUKaNbLUiiPochaT, COBMECTHO C Pa3IMUHBIMU
BCIIOMOTATEIbHBIMHU BEIIECTBAMH, TAKUMH KaK KPaxMal, MPeANOYTUTENbHO,
KapTodenbHBIH Kpaxmal, KeJaTuH u apyrue. Kpome toro, nus npomecca
TaOJNEeTUPOBAHMS TAK)KE MOXKHO HCIOJIb30BATh CMa3bIBAIOI[HE BEINECTBA, TAKHUE KaK

cTeapaT MarHus, Jaypuicyiab(ar HaTPpUsA U TaJbK. B ciiyyae BOIHBIX CyCHEeH3UH
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AKTUBHBIE BEIIECTBAa MOKHO KOMOMHUPOBATH C PA3JIMYHBIMHU YCUIUTEISIMH BKyCa UIIH
KPacHUTENAMH, JOMOJHUTEIbHO K HATOJHUTENSAM, YKA3aHHBIM BbILIE.

AKTUBHBIE HHTPEIMEHTHI /BEINECTBA UJIM AKTUBHbIE KOMIIOHEHTBl MOAXOSINE
MOTYT BBOAUTHCS B KUAKOH Gopme nub0 B TUNOPUIABHON WU rUAPOGHIBHOMN
cucreMe-HocuTese, 100 B BIAE PaCTBOPA UJIU CYCIIEH3MH, CMEIIAHHONW C e TUHUYHBIM
HOCUTEJIEM-HAMOJIHUTEIEM UJIN CMELIAHHON ¢ KOMIIJIEKCHOMN Cpefoii-HOCUTENEN,
COCTOSIIIEH U3 HECKOJIbKUX KOMIIOHEHTOB. MHKANCYy TUPOBAHNE TAKUX KUIAKHX
COCTaBOB B KaIlCyJibl, TUOO MsITKHe (JKeJIATUHOBBIC) UJIN TBEPble (JKEJaTUH-) KaICyJIbl
NOTEHUHAJIBHO MPETOCTABISIET OUECHb MOAXOAAIHNA MyTh BBEICHUS TAKUX
(bapMaKOJOrHYECKU AaKTUBHBIX BEIIECTB.

Cupornsl WM 3TUKCUPBI, COAEPIKAIUE aKTHBHOE BEIIECTBO B COOTBETCTBHH C
N300peTeHHEM JOMOJHUTEIBHO MOTYT CONEPIKATh MONCIACTUTENb, TAKONW KaK
caxapuH, UKJAMaT, TIULEPHH WK caXxap U YCUJIUTENb apoMaTa, HalpuMep,
apoOMaTHu3aTop, TAKOW KaK BAHUJIMH MJIU alleJIbCUHOBBIN SKCTPaKT. Tak:ke OHU MOTYyT
coAepKaTh aABIOBAHTHI WU 3aryCTUTENHN CYCIIEH3UH, TAKNE KaK HaTpHi
KapOOKCHUMETHIILIEIUIIOI03a, CMAYHBAIOI[HE BEIIECTBA, TAKUE KaK, HATIpUMeEp,
NPOAYKTHI KOHAEHCAIUH XKUPHBIX CIIUPTOB C 3TUIEHOKCUIIOM, UJIU KOHCEPBAHTHI,
TaKHue KaK N-THAPOKCUOEH30aThI.

Kancynbl, cogepikamue akTHBHOE BELIECTBO B COOTBETCTBUM C U300pETEHHEM,
MOTYT OBITh MPUT'OTOBJIEHBI, HAIIPUMEP, MyTEM CMEIINBAHUSI aKTUBHOT'O BELIECTBA C
UHEPTHBIMU HOCUTENISIMHU, TAKUMHU KaK JAKTO3a UJIN COPOUT, yNaKOBBIBAHHS UX B
KEeJATUHOBbIE KAIICYJIBI.

HanmonHuTe M, KOTOpbIE MOKHO MCIOJb30BaTh, BKJIKYAIOT, HAIPUMED, BOAY,
(apManeBTUYECKH TPUEMJIEMbIE OPTAaHUYECKHE PACTBOPUTEINH, TAKUE KaK mapadMHbI
(Hanpumep, HePTsIHbIE QpPaKLNK), PACTUTEIbHBIE Macia (HalpuMep, apaxucoBOE HIIH
KYH)KYTHO€ MacJIO), MOHO- MJIH MOJTU(PYHKIHOHAIbHBIE CIUPTHI (HAIPUMED, STAHOJI
WU TIULEePHH), HOCUTENH, TaKhe KaK, HanpuMep, NPUPOAHbIE MIHEpaJbHbIE
NOPOIIKHU (HAaPUMeEP, KAOJHHBI, TJIUHBI, TAJbK, MEJ), CHHTETUYECKHE MIUHEPAJbHBIC
NOPOIIKHU (HAaPUMEP, BBICOKOAUCIIEPTUPOBAHHAS KPEMHHUEBAsI KUCIOTA U CHJIMKATHI),
caxapa (HampuMmep, TPOCTHHKOBBIN caxap, JaKT03a U TII0K03a), SMYJIbraTOPHI
(Hampumep, TUTHUH, OTPA0OTaHHBIE CYIb(PUTHBIE IIEJIOKH, METHIILEIII0I03a,
KpaxMaJ U MOJUBUHIJINTUPPOJHAOH) U CMa3bIBaIOLINE BellecTBa (HampuMep, creapar

MarHus, TaJIbK, CTEAPUHOBAs KUCJIOTA U JJaypUiIcyiabdar HATpus).
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Jlo3upoBKa 1Jisi mepopaabHOro BBeAeHUs AJis Jroaeit cocrasuaser 0,5 - 1000 mr
Ha BBEJCHUE C OJHUM WUJIM HECKOJBKUMHU BBEAECHUSIMU B CYTKH.

OnHako, MHOTIa MOXET BO3HUKATh HEOOXOAMMOCTh OTKJIOHEHHUS OT YKa3aHHOTO
KOJIMYEeCTBAa, B 3aBUCUMOCTH OT BeCa Teja, NyTH BBEAEHNSA, UHAUBUAYAJIbHON peakLuu
Ha aKTUBHOE BEILIECTBO, XapaKTepa ero peuenTypbl U BpEMEHHU UM UHTEpBaja
BBEJICHUS aKTUBHOTO BemecTBa. Takum o0pa3oM, B HEKOTOPBIX CIyYasx MOXKET OBITh
NOCTATOYHO NPUMEHEHHUS KOJINYECTBA, KOTOPOE MEHbIIE MUHUMAJIbHON J03BI,
YKa3aHHOM BBIIIE, B TO BPEMS KaK B APYTHX CIy4asiXx MOXeT ObITh MPEBBIIIEH BEPXHUN
npenen. [Ipu BBegeHNU OOIBIIEr0 KOJIMYECTBA MOXKET OBITH PEKOMEHIOBAHO
paszieJeHue €ro Ha HECKOJIbKO MEHBIIUX 103, PACIPEAECNsIEMbIX B TEUEHHUE THS .

B opHOM BapuaHTe OCYLIECTBICHHS, H300pETEHNE OTHOCUTCS K
¢dapmaneBTHUECKONH KOMIO3ULNH, BKIovarwmeii @opmy I, @opmy 11, @opmy 111, nnu
cMmech no MeHbled Mepe AByx us @opmel I, @opwmel I, u @opwmer 111, u
(dapmaneBTHUECKH MTPUEMIIEMbII HATIOJTHUTEb.

B npyrom BapuaHTe OCyIIE€CTBIECHUS, N300 peTEHNE OTHOCUTCS K
dapmaneBTHUecKOl KoMmo3unny, skmovarieit @opmy I Coenunenus 1 u
(bapManeBTUUECKH IPUEMIIEMbIIl HATIOJTHUTEb.

B npyrom BapuaHTe OCyLIE€CTBIEHUS, H300pETEHNE OTHOCUTCS K
dapmaneBTuueckoi komno3uuny, skaovawmeit @opmy I Coennnenus 1 u
bapMaLeBTHYECKHU TPUEMIIEMBbIH HAIOJHUTEb.

B npyrom BapuaHTe OCyLIECTBIIEHUS, U300PETEHHE OTHOCUTCS K
bapmaneBTUYEeCKON KOMIo3uluH, Bkirouaromein @opmy 111 Coenunenus 1 u
(dapManeBTUYECKH TPUEMJIEMbIil HATIOJTHUTEb.

B npyrom BapuaHTe OCyIIECTBIICHUS, N300pETEHNE OTHOCUTCS K
(apManeBTUYECKOW KOMIIO3ULIMH, BKJIIOYAKOIIeHd o MeHbIIelH Mepe nBe u3 @opwmsl 1,
@opwmer 11, u @opwmsl 11T Coenunenus 1 u papManeBTUIECKU TPUEMIIEMBIH
HaNOJHUTEIb.

JlanpHe#mue NOMOJHUTEIbHBIC TPUMEPH! (apMaleBTHYECKUX JO3UPOBAHHBIX

bopM UITIOCTPUPYIOT HACTOSIIIEE U300pETeHUE, HE OrPAHUYUBAS €r0 00bEM.

TBepable )KeJaTUHOBBIE CocTaB cynno3uTopus

KarCyJibl

AKTUBHOE 150,0 mr AKTUBHOE BEIIECTBO 150,0 mr
BELIECTBO

JIaKTO34a 87,0 mr MOJUATUAECHTIUKOJBL 1500 550,0 mr
KYKYPY3HBIU 80,0 mr NOJU3TUIEHIIUKOIb 6000 460,0 mr

Kpaxmail
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(6e3BOOHBIN)
cTeapaT MarHus 3,0 mr MOJMOKCHATHIIEH COpOUTaH 840,0 mr
MOHOCT€eapart
320,0 mr 2000,0 mr
Tabnerkn
AKTUBHOE BEIIECTBO 100,0 mr 150,0 mr
JIAKTO3a 80,0 mMr 89,0 mr
KYKYPY3HBIH Kpaxmall 34,0 mr 40,0 mr
MOJUBUHUITUPPOIUAOH 4.0 mr 10,0 mMr
cTeapaTt MarHus 2,0 Mr 1,0 mr
220,0 mr 290,0 mr

KomOunuposannas tepanusi /KomOuHauusi ¢ ApyrumMu AKTUBHBIMH
BeIeCTBAMH

Brimeykazanaeie nonumopder @opma I, @opma II mimm @opma I Takke mMoryT
BBOJHUTBHCS COBMECTHO C JPYIUM AaKTHBHBIM coeiuHEeHHEeM. M3o00peTeHme Takke
OTHOCUTCS K (apMaleBTHUUYECKOMY IIpenapary, KOTOpbIH o0ecneduBaeT TaKyro
KOMOMHALMIO aKTUBHBIX KOMIIOHEHTOB, I'Zl€é OJHHM H3 KOTOPBIX SIBISETCA TBEpAas
¢opma CoenuHenust 1 B COOTBETCTBUHU C U300pETEHUEM.

Takme  koMOMHAIMM  MOTYyT  MNPEACTaBIATH  co0OH  KoMOMHamuu ¢
($UKCUPOBAaHHBIMH J03aMH (AKTUBHBIE KOMIIOHEHTBI, KOTOpPble KOMOHWHHUPYIOT,
HaxOIsTCsI B OJHOM U TOM K€ (papMaLieBTHYECKOM Ipernapare) Wi KOMOWHALHU CO
CBOOOJHBIMH  J103aMH (akTUBHBIE KOMIIOHEHTBl ~ HaxoAATCs OTZEJbHBIX
dapmaLeBTHYECKUX Ipenaparax).

Takum oOpa3om, HalbHEWIIHI aCMEeKT HACTOAIIEero M300peTeHUs! MpeacTaBisieT
co0oif KOMOWHAIIUI0O COENUHEHUs] COTJACHO HU300pPETEeHUI0, C APYTHM aKTHBHBIM
COEMHEHUEM, HampuMep, BBIOPAHHBIM M3 TPYIIbI, BKJIOYAKOLIEH HEHPOJENTHKH,
TaKHe KaK rajionepuao, KJI03anuH, PUCTIEPUAOH, KBETHAIIMH, apUIIPUIIA30JI, a3€HAITNH
U OJIAaH3AaINHWH, AHTHAENPECCAHTBI, TAKHE KaK CEJEKTUBHbIE HHTUOUTOPBI OOpaTHOrO
3aXBaTa CEPOTOHMHA W  CONPSDKEHHBIE  UHTUOMTOpPBI  OOpaTHOro  3axBaTa
CEpOTOHHWHA/HOpANEeHAIWHA, HOPMOTHMHUKH, TaKHe KaK BajJblpoaT JUTHI W
JAMOTPUJIUKMH, HMHIUOUTOpPBI OeTa-cekpeTasbl, HMHIHOUTOPBI TraMMa-CEeKpeTasbl;
MOAYJATOPBl TaMMa-CEKpeTa3bl, MHTHOUTOPBHl aMUJIOMAHON arperanuy, TaKHUe Kak,
HarpuMmep, CHOUJJIO-MHO3UTOJN;, TpsIMbIe HWJIHM  OIOCPEAOBAHHO  JOEHCTBYIOIINE
HeWpo3aluTHBIE W/WiINM Moxupunupyrumue 3ad0oneBaHne BEIIECTBAa; aHTHOKCUIAHTHI,
FMHKro Oumjoba WMAM  THHKTOJHI,

Takue Kak, Hampumep, BUTaMHH E

> 2

MPOTUBOBOCIHAIUTEIbHBIE BELIeCTBa, Takue kak, Hanpumep, Cox uaruduropsr, HIIBC,
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JOOTIOJIHUTEJIPHO WJIH HCKIIOUNTENbHO uMmeromue Al (Abera) cHUkaromue CBOHCTBA;
uHruouropsr  HMG-CoA  penykrasbl, Takue Kak CTaTHHbI, HMHTHOUTOPBI
aALleTUIXOJUHACTEPA3bl, TaKM€ KaK JOHENEe3WJ, PUBACTUIMHUH, TAKpUH, TajlaHTAMUH,
NMDA peuentop aHTaroHucThl, TaKMe Kak, Hanpumep, meManTuH;,; AMPA peunentop
aronuctel, AMPA penentop NO3UTUBHBIX MOAYJIATOPBl, AMPKHHB, HWHrHOUTOPBI
NepeHocunKa TriaunuHa |1, UHTUOUTOPBl OOPAaTHOrO 3aXxBaTa MOHOAMHUHOBOTO
peuentopa; BeLIECTBA, MOAYJHPYIOIINE KOHLUEHTPALMI WJIH BBICBOOOXKAEHHE
HepOMenHaToOpOB; BElIeCTBAa, UHAYLUPYIOIHE CEKPELHI0 FTOPMOHA pOCTa, TaKue Kak
nOyTaMOpPEH Me3WJIaT M KalpOMOPEJHH, aHTarOHUCTHI MWK oOpaTHbie aroHucTel CB-1
peuentopa; aHTHOMOTHKH, TaKHEe KaK MUHOLUWMKJIHH WJIH PpUDAMIHIIUH, HHTUOUTOPBI
PDE1, PDE2, PDE4, PDES, PDE9 umu PDEI10, oOpatnHbie aronuctsi GABAA
peuenrtopa; oopataeie aroHucTel GABAA anbdaS peuenrtopa; antaronuctesl GABAA
peLenTopa; aroHUCTbl WM 4YacTUYHbIE ArOHUCTBI MM TO3UTHUBHbIE MOAYJIATOPHI
HUKOTMHOBOTO peLENTOpa; aroHUCThl WJIM YaCTUYHbIE aroOHUCTHl WU NO3UTHUBHBIE
MOAYIATOPEl anbdpa40era? HUKOTHHOBOTO pPELENTOpa; aroHUCTbl WM YaCTUYHBIE
ArOHUCTBI WJIM TO3UTHBHBIE AJUIOCTEPUUYECKHE MOAYJIATOPHI anbda7 HUKOTHUHOBOTO
peLenTopa;; aHTarOHUCTHl rucTaMUHOBOro peuentopa H3; aroHUCTBl Ui 4acTUYHbIE
aronuctsl 5-HT4 peuenrtopa; anraronuctsl 5S-HT6 penentropa; aHTaroHuCTH anbdal-
aJpeHOpeLenTOpa, aHTArOHUCTBI KaJbLUsl, arOHUCTbl WUJHM YaCTUYHbIE arOHUCTBHI UJIHU
NO3UTUBHBIX  MOAYJSTOPBl ~ MYCKapUHOBOro  peuentopa M1,  aHTaroHUCTbI
MyCKapHMHOBOIro penentopa M?2; aHTaroHucTbel MYCKapUHOBOTO peuentopa M4,
NO3UTHUBHBIE AJUIOCTEPUYECKHE MOJAYJATOPbl MYCKapHMHOBOTO peuentopa M4,
NMO3UTUBHBIE AJJIOCTEPHUYECKHE MOIYJSTOPBI METAa0OTPOMHOIrO pelenTopa riyramara
5-

2

AHTATOHHCTBI ~ MeTabOTPOMHOTO  pemenTopa  rjayramara  2;

2

ArOHUCTHBI

MeTaboOTpOMHOTO  peuenTtopa riayramara  2/3;

2

NMO3UTHUBHBIE  AJUIOCTEPUUYECKHE
MOAYJIATOPBI METAOOTPOIMMHOTO peLenTopa riyramara 2 U Apyrue BEIecTBa, KOTOPbIE
MOAYJIHUPYIOT peuenTtopbl WUiId (PepMeHTh TakuM o00pa3oM, HYTO OHH MOBBIIIAIOT
spdexTuBHOCT, W/ MM 0E30MACHOCTh AKTUBHBIX COENUHEHUW B COOTBETCTBUH C
N300peTEeHNEM W/UJIN CHUKAIOT HEXKeJaTelbHble TOO0YHbIE 3P EKTHI.

CoenuHeHHs COTIACHO M300PETEHHIO TaK)Ke MOTYT MPHUMEHSITHCS B KOMOMHALIMH

¢ HUMMYHOTEpanusiMu, TaKHUMHU KakK Hanpumep, AKTUBHBIC HWMMYHU3AOUHU C

2
NPUMCHCHUEM Abera nJIn ux "IaCTefI, nin IIaCCUBHBIC HUMMYHH3alUU C
r'yMaHU3UPOBAHHbBIMHU aHTH-AOeTa aHTUTEJNaMH WA (I)paFMeHTaMI/I AHTUTECI OJId

J€YeHHUs BBIIIEYKA3aHHBIX 3a00J€BaHUM U COCTOSHUI.



10

15

20

25

30

33

CoenuHeHHs COTrJacHO M300pPETEHUI0 TakXkKe MOTYT KOMOMHHPOBATBCA
HEHpOJEeNnTUKaMU, TaKUMH KakKk rajonepuaos, (QuyneHTukcos, (Iycnupuies,
XJIOPIPOTUKCEH, MPOTUIIEHINJI, JIEBOMEIIPOMA3UH, KJIO3AaIMUH, OJIaH3alWH, KBETHAIUH,
pPUCMEPUAOH, NATUNEPUAOH, AMHUCYJBIPUJ, 3UMPACUIOH, APUIHUIIPA30J, CYJIBIUPHUN,
30TenuH, cepTuHAoN, GaydenasuH, nepdheHasuH, nepa3uH, NPOMa3uH, XJIOPIPOMA3HH,
JeBOMENpoMa3uH, OeHnmepuaon, OpoMHepuaos, MUMO3UA, MEJbINEepPOH, MUIAMIIEPOH,
WIOTIEPUOH, a3€HAIMH, MEPOCTUPOH, OJIOHAHCEPHH U JIyPa3UIOH.

CoenuHeHHs COTJIACHO HU300PETEHHIO TAakK)ke MOTYT KOMOWMHHPOBATBHCA C
AHTUJENPECCAHTAMH, TaKUMH KAaK AaMUTPUNTUIHUH HUMHIPAMHH THIAPOXJOPHUL
(TOFRANIL), umunpamun wmaneatr (SURMONTIL), nodenpamuH, ne3unpamuH
(NORPRAMIN), JOKCENHUH (SINEQUAN, ZONALON), TPUMUIIPAMHUH
(SURMONTIL).

WUnu coenwHeHHWs COTJIACHO H300pPETEHHIO TaKKE€ MOTYyT KOMOWHHPOBATHCS C
uHruouropamu oOpatHoro 3axsarta ceporoHuHa (5-HT), takmmu kak amampoxiiar,
nutanonpam (CELEXA, CIPRAMIL) »scouranonpam (LEXAPRO, CIPRALEX),
knomunpamMmud  (ANAFRANIL), nagynokcetun  (CYMBALTA), ¢emokceTun
(MALEXIL), ¢enpnypamun (PONDIMIN), HopdpenbnypamuH, (ayokceTuH
(PROZAC), pnysokcamun (LUVOX), ungannun, munsanunpasd (IXEL), mapokceTun
(PAXIL, SEROXAT), ceprpanun (ZOLOFT, LUSTRAL), tpasomon (DESYREL,
MOLIPAXIN), Bennapakcun (EFFEXOR), sumenuaun (NORMUD, ZELMID),
ounudanun, nessennadpaxcun (PRISTIQ), 6pasopencme u rezodheH3uH.

KomOunanmmm B  COOTBETCTBHM €  HAcTOAIMM  HM300peTeHHEM  MOTYT
obecrieunBaThCA B OJHOW W TOH ke CaMOW NO3UPOBAaHHOH (opme, TO €CTh B popme
KOMOMHUPOBAHHOIO Tpemnapara, HampuMmep, JABa KOMIIOHEHTa MOTYT  OBITh
UHKOPIIOPUPOBAHBl B OJHY TaOJeTKy, HampuMep, B pa3IM4YHble CJIOM YKa3aHHOH
Ta0JIeTKH.

Jlo3upoBka UM BBOAUMBIE (OPMBI HE OTPAaHHUYHBAIOTCS; B 00bEME HACTOSIIErO
N300pETEHNI0, MOJKHO HCIOJb30BaTh JIOOYI0 MOAXOASIIYIO TO3UPOBAHHYIO (opmy.
UnnrocTpaTUBHO, AO3MpPOBaHHBIE (OPMBI MOTryT OBITh BBIOPAHBI M3 TBEPABIX
IpenaparoB, TAKUX KaK IUIACTBIPU, TAOJETKH, KAICyJbl, MUIIOJIH, TPAHYJbI, Jpake,
NOPOINKH, MAaCTUJKHU, CYNIO3UTOPHH, JKUIKHE Ipemnaparbl, TaKHe KaK pacTBOPHI,
CYCI€H3MH, 3MYJbCHHU, KAIUIM, CUPONbI, 3JUKCUPBI, WU ra3000pa3Hble Mpenaparsl,

TaKue KakK a’po30JiH, CIIpeu U IPyTHE.
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JlosupoBaHHbIe (HOPMBI OJIATONPUSITHO MPUTOTABIMBAIOT B BUIE JO3UPOBAHHBIX
€IUHUL, KaxkJaas AO3UPOBAHHAs €JAWHHULA aAanNTUPOBAHA Ul NOCTABKH €AUHUYHOU
J03bl KaXJIOTO0 AaKTUBHOIO KOMIIOHEHTa, KOTOPbIi B HEW NpUCYTCTByeT. B
3aBUCHMOCTH OT NYTHU BBEIAEHUS U JO3HUPOBAHHON (HPOPMBI, KOMIOHEHTHI BBIOMPAIOT
COOTBETCTBYIOIIUM 00pa3oMm.

Jlo3upoBKa ISl BBINIEYKA3aHHBIX MapTHEPOB KOMOMHALIMH MOXET COCTABJSTH
1esiecoobpasHo ot 1/5 HOpMaJIbHO PEKOMEHIOBAHHON CaMOW HU3KOW J03bl BIJIOTH IO
1/1 HOpMaJIbHO PEKOMEHIOBAHHOM JO3BI.

Jlo3upoBaHHbBIE GOPMBI BBOIAT MAIMEHTy, Hanpumep, 1, 2, 3 unu 4 pasa B CyTKH,
B 3aBHUCHMOCTU OT NPUPOABI Ipemnapara. B ciydae npenapaTtoB € 3aMEIJIEHHBIM WU
NPOJIOHTHPOBAHHBIM BBICBOOOKAEHUEM HJIU APYrux (PpapMaleBTUYECKUX MPEnapaTros,
AHAJIOTHYHOE MOXKET MPHUMEHSThCS IPyruM oOpa3oM (HAmpuUMep, OAWH pa3 B HEAEIIO
WIM B MeCSU U T.A.). SBIseTCS MPEANOYTHTEIbHBIM, KOTJa AKTUBHbIE COEIUHEHUS
COTJIACHO M300PETEeHHIO BBOAST JUOO TPU WM MeHbIIe pa3, Ooyiee MPenrnouYTHTEIbHO

OJUH WJIM 1BA pa3a B CYTKHU.

IIpumepsr
ITpumep 1

ITpurorosnenne Amoppuoro Coenunenus 1: amopdpuyro ¢popmy Coenunenus 1
(“amopduoe CoenmHenue 17) mpuroTaBiuBaiu, Kak onucaHo B [Ipumepe 50 3asiBKu
WO02013017657. XupajabHoe pasaeneHue INaCTEPEOU30OMEPHOM cMecH
(mpurotoBnenHoit B coorBercTBHUU ¢ IIlpumepom 49 3aseku WO02013017657)
ocyliecTBisiin, kak onucaHo B Ilpumepe 49, 3a uCkIOUEHUEM TOrO, YTO CKOPOCTH
noToka cocrtapisina 12 mu/muH BMecTo 15 mu/muH.  PacTBopuTenu ypansanud w3
MOJIYYEHHOT'O 3JII0EHTA MPU MOHM)KEHHOM JaBJIeHUH, nojy4vas amoppuoe CoenuHeHue
1 B Bume TBepmoro BemecTBa. llomyuenHas tunuyHas XRPD xaprtuHa obpasma
amop¢uoro Coenunenus 1 npencrasiena Ha @urype 1.

ITpumep 2

IIpurotosnenue cmecu Popmel I u Popmber II Coenunenus 1: B peaxrtop
3arpyxanu amopduyrw ¢opmy Coeaunenus 1 (20 r) u 2-mpomanon (75 mia) u ero

copepxumoe Harpesanu no 70°C. IlomydeHHBbIH pacTBOp oOpabarsiBanm Bomou (111

MJ), TPH 3TOM MOJJAEpPXKHBaIU Temmneparypy Oanum He MeHbiue, uem 50°C. Ilocne
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3TOTO COAEpKUMOe peakTopa oxjuaxknanu ao 20°C B teuenue 1,5 u. Tsepabie
KOMIIOHEHTBI cOOMpaau myTeM (QUIbTPALMU, MPOMBIBAJIN BOAOH, W BBICYIIUBAJIH MPHU
noHu:xeHHoM aasneHuu npu 40°C, nonyqas cmecb @opmel I u @opwmer II Coequnenus
1 (15,4 r, 77% BbBIXOA) Ha OCHOBE PE3YyJbTATOB METOJOB XapaKTEPUCTHKH, Kak
ONMHUCAaHO B HACTOsIIEH 3asBKe U UMemwllell MojsipHOoe cooTHomeHue 61:39 (Popma
[:dopwma II), kak onpeneneHo ¢ NTOMOIIbI PAMAHOBCKONH CIEKTPOCKOIIUH.

IIpumep 3A

IMpurorosnenue @opmbl I Coenunenus 1. Amopduoe Coenunenue 1 (50 mr)
obpabateiBanu ¢ 4 M mpem-Oyrunmeruinosoro 3¢upa (TBME) u nonydeHHy0 B3BEChH
nepememnBain B TedeHne 2 4 npu S0°C. IlpubnusurenpbHo 2 M pacTBOPHUTENS
yAAJSAIA TPU MOHMXXEHHOM aasieHun. [locie 3Toro cmech QHUIBTPOBAIHN U TBEPIbIE
BEIECTBA BHICYIIMBAJIHN B TEYEHHE HOYM B BAKYYMHOM CYyIIHJIbHOM mmkady npu 40°C,
nonyuasi @opmy I Coennnenns 1.

@®opma I Coenunenus 1 Takke MOXET ObITh MPUTOTOBJIEHA B COOTBETCTBHUHU C
NpOLEAYpPOH, ONMMCAHHOMN TOJBKO YTO BBILIE, UCHOJB3Ys Boay BMecTo TBME.

ITpumep 3B

IIpurotosnenue @opmel I Coenunenuss 1: Cwmecy @opmbl I u @opmer II
Coenunenus 1 (14 r, 0,029 monp) pacrBopsnu B 2-nponanoiye (140 mi) u HarpeBanu
no 50-55°C. Ilony4eHHOMY pacTBOPY HPEAOCTABJISAIN BO3MOXKHOCTb OXJAJUTHCS 10
KOMHATHOHW TeMmeparypsl, mocie 3Toro obpadareiBanu Boxod (500 miu), mpu 3TOM
UHTEHCUBHO NEepeMeLInBaIu. 3aTeM IepeMellNBaHue OCTAaHABJIUBAIN U COAEPKUMOE
peakTopa OCTAaBJISIIU OTCTAUBATHCA 0€3 MmepeMeInBaHUs B TEUCHHE MO MEHbIIEH Mepe
30 MuHyT. 3aTeM MOJIyYeHHbIE TBepJAble BellecTBa coOupanu nyteM (QuiabTpauu,
NPOMBIBAJIU BOAON M 3aTe€M TeNTaHOM U BBICYLIMBAJIU HA BO3JyXe B TeUEHHUE 2 YaCOB,
nony4das 14,6 r @opmel I Coenunenus 1.

ITpumep 4A

ITpurorosnenue @opwmel Il Coenunenus 1. Peaktop 3arpykanu cMecbio PopMbl
I u ®opmer II Coenunenuss 1 (37 r, 0,072 monp) u 140 mMn u3ompomaHona, |
conep:kuMoOe peakTopa Harpesasu Ao npubnausureapbHo 70°C. TlonydeHHBIH pacTBOp
¢unprpoBanu B BakyyMmMe (BopoHka broxHepa, oOopynoBaHHass (QUIBTPOBAHHOMH
Oymaroil) u ¢punpTpar oxnaxnanu no npudbnuszurenapbno 55°C. Ilocnme sToro pactsop
obpabareiBaim Bomou (111 mu) u 3arpaBnuBanu ¢ nomombid 0,74 v @opmer |

Coenunenus 1, npu 3TOM UHTEHCUBHO nepeMemusanu npu 55°C no mMeHblIeH Mepe B
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teueHue 4 wyacos. JloOaBisnu AOMONHUTENbHOE Konu4decTBO BOABl (95,14 1) K
NepeMeNBAEMON CMECH B TEYEHHE IO MEHbLIEH Mepe O 4acoB, NEepEeMELINBAHUE
OCTAHABJIMBAJIN, U COAEPKUMOE peakTopa oxJyaxaaiu 10 20°C B TeueHHe MO MEHbIIEH
mepe 4 uacos. Ilocie 3TOro moJiydeHHBbIE TBEpAble BELIECTBA COOMpANU MyTeM
dunpTpanuu, NPOMBIBAINM BOAON M 3aT€M TeNTaHOM M BBICYLIMBAJIM Ha BO3JAyXeE,
nonyuas @opma Il Coennnenus 1.

CxonmHplfl pe3ynbTaT MOJydYadd, €CIU 3aTpaBiWBaHHE OCYINECTBISJIH C
npuMeHenueM @opwmsl 1, unu cmecu nns @opwmel I u @opwmsr 11

IIpumep 4B

ITpurorosnenue @opwmsel I Coenunenus 1: B peakTop 3arpyskanu cMmecb PopMbl
I u ®opwmser II Coenunenus 1 (100 r, 0,195 mounb), nzonponanos (500 mia) u Bogy (100
mi). Conmepxumoe peakTopa HarpeBajiu mpu mnepeMmemuBanuu a0 55-60°C wu
MOJIYYCHHBIH pacTBOp (QUIBTPOBAIN B BakyyMme (BopoHKa broxHepa, obopynoBaHHas
¢unprpoBanHOil Oymaroi) nmpu 55-60°C. IlepemernaHHblli QUIBTPAT HArPEBAIH IO
68-70°C, obpabareiBanu ¢ 600 MJI BOABL, MPH 3TOM TEMIEPATYPy MOAAEPKUBATIH MPHU
68-70°C, u oxnaxnaanu go 62-66°C B teuenue 30 munyT. PacTBOop 3aTpaBiuBaiu C
nomoibto 3aTpaBouHoii B3Becu Popwmel II Coennnenns 1 (2 r) B cmech 20 T Boasl u 4
I WU3ONPOMUIOBOTO CHHUPTA, BbIAEpKaHHOTO npu 62-66°C B Tewenue 0,5 4, u
oxnaxaanu 1o 55°C B teyeHue 2-3 yacoB. IlonydeHHyI0 cMeCh NmepeMelInBaau NpHU
55°C B Teuenue 2 vacos, oxyaxknaanu 10 20°C B TeueHue 4-6 4acos, U GUIABTPOBATIH.
Teparie BemecTBa mpombiBanu Boxod (200 mu) m BeicymuBanu npu 50-70°C mo
MeHbIIel Mepe B TeueHue 8 yacos, nonyuas Popma Il Coenunenns 1.

IIpumep 5

ITpurotosnenue ®@opwmel III Coenunenus 1: B peakrtop 3arpyxanu @opmy II
Coenunennst 1 (20 r, 39 mmonb) u meranon (200 M), U COIEpPKUMOE peaKTopa
HarpeBanu fo 50-55°C. Ilocne 3TOoro comepkumMoe peakTopa KOHLEHTPUPOBAJIU IpU
NOHW)KeHHOM naBieHun U npu 40-45°C mpubnuszurenbHo no 80 mu, oxyaxkaand a0
KOMHATHOW TeMIlepaType B Te€4Ye€HUe IO MeHbUIel Mepe 1 4daca, U nepeMeuuBalu
NOMOJHUTENBHO B Te€4YE€HHE 2 4YacoB NPH KOMHATHOM Temmepatype. Tsepable
BeI[eCTBAa coOMpanu myTeM (UIBTPALUH, MPOMBIBAIN I'€NTAHOM, U BBICYLINBAJIH MPHU
noHu>xeHHoM aasjieHuu npu 50°C B Tteuenue 10 yacos, monydas 19,46 r @opwmerl 111

Coenunenus 1.
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DOOPMVYIJIA U30BPETEHHA

1. Teepnast ®opma I Coenunenus 1, umeromasi CTpyKTypHYIO Gopmyy:

CH,., CF

( 3

rae ®opma I Coenunenus 1 xapakTepusyeTcs MUKaMU:

no menbield mepe Tpu XRPD nuka npu 20 yriax, BeiOpanHbix u3 4,6°, 10,0°,
16,7°, 18,0°, 19,0°, 20,0° u 22,7°; unu

1o MeHbIel Mepe Tpy muka - C sS7epHOr0 MaTHUTHOTO PE30HAHCA TBEPAOTO
Tella IPU XUMHUYECKUX CIBUTrax, BpIOpaHHbIX U3 131,5 wact. Ha muiH, 127,2 gacT. Ha
MJIH, 28,7 4acT. Ha MJIH, U 25,7 4acT. Ha MJIH, UJIN

II0 MEHbIIEH Mepe TPU MHUKa YF SIA€PHOrO MarHUTHOTO PE30HAHCa TBEPAOro Teja
pU XUMHYECKUX CIBUrax, BeIOpaHHbIX 3 —64,3, —64,8, —65,9, —66,8, —78,0, —78,5,

—79,3 1 —80,0 yacT. Ha MIJIH.

2. Teepnas ®opma I Coequnenus 1 mo nyHKTy 1, XapakTepu3yrmasics mo
MeHbIned Mepe 4eTeipbMsi XRPD nukamu npu 20 yriax, seiOpanHbix u3 4,6°, 10,0°,

16,7°, 18,0°, 19,0°, 20,0° u 22,7°.

3. Teepnas ®opma I Coeaunenus 1 no nyHkry 1 unm 2,
XapaKTepU3yIascs no MeHbimei mepe nater0o XRPD nukamu npu 20 yrnax,

BBIOpanHbIX U3 4,6°, 10,0°, 16,7°, 18,0°, 19,0°, 20,0° u 22,7°.
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4. Teepnas ®opma I Coenunenus 1 mo ogHOMY U3 NMYHKTOB 1 - 3,
xapakrepusyromasics XRPD nmukamu npu 20 yriax, BeiOpanHbix u3 4,6°, 10,0°, 16,7°,

18,0°, 19,0°, 20,0° u 22,7°.

5. Teepnas ®opma I Coenunenus 1 mo ofHOMY U3 MYHKTOB 1 - 4,
XapaKTepU3yrwLascs nukamu Bc SIIEPHOrO MAarHUTHOTO PE30HAHCA TBEPIOTO Tena
pU XUMHUYECKUX CABUTax, BbIOpaHHbIX U3 131,5 vacTt. Ha MiH, 127,2 4acT. Ha MJIH,

28,7 yacT. Ha MJIH, 1 25,7 4acT. Ha MJIH.

6. Teepaas ®opma I Coeaunenus 1 no ogHOMY U3 MyHKTOB 1 - 5,
XapaKTePU3YIOLIAsiCsl MUKAMU YF SIIEPHOrO MAarHUTHOTO PE30HAHCAa TBEPAOTO Tesa
pU XUMHUYECKUX CIOBUTAX, BBIOpaHHBIX U3 —64,3, —64,8, —65,9, —66,8, —78,0, —78.5,

—79,3 1 —80,0 yacT. Ha MIJIH.

7. Teepnast ®opma II Coequnenuns 1, uMmeromas CTPyYKTYPHYIO GOpMyITy:

rae @opma Il numeeT xapakTepHbIe OTPAXKEHUsI PEHTI€HOBCKUX JIydeld NpHU
CIenyIoMuX 3HaYeHusX d:

4,1°,4,6°,10,0°, 16,7°, u 18,0° (2-Tera); unu

XapakTEepHbIE XUMUYECKUE CABUTHU BC AaMmPp TBEPIOrO TeJNa, BBIOPaHHBIE U3:

130,1 gact. Ha mnH, 46,6 yacT. HA MJH, ¥ 25,0 4acT. HA MJIH, UJIA

10 MeHbIIel Mepe TPH XaPaKTePHBIX MHKA F sSIepHOro MaTHUTHOTO PE30HAHCA
TBEPIOTrO Tejla MPU XUMHYECKUX CABUTAX, BbIOpaHHbIX u3 —64,0, —65,6, —66,6, —78,2

u—79,1 yact. Ha MJIH.
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8. Teepaas @opma II Coeaunenus 1 no nyHKTy 7, XapaKTepHU3YyHOLIascs MO
MeHblnel Mepe 4eTeipbMsi XRPD nukamu npu 20 yriax, BeiOpanHbIx u3 4,1°, 4,6°,

10,0°, 16,7°, u 18,0°.

9. Teepnas @opma II Coenunenus 1 no nyHkry 7 unu 8§,
xapakrepusyromasics XRPD nukamu npu 20 yriax, BeiOpanHbix u3 4,1°, 4,6°, 10,0°,

16,7° u 18,0°.

10. Teepnas ®opma I Coeaunenus 1 mo oqHOMY U3 MYHKTOB 7 - 9,
19
XapaKTepU3yHILasics NUKaMu F A1epHOr0 MarHUTHOIO Pe€30HaHCa TBEPAOTro Tena

NpU XUMHYECKUX CIABUTAX, BbIOpaHHbIX U3 —64,0, —65,6, —66,6, —78,2 u —79,1 vacr.

Ha MJIH.
11. Teepnas @opwma III Coequnenus 1, uMmeromas CTPyKTYPHYIO GOpMyITy:
CH3,,,"(CF3
o

rae @opwma 111 Coennnenus 1 xapakTepusyeTcs NUKaMU:

no meHbIne mepe Tpu XRPD nuka npu 20 yriax, BeiOpanHbx u3 4,8°, 9,7°,
10,3°, 13,9° u 24,6°; unu
M0 MEHbIIEN Mepe TPU MUKa Bc SIIEPHOrO MAarHUTHOIO PE30HAHCAa TBEPAOTO TeJia P
XUMUYECKUX CIBHUTax, BbIOpaHHBIX U3 156,6 wact. Ha MuH, 134,2 gacT. Ha MiH, 46,0

4acT. Ha MJIH, 25,5 4yacT. Ha MJaH U 14,3 4acT. Ha MJIH.
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12. Teepaas @opma III Coequnenus 1 no nyHkTy 11, xapakrepusyoumascs
no MeHbueld Mepe yeTelpbMs XRPD nukamu npu 20 yrnax, BeiOpaHHbIX u3 4,8°, 9,7°

2

10,3°, 13,9° u 24,6°.

13. Teepnas ®@opwma III Coenunenus 1 no nynkry 11 unum 12,
xapakrepusyromasics XRPD nuks at 20 yriax, BeiOpannbix u3 4,8°, 9,7°,10,3°, 13,9°
u 24,6°.

14. Teepnas ®opma III Coequnenus 1 no oqHOMY U3 NyHKTOB 11 - 13,
XapaKTePU3yIOWAsAcs [0 MEHbIISH Mepe UeThIPbMsI MUKAMH '~ C SIepHOr0 MaTHUTHOTO
pe30HaHCa TBEPJAOTO Tejla NMPH XUMUUYECKUX CABHTIaX, BBIOPAHHBIX U3 156,60 acT. Ha

MiiH, 134,2 gacT. Ha mjH, 46,0 gacT. Ha MJIH, 25,5 yacT. Ha MJIH U 14,3 4acT. Ha MIJIH.

15. Teepnas ®opma III Coequnenus 1 no oqHOMY U3 NyHKTOB 11 - 14,
13
xapakTepuzywmascs nukamu ~C sgepHOro MarHUTHOTO Pe30HaHCa TBEPAOro Teja
pU XUMHUYECKUX CIOBUTaX, BBIOpaHHBIX U3 156,6 vacTt. Ha MutH, 134,2 yacT. Ha MJTH,

46,0 yacTt. Ha MJIH, 25,5 yacT. Ha MJIH U 14,3 yacT. Ha MJIH.

16. Cnoco0 npurorosnenus Teepaoil @opmel I B cOoTBETCTBHH €
Coenunenuem 1 no nyHKTy 1, BKIIOUYAOLIUA,
(a) HarpeBanue Coenunenusi 1 u mpem-Oytunamerunosoro 3¢upa (TBME)

HJIW BOJBI, IMOJiydass B3BEChH,

(6) OXJIAKJCHUE B3BECH CO CTanauu (a); u
(6) cOOp MoJIy4yeHHBIX TBepABIX BemecTB B Bune @opmbl I Coenunenus 1.
17. Cnoco0 no nyHkTy 16, roe amopdnyro ¢popmy Coennnenus 1

UCMOJIB3YIOT Ha cTaauu (a).

18. Cnoco0 npurorosnenns: @opmsel 11 Coennnenns 1 nmo nyHkTy 7,
BKJIFOYAIO LU

(a) HarpeBanue cMecu Coenunenus 1 u 2-mponanona no 70°, monydas
pacTBop;

(6) ¢unbTpoBaHHE pacTBOpa CO cTaguu (a);
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(B) oxJyiaxkaenue ¢unprpara co cranuu (6) no 55°C;

(r) 0bpaboTka OXJIAXKAEHHOTO pacTBOpa CO cTanuu (B) BOIOW;

(m) oxJiaxAeHue cMecH, odpaboTaHHOM Bonoi, co ctanuu (r) no 20°C; u
(e) cOop mosnyueHHbIX TBepAbIX BemecTB B Buae @opwmel I Coenunenus 1.
19. Cnoco6 mo nyHKTy 18, MOMONMHUTEIbHO BKJIFOYAO LU

(rl) 3aTpaBlIMBaHUE PacTBOpa, 00padOTaHHOTO BOMOM, cO cTanuu (T);
(r2) CMEIINBaHME 3aTpaBJeHHOro pactsopa npu 55°C; u
(r3) 00paboTka 3aTpaBJIEHHOTO PacTBOPA BOAOH Mepen OXJIaKASHUEM 110

20°C.

20. Cnoco0 no nyHkty 18 unu 19, rone amopduyrwo popmy Coennnenns 1

unu cmecb @opmbl [ 1 @opwmel Il CoennHenust 1 UCTIONB3YIOT HA cTanuu (a).

21. Cnoco0 npurorosnenns TBepaoid @opmset 111 CoennHenns 1 mo nyHKTY
11, BkIrOYAKOIMINL:
(a) HarpeBaHue cmecu Coenunenus 1 (Popwma II) u meranona no 50-55°C,

noJiy4asi pacTBop;

(6) KOHI[EHTPUPOBaHHUE pacTBopa co craauu (a) npu 40-45°C,;

(B) OXJIaJKJeHHE KOHLIEHTPUPOBAHHOIO pacTBopa co craauu (6) no 25°C; u
(r) cObop monyueHHbIX TBepaAbIX BemecTs B Buae @opmsl 111 Coenunennus 1.
22. Cnoco6 no nyHkty 21, rae amopduyro popmy Coennnenus 1

UCMONB3YIOT Ha cTaauu (a).

23. dapmaneBTHUYECKAas KOMIO3HIIU, BKJIOYAKOIas TBEPAYIO Gopmy
COeIMHEeHUs MO OJJHOMY M3 MYHKTOB | - 15, HE0OsA3aTEeIbHO COBMECTHO C OJTHUM UJIH

HCCKOJIBKUMU UWHEPTHBIMU HOCUTECIIAMU /Ui pa36aBI/ITeJ'I$IMI/I.

24. Cnoco0 npumenenus TBepaoit popmel CoennHenns 1 mo oqHOMY H3
nyHKTOB 1 - 15 unu ¢papmaneBTUUYECKONW KOMIIO3ULNU IO MYHKTY 23 IUIsS IeUeHUsI

W/WIIM TIPEJOTBPAINEHUSI HEBPOJOTHUECKOTO HIJIM MICUXHYECKOTO PaCCTPONHCTBA.
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25. Cnoco0 o nyHKTY 24, rae HeBpOJOTrHYeCKOe HIIH ICUXUYECKOe
paccTpOMCTBO BHIOMPAIOT M3 MO3UTUBHBIX U HETATUBHBIX CHUMITOMOB N30} peHNH,
HapyIlleHUs] KOTHUTUBHBIX (YHKLMH, CBA3AHHBIX ¢ MHU30(ppeHueit u 001e3HbI0

Anbureiimepa.

26. Teepnas popma coenuHeHHs O ONHOMY U3 MyHKTOB 1 - 15 unu
(apmaneBTHUYECKas] KOMITO3ULIHS 110 MYHKTY 23 ISl IPUMEHEHHUS IS
NpeaOTBpallCHUA W/AIH JIeUeHUs HEBPOJOTHYCCKOro U NCUXUICCKOro

paccTpoiicTBa.

27. Teepnas Gpopma o NPpUMEHEHHUS 110 MYHKTY 20, TIe HEBPOJOTUUECKOE
WJIH TICUXUYECKOE PACCTPOMCTBO BBIOMPAIOT M3 MO3UTUBHBIX M HETaTUBHBIX
CUMIITOMOB IH30(PEHNUHN, HAPYIIEHUS] KOTHUTUBHBIX (PYHKILHH, CBI3aHHBIX C

mu3odpenneit u Oone3Hpr0 Anbpureimepa.

28. Teepnast Gopma CoenMHEHUS 11O ONHOMY U3 MyHKTOB 1 - 15 unn
dapmaneBTHUECKass KOMIIO3UIIUS MO MYHKTY 23 AJIs IPUMEHEHUsS ISl IPUTOTOBJICHHUS
JIEKapCTBEHHOT'O CPEACTBA AJIsl JEUEHUS WU NMPEJOTBPALICHUS] HEBPOJOTHYECKOTO UJIU

IICUXUYECKOr0 pacCTPOUCTBA.

29. IIpuMeHeHune o NyHKTY 28, rae HEBPOJOTHYECKOe NN IICUXUYECKOe
pPaccTpOCTBO BBIOMPAIOT U3 MO3UTUBHBIX U HEFATUBHBIX CUMIITOMOB MIHN30(ppEHUH,
HapyIIeHUs] KOTHUTUBHBIX (YHKIHI, CBI3aHHBIX ¢ 30 peHueii u 00ae3HbI0

Anburetimepa.
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