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HOBOE MEJIMIIMHCKOE ITPUMEHEHUWUE COEJWMHEHMNA 111

Hacrosmee nzo0perenne oTHOCUTCS K coequHenuto 111 nus npuMmeHeHus ans nedeHus
3aboneBaHnN MHU30PPEHNUECKOTO CIEKTPa U APYTUX ICUXOTUYECKUX PACCTPONCTB,
NEePBBIX MPUCTYNOB 3TUX 3a00JIeBaHUMN, TAKUX Kak nepBbIi snu3ox ncuxosa (FEP),
peLUaNBOB 3TUX 3a00I€BAHUN, TAKMX KaK YMEHbIICHNUE PELUUBUPOBAHUS Y
nauueHToB ¢ muzodppennei (REX), k monumopdam coenunenus 111 u
dbapManeBTUUECKUM KOMIIO3UIUSIM, cofepskamum coenunenue 11 u/unu ero

MOJTUMOPQBI.

[MMn3zodpeHnueckuii CeKTp U APyrue MCUXOTUUECKHE PACCTPONCTBA BKIIOYAKOT
mu30(ppeHnro, MCUX03, APyrue NICUXOTHIECKHE PACCTPOICTBA M IIM30TUIIUNYECKOE
paccTpolicTBo (tuuHOCTH). KpoMe TOro, OHU BKJIIOYAIOT OpenoBOe pacCTPOHCTBO,
ocnabeHHBIH ICUXO03HbIH CHHAPOM, KPATKOBPEMEHHOE MCUXOTHUYECKOE
pacctpoiicTBo, mu3zodpeHopopMHOe paccTpoiicTBo, muzoadekTuBHOE
pPaccTpOMCTBO, MCUXOTHYECKOE PACCTPOICTBO, BBI3BAHHOE YIIOTpeOIeHUEM
IICUXOAKTUBHOI'O BEIECTBA/IEKaPCTBEHHOI'O CPEACTBA, NCUXOTHYECKOE PACCTPOICTBO
BCJIEICTBHE PYTOr0 MEAULIMHCKOTO COCTOSIHUSA, APYTONH YTOUHEHHBIN

mu30(p peHuuecCKuii CIeKTp U APYroe MCUXOTHYECKOEe PACCTPOMCTBO, HEYTOUHEHHBIH
mu30ppeHuuecKuii CIeKTp U APyroe MNCUXOTHYECKOe PacCTPONCTBO, KATATOHUIO,
ACCOLMHMPOBAHHYIO C APYTHM MCUXUYECKUM HapyueHueM (CrnenupuKkaTop KaTaTOHUH),
U KaTATOHHYECKOEe PaCCTPOHCTBO BCIEACTBUE APYTrOro MEIHIIMHCKOTO COCTOSIHUS.
OHu onpenensoTcs TPYNIoOil CUMITOMOB, BKJIIOYast Opebl, rajIoIHHALNY,
Ne30praHu30BaHHOE MbIlJIeHUe (pedb), rpy0o Ne30praHu30BaHHOE UM AaHOMAJbHOE
MOTOpPHOE MOBeAeHHE (BKJII0Yasl KATATOHHIO ), CYHLUAJIbHbIE MBICIIH WU HETaTUBHbIE
CUMIITOMBI (TO €CTh OCJIabJIeHHOE BBIpAXKEHNE SMOLUHA WU 0e3BOoJINe ), TAKHE KaK
aHTeJJOHUS U coluanbHas camonzosauus. CynnuaanbHOE MOBEAEHHE HHOTAA
pa3BUBAETCS KaK PEaKLHs Ha UMIIEPATHUB TAJUTIOLUHALUNA NPUIUHATD yuiepO cebe nin

OPYTHUM.

ITepBbIit mpUCTYyN NCHX03a MPEACTABIAET COOOH MepBbIi pa3, koraa ocoda

MNEPeKUBACT TICUXOTUYECKU U JOIU30M0.
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IMn3zodpenus npencrapiaseT coOONH XPOHUUECKOE, TSKEI0E PAaCCTPOICTBO C
HapyLI€HUEM MO3TOBOH IEATENbHOCTHU C MOTEpPel TPyaOCHOCOOHOCTH, MOPaXKaroLiee
npuOJN3UTENbHO OJUH MPOLEHT HaceJeHus Bo BceM mupe. [lluzodpenus B paBHOH
CTENEHHU MOPakaeT M )KeHIIUH, U Myx4nH. OHa BCTpeyaeTcsl B CXOAHBIX MacmTadax
BO BCEX dTHUYECKUX Ipymmax Bo BceM mupe. HecmMoTps Ha mporpecc B JIe4e€HUH
LHI/ISO(bpeHI/II/I B TEUCHUEC IMOCICOAHUX HeCﬂTHHeTHﬁ, 3a00J€BaHNEe OCTAETCS CBA3aHHBIM
C He6JIaFOHpI/I$ITHbIMI/I ncxoagamMu. Ot He6J'IaFOHpI/I$[THI:>Ie HUCXOoAbl YaCTUYHO
00yCJIOBJIEHBI MO3IHENW UAeHTU(PUKAIIUEH U BMeIIaTeIbCTBOM B TeueHUe 3a00eBaHus,

TaKUM 00Pa30M elle YCIOXKHSS MOMBITKUA €r0 PEBEPCHH.

B Global Burden of Disease Study 2000, ony0nukoBaHHOM B oTueTe BecemupHoi
Opranuzanuu 3apaBooxpanenns B 2001 r, musodpenus sipisieTcst 7-oi OCHOBHOM
MPUYUHON UHIEKCA JIET 30POBOM KU3HH ¢ Yy4éToM HeTpynocnocobHoctu (YLD) Ha
MEXIyHApOIHOM ypoBHe, coctapysas 2,8% muposoro YLD. Kpome Toro, roasl *u3Hu,
CKOppeKTHpOBaHHbIE MO HeTpyaocnocoOHoctu (DALY), oTobpaxkaromue cymmy
NOTEHUHAJIBHBIX JIET )KU3HHU, YTPAUCHHBIX BCIEICTBHUE MPEXKIAEBPEMEHHON CMEPTHOCTH
U MOTEHIUAJIbHBIX JIET )KU3HHU, YTPAYEHHBIX U3-32 HETPYAOCIOCOOHOCTH,
oneHnBaTCs Ha ypoBHE 15,6 Munnonos. B Global Burden of Disease Study 20107,
uccnenosano 1100 mocnencrBuii mpu 220 3a00eBaHUSX . COCTOSIHUE
paborocnocoOHOCTH ¢ HanboabIIeH HArPYy3KOH MOTEPH TPYAOCIOCOOHOCTH
cocraBiysieT octpas muzodppenus (Salomon JA, Vos T, Hogan D, Gagnon M, Naghavi

M, Mokdad A, u np., Lancet 2012; 380 (9859):2129-2143).

YacTUYHO MO MPUYMHE PACTIO3HABAHUS OTPOMHOM HArPy3KH YKa3aHHOTO 3a00JieBaHMUs,
B HACTOsILI[€€ BPEMsI B Te€pallUM aKLEHT CABUHYT Ha ONpeleleHle CUHAPOMOB C
PUCKOM IICUX03a U OL[EHKH JIEUeHUM, KOTOpble MOT'YT MpeA0TBpallaTh NEPEexo] B
MCUXO03 AJIS 3TUX TPYIIN C Ype3BbIUAHHO BHICOKUM PUCKOM, TOMOJHUTEIbHO K
COAENCTBUIO BMELIATENbCTBA, €CJIH NICUX03 YKe pazBuics. I[lepen nossiaeHuem
NePBOTO MPUCTYIA MICUX03a, T€ OCOOHM ¢ PUCKOM MOSIBJIEHUS TAKOTO COOBITHS TaKKe
IEMOHCTPHUPYIOT CXOJHBIE CHMIITOMBI B YMEHBIIEHHON WUIIN OCNa0JIE€HHON CTENeH!
BBIPAXKEHHOCTHU M B HACTOsAIIEE BpeMsl OHH KiaccupuuuposaHsl B mpenenax DSM-V

KaK MPOSBIAOLINE “OCTa0NeHHBIN MCUX03HbIA cuHApoM ™. IlepBrIil mpuctyn
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npencTaBiseT co0oH mepBoe NPosIBJICHNUE PACCTPONHCTBA, COOTBETCTBYIOIIEE

ONpEeAEIEHHOMY KPUTEPUIO JUATHOCTUUYECKOTO CUMIITOMA.

Jlnst cyOBeKTOB, Y KOTOPBIX MPOUCXOAUT NMPOrPECCUPOBAHUE OT OCIA0IEHHOTO
IICUXO3HOI'0 CHHAPOMA B UX MEPBBIH MPUCTYN WH30(QPEHHH, YaCTOTA PELIUIUBOB
nocJjie Ha4aabHOM cTabunusanuu npesbimiaeT 80% B TeUeHHE MATH JIET, U MOSBIEHHE
peLUaNBa CaMO SIBJISIETCS BaXKHBIM MPEACKA3bIBAIO UM (PaKTOPOB MOCIEAYIOIETO
pPEeLUANBUPOBAHUS, TPEXKPATHO MOBBIIIAET PACXOIbI HA 3APABOOXPAHEHHE B
nocnenyromue roabl (Ascher-Svanumu np., BMC Psychiatry 2010, 10:2;
http://www.biomedcentral.com/1471-244X/10/2). Kpome TOro, MHOXK€CTBEHHbBIE
PELUAUBHI CBSI3aHBI ¢ YXYIIIEHHEM AOJTrocpoyHoro pesyibrara (Lieberman, J A.
(1993) Journal of Clinical Psychiatry, 54 (3 SUPPL.), cc. 13-17; Lieberman, J. A,
Koreen, A.R., Chakos, M., Sheitman, B., Woerner, M., Alvir, J.Ma.J., Bilder, R.
(1996) Journal of Clinical Psychiatry, 57 (SUPPL. 9), cc. 5-9; Andreasen, N.C_, Liu,
D., Ziebell, S., Vora, A., Ho, B.-C. (2013) American Journal of Psychiatry, 170 (6),
cc. 609-615).

Penunus npu muszodpeHun onpenenseTcs Kak MOBTOPHOE MOSIBJIEHUE paHee
JI€YEHHBIX MCUXOTUYECKUX CUMIITOMOB M MOXKET BKJIKOUATh FaJUIIOIUHALINY, Open,
CHJIbHBIE U HEHaJIeKalue SMOLUUH, U OeciopsagoyHoe MpimieHue. OH Takxe
onpenenseTcs Kak OJHO U3 CIeAYIOMHNX COOBITUH: MOBTOPHAs TOCIUTAIH3AINS B
CBSI3M C NMCUXUATPUUECKUM 3a00jeBaHueM, min nocemenue rpasmaronoruu (ER) B
CBSI3M C MCUXUATPHYECKUM 3a00JI€BaHUEM, KIMHHYECKOE YXYAIeHUE, UITU
KJIMHIYECKOe YXYAIeHNEe, KaK OleHeHo corynacHo [1Ikaje OueHKH MO3UTUBHBIX U
HeraTuBHBIX cuMNTOMOB (PANSS), mnu yxynimeHue CynuuaalbHbIX MbICTEH U
NOBeJeHUE, KaK OLleHEeHO corjacHo IlIkae OeHKU BhIPaKEHHOCTH CYHULHIATbHBIX
tennenuuii Konymouiickoro yuusepcurera (C-SSRS). B npouecce 3abonepanusi,
OOJIBIIMHCTBO MAUEHTOB ¢ MHU30(peHneil MoaBepraTcs MHOXKECTBEHHBIM
penuanBaM, KOTOPbIE XapaKTEPU3YIOTCS OCTPBIM ICUXOTHYECKUM 000CTpeHHEM
(DSM-V). CymecTByOHe B HACTOSIIEE BPeMsI aHTHUIICUXOTUYECKHE MpenapaThl He
YCTPAHSIIOT MU30PPEHNIECKUN CIIEKTP, APYTrHe IMCUXOTUUECKHE PACCTPONCTBA HIIH
NCUXOTUYECKHE CUMIITOMBI Y OOJIBIIMHCTBA MMAIUEHTOB, a TOJIbKO OCIA0NSIIOT UX
(Kapur S (2003) Am. J. Psychiatry 160:13-23; Kapur S (2004) Trends Pharmacol. Sci.
25:402-4006).
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B WO 2009/121919 onucaHsl pa3audHble MHPA30JONUPUMUIUHOHBl B KAUECTBE

s¢ppexruBubix PDEY nuaruburopos. B wacraoct, 8 WO 2009/121919 onucano

coequuenue 111

0]
HN I A
O N
N N
SN
I P
(0]
I11.

Kpome Toro, 8 WO 2009/121919 B o0meM onucaHo, 4YTO COSIMHEHUS,

NPpOUJIIIFOCTPUPOBAHLBI B TOM 3asBKE, MOXXHO HCIIOJIB30BATh IJidd JICUCHUSA HAPYLICHUA

KOTHHUTHUBHBIX (1)YHKI_II/II\/'I, CBSI3aHHBIX C HECKOJIbKUMH 3a00JIEBAHUSIMH.

Takum oOpa3om, OOBEKTHUBHON TEXHUYECKOHN 3anadeii, Jexameil B OCHOBE HACTOSIIETO

I/1306peTeHI/I${, sIBJsIeTCS1 oOecrneueHune JCKApCTBEHHOI'O BCIIECTBA

KOTOPOE€ MOXKET UCIIOJB30BATbCA OJIA JICHCHUS !

MHU30PPEHUYECKOTO CIEKTPa U JPYTHX NCUXOTUYECKUX PACCTPONCTB,
mHU30ppeHuny,

IICUX 034,

IMU30THUITUYECKOrO PacCTPONCTBA (TUYHOCTH),

OpenoBOTO paccTpoiicTBa,

oc/abJeHHOr0 TICHXO03HOT0 CHHAPOMA,

KPaTKOBPEMEHHOI'0 NICUXOTHYECKOr0 pacCTpOiCTBa,
mu30¢ppeHoHOPMHOTO pacCTpoiicTBa,

mn30adeKTUBHOTO PaCCTPONCTBA,

MCUXOTHYECKOTO PACCTPOICTBA, BBI3BAHHOIO ynoTpeOaeHueM
MICUXO0AKTUBHOTO BELIECTBA/JIEKAPCTBEHHOTO CPEACTBA,
MICUXOTHUYECKOTO pPacCTPONCTBA,

MCUXOTHYECKOr0 PACCTPOICTBA BCISACTBHE APYroro MEAULIMHCKOTO
COCTOSIHUS,

APYroro yTOYHEHHOTO MU30QPEHNYECKOTO CIeKTpa U APYTUX

NCUXOTUYECKUX PACCTPONCTB,
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- HCYTOYHCHHOTIO IJ_II/ISO(I)peHI/ILIeCKOFO CIICKTpa U APYyroro nCUuxXxoTu4eCKoro
paccTpoOuCTBa,

= KaTaTOHHUU, aCCOHI/II/IpOBaHHOfI C APYIruM NCUXUYCCKHUM HApYIWICHUEM, UJINU

- KATaTOHUYECKOrO pacCTPOMCTBA BCIEACTBUE APYTrOro MEAULUHCKOTO

COCTOAHUA.

B kIMHHYECKOM HCCIEeTOBAHUU, CO3TAHHOM IJIs MCIbITaHus coenuHeHus 111 mis
JIeYEeHUsI HAPYIIEHHUs] KOTHUTUBHBIX (PYHKLMH, CBSI3aHHBIX C U30(ppeHUEH,
HEOKHUJIAHHO OBbIJIO OOHAPYIKEHO, YTO BCE Cepbhe3HbIie HexenaTenbHble siByieHus (SAE,
8 / 8), ompenensieMble KaK MCUXHATPUIECKOE YXYALIEHUE, TPOUCXOAST B TPYIIIe
ianedo (100% u3 SAE) no cpaBHEHHUIO C OTCYTCTBUEM TAKUX YXYAIIEHUH B 00O
u3 akTuBHBIX rpynmn (Cm. Tabnuny 9). ITo cpaBHeHUIO ¢ muanedo, ieueHne MalueHTOB
¢ mu3odpeHunel, KOTOpbIe MOJyYaTu aHTUIICUXOTHYECKYIO TePANHI0 ¢ MPUMEHEHHUEM
coeaquHeHus III, npuBOAMIO K CTATUCTUUECKHU JOCTOBEPHOMY, KIUMHUYECKHU
3HAYMUMOMY CHU)KEHUIO MCUXUATPUUECKUX CEPbE3HBIX HEKETATEIbHbBIX SIBIEHUN
(rocriuTanU3aus B CBSA3HM CO 3HAYUTEIbHBIM YXYALMIEHUEM CHMITOMOB MU30(peHnn )

U CHUKCHUIKO MHTCHCUBHOCTHU U YaCTOThI CYUIHUAAJIBbHBIX MBICJIEH.

B cooTBeTCTBHU C HACTOSIIIUM U300pETEHHEM, HEOKUAHHO OBLIIO OOHAPYIKEHO, YTO
coenuHeHue 111 cOOTBETCTBYET BbIIIEYKA3aHHBIM KPUTEPHSIM, HEOOXOAUMBIM JJISI
NPUMEHEHHUSI IJIsl JTeUEeHUS:

- MHU30(pPEHUYECKOrO CIEKTPa U JPYTIUX MCUXOTHUYECKUX PACCTPOMHCTB,

- mu3odpeHnd,

- TICUXO03a,

- LIU30THUIIMYECKOTO paccTpoiicTBa (JINUHOCTH),

- OpenoBOro paccTpoiicTna,

- 0CJIabJ€HHOrO MCUXO3HOTO CHHIPOMA,

- KPaTKOBPEMEHHOTO MCUXOTHYECKOrO PacCTPOMCTBA,

- mu3odppeHoGOpMHOro paccTpoiicTaa,

-  mu3o0apPeKTUBHOTO PACCTPONCTBA,

- TNCUXOTHYECKOTO PacCTPOICTBA, BBI3BAHHOIO yHoTpebieHneM

IICUXO0aKTUBHOTO BEIIECTBA/JIEKAPCTBEHHOTO CPEACTBA,

- TNCHUXOTHYECKOIrO pacCTPONCTBA,
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IICUXOTHYECKOI'O paCCTpOﬁCTBa BCJICACTBUE APYIrOoro MEAULIMHCKOTO
COCTOSIHUS,

APYroro yTOYHEHHOTO MU30(QPEHNUECKOr0 CIIeKTPa U APYTHUX
NCUXOTUYECKUX PACCTPONUCTB,

HEYTOYHEHHOTO N30 pEeHNYECKOro CIeKTpa U APYroro NCUXOTHYECKOTO
paccTpoiicTna,

KaTaTOHHU, aCCOLII/IPIpOBaHHOfI C APYIruM NCUXUUYCCKHUM HApPYIWICHUEM, UJIHU
KaTaTOHUYECKOI'0 pPacCTPONCTBA BCIAEACTBUE APYroro MeAULIMHCKOTO

COCTOAHUA.

Kpome Toro, coenunenue III MOXHO NPUMEHATD 1JIs JIEYEHUsI NEPBBIX MPUCTYIOB:

MHU30(pPEHUYECKOTO CIEKTPa U APYTUX MCUXOTHYECKUX PACCTPONCTB,
mu3odpeHnn,

NCUX 034,

IU30THITUNYECKOr0 PaCcCTPONCTBA (JTUYHOCTH),

OpenoBoro paccTpoicTia,

0clIabJIEHHOTO TICUXO3HOT'0 CHHAPOMA,

KPAaTKOBPEMEHHOI'0 MCUXOTUYECKOrO PacCTPONCTBA,
mu30(peHopOPMHOTO pacCTPONCTBA,

mn30adGeKTHBHOrO PacCTPOICTBA,

ICUXOTHUYECKOTO PACCTPOMCTBA, BBI3BAHHOI'O yOTpeOIeHnEM

NCUXOaKTHBHOI'O BeU.[eCTBa/JIeKapCTBeHHOFO cpeacrTsaa,

NCUXOTHYECCKOT'O paCCTpOfICTBa BCJICACTBHUE APYroro MEAUIUHCKOIO

COCTOSIHUS,

APYTOro yTOYHEHHOTO MHU30()PEeHNYECKOro CIeKTpa U JPYTrUX MCHXOTHYECKUX

PacCTpPOMCTB,

HCYTOYHCHHOTIO LHI/ISO(I)peHI/ILIeCKOFO CIICKTpa U APYroro nCuXOoTUu4ecCKoro

paccTpoiiCcTBa,

KaTaTOHHU, aCCOI_IPII/IpOBaHHOfI C APYI'UM NCUXHUYICCKUM HAPYIIECHUEM, UIIH

KaTaTOHHUYECCKOI'O paCCTpOfICTBa BCJICACTBUE APYroro MEAUIUHCKOIO

COCTOAHUA.

Kpowme toro, coenunenue Il MOXKHO NpUMEHATH AJs JIEYEHUSI PELUIUBOB!

MHU30(Q PEHUUECKOro CIEKTPa U JPYrUX MCUXOTHYECKUX PACCTPOMCTB,
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- mu3odpeHnn,

- ICUX 033,

- IIU30TUIIUYECKOr0 paccTpoiicTBa (JINUHOCTH),

- OpenoBOro paccTpoiCTBa,

- 0CcJ1abJIEHHOTO MCUXO3HOTO CHHIPOMA,

- KPaTKOBPEMEHHOT'0 NICUXOTUYECKOrO pacCTpOICTBa,

- mu30¢ppeHoGOPMHOTrO PacCTPONCTBA,

- mu30adpHEeKTUBHOTO pacCTPOICTBA,

- ICUXOTUYECKOTO PAaCCTPONCTBA, BBI3BAHHOIO YIOTpeOieHneM
NICUXO0AKTHUBHOIO BEIIECTBA/JIEKAPCTBEHHOTO CPECTRA,

- ICUXOTHUYECKOI'O paCCTpOfICTBa BCJIECACTBUE APYroro MEAUIMUHCKOIO
COCTOSIHUS,

- IPyroro yTOYHEHHOTO MU30()PEHUUECKOTO CIEKTPa U JPYTUX MCHXOTHYECKUX
PacCTPONCTB,

- HEYTOYHEHHOT'0 N30 PEHUUECKOro CIEKTPa U JPYTroro ICUXOTUUECKOr0
PaccTpONCTBa,

- KaTaTOHHHU, aCCOHHHpOBaHHOﬁ C APYIr'UM NCHUXHUYICCKUM HAPYLMIECHUEM, UJINU

- KATATOHUYECKOTO PacCTPOICTBA BCIAEACTBUE IPYTOro MEIULIMHCKOTO

COCTOSAHUA.

Kpowme toro, coenunenne 111 MOKHO NPpUMEHATH IJIs IPEAOTBPAILSHUsI/3a0EPIKKH:
- W30 PEHUYECKOTO CIEeKTpa U APYTUX MCUXOTUUECKUX PACCTPOUCTB,
- mu3odpennn,
- TICUX 034,
- IIU30TUIIUYECKOT0 PacCTpoiicTBa (JINUHOCTH),
- OpenoBOro paccTpPONCTBa,
- 0C1abJIEeHHOTO MCUXO03HOTO CHHAPOMA,
- KPaTKOBPEMEHHOI'0 IICUXOTUYECKOTO pacCTpOiCTBa,
- mu3odpeHopopMHOTO paccTpPONCTBa,
- mu30apPEeKTUBHOTO PACCTPONCTBA,
- ICUXOTHYECKOT0 PACCTPONCTBA, BBI3BAHHOTO YIOTpeOIeHHEM
IICUXOAKTUBHOI'O BEIIECTBA/IEKAPCTBEHHOTO CPEACTBA,
- ICUXOTHUYECKOI'O paCCTpOﬁCTBa BCJIECACTBUE APYroro MEAUIMUHCKOIO

COCTOSIHUS,
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- IPYroro yTOYHEHHOTO MU30(PEHUUECKOT0 CIEeKTPa U APYTHX MCUXOTHIECKUX
PacCTPOMCTB,

- HCYTOYHCHHOTO HII/ISO(I)peHI/I"IeCKOFO CIICKTpa U APYroro nCuxoTu4ecCKoro
paccTpoiicTBa,

- KATATOHUH, aCCOLMUPOBAHHON C APYTUM MCUXUUYECKUM HApPYIIEHUEM, UJIU

- KATATOHUYECKOT'0 PacCTPONUCTBA BCIEACTBHE APYrOoro MEAULMHCKOTO

COCTOAHUA.

Kpowme toro, coennnenne 111 MOKHO NPUMEHATH IJI TPEAOTBPAILEHUs/3aAEPKKH
NEPBBIX MPHUCTYIOB H/MJIA PELIUIUBOB BBIIIEYKA3aHHBIX 3a00J€BaHHUHI, COCTOSIHUN U

CUMIITOMOB.

Kpowme toro, coennnenne 111 MOXXHO IPUMEHSATH IJIs JIUEHUs ITU30(QPEHUH TyTEM
crabunusanuu 3a00neBanusi, INU30QPEHUN MMYyTEM YMEHbIICHUS TSKECTH PELUINBOB,
mu30(ppeHnn NyTeM NpeaoTBPAIEHUs PELUANBOB, UIN IH30QPEHNUN TyTEM

3a/1€PKKHU PELUIUBOB.

Kpowme toro, coenunenue Il MOXHO NpUMEHATH AJs JIEYEHHUSI CUMIITOMOB

BBIIICYKA3aHHbIX 3a6OHeBaHHﬁ, COCTOSSHUH U CUMIITOMOB.

Taxum obpazom coenuHenue 111 MOKHO MPUMEHATH AJISI JIEUESHUS:
- Openos,
- TAJUTIO A HALIAMN,
- I€30pTaHU30BAHHOTO MBIIJICHUS (peyH ),
- rpy00 Ie30praHU30BAHHOIO MUJIM AaHOMAJbHOTO MOTOPHOTO MOBEICHUS
(BKJIFOUAsT KATATOHUIO ),
- CYULIUJAJBHBIX MBICIEH, UIu

- HEraTUBHbBIX CUMIITOMOB.

Kpowme toro, coennnenne 111 MOKHO IPUMEHSATH IJIsI IPEAOTBPAILEHUs/3a0ePKKI

NEPBBIX MPUCTYIIOB A/Un peuruaANBOB BBIIMICYKA3aHHBIX CUMIITOMOB.

B cooTBeTcTBUU ¢ IEPBBIM aCMeKTOM, HAcCTosAIee H300peTeHne o0ecneynBaeT

coenqunenue III:



10

15

20

25

30

0]
HN I \
Q N
N N
SN
I S
(0]
111

ISl IPUMEHEHUS ISl JICYEHHUS:

- U300 PEHUYECKOrO CIEKTpa U IPYTUX MCUXOTHYECKHUX PACCTPOHCTBE,

- mu3odpeHny,

-  TCHX03a,

- LIU30THIIMYECKOTO paccTpoiicTBa (JINUHOCTH),

- OpenoBOro paccTpoiicTna,

- 0cnabJeHHOTO MCUXO3HOTO CHHAPOMA,

- KPaTKOBPEMEHHOI'O MCUXOTHYECKOTO PaCCTPONCTBA,

-  mu30oppeHoPOPMHOro pacCTPONCTRA,

-  mu30apPeKTUBHOTO PACCTPONCTBA,

- TNCHUXOTHYECKOI'0 PacCTPONCTBA, BBI3BAHHOI'O YHOTpeOJeHHEM
IICUXOAKTUBHOI'O BEIECTBA/IEKAPCTBEHHOTO CPEACTBA,

- INCUXOTHYECKOI'O pacCTPONUCTBA,

- INCUXOTHYECKOI'0 PacCTPONCTBA BCIENCTBHE APYroro MEIUIUHCKOTO
COCTOSIHMS,

- IpYroro yrO4YHEHHOTO MH30()PEHUUYECKOro CIEeKTpa U APYTrux
NCUXOTUYECKUX PACCTPONICTB,

- HEYTOYHEHHOro MHU30()peHUUEeCKOro CIeKTpa U IPYroro MCUXOTUYECKOTO
paccTpoiicTBa,

- KaTaTOHHH, ACCOLUMHUPOBAHHON C IPYTUM NCUXHUYECKUM HAPYIICHUEM, HJIH

- KaTaTOHHYECKOT'O PacCTPONCTBA BCJIEACTBHE APYrOro MEJUIHMHCKOTO

COCTOSAHUA.

B cooTBeTcTBHH CO BTOPBIM aCIEKTOM, HAacTOsIIee H300peTeHne odecrneunBaer
coenunenue Il nnsa npuMeHeHUs AJA J€UYEHUS MEPBBIX NPUCTYIOB:

- MU30()pEHUYECKOTO CIEKTPa U IPYTUX MCUXOTUUECKUX PACCTPONUCTB,

- mu3odpeHny,

- IICUX 034,
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IMU30THITUYECKOr0 PACCTPONCTBA (TUYHOCTH),

OpenoBoro paccTpoicTna,

0CJIa0JIEHHOTO MCHUXO03HOTO CUHApPpOMaA,

KPaTKOBPEMECHHOTO IMNCUXOTHIECCKOI'O paCCTpOﬁCTBa,

mu30(ppeHopOPMHOr0 paccTpoiCTBa,

mn30apHEeKTUBHOTO PacCTPONCTBA,

MICUXOTUYECKOTO PAaCCTPONUCTBA, BBI3BAHHOTO yHOTpeOieHueM
NICUX0AKTUBHOTO BEIIECTBA/JIEKAPCTBEHHOTO CPEACTBA,

- ICUXOTHUYECKOIo paCCTpOﬁCTBa BCJIECACTBHUE APYroro MEAUIMUHCKOIO
COCTOSIHUSL,

- IPyroro yTOYHEHHOTO MU30()PEHUYECKOTO CIIEKTPa U JPYTUX MCUXOTHIECKHIX
PacCTpPOMCTB,

-HGYTOHHCHHOFOIHHSO@peHquCKOFOCHeKTpaIIHPYFON)HCHXOTHHGCKOFO
paccTpoOCTBa,

- KaTaTOHHHU, aCCOHHHpOBaHHOﬁ C APYIr'UM NCUXHUYICCKUM HAPYLICHUEM, UJIN

- KATATOHUYECKOT'O PAaCCTPOUCTBA BCIAEACTBHUE APYrOro MEAUIIMHCKOTO

COCTOSAHUA.

B cooTBeTcTBUM C IpyruM acrnekToM, HacToslee n3obpereHne odecrneunBaeT
coenunenue Il ans npuMeHeHus A JeUeHUs] PEeLUIUBOB:

- MHU30(pPEHUYECKOT0 CIEKTPa U APYTUX NCUXOTUYECKHX PACCTPONCTB,

- mu3oppeHn,

- TICUX 034,

- IIU30TUIIUYECKOr0 paccTpoiicTBa (JINUHOCTH),

- OpenoBOro pacCTPONCTRa,

- 0C1abJIEeHHOTO MCUXO03HOTO CHHAPOMA,

- KPaTKOBPEMEHHOI'0 ICUXOTUYECKOTO pacCTpOICTRa,

- mu30¢ppeHOGOPMHOTr0 PacCCTPONCTBA,

- mu30apPeKTUBHOTO PaCCTPONCTBA,

- ICUXOTHYECKOTO PACCTPONCTBA, BBI3BAHHOTO YIOTpEOIeHHEM

IICUXOAKTUBHOI'O BEIECTBA/IEKAPCTBEHHOI'O CPEACTBA,
- ICUXOTHYECKOTO PACCTPONCTBA BCIENCTBUE JPYTOTO MEAULIMHCKOTO

COCTOSIHUS,
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- IPyroro yTOYHEHHOTO MHU30(PEHUUECKOT0 CIEeKTPa U JPYTUX MCHXOTHYECKUX
PacCTPOMCTB,

-HGYTOHHGHHOFOIHH30®peHHHeCKOFOCHeKTpaIIHPYFON)HCHXOTHHBCKOFO
paccTpoiicTBa,

- KATATOHUH, aCCOLMUPOBAHHON C APYTUM MCUXUUYECKUM HApPYIIEHUEM, UJIU

- KATATOHUYECKOT'0 PacCTPONUCTBA BCIEACTBHE APYrOoro MEAULMHCKOTO

COCTOAHUA.

B cooTBeTcTBUM C IPYruM acreKTOM, HACTOsIIee n3o0peTeHrne o0ecrneunBaeT
coequnenue 111 nist mpuMeHEeHUs ISl IPENOTBPALISHHS/3aIePIKKHU

- U30()pEHUYECKOTO CIEKTPa U IPYTUX MCUXOTHYECKHUX PACCTPOMHCTB,

- mu3odpeHnn,

- TICUX 034,

- IIU30TUIIUYECKOTO PaccTpPoiicTBa (JINYHOCTH),

- OpenoBOro paccTpONCTBa,

- 0C1abJIEHHOTO MCUXO03HOTO CHHAPOMA,

- KPATKOBPEMEHHOI'0 ICUXOTUYECKOTO PacCTPONCTBA,

- mu30¢ppeHOoGOPMHOro pacCcTpONCTBa,

- mu30apPeKTUBHOTO PacCTPONCTBA,

- ICUXOTUYECKOTO PACCTPONCTBA, BBI3BAHHOI'O yIOTpeOIeHnEeM
IICUXO0aKTHUBHOTO BEILIECTBA/JIEKAPCTBEHHOTO CPEACTBA,

- ICUXOTUYECKOT0 PacCTPOICTBA BCIEACTBUE APYTOro MEJULIMHCKOTO
COCTOSTHUS,

- APYTOro yTOYHEHHOTO MHU30(PPEeHUYECKOro CIeKTPa U APYTUX MCHXOTHYECKUX
PacCTpPOMCTB,

- HEYTOYHEHHOT'0 N30 PEHUUECKOro CIeKTpa U JPYTroro NCUXOTUUECKOrO
paccTpoiiCcTBa,

- KATaTOHHUH, aCCOLMUPOBAHHON C IPYTUM ICUXHUYECKUM HAPYIICHUEM, UIIH

- KATATOHUYECKOTO PACCTPONUCTBA BCIEICTBHE APYTrOro MEIUIIMHCKOTO

COCTOAHUA.

B cooTBeTcTBUH C IPyruM acmekToOM, HAacCTOsIIee n3obpereHrne odecrneunBaeT
coequnenue 11l nis npuMeHeHUs AN IPENOTBPALIEHH/3a1eP)KKH EPBBIX MPHUCTYIIOB

U/WTU PeIUINBOB BBIIIEYKA3aHHBIX 3a00JIEBaHUI, COCTOSHUN U CHUMIITOMOB.
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B coorBeTcTBUH C IPpyruM acrekToM, HacTosIIee n3oobpereHne odecrneunBaeT
coequnenue III nns npumeHeHus Ay NeUeHUs MU30ppeHnH nyTeM cTabunn3anuu
3aboeBaHus, U30QPEHUHU TyTEM YMEHbBIIEHUS TSKECTH PELUIUBOB, MHU30(PEHUN

NyTEM NPEAOTBPALCHUA PEUUANBOB, UJIHU H.II/ISO(bpeHI/II/I nNyTEM 3aJCPXKKHU PEHUIUBOB.

B cooTBeTCTBUM C APYTrUM acCleKTOM, HACTOsIee n300peTeHrne o0ecrneunBaeT
COCOUHCHUC II1 AJId IPUMEHCHUA A1 JICUCHHUSA YMCHBIICHUA PEHUANBHUPOBAHUA

mu3odpeHun.

B cooTBeTcTBUM C IPYyruM acmeKkTOM, HACTOsIIee n3o0peTeHrne odecrneynBaeT
coenunenue Il nna npuMeHeHus A Je4Y€HUs YMEHbIIEHUS] PELUJUBUPOBAHUSA ¥

NALHUEHTOB ¢ N30 pEeHNEH, MONYYAIIUX AHTUIICHXOTHYECKYI0 TEPAIHIO .

B cooTBeTcTBUH C IPpYyruM acrekTOM, HacCTOsIIee n3odpereHne odecrnednBaeT

coenunenue III nus mpuMeHeHHs AJIs IEUEHUST OCIA0JEHHOrO MCUXO3HOTO CUHIIPOMA.

B coorBeTcTBUH C IpyruM acrekToM, HacTosIIee n3obpereHne odecrneunBaeT

coenunenue Il nnsg npuMeHeHus AJsA NPEeAOTBPALICHUs IIEPBOrO NPUCTyIa MCUX03a.

B cooTBeTcTBHM ¢ IPYrUM aceKTOM, HacTosee n3odpereHne obecrneuynBaer
coenunenwue 111 s npuMeHeHHUs sl IPEAOTBPALIEHHUs IEPBOTO MPUCTYIA ICUX03a Y

HHAWUBUAYYMOB C 0CJIa0JIEHHBIM IICUXO3HBIM CHHAPOMOM.

B cooTBeTcTBUM C IPYruM acreKTOM, HACTOsIIee n3o0peTeHrne odecrneunBaeT
COCIUHCHUC 111 AJId IPUMEHCHUA OJId JICUCHUA CUMIITOMOB BBILICYKa3aHHBIX

3a00JieBaHUIl, COCTOSIHUI U CUMIITOMOB.

B cooTBeTcTBUH C IPYyruM acmeKkTOM, HACTOsIIee n3o0peTeHrne odecrneunBaeT
coenunenue III nnsg npuMeHeHUs AJs JE€UYEHUS:

- Openos,

- TAJUTIOLIAHALIUMN,

- I€30pTraHU30BAHHOTO MBIIIJIEHHS (peun ),
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- Tpy00 n€30praHU30BAHHOTO UM AHOMAJIBHOTO MOTOPHOI'O TIOBEACHHUS
(BKJIFOUAst KATATOHUIO),
- CYMIUAAIbHBIX MBICJIEH, UK

- HETATUBHbBIX CUMIITOMOB.

B COOTBETCTBHH C IPYTUM acCleKTOM, HACTosilIee u3o0peTeHne obecrneuynBaeT
coequnenue Il nist npuMeHeHUs A IEYEHHS TEPBBIX MPUCTYIIOB U/HIJIH PELUIUBOB
BBIIICYKAa3aHHBIX CUMIITOMOB.

B cooTBeTcTBUM C IPYruM acreKTOM, HACTOsIIee n3o0peTeHrne o0ecrneunBaeT
coequnenue Il nis npuMeHEeHUs ISl IPENOTBPALIEHHS/3a1ePKKH EPBBIX MPHUCTYIOB

u/unu pe€UraANBOB BbIIICYKA3aHHBIX CUMIITOMOB.

B cooTBeTcTBUM C IPYyruM acmeKkTOM, HACTOsIIee n3obpereHrne odecrneunBaeT
coenuHenue Il B cooTBeTCTBUH C JIFOOBIM U3 BBIIIEYKA3aHHBIX ACIIEKTOB,
XapakTepusyrwluieecs TeM, 4To coenuHenue 111 BBOAAT AONOJHUTENBHO K JEUYEHUIO C

HUCIIOJIb30BAHUEM APYTOTo HeﬁpOHeHTH"IeCKOFO CpeacTBa.

B coorBeTcTBUH C IPYTrUM acCIeKTOM, HAacCTOsIIee n3obpereHne odecrneunBaeT
coenquHenue Il B cooTBeTCTBUH C JIFOOBIM U3 BBIIIEYKA3aHHBIX ACIIEKTOB,
XapaKTepHU3yIoLIeecss TeM, YTO HEHPOJIENTUYECKOe CPEACTBO BHIOMPAIOT U3 I'PYIIIHI,
BKJIIOYaromed Apununpaszon, Pucnepunon, Ksetnanuna ¢pymapar, Onansanus,
IManunepunon, Jlypasugon ruapoxnopun, ['ansonepunon, Ilanunepuaon najibMuTar,
3unpacunos ruapoxygopua, Kseruanun, 3unpacunon, baonancepus,
XnopnpomasuHruapoxjaopun, Amucynpnpun, ['anonepunon nekanoat, Kapbonar
autus, AzeHanuH manear, Cynpnupun, Xaopupomasul, @unynentukcon, @unydenasun
nexkaHoat, @ayneHTukcos nexkanoat, @uydenasun, @nydpeHasuH ruApOXIOPU,
HUnonepunon, Jlesomenpomasun, Jlesocynsnupun, Jlokcanun, Jlypasunos,
[Mepunmasusn, [lepocnupon runpoxinopun, Ilepdpenasun, Knozanuu u Ilunamnepon

TUIPOXJIOPUN.

B cooTBeTcTBUH ¢ APYTUM aCIeKTOM, HaCTOsIIee n3obpereHrne odecrneunBaeT
coenuHenue Il B cooTBeTCTBUH C JIFOOBIM U3 BBIIIEYKA3aHHBIX ACIIEKTOB,

xapaktepusyrwieecs TeM, 4yTo BBoAAT 10, 25, 50 unu 100 mr coequnenus 111
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B cooTBeTcTBUH C IpyruM acrekToOM, HAacCTOsIIee n3obpereHne odecrnednBaeT
coenuHenue 11l B cooTBeTCTBUHU C JIFOOBIM U3 BBIIIEYKa3aHHBIX aCIEKTOB,

XapakTepusyrlueecs TeM, 4To coenuHenue 111 BBOAAT OAMH UM ABa pa3a B CyTKH.

B cooTBeTCTBUU ¢ APYTHM acCMeKTOM, HacTosIIee u3oopeTeHne odecrneyrnBaeT
coenuHenue III B cooTBeTCTBUM C JTHOOBIM U3 BBIIIIEYKA3aHHBIX aCIEKTOB,

XapakTepusywlueecs Tem, uro coequHeHue IIl BBogAT nepopanbHo.

B WO 2009/121919 onucan cunte3 coequnenus I1la. Ceiliuac, HEOKHUIAHHO OBLIO
o0HapyKEeHO, YTO CyLIeCTBYET Apyras noaumoppHas ¢popma, coenunenne I1Ib. Oba
coenuHenusi, coenunenue Illa u coenunenue IIIb, cCOOTBETCTBEHHO, MOTYT OBITH
cuHTe3upoBaHbl B yuctoi popme. Coenunenne Illa 6p10 monydeHo ¢ yuctoroi >95%
(cooTrHomenune mexnay coequnenuneM Illa u coenunenuem IIIb >95:5 Ha ocHOBe
XRPD), a takxe coegunenue IIIb ¢ uncroroit >95% (cooTHOUEHNE MEXKAY
coenuHenueMm IIIb u coenunenunem Illa >95:5 nHa ocnoe XRPD). Kpome Toro, oba
coenunenus1, coenunenue llla u coequnenue I1Ib oxapakrepusoBaHbl NX

coorBeTcTBYyrOIIUMU XRPD u nanHpIMH paMaHOBCKOIO CHEKTpA.

[MTonumopduas popma, nmosydeHHasi B pe3yjJbTaTe CUHTE3a B COOTBETCTBHH C

WO 2009/121919, a umenno coenunenue [lla, npoaeMoHCTpHpOBaia MOPOIMIKOBYIO
PEHTTeHOBCKYIO NU(PPAKTOrpaMMy, COAEPKALIYIO MTUKHU MPH CISAYIOLMUX 3HAUYCHUAX 2 -
TeTa, U3MEPEHHYIO C MCIOJb30BaHHeM MOHOXpomatudeckoro CuKol uznydenus A =

1,54056 A, 40 kB, 40 MA: 7,7° £0,2° u 9,0° +0,2°.

IMonumopduas Gopma, monydeHHasi B pe3yjbTaTe CUHTE3a B COOTBETCTBHHU C

WO 2009/121919, a umenno coenunenue Illa, mpogeMoHCTpUpoOBaia MOPOLMIKOBYIO
PEHTTEHOBCKYIO TUPPAKTOrPaAMMY, COAEPKALIYIO MUKH MPH JTIOOOM OJHOM UJIH BCEX
CIENYIOIIUX 3HAUEHUAX 2-T€Ta, I3MEPEHHYIO C UCIOJIb30BAHUEM
monoxpomaruueckoro CuKol nsnyuenns A = 1,54056 A, 40 kB, 40 mA: 17,3° £0,2°,
21,3° £0,2°,20,9° £0,2°, 23,3° £0,2°, 9,0° £0,2°, 14,7° +0,2°, 7,7° +0,2°.

[Monumopduas Gopma, monydeHHasi B pe3yabTaTe CUHTE3a B COOTBETCTBUH C
WO 2009/121919, a umenno coenunenue Illa, npogeMoHcTprupoOBaia MOPOLUIKOBYIO

PEHTTE€HOBCKYIO AU(PPAKTOrPaAMMY, COAEP KALIYIO0 MUKH MPH CIESNYIOIHUX 3HAYCHUIX 2 -



10

15

20

25

30

15

TeTa, U3MEPEHHYIO C UCIOJib30BaHneM MoHOXpoMatuueckoro CuKaol usnyuenuss A =
1,54056 A, 40 xB, 40 MA: 7,7° £0,2° u 9,0° £0,2°, U CIIeKTP PAMAHOBCKOTO PACCESHUS
BKJIFOYAET MUKH MPHU JTIOOOM OJHOM MJIM BCEX CHEAYIOIIUX CABHUIax 4acTOT

KOMOMHALMOHHOTO PACCEsSHHs, BHIPAKEHHBIX B BUIE BOMHOBBIX unuces B cM ™ 1190 +2,

1401 £2, 1675 £2.

IMonumopduas Gopma, monydeHHass B pe3yJibTaTe CUHTE3a B COOTBETCTBUHU C
WO 2009/121919, a umenno coenunenue Illa, umeer uucrory >75% (cooTHOIIEHHE

mexnay coenuHenuem Illa u coequnenuem IIIb >75:25 na ocHoBe XRPD).

IMonumopduas Gopma, monydeHHasi B pe3yabTaTe CUHTE3a B COOTBETCTBHUU C
WO 2009/121919, a umenno coenunenue Illa, umeer yucrory >90% (cooTHOoIEeHHE

mexnay coenuHenueM Illa u coequnenuem I1Ib >90:10 nHa ocHoBe XRPD).

I[Monumopduas Gpopma, monydeHHasi B pe3yjabTaTe CUHTE3a B COOTBETCTBHHU C
WO 2009/121919, a umenno coenunenue Illa, umeer yucrory >95% (cooTHoienune

mexay coenuHenueM Illa u coenunenuem I1Ib >95:5 na ocHose XRPD).

B coorBeTcTBUH C IPYyruM acrekToM, HacToslee n3obpereHne odecrneunBaeT
coenunenue I1Ib, nposiBisromiee MOPOIKOBYIO PEHTTEHOBCKYIO AU(PPAKTOTPAMMY,
COZepKAIIYIO MUK MPHU CIEAYIOLIEM 3HaUeHUU 2-TeTa, U3MEPEHHYIO C
ucnoysb3oBanueM MoHoxpomaTudeckoro CuKol usnyuenust A = 1,54056 A, 40 B, 40

MA: 6,4° £0,2°.

B cooTBeTcTBUM C IPYruM acreKkTOM, HAcTOsIIee n3o0peTeHrne odecrneunBaeT
coequnenue IIIb, mposiBisiroIee MOPOIIKOBYIO PEHTTEHOBCKYIO0 NTHPPAKTOIPAMMY,
COAepKAIYIO MUKH NMPHU JFOOOM OZHOM MJIM BCEX CIEAYIOLUIUX 3HAUYEHUSX 2-TeTa,
U3MEPEHHYIO C HCIOJNb30BaHUEM MOHOXpomatuiueckoro CuKol n3nydenus A =
1,54056 A, 40 xB, 40 mA: 20,8° £0,2°, 21,1° £0,2°, 21,6° £0,2°, 6,4° £0,2°, 23,0°
+0,2°, 25,2° £0,2°, 12,9° £0,2°.

B cooTBeTcTBUH C IpyruM acmekToM, HacTosIIee n3obpereHrne odecrneunBaeT

coequnenue IIIb, mposBisrOIEee MOPOIIKOBYIO PEHTTE€HOBCKYIO AudpakTorpammy,
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COZEp KAIIYI0 MUKHU MPHU CIEAYIOUX 3HAYEHUAX 2-TeTa, U3MEPEHHYIO C
ucnosb3oBanueM MmoHoxpomatudeckoro CuKol usnyuenus A = 1,54056 A, 40 B, 40
MA: 6,4° £0,2°, ¥ cIeKTp paMaHOBCKOI'O PAacCesIHUs BKJIIOYAET MUKHU MPHU JIOO0M
OJTHOM HJIM BCEX CJIEAYIOLIUX CIBUraX YACTOT KOMOMHALIMOHHOI'O paccesiHus,

BBIPAXKEHHBIX B BUJI€ BOJHOBBIX YUCET B cm™ 1182 £2, 1394 £2, 1663 £2.

B cooTBeTCTBUM C APYrUM acleKTOM, HACTOsIee n3o0peTeHrue o0ecrneunBaeT
coequnenue IIIb, umeromee uncrory >10% (cooTHomeHnue mexay coenurenuem I1Ib

u coequrenunem Illa >10:90 na ocHose XRPD).

B cooTBeTcTBUM C IPYyruM acreKkTOM, HACTOsIIee n3odbpereHrne odecrnednBaeT
coenunenue IIIb, umeromee uncrory >20% (cootHomeHue Mexay coenurenuem I1Ib

u coequrenunem llla >20:80 na ocHoBe XRPD).

B cooTBeTcTBUM C IPYyruM acrekTOM, HacCTOsIIee n3odpereHne odecrnednBaeT
coenunenue IIIb, nmeromee uncrory >30% (coorHomenue Mexay coenuaenuem I11b

u coequaenueM Illa >30:70 na ocHose XRPD).

B coorBeTcTBUH C IPYyruM acrekToM, HacToslee n3obpereHne odecrneunBaeT
coenunenue I1Ib, umeromee yncrory >40% (cooTHomeHne Mexay coenqunenuem [1Ib

u coennHenueM Illa >40:60 Ha ocHoBe XRPD).

B cooTBeTCTBUM C APYTUM aCEeKTOM, HACTOsIee n3o0peTeHrue obecrneunBaeT
coequnenue IIIb, umeromee uncrory >50% (cooTHomeHue Mexay coenunenuem I1Ib

u coequrenuemM Illa >50:50 na ocHose XRPD).

B cooTBeTcTBUM C IPYyruM acmeKkTOM, HACTOsIIee n3obpereHrne odecrnednBaeT
coenunenue IIIb, umeromee uncrory >60% (cooTHomeHue Mexay coenuaenuem I1Ib

u coequaenunemM llla >60:40 na ocHose XRPD).

B cooTBeTcTBUM C IPpYyruM acmekTOM, HAacCTOsIIee n3odpereHrne odecrneunBaeT
coenunenue IIIb, nmeromee uncrory >70% (cootHomenue mexay coenurenuem I1Ib

u coequaenuem Illa >70:30 na ocHose XRPD).
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B cooTBeTcTBUH C IpyruM acrekToOM, HAacCTOsIIee n3obpereHne odecrnednBaeT
coenunenue IIIb, nmeromee uncrory >75% (coorHomenue mexay coenunenuem I1Ib

u coequrenuem Illa >75:25 na ocnose XRPD).

B cooTBeTCTBUU ¢ APYTHM acCMeKTOM, HacTosIIee u3oopeTeHne odecrneyrnBaeT
coenunenue IIIb, umeromee uucrory >80% (cooTHomeHue Mexay coenuHernuem I1Ib

u coequnenuem Illa >80:20 nHa ocHoBe XRPD).

B cooTBeTcTBUM C IPYruM acreKTOM, HACTOsIIee n3o0peTeHrne o0ecrneunBaeT
coenunenue IIIb, numeromee uncrory >90% (cootHomeHue mexay coenuaenuem I1Ib

u coequrennem Illa >90:10 na ocHoBe XRPD).

B cooTBeTcTBUM C IPYyruM acmekTOM, HAaCTOsIIee n3obpereHrne odecrneunBaeT
coenunenue IIIb, nmeromee uncrory >95% (coorHomenue mexay coenunaenuem I1Ib

u coequnennem Illa >95:5 nma ocnose XRPD).

B npyrom acnekTe, HacTosIIee H300pEeTEHUE OTHOCUTCS K coenuHenuto 11,
coenunenuro Illa, coenunenuto I1Ib unu ux cmecu A NpUMEHEHUs A JIEUCHUS

BBIIICYKA3aHHbIX 3a6OHeBaHHﬁ, COCTOSSHUH U CUMIITOMOB.

Kpome Toro, HeoxxugaHHO ObLIO OOHAPYIKEHO, YTO MyTeM KOMOMHUPOBAHMUS
TUAPOKCUTIPOTUIEITIOIO3bI U/ UM KPOCKapMeio3bl HaTpusi ¢ coenunenuem 111, I11a
wiu [1Ib unm ux cMecrro B papManeBTUUECKOW KOMIIO3UIIUH JIEKAPCTBEHHYIO
Harpy3Ky MOJKHO JTIOBECTH JO TaKOTO K€ YPOBHS JJIsl BCEX JTO3UPOBOK M MOXET OBITh
DOCTUTHYTA OBICTpasi paCTBOPUMOCTDb TAOJIETKH HE3ABUCUMO OT HU3KOH CKOPOCTH
cobcTBeHHOro pacTBopeHus coenuHenus 111 B pusmonorunuecku peaeBaHTHOM

nuanaszone pH Beime pH 4 (nmpenapart 1, rabnuna 3, u/wnn npenapat 2, tabnuna S,

¢durypa 5).

Jpyroii acrekT HacTOSIero n300peTeHUs OTHOCHUTCS K (papMaleBTHYECKOM
komno3zunuu, cogepsxkament coenunenue 111, I1la nnu IIIb unu ux cmech u

TUAPOKCUTIPOTHIILIEIIIONIO3Y H/UIN KPOCKAPMEIJIO3y HATPHsI.



10

15

20

25

30

18

B cooTBeTCTBUU C APYTHM acIeKTOM, HacTOsIIee H300peTeHne OTHOCUTCS K
(bapmareBTUUECKONW KOMIIO3ULIMH, COMIepIKaIell KyKYpY3HbIH KpaxMani u

TUAPOKCUTIPOIHUIILIEIIIIONO3Y U/UIN KPOCKAPMEIJIO3y HATPHs.

B cooTBeTCTBHM € JPYTrUM acCeKTOM, HAcToOsee n300peTeHne OTHOCUTCS K
(apManeBTUUYECKOW KOMIIO3ULIMH, CONEepPIKaIleli MOHOTHAPAT JIAKTO3BI,
UAPOKCUTIPONUIILENITION03Y, KPOCKapMENa03y HaTpusl, creapaT MarHus u

NpeXEeJTaTUHU3UPOBAHHBIN KpaxMaJj UK KYKYPY3HbIH Kpaxmall.

B cooTBeTCTBUU C APYTrHM aCIeKTOM, HACTOsIIee H300peTeHNEe OTHOCUTCS K
bapmaLeBTHIECKON KOMIIO3UINH, COAEpKaIIel siApO TaOJeTKH, COCTOsIIIee U3
coenuHeHus III, MoHOrHApaTa NaKTO3bI, THAPOKCUIIPONHILEIIIOIO3HI,
KPOCKapMeJI03bl HATPUsl, CTeapaTa MarHus U NPeKeJaTUHU3UPOBAHHOIO Kpaxmala

UM KYKYPY3HOTO Kpaxmana.

B coOTBETCTBHU C JPYTHM acCMeKTOM, HAcTosiliee n300peTeHne OTHOCHUTCS K
(dapmManeBTUUECKON KOMIIO3UIIUH, COAepIKaliel siapo tabaerku, cocrosmee u3 1-30%
(mac.%/mac.%) coenunenus 111, 63-83% (mac.%/mac.%) MoHOTHApPATA JIAKTO3BI, S-
25% (mac.%/mac.%) npexenaTUHU3UPOBAHHOTO Kpaxmana, 1-3% (mac.%/mac.%)
TUAPOKCUIPOTHUIILEITI0J03bI, 1-5% (Mac.%/mac.%) kpockapmennossl HaTpust, U 0,5-

3,5% (mac.%/mac.%) cTeapaTa MarHus.

B cOOTBETCTBUHU C APYTHM aCIEKTOM, HACTOsIIee U300pEeTEeHHE OTHOCUTCS K
(dbapManeBTUUECKON KOMIO3UIUH, ConepkKaiei ssapo TadbneTku, cocrosiee u3 8-24%
(mac.%/mac.%) coenunenus 111, 53-70% (mac.%/mac.%) moHorunpara jnakTo3bl, 10-
20% (Mmac.%/mac.%) npexkenaTHHU3UPOBAHHOTO Kpaxmana, 1-3% (mac.%/mac.%)
TUAPOKCUTPOTUIIENIT0N03bI, 1-5% (Mac.%/mac.%) kpockapmeao3sl HaTpus, u 0,5-

3,5% (mac.%/mac.%) cTeapaTa MarHusi.

B cooTBeTcTBUH C IPYyruM acreKTOM, HACTOsIIee N300peTeHne OTHOCHUTCS K
(dapmManeBTUUECKOH KOMIIO3UIUH, coaepxkamei ssapo Tadbnerku, cocrosimee u3 1-30%
(mac.%/mac.%) coenunenus III, 50-80% (mac.%/mac.%) MoHOTHApaTA JTAKTO3BI, 5-

20% (mac.%/mac.%) kykypy3Horo kpaxmaina, 1-3% (mac.%/mac.%)



10

15

20

25

30

19

TUAPOKCUTTPONTUIIENITI0N03bL, 1-5% (Mac.%/mac.%) kpockapmesino3sl HaTpus, u 0,5-

3,5% (mac.%/mac.%) cTeapaTta Maruusi.

B cooTBeTCTBUU C APYTHM aCMEKTOM, HACTOsIIIee n300peTeHne OTHOCUTCS K
(apmMaieBTUYECKONW KOMIIO3ULIMH, COnepkalneii sapo tabneTku, cocrosimee u3 8-24%
(mac.%/mac.%) coenunenus 111, 65-75% (mac.%/mac.%) MOHOTHApATA JIAKTO3BI, 5-
20% (mac.%/mac.%) xykypy3Horo kpaxmana, 1-3% (mac.%/mac.%)
TUAPOKCUTPOTUNIENIT0I03bI, 1-5% (Mac.%/mac.%) kpockapmeao3sl HaTpus, u 0,5-

3,5% (mac.%/mac.%) cTeapaTa MarHusi.
JIpyroii acmeKT HaCTOSIIEero H300peTeHUsI OTHOCUTCS K (hapMaleBTUYECKOM
KOMITO3ULIMH, KaK ONPECACTICHO BbILIC, OJId MPUMCHCHUS IMPU BbIMICYKA3aHHBIX

336OHeBaHI/I$IX, COCTOAHHUAX U CUMIITOMAX.

Jlpyroi acreKkT HacTOsIIero n300peTeHNsl OTHOCUTCS K CIIOCO0y JieueHHs

BBIIICYKA3aHHbIX 3360H€BaHI/II>'I, COCTOSIHUIL U CHMIITOMOB.

KpaTtkoe onucanue ¢puryp

Ha ®urype 1 npencraBieHa peHTIeHOBCKas MOPOUIKOBast AU pakTorpaMmma

coenunenus Illa

Ha ®urype 2 npencraBiieHa peHTT€HOBCKAsi MOPOLIKOBAs AU(paKTOrpaMma

coenunenus I1Ib

Ha ®@urype 3 npeacraBiieH CIEKTP paMaHOBCKOTO paccesHus coenunenus [lla

Ha ®@urype 4 npeacraBiieH CIeKTp paMaHOBCKOro paccesinusi coenunenus [1Ib

Ha ®urype 5 npencrasieHbl npodpuiin pacCTBOPUMOCTH TaOJIETOK-OCHOB U TabJIETOK C

IeHOYHOH obonoukoi 50 mr nmpenapata 2 (Tabnuua 5 u Tabnuua 6), monydeHHbIE U3

HU3MEJIbUCHHOI'O JICKAPCTBCHHOTO BECIICCTBA
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OO0uue onpenenenus

Tepmunsl, cienuduyuecku He ONpPeaAeSIeHHbIE B HACTOAIIEeH 3asiBKe, OyyT UMETh
3HA4YeHHSs, KOTOpble OyAeT moapa3yMeBaTh KBATH(PUIHUPOBAHHBIN CIIEHATUCT B

JaHHOMU 00J1aCTH TEXHUKHU HAa OCHOBE HAAHHOTO PACKPBITHUA U KOHTEKCTA.

Coeounenue 111
Ecnu cneumnanpbHO HE yKa3aHO MHaue, TO TepMuH coeauHenue Il orHocuTcs k

COEIMHEHUIO CIEAYIOLEN CTPYKTYPhI

(o)
HN I 0\
Q N
N N
)
S

B JIF0OOW moaumMopdHOU GopMe UM UX cMeCsM Win (apMaleBTHIECKU TPUEMIIEMbIM

COJIsIM WJIK TUApAaTaM.

Cybvexm

ITanueHT-UemOBEK.

Heowcenamenvnoe signenue

HexenatenbHoe sinenue (AE) onpenensiercs kak iro0oe HeOMaronpusiTHOe
MEIUIIMHCKOE SIBJIEHHE, BKJIFOYasl YXYIAIIEHHE PaHEe CYIECTBYIOIIEr0 COCTOSIHUS,
NaLHUEeHTa B KIMHUYECKOM HCCIIEIOBAHUH, KOTOPBIA MOJydan papManeBTHYECKHI
MPOAYKT. SBneHue He O6H33,T6J'II:;HO AOJIKHO UMETh IPUYIHUHHO-CICACTBEHHYO CBsA3b C

HAaCTOAIIUM JICUCHUCM.

Cepve3snvie neoicenamenvruvie sA61eHUS

Cepbe3noe HexenartenbHoe siBieHune (SAE) onpenensercs kak nodoe AE, koTopoe
NPUBOAUT K CMEPTHU, NMPEACTABIAET OCTPYIO YIPO3y IJIs )KU3HU, IPUBOJIUT K
YCTOWYMBOH HJIM CYIIECTBEHHON HETPYAOCTOCOOHOCTH / MHBANUAN3AUH, TpeOyeT
WJIH TIPOJIOHTHUPYET FOCIHUTAIN3ALHIO MTALMEeHTa, IPEACTaBIAeT COO0NH BPOXKAEHHYIO
AHOMAJIMIO/TIOPOK Pa3BUTHUS, UIIM PACCMATPUBAETCS KaK TSKeJOoe Mo J00H Apyroi

NpUYHUHE, €CJIN OHO NpPEACTABIACT coboii BajkHOE MCIAUIHMHCKOC ABJICHUEC, UCXOOA U3
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HagJjexXamero MEAUIMUHCKOI'O 3aKJIKOYCHNA, KOTOPOEC MOXKET NMPEAOCTABIIATL YIpO3y
AJI MAaOUEHTAa U MOXKET HYXKAAThbCA B MCAUITUHCKOM HJIM XUPYPTrUICCKOM
BMCIIATEJIbCTBC AJId MPEAOTBPALICHUS APYroro uCxoaa, nepeImucCjiCcHHOro B

ONpEACNICHUAX, MPEACTABJICHHBIX BbIIIC.

SKCIEPUMEHTAJIbHBIN PA3IE

IlepeyeHnb coxkpameHuH

AE HexenarenbHoe siBJieHUE

BID 1Ba pa3a B IeHb (IO3UPOBAHUE JIBA pa3a B CYTKH)
ER OTJ€JIEHNE NUHTEHCUBHOU Tepanuu

ESI 3JIEKTPOPACHBIIUTEIbHAS HOHU3ALHSA

FAS MOJTHAsI BBIOOPKA JJIs aHATN3a

HCl COJIsiHasl KUCJIOTa

HPMC THNIPOMENJI03a = TMAPOKCUNIPONMUIMETUILEIITKI03a

HR BBICOKAs pa3pelrarmas CrmocoOHOCTh

IDR CKOpPOCTh COOCTBEHHOTO PACTBOPEHUSI = COOCTBEHHAs PACTBOPUMOCTD
B/B BHYTPUBEHHBIN

M MOJIb, MOJIb/JI

MedDRA MeauuuHCKU CIOBapb TEPMHUHOJOTHHU Ui PETYJISITOPHON NeITeIbHOCTH

M MUJUTHITUTP

MS MacC-CIEKTPOMETPHUs

m/z OTHOLIEHHE MAaCChl K 3apsAay
AMP SII€PHBI MarHUTHBIN PE30HAHC
PDE dbochonuscrepasa

qd eXeIHEeBHO (OUH pa3 B CYTKH)

00./MHUH  4ucIO 00OPOTOB B MUHYTY

KT KOMHAaTHas TeMIieparypa

SAE Cepbe3Hoe HexeNnaTelbHOe sIBJIeHHE
T™MS Terpameruncunan

TS BriOopka nponeyeHHBIX NalUeHTOB
wt BEC

XRPD ITopourkoBast peHTreHOBCKas AU paKLIus
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IIpuroros/jieHHe H PHU3HKO-XUMHYECKAS XapaKTepHCTHKA coeaunHenus 111

Onucanue UCHONIB3YEMBIX AHATIUMUYECKUX Memooos

ESI macc-cnektpomerpus (ESI+)

IIpudop

QTOF HDMS Synapt (Micromass, Manchester,
UK)

I[IporpammHoe o0ecnieueHue
CHCTEMBbI YNIPABJICHHSA

Masslynx 4.1

npuéopom

N cToyHHK HOHOB EST + (Lockspray uCTOYHUK)

Lockspray/DXC BKJI./BBIKJI.

Kanuoposka (bopmuat HaTpusi, KaTUOPOBKA JeHIIMHIHKeDaTuH
lockmass

Paspemenune MS1(LM/HM) K,7/15

Paspemaromasn

|cr10[c)0 Snocrs, (FWHM) 14935 npu m/z 312 (W pexum)

MCP nanpsizkenue 1700 B

Kanuaasipuoe Hanpsixenue [+ 3,0 kB

Hanpsi’kenne Ha KOHycCe 3 B

JHeprusi coygapeHui 2 5B

I'a3 pis1 coynapenuii IAproH

Temnepatypa ucrounuka [120 °C

Temneparypa b00 °C

1ecoJIbBATALIMH

I'a3 B kKOHYCe @30T 48 n1/u

T'a3 gecoJbpBaTanmu

a30T 600 j1/9

Beenenue o6pa3ua

nyrem UPLC (Waters Acquity System)

pacnbLIsgeMoro

CxopocTh moaauu
ACTBOPHTEJISA

300 MKJI/MUH

Konuentpauus o6pa3ua

0,5 mr/mn B anteronutpuie/sone (1:1/06.:00.),
HBennpoBanau 0,5 MKM

PeareHTnl

0,1% MypaBbUHasi KMUCJIOTa B aLlETOHUTPUIIE
(ULC/MS, Biosolve)
0,1% mypasbunas xkucnora B Boge (ULC/MS,

Biosolve)
uana3oH ckanuposanusi [50 - 1000 en.
Bpemsi ckaHnpoBaHus 0,16 ¢
Uncs0 00beAHHEHHBIX 15
[ckanupoBanui
I'panuna gnaHHBIX 2,0 %
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IIpudop

Bruker Avance II1 600 AMP cnekTpomeTp

JacToTa

600,38 MI'11

IIporpammHoe o0ecneueHue

Bruker TopSpin® Bepcust 3.0

IIporpamma umMnyJibcoB

7230

PacrBopuTesb MCO-d6 , Sigma Aldrich, Batch MKBT4612V
Konuenrpauus 15,3 mr/ 0,6 ma
Temneparypa 27 °C

Terpameruncunan ( = TMS : 6 = 0,00 gacT. Ha
Kanuoposka

MJTH )
IHIupuna pa3sepTku 12315 T

Paszmep

64 K TOUKH JaHHBIX

IHIupuaa nmnyabca

30 rpagycos

PenakcanuoHHasi 3agep:xkka [2 ¢
Uucao ckaHHpOBAHHUH 64
XonocThie ckaHUpOBaHusT |2

Anmogu3anua

oOHynenue 10 128 K Touku maHHBIX

bkcroHeHManbHOoe yMHOKeHue (LB: 1,00 I'ry)

3C AMP cnexTpockonus

IIpudop

Bruker Avance III 600 AMP cnekTpomeTp

UacToTa

150,98 MI'ny

IIporpammHoe o0ecneueHue

Bruker TopSpin® Bepcust 3.0

IIporpamma umMnyJibCOB

zgpg30

PacTBopuresib JIMCO-d6, Sigma Aldrich, Batch MKBT4612V
KoHuenrpauus 15,3 mr/ 0,6 mn

Temneparypa 27 °C

Kanu6poska Enunas mkana (Pekomennanuu IUPAC 2001)
[HIupuna pa3sepTKu 37879 I'u

Paszmep 64 K TOUKU maHHBIX

IHlupuna umnyabca

30 rpagycos

PenakcanuonHas 3agep:xkka (10 ¢
Uucao ckaHHpOBAHUH 3072
XonocThie ckaHUpOBaHus |4

Anmoau3anusa

oOHynenue 10 128 K Touku maHHBIX

DxcnoHeHnnajgbHoe ymHoxkenune (LB: 1,00 ')

Pentrenosckasi nopomkosasi auarpamma (XRPD)

PeHTreHoBckue MOPOLIKOBBIE AUarpaMMbl noaydanu, ucnonb3ys STOE - STADI P-
nudpakTomMeTp B pexkxume nepenaun, odopynosanusiii MY THEN-gerexkropom u Cu-

AHOJOM B KAa4U€CTBEC UCTOYHHKA PECHTICHOBCKOTO U3JIYUYCHUA C MOHOXPOMATUYECCKUM

CuKol uznyuenuem (A = 1,54056 A, 40 kB, 40 mA). UnTeppan

CpeIHEeKBaApaTHYECKOW OMMOKHU AJIs1 3HAaYeHUN 2-Tera cocTasisieT +0,2°.
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RAMAN cnexkTpockonusi (KOMOMHALIMOHHOIO paccesiHUsA)

Kaiser Optics RXN2 nucneprupyromuii Raman PhAT 30H71 ¢ onTukoit 6 mMm,
MoOIHOCTH jJazepa 400 MBt, Bpems skcno3unuu 1 ¢. CriekTpanbHOE pa3pelieHue
cocTaBsno 4 cm.

IIpurorosyenue coenunenus 111

a) Illpucomosnenue coeounenus Illa (neounwennoe, hopma a):

o (o]
H,N mpem-amunar Kanus B
/ \ Tonynone, mpem- HN \
H.N .N /O N aMUIIOBLIN CNPT a I N
o Z I SN
Z

o o

| Il llla

Amup S-amuno- 1 H-tupazon-4-kapb6onosoii kucnorsl I (64,0 xr, 304,4 monb) u
METHUJIOBBIN 3¢up 2-nupuauHykcycHon kuciaotsl 11 (69,1 xr, 457,1 monb)
CyCIeHANpPOBaNIU B mpem-AMunoBoM cnupre (84 xr) u Harpesanu 1o 80-90 °C.
PactBop mpem-amunara kanus (25% B Tonyone, 230,6 kr, 457,1 monb) nobdapisinu
npu 80-90 °C. KanenpHy0 BOPOHKY NMPOMBIBAJIH TONyosoM (84 kr). PeaknunoHHy0
CMeCb HarpeBaju 10 NOosiBJIeHUs KoHaeHcauuu. Ilocse 3aBeplieHus npespalieHus
cMech oxJjaxaaiu 1o 55-65 °C u k peakuoOHHOU cMecu nobasisiau Boay (192 kr).
ITocne pasnenenus ¢pa3 x BogHoH (aze nobasysuin 3TaHoa (38,0 KI) M YKCYCHYIO
kuciory (11,0 xr) mpu 55-65 °C. Bropyw nopuuto ykcycHoi kuciaoTsl (11,0 kr)
nobasnsiu nipu 55-65 °C. KanenbHyH0 BOPOHKY MPOMBIBAJIU 3TAHOJIOM (25 KI) U
pPEaKUMOHHYI0 cMech oxjaxkaanu 1o 15-25 °C. CycneH3uto GuIbTpOBaIN U OCANOK HA
¢unbTpe npomMbIBaIu BOIOH (256 Kr). BeiaeneHHbI MaTepra BbICYIIHBAIH MAKC.
npu 60 °C, monyuass Coenunenue Illa (HeounmenHoe, popma a) (75,8-85,3 kr, 80-
90%).

HeoOs3aTenbHO, KPUCTANIN3ALHUIO MOKHO HHULIMUPOBATH MyTEM 3aTPABINBAHUS C
npuMeHeHueM coennHenus llla mepen noOaBneHNEM BTOPOH MOPLUHUH YKCYCHOM

KHUCJIOTHI.
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AMP (‘*H, 600 MI'n, IMCO-ds): 12,26 (1H, s), 8,48 (1H, br. d), 8,05 (1H, s), 7,77
(1H, tb), 7,41 (1H, d), 7,28 (1H, dd), 4,75 (1H, m), 4,20 (2H, s), 3,94 (2H, m), 3,49
(2H, m), 2,09 (2H, m), 1,80 (2H, m).

AMP (PC, 150 MI'n, IMCO-ds): 158.4, 158,3, 156,7, 152,0, 149,6, 1374, 134,5,
124,0, 122,6, 104,7, 66,4, 53,3, 43,3, 32,4

HRMS (ESI): m/z 312 ([M + H]"; 312,1465).

Cwm. tabauny 1 u purypy 1 OTHOCUTENBHO XapaKTEPHBIX JAHHBIX.

0) Illpuecomosnenue coeounenus I11b (neovuwennoe, popma b):

o

O
HzN mpem-amunar Kanus B
Tonynone, mpem-
m aMUNOBbLIV chpT

I liib

Amup S-amuno- 1 H-nmupazon-4-kapbonosoii kucnors I (50,0 xr, 237,8 monb) u
METUJIOBBIN 3¢up 2-nupuauHykcycHol kucnaotsl 11 (53,9 kr, 356,6 mounb)
CYCIIEHAUPOBAIIU B mpem-aMUIoBOM criupte (65,6 xr) u Harpesanu no 80-90 °C.
Hobapisinu pactBop mpem-amuinara kanus (25% B tonyone, 180,2 kr, 356,6 moub)
npu 80-90 °C. KanenpHy0 BOPOHKY IPOMBIBAIH TOJNyosnOM (43,5 kxr). Peakunonnyo
CMeCh HarpeBaJld A0 MOsiBIeHUs1 KoHAeHcauuu. ITocne 3aBepiieHus npeppalieHus
cMech oxJaxpaaiu 1o 55-65 °C u k peakuuoHHOM cMecu nobasisiau Boay (150 kr).
Cwmech oxnaxkaanu no 15-25 °C. Ilocie pasnesnenus ¢pa3 k BogHoU (aze nodapisinu
stanou (23,7 xr) u ykcycuywo kucyaory (17,2 kr) npu 15-30 °C. CycneH3um
nepememnBain B TeueHne 60 muHyT nipu 15-25 °C. CycneH3uwo QuiIbTpoBaIN U
ocanok Ha puiapTpe mpombiBanu Bogoi (200 kr). BeineneHHbIli MaTepuan
BeicymuBaiu Makc. mpu 60 °C, monyuast Coenunenue IIIb (reounmennoe, Gpopma b)

(51,8-59,2 kr, 70-80%).

SIMP (*H, 600 MT'y, IMCO-dq): 12,26 (1H, s), 8,48 (1H, br. d), 8,05 (1H, s), 7,77
(1H, tb), 7,41 (1H, d), 7,28 (1H, dd), 4,75 (1H, m), 4,20 (2H, s), 3,94 (2H, m), 3,49
(2H, m), 2,09 (2H, m), 1,80 (2H, m).
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SIMP (**C, 150 MT'y, IMCO-de): 158,4, 158,3, 156,7, 152,0, 149,6, 137,4, 134,5,
124,0, 122.,6, 104,7, 66,4, 53,3, 43,3, 32,4.
HRMS (ESI): m/z 312 ([M + H]"; 312,1465).

Cwm. Tabnuny 2 u @urypy 2 OTHOCHUTEIBHO XapaKTePHBIX JAHHBIX.
8) Ilpucomosnenue coeounenus llla (neuzmenvuennoe, popma a) nymem

nepekpucmaiiusayuu

(o]
HN HN
A\
\/"ITN \%N
N N 3TaHon, Boaa N N
) — A
2 I P
(0]

(o]
MupasononUPUMUAUHOH

HeouMLeHHbIN (thopma a unu b)
(llla unu llib)

MupasononMpyMUAVHOH
HensMenbveHHbIN (hopma a)
(Ila)

Coenunenne Illa wnm I1Ib (Heounmenuoe, popma a unu popma b) (44,5 kr, 1429
MOJIb) cycrneHaupoBaiu B 3Tanose (474 xr) u Boxe (13,4 xr). CMecy HarpeBaiu a0
NOSIBJIEHUS KOHJIEHCAIIUU U IepeMelInBaiu B TeueHne 45 Mmud. PactBop oxnaxnanu
no 72-78 °C u monupoBaidbHbIA MaTepuan GuiabTpoBaiu. PUIBTP NPOMBIBAIH
staHoJioM (54 kr). Cmech oxnaxganu 1o 58-65 °C. HeoOs3aTenbHO, KPUCTAIU3AUIO
MOXHO MHHMIIMUPOBATh NyTEM 3aTPaBIUBAHUA C NpuMeHeHneM coenunenus Illa
(bopma a) mocne oxnaxkaenus 1o 58-65 °C. Cmech oxnaxaanu go 0-10 °C.
CycneH3uto GUIbTPOBAIU U OCANOK HA PUIBTPE MPOMBIBAIU 3TaHOJIOM (70 Kr).
Brinenennsiii Mmatepuan Beicymusanu Makc. npu 60 °C, nonyuas Coenunenue [lla

(Hem3menbueHHoe, popma a) (37,8-42,3 kr, 85-95%).

SIMP (‘H, 600 MT'y, IMCO-dq): 12,26 (1H, s), 8,48 (1H, br. d), 8,05 (1H, s), 7,77
(1H, tb), 7,41 (1H, d), 7,28 (1H, dd), 4,75 (1H, m), 4,20 (2H, s), 3,94 (2H, m), 3,49
(2H, m), 2,09 (2H, m), 1,80 (2H, m).

SIMP (**C, 150 MT'y, AMCO-dg): 158,4, 1583, 156,7, 152,0, 149,6, 137,4, 1345,
124,0, 122,6, 104,7, 66,4, 53,3, 43,3, 32,4,

HRMS (ESI): m/z 312 ([M + H]"; 312,1465).

Cwm. tabauny 1 u @urypy 1 OTHOCHTENBHO XapaKTEPHBIX TAHHBIX.
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2) Ilpuecomoenenue coeounenus I11b (neusmenvuennasn popma b) nymem

NEPEKpUCMAIIUIAYUU

o 0
HN i \ HN 2
Q> N Q> | N
N N J3TaHon, Boaa N N
I N NaOH, ykcycHas kucnota SN
L I P
(o]

o

Mupa3ononMpUMUAUHOH MYPa30noNNPUMUAMHOH

HeouMIeHHbIN (hopmMa a unu b) HenaMenbyeHHbIN (hopma b)
(la unwu lib) (b}

Coenunenne Illa wim I1Ib (Heounmenuoe, popma a unu gopma b) (2,2 kr, 7,1 mMounb)
CyCHeHANpOBaNu B 3TaHoie (4,4 n) u Boay (7,7 1) mpu KOMHATHOU TeMIiepaType.
Jlobapisinu BonHbIN ruapokcun Hatpus (45%, 691 r, 7,7 MoJb) C MOMOIIBIO HACOCA,
nojAep:kuBasi BHYTpeHHIOKO TeMmnepatypy npu 15-25 °C. Hacoc npombiBanu BoaoH
(1,1 1) 1 peakUMOHHYIO CMECh MEePEMELINBAIN P KOMHATHOW TeMIepaType B
tedueHue 35 muHyT. JlobGaBusanu ykcycHyo kuciaoty (515 r, 8,4 Mosb) ¢ moMombi0
Hacoca, NoAJep:K1Basi BHYTPEHHIOK Temmnepatypy npu 15-25 °C. Hacoc npombiBanu
staHoJsioM (1,1 1) U peakuOHHYIO CMeCh MepPEeMeIINBaIi MTPU KOMHATHOM
Temneparype B TedeHue 75 MuHyT. CycneH3uo GuiabTpoBantu U ocagok Ha QUiIbTpe
npombiBanu Bonoi (8,8 kr). BeineneHnuslit MaTepuan BeicymnBaiu mMakc. npu 60 °C,

nonyuasi Coequnenue IIIb (Heusmenbuennoe, popma b) (2,0 kr, 92%).

SIMP (‘H, 600 MT'y, IMCO-dq): 12,26 (1H, s), 8,48 (1H, br. d), 8,05 (1H, s), 7,77
(1H, tb), 7,41 (1H, d), 7,28 (1H, dd), 4,75 (1H, m), 4,20 (2H, s), 3,94 (2H, m), 3,49
(2H, m), 2,09 (2H, m), 1,80 (2H, m).

SIMP (**C, 150 MT'y, IMCO-de): 158,4, 158,3, 156,7, 152,0, 149,6, 137,4, 1345,
124,0, 122,6, 104,7, 66,4, 53,3, 43,3, 32,4,

HRMS (ESI): m/z 312 ([M + H]"; 312,1465).

Cwm. tabnuny 2 u @urypy 2 OTHOCHTEJIBHO XapaKTEPHBIX TAHHBIX.

0) Cnocob mukponusayuu Coeounernue Illa
MUKpPOHH3ALHNIO OCYI[ECTBIISIIN, HCIIOJIb3Ys ONMBITHYIO YCTAHOBKY CTPYHHOM
nporuBotouHoil menbHULB 140 AFG (Hosokawa-Alpine AG, Augsburg), npumensis

cnenyromue napametrpbl cnocoda ans Coenunenus Illa (HeusmenbueHHoe, Gopma a):
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JlaBieHne MeJbHULIBI Cropocts Josuposka | /laBaeHue nHKEKTOpA
Kiaccudukaropa
[Gap] [06./suH] [xr/d] [Oap]
5,0 3500 15,0 1

JlocTuranu pacupeaeseHus 4acTUI] MO pa3Mepy kacatesbHO X90 <28 mkm. [lns
aHanu3a Jia3epHoil nudpakuuu / Cyxod QUCTIEPCUU MCTIONIb30BaIU Sympatec.
CgBoiicTBa TBepaoro cocTossHusi HeounmeHHoro coexunenus 111 (popma a uam b)

U Hen3mebueHHOTro coeauneHusn Il (popma a uau b), coorBeTcTBEHHO

BusyajibHbIe XapaKTEPUCTHKH
B TBepnom cocrosHuu, coenqunenus lla u I1Ib npencrasustor coboit Genbie

MUKPOKPUCTATIUYECKUEC MAaTCPUAIIBL.

Kpucranauusocts u nosumopdusm
Coeaunenue Illa sBaseTcs BBICOKOKPUCTAIINUYECKUM, KaK MOXKHO YBUIEThb Ha
NOPOIIKOBOH PEHTreHOBCKOH nudpakrorpamme Ha Purype 1 u criektpe

PaMaHOBCKOro paccesHus Ha @urype 3.

OTpa)KeHI/IH MOPOLIKOBOTO PECHTICHOBCKOI'O U3JIYUCHHUSA U HHTCHCUBHOCTHU

(cTannapTusupoBaHHbIe) npeacTtasieHsbl B Tadbnune 1.

Tabauna 1
d-3HaYeHHe | HHTEHCHBHOCTD

201l Al ULy [%]
7,66 11,54 28
8,96 9,86 52
10,39 8,50 34
13,06 6,78 13
14,27 6,20 6
14,70 6,02 38
15,22 5,82 12
15,35 5,77 6
16,40 5,40 6
17,33 5,11 100
17,89 4,95 43
18,89 4,70 17
19,14 4,63 28
19,50 4,54 6
20,26 4,38 6
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d-3HAYeHHEe | HHTEHCHBHOCTD
200 Al Uy [%]
20,89 4,25 63
21,25 4,18 76
22,33 3,98 7
22,85 3,89 53
23,31 3,81 62
23,75 3,74 37
24,05 3,70 14
24,97 3,56 45
25,97 3,43 10
26,30 3,39 8
26,44 3,37 8
26,95 3,31 23
27,09 3,29 25
27,35 3,26 10
28,04 3,18 6

B TaGnuue 1 Brime 3HaueHue "2-teta [°]" o6o3Havyaer yroa nudpakiuuu B rpagycax u
d-3nauenue [A] 0603HaYaeT TOUHO OMpeneaeHHbIE PACCTOSAHNA B A Mexmy

MJIOCKOCTAMU PECIICTKU.

Kpucrannuueckoe coequnenue Illa xapakrepusyercst TeM, 4TO HA PEHTTE€HOBCKON
MOPOLIKOBOW AUAarpaMMe MMEeT, B YaCTHOCTHU, XapaKTepPUCTUUECKNE 3HAUEHUS 2-TeTa
=17,3° £0,2° (oTHOCUTENbHAsE HHTEHCUBHOCTH 100%), 21,3° £0,2° (oTHOCUTENIbHAS
UHTEHCUBHOCTh 76%), 20,9° £0,2° (oTHOCHTENbHASI MHTEHCUBHOCTD 63%), 23,3° £0,2°
(oTHOCHUTENIbHAST MHTEHCUBHOCTD 62%), 22,9° +0,2° (0OTHOCUTEIbHASI UHTEHCUBHOCTH
53%), 9,0° £0,2° (oTHOCHUTENIbHASI UHTEHCUBHOCTDb 52%), 25,0° +0,2° (oTHOCUTEIbHAS
WHTEHCUBHOCTh 45%), 17,9° £0,2° (oTHOCHTENbHASI MHTEHCUBHOCTD 43%), 14,7° £0,2°
(oTHOCUTENbHAST HHTEHCUBHOCTD 38%), 23,8° +0,2° (oTHOCHTEIbHASI UHTEHCUBHOCTD
37%), 10,4° £0,2° (oTHOCHUTENbHAST HHTEHCUBHOCTH 34%), 7,7° +0,2° (oTHOCHTENbHAS
WHTEHCUBHOCTH 28%), 19,1° £0,2° (oTHOCHTENbHASI MHTEHCUBHOCTD 28%), 27,1° £0,2°
(oTHOCUTENbHAST HHTEHCHUBHOCTD 25%), 27,0° +0,2° (oTHOCHUTEIbHAS UHTEHCUBHOCTH
23%) (maubonee BpIENSAOIMHUECT TUKK Ha quarpamme Ha @urype 1, Tabauue 1).
Coenunenue Illa xapaktepusyercs TeM, YTO HA PEHTT€HOBCKOI MOPOIIKOBOI
auarpaMMe UMeeT CUJIbHbIE YHUKAJbHBIE OTPAKEHUS MPHU 3HAUeHUsX 2-teta = 7,7°

+0,2°,9,0° +£0,2°.
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CoortHowmenune cMmecu, coaepxamei coequnenue Illa (HeounmenHoe, popma a) u
onpexnenaeHHoe konuuecTBo coequneHus IIIb (Heounmennoe, popma b), He

U3MEHSIETCs MOCJIe XPAHEHUs B YCJIOBUAX OKPYXKAKIIEH Cpeabl B TeUeHUE 28 MECSLEB.

CrexTp paMaHOBCKOTO paccesiHUsl (XapaKTepUCTUUECKHE MOJIOCHI) [em™]: 1190 +2,

1401 £2 u 1675 £2.

Coeaunenue IIIb sBnsieTcs BHICOKOKPUCTANIMYECKUM, KAK MOXHO YBUIETh Ha

NOPOIIKOBOW PEHTIEHOBCKOM audpakrorpamme Ha Qurype 2 U CriekTpe

30

PaMaHOBCKOro paccesHus Ha @urype 4.

OTpa)KeHI/ISI MOPOIMIKOBOIO PEHTICHOBCKOI'O U3JIYUCHUSA U UHTEHCUBHOCTHU

(cTaHmapTuU3MpoOBaHHBIE) MpeacTaBieHsbl B Tabnumne 2.

Tabnuna 2
d-3HAaYeHHe | HHTEHCHBHOCTD

201 Al Uy [%]
6,38 13,84 60
10,36 8,53 41
11,45 7,72 6
12,85 6,88 41
14,71 6,02 5
15,40 5,75 11
15,66 5,66 21
17,65 5,02 61
18,35 4,83 52
19,22 4,61 11
20,81 4,26 100
21,08 421 99
21,64 4,10 76
22,46 3,96 29
22.54 3,94 24
23,03 3,86 57
24,05 3,70 14
25,21 3,53 45
25,73 3,46 9
25,87 3,44 7
26,67 3,34 25
27,20 3,28 27
27,83 3,20 4
29,38 3,04 14
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d-3HayeHue | HHTEHCHBHOCTD
(o]
2071 [A] 1L, [%]
29,53 3,02 20
30,24 2,95 9

B Tabnuue 2 Boime 3HaueHue "2-teta [°]" o6o3HavyaeT yrona nudpakiuuu B rpagycax u
d-3nauenne [A] 0603HaYaeT TOUHO ONpeaeNeHHbIE PACCTOAHNSA B A Mexay

MIOCKOCTAMU PEIICTKHU.

Coenunenune IIIb xapakTepusyercs Te€M, YTO Ha PEHTT€HOBCKOH MOPOLIKOBOM
auarpaMMe UMeEeT, B YaCTHOCTH, XapaKTepucTuyeckue 3Hauenus 2-tera = 20,8° +0,2°
(oTHOCUTeNbHAsT HHTEHCUBHOCTD 100%), 21,1° +£0,2° (oTHOCHUTEIbHAS UHTEHCUBHOCTH
99%), 21,6° £0,2° (oTHOCUTEIBHASI UHTEHCUBHOCTD 76%), 6,4° £0,2° (60%
OTHOCHTEJIbHASI HHTEHCHUBHOCTD ), 23,0° £0,2° (oTHOCUTENbHASI UHTEHCUBHOCTD 57%),
25,2° £0,2° (oTHOCUTENIbHASI HHTEHCUBHOCTD 45%), 10,4° +£0,2° (oTHOCHTEIbHAS
UHTeHCUBHOCTH 41%), 12,9° £0,2° (oTHOCHTENbHASI MHTEHCUBHOCTD 41%), 22,5° £0,2°
(oTHOCHUTENIbHAST HHTEHCHBHOCTD 29%), 27,2° +0,2° (oTHOCHTENIbHASI UHTEHCUBHOCTD
27%), 26,7° £0,2° (OTHOCUTEIbHAS HHTEHCUBHOCTH 25%) (Haubosiee BbIASIISIO IHECS
nuku Ha nuarpamme Ha @urype 2, Tabnuna 2).

Coenunenune I1Ib xapakTepusyercs TeM, YTO HA PEHTIEHOBCKOM MOPOLIKOBOM
auarpaMMe UMeeT CHUJIbHOE YHUKAJIbHOE OTpaKeHue MpU 3HaUYeHuH 2-teta = 6,4°

+0,2°.

-1
CnekTp paMaHOBCKOTO paccesiHus (xapakTepucThu4yeckue mojoce) [em | 1182 £2,

1394 £2 u 1663 £2.

IIpumeps! a5 papManeBTHYECKOH KOMNO3ULHHU

dapmaneBTHYECKass KOMIO3HUIUS B COOTBETCTBUHU C H300PETEHNUEM MPEICTABIISIET
coboii TabneTky AJst NepOPaNbHOTO BBEAEHNUs, BKIIYAKOIYIO SIAPO, COAepKallee
coegunenue 11, [1la nnm IIIb unu ux cMech U rUAPOKCUTTPOTUILEIITIONO3Y U/ NN
KPOCKapMeJlJIO3y HATPHsl, U KPOME TOTO, BKJIIOYAOMYIO IEHOYHYI0 000JI0UKY,

HNOKPBIBAKOLIYIO YKa3aHHOE AAPO.
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Tabnuna 3 Coctas npenapara TabiaeTKU-0CHOBHI (s1p0) 1

Jo3upoBKa 10 mr 25 mr S0 mr
JlekapcTBeHHasi HArpy3Ka 16 3 16

(%, mac.%/mac.%)

HNurpeaunent [Mr/Tab] |[mr/Tad] |[mr/Tad]
coenuuenue I 10,000 [25.000 |50,000
(YnpTpanucnepcHoe)

MoHoruapar J1aKkTO3bl 36,875 209,375 184,375
IIpexxenaTuHU3UPOBAHHBIN 12,500 62,500 |62.500
Kpaxmali

I'mapoxcunponunuemnonosa | 1,250 6,250 6,250
Kpockapmennosa HaTpus 1,250 6,250 6,250
Creapat maraus 0,625 3,125 3,125
IIpome:KyTOUYHBIH UTOT: 62,500 312,500 |312,500
Aapo TadbaeTrku

Tabnuma 4 CoctaB nmpemnapaTta TabJNeTKH ¢ MJIEHOYHBIM MOKPBITHEM |

JHo3upoBKa 10 mr 25 mr S0 mr
[Mr/Tab] [Mr/Tab] [Mr/Tab]

Anpo rabnerku 62,500 312,500 312,500

[IneHouHoe mokpeiTHE™ 2,500 7,500 7,500

* Ucxonst u3 BRIOPAHHOTO LBETA, MNIEHOYHAs 000JI0YKAa COCTOUT U3 PA3JTUYHBIX U
O0OBIYHO HCIOJIB3YEMbIX KOJHYECTB THIPOMEIIIIO3bI, TPOTUIICHTIUKOJIS, TalbKa,

JUOKCH A TUTAaHAa U OKCHUJ OB JKEJIC3a.

Ipumeps! aas npenapara 2 (nokasad B Tabauue 5 u Tabnuue 6)

Tabnuna 5SCocrtas npenaparta TabJIETKU-OCHOBBHI (A1p0) 2

Jo3upoBKa 10 mr 25 mr 50 mr BCe
JlekapcTBeHHAst 11,76 11,76 11,76 11,76
Harpy3ska (%,
mac.%/mac.%)
HurpeaueHt [Mr/Tab] | [mMr/Tab] | [Mr/Tab] [,

pea Mmac.%/mac.%]




10

15

33

coenunenue 111 10,000 [25,000 [50,000 |[11,76
(VnprpagucnepcHoe)

MoHoruapar J1akTO3bl 62,250 155,625 | 311,250 | 73,24

Kykypy3HbIll kpaxMai 8,500 21,250 42,500 10,00

I'uppokcunponunuenno | 1,700 4,250 8,500 2,00

1032
Kpockapmennosa Hatpus | 1,700 4,250 8,500 2,00
Creapat maruus 0,850 2,125 4,250 1,00

IpomexkyTounsbiii utor | 85,000 212,5 425,000 | 100,00
Aapo

Tabnuna 6 CocTtaB nmpenapaTta TaOJEeTKH ¢ MJIEHOYHBIM MOKPBITHEM 2

o3upoBka 10 mr 25 mr 50 mr

[Mr/Tab] [Mr/Tab] [Mr/Tab]
SAnpo Tabnetku 85,000 212,5 425,000
IInenouHoe MOKpbITHE * 3,000 5,500 9,000
Bcero nns tabneTku ¢ 88,000 218,000 434,000
IJIEHOYHBIM MOKPBITHEM

* Mcxonst u3 BBIOPAHHOTO IBETA, MNIEHOYHAs 000JI0YKa COCTOUT U3 PA3JIUUYHBIX U
O0OBIYHO MCIOJIB3YEMbIX KOJMYECTB I'HIIPOMEIIJIO3bI, TPONUIIEHI KOS, TalbKa,

AUOKCH A4 TUTAaHAa U OKCHUJOB KEJIC34a.

B xauecTBe 0gHOTO MpUMepa A XapaKTEPUCTUKU ObICTPOH U MOJHOH PaCTBOPUMOCTH
OMUCAHHBIX MPENnapaToB, NPOPUIN PACTBOPUMOCTU TaOJETOK-OCHOB U TaOJIETOK C

IeHOYHOU 00onoukoi 50 mr (cpaBH. Tabnuna 5 u Tabnuua 6) npeacTaBieHbl Ha

durype S.

dapmaneBTrueckas komno3unus, cogepxamast coenumHenne 11, 111a unu b nnm ux
cMech B KOMOMHALNHU C THAPOKCHITPOTUIILEIITIONI030H U/ UIIN KPOCKAPMEIII0301
HaTpUsi, IPUBOAUT K AOBEIEHUIO JIEKAPCTBEHHOW HArPYy3KU A0 TAKOIO K€ YPOBHS AJA
BCEX JO3UPOBOK, U OBICTpPasi pACTBOPUMOCTb TaOJIETKU MOKET ObITh JOCTUTHYTA
HE3aBHCHUMO OT HU3KOH CKOPOCTH COOCTBEHHOTO pacTBOpeHuUs coennHenus 111 B

¢usnonornyecku penesanTHoM auanazoHe pH seime pH 4.
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310 mpuBOaUT K Oosiee THOKOMY IPUMEHEHUIO TPaHyJI, TaK KAK OHU MOTYT OBITh
CIPECCOBAHBI JJIsl BCEX JO3UPOBOK IPHU aA€KBATHOM pa3Mepe TableTKU U Bece
TabneTku. Moxer ObITh f0OaBJIeHA LIBETHAS MJIEHOYHAsA 000JI0UKa AT

npeaoCTaBJCHUSA BO3MOXKHOCTU OTJIHUYHUA MCXKAY Pa3IMUYHBIMHU JO3HUPOBKaAMU.

IIpenapat 1 u mpenapaT 2 MOTYT OBbITh MOJIYYEHBI IyTEM MPUMEHEHUs JTHOO

coenunenus Illa uau coenunenus I1Ib unu ux cmeceii, COOTBETCTBEHHO.

IlpuroroBjenue Ta0JeTOK ¢ MJICHOYHOW 000J0UYKOM

A) Ucnoab3yemblii MaTepuaJ

Tabnuna 7 Onucanue TpeOyeMol YUCTOTHI HATIOJHUTENEH

Oco0eHHO NpeANOYTHTEJIbHAS YHCTOTA / THN

Hurpeauent (HomonauTenbHO K papmMakoneiiHON

USP/NF, Ph.Eur., JP cnenudukanun)
MoHoruapar J1aKkTO3bl KPUCTAJJIMYECKUN, TOHKOU3MEJIbUYEHHbBIN
Kykypy3Hblii kpaxman 0e3 IOMOJHUTEBbHON crienuuKauu
IIpexxenaTuHU3UPOBAHHBIN 0e3 IOMONHUTEIbHON crieunuKanu
Kpaxman

I'mapoxcunponunuesroio3a | 0e3 JOMOJHUTENbHON crienupuKanum

Kpockapmennosa HaTpus 0e3 IOMOJHUTENbHON crieunuKanu

Creapat maruus YaenpHas MiIomanb MOBEPXHOCTH
npubausurenbuo 2 — 10 m?/r

b) Ucnoab3yemoe o0opyaoBaHue
Hcnonp3oBanu cienyroigee 000pyaoBaHUE B CIIOCOOE MPUTOTOBIEHUS

(dbapManeBTUUYECKOH KOMIO3UIMH B COOTBETCTBHU C H300PETEHUEM .

IIpenapat 1 mpeANOYTUTENBHO MOJIYYATH, UCTIONB3YSI CIeayoiee 000pyIOBaHHE

e (CMecuUTeNbHBIN COCY] C MPOMEJIJIePHON MEIIAJKON AJs TPaAHYIUPYIOIIEH
KUAKOCTH,

e Memanka/TpanyasTop ¢ OOJIPIINUMH CIBUTOBBIMH yCHIHSAMH (Hampumep,
pazHomacmtabHbie Tunel Glatt VG nnu Diosna) + MammuHa o npocenBaHus
BO BJIA)KHOM coctosiHum (Hampumep, Alexanderwerk) + Cymmunka c
NICEBOOXKIKEHHBIM ciioeM (Hanpumep, pasHomaciutabHbie Tunel Glatt GPCG
unu Glatt WSG);

e MamuHa 15 NpocenBaHus B cyxoM coctosHuu (Hanpumep, Quadro Comil);
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bnennep co cBoboaHbIM maneHueM (Hanpumep, Servolift unu xkonTelinepHas
MelIaaKa);

OJIHOIITAMIIOBAsl WJIM POTOPHAs TabJIeTHPOBOYHAS MAallMHA (HampuMep, OT
npousBoautens Fette, unu Korsch, unu Kilian);

CMecuTenbHBIH COCYI C MPOTNENJIEPHON MEIIAJKONH 1/UIU TOMOT€HU3ATOP IJIsi
CYCI€H3UH MJICHOYHOT'O MOKPBITHS,

JpakupOBOYHBIH KOTEN (TO €CTh APAKUPOBOUYHBIH KOTEN ¢ nepGOopupOBaAHHBIM

OapabaHOM JJIsl HAHECEHUS TOKPBITHUSA )

[Ipenapat 2 mpeANOYTUTENBHO MOJYYaIH, UCTIONb3YSI CIeayoiee 000pyIOBaHHE

CMecuTeNnbHBIN COCYI C MPOMEJJIEPHONU MELITAIKON AJs TPaHyIUPYIOIEeH
KUAKOCTH,

Cymuika/TpaHyisiTop ¢ MCEBAOOKUIKEHHBIM ClIoeM (Hampumep,
pazHomacmrtabHbeie Tunel Glatt GPCG unu Glatt WSG type)

MamuHa 1J1s mpOocenuBaHus B CyXoM cocTtossHuu (Hanmpumep, Quadro Comil);
bnennep co cBobonHbIM manenuneM (Hanpumep, Servolift unu xkonTelinepHas
MellIaaKa);

OJIHOIITAMIIOBAsl WJIM POTOPHAs TabJIeTUPOBOUYHAS MAallMHA (HampuMep, OT
npoussoautens Fette, unu Korsch, unu Kilian);

CMecuTenbHbIN COCYI C MPOTNENJIEPHONH MEIIAIKOH 1/UIU TOMOTEHU3ATOP IJIsi
CYCI€H3UH MJIEHOYHOTI' O MOKPBITHUS,

JpakupOBOYHBIH KOTEN (TO €CTh APAKUPOBOUYHBIA KOTEN ¢ epGOopHpOBaHHBIM

OapabaHOM JJIsl HAHECEHUS TOKPBITHUSA )

B) Onucanue cnocoda:

I'paHyaupyoOINas JKUIKOCTh

Ha mepBoii cTraguu, NpUroTaBauBalid IPAHYJIUPYIOIYIO JKHAKOCTD JJIsl criocoda

BIIAXKHOU rpanyisainun. OuumenHyo Boay npubnusuteabio 10 — 90 °C 3amonHsu B

MOAXOISIIMNA COCY s cMemuBanus. [lociae 3Toro, npuMeninBain CBA3yKOLIEe

CPEACTBO, TAKOC KaK THAPOKCUIIPOMMUIIIEIIIIKOJIO3Y WU TUIIPOMEIIIIO3Y, U JUCTIEPCHURD

OXJIAJKJJIH, IPU HEOOXOIMMOCTH, 10 KOMHATHON Temnepatypsl. [lpu

HGO6XOI[I/IMOCTI/I, KUAKOCTHU NPEAOCTABIIAIN BO3MOXKHOCTDE OTCTAUBATHCA B TCUCHUC

HOYU (3aBEPIIEHHOCTHh PACTBOPEHHS / JeTa3UPOBAHMS ) U XOPOLIO pa3MEeUIUBAJIH Mepen
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npuMeHeHueM. [1pu HeoOXoAMMOCTH, JIOOYIO MOTEPI0 Beca KOMIEHCUPOBATIN
ouHIIeHHON Bogok. KoHLeHTpaus cyxoro BemecTna (CoaepkaHue TBEpAOro
BEIIECTBA) 3TOU IPAHYJHPYIOIAs )KUAKOCTh MPEANOYTHTEIbHO HAXOUTCS B
nuanazone 4 - 7 % (mac.%/mac.%, npuHIMas BO BHUMaHue JONMYCTUMOCTD JHana3oHa

2 — 10 %, mac.%/mac.%).

O6a npenaparta | u 2 MOryT OBITh OJYUEHBI MyTEM T'PAHYJSILUHA C OOJBIINM yCHIHEM
CABUTa UJIH T'PaHYJIAIHUU C ICEBAOOXKHNKECHHBIM CJIIOCM. I[J'Iﬂ KaXXgoro npemnapara,
HpeI[HO‘{TI/ITeJIbeIﬁ CHOCO6 MOJYYCHHA ONMUCAH HUXKEC, HO NOJTYUCHUA KaKJ0T0
nmpenapara ¢ UCIOJIb30BaHUEM JIFOOOTr0 000pyIOBAHUS MPUBOIUT K MOJYYESHUIO
MOAXOMASILIEro JIEKApCTBEHHOTO MPOAYKTa. BbiGop cnocoba rpaHyasiliii 3aBUCUT OT

OOCTYIMHOTO 00OPyAOBaHUS U SKOHOMUYECKOH 1eJ1eCo00PpasHOCTH.

Crioco0 rpadyiasuuy ¢ OOJAbIIUM VCUIUEM CABUTA

(IpeAnOUYTUTENLHO [ NIOJVYEHUs npenapara 1)

Jlnst rpaHyasAnuu ¢ OOJNBIIUM YCHIIMEM CIBUTA, TpeOyeMoe KOJINYEeCTBO aKTHBHOTO
koMmnoHeHTa coequHeHus 11l (B 3aBHCUMOCTH OT TO3UPOBKH ), MOHOTHUIPATA JAKTO3BI,
KYKYPY3HOrO Kpaxmalia Uiy NpexxeJaTHHU3UPOBAHHOTO KpaxMana, U MAaHHUTA
(Heobs3aTeNbHO) 3aMOJHSUIN B IPOAYKTOBBIM pe3epByap MUKCEpa/IpaHyIsTOpa C
OOJBLINM YCHUIIMEM CABHUTA, 3aT€M FOMOI'€HHO CMEIIUBAIU NPUOIU3UTENHHO B TEUCHHE
3 — 4 MuHYT, HCIIOJIB3YS1 IONATKHU pabouero koynéca U HOXKHM (ajpLanmnapara yI1apHoOro
tuna. ITocie 3TOro, rpaHyIHPYOIMYIO KUAKOCTb 100aBISUIH THO0 BPYUHYIO HIIH C
MOMOIIBIO PACTIBIIUTENBHBIX (POPCYHOK M BIAXKHYIO MAaCCy IPaHYJHUPOBAJIH B TEYECHHE
npuOIU3UTENbHO 2 — 3 MUHYT, CHOBA, HCIIOJIB3Ysl JONATKH pabouero Kojxéca U HOXHU
danpuanmapara ynapaoro tumna. ITocie ynaneHus Memanku/rpanyiasiTopa ¢ 00IpIIMH
CIBUTOBBIMHU YCUIUSIMHU, BJIAKHbIE TPAHYJIbl IPOCEUBAIN BO BJIAXKHOM COCTOSIHUH
yepes CUTO 3 pazMepamu nop 3,0 MM st pa3pyLIeHus: OOJbIIUX arjioMepaToB.
IIpocestHHBINH BO BJIA)KHOM COCTOSIHMHM MaTepHall MepPeHOCUIIN B OOIIENPUHSTYIO
CYIIHMJIKY C TICEBAOOKHKEHHBIM CJIOEM (MU aJIbTEPHATHBHO B TaPEIbYaTYIO CYLIUIIKY )
U BBICYIIMBAJIU MPHU TEMIIEpAType BXOASALIEro Bo3ayxa npudiauzurenbHo 60 — 90°C.
I'panynel OBLIM BBICYLIEHBI, €CJIM BOJHAS aKTHBHOCTD MOJYUYEHHBIX BBICYIEHHBIX
rpanys Oputa HIke 0,6. ITocae 3TOro BrICyLI€HHBIE IPAHYJIbI IPOCEUBAIN B CYXOM
COCTOSIHMH C TIOMOIIBIO amnmnapata s npocensanuss Comil, mpocesiHHbIE IpaHyJIbI

3aIOJHSAJIHN B MOAXOASINNIN ONeHnep cBOOOJHOrO MajeHus, HapuMep, KOHTEHHEPHYIO
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MEMIAJNKY, 3aTe€M J00aBIIAIN KPOCKAPMEJJIO3y HaTpHs (IIOMEePEeYHO CUINTYIO
KapOOKCHUMETUIILEIUTIONI03Y HAaTPUs) U CTeapaT MarHus, U OJeHAepUIn CYMMapHO B
teueHue 10 — 20 MUHYT, IPEANOUYTUTENBHO 15 MUHYT IIPU CKOPOCTU cMmemuBanus 10

00./MuH A0 TOMOT€HHOTO COCTOAHUA.

Crocob FrPpaHVJIANNH C MCEBAOOXKHNKCHHBIM CJIOEM (HDGI.I]'IO"ITI/ITGJIBHO JJI TIOJIVUCHHU A

npemnapara 2)

Jlnst coco0a BIIaKHOM IpaHyJISILMH € MICEBIOOKHMKEHHBIM ClIoeM, Tpedyemoe

KOJIMYECTBO aKTHBHOTO KOMIOHEHTa coenuHenus 111 (B 3aBHCUMOCTH OT JO3UPOBKH U
BapHUaHTa Ipernapara), MOHOTHAPATA JIAKTO3bI, KYKYPY3HOT'O Kpaxmaja HJIH
npeXeJaTHHU3UPOBAHHOrO KpaxMalia, 1 MaHHHUTA (HeoOs13aTeNbHO) 3aIOIHAIN B
NPOAYKTOBBIN pe3epByap I'paHyIATOpPa C NCEBAOOKHKEHHBIM CIIOEM, 3aTEM
rOMOIE€HHO CMELINBAJIN B KaMepe IpaHyIsaTopa ¢ NCeBIOOXKMKEHHbIM cioeM. [Tocre
3TOr0, TPAHYIUPYIOIIYIO KUAKOCTb JOOABISIIN MyTEM PACIBIICHHS JIs TPAHYJISILUN B
KaMepy I'paHyJATOpa C NCEBJOOXKUKEHHBIM CIIOE€M, IIPU TEMIepaType BXOAAILIEro
Bo3ayxa npubauszurensHo 60 — 90 °C, npeanoururensHo 75-85 °C no pacnbpuieHUs
1[€JIEBOTO KOJMUYECTBAa IpaHyaupyoouel ;kuakoctu. Ilocne 3aBepiienus craauu
rpaHyJsLUH, TPaHYJIbl BBICYIINBAIN B TOH k€ CaMOll Kamepe Ipu TeMIepaTrype
BXOJsIIero Bo3nyxa npudausutrenbao 60 — 90°C. I'panyasl ObIIM BBICYLIEHBI, KOTAA
BOJIHAsl aKTUBHOCTb IOJYYEHHBIX BBICYLIEHHBIX I'paHyi Obuta Huxe 0,6, mpu 3TOM
KOMITPECCHOHHBIE CBOMCTBA 3TUX I'PaHyJ OBLIN yJyYLIEHbl MyTeM 0oJiee HU3KOTO
coneprkaHus Biaru. Ilocae 3TOro BeICylI€HHBIE TPAHYJIBI IPOCEUBAIN B CYXOM
COCTOSIHMH C TIOMOIIBIO anmnapata 1iis npoceuBanusi Comil. [IpocesiHHbIe TpaHyIbI
3aMOJHSIN B OAXOASIINEN OJeHep CBOOOAHOrO MajeHus, HapuMep, KOHTEHHEePHYIO
MellayKy.

Kpockapmenno3y HaTpus (IONepevyHoO CIIMTYIO KapOOKCHUMETHINEIUITI0I03Y HATPHUsI) U
cTeapar MarHus n100aBisau MO0 COBMECTHO HJIU MOCIENOBATENbHO, U OJICHAEPUIN
a100 COBMECTHO, UJIU MOCIEAOBATENbHO, CYMMapHO B TeueHue 10 — 60 MUHYT,
NPEeANnOYTUTENBHO 15 MUHYT npu ckopocTu cMmemuBaHus 10 06./MHH 10 TOMOT€HHOTO

COCTOSAHUA.

IIpeccoBanue

Koneunyio TabneTHPOBAHHYIO CMECh IPECCOBAN HAa MOAXOASIIEM TabJIeTHPOBOYHOM

npecce (HarpuMep, pOTALIMOHHOM IPecce) A0 COOTBETCTBYIOLIErO LEJEBOro Beca
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TpebyemMoii no3upoBku Tabaerok coequHenus 111, ncrnonp3ys moaxoasimue
WHCTPYMEHTHI (HarmpuMmep, 1Jis TadneTok 10 Mr: OKpPy>KHOCTb 6 MM,
JBOSIKOBBIMYKJIbIE, CO CKOLIEHHBIMU KPOMKaMU, U OKPYKHOCTb 5,5 MM;
IBOSIKOBBIMYKJIbIE; CO CKOIIEHHBIMU KPOMKAMHU, JUIsl TAOJETOK 25 MI: OKPY>KHOCTH 8
MM, IBOSIKOBBINYKJbIE, CO CKOIIEHHBIMU KPOMKaMHU uian 12x5,9 MM npononrosatoiu
dopmbl, nis tabaerok S0 mr: 14x6,8 MM npoxnosroBatoi Gopmer uiau 12x5,9 mm
nponoarosatoi ¢gopmsi). Cobaroanu 3apaHee onpeaeeHHbIe Clenu(puKauu
TBEPAOCTH JUISl Pa3IMYHBbIX U3MEPEHUN UHCTPYMEHTOB AJIsl JOCTUIKEHUS
npeaHa3HauYeHHOTr o MPOoQ sl pACTBOPUMOCTH JIEKAPCTBEHHOTO CPEACTBA H
XapaKTEepUCTUK MpoaykTa. TabieTku BceX JO3MPOBOK CIPECCOBBIBANH B PE3yJIbTATE
10 COTMPOTHUBJIEHUS Ha pa3pbiB mpubausutenpHo 1,5 MIla, 3170 conpoTuBieHne Ha
pa3pbIB MEPEBOAUTCS B MHAUBUAYAJbHBIE CIIEHU(PUKALIMHN KECTKOCTH IJIs1 BCEX

IO3UPOBOK B COOTBETCTBUH C ypaBHEHUsIMHU, nipeacTaBieHHbiMU B USP/NF.

I1nenounas obon0uka

I[BeTHYIO MJICHOYHYIO O0OJOYKY HAHOCHUJIH Ha siApa TabJEeTOK ISl MOJTyUeHUS
CTa0UIIBHOTO U MPUSTHOTrO IJIs MOTPpeOuTENs NPOAYKTa, B OCOOEHHOCTH
nuddepeHmanny NpoayKTa AJs NPEeAOTBPALIEHUs OINOOK MPUMEHEHUS
JeKapCTBEHHOro npenapara. st 3TOro, NpUroTaBINBaIN CYyCIEH3UIO JJI1 HAHECEHUs
MOKPBITUS ITyTEM 3aIIOJHEHHUSI OUUILEHHON BOABI B MOAXOAAIMI COCY T NI
CMEIIUBAHMS, U PACTBOPEHUS MPOIMUJIEHIJINKOJS U 3aTeEM
TUAPOKCUITPOTHUIMETHIILEIITIONO3bI ¢ MOMOIIBIO MPOMEJIEPHON MEIIANIKU WU
Memajnku ¢ OonbnM ycunueMm casura. Ha cinenyromiei cTaguu, BIUBAJIU BOAHYIO
B3BECh JMOKCHIA THTAHA, TAJbKa, )KEJITOTO OKCHU/IA JKejle3a U/Uiu KPAaCHOTO OKCHUla
JKeJe3a, Mpu HeoOXOAUMOCTH (B cliy4ae TaOJeTOK C BETHBIM IMJIEHOYHBIM
NOKPBITHEM ) H IEPEMEIINBAJIH B PACTBOPE MIIEHKOOOPA3YIOIEro mojuMepa.
KoHueHTpamnus cyxoro BeLIeCTBa B 3TOW CYCIMEH3UU IJIs1 HAHECEHUS MOKPBITHS
HaxonuTcs B guanazone 10 — 15 %, npennoururenbuo npubnusurensao 12 — 13 %.
CycneH3us TakKe MOKET OBITh IPUTOTOBJIEHA U3 TOTOBOH K YHOTpeOIeHUIO CyXOH

CME€CH, KOTOpAasd COACPIKUT TAKUEC KE NJIU XUMUYECKU COBMCCTUMBIX KOMIIOHCHTOB.

[TpuroToByieHHBIE BBIIIE siApa TAOJETOK 3aMOJHSIIN B MOAXOAS U TPakKUPOBOYHBIN
KOTEJ (TO eCTh ¢ mepPOPUPOBAHHBIM MIPOTUBHEM U CUCTEMOU BEPXHETO PACITBLICHHS,

anpbTepaTuBHO, Takke nmpuMeHuma Accela Cota ¢ mpoTuBHem 36 Ar0HMOB ¢
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nep$OpUPOBAHHBIM MIPOTUBHEM M CHCTEMON BEPXHETO PACHbIICHUs, MEHEe
NPEANOYTUTENBHBIM SIBIISIETCS APAXUPOBOUYHBIH KOTEJ ), U MPEABAPUTEIBHO HArPEBAJIH
BILUIOTH A0 TeMmepaTypbl npubausutenbHo 40 - 50°C unu BellIe IpU TeEMIIEpaType
BXOJIHOTr0 Bo3ayxa npudnauszurenpsno 60 — 70°C, npeanouturensuo npu 65°C. Iocne
TOr0, KaK IPOAYKT JOCTHUra] 3TOH TeMIepaTypbl, CYCIEH3UIO AJIs1 HAHECEHUs
HNOKPBITHS PACHbUISIIIN Ha AIpa ¢ MOMOLIBIO OJAHOW MM OOJbIIe PaCIbUISIOMNX
(bOpPCYHOK MpU AaBJIECHUHU PACTBbUICHUs MPUOIU3UTEIbHO 1 — 5 6ap B 3aBUCHMOCTH OT
cTpoeHust GOPCYHKH, MPOMBILIIIEHHOrO MaciiTada U CKopocTu pacubuieHus. CKOPOCTh
pacnbuieHus: npubnau3uTeabHo 20 — 600 r/MuH (B 3aBUCUMOCTH OT pa3Mepa MapTHH, a
TaKXe ckopocTu OapabaHa U IPYyrUX MPOU3BOACTBEHHBIX YCIOBHI) MPH TEMIIEPAType
Bxoasimero so3ayxa npubnusurensuo 40 — 80°C, npexnoururenpro 60°C.
Upe3BbIUaiiHO BaXXHBIM SIBIIIETCS KOHTPOJIHUPOBATH U MOAAEPKUBATH TEMIIEPATYPY
NpPOAYKTa BO BpeMsl paclblieHust Ha ypoBHe Mexay 40 — 50°C ana nocTukeHus
BBICOKOTO KaueCTBa MJIEHOYHOTrO MOKPbITU. Ilocie 3aBepineHns: pacbUIeHUS,
TaOJIETKH C MJIEHOYHON 000JI0UKOH MOTYT OBITh BBICYLICHBI, MPU HEOOXOIUMOCTH,
3aTteM oxyaxaeHsl 10 40°C unu HUKe, npeanouTuTenbHo no npudn. 30°C nepen
BBITPY3KO# ¢ obopynoBanus. O0mee BpeMst OCyIIECTBIEHUs Crioco0a HAaHECEHUs
IJIEHOYHOTO MOKPBITHS HAXOAUTCA B [uana3oHe 1 - 4 yaca (B 3aBUCUMOCTHU OT
CKOpPOCTH PacCIbIJICHHs, a TAK)XKe pa3Mepa MapTHUH), TAK)K€ BO3MOXHBI IpyTrue

IUIUTEIBHOCTH cIiocooa.

TabneTku ¢ naeHOYHOU 000JIOUKOM npenapaToB 1 U 2, COOTBETCTBEHHO,
BBICBOOOIKIAIOT aKTUBHBIM KOMIIOHEHT coequHenue I11 ObICTpO U B 3HAYUTENIbHOU
CTEMEeHN He3aBHUCUMO OT 3HaueHust pH, mpu 3TOM NoiHOE BBICBOOOKACHUE
NPOMCXOAUT B TeUeHHE MeHee 60 MUHYT U BBICBOOOXKAEHHE OCHOBHOH (ppakumu
(6bonee 80%) mpoucxoauT B TeueHHE MeHee 45 MUHYT. B COOTBETCTBUU C HACTOSIIIUM
U300peTeHrneM, TOCTHTAETCsI MTOBBIIEHHAsI CKOPOCTh PACTBOPEHUSI AKTUBHOTO
unrpenuenta (@urypa 5). ITo meHbneit mepe unu Oonpie, yem 80% ekapCTBEHHON
Harpy3Ku pacTBOPSIETCS TUIHYHO 4epe3 45 MuHyT, 6onee THMUUHO depe3 30 MUHYT,
HanboJjiee TUMMMYHO Yepe3 15 MUHYT, UCTIONB3Y sl CMTOCO0 ¢ UCMONIb30BAHUEM
nonactHoil Mmemanku (B coorBercTBuu ¢ USP/NF u Ph.Eur. nmpubop 2) ycnosus
TeCTUpPOBaHUA pacTBopuMocTH npu 50 00./mun u npu pH 6,8 (900 mx 0,05 M

docdaruoro Oydepa (Purypa 5).
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Ha ocHoBe aHanu3a kadyecTBa TabIETOK, MOJYUYEHHBIX C TOMOLIBIO IIPOMBILIIIEHHOTO
criocoba, npumenenue coenqunenus [lla nns npuroroBneHus npenapara 2 siBISETCS

NpeANnNOYTUTECIIbHBIM.

IIpenapat 1 u mpenapat 2 o6a npencTaBisitOT co0O0 moje3Hble papMaleBTUYIECKUE

KOMIIO3HULINH.

KIUWHUYECKHUE UCTIBITAHUA

MpenorBpamenne peunausa 3a6onepanusi: Cxema uccjieJ0BaHUS, KPUTEPHHU
BKJIIOYEHHS NANHEHTOB, CTATHCTHYECKHH cI0co0

Urto xacaeTcsi yMEHbIICHUSI OOOCTPEHUSI CUMIITOMOB, XapaKTePHU3YIOINX PELUINB,
BKJIFOYasd CyULUAAJIBbHOCTDb, KIMHUYCCKOC UCIIbITAHUEC, OMMMCAHHOC HUKE, 6bIJ'IO
co3iaHo misi neMoHcTpanuu 3¢ dekTuBHOCTH coequnenus 111 oTHOCUTENBHO
yIy4YIIeHUs HAPYIIEHHUs] KOTHUTUBHBIX (YHKUHUH y MalUeHTOB ¢ MU30(peHnei mo
cpaBHeHHIO ¢ mianebo. Bce manueHTsl moay4yanu cTabuiIbHOE aHTUIICHXOTHYECKOE
neuenue (Cm. Tabnuny 8). MccnenoBanue npeacTasisiio coO0W MeXHAIIMOHAJIBHOE,
MHOTOLIEHTPOBOE, PAHAOMH3UPOBAHHOE, IBOWHOE CJIETIOe, KOHTPOJIHPYeEeMOe
KJIMHUYECKOe UCCIIeJOBAHME C IPOBEPKOI pe3ysbTaTa B rpymnmne mianedo ¢

napajja€JIbHbIMU I'pyHIIamMu.

UCCIHEAYEMOE JIEKAPCTBEHHOE CPEACTBO
Coenunenue I (10, 25 u 50 Mr) u cOOTBETCTBYIOIIEE TJ1ale00 MOCTABISIIINA B BUIE

TabJeTOK C IUIEHOYHOU o0omyoukol (mpemapat 1).

NCCJIEAYEMAA TIOITYJIALMA
B nenowm, 516 nmanueHToB ¢ muzodpeHneld Ha CTaOMIPHOM aHTUIICUX OTUYECKOM

nedeHnn (Tabnuna 8), KaK ONMHUCAHO HUXKE, PAHAOMH3UPOBAJIHN B 3TO UCIBITAHHE .
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Tabnuna 8 HeliponenTuueckue CpeacTBa At CONYTCTBYIOMEH aHTUIICUXOTHYECKOH Tepanuu

Tabnuya 8 Coenunenue Il [Coenunenue 11 |Coenunenne Il |Coennnenue 11
10 mr QD 125 mr QD 150 mr QD 1100 mr QD  |ITmane6o Bcero

IIpennouTutenbHOE

HAaNMEHOBAHUE TePANuu N (%) N (%) N (%) N (%) N (%) N (%)

Konnuecto cyobexToB [N (%)] (87 (100,0) |85 (100,0) |85 (100,0) [86  |(100,0) [173 [(100,0) |516 [(100,0)

Jrobas 87 (100,0) (85 (100,0) (85 (100,0) (86  |(100,0) [173 [(100,0) |516 |(100,0)

NpeAIecTBYIOLIas/CONyTCTBYIOMA

st repanusi [N (%)]

AHTUNICUXOTHYECKHE npenapaTsl (87 (100,0) (84 (98,8) |85 (100,0) (86 (100,0) (173 |(100,0) |[515 1](99,8)
Apununpasos 22 (25,3) |19 (22,4) |20 (23,5) [27 |(3L,4) |39 [(22,5) |127 |(24,6)
Pucnepunon 18 (20,7) |17 (20,0) |19 (22,4) |15 (17,4) |37 [(21,4) 106 [(20,5)
KBeTnannna ¢ymapar 21 (24,1) |15 (17,6) |15 (17,6) (17 |(19,8) |32 [(18,5) |100 |(19,4)
OnaH3zanuH 13 (14,9) |21 (24,7) |22 (25,9) |8 (9,3) 30 |(17,3) |94 (18,2)
[Tanunepunox 2 (2,3) 2 (2,4) 8 (9,4) 6 (7,0) 8 (4,6) 26 (5,0)
Jlypa3zunoH rugpoxygopun 3 (3.4) 2 (2,4) 5 (5,9) 3 (3,9) 8 (4,6) 21 (4,1)
Iamonepunon 2 (2,3) 4 (4,7) 1 (1,2) 5 (5,8) 8 (4,6) 20 (3,9)
IlanunepuaoH NajbMHUTAT 4 (4,6) 2 (2,4) 2 (2,4) 3 (3,9) 8 (4,6) 19 (3,7)
3UnpacuioH rUIPOXJIOPUA 3 (3.4) 4 (4,7) 1 (1,2) 4 (4,7) 5 (2,9) 17 (3,3)
KBeTnanux 2 (2,3) 3 (3,5) 1 (1,2) 1 (1,2) 2 (1,2) 9 (1,7)
3unpacumoH 2 (2,3) 2 (2,4) 1 (1,2) 2 (2,3) 2 (1,2) 9 (1,7)
bronaHncepun 1 (1,1) 0 (0,0) 3 (3,5) 1 (1,2) 3 (1,7) 8 (1,6)
XopnpoMas3uH 1 (L,1) 0 (0,0) 1 (1,2) 2 (2,3) 3 (1,7) 7 (1,4)

THAPOXJIOPUL
Amucynbpnpun 1 (1,1) 0 (0,0) 0 (0,0) 1 (1,2) 4 (2,3) 6 (1,2)
I'anonepunon gekaHoat 0 (0,0) 2 (2,4) 1 (1,2) 1 (1,2) 2 (1,2) 6 (1,2)
KapGoHat nutus 2 (2,3) 1 (1,2) 0 (0,0) 0 (0,0) 3 (1,7) 6 (1,2)
A3eHanuH Majear 1 (1,1) 1 (1,2) 0 (0,0) 2 (2,3) 0 (0,0) 4 (0,8)
Cynbnupung 1 (1,1) 0 (0,0) 1 (1,2) 0 (0,0) 2 (1,2) 4 (0,8)
XJ0pnpoMas3uH 2 (2,3) 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 2 (0,4)
DIyneHTUKCco 0 (0,0) 0 (0,0) 0 (0,0) 2 (2,3) 0 (0,0) 2 (0,4)
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Tabnuya 8 Coenunenue Il [Coenunenue 11 |Coenunenne Il |Coennnenue 11
10 mr QD 125 mr QD 150 mr QD 1100 mr QD  |ITnmane6o Bcero

IIpennouTuTenbHOE

HANMEHOBAHUE TePANuu N (%) N (%) N (%) N (%) N (%) N (%)
DnydeHazuH nexkaHoat 0 (0,0) 0 (0,0) 0 (0,0) 1 (1,2) 1 (0,6) 2 (0,4)
DIyneHTUKCON JeKaHoaT 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 1 (0,6) 1 (0,2)
Dnydenaszun 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 1 (0,6) 1 (0,2)
OnydenasuH rugpoxnopun 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 1 (0,6) 1 (0,2)
WUnonepunox 0 (0,0) 0 (0,0) 0 (0,0) 1 (1,2) 0 (0,0) 1 (0,2)
JleBoMenpomMasuH 0 (0,0) 0 (0,0) 1 (1,2) 0 (0,0) 0 (0,0) 1 (0,2)
JleBocynbnupun 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 1 (0,6) 1 (0,2)
Jlokcanux 1 (1,1) 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 1 (0,2)
Jlypasunon 0 (0,0) 0 (0,0) 0 (0,0) 1 (1,2) 0 (0,0) 1 (0,2)
IMepuunasun 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 1 (0,6) 1 (0,2)
IlepocnupoH rUAPOXIOPUL 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 1 (0,6) 1 (0,2)
Ilepdenazun 1 (1,1) 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 1 (0,2)
IIunamnepoH ruApoOXJOpuA 0 (0,0) 0 (0,0) 1 (1,2) 0 (0,0) 0 (0,0) 1 (0,2)
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KPUTEPHHU BKIIFOUEHHW A

ITarmeHTHl ¢ MOATBEPKAEHHBIM AMArHO30M mu3oppeHun (cormacHo PykoBoncTBy mo

IUAarHOCTUKE U CTATUCTUKE MCUXUYECKUX paccTpoiicTs, naTas pegakuus (DSM-V) co

CIeAYIOLUIUMH XapaKTePHBIMU KJIMHUYECKUMU NMPU3HAKAMU

1) Knunuuecku cTaOUIbHBIE M HAXOASALIMECS HA OCTATOYHOM (HeoCTpoit) dase ux
3a00ieBaHUs IO MEHbIIEH Mepe B TeUeHHEe 8 Henelb

2) Hacrosimee aHTHICUXOTHYECKOE U CONMYTCTBYIOIHUE ICUXOTPOIHbBIE
JE€KapCTBEHHBIE CPEACTBA JOJKHBI COOTBETCTBOBATD MPHUBEICHHBIM HUXE
KPHUTEPHSIM:

a) Tlommep kUBaNKCh Ha HACTOSAIIUX ATUMHYECKUX (BTOPOE MOKOJEHUE)
AHTHIICUXOTUYECKUX JIEKAPCTBEHHBIX CpeAcTBax (B JIOOOH pa3peneHHON
D03UpPOBaHHON hopme)

0) u Ha Tekyluel 03e 1Mo MeHblIell Mepe B TeUeHHe 8 Helelb nepen
paHIOMU3aUEeH, U/ UIH

B) Ilognep kuBaiuch Ha HACTOSIIIUX TUMMHMYECKUX (IIEPBOE MOKOJEHHE)
AHTUTICUXOTUYECKHX JIEKAPCTBEHHBIX CPEICTBAX U HA TEKyIlel 103e 1o
MeHbIel Mepe B TeUeHHne 6 MecsleB, He00sA3aTeNbHO B KOMOUHAIINY C
AHTUXOJMHEPTHUYECKUMH CPEACTBAMH, €CJIN OHHU MOJIYyUYaJH JICUeHHE
cTaOUIbHON O30H MO MEHbIIEH Mepe B TeueHue 6 MecsleB nepen
paHIOMHM3ALUEN, U/ HITH

r) Ilogaep>kuBaiuch Ha HACTOSIIUX COMYTCTBYIOIINX IMCUXOTPOIHBIX
JIEKapCTBEHHBIX CPECTBAX, OTJIMYAIOIIUXCS OT AaHTUXOJUHEPTUUECKUX
CPEeACTB, MPOTHBOAMHJICITUYECKUX CPEACTB M JIUTHUS, U HA TEKYyIleH 103e Mo
MEHbLIEH Mepe B TeUeHUE 8 HeNesb nepe paHIAOMU3alue.
[TpoTUBOAIUIENITUYECKHE CPEACTBA U JUTHH pa3pelIeHbl, €CIH UX MPHUEM
HA4YMHAJIU [0 MEHBIIEN Mepe 6 MeCsALEB Nepel paHAOMHU3aLUEN.

3) Umenu He Gounbine, 4eM ‘‘YMEPEHHYIO ’~ TSKECTh Ha OCHOBE OIIEHKHU
rajutrounHanuii u Openos (Illkana OmeHKH MO3UTHBHBIX U HETATUBHBIX CHUMITOMOB
(PANSS)- olieHKa MOJIOKUTENBHBIX CUMIITOMOB FAJIFOLIUHATOPHOTrO MoBeneHus: < 4
U olleHKa Opena <4)

4) HUmenu He Oosblle, yeM ‘‘yMEpPEHHYIO ~ TSJKECThb Ha OCHOBE OLICHKH
MOJIOKUTEJILHOTO paccTpoiicTBa popmanbHoro memieHus: (PANSS—mkana oneHku

KOHIIENTYaJIbHOM €30praHnu3alHu MTOJOKUTEIBHOTO CUHAPOMa, Oar <4)
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5) MmMeeT MUHUMAaIbHBIH YPOBEHDb SKCTPATUPAMHUAHBIX CUMITOMOB (00muii 6amr no
mkane Cummncona-AHnryca < 6) u genpeccuBHbix cuMnTomMoB (PANSS—o06muii

MICUXOMATOJIOTHYECKUI CUMIITOM Aenpeccuu 6an < 4)

KPUTEPUHU UCKIIOUYEHUA

1) IManueHT mosy4an jJedeHUe ¢ MpUMEeHEeHHeM OOJbIIe IBYX aHTUICHXOTHYECKUX
J€KapCTBEHHBIX CPENCTBaX (BKJOUAsi OOJbIIe, YeM JBE JO3UPOBaHHBbIE (HOPMBI)

2) Jwboe cynuupanpbHOe MOBENEHUE 3a OCAeqHHe 2 roaa (TO eCTh HCTHHHAS
NOTBITKA, IPEPBAHHAS MOMBITKA, HEYAAaBIIASCS MOMBITKA, WU MOATOTOBUTENbHBIE
OeWCTBUS UJIU TIOBEIICHUE)

3) JIroOble cynuuaaibHble MBICTH 4 UK S5 THIA COTJIACHO IIKaJie OLeHKHU
BBIPAKEHHOCTHU CYHIUANbHBIX TeHAeHIuN Konymbuiickoro yausepcurera (C-
SSRS) 3a mocnennue 3 Mecsina (TO €CTh UCTHHHBIE CYUIIUATbHBIE MBICITH C
YMBICIIOM, HO 6€3 crienupUIHOTO IIaHa, U HCTUHHBIE CYULHAATbHBIC MBICITH C
IUTAHOM M YMBICJIOM)

4) B aHamHe3€ WJIM AUATHOCTHPOBAHBI CHMITOMATHYECKHE U
HecTaOMIIbHBIE/ HEKOHTPOJIUPYEMBIE JKEJIYJOYHO-KUIIEUHbIE, TEYCHOUHBIE,
NOYEeYHbIE, PECTTUPATOPHBIE, CEPAEUHO-COCYANCThIE, MeTabOINYECKHE,
UMMYHOJIOTHYECKHE, TéMATOJOTHYECKHEe NI TOPMOHAJIbHbIE HapY LICHUS

5) 3aboneBaHus LEHTPAJIbHOW HEPBHOH CUCTEMBI (BKJIIOYasi, HO HE OIPAHUYHBASACH
TOJIBKO MMH, JIFOOOTO poja CyJOpOKHBIE IPUMTAAKHU, YAap WU J00bIe

MCUXUYECKHE PACCTPONCTBA, OTIUYAINUECS OT IIU30(pPEHUHN )

PAHJIOMU3BALIMA

[TanueHTHl, AONYLIEHHbIE K UCCIEIOBAHUIO COTJIACHO BBIIIEYKa3aHHBIM KPUTEPUSIM,
pacmpenensiiu ciy4aiHbiM oOpa3om mpu cootHomenuu 2:1:1:1:1 B ogHy U3 5
uccnenyemeix rpynmsl (mmanedo qd, 10 mr qd, 25 mr qd, 50 mr qd, u 100 mMr qr) u

OCYIIECTBJISIJIN JICHCHUE B TeUeHHUE 12 Heaenb.

OLEHKA ITEPEMEHHBIX
Pe3ynbTaThl MEpBUYHBIX U KIOUYEBBIX BTOPUYHBIX KOHEUHBIX TOUEK 3(PPEKTUBHOCTH U

NEePBUYHBIX U BTOPHUYHBIX KOHEUYHBIX TOUEK 0€30MacHOCTH 00OO0IIEeHBI HIXKE.
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Koneunvie mouxu s¢pghpexmusnocmu
IlepBruuHas KOHEYHAsl TOYKA B TOM HCCIEIOBAaHUM MPECTaBIsAIa COO0N N3MEHEeHUE
OTHOCHUTEJIbHO UCXOJIHBIX 3HAUeHUN KOTHUTUBHBIX (PYHKIUH, KaK ONpPeaessiu C
MOMOIIBIO CYMMapHOTO MOKa3aTeNsl COTJIACHO UCCIEeNOBAHUI0 U3MEPEHUS U JIEUCHUS
IJIsL yIyYIIeHUs TO3HABATENbHBIX criocoOHocTel npu muszodpenun (MATRICS)
Enunoit KorautusHoit ouenku (MCCB) nocne jedenus B Teuenue 12 Henenb.
KnroueBasi BTOpU4YHasi KOHEYHasi TOYKa 3 PEKTUBHOCTH NPEACTaBJsiia co0oi
U3MEHEHUE OTHOCUTEJIbHO HUCXOHBIX 3HAUYCHHUH ISl €KeHEBHOW ()YHKLHMOHAJIbHON
CIOCOOHOCTH, KaK OMpeelsIi C MOMOIIbI0 peHTHHTA O rI00aTbHON IIKaJe OLEHKH
NO3HaBaTeNbHBIX criocobHOocTel npu muzodppernu (SCoRS) nmocne nedeHus B TeueHne
12 Hepens.
Koneunwvie mouxu 6esonacnocmu
ITepBUYHBIMH KOHEYHBIMU TOUYKAMH 0€30TaCHOCTH OBLIH CIEAYIOIIHE
e UYacrora HexenatenbHbIX siBJeHul (AE)/cepbe3Hpie HexkenaTenbHbIE SBICHUS
(BKiIFOUAst aHOMAIUU (PU3UIECKOr0 00CIen0BaHNS, OCHOBHBIE ITOKA3aTENH
KU3HEESITENbHOCTH, 3JIeKTpOoKapauorpauueckoe ucciaeaoBaHue u
1abopaToOpHBIE TECTHI)
e UYacrtoTra cneunpUUHBIX JI IPOTOKOJA HEXKETATENbHbIX SBICHUMH,
NPEACTaBISAIOMUX O0COOBIN HHTEpEC
e 3HauHWTeNbHOE yXyAlLIeHne O0JE3HEHHOTO COCTOSHUS, KaK OLIEHUBAJIH C
nomoibso PANSS
e CyMuuaanbHOCTb, KaK OLEHUBAIU ¢ TOMOLIbI0 [1IKabl OLEHKH BBIPAKEHHOCTH
cyuuuaanbHbix TeHaeHuni Konymouiickoro yausepcurera (C-SSRS)
BTopuuHast kOHeUHast TO4YKa 0€30MacHOCTH MpeaCTaBsia co00il N3MEeHeHue

IICHXOMNATOJOTHUYECKUX CUMIITOMOB, KaK olieHeHO corytacHo PANSS.

CTATUCTHUYECKHE CIIOCOBbI

CraTucTuueckuil aHanu3 OCyLIecTBIsIN 3a ABe craauu. Ctaausa 1 aHanusa
OCYLIECTBJISIIN NOcJe Toro, kak 70% nanueHToB 3aBeplInIn 12-HelenbHbIi nepuos
nedenusi, 1 30% ManueHTOB cay4alHbIM 00pa3oM BeiOupanu u3 70% mauueHToB A
Cranuu 1 ananuza. Ctanus 1 aHanu3a paccMaTpUBaIU KaKk BHYTPEHHEE MUIOTHOE
UCCIIeIOBaHUE C 3a/aueil ncciuenoBaTh KOHeYHble ToUukU KemOpumxckoi

aBTOMaTHU3UpOBaHHOMN Oatapen Helponcuxonorudeckux rectos (CANTAB), B To
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BpeMs kak Ctaguio 2 paccMaTPUBAJIU KaK MOATBEPKAAOINYIO CTAAUIO AJIs
TECTUPOBAaHUS NMEePBUYHAs KOHEYHAsA TOUKH, BbIOpanHO# co Ctanuu 1, B COOTBETCTBUHU
¢ nmpoTokosioM. He mpoBoaunu amanTauuio s OCYIIECTBIEHUS UCCIENOBAHNS, U
TOJIBKO IJIAHA CTATUCTHYECKOT0 aHajan3a OBl Pa3HbIM AJISI ABYX CTAAUN. DTOT OTYET
obobmaet pesynbraThl 1 Ctanuu 2 aHaau3a.

HUcnonp3oBanu 1Be aHAIU3UPyeMbie BBIOOpKH. BbiOOpka nMposieueHHbIX MALlHEHTOB
(TS) cocTosina U3 BCEX MALUEHTOB, KOTOPbIE ObLIM PAHIOMHU3HPOBAHBI U MOJyYaau
JIeYeHUE C MPUMEHEHUEM MO MEHbIIEH Mepe OJHOUN 03Bl UCCIEAYEMOTO
JE€KapCTBEHHOr'O CPENICTBA; 3TY BHIOOPKY MCIOIB30BAJIM ISl AHAIH3A PE3YJIbTATOB
6eszomacHoctu. [TonHas BeiOopka manuenToB 1is aHanuza (FAS) cocTosina u3 Bcex
PaHIOMH3HPOBAHHBIX MALMEHTOB, KOTOPHIE MOIBEPTaly JEUCHUIO C MPUMEHECHHEM 10
MEHbIIEeH Mepe OOHOH T03bI HCCIENYEMOTO JIEKAPCTBEHHOT'O CPEACTBA U UMENHU
UCXOAHOE U3MEPEHHUEM U IO MEHbLIEH Mepe OIHO u3MepeHne 3P eKTUBHOCTH TOCTE
ucxonHoro B xozne neueHuss (MCCB unn CANTAB). FAS ucnons3oBanu nns
NEePBUYHBIX aHAJIN30B Ha oboux craausax. Jus Craguu 1 aHanu3za, BKIOYAINA TOJIBKO
MalMeHTOB, KOTOPbIE COOTBETCTBOBANIU FAS onpenenenuio, U U3 3TUX NManueHTos, 120
BBIOMpANU Cly4yaliHbIM 00pa3oM Ha OCHOBE 3apaHee ONpPEeNesIEeHHOTO KOJUYeCTBa
NALUEHTOB IS KaKJOW IPYIIIIHI.

Ha Craguu 2, aHanu3upoBajIu NEPBUYHYI0 KOHEYHYIO TOYKY 3P (PEeKTUBHOCTH,
UCIIOJIb3Ysl MOJIEJIM CMEIIaHHbIX 3PP eKTOB NI MHOTOKpaTHBIX nu3mepenuii (MMRM)
Ha OCHOBE METOJla OTPAHUYEHHOT0 MaKCHMAJIbHOTO MPaBIONOAO0Us ISl H3MEHEHUs
OTHOCHUTEJIbHO MCXOHBIX 3HaYEeHUN BhIOpaHHBIX KOHeYHBIX Touek CANTAB nocie
JieueHusi B TeueHue 12 Henennb.

Hcnonp3oBaiu OnucaTeIbHbIE CTATUCTHYECKHE TaHHbBIE AJIs TapaMeTPOB

0€30MacHOCTH U IPYTruXx napamerpoB 3HPeKTUBHOCTH.

PE3VYJIbTATHI

HeoxunaHHO, OBUIO OTMEUEHO PAa3UTEIbHOE HECOOTBETCTBHE AL OOOMX CEPhE3HBIX
NCUXUATPUUIECKUX HEXEJTATENbHBIX SBJIEHUH U CYHLUAAIBbHOCTH, COCTOSIIEE B TOM,
gy1o 8 / 8 (100%) ncuxuarpuueckux SAE nns rocnuranusanuu B CBA3U C yXYAIIEHUEM
3aboneBaHus (TO €CTh MU30PPEHNH, IICUXOTUUECKOTO PaCCTPOICTBA), H
CYMLUAIbHOCTH, MPUBOASIIEH K TOCITUTAIN3ALNH, OTMEYaJIOCh B rpyne mianedo mo
CPaBHEHHIO C OTCYTCTBUEM TAKHUX CIIydaes B JII0OOH rpymre, mNoixy4daBLUIuX 103y

coenunenus I (Tabnuna 9).
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Ot SAE BcTpedanuch y cyOBeKTOB B mianedo rpymnme Ajis pasHbIX reorpapuueckux
Y4aCTKOB, KaK JUJIsI MY>KYHH, TaK U JJIs )KEHILIUH, TPUHUMAKINUX Pa3JINUHbIe

AHTUINICUXOTHYCCKHUE JICKAPCTBCHHBIC CPECACTBA.
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Tabauna 9Yacrora [N (%)]cyOBEKTOB C Cepbe3HBIMU HEXKXENATENbHBIMU SIBJICHUSIMHU IS JIEYEHUsI, TTIABHOTO KJlacca CUCTEM U

OPTaHOB U NPEANOYTUTENbHBIN TepMUH - TS

Tabnuya 9 Coenunenue Il [Coenunenune 1l (Coenqunenue 11 (Coenunenue 11

I I I I

10 mMr 25 mr 50 mr 100 mr ITnane6o Bcero
Knacc cucremer opraHos/

IIpenno4TUTENbHBIN TEPMUH N [(%) N [(%) N |(%) N  [(%) N [(%) N [(%)
KonndecTBo CyOBEKTOB 87 [(100,0) |85 [(100,0) |[85 [(100,0) |86 |(100,0) |[173 [(100,0) |516 [(100,0)
Ilcuxuueckue pacCTpoicTBa 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 8 (4,6) 8 (1,6)

Muzodpenns 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 5 (2,9) 5 (1,0)
CyunupanbHble MBICTU 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 3 (1,7) 3 (0,6)
IlcuxoTnyeckoe pacCTpONUCTBO 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 1 (0,6) 1 (0,2)

[IpoueHTHBIEC 3HAUYEHUS PACCUYUTBIBAIHN, HCXOAs U3 00IIEero KoMu4ecTBa CyObeKTOB Ha JIEYEHHE B KAUECTBE 3HAMEHATEIs .
st otuera ucnons3zoaiu MedDRA Bepcuro: 19.0

CyMMa NCUXUYECKUX PACCTPONCTB COCTABJIsLIA B UTOTe 8, MOCKOJIbKY OAUH CyOBeKT uMmen Gonbiie ogHoro SAE.
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DTHU pe3yJbTaThl CBUAETEIBCTBYIOT O TOM, YTO C IOMOUIbIO BBeAeHUs coeauHeHus 111
MOXKHO CIE€IITHO JICUUTh CYHIUAIbHBIE MBICITH, N30 PEHUIO, PELIHIUBBI

MU30(QpeHNN U NCUXOTUYECKHUE PACCTPONCTBA.

Kpome Toro, 3¢peKTHBHOCTD IJIs1 BBILIEYKA3aHHBIX MOKA3aHUI MOKHO MOATBEPIUTH C
MOMOIIBI0 KJIMHUYECKUX HCIBITAHUHN, OMUCAHHBIX Jajee, AJs
MpenOTBPAIleHUs/3aA€PKKU TTEPBOr0 MPUCTYIa ICUX03a U/UITU JICYEHUS

0CJIA0JIEHHOTO IICUXO3HOI0 CHUHApOMaA:

IIpenorBpamenne CHMNTOMOB, MIPUBOASIIUX K NEePBOMY NPHCTYNY NCHX03a:
Cxema nccjief0BaHUSI, KPHTEPUHU BKJIOYEeHHS] NALUEHTOB, CTATHCTHYECKHH
cnocod

Uro kacaeTcs npefoTBpallleHHs] IepBOro NPUCTyIa ICUX03a, KINHUYECKOe
UCIIBITAHUE, ONMMCAHHOE HUIKE, MJIAHOBO OCYIIECTBIISNN AN OLeHKU 3P (PEeKTUBHOCTH,
6e3zomacHOCTH U mepeHocuMocTu coenunenus 111, koTopoe BBOAMIN B BUIE
nepopagbHbIX TaOJETOK B TeUeHUE 52 Heaenb jedeHus 1o 50 Mr, ABa pa3a B CYTKH
(BID) no cpaBHeHH0 ¢ mianedo y maiueHTOB, COOTBETCTBYIO UM JHATHOCTUYECKUM
KPUTEPHUSAM AJIs1 OCIa0JIEeHHOI0 ICUX03HOr0 CUHAPOMA, Kak onpeneneHo B DSM-V.
OTo ucciaenoBaHue CO3AaBaju AJsl JeMOHCTpauuu npeumyuects coequnenus Il mo
CpaBHEHHIO ¢ muianebo Ay NpeIOTBPAIleHHs IEPBOTO MPUCTYIIA IICUX03a, a TAKXKe
yJIy4LIEHUs TTO3HABATEIbHbIX U QYHKIHUOHAJIbHBIX CIIOCOOHOCTEIA.

HccnenoBanue npeacTaBisuio co0oil MeXKHAIIMOHAIBHOE, MHOTOLIEHTPOBOE,
PaHIOMU3UPOBAHHOE, NBOMHOE ClIeT0e, KOHTPOJIUPYyeMOe KIMHUUECKOe UCCIelOBaHUE

C MIPOBEPKOH pe3yjabTaTa B rpymnre mianedo ¢ napajjeJbHbIMU IPYyIIaMH.

UCCIEAYEMOE JIEKAPCTBEHHOE CPEJACTBO
Coenunenue 111 (50 Mr) u cooTBeTcTBYIOIIEE MIane00 MOCTABNISIIN B BUIe TabIETOK ¢

MJIEHOYHOU o0oJsioukol (mpenapar 2).

NCCJIEAYEMAA TIOITYJIALIMA

[TartmeHTOB, KOTOPBHIM ObUTO >16 U < 30 NET, COOTBETCTBYIOIINE THATHOCTUUECKUM
KpUTepUsiM AJisi ociabiieHHoro ncuxo3noro cuHapoma (APS) nns DSM-V, kak
ONPEAENIEHO C MOMOINBIO CTPYKTYPUPOBAHHOTO HHTEPBBIO OTHOCUTEIBHO CUHAPOMOB

pucka ncuxosa (SIPS), noxBepranu CKpUHUHTY, UCIIOJIB3Ys aJITOPUTM,
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pa3paboTaHHbIil KOHCOpUHYMOM CeBepoaMepUKaHCKOr0 NPOJPOMAIBbHOIO

nonrocpouyHoro ucciuenoBanus (NAPLS) nnst orbopa HHIMBUIYYMOB, y KOTOPBIX

OyneT mpenckasaH pUCK Ha ypoBHe, Oonbiie yeM 35% mpeBpalleHus B ICUX03 B

TCUCHUC MOCICAYIOIIUX 52 Henenb.

KPUTEPHUHU BKJIIOYEHUWA

1)

2)

3)

4)

CooTBeTcTBHE THATHOCTUYECKUM KPUTEPUSAM IJIs1 OCIa0JIEHHOTO MCUXO3HOTO
cuHApoMa, kKak omnpeneneHo B DSM-V u onpeneneno ¢ nomoinso SIPS,
BBOJIIMOT'O TIPU OCYLIECTBJIEHHU CKPUHHUHTA, U AUATHO3 ObLI MOATBEPKIAEH
IleHTpanbHBIM OLIEHUBAKO UM KOMUTETOM TOCHIE MpocMOTpa Buneozanucu SIPS
UHTEPBBIO.

NAPLS paccuutanHas oueHka pucka > 0,20 npu CKpUHUHTE yKa3biBaja Ha
bonpire, yeM 35% pUCK MpPeBpAIIEHUS B ICUX03 B TEYEHUE MOCIEAYIIUX 52
HEeIelb.

[TarmeHTHl, KOTOpBIE paHEe He MOJyYall aHTUIICUXOTHYECKUX CPENCTB UIU
KOTOpPBIE B HACTOsILIEE BpeMs IPUHIUMAIOT aHTUIICUXOTHYECKOe cpeacTso. Ecnu
OHU NMPUHUMAIOT aHTUIICUXOTUYECKOE CPEACTBO, TO 1032 MOXKET OBITh CHHKEHA BO
BpeMs UCCIIeOBaHUS (MU OJHOCTHIO OTMEHEHA), HO 1032 HE MOXKET OBbITh
MOBBILIEHA, €CJIU TOJBKO HE HAOJI0AaeTCs CYLIECTBEHHOTO YXYAIIEHUsI CHMIITOMOB
IICHUX034.

Bospact 216 u < 30 net BO BpeMs pazpelieHust/coraacus (€ciu 3TO NPUEeMIeMO

MECTHBIMHU OpPTaHAMU 3APAaBOOXPAHEHHUS ).

KPUTEPUU UCKJIFOUEHUA

1)

2)

3)

JluarHo3 B HaCTOsIIIEee BPEMs UJIU B MPOILJIOM MU30(PpEHUHN, IIU30TUITHYECKOTO
paccTpolicTBa, mu30ahPeKTUBHOTO PACCTPONCTBA, OUMONSIPHOTO HapyeHus [
unu 11, unu 60IbIIOro NenpecCUBHOTO PACCTPONCTBA C ICUXOTUYECKUMU
cUMITOMaMH B cooTBeTcTBUH ¢ DSM-V.

JIroboe cyununanpbHOE MOBENEHHE 3a TTOCHenHue 2 roaa (To eCTh UCTUHHAS
MOMBITKA, MMPEPBaHHAs MOMBITKA, HEYAABIIASACSA MOMbITKA, U MOATOTOBUTEIbHbBIE
NEWCTBUS WUJIH TTOBEIECHUE).

Jrobrie cyununanpabie Mbicsn 4 win S tumna no [lIkane oneHku BhIpa)keHHOCTH
cyuunganbHbix TeHaeHunit Konymouiickoro yausepcurera (C-SSRS) 3a

MNOCJIICAHUEC 3 Mecsna (TO €CThb UCTUHHBIC CYULIUAAJIBHBIC MBICJIN C YMbBICJIOM, HO
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6e3 cnenn(pUIHOTO MJIaHa, NI UCTUHHBIE CYHLIUIAIbHbIE MBICIIH C IUIAHOM U
YMBICIIOM).
4) HspecTHble 3a00€BaHUs LIEHTPAJIbHON HEPBHON CHUCTEMBI (BKJIIOYAsA, HO HE
OTPaHUYHUBASICh TOJBKO UMH, JIOOOr0 poJa CyJOPOKHbBIE MPUMAIKH HIIH YIAap).
5) 3HauuTenbHas YEPENMHO-MO3roBas TpaBMa B aHaMHe3e (>5 MUHYT 0e3 CO3HaHUA).
6) JuarHo3 TsKEeJOTro HapyIIeHUs Pa3BUTHS, YMCTBEHHOW OTCTAIOCTH
(3amokymenTupoBanHoe 1Q <70), HapylIeHHUe MO3HABATEJIbHBIX CIIOCOOHOCTEI,
WU OCTPBIX OCJIA0JEHHBIX CUMIITOMOB, OTHOCSIIIUX CSI UCKITIOYUTENBHO K

HHTOKCHUKAaIIUU MMCUXOTPOIHbIM BCIICCTBOM.

PAHJIOMMU3BALIMA

ITanueHTHl, AONYILIEHHbIE K HCCIEJOBAHUIO COrJIACHO BhIIIEYKAa3aHHBIM KPUTEPUSM,
MOTYT OBITH pacmpeneseHbl CIy4aliHbIM 00pa3oM npu cooTHomweHuu 1:1 B ogHy u3 2
uccienyembix rpynm (rane6o bid, u 50 mr bid) u mogBepraiuch JeYSHUIO B TEUSHUE

NOCNEAYHIUX 52 HeAelb.

OLEHKA ITEPEMEHHBIX

Pe3ynbTaThl NEpBUYHBIX U KIFOUYEBbIX BTOPHYHBIX KOHEYHBIX TOUEK 3P (HEKTUBHOCTH U
NEePBUYHBIX U BTOPUYHBIX KOHEUHBIX TOUEK 0€30MacHOCTH 00OO0IIEHbI HUXKE.
Koneunwvie mouxu s¢hghexmuenocmu

IlepBu4Hast KOHEYHasi TOUKA!

ITepBuuHas KOHEYHAsl TOYKA MPEACTaBJsIa cOOON BpeMs O MEePBOTO MPUCTYIIA
IICUX03a B TEUEHUE BPEMEHHBIX I'PAHUL 52 HENeu.

IlepBblii TpUCTYN NCUX03a ONMPEAEIICS KaK:

OnuH wiyn OoNnbLIe CIEAYIOMUX MOJOKUTENbHBIX CUMOTOMOB (KpuTepun LIIkambl

npoapoMaibHbIXx cuMITOMOB (SOPS)) B mcuxoTuyeckoMm nuamna3oHe (OLeHEHHbIE Ha

ypoBHE 6):

. HeoOsruHOE conepskaHue MbICIel/OpenoBbie naeu
. MHuTenbHOCTE/MaHuaKaJIbHBIE UIEH

. bpen Benuuus

. Anomanuu yyBcTBUTENbHOCTH/I aTFO TUHATIU T

. Hapymennass KOMMyHUKaLUs
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U nubo cuMnToM mpencrasisieT COOOH Cepbe3HYIO Ne30pTaHU3aIUI0 UIN OMAaCHOCTh

NJIn

OAWH U3 CUMIITOMOB, YKAa3aHHBIX BBILIC, MPOUCXOAUT I10 MeHbIIeH MEpPE OOUH

qaC B I1€Hb CO Cpe):lHeﬁ 4aCTOTOM YCTBIPC OAHA /He):[emo B TCUCHHUC ITOCICAHCI O MECsALA.

NI

HoBoe Ha3Ha4YeHHEe UJIH MOBBIIIEHHE T03bI ﬂeﬁCTBYIOLHeFO AHTUIICUXOTHYCCKOTI'O

CpeacTBa B CBA3U C YXYAIMICHUEM CUMIITOMOB IICHUX034a.

Bpewms Hauana nepBOro NpuUCTyma MCUX03a ONpeneIsIi ¢ UCIOIb30BaHUEM

Haujydlleld OLEeHKHU 3KCNepTa, Kak 3alucaHo B HHTEPBbIO B Illkane npoapoManbHbIX

cumnTomMoB (SOPS) mnu eciu manueHT HAYUHAET MPUHUMATh HOBOE Ha3HAYEHUE HMIIH

MOBBIACTCA 034 AaHTUIICUXOTHYCCKOI'O CpEaACTBaA.

BTOp WYHBbIE€C KOHCYHbIC TOUYKH:

HN3mMeHeHne OTHOCUTENBHO HCXOAHBIX 3HAYEHUN HJIS €XKeIHEBHOU

GyHKIHOHANBHOI CTOCOOHOCTH, KaK ONPENENsJIU C TOMOIBIO OLEHOYHOH HIKAJIbI

NMo3HaBaTeNbHBIX criocobHocTel npu mudo3peauu (SCoRS), cymmapHsriil 6an nocie

nepuona nedenus 24 u 52 nenenu

HN3MeHeHrne OTHOCUTENBHO UCXOAHBIX 3HAUYEHUU 1J11 HEUPOKOTHUTUBHOTO

CYMMApHOTIO nmokasartejsd COrjjaCHO UCCIIEAOBAHHUIO UBMEPCHUA U JICUCHUA OJIs

yIy4dIleHus NOo3HaBaTeNbHbIX criocoOHocTel npu muzoppennu (MATRICS) Enunoii

Koraurusnoii ouenku (MCCB) nocne nepuona nedenus 24 u 52 Henenu

HN3MmeHeHNE OTHOCHTEIBHO UCXOJHBIX 3HAUEHUN B IIIkane oleHKW MO3UTUBHBIX U

HeraTuBHBIX cuMNTOMOB (PANSS) nmokasaresp MOJOXKUTEIbHBIX MPU3HAKOB,

NnokKasaTeJib HECTATUBHBIX MPU3HAKOB, U CYMMaprIﬁ MmokKasareJjib IOCJIEC I€puoga

JleueHud 52 Henenu.

Koneunvie mouxu 6eszonacnocmu

ITepBUYHBIMH KOHEYHBIMU TOUYKAMH 0€30TaCHOCTH OBLIH CJIEAYIOIIHE

Yacrtora HexenatenbHbIX siBJeHui (AE)/cepbe3Hbie HekenaTeNbHbIEC SIBICHUS
(BkJrOYast aHoMalnu pu3nueckoro odOCIen0oBaHUsI, OCHOBHBIE TTOKA3aTEIN
JKU3HEAESITeIbHOCTH, 3JIEKTPOKApAUOrpaduiecKoe HCCIeJOBAHNE U
nabopaTOpHBIE TECTHI)

Yactora cneunu4HBIX IJ15 MPOTOKOJIA HEKEJATEbHbIX SBJICHHH,
NPEACTaBISAIOIIUX OCOOBIH HHTEpEC

3HaYUTENbHOE YXYALUIEHUE OOJE3HEHHOTO COCTOSIHUS, KaK OLIEHUBAJIH C

noMoInbrw PANSS
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e CyuuuaanbHOCTb, KaK OLEHUBAIU ¢ TOMOMIb0 I1IKaNbl OLIEHKH BhIPAKEHHOCTH
cynunganbHbix TeHaeHunit Konymouiickoro yuusepcurera (C-SSRS)
BTopuuHast kOHe4YHast Touka 0€30MacHOCTH MpeacTasisiia co0oi U3MEeHeHne

MICUXOMATOJOTHUYECKUX CUMIITOMOB, KaK olieHeHO coriacHo PANSS.

CTATUCTHUYECKHE CIIOCOBbI

Jlis nepBUYHON KOHEYHOM TOUKM BPEMEHHU A0 MNEePBOro NpUCTyNa MCUX03a,
SKBHBAJICHTHOCTh CTENEHEH pHCKa TECTUPOBAIH C MOMOINBIO TecTa Banpna ais

s peKTUBHOCTH JeYeHHs B CTPATU(HUIUPOBAHHON MOJEIH NPOMOPLUOHAIBHON
perpeccun puckos Kokca Ha NByXCTOpOHHEM ypoBHEe noctoBepHocTH 10%. Monens
BKJIIOYaeT 3PP eKT IeueHNs KaK TOJbKO KOBAPHAHTY U CTPATH(HUIIMPOBAHA IO
pacueTHOIl oneHke pucka NAPLS u nucxonqHomy NpuMeHEHHIO aHTUIICUXOTHYECKUX
npenaparoB. BropuuHoe H3MeHeHnEe OTHOCUTENbHO UCXOIHBIX KOHEUHBIX 3HAUEHUN
OyInyT aHAIM3UPOBAThH C UCIOJb30BAHUEM MOJIEJIH CMEIIAaHHbIX 3P eKTOB ns
MHOrokpatHbix n3mepernii (MMRM) Ha ocHOBE MeTOa OTPAHUYEHHOTO

MakcuMabHOTO Tpasaononodus (REML).
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DOOPMVIJIA U30BPETEHM A

Coenunenue II1

ISl TPUMEHEHHUS [JIs1 JICYEHUsI
- mMHU30PPEHUUECKOTO CIEKTPa U APYTUX MCUXOTUYECKUX PACCTPOICTB,

- mu3odpeHnw,

- TICUXO03a,

- IIU30THIIHYECKOTO PacCTPOMCTBA (JUYHOCTH),

- OpemoBOro paccTpPOMCTBA,

- 0CcnabJI€HHOTO NMCUXO03HOTO CHHAPOMA,

- KPaTKOBPEMEHHOTO MCHUXOTHYECKOro PacCTPOMHCTBA,

- mu30(ppeHoGOPMHOro pacCcTpONCTBa,

- mu30apHEeKTUBHOIO PaCCTPONUCTBA,

- NCUXOTHYECKOTO PACCTPOMCTBA, BBI3BAHHOI'O YIOTPEeOIEHHEM TCUXOAKTHBHOTO
BELIECTBA/JIEKAPCTBEHHOTO CPEACTBA,

- TMCHXOTHYECKOTO PaCCTPONCTBA,

- TNCUXOTHYECKOTO PacCTPOICTBA BCAEACTBHE APYrOro MEAULIMHCKOTO COCTOSIHUS,
- APYroro yTOYHEHHOTO MU30PPEHUYECKOTO CIEKTPa U APYTHUX MCUXOTHIECKUX
PacCTpPOMCTB,

- HEYTOYHEHHOTO WN30()PEHUYECKOro CIEeKTpa U APYroro NCUXOTHUYECKOro
paccTpoiicTBa,

- KaTaTOHHH, aCCOLMMPOBAHHON C JPYTUM MCUXHUYECKUM HApyLICHUEM, WU

- KaTaTOHHYECCKOI'O paCCTpOfICTBa BCICACTBUE APYroro MEAUIUHCKOIO COCTOSAHUA.

CoenunHeHne 1Mo NMyHKTY 1 JJIst IPUMEHEHHS ISl JIEYEHUs] TEPBbIX IPUCTYIIOB
W/WIIA PELUIUBOB:
- mU30(PEHUYECKOro CIEKTPa U JPYTUX MCUXOTHIECKUX PACCTPOICTB,

- mu3odpeHny,
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- TCUXO03a,
- IIU30THIHUYECKOrO PaccTpocTBa (JUYHOCTH),

- OpenoBOro paccTpoONCTBa,

- 0cCiabJeHHOro NCUXO3HOTO CHHAPOMA,

- KPaTKOBPEMEHHOT'O MCUXOTUYECKOrO PacCTPONCTBA,

- wu3odpeHoGOPMHOTro pacCTPONCTBA,

- mwu30apHEeKTUBHOTO PaCCTPONCTBA,

- NCUXOTHYECKOTO PacCTPOMCTBA, BBI3BAHHOI'O YIIOTPeOIeHHEM MTCUX0AKTHBHOTO
BEI€CTBA/JIEKAPCTBEHHOTO CPEICTBA,

- TNICUXOTUYECKOTO PacCTPOICTBA,

- NCUXOTHYECKOrO PacCTPOICTBA BCAEACTBHE NPYTOro MEAULIMHCKOIO COCTOSIHUS,
- APYroro yTOYHEHHOTO MHU30(PEHUYECKOrO CIEeKTpa U APYTHUX MCHUXOTHYECKUX
PacCTpPOMCTB,

- HEYTOYHEHHOTO LIN30()PEHUYECKOro CIEeKTPa U APYTrOro MNCUXOTHYECKOTO
pPacCcTpOICTBa,

- KaTaTOHHH, ACCOLMMPOBAHHON C JPYTHM MCUXHUYECKUM HAPYLICHUEM, WU

- KaTaTOHHYECCKOI'O paCCTpOfICTBa BCJICACTBUE APYroro MEAUIUHCKOIO COCTOSIHUA.

CoenuHeHue 1Mo NyHKTY 1 ANt IpUMEHEHHS Ul NpeaoTBpalleHus/3a0epKKU

NPUMEHEHUN 1o NyHKTy | unu 2.

CoenunHeHue 1Mo NyHKTY | 1Jisi IPUMEHEHHUS IS JIEYEHUs OCIabJIeHHOTO

MMCUXO3HOI'0 CMHApOMaA.

COGI[I/IHGHI/IG MO MYHKTY 1 AJId MPUMEHCHUA OJId JICUCHNUA YMCHbIICHUSA

peUINBUPOBAHUS IU30(PPEHUH.

CoenuHeHue 1Mo NyHKTY | AJ8 NpUMeEHEHUs Uil IpeAoTBpalleHus epBOro

3MIHU304a IMCUX0o3a.

CoenuHeHne Ui IPUMEHEHHS TIO JTIOOOMY M3 MyHKTOB | - 6, OTJIIMYAOIIEECs TeM,
yTo coequHenune 111 BBOAST JONOJMHUTENBbHO K JIEYEHUIO C UCIOJb30BaHUEM

APYroro HeMpoJEeNTUYECKOrO CPEACTBA.
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8. Kpucrannuueckoe coequnenue 11

MPOSIBJISIOIIEE MOPOIIKOBYK PEHTIE€HOBCKYIO NUPPAKTOTPAMMY, CONEPKAIMYIO MUK
MPH CIEAYIOUIeM 3HAUYEHUH 2-T€Ta, U3MEPEHHYIO C UCIOJb30BaHUEM
monoxpomaruueckoro CuKol usnyuenust A = 1,54056 A, 40 kB, 40 MA: 6,4°
+0,2°.

9. ®apmaneBTHUUYECKasi KOMIO3ULHUSA, coaep:xkamas coenunenue 111

Y THAPOKCUIIPOTIIIILEIUIIONI03Y W/ MM KPOCKAPMEJJIO3y HATPUsl.



OUI'YPA 1: PEHTTEHOBCKAA MNOPOLUKOBAA OU®PAKTOrPAMMA COEAUHEHUA HIIA

7000
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OUIYPA 2: PEHTTEHOBCKAA NMOPOLUKOBAA OUPPAKTOrPAMMA COEOUHEHUA 1IIB
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4000 4
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OUI'YPA 3: CMEKTP PAMAHOBCKOI'O PACCEAHNA COEOUHEHUA NIIA

MNHTEHCUBHOCTb

W OO e 400

Casur 4yacToT pamaHOBCKOro paccesiHus (cm-1)




OUI'YPA 4: CMEKTP PAMAHOBCKOI'O PACCEAHNA COEOWHEHUA IIB

MNHTEHCUBHOCTb

Casur yacToT pamaHoOBCKOro paccesHus (cm-1)

W



®UIYPA 5: MTPO®UNN PACTBOPEHUSA TABJIETOK-OCHOB U TABJIETOK C NMNEHOYHOW OBOJIOYKOMN 50 MI”
MPEMAPATA 2 (TABJIMLA 5 U TABJIULA 6), MOJTYYEHHBIE U3 U3SMEJIbBYEHHOIO JIEKAPCTBEHHOIO BELLECTBA

K el ®
**:,*:'w““’ ‘@:’W:L ot @M

YcnoBusa tecra: Jlonactb, 50 06/muH, pH 6,8;
0,05M docpaTHbIN 6ydrep 900 mn, 37°C, n=6;

MnaHka norpewHocTen: Makc-MuH

PacTtBOpeHHbIN [%]

20 30 40 50 &0
Bpemsa [MuH]

i~ Tabnetka-ocHoBa 50 mr NMpenapat 2

~#~ Ta6neTka c o6onoukou 50 mr MNMpenapar 2
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