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2420-575719EA/072
CIIOCOBHB! JIEUEHMSI TATOJIOTMUECKMX HEIIPOUBBOJIBHEIX IOBUXEHNUN
B HacToAmeM 3asBKe MCHpallMBaeTCsa IIPUOPUTET IIpelBapUTesIbHON
3aaBku CoenmHeHHHX IITaToB N 62/129,616, mnomaHHOM 6 wMapTa 2015
roma, N 62/175,112, nomaudHoy 12 wmoHg 2015 roma, m N 62/180012,
nomaHHou 15 wmwoHa 2015 T1TO&ma, pacKpHTHMEe KaXIoW U3 KOTOPHX
HaAaCTOANMM BKJIOUEHO B KaudyeCTBe CCBUIKM, Kak ecju OB OHO OBUJIO
HalliCaHO B IOAaHHOM IOOKYMeHTe IIOJIHOCTBI.
B IOaHHOM OOKYMEHTe  PaCKpPHTH  HOBEE CXeMbl IOO3UMPOBaHMUA
DelTepul-3aMelle HHEIX BEeH30XMHOJIMHOBEX COeIOVHEeHUN, 7 CIIOCOOEH
JIeUeHMsa TaTOJIOTUUYECKUX HEIPOM3BOJIBHEX IBWXKEHUN, [IaTOJIOTUUECKOM

MBEITEUHOM AaKTVMBHOCTNM, IOBUMI'aTeJIbEHEX paCCTpOﬁCTB M CBA3SAHHEX C OSTVIM

COCTOSHUMN .

IBUTaTeJIbHHE pPacCcCTpOoMCcTBa - BSTO HEBPOJOIMUEeCKMe COCTOSHUA,
KOTOpPHEE BJMAT Ha CKOPOCTH, ILJIABHOCTL, KaueCcTBO U JIET'KOCTb
OBVXeHVA. [IBUTaTeJIbHHE pPacCTpOMCTBAa MOXHO pas3desiMTh Ha IOBe

OCHOBHEE KaTeropuM: Te, KOTOPHE XapaKTepM3yKRnTCSa HeYIOPpAOOUeHHEM
ZNRZN upesMepPHEM IOIBIDKEeHMEM (Has3eBawnTCA KOUCKMHE3MA» u
KTUIIEPKUHESUI» nin KTUIIEPKUHEeTUUECKHUE OBUT'aTeJIbHEE
paccTpoy¥cTBa», COOTBETCTBEHHO), U Te, KOTOPHE XapaKTepU3ylnTCs
MENJIEHHOCTBI MM OTCYTCTBMEM IOBWXeHMS (HA3HBAKTCH «KIUIOKMHE3UI»,
«OpalMKMHE3UA» WM «aKUHe3UA») . [IpuMepoM «IUIEPKUHEeTUUEeCKOT'O»
IBUTATeJIJbHOTO PacCTPOMCTBa ABJIAETCS Xopes, HalpuMmep, CBsA3aHHad C
foJie3HBI XaHTMHI'TOHa (HD), B TO BpeMda Kak O0o0Jie3Hb [lapKMHCOHA
(PD) MOXHO KJACCUOUMUMPOBATE KaK «(IUIOKMHETUUECKYI», I[IOTOMYy UWTO
OHa UYacCTO XapakKTepusyeTcd MeIJIeHHEMM, pPasMepeHHEMM IBMXKEeHUAMNU
WM Oaxe 3acTeBaHMeM Ha MecTe. Kak TIUIepKMHeTHMUYeCKre, Tak U
TUIOKMHETUUECKME OBUTATEJILHHE pacCTpPOMCTBa MOTYT Cepbe3HO BJIMATH
Ha KauecTBO XKMSHA o0OBeKTa, gTO 3aTpynoHAEeT IIOBCEIHEBHYIO
O0eATeJIbHOCTE . Kpome TOTO, IOIBUT'aTeJIbHEE paccTpoMcTBa MOTYT
BH3HBATL QUIAUUECKY OOJIb U YBeJMUMBATL BEPOATHOCTL HECUACTHHX
cllyyaesn.

Hampumep, xXopesa — aHOMaJIbHOE, HeIIPOM3BOJIBHOE, BHe3allHoOe
IBVXEHMEe, KOTOpOe MOXEeT BJIMATE Ha BCe TPYNINHE MBI M CIyYalHBEM
oBpa30oM IlepeMellaTbCsa M3 OOHOM ob6JlacTM Tejla B OPpyIyl;, Kak U

MHOTUe IIaTOJIOTMUYEeCKNE HelIpOM3BOJIEHEIE IOIBIVXeHMA, ee dacTo



aJIb TEPHaTUBHO Ha3HBawT OBUT'aTeJIbHEM PacCTpPOMCTBOM. Xoped
ABJIAETCHA OTJIMUMTENILHOW UepToM 0O0Jie3HM XaHTHMHITOHa. B CoeOMHEeHHEX
IMrarax npuMepHo 30000 dyejsyioBek cTpazalT OOJIe3HBK XaHTUMHI'TOHa. o
90% naumeHToB ¢ HD MCHHTHBAKOT XOpPeK M OHa [ABJIAeTCSa YMEepPeHHO-—
TOKeJIOM HOpMMepHO y 70% TakmMx HDaUMeHTOB. KIMHUIMCTH CUKTAaKnT, UYTO
BTO cepbesHoe 3aboJieBaHue, YUUTHBAA ero 3HaUUTEJILHOE
BMeMaTeJJECTBO B IIOBCEOHEBHYK NesSTeJIbHOCTL WM I[IOBHIIEHHHM PUCK
TPaBMUPOBaHNA mauyeHTa. Ha PaHHUX CTaOMax xopes MOXET
criocobCcTBOBATH HapylLeHU AM peun, nMcbMa u AKTUBHOCTHU B
IIOBCEOHEBHOM XM3HM, TaKuUX Kak IOIMTaHue, OIeBaHMe U KyllaHue. Ha
foJiee IO3OHMUX CTagMAaxX Xoped MOXeT  BH3HBaATL HeCTadbMJIBLHOCTDH
IIOXOOKM U ILJIOXOM IIOCTYypPaJIbHEM KOHTPOJIb, C IIOBHIIEHHEIM PUCKOM
Cepbe3HOM TpaBMH M3-3a HaleHud WIM M3-3a COOCTBEHHHX MeMalmux
OBMXeHMM. BBEJIO IIOKaszaHO, UYTO Cepbe3HOCThL XOpeu U IIapKMHCOHM3MAa
He3aBMCHMO CBf3aHa C [aleHUAMM [HallMeHTOB C [O3OHeM cTaauey c HD.
Inchoarmsa ABJIAETCH KOMIIOHEHTOM HD " MOXET IpUBECTHU K
PeluUONBUPYIEN aCIMpaluMOHHON [IHEeBMOHU M, rnorepe MacCCEH "
[IOBEeIeHUECKUM I[IpobJieMaM.

B pykoBomCcTBe AMEpPMKAHCKOM aKaIeMUM HeBPOJIOTUM YyKa3hBaeTCd,
uTo «BOJIEe3Hb XaHTHMHITOHA ocTaeTcs pa3pyllnTeJIb HEM
HeVponoeTreHepaTUBHEM 3aboJieBaHuEM, HYXIA0MMMC S B
HEVPONPOTEKTOPHEX U CHUMITOMATUUECKUX MeToIax JeueHua» U UTo
«JledueHMe XOopeu ABJIAeTCsS BaXHOM YacCThl yNpaBJIeHMS XOIOoM OoJie3HAMU
XaHTMHI'TOHa». Onpoc 52 MeXIYHapOIHHX DSKCIIEPTOB IIoKazalJl, 4YTO OHU
OyIOyT JIedMThb XOpek [0 CJelylluM IpMuMHaM: 88% ¢u3nuyeckas TpaBMa,
81% moTepsa paBHOBecHuda, /7% coumallbHad M30JALUMAS M /7% OpendaTCcTBUE
pabtore. HecMoTpd Ha 5BTO pPYKOBOICTBO, IauuMeHTHL ¢ HD, KOTOpHEe
CTpajanT OT XOpPeM, dYacTo He JIeuaTCsH.

EnuHcTBeHHOW omobpeHHOM FDA Tepamnuel B CoenMHeHHHX lITaTax
0JId JIedeHusd  XOpewu, cBg3aHHOM C  HD, apjigeTcsda TeTpabeHa3uH
(XENAZINE ®), VHTUOUTOD VMAT?2. TeTrpabeHasuH CHMXaeT
IpecHHallTUYeCKMe KOHLEeHTpalMM MOHOAaMMHOB, TakMX KakK »OOollaMUH, B
HelpoHax, KOTOpHEe pelyJIUMpYIT OBMXeHMS Tejla. XoTsa nOpumepHo 30000
uejioBek B CoenmHeHHHX IlITaTax cTpazmawonT oT HD, u npuMepHo 200000

YyeJIOBEK MOI'YT HECTM T'eH M MOI'YT OHTH IIOOBEPXEHE PHCKY pPasBUTUA



HD, corjacHo npeseHTalmu JlyHn6exka B Hoabpe 2013 T1oma TOJIBKO
npuMepHo 4000 naumMeHTOB IOJy4YasM 5BTy Tepalupo. MomaBigawpmee
OOJILIIMHCTBO IIalMeHTOB C HD-xopeen He II0JIyUanT JleueHue
TeTpabeHasyuHOM. KpoMe TOT'O, Ha OCHOBAaHUM OIPOCOB Bpauen B 2011
Tonmy, IIO OlleHKaM, I[IpuMeHeHMe TeTpabeHa3MHa IPpY TUIEPKUHEeTUUECKUX
HapylleHUAX OBWKEeHMS, OTJMUHEX OT Xopem HD, MOXeT COCTaBRJATH IO
[IOJIOBMHEL €I'0 IIPUMEeHeHMs, UYTO YyKa3eHBaeT Ha To, u4YTo Bcero 2000
nauveHTor ¢ HD nogayuawnT TeTpabeHa3uH. KpomMe Toro, B IOOKJame
MeIMUMHCKOTO KoJJIemka Beljopa OBJIO yKa3aHO, YTO TOJBbKO 78 m3 349
NaumMeHTOB C TUIIEPKUHE TUUECKUM pPaccTpOMCTBOM, oJiyuyaBIlnx
TerpabeHasmMH B Iepuon ¢ 2006 no 2009 ronm, OvIM HaUMeHTaMM C
xopeen. OueBMIOIHO, UYTO CYMEeCTBYeT 3HauMTeJlbHasas TOTpeOHOCTL B
20PeKTUBHOM JIEUEHUM »OBUTATEJIBHHX PacCTPOMCTB, M MX UYaCTHUUHO
YIOOBJIETBOP AT MMeKIMeCsa CIOCOOB JIeUeHU .

B OOIIOJIHEHM e K Xopee, HapylleHUe feleliinZp:¢ CHMIITOMOB
OBUTATEeJIbHOTO allllapaTa Cepbe3HO HapyllaeT I[IOBCEeIHEBHYK padboTy.
HaumoHaJibHEE MHCTUTYTH HEeBPOJIOTMUECKMX PacCCTPOMCTB M MHCYJIbTAa
paccMaTpMBalT OlLEeHKY MOTOPHOM OOVHKUMM II0 YHUOUIMPOBAHHOM mMKaJe
OLleHKU foJie3HU XaHTHUHI'TOHAa (UHDRS) B mKaJje OlLleHKU oBmen
IBUTATEJILHOM aKTHMBHOCTM (TMS) OCHOBHHM pPe3yJILbTaTOM IIPM OlleHKe
HD. B HacTodmee BpeMsSI BCe PeKpYTHUPYyKIMe KPYIIHHE KIMHUUECKNUE
ucnelTaumMsa dase 2b/3 y naumedHTor ¢ HD B CHA mcrnosbsyior UHDRS-TMS
B KauecTBe OCHOBHOTO KOHEUHOTO roxKaszaTeJis. 3HauMTeJIbHEE
Koppendauumy Mexny UHDRS-TMS M QYHKUMOHAJILHEIMY KPUTEPUAMU IOJIS CHa,
OTOEIXA, nMUuTaHu4g, pPaboTH, OTOHIXAa " BPEMANPENPOBOXISHMA,
nepelBUXKEHUSI, MOOMIIBHOCTM, YyXOOa 3a TeJioM W IOBMXEeHUA Tela,
COLIMaJILHOTO B3auMOnecTBUA, ofumeHnd, dUBUUECKUX u
NCUXOCOUMAJIBEHEX IIapaMeTpoR OBUIM [IOKAa3aHH Yy HDaumMeHTOB ¢ HD. Bojee
BHICOKMe TIokaszaTelm UHDRS-TMS CBS3aHH CO CTATUCTHMUECKM 3HAUMMOM
MeHbIlel BEepPOSATHOCTLIO BHIIOJHEeHMS padoTH, VYIpaBJeHMS OMHaHCAMM,
0e30nIacHOTO BOXIOeHU, HabmoOoeHsd 3a OeTbMM U OOOPOBOJILHOTO
Tpyna. Kaxmoe yxynmeHMe Ha 1 OyHKT 1o TMS ©Owvuio cBA3aHO C 5%-10%-
HEIM CHIWKEeHMEM BepPOSATHOCTM BHIIOJHEHMS DSTUX KOHKPETHHX 3alad.
UHDRS-TMS ABJISIeTCHd He3aBUCHMEIM IPpeInKTOPOM OYHKIMOHAJILHOM
VHBAJMOHOCTM  Ha OCHOBAHMM  IIKAJIH, BKJIIOU A EN 36-MIO3UIIMOHHOE

VCCJIeIOBaHMe COCTOSHMSA 3I0POBbA (SEF-36).



Kpome TOTO, 1o OlleHKaM B CoenVMHEeEHHBIX ITaTax 500000
[IalVeHTOB CTpalapnT Io3OHEeN OVUCKUHesnen OIBUTATEJILHOT'O
paccTpo¥cTBa UM UCIHTHBAKT AHOMAaJIbHYK  MHIIEUHYID  aKTHMBHOCTL.
llosnua4a OVUCKUHe3US npencraBjgeT cobon TUIIEPKUHETHUUECKOE
PaccTpoMCTBO, KOTOpOe  OOHUHO IOpOoABJIAeTCsA B BUIOe - OBCTPHX,
IOBTOPAKIUXCSA CTEPEOTUIIHHX IOBWKEHNM, KOTOPHE MOTYT OBTE BHS3BaHH
onpenejle HHEMM JIeKapCTBEeHHBMN cpelcTeBaMu, TaKUMU Kak
HeVPOJIeNITUKHA, HallpuMep, BJIOKUpYyRLIME PEeLelTOPH OOIIaMUHOBHX
PELelTOpPOB, KOTOPHE MCIOJbL3YRTCA IJA JIeUeHUd J[ICUXMATPUUECKUX
COCTOSHUM, ¥ TaKuMM JI€EKapCTBEeHHEIMM CpPelcTBaMM, KaK HallpuMep,
MEeTOKJIOIIpaMnI, KOTOPHE  MCIOJb3YITCA  OJ4 JI€UeHMA  Pa3JIMUHEX
KEJIYOOUHO—KMUIIEUHEX pPacCCTPOMCTB. OTMM IIalMeHTaM OKa3HBaJM IIOMOIb
B OCHOBHOM IICUXMATPH U HEBPOJIOTM IOBUTATEJILHOT'O pacCcTpOoMCTBa, U
HeT HMKaKMX OIOOpeHHHX FDA cHoco®oB JiedueHMS IIO3OHEN IOUCKUHE3UN.

Taxxe B CoenuHeHHHX [ITaTax nOpuMepHo 100000 meTel MMeOT THUKU
(laToJIoOTUYEeCKUE HeIIpOU3BOJILHEE OBUWXEHN A VI BOKaJIMU3aLUuu) ,
CBA3aHHBEe C CcHHOpoMOoM TypeTTa, OpUUeM, IO OleHKaM, 27% OTHOCATCH
K KaTeropMM YyMEePeHHEX U TSIXeJIHX. I[IMKOBas TSIXKeCThb pacCTpPOoOMCTEBRa
OPUXOOUTCSA Ha BO3pacT IIPUMMEPHO 12 JleT, IOIPpM 2TOM, IIO OLIEHKaM, OT
13% mo 22% B3aTPOHYTHX IeTel OPOIOOJIKAT IIPMHMMATEL JieKapCTBEHHHEe
CpeICTBa IJiS TUKOB, CTaB B3pPOCJEMU. B TeueHme ©OoJjiee uem 30 JeT
HECKOJIBKO HOBHX IIpellapaTOBR OvUIM BBEeIEHHE IJid JieueHUsa TUKa,
CBS3aHHOTO C CHHIOIpoMoM TypeTTa; HealeKBaTHOCTM MOI'YT  OHTBH
UOSHTUOUUIMPOBAHH B CJydae IOBYX YTBEPXIEHHHX HeWPOJIEIITUKOB U
OOHOM HeIaBHO ONODPEHHOM aHTal'OHUMCTe [»OollaMMHa. HalpuMmep, BTU
CIIOCOOH JieUueHMA BKJIOUAT, I[IOMMMO OPYIMX HeXeJlaTeJIbHEX SABJIEHUN,
PUCK BO3HUKHOBEHUS IIOCTOSHHEX HEBPOJOIMUYECKUX HOeduUUTOB, TaKUxX

Kak IIO3IDHAA IOVMCKMHEe3MA.

COOTBETCTBEHHO, oCcCTaeTc4d HOTpeéHOCTB B YIIYYIIe HHBIX
KOMIIO3MIIMAX, cXeMaXx OJO3SMPOBaAHMA n criocobax JIEeUeHNA
IaToJIOTMUEeCKOM MBIIeUHOM AKTMBHOCTV, IaToJIOTMUeCcKOM

HeNpOM3BOJILHOM OBUTATEJILHOVM aKTMBHOCTM U OPYTMX CBSA3aHHHX C 3TUM
pPacCcTpoOMCTE.

KPATKOE OIIMCAHUE UEPTEXEN

OUI'. 1 Z»DeMOHCTPpMPYeT WM3MeHEeHMe CpelHeIl'o Iokas3aTeJid XOopewu,

HabJogaeMoy Yy IHalMeHTOB, OIPUMHMMaKMUX JMbo ImeyTeTpabeHa3mMH, JUOO



mnane®o M3 uccyaenoraHusa First-HD.

OUI'. 2 IpeXCTaBJIgeT CpelHee U3MeHeHNVe OT MCXOIHOT'O YPOBHHA
npu HapyleHUax TJIOTaHUAa OTHOCUTEJILHO BpeMeHM o4
DeyTeTpabeHasMHa M I[Jlauebo (KakK OolpenejyleHO B OIPOCHMKE), UTO
OEMOHCTPUPYET SHAUUTEJIBHOE YIIydleHue TJIOTaHUA npu JIeueHUn
neyreTpabeHas3MHOM.

OUI'. 3 HpenCTaBJAEeT CpelHee M3MeHeHMe OT MCXOIOHOT'O YPOBHA B
Macce Tejla (KI') C TeueHMeM BpeMeHM OJja OeyTerpabeHasMHa U
maued®o M3 uccyaenoeraHus First-HD.

OUI'. 4 IeMOHCTPUMPYET CPelHMM I[oKaszaTeJlb ofmero IIOBeOeHUS
(A), TperoIM (B) ¥ KOMIYJBCHMBHOTO IoBemeHMsa (C) 1mjid OOBEKTOB,
IIOOBEPTHYTHX JIeEUEHUID OeyTeTpa®eHa3MHOM, I[IO CpPaBHEHUI C TIpyIlIon
mnanebo, M3 uccaenoBaHusa First-HD.

OUI'. 5 HEeMOHCTPHUpPYEeT U3MeHeHMe CpelHeI'O IIloKaszaTelld Xopeu,
HaoJmwnaeMoe y  IalMeHTOB, [lepeBeeHHEIX C TeTpabeHa3MHa Ha
oeyTeTpabeHas3MH, U CpeIHeM CYTOUYHOM IHO3H TeTpabeHas3uHa WK
oeyTeTpabeHasMHa, COOTBETCTBYKIEN OLEHKe XOPeu, U3 MCCIeldOoBaHUsd
ARC-HD. Ha o¢urype 3Be3O0OUKa (*) Ha 8- HepmeJle YyKa3HBaeT
p=0,0252.

OUI'. 6 IHOeMOHCTPpUMPYeT WM3MEeHEHMEe CpelHero ofmero Iroka3aTelid
IBUTATeJIbHOM aKTMBHOCTHM, HablomaeMoV Yy IMallMeHTOB, IIepeBeleHHEX C
TeTpabeHasMHa Ha »OeyTeTpabeHa3MH M3 uccijaenoBaHmsa ARC-HD.

OUI'. 7 mpeXCTaBJISeT CpelHee MU3MEHEeHMe OT MCXOIHOT'O YPOBHSHA
npmn Hapylle HUMn TJIOTaHUA c TeueHeM  BPEeMeHUu VY NalyeHTOR,
[lepeBelleHHEX C TeTpabeHas3MHa Ha OeyTeTOeHa3MH (Kak OlIpenelIeHO
OIIPOCHUKOM) M3 wuccjgenoraHmsa ARC-HD, »OeMOHCTPUPYS TeHIOeHUIVKD K
VIIYUIIEHUID IJIOTAaHMA [IPU JIEUEeHUM OeyTeTpabeHasMHOM.

OUI'. 8 OeMOHCTPpUPpYeT HeMaCKMPOBaHHEE HOOJITOCPOYHEE [aHHHE VY
DaluMeHTOR C IO3OHEeM IUMCKMHesMeM KaK IIpPOolleHT OT O0OBeKTOB,
IIOOBEPTHYTHX JIEUEHNID, Y KOTOPHBX VYJYUIMIIOCE COCTOAHME WM OUEHb
CUJIBHO YJYUNMJIOCE COCTOSHME II0 ceMMOaJIIBbHOM mkaje JIMKepTa OlleHKU
NalyMeHToM OOfero BIedYaTJIEHMI O OMHaAMMKE COOCTBEHHOT'O COCTOAHUA
(PGIC) m ofmero KJIMHMUEeCKOTO BIeuaTJeHusa (CGIC).

OUI'. 9 IeMOHCTpUPYeT CpellHee M3MEeHeHMe KOJIMYeCTBa MOTOPHHX,
BOKaJILHHX U KOMOMHUPOBAHHHX CYMMAapHHEX IIoKa3aTejleM Yy OOLeKTOB,

nsydyaeMoe B IIMJIIOTHOM MCCJIJIEOOBAHMM CHMHIPOMAa TypeTTa, OT MCXOOHOTO



YPOBHA OO KOHIlA JIleueHMHA Ha 8-¥ HeIeJle M BHMHBaHMA Ha 9-U HeIeJle.
BepxHag  JmHUA (TPeyT'OJILHUKU) OpelcTaBJIgeT CcoOoM IoKaszaTeJb
BOKaJILHOTO THMKa,; CpelHSd JMHUA OpelcTaBligeT coboM TIoKa3aTelb
OBUITATEeJIEHOTO TMKa (KBaIpaTH) , a HVKHA A JIMHU A (poMOHI)
OpeIcTaBJIgeT OOmMMM IIOoKa3aTeJlb THUKa (KOMOMHMPOBAHHEI MOTOPHENM U
BOKaJILHHM) . JledueHre meyTeTpab®eHal3MHOM IIOHMWXKAJIO (yJIydmaJo) Kak
MOTOPHEIE, TaK M BOKAaJIbHHE TUKMU.

OUTI". 10 OeMOHCTpHUpyeT M3MEeHeHNe ofdmero KJIMHUYECKOT'O
BIleUaTJIEHMA IIallMeHTa CHMHIOpOMOM TypeTTa Yy I[NallMeEHTOR, JIEUMBIMXCS B
DKCIIEPUMEHTAJIBHOM MCCJIeOOBaHUM CUHIpoMa TypeTTa, OT MCXOIOHOTO
YPOBHHA oo 8-1 HeneJu; yIlydlieHue U3MepSAeTCsd YMEHBIIEHVEM
nokasareynda TS-CGI.

oUT. 11 OEMOHCTPUPYET oBmee BlIeUaTJIEHME nauyveHTa c
CUHIOPOMOM TyppeTa 00 V3MEHEHUAX N OBBEKTOBR B IMIJIOTHOM
MCCJIENOBaHUM CHHIOpoMa TyppeTa, Ha 8 HemeJle; YyJydlleHMe WU3MEpPSaeTCcHd
[IOJIOXKUTEJILHEIM yBeJIMUeHMeM Ioka3aTensa TS-PGIC, 1rnme, Hamopumep, 1
YKasHBaeT MMHMMaJIbHOE YJydlleHMe; 2, CWUJIbHOe VYJydlleHue,; u 3,
OUeHb CHWJIbHOE YJIYUIleHNe.

[lompoBHOe OnmcaHue Mz300peTeHUd

B @ODaHHOM IOOKYMEeHTe PacCKpPHT CI0OC00 JeueHMS [IaTOoJIOTUUeCKUX
HEeIpPOMU3BOJILHHX OBMXEHUM Yy oOBeKTa, BKJIIOUAIIMININ

a) BBeIOeHUe 0BBEKTY HavyaJIbHOTO CYTOUYHOTO KOJIMUeCTBa
nenTepuUii-3aMelleHHOTO TeTpadeHasMHa, BKJOUAKIEI'0 II0 MeHbllel Mepe
IPMMEPHO 6 MI' B CYTKWU;

b) omnpeneyieHuMe uUepe3s IIPMMEPHO OOHY HEeOeJIlo CTelleHM KOHTPOJIA
IaToJIOTUUECKMX HENIPOM3BOJIbHEIX OBIMXEHUM, OOCTHUTaeMoMn c
VCIIOJIE30BaHMEM HaudaJIbHOTO CYTOUYHOTO KOJIMUECTBa, WM OIpelelJleHNre
[IEPEHOCUMOCTM HadaJIbHOT'O CYTOUHOTO KOJMUEeCTBAa;

c) yBeJIMUueHre CYTOUHOTO KOJIMUeCcTBa OelTepul-—3aMelleHHOTO
TeTpadeHasMHa Ha 6 MM 0OoJilee MI/CYTKM OO IHOCJEeOy meTro CYyTOUHOTO
KOJIMYeCTBa, ECJIM CTelleHb KOHTPOJIA IIaTOJOTMUECKUX HEMNPOU3BOJIbHEX
IOIBMXEeHUM HealeKBaTHa, a HauvaJlbHOe CYTOUHOEe KOJMUECTBO SABJISETCH
[IEPEHOCHMEIM;

d) Heobsg3aTelIbHO, IIOBTOpPeHMe cTamguk b) M C) OO Tex Iop,
[IoOKa CTelleHb KOHTPOJA [IAaTOJOTMUEeCKUX HEelIPOM3BOJILHEX IBMWXKEHUN He

CTaHeT a,HeKBaTHOIZ, n CYyTOUWHOEe KOJIMYeCTEBO HeﬁTepMﬁ—BaMeﬂleHHOI‘O



TeTpabeHas3MHa ABJSETCSA TIE€PEeHOCUMEBEIM; U

e) ecmn Kakoe-Jmnbo mocJenyKiee KOJIMYECTBO ABJISETCSH
HEIEPEHOCHUMEIM, YMEHBIIEHME CYTOUYHOT'O KOJIMUeCTBa BHM3 Ha 6 M 0OoJee
MT/CYTKM OO MHOCJeIyileld CYTOUHOTO KOJMUeCTBa.

Takxe pacCKpPHT CIOCOO JIeUeHMSI I[IaTOJIOTUMUECKUX HEMNPOU3BOJIbHEX
OBMXKEeHUM y 0OO0OBeKTa, BKJIOUAIMNIN :

a) BBEeIeHUe OBBEKTY HavyaJIbHOT'O CYTOUHOTO KOJIMYECTBA
neyTeTpabeHasrHa, COCTAaBJAKMETO II0 MeHBIIEM Mepe IIPVMMEepHO 6 MI' B
CYTKH;

b) omnpenesyieHne uUYepes IIPMMEPHO OIOHY HeOeJIld CTelleHM KOHTPOJIA
IaToJIOTHUYECKUX HeIpOoU3BOJIbLHEX OBWXEHUM, OOCTUTHYTOTO c
MCIIOJIE30BaHMEM HauvaJIbHOTO CYTOUHOT'O KOJIMUeCcTBa, M IIepPeHOCHMOCTH
HavaJIbHOTO CYTOUHOI'O KOJIMUeCTBa;

C) TIOBHIIEHME CYTOUHOT'O KOJMUYECTRBa JHOeyTeTpabeHa3MHa Ha 6
MI'/ CYTKH oo [IOCJIeoyKnIero CYTOUYHOTO KOJIMYeCTBa, ecim
[IaToJIOTUUEeCKUeE HeIIpPOU3BOJILHEE OBMXEHU S He YMeHBIIalnTCH, a
HauvaJlbHOEe CYTOUHOE KOJIMUEeCTBO ABJIAETCHA [IepPeHOCHUMEM;

d) depes IMOIpMMEPHO OOHY HemeJw, Heobd3aTesJIbHO, IIOBTOPEeHNe
cramuy b) M C) OpM YCJIOBUM, UTO IIATOJIOTMUECKME HelPOU3BOJILHEE
OBVKEeHMS yYMEeHBIalTCsa M CYTOUHOEe KOJMUeCTBO »HeyTeTpabeHas3MHa
ABJISETCA INEePEeHOCUMBIM; U

e) ecJu Kakoe-Jmubo mocJjenymoiee KOJINUECTBO He fyneT
[IepPeHOCHMEM, YMeHbIIeHMe CYTOUHOT'O KOJMUeCTBa II0 MeHbIleM Mepe Ha
6 MI'/CYTKM OO IOoCJedylllelo CYTOUHOTO KOJIMUeCcTBa.

B HEeKOTOPEIX BOILJIOIEHU AX IaToJIOTUUYECKUE HEMPOU3BOJIbHHE
OBWXEHMS BEI3BAHH OBUTATEJILHEIM PacCTPOMCTBOM.

B HEeKOTOPHX BOILJIOMEHMAX OBUTATeJIbHOEe PacCCTPOMCTBO BHOPAaHO
M3 axKaTu3uMY, akKuHe3UM, aTakCcuy, aTeTo3a, O0ajliM3Ma, OpaluMKMHE3UU,
lepebpalJlbHOTO IapaJinida, XOopeun, KOopTHkOOa3aJIbHOM  IeTeHepaluwu,
OVICKVHEe3UM (HanpuMep, IapoKCU3MaJILHOM) , OV CTOHUMU (oBmern,
cerMeHTHOM WM  (QOKaJLHOM) , BKIIOUad OJjedpapocnasm, TrpadpocnasMm
(OMCcTOHUSA KOHeuHoCTeN) , TOPTaHHYD OV CTOHU (CcmacTUUecKyo
IMCOOHMK) ¥ OPOMaHIMOYJIAPHYKR IOUCTOHMK, SCCEHIMaJILHOTO TpeMopa,
T'eHMOCTIIazMa, HacJeICTBeHHOM ClacTUMUYeCcKOM MHapalljlel'uu, ©oJIe3HU
XaHTHMHITTOHA, MHOXECTBEeHHOM CUCTEMHOM  aTpodum (cuumopoMm IMag-

IOpenmxepa) , MUOKJIOHWUM, BoJIe3HU [IapKMHCOHA, JieBomoIia-—



VHOYLUIMPOBAHHOW IUCKMHes3suM Ipu 0o0JesHM [lapKMHCOHAa, IapKMHCOHMS3MA,
IpOTpPecCHUpyRmMero CyNpaHyKJIeapHOTO Iapajinda, CHUHIpOMa OeCIOKOMHEX
HOT, CUMHIpOMAa PerTa, CcriacTUUeCcKoOu KPMBOIIEN (LepBUKaJbHa A
OVCTOHUA), TIOCTUHCYJIBTHOM CHAaCTUUHOCTM, lLepedpalbHOTO IIapajuua,
paccedHHOTO CKJIepo3a, IIOBpeXIeHUs CIMHHOTO WM IT'OJIOBHOI'O MO3Ia,
CTepeoTUIIHOTO IBUTATEeJbHOTO pPacCTpOMCTRBAa, CTEPEeOTUIINH, Xopen
CuneHIT'aMma, CUHKMHE3UM, TIIO3IOHeV »OUCKMHe3sUM, IUCTOHUMU, TUKOB,
cuHmpoMa TypeTTa M O0Jie3HM BHIIbLCOHA.

B HEKOTOPEHIX BOILJIOWEHU AX OBUTATeJIbHOE PacCcTpoOMCTBO
IpeIcTaBJIgeT COOOM IUIEPKUMHETUUECKOe HOBUTATEJIbHOE PacCTPOMCTBO.

B HEKOTOPEHIX BOILJIOWEHU AX naToJIOTUUYEeCKMeE HENPOU3BOJILHHE
OBVKEeHMSA BHOPAaHE U3 XOpeM, akaTusuu, IUCKUHE3UM, TpeMopa M THKa.

B HEKOTOPEHIX BOILJIOWEHU AX naToJIoOTUuUYeCcKMe HENIPOU3BOJILHHE
OBVXEHUA IIpelCcTaBJIgT cofoM xopeon. B  HEKOTOPHX  BOILJIOMEHMAX
naToJioTHUUeCcKre HEeNPOM3BOJIbLHEE IBMXEHUS IIPelCcTaBJIST co0oM XOopel,
CBA3aHHYI C 0OoJile3HBK XAaHTHMHITOHA. B HEKOTOPHX  BOILJIOWEHUAX
IaToJIOTHMUEeCK e HEeNPOM3BOJILHEE OBWXEHMS IIpedCcTaBJIST cobol Tuk. B
HEKOTOPHX  BOIJICHMEHMAX IIAaTOJIOTMUECKME  HENPOU3BOJIBHHE  OBWMKEHUSA
ABJIAKTCS THMKOM, CBSA3aHHEM C CHMHOpOMOM TypeTTa.

B HEKOTOPHX BOILJIOHMEHMAIX IOBUTATEJIbHOE PacCCTPOMCTBO BHOMPAIT
n3 BoJyie3HM XaHTUHITOHAa, IIO3OHEM IUCKUMHEe3UM, THUKOB, CBISAHHHX C
cuHmopoMoM TypeTTa, OUCTOHUM M JIeBOOONA-MHOYUMPOBAHHOM OMUCKMUHE3UU
BoJsie3HM [lapKMHCOHA .

B HEeKOTOPHX BOILJIOHMEHMAX OBUTATEJIbHOEe PacCCTPOMCTBO BHOPAHO
n3 6oJie3HM XAaHTMHITOHAa, IIO3OHEM IMCKUMHE3VM M CcHMHOIpoMa TypeTTa.

B HEKOTOPHIX BOILJIOMEHU AX OBUTaTeJIbHOE PacCcTpoOMCTBO
opencraBygeT coboy BoJjie3Hb XaHTUMHITOHA.

B HEKOTOPHIX BOILJIOMEHU AX OBUTATeJIbHOE PacCcTpoOMCTBO
npeIcTaBJIgeT CoOOM Xopek, CRBA3aHHYK C 0oJle3HbI XaHTHMHITOHA.

B HEKOTOPHIX BOILJIOMEHU AX OTCYTCTBUE CHWXEHU S VI
IPMOCTAaHOBKMU npreMa HayaJlbHOTO WY [OCJIeOYyKRIeTO CYTOUYHOT'O
KOJIMYEeCTBE VYKal3HBakT Ha TO, UYTO CYTOUHOE KOJMUECTBO HBJIAETCH
[IEPEHOCHMEIM. B HEKOTOPHX BOILJIOMEHMAX I[I€PEHOCUMOCTE OIIpelelIgseTCsH
IIyTeM OlLEeHKM OIOHOTO MJIM HEeCKOJBbKUMX M3 uUMcija YPOBHEN Ielpeccuu,
TPeBOIH, e CCOHHUIIH, COHJIMBOCTH, YyCTaJIOCTH, TOJIOBOKPYXEHUS,

BecrokoMCcTBa, BO3OBYXKIEHMS, PaABIPaAXMTEJLHOCTM, aKaTU3UM, I[I03OHEN



OVUCKVHEe3UM, TJIOTaHu4g, [IapKMHCOHM3MaA, PBOTEL U TOWHOTEL. B
HEeKOTOPHX  BOIUJIOMEHMSAX OO3a He  ABJISAeTCSa  II€PeHOCUMOMU, eCcJm
IIPOMUCXOOUT OHOHO WJIM HECKOJIBKO M3 BHIIEIIEPEUMCIIEHHOTO. B HeKOTOPHX
BOIUICWEHMAX [O3a He IIePeHOCUTCS, eCJM BO3HUKAKT COHJIMBOCTL WU
TOJIOBOKPYXEHME .

B HEeKOTOPHX BOIUJICHMEHUAX »NelTepUul-3aMelleHHE) TeTpabeHa3MH
nopeIXcTaBJigeT coboM neyTeTpabeHasMH. B HEeKOTOPHX  BOILJIOMEHMAX
DeyTeTpabeHasuH IpencraBJigeT cobon TLJII0C M30MEPHYIO bopmy
DeyTeTpabeHasrHa. B HEKOTOPEX BOIUJIOWEHMAX ILJIOC M30MepHad dopMa
neyTeTpabeHasuHa OpelcTaBJgeT coboM ajibba-M30Mep. B HeKOTOPHX
BOIUJIOWEHUAX MUHITUOUTOPp VMAT2 nOpencrTabjigeT CcoOO0M ILJIIOC M30MEPHYIO
bopMy TeTpabeHasMHa. B HEKOTOPHX BOIJIOMEHMAX ILJIOC M30MepHAad
bopma TerTpabeHa3MHa IIpencTaBJisgeT cobo¥ allbda-mU30oMep.

B  HEeKOTOpPHX  BOIUIOMEHMAX  HauvaJlbHOE CYTOUHOE  KOJMUUECTBO
neyTeTpabeHasrHa COCTaBJigeT oT OpuMepHo 30% mo npuMepHo 70%
CYIECTBYKIETO O0mero CYTOUYHOTO KOJMUYeCTBa TeTpabeHasMHa, KOTOpoOe
obecrneunBaeT aIeKBaTHEM KOHTPOJIb Han [IaToJIOTUYECKUM
HEIPOU3BOJIEHEM IOBWXeHMeM. B  HEKOTOPEX BOIUIOWEHMAX  HadaJlbHOe
CYTOUYHOE KOJIMUEeCTBO HeyTeTpabeHasMHa COCTaBJIgeT OT IpuMepHO 40%
oo IHOpuMepHo 60% cymecTBypmero ofmero CyYyTOUYHOT'O  KOJMYeCTBa
TerpabeHas3MHa, uTo obecrneumBaeT aleKBaTHHM KOHTPOJIb Han
[IaTOJIOTMUYECKMM HEIIPOM3BOJIBHEIM OBMXEHMEM. B HEKOTOPHX BOILJIOWEHMAX
HauvaJIbHOe CYTOUYHOe KOJIMUeCTBO HeyTeTpabeHa3MHa COCTaBJIgeT OT
npuMepHo 45% mo 55% oT cymecTByomero ofmero CYTOUWHOI'O KOJMUeCcTBa
TeTpabeHasnHa, KOoTOopoe obecrieunBaeT ameKBaTHHMN KOHTPOJIb
IaTOJIOTUUECKUX HEeIPOMU3BOJLHHX IBWKEeHUNM. B HEKOTOPHX BOILJIOMEHUAX
HauvaJIbHOe CYyTOUYHOe KOJIMUeCTBO HeyTeTpabeHa3MHa COCTaBJIgeT OT
npuMepHo 30% pmo npmuMepHO 50% 0T CymecTBYyKRILEeIo oOO0Mel'0 CYyTOUHOI'O
KOJIMYeCTBa TeTpabeHa3MHa, KOTOpoOe obecrnieunBaeT aleKBaTHHMN
KOHTPOJIE 3a [NaTOJIOTMUYECKVMM HEelIPOM3BOJIBHEIMY OBVKEHUSAMIA .

B HEKOTOPHIX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTRBO
neyTeTpaBeHasVHa BBOOAT B OIHOWM I03e MJIM OBYX HOO3ax.

B HeKOTOpPHX BOIUIOMEHMAX  HadaJIbHOE  CYTOUHOEe  KOJMYECTBO
DeyTeTpabeHasrHa BHOMpawT W3 IIPMMEPHO 6 MI', IIpMMEpHO 12 wMT,
OpuMepHO 18 M, npuMepHo 24 MI', OpuMepHO 30 MI', IOpPMMEPHO 36 MT,

opuMepHoO 42 Mr, npuMepHo 48 MI', OpuMepHO 54 Mr, npmuMmepHo 60 wMT,
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IPUMEPHO 66 MI', I[IPpMMEpPHO 72 MI' U IIpMMepHO 78 MI'. B HeKOTOPHX
BOILJICIEHNAX HauaJlbHOe CYTOUHOE KOJIMYECTBO neyTeTpabeHasuHa
BHOUpPAT W3 IPUMEPHO 6 MI', IIpMMepHO 12 MI', IOIpMMepHO 18 wMr,
opuMepHo 24 Mr, npuMepHo 30 MI', IPpMMEPHO 36 MI', IPpUMepHO 42 MI' U
IpUMepHO 48 MI.

B HeKOTOpPHX BOIUJIOMEHMAX  HauvaJlbHOE CYTOUHOEe  KOJMUUYECTBO
neyTeTpabeHasyHa BBOOAT B OBYX IOO3axX, COCTOANMX M3 II€PBOM HOO3H U
BTOPOM HOO3H.

B HEeKOTOPHX BOILJIOWEHMAX :

lepBad OO3a COCTaBJgeT IIPMMEPHO 6 MI', a BTOopad »Oo3a
CoCTaBJIgeT IIPMMEPHO 6 MI';

IepBad noO3a COCTaBJgeT IIpuMMepHO 9 M, a BTOpad no3a
COCTaBJIAeT IIPUMEPHO 9 MT;

IlepBasd HoO3a COCTaBJAeT OpuMepHO 12 wMr, a BTopas Io3a
COCTaBJIAET IIPMMEPHO 12 MT';

IlepBafd Ho3a COCTaBJdgeT OpuMepHOo 15 wMr, a BTopas Losa
COCTaBJIAET IIPMMEepHO 15 MT;

nepBas QOo3a CcOoCTaBJIgeT IIpuMMepHO 18 wMI', a BTopas Io3a
cocTaBJIgeT IIpMMepHO 18 MI;

nepBad Io03a COCTaBRJAeT IIpuMMepHOo 21 MI', a BTopasd Io3a
cocTaBJgeT IpuMepHO 21 MI;

nepBad Io3a COCTaBRJAeT IIpuMepHO 24 MI', a BTopasd IOo3a
cocTaBJigeT IIpUMMepHO 24 MI';

IepBad Io03a COCTaBRJLeT IIpMMepHO 27 MI', a BTopasd »no3a
cocTaBJigeT IIPUMMEPHO 27 MI';

lepBad Oo3a CcocTabBJsgeT HOpuMepHo 30 M, a BTopasd »Oo3a
cocrTaBJjgeT IpuMepHO 30 MI';

lepBafd Lo3a COCTaBJAeT IIpMMepHO 33 MI', a BTopasd »o3a
cocTaBJigeT IIPMMEPHO 33 MI';

lepBafd Lo3a COCTaBJLeT IIpPUMMEepHO 36 MI', a BTopad »o3a
cocTaBJigeT IIPMMEPHO 36 MI'; U

lepBad Lo3a COCTaBJLeT IIpuUMepHO 39 M, a BTopad »no3a
cocTaBJigeT IIpMMepHO 39 Mr.

B HEeKOTOPHX BOILJIOWEHMAX :

lepBad ToO3a COCTaBJgeT IIpMMEpPHO 6 MI', a BTopas »no3a

COCTaBJIAET MPUMEPHO 6 MT';
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lepBad ToO3a CoCTaBJgeT IIpuMepHo 9 M, a BTOpas »no3a
cocTaBJigeT IIPMMepHO 9 MI;

lepBad Lo3a COCTaBJgeT IIpMMepHO 12 MI', a BTopad »Oo3a
cocTaBJigeT IIpMMepHO 12 MI;

lepBad Lo3a COCTaBJAeT IIpMMepHO 15 M, a BTopad »Oo3a
cocTaBJyidgeT IIpMMepHO 15 Mr;

lepBadg Lo3a COCTaBJAgeT IIpMMepHO 18 M, a BToOpad no3a
cocTaBJidgeT IIpMMepHO 18 Mr;

lepBadg OoO3a COCTaBJAeT IIpuUMepHO 21 M, a BTopad no3a
cocTaBJIigeT IpMMepHO 21 MI'; u

lepBad Lo3a COCTaBJAgeT IIpuMepHO 24 M, a BTopad Inos3a
COoCTaBJIgeT IIpMMepHO 24 MI.

B HEKOTOPEIX BOIJIOEHM AX CYTOUHOEe KOJIMYECTBO
neyTeTpabeHasuHa COCTaBJIAeT OT IIPUMEPHO 6 OO IIpuMepHO 78 MI'. B
HEKOTOPHX  BOIUJIOWEHMAX  CYTOYHOI'O  KOJUUEeCTBa HOeyTeTpabeHas3MHa
BEHIOMPAT M3 IPUMEPHO 6 MI', IOIpuMepHo 12 w™Mr, nopuMepHo 18 wr,
npuMepHo 24 wMr, npuMepHo 30 MI', OpMMepHO 36 MI', OpMMepHO 42 MT,
npruMepHo 48 wMr, nopuMepHo 54 wMr, nOpuMepHo 60 MI', OPMMEPHO 66 MT,
OpUMEPHO 72 MI' M IHOPUMMEPHO 78 MI'. B HEKOTOPHX BOILJIOWEHMAX
CYTOUYHOE KOJMUECTEBO JIeyTeTpabeHa3MHa BHOUpaT U3 IIPMMEpPHO 6 MI,
OpuMepHO 12 Mr, nOpuMepHo 18 wMr, npuMepHo 24 Mr, npmuMmepHo 30 wMr,
OpUMEPHO 36 MI', HpMMepHO 42 MI' ¥ HOpuMepHO 48 Mr.

B  HeKOTOpPHX BOIUIOIMEHMAX CyTOUHOE  KOJIMUEeCTBO  BBOOMMOTO
DeyTeTpabeHasMHa COCTAaBJISET MeHee UYeM WM pPaBHO IIpuUMepHO 48 M
WM MeHee 4YeM WM pPaBHO [IPUMEPHO 36 MI' OJjigd oOBeKTa, OIHOBPEMEHHO
noJiydyamomero CUJBHHEYM MHIUOUTOPp CYP2D6. B HEKOTOPHX BOILJIOMEHUAX
CWJIL HEI VHTUOUTOP CYP2D6 BEIOMpPAT nu3 ynciia dIIYOKCEeTHHA,
IapokceTuHa, OyINpOIlMOHa, XUHMIOVHAa, LUMHAaKajbleTa UM pUTOHaBMpa. B
HEKOTOPHX BOIJIOUEHUAX CUJILHEM MHTMOMTOp CYP2D6 BHOMpaT M3 UYUCIA
[IapoKCceTUHa, QIyoKCeTHMHa M OYyIpOIIMOHA.

B HEKOTOPEX BOIUICWEHUAX CTelleHb KOHTPOJS XOpeHr YyJydllaeTcHd,
YTO IIOKa3aHO CHIWKEeHMeM II0 MeHbmeM Mepe Ha 0,5 OyHKTOR IIO mKajJe
ofmel MakKcuUMaJIbHOM xopeu (TMC). B HEKOTOPHX BOIJIOMEHUAX CHMKeHUE
no mkaJe TMC cocTaBJIAeT II0 MeHblleV Mepe 1 HOYyHKT. B HeKOTOPHX
BOILJIOMEHUAX CHMWXeHMe I10 mKajie TMC cocTaBJISeT IO MeHbmel Mepe 1,5

NyHKTa. B HeKOTOPEX BOIJIOMEHMAX CHMXeHINMe IIO IIKalJle TMC cocTaBJdeT
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10 MeHBIeW Mepe 2 IIyHKTa. B HEeKOTOPHX BOIUIOMEHMSAX CHWKEHME II0
mxaje TMC cocTaBJfgeT IO MeHbIey Mepe 2,5 OyHKTa. B HeKOTOPHX
BOIUICHMEHUAX YJIyUlleHMe MIPpeAdCTaBJISeT CcoOo¥ yJydlleHMe IO OTHOUEHUO
K VYPOBHIKD «UCXOIOHOTO» IokKaszaTeyia TMC [o JiedeHUdA, COCTaBJAKIEe II0
MeHbIIeM Mepe 8. B HEeKOTOPHX BOIUJIOUMEHUAX YJIyUlleHUe IMIpenNcTaBJIsgeT
cofoM yJyudlleHMe II0 OTHOIMEHMI K YPOBH «MUCXOOHOTO» IMoKaszaTeynsa TMC
0O JleueHud, cocTaBJidmee IO MeHbmem Mepe 10. B  HEKOTOPHX
BOIUJICHMEHUAX YJIyUlleHMe IIpeAdCTaBJISeT CcoO0O0M yJydlleHMe II0 OTHOUEHUIO
K VYPOBHIKD «UCXOIOHOTO» IokaszaTeyia TMC @[o JiedeHud, COCTaBJAKIEee II0
MeHbIIeM Mepe 12. B HEKOTOPHX BOIUJIOUEHUAX YIIYyUlleHMe IIpenNcTaBJIsgeT
cofOM yJydlleHMe 10 OTHOIEHMI K YPOBHI «UCXOOHOTO» IokKaszaTeysa TMC
0O JedeHMs, COCTaBJjifAnllee II0 MeHbIeM Mepe 12,7. B HeKOTOPHX
BOILJIOWMEHUAX VYIIYUlleHVe I[IpelcTaBiigdeT coOoM yJydlleHMe I10 OTHOMEHU
K VYPOBHIK «MUCXOIOHOTO» IIokaszaTejsyia TMC Q0o JiedeHud, COCTaBJdplee II0
MeHbIIe Mepe 14.

B HeKOTOPHX BOIUJIOWEHUAX XOpes CHWXaeTCsd, I[I0 MeHblel Mepe,
Ha 10%. B HeKOTOPHX BOIJIOWMEHUAX XOpes CHWXaeTCd, IO MeHblleM
Mepe, Ha 15%. B HeKOTOPHX BOIUJIOWEHMAX XOpesd CHWXaeTCsa, IO
MeHbIe Mmepe, Ha 20%.

B HeKOTOPHX BOIUJICWEHMAX OBUTATEJIbHad QYHKUMA YyiydllaeTcda. B
HEKOTOPEIX  BOIUJIOWIEHMAX  OBUT'aTeJIbHasa  OQyHKUMA  yJydllaeTCH, uTo
IoKa3aHo YyMeHbIleHMeM, IO MeHbIeW Mepe, Ha 1 TIOyHKT ofmero
rokasarTessa IBUTATEeJILHOM aKTMBHOCTU (TMS) . B HEeKOTOPHX
BOILJIOMEHUAX CHIMWXEeHMe Iokasz3aTesia TMS cocTaBJISeT IO MeHbIlel Mepe 2
IyHKTAa. B HEKOTOPEIX BOILJIOWEHU AX CHUXEHUe nokasaresnd ™S
COCTAaBJIAET II0 MeHbIle Mepe 3 TIyHKTa. B HeKOTOPHX BOILJIOMEHUAX
CHMXeHMe IokaszaTelda TMS cocCcTaBJgeT II0 MeHblleM Mepe 4 IOyHKTa.

B HEKOTOPEX BOIUJIOWEHMAX OUCTOHMA YyJiydllaeTcd. B HEKOTOPHX
BOILJIOWEHU AX IoXonokKa yJiydmaeTrcd. B HEKOTOPEIX BOILJIOEHU AX
oBJleryaeTCcd I[IOCTypaJibHad HeCTabMIIBHOCTL. B HEKOTOPEX BOILJIOWEHUAX
JIeUueHUe yMeHbllaeT CHMMIITOME NapKMHCOHM3MA.

B HeKOTOPHX BOIUJICWIEHMAX JieUeHMe He YyXyIOlaeT paBHOBecHe. B
HEKOTOPEIX BOIJIOMEHMAX JIEUEeHMEe YyJyullaeT PaBHOBECHE.

B HEKOTOPEIX BOILJIOWEHU AX JieueHMe YIydmaeT pusnUecKoe
GYHKUIMOHUPOBAHKE . B HEKOTOPEIX BOILJIOEHM AX pusnUecKoe

(]_)yHKLU/IOHI/IpOBaHMe oBBeKTa YyJydllaeTcHd, 4TOo HM3IMepAdAeTCAd IIo0 MKaJle
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OILIeHKU PUBUUECKOTO OYHKUIMOHUPOBAHUA SEF-36. B HEKOTOPEIX
BOIUIOWEHUAX (QpU3UUIeCKOoe OQYHKIUMOHVMPOBAaHMEe OOBeKTa YyJydllaeTCsa, UTOo
M3MEPAEeTCHa IO IMKaJle OlleHKUM OQUM3MUeCKOTOo OQYHKIUMOHMpOBaHMA SF-36
OTHOCUTEJILHO MCXOOHOTO YPOBHA. B HEKOTOPEIX BOILJIOUEHMU AX
prsUUIecKoe (QYHKUMOHMPOBaHME OOBEeKTa YyJlydllaeTCsa, UTO U3MepsaeTcd
IO MKaJle OLEeHKM QUB3UUECKOTO OQYHKUMOHMpOBaHMA SF-36, IO CpaBHEHUD
C oOBeKTaMM, He IMIOIOBEePTHYTHMM JIEUSHMUD.

B HeKOTOPHX BOIUJIOIEHMAX OOBEKT UYyBCTBYET CUJILHOE YJIIYUlleHUE
no wmrajie PGIC. B HeKOTOPHX BOIUJIOUWEHMAX OOBEKT UYyBCTBYET OUEHb
CUJIbLHOe VyiyulleHre 110 mkajie PGIC. B HEeKOTOPHX BOIJIOCMEHUAX OOBLEKT
UyBCTBYET CUJIBHOE yJIyuluieHue T10 mrKajie CGIC. B HEKOTOPHX
BOIJIOMEHUAX OOBEKT UYBCTBYET OUEHB CUJIbHOEe VYJIYyUlleHMe I[I0 IIKaJle
CGIC. B HEKOTOPHX BOIUJICUEHMAX OOBEKT UYBCTBYET CWUJIbBHOE YJIydlleHUe
no wmrkajgaM PGIC m CGIC. B HeKOTOPHX BOIUJIOUWEHMAX OOBEKT UYyBCTBYET
OUeHb CUMJIBHOEe YyJlyulleHMe IO mkaJjiaM PGIC m CGIC.

B HeKOTOPHIX BOIUICIIEHMAX JiIeUeHMe yJiydllaeT IJIOTaHUe.

B HeKOTOpPHX BOIUJIOWEHMAX JeUueHMe He BH3HBaeT 3HAUMTEJIBHOTO
yBeJIMUeHU I OeCCOHHUIIH, oenpeccuu, TpeBroOI'™, BO3OYXIEHU,
CYMUMOAJIbHEIX MECJIEM, akKaTu3UM, PpasgpaXxuTeJIbHOCTU WM YCTaJIOCTH.

B HEeKOTOPHX BOILJIOUEHUAX JIeUeHMe He BHS3HBAeT 3HAUUMTEJIbHEBIX
CUMIITOMOB TMapKMHCOHM3Ma WJIM OUucharum.

B HeKOTOPHX BOIUJIOIEHMAX JIeUeHMe 3BHAUMTEeJILHO He YyBeJnuMBaeT
uHTeprall QT. B HeKOTOPHX BOIUJIOWEHUAX JeUueHMe CYIeCTBEeHHO He
n3MeHdeT 3HaueHMe QTcF. B HeKOTOPHX BOIUICIEHMAX MaKCUMaJIbBHOE
yBeJiMueHne QTcF cocTamBjigeT MeHee ueM 5 McC.

Takxe DpedjlaralnTCsa BOIJIONEHMSI, B KOTOPHX JOOOe BOIJICIEHUE,
ONIMCaHHOe BHIIe B abszalax [023] - [054] BHIIE, MOXeT OHTb
obbelIMHeHO C JIOOEM OIHMM WMJIM HECKOJBLKMMM M3 STHUX BOILJIOMEeHMUN,
ecJM KoMOMHAlLMA He ABJIAeTCS B3aMMOMCKJIUawmel. IIpY MCIOJbL30BaHUU
B IOaHHOM JIOKYMEHTe IBa BOILJIOUIEHUS SABJIAITCH «B3aVMMOMCKJIIOYAIIMIAY,
KoT'Da OIOHO OollpenejideTCcd Kak HeuTO, KOTOPpOe He MOXeT IlepecekaThbCcAd
c npyruMm. Takxe TIpenycMaTpMBaeTCsda IMIpPUMeHeHMe »OeyTeTpabeHasrHa
OJI JleueHMS [aTOJIOTMUECKUMX HeNpPOU3BOJILHHX IBMXEeHUM VYV o00bLekTa,
KakK VykKasaHO B @»OaHHOM HOOKYMeHTe, WJIM B JoOOM M3 BOILJIOMEHMUN,
YKas3aHHEIX BHIIIE B abzalax [023] - [054] BHIIIE . Takxe

InpenycMaTpmBaeTCA IIPVMMEeHEHVe neyTeTpaGeHaBMHa IIPpM M3TOTOBRJICHNUM
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JIEKapCTBEHHOTO CpencTeBa nJisg JIeueHn s IaToJIOTUUYECKUX
HEeNpPOU3BOJILHHX  IOBWXeHUNM y  oObekTa, KakKk yKaszsaHO B  JIaHHOM
IOOKYMeHTe, WM B JIOOOM M3 BOILJIOMEeHMM, VYKa3aHHHX BHIe B abdszallax
[023] - [054] prme. Takxe IIpelcTaBJIEHa KOMIIO3ULMA, COIepXalas
neyrerpabeHasuH nJis JIeUeHn s aToJIOTUUYECKUX HEeNIPOU3BOJILHEX
OIBMXKEeHUN Yy 00BeKTa, KaK yKasz3aHOo B OaHHOM OOKYMeHTe, WMIM B JoOOM
M3 BOIUJICIMIEHMM, yKal3aHHHX Bbme B a®szauax [023] - [054].

Takxe mpenjlaraeTcsa crocod IepeBona o00BeKTa, [IoJydawrleIlo
CyleCTRBRYyKIEe oOBIee CYTOUHOEe KOJIMUECTBO TeTpabeHas3MHa oJis
KOHTPOJIA [NaTOJIOTMUYECKUX HENPOMSBBOJILHHX OBVXKEHMM, BKJIOUAINN

a) BBeIOeHUe OBBEKTY HadaJIbHOTO CYTOUHOTO KOJIMYeCTBa
oerTepuii3aMeneHHOTO TeTpabeHa3MHa, KOTopoe cocTaBjasgeT oT 30 1o
70% oT cCymecTByKIero o0mero CyTOUHOTO KOJMUeCcTBa TeTpab®eHasuHa U
COCTaBJIAET IO MeHblleM Mepe IMIPYMMEPHO 6 MI' B CYTKHU;

b) O©OZDHOBpeMeHHOe IpeKpalleHMe IpHeMa CyYTOUHOTO KOJIMUecCcTBa
TeTpabeHasuHa;

Cc) Heobsg3aTeJIbHO, UYepes IIPMMEPHO OINHY HeOeJln, OolpelellIeHue
CTelleHu KOHTPOJIA IaToJIOTUUYECKUX HENIPOU3BOJIbHEX OBMXEHUM,
OOCTUTHYTOTO C HauyaJlb HEIM CYTOUHEIM KOJINYECTBOM nemnTepu—
3aMeleHHOTO TeTpabeHasMHa, UM IepPeHOCUMMOCTBb MCXOOHOTO KOJMUUEeCTBAa;

d) HeoBg3aTeJILHO, ecJIM CTelleHb KOHTPOJA [IaTOJIOTMUEeCKUX
HeNIpPOMU3BOJILHHX IBMXEHMM aleKBaTHa C KOHTPOJeM, KoTI'Ia OOBeKT
nojiyyaeT TeTpab®eHa3MH WMJIM HealeKBaTHa, a HadaJlbHOe KOJMUECTBO
ABJIAETCSA II€PEeHOCHUMEIM, YBeJIUUMBAS CYTOUHOE KOJIMUEeCTBO BBepxX Ha 6
n 6oJiee MI/CYTKM OO IOCJedyRIero CYyTOUHOTO KOJIUUeCTBa;

e) Heo043aTeJIbHO, IIOBTOPeHMe cCcTagui c¢) u d) OJo Tex TIop,
[IoKa CTelleHb KOHTPOJA [IAaTOJOIMUECKUX HEelPOM3BOJILHEX IBMXEHUM He
YIIYU4IIUTCA, a HadaJlbHOe KOJIMUEeCTBO OyIeT IepeHOCUMEBM; U

f) HeobOda3aTelIbHO, eCciIM Kakoe-JubOo TIocjenyrilee KOJIUUeCTEBO
ABJISETCH HEIEepPeHOCUMEIM, YMeHBIIeHMe CYTOYHOT'O KOJMUeCTBa Ha 6 WU
foJlee MI'/CYyT OO MOCJelylIelo CYyTOUHOTO KOJUUeCTBAa.

Taxkxe TIIpencTaBJieH crooco® Iepexona ofbwekTa, IoJIyJyammeIro
CyYHmeCTByKIlee CYTOUYHOE KOJMUEeCTBO TeTpabeHasMHa IJIA KOHTPOJSA
IIaTOJIOTUUECKUX  HEelIPOM3BOJILHEIX  IBWXKEeHUN, c TerTpabeHasMHa Ha
neyTeTpad®eHasrH, BKJIOUAINN

a) IIpeKpalieHre IIprMeMa CYTOUHOI'O RKROJIMYeCTBa TeTpa@eHaSMHa;
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b) Ha clenmyommuil IOeHb, BBeIeHMe OOBEKTY HadaJIbHOTO CYTOYHOTO
KOJIMYecTBa JIeyTeTpabeHa3MHa, KOTOpOe COCTaBJISeT OT IIpuMepHo 30%
oo 70% oT CYyLeCTBYKRIEI'O oBmero CYTOUYHOTO KOJIMYEeCTBa
TerpabeHal3MHa M COCTaBJgeT II0 MeHbIlelM Mepe IIpMMepHO 6 MI' B
CYTKU;

C) Uepes IIPMMEPHO OOHY HeIeJID OlpelelJlIeHMe CTelleHM KOHTPOJIA
IIaTOJIOTHUUECKUX HEeIPOM3BOJLHEX OBMXEHUM, OOCTHUIHYTOT'O C HauaJlbHHEM
CYTOUHEM KOJIMUECTBOM oenTepu3aMeneHHOT O TeTpabeHa3MHa n
[IEPEHOCUMOCTE MCXOIOHOT'O KOJIMUECTRBA;

d) €CJIM CTelleHb KOHTPOJIA IIaTOJIOTUMUECKUX  HellpOM3BOJIbLHEX
OBWKEeHUN CpaBHMMAa C KOHTPOJIEM, KoTma OOBEKT nojiydaerT
TeTpabeHas3MH WM HealeKBaTHa, M HadaJlbHOEe KOJIMUEeCTBO HABJISEeTCSH
[IepPEeHOCUMEIM, YBeJIMUeHMe CYTOUHOTO KOJIMUecTBa Ha 6 MI'/CYTKM IO
[IOCJIEeOYKIEe0 CYTOUHOTO KOJIMUecTBa OeyTeTpabOeHasMuHa;

e) depes3 IPMMEPHO OIHY HeIeJln, Heo0A3aTeJIbHO, I[IOBTOPEeHUE
crazumM c) u d) TOpM YCJIOBUM, UTO I[IATOJOIMUECKOE HelpPOM3BOJILHOE
OBVKEeHME YMEHBIlaeTCHd, a KOJUUEeCTBO ABJIAETCH [IEePEHOCHUMEIM; U

f) HeoBa3aTesBHO, eciu JiOOOe IOoCJedylllee KOJUUECTBO He
ABJIAeTCS IIepPeHOCHMMEM, YMeHbIleHMe CYTOUYHOT'O KOJIMYecTBa Ha 6
MI'/CYTKM OO TOCJeOyllero CYTOUHOTO KOJMUEeCTBa.

B HeKOTOPHX  BOIJIOCMEHMSAX  HadaJlbHOe  CYTOUHOe  KOJMUEeCTRBO
oeyTeTpabeHasyHa COCTaBRJIgeT oOT HnpuMepHo 40% npo npuMepHo 60% oOT
CYIIECTBYKRIETO obmero CYTOUHOTO KOJIMYEeCTEBAa TeTpabeHas3MHa u
cocTaBJgeT II0 MeHbllel Mepe IOIPpMMEepHO 6 MI' B CYTKM. B HEKOTOPHX
BOILJIOMEHM AX HauyaJlbHOe CYTOUHOE KOJIMYECTEBO neyTerTpabeHasnHa
cocTaBJageT oOT nOpuMepHo 45% pmo 55% oT cymecTByKmero ofmero
CYTOUHOTO KOJIMUeCTBa TeTpab®eHas3MHa U COCTAaBJISET II0 MeHBIel Mepe
IpMMEpPHO 6 MI' B CYTKM. B HEKOTOPHX BOILUJIOWEHMAX HadaJlbHOE
CYTOUHOe KOJMUEeCTBO HeyTeTpabeHasMHa COCTaBJIAeT OT IpuMepHOo 30%
oo 50% oT CYyIEeCTBYKRIETO oBmero CYTOUYHOT'O KOJIMYEeCTEBAa
TeTpabeHal3MHa M COCTaBJgeT II0 MeHbIlel Mepe IIpMMepHO 6 MI' B
CYTKMH.

B HEKOTOPHX BOILJIOMEHU AX MaToJIOTUUECKOE HEeIIPpOU3BOJIEHOE
OBWXEeHME BEI3BAHO OBUTATEJILHEIM PacCCTPOMCTBOM.

B HeKOTOPHX BOILJIOHMEHMAX OBUTAaTeJIbHOe PacCCTPOMCTBO BHOPAaHO

nus drcila axratTmsmm, akKMHesn1, aTakKCHuu, aTeTrTosa, fajnsMa,



16

BpaIukmHesuy, lLepebpalbHOTO IHapajmuya, xXopeu, KopTukobaszsaJlbHOM
nereHepalliM, IUCKMHe3uM (HaopuMep, [IapoKCU3MaJIbHOM), OUCTOHUU
(oBmen, cerMeHTapHOM MM  QoKaJILHOM) , BKJIIOUA A OJedapocnasm,
rpadpocrazmMa (DVCTOHMIO KOHeUHOoCTeN) , TOpPTaHHOM OMCTOHUMA
(crna3MaTUUecKon omMchoHUM) u OopOoMaHIOINOYJIIPHOM OMCTOHUM,
CYIeCTBEHHHM TpPeMop, TI'eHMOoclasMa, HacJeICTBeHHOM CIHacCTUUeCKOM
naparJjerun, ©6oJie3Hu XaHTUMHI'TOHA, MHOXECTBEHHOM CHUCTEeMHOM aTpodumn
(cuuopomMm Mag-Ipenmxepa), MUOKIJIOHYCa, O0oJesHM [lapKMHCOHa, ©OO0JIe3HU
[TapKMHCOHA, BHI3BAHHOM JIEBOIOIION OVMCKVHE3SUN, [apKMHCOHU3MA,

NPOTPEeCCUPYMEero CYIpaHyKJIeapHOTO IMapajMya, CHHIpoOMa OeCIIOKOMHEIX

HOT, CHMHIOpOMAa PeTrTa, cllacTUUeCKOM KPUBOIIEU (LepBUKaJIbHA A
OMCTOHUA) , CIIaCTUUYHOCTH BCJIeOCTBUE MHCYJILTA, nepedpalIbHOT'O
napajanua, paccesdaHHOTO CKJIepoO3a, YepernHo—-MO3TOBOM TPaBMHI,
HapylleHn s CTEPEOTUNINUECKOTO OBWXKEeHUH, CTepeoTUlINH, xXopeu
CumeHxaMa, CUHKMHESa, no3nHem OVMCKUHE3UN, TUKOB, CHMHIOpOMa

TypeTrTa U 060JIe3HM BuUILCOHA.

B HEKOTOPHIX BOILJIOWEHM IX IBUTaTeJIbHOEe pPaccTpoNCTBO
npelcTaBigeT coBoM TUIEepKMHEeTHUUeCKOoe IBUTlaTeJIbHOe pacCTpPOMCTBO.

B  HEKOTOPHX  BOIUJIOMEHMAX  I[IaTOJIOTMUECKOe  HelPOMU3BOJILHOE
IBMXeHMEe BHOMpaeTCcd U3 Xopewu, akaTUsuyu, IOUCKUHEe3UM, TpeMopa u
TUKA .

B  HEKOTOPHX  BOILJIOMEHMAX  [IaTOJIOTMUECKOe  HellPOMU3BOJILHOE
IBMXeHMe MpencTaBjgeT CcofoiM xopeil. B HEKOTOPHX  BOILJIOMEHMAX
IaToJIOTUUECKOEe HEeNPOM3BOJIbHOE MIBMXEHMEe MIpelCTaBJigdeT cofOoM Xopeo,
CBA3aHHYID C 0o0Jie3HbD XAaHTUMHITOHA. B  HEKOTOPHX  BOIJIOMEHUIX
IaToJIOTUUYEeCKOe HEeIIpOU3BOJILHOE IBVXEeHNe aBJIgeTCH TUKOM. B
HEKOTOPHX  BOIJIOMEHMAX I[IaTOJIOTMUECKOEe HEeNpOM3BOJIbHOE  IBMXEHME
ABJISETCS TUKOM, CBS3aHHEM C CHHIOpoMOM TypeTTa.

B HEeKOTOPHX BOIUIOMEHUSIX IBUTATeJIbHOE PAaCCTPOMCTBO BHOMUPAIT
u3 6oJie3HM XaHTUHITOHA, I[O3OHEW IMCKUHESUM, TUKOB, CBI3AHHHX C
cunmpoMoM TypeTTa, IOUCTOHUM ¥ JIEBOOONA-MHIYLMPOBAHHOM IMCKUHE3UU
GoyiesHn IlapKMHCOHA.

B HEKOTOPHIX BOIJIOMEHMAX IBUTAaTeJIbHOE pPacCTPOMCTBO BHOPAaHO
13 OoJIe3HM XaHTMHTTOHA, [IO3OHEeM OMCKUHE3UM M CHuHOIpoMa TypeTTa.

B HEeKOTOPHIX BOTLJIOMEHU IX IBUTaTeJIbHOe PacCcTpoOMCTBO

opencraByigeT coboy BoJesHb XaHTMHI'TOHA.
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B HEeKOTOPHIX BOIUJIOWEHN AX OBUTATEeJIbHOE PaccTpoOMICTBO
IpencTaBjisgeT CODOM XOpeon, CBA3aHHYlD C O0OO0JIe3HBK XaHTUMHITOHA.

B HEKOTOPEIX BOIUJIOWEHU AX OTCYTCTBUE CHIIKEHU A VI
IPUOCTAHOBKM  [IpMeMa  HadaJIbHOTO  WMJIM  I[IOCJeOyKIeIo CYTOUYHOTO
KOJIMYeCTBa YKa3HBaKT Ha TO, UYTO CYTOUHOE KOJIMUECTBO MABJISAETCH
[IeEPEeHOCHMEIM., B HEKOTOPHX BOIUICWEHUAX [IePeHOCHMOCTE Y OOBeKTa
oIpeneyigeTCsad IIyTeM OLEeHKM OIHOTO MM HECKOJIBKUX YPOBHEM M3 UYHuCia
Oenpeccun, TpPeBOTH, BeCCOHHUIIE, COHJIMBOCTH, yCTaJjloCTH,
TOJIOBOKPYXEHUA, BecrnokoMCTBa, BO3OYyXIOEeHMA, pPa3opaXuTeJIbHOCTH,
akaTusuM, [O3IOHeM OUCKMHEe3UM, IJIOTaHMs, [NapKMHCOHM3Ma, pPBOTH U
TOWHOTE. B HEeKOTOPHX BOIUJIOMEHMAX HO3a He HABJIAeTCA IIepeHOCHUMOM,
ecyiM INPOMCXOOWUT ONOHO WJIM HEeCKOJIbKO M3 BHIIEIEPEeUMCIIEHHOTO. B
HEKOTOPHX  BOIUIOHMEHMSAX  Hgo3a He  ABJISeTcsd  IIepPeHOCHMOM, ecymn
BOBHUKAIT COHJMBOCTE WMJIM T'OJIOBOKPYXeHUE.

B HeKOTOPHX BOIJIOWEHUAX »OelTepul-3aMelleHHHN TeTpabfeHa3UH
npelcTapjdeT coOoM IOeyTeTpabeHas3MH. B HEKOTOPHX BOILJIOMEHMUAX
neyTeTpabeHas3MH ABJIAETCA IUJIOC M30MepHOM OGopMoM IeyTeTpabOeHasMHa.
B HEeKOTOPEHIX BOILJICEHM AX [JI0COBaA M30MepHad dopma
oeyTeTpabeHas3MHa [IpPelCTaBJgeT codol ajlbbda-m3oMep. B HEKOTOPHX
BOILJIOWEHU AX MHIUOUTOP VMAT?2 npencraByigeT cobon [JIIOCOBYIO
M30MePpHY ¢QopMy TeTpabeHa3MHa. B HEKOTOPEX BOIUIOMEHUAX ILJIIOCOBAaA
nsoMepHasa dopmMa TeTpabeHasMHa IpelcTaBJIgeT coboM albda-M30Mep.

B HEKOTOPEIX BOIUJIOIEHU AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHas3MHa BBOLNAT B OIHOM IO3e MJIM IOBYX IO3axX.

B HeKOTOpPHX  BOIUJIOIMEHMAX  HadaJIbHOE CYTOUHOEe  KOJMUYECTEO
DeyTeTpabeHasyHa BHOMpawT W3 IIPMMEpHO 6 MI', IIpMMEpPHO 12 wMT,
OpuMepHO 18 M, nOpuMepHo 24 MI', OpuMepHO 30 MI', IPMUMEpPHO 36 MT,
opuMepHoO 42 Mr, npuMepHo 48 MI, OpuMepHO 54 Mr, npmuMmepHo 60 wMT,
IPUMEPHO 66 MI', I[IPpMMEpPHO 72 MI' UM IIpMMEepHO 78 MI'. B HeKOTOPHX
BOIUJICIEHUAX HayvaJlbHOE CYyTOUYHOE KOJIMYECTBO neyTeTpabeHasuHa
BHOMpPAKT W3 IPUMEPHO 6 MI', IIpMMepHO 12 MI', IOIpMMepHO 18 wMr,
opuMepHoO 24 Mr, npuMepHo 30 MI', IIPpMMEPHO 36 MI', IIpUMepPHO 42 MI' U
npuMepHO 48 MI's. B HEKOTOPHX BOIUICWEHUAX CYTOYHOE KOJIMYECTEBO
DeyTeTpabeHasyHa COCTaBJIgeT OT IIPMMEPHO 6 IO IIpuMepHO 78 MIr'. B
HEeKOTOPHEX  BOIUJIOWEHMAX  CYTOYHOI'O  KOJUUYeCTBa HeyTeTpabeHa3MHa

BHOMpPAT W3 IPUMEPHO 6 MI', IIpMMepHO 12 MI', IOpMMepHO 18 wMr,
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24 wMr, npmMmepHo 30 MI', OPpMMEeEPHO 36 MI', IOpuMepHO 42 wMr,
48 Mr, npumMepHo 54 Mr, nOpuMepHO 60 MI', IpPMMEepHO 66 MI,
72 MI' M OpUMepHO 78 MI'. B HEKOTOPHX BOILJIOWEHMAX
KOJIMYEeCTBO HeyTeTpabeHa3MHa BHOMpaART M3 IIPMMEPHO 6 MI,
12 mr, npuMepHO 18 Mr, npuMmepHo 24 M, HOpuMepHo 30 wMr,
36 MI', OpUMepHO 42 MI' ¥ HOpuUMepHO 48 Mmr.

HEeKOTOPHX  BOIUICIEHMAX  HadaJIbHOEe CYTOUYHOe  KOJIMUeCTBO

COoOCTOAIINMX W3 nepBoﬁ JOS3SE U

BTOPOM HOO3H.

B HeKOTOPEX BOIIJIOCIMEHMAX

IlepBad Ho3a COCTaBJIgeT I[IPMMEPHO 6 MI, BTOpPas Hos3a
cCoCTaBJIgeT IIPMMEPHO 6 MI';

IlepBad Hosa CoOCTaBJgeT IpMMepHO 9 Mr, BTOpasa Hos3a
COCTaBJIAeT IIPUMEPHO 9 MT';

lepBafd DoO3a COCTaBJAeT OpuMepHO 12 wMr, BTOpasg nosa
COCTaBJIAET IIPMMEpPHO 12 MT';

IlepBad HoO3a COCTaBJdeT OIpuMepHO 15 wMmr, BTOpas nosa
cocTaBJgeT INpUMMepHO 15 Mmr;

nepBad Oo03a COCTaBRJAeT IOpMMepHOo 18 wMr, BTOpas nosza
cocTaBJgeT IIpMMepHO 18 MrI;

nepBad Oo03a COCTaBRJSAeT OpuUMepHO 21 wMr, BTOpasa nosa
cocTaBJgeT IpuMepHO 21 MI;

nepBad Oo3a COCTaBRJSAeT IHOpuMepHOo 24 wMr, BTOpasa nosa
cocTaBJigeT IIpUMMepHO 24 MI';

IepBad Oo03a COCTaBJSAeT IIpUMepHO 27 MI, BTOpasa nosa
cocTaBJigeT IIPUMMEPHO 27 MI';

IepBad Oo3a CcoCcTabBJsgeT OpuMepHo 30 wMr, BTOpasa nosa
cocTaBJygeT IIpuMepHO 30 MI';

IepBad Lo3a COCTaBJSgeT IIpUMepHO 33 MI, BTOpasa Inosa
cocTaBJigeT IIPMMEPHO 33 MI';

lepBad Lo3a COCTaBJSgeT IIPpUMepHO 36 MI, BTOpasa Inosa
cocTaBJigeT IIPMMEPHO 36 MI'; U

lepBad Oo3a COoCTaBJSgeT IIpuMepHO 39 wMr, BTOpas nosa
cocTaBJigeT IIpMMepHO 39 Mr.

B HEeKOTOPHX BOILJIOWEHMAX :

IlepBad HOO3a COCTaBJdeT IIPMMEPHO 6 MI, BTOpPas Ho3a
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cocTaBJigeT IIPMMEPHO 6 MI';

lepBad ToO3a CoCTaBJgeT IIpuMepHo 9 M, a BTOpas »Oo3a
cocTaBJigeT IIPMMEPHO 9 MI;

lepBad Lo3a COCTaBJgeT IIpMMepHO 12 MI', a BTopad »Oo3a
cocTaBJigeT IIPpMMepHO 12 MI;

lepBasg Lo3a COCTaBJgeT IIpUMepHO 15 M, a BToOpad nos3a
cocTaBJdgeT IIpMMepHO 15 Mr;

lepBadg Lo3a COCTaBJAeT IIpMMepHO 18 M, a BToOpad no3a
cocTaBJidgeT IIpMMepHO 18 Mr;

lepBad LoO3a COCTaBJAeT IIpUMepHO 21 M, a BTopad no3a
cocTaBJIgeT IpMMepHO 21 MI'; u

IepBad Lo3a COCTaBJAeT IIpuUMepHO 24 MI', a BTopad nos3a
COCTaBJIAET IIPpMMepHO 24 MT.

B HEeKOTOPHX BOILIOWEHMAX :

CylmecTBYyKIee ofmee CYTOUHOE KOJIMYECTBO TeTpabeHa3MHa
cocTaBJIAeT IIpuMMepHO 12,5 M, a HadajlbHOe CYTOUYHOEe KOJMUYECTEO
DeyTeTpabeHasyHa COCTAaBJIAeT IIPMMEPHO 6 MI';

CYLIIECTRYKIEE olmee CYTOUHOE KOJIMUECTEO TeTpabeHas3MHa
cocTaBJigeT IIpMMEepHO 25 MI', a HaudaJIbHOE CyYTOUYHOe KOJIMUEeCTBO
neyTeTpabeHasyHa COCTaBJSAET IpUMepHO 12 MT;

CYLIeCTRYIIEe obmee CYTOUHOE KOJIMUECTEO TeTpabeHa3MHa
cocTaBJgeT nOpuMepHo 37,5 MI', a HauaJlbHOE CYTOUYHOE KOJMUEeCTRO
neyTeTpabeHasyHa COCTAaBJISAET IpUMepHO 18 wMT;

CylleCTRYyKIEe ofbmee CYTOUHOE KOJIMYECTEBO TeTpabeHa3MHa
cocraBjfgeT IHOpuMepHo 50 M, a HadaJIbHOE CYTOUYHOe KOJIMUeCTBO
neyrerpabeHasMHa COCTaBJISAeT IIpMMepHO 24 MrI;

CylleCcTRYyKIEe ofumee CYTOUHOE KOJIMYECTEBO TeTpabeHa3MHa
cCoCcTaBJIgIeT TIIpPMMEpPHO 62,5 MI', a HauaJlbHOE& CYTOYHOE KOJUUEeCTRBO
DeyTeTpabeHasMHa COCTaBJSAeT IpuMepHO 30 MI';

CylleCcTBRyKIEee ofmee CYTOUHOE KOJIMYECTBO TeTpabeHa3MHa
cocTaBJigeT IIpMMEepHO /5 MI', a HadaJlbHOe CYTOYHOe KOJIMUeCTBO
DeyTeTpabeHasMHa COCTaBJISAeT IIPUMEPHO 36 MI';

CylleCcTByKIee ofumee CYTOUHOE KOJIMYECTBO TeTpabeHa3MHa
cocTaBJdeT IOpuMepHo 87,5 MI', a HauaJlbHOE CYTOYHOE KOJMUECTRBO
DeyTeTpabeHasMHa COCTaBJISAET IIPUMepPHO 42 MI'; WiIu

CylleCTByKIee oBmee CYTOUHOEe KROJIMYEeCTBO TeTpabeHasMHa
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cocraBiydgeT nOpuMepHo 100 M, a HauaJlbHOe CYyTOYHOEe KOJIMUeCTBO
DeyTeTpabeHasMHa COCTaBJISAeT IpUMepHO 48 MI.

B HEeKOTOPEIX BOIUIOWEHN AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasrHa COCTaBJIgeT OT IIPMMEPHO 6 IO IpuMepHO 78 MI'. B
HEeKOTOPHX  BOIUJIOWEHMAX  CYTOUYHOI'O KOJMUUeCTBa HOeyTeTpabeHa3MHa
BHOMpPAKT M3 OIPUMEPHO 6 MI', IIpMMepHO 12 MI', IOpMMepHO 18 wMr,
npuMepHo 24 Mr, npuMmepHo 30 MDY, OPMMEepHO 36 MI', IpuMepHO 42 wMT,
opuMepHoO 48 Mr, nOpuMepHo 54 MI', OpUMepHO 60 MI', OPMUMEPHO 66 MT,
OpUMEepHO 72 MI' ¥ OPUMEpPpHO 78 MI'. B HEeKOTOPHX BOILJIOWEHMAX
CYTOUYHOE KOJMUECTBO IeyTeTpabeHas3MHa BHOUpPAT U3 IIPMMEPHO 6 MI,
opuMepHo 12 Mr, npuMepHo 18 wMr, npuMepHo 24 Mr, npmumepHo 30 wMr,
IPUMEPHO 36 MI', IIpMMepHO 42 MI' ¥ HIpMMepHO 48 Mr.

B HEeKOTOPHX  BOIUJIOMEHMAX CYTOUHOE  KOJIMUEeCTBO  BBOOMMOTO
neyTeTpabeHasyHa COCTaBJISeT MeHee UYeM WM PaBHO IIpuMepHO 48 wMT
WM  MeHee UeM WM pPaBHO IIpMMepHO 36 MI' IJig  OOBEKTOB,
OIDHOBPEMEHHO [OJIydallyxX CUJIBHEM MHTUOUTOp CYP2D6. B HEKOTOPHX
BOILJIOWEHMAX CWJIbHEI VMHIUOUTOP CYP2D6 BHIOMpPAT nus3 yucla
biiyokceTrHa, IIapoOKCeTMHa, OYNPONMOHAa, XMHMAOMHA, LMHaKaJbleTa U
PUTOHaBMPa. B HEKOTOPHX BOIJIOMEHMSAX CUJIbHHEM uHTUOUTORp CYP2D6
BEHIOMpPAT M3 UMCJIa [IapoOKCeTMHa, OQIYOKCeTMHa UM OyIpOoIIMOHA.

B HEKOTOPEIX BOILJIOCIEHU AX KOHTPOJIb Xopeu yJlydimaeTcs
yMeHbIleHMeM II0 MeHbled wMepe Ha 0,5 nOyHkTa 0o mkaje ofbmeln
MaKCHMMaJIbHOM xopeu (TMC). B HEeKOTOPHIX BOILJIOWMEHUAX CHMWXKeHUEe TIO
mxaje TMC cocTaBJfgeT IO MeHbmel Mepe 1 0OYHKT. B HeKOTOPHIX
BOILJIOMEHUAX CHIMWXeHMe [0 mKajie TMC cocTaBJigeT IO MeHbmen Mepe 1,5
IIyHKTa. B HeKOTOPHX BOIUIOMEHMAX CHMWXeHMe 10 mkajie TMC coCTarBJISEeT
10 MeHBbIelW Mepe 2 IIyHKTa. B HEeKOTOPHX BOIUJIOMEHMSAX CHWKEHME II0
mxajge TMC cocTaBJsgeT IO MeHble Mepe 2,5 0ajjla. B HeKOTOPHIX
BOILIOMEHUAX YJyUlleHMe MOpeldcCTaBJigeT CcoOo¥ yJydlleHre IO OTHOUEHU
K YPOBHID «UCXOOHOTO» IokaszaTenda TMC no JedeHud, COCTaBJAWIEE IIO
MeHbIIeM Mepe 8. B HEeKOTOPHX BOILJIOMEHUAX YJyUlleHUe TMpenNcTaBJIisgeT
cofboM yIyulleHMe TI0 OTHOIMEHMI K YPOBHI «UCXOOHOTO» IMoKaszaTens TMC
0O JieueHud, cocTamJidlmee IO MeHbmen Mepe 10. B  HeKOTOPHX
BOIUJIOMEHUAX YJIyUlleHMe MIpeldCTaBJIgeT CcoOo¥ yJydlleHMe IO OTHOUEHU
K YPOBHIO «MUCXOOHOTO» IokaszaTend TMC no JedeHud, COCTaBJAWIEE IIO

MeHbIIel Mepe 12. B HeKOTOPEIX BOIUJICHMEHMAX VYIJIYUIeHNMe IIpeldCTaBJIdeT
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cofoM yJyudlleHMe II0 OTHOIMEHMI K YPOBHK «UCXOOHOTO» IMoKaszaTens TMC
0O JledeHMs, COCTaBJIfgKIee IO MeHbmeM Mepe 12,7. B HeKOTOPHX
BOIUICHMEHUAX YJIyUlleHMe MIPpeAdCTaBJISeT CcoOo¥ yJydlleHMe IO OTHOUEHUO
K VYPOBHIKD «UCXOIOHOTO» IokKaszaTeyia TMC [o JiedeHUdA, COCTaBJAKIEe II0
MeHbIel mepe 14..

B HEKOTOPHX RBOIUJICHMEHUAX XOpesd CHWXaeTCHd, IO MeHBIIel Mepe,
Ha 10%. B HeKOTOPHX BOIUJICMEHMAX XOpesd CHMXaeTCsd, [0 MeHbIen
Mepe, Ha 15%. B HeKOTOPHX BOIUIOWEHMAX XOoped CHMXaeTCsa, IO
MeHbBIIEM Mepe, Ha 20%.

B HEeKOTOPEHX BOIUJIOWEHMAX OBMUTaTeJIbHad QYyHKLIMA YIydllaeTCd.

B HeKOTOPEHX BOIUJIOWEHMAX IOBUT'aTeJIbHasa QYHKUMA YJydllaeTCHd,
UTO IIOKa3aHO CHWXEHMEM IO MeHbIlel Mepe, Ha 1 OyHKT B Iikajle oO0meM
OBUTaTeJIbHOY aKTUBHOCTM (TMS). B HEeKOTOPHX BOIJIOMEHMAX CHMKEHUE
noxkazatrejyiga TMS cocTaBJigeT IO MeHbIleM Mepe 2 IIyHKTa. B HEeKOTOPHX
BOIJIOMEHUAX yMeHblleHMe [0 mkaJie TMS CcocCTaBJISeT IO MeHblled Mepe 3
IIyHKTa. B HEKOTOPHX BOIUJIOMEHMAX CHMWXeHMe Oajiyia TMS CcoCTaBJIAEeT IO
MeHbIIEeM Mepe 4 IyHKTa.

B HEKOTOPEHX BOIUJIOCWEHMAX OUCTOHMA YyJiydllaeTCcd. B HEKOTOPHX
BOILJIOWEHU AX Ioxonka yJydmaeTcd. B HEKOTOPEHIX BOILJIOWEHM AX
oBJleryaeTCcd I[IOCTypaJibHad HeCTabMJIIBHOCTL. B HEKOTOPEX BOILJIOWEHUAX
JieueHMe yMeHbllaeT CHMMIITOME IapKMHCOHNM3MA.

B HeKOTOPHX BOIUJIOCWEHMAX JeUeHMe He YXYOlaeT paBHOBeCHUe
O0BeKTa. B HEKOTOPHX BOIUJIOWIEHMAX JIeUeHMEe YJydllaeT paBHOBECHUE.

B HEKOTOPEIX BOILJIOWEHU AX JleueHMe yIydmaeT pusnUecKoe
GYHKUMOHUPOBAHHKE . B HEKOTOPEIX BOILJIOWEHM AX pusnUecKoe
GYHKUIMOHUPOBaHME OOBEeKTa VYJydllaeTCda, UYUTO U3MepdeTcd IIo IKaje
drsUUueckoro  QYHKUMOHMpPOBaHMA SEF-36. B HeKOTOPHX  BOILJIOWEHMAX
prsMUeckoe QYHKUMOHUPOBaHME OOBEKTa YyJydllaeTCcd, UYTO WM3MEepaeTcHd
10 WKajJie QU3NUeCKOT'0 QYHKUMOHMPOBaHMA SEF-36 OT MCXOOHOI'O YPOBHSA.
B HEeKOTOPEX BOIJIOWEHMAX  Q(U3MUeCKOoe QYHKUMOHMPOBaHME OOBEKTa
VIydlaeTcd, UYTO MU3MepdeTcd I[I0 WIKaJle (QU3UUEeCKOTO QYHKUMOHWPOBAHUA
SF-36, IO CcpaBHeHMIO C HeoOpaBOOTaHHEMM OOBLEeKTaMM.

B HeKOTOPHX BOIJIOWEHMAX OOBLEKT UYBCTBYET CUJILHOE YIIyUlleHUE
no mrajie PGIC. B HeKOTOPHX BOIJIOUWEHUAX OOBEKT UYBCTBYET OUEHb
CUJILHOEe ViyulleHre 110 mkajie PGIC. B HEKOTOPHX BOIJICHMEHUAX OOBLEKT

YUYBCTBYET CUJIBHOE YyIIyuluieHme infe} mKaJje CGIC. B HEKOTOPHX
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BOIUJIOWEHVAX OOBEKT UYBCTBYET OUeHL CUJIBHOe VYJIyUlleHMe I[I0 MIKaje
CGIC. B HeKOTOPHX BOIUJIOUEHUAX OOBLEKT UYyBCTBYET CUJIbBHOe YJIIYUlleHME
no mrajgiaMm PGIC m CGIC. B HeKOTOPHX BOIUIOUWEHUAX OOBEKT UyBCTBYET
OUeHb CUMJIbHOe YIJyulleHMe 10 mrajilamMm PGIC m CGIC.

B HeKOTOPHX BOIUJICIMEHMAX JIeUeHMe YyJydllaeT IJIOTaHUe.

B HeKOTOpPHX BOIUJIOWMEHMAX JeUueHMe He BH3HBaeT 3HAUMTEJIBHOTO
YBeJIMUeHU A OeCCOHHUIIH, oernpeccuu, TpeBoTH, BO3OYXIEHNUS,
CYMUMOAJNBbHEIX MHCJIEV, aKaTU3UM, pPa3dpaXxuTeJ]IbHOCTU WM YCTaJIOCTH.

B HeKOTOpPHX BOIUJIOWEHMAX JeUeHMe He BH3HBaeT 3HAUUTEJILBHOTO
NapKUHCOHM3MA WM Oucoharmm.

B HeKOTOPHX BOIUJIOIEHMAX JIeUeHMEe 3SHAUUTEJILHO He YyBeJMuMBaeT
nHTeprajg QT. B HeKOTOPHX BOIJIOUWEHUAX JeUeHMe CYIeCTBeHHO He
U3MeHdeT 3HadeHMe QTcF. B HeKOTOPHX BOIUJIOUWEHUAX MaKCHUMaJIbHOe
yBenueHre QTcF cocTaBjgeT MeHee ueM 5 MC.

Takxe OpenjlaraloTCsa BOIUJIOUEHMSA, B KOTOPHX JiOOe BOIJIOUEHHUE,
OonMcaHHOe Bbme B abzaumax [056] - [090], wMoxeT OHTbHL OOBLEIMHEHO C
JIOOEIM OIHMM WMJIM HECKOJILKUMMM M3 STUX BOIUJIOWEHUM, ecJiM KoMOMHAaLMI
He ABJIAETCHA B3aMMOMCKJIOUAKIEN . Takxe npenycMaTpuBaeTCd
npuMeHeHre neyTeTpabeHasMHa JIg Iepexona oObeKTa, IIoJydarIelro
CyIleCTRYyKIIe e oBmee CYyTOUHOE KOJIMUECTBO TeTpabeHasMHa OJIs
KOHTPOJIA TaToJIOTUMUECKMUX HEelIPOMBBOJILHEIX OBUMXEHUM, KaK YyKasaHo B
IOaHHOM JOKyMeHTe WJIM B JIoOOM M3 BOIUJIONEHMM, VYKa3aHHBX BHIIE B
abzanax [056] - [090] eeme. Takxe IOpelyCMaTpUMBaeTCs I[IpUMEeHeHUe
ODeyTeTpabeHas3MHa I[IPpU UITOTOBJEHUM JIEKAPCTBEHHOTO CpencTBa MOJd
nepexona oBweKTa, noJiyuamimero CylecTByKIlee obmee CYTOUHOE
KOJIMYEeCTBO TeTpabeHasMHa IoJis KOHTPOJIA naToJIOTUUe CKUX
HeNIpPOU3BOJILHHX IBWXEeHMYM, KaK yKasaHo B IaHHOM IOKYMeHTe WM B
JofoM M3 BOIJIONIEHMM, VYKa3aHHBEX Bome B ab®zanax [056] - [090].
Takxe TImOpenjaraeTcsd KOMIO3MIMA, cCcolepXamasa »meyTeTpa®eHasMH OJIA
IpUMeHeHM S IIpM IIepexone o00BeKTa, IIoJydaKlero CylecTBylee oOlee
CYTOUHOE KOJIMUeCTBO TeTpabeHa3MHa OJA KOHTPOJA DaTOJOTUUECKUX
HeNpPOU3BOJILHHX IBWXEeHMYM, KakK yKaszaHo B IaHHOM IJOKYMeHTe WM B
JofoM M3 BOILJIOIMIEHMM, YyKal3aHHHX Bbme B abszaumax [056] - [090].

Takxe npenjaraeTcs crioco® JleueHud OBUTATEJIEHOTO
paccTpoMicTBa y 00BekKTa, BKIDUAKIMY BBedeHMEe CYTOUHOTO KOJIMUeCTBa

nHTMbuTopa VMATZ2, rne Jmbo:
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XOopesd CHMXaeTCHd He MeHee yeM Ha 10%, ¥ BHIIOJHAETCS OIHO WM
HEeCKOJIbKO M3 CJIelyRMUX YCJIOBUM:

MOTOPHaa OOYHKIMA YJydllaeTcsa, IO MeHbIleM Mepe, Ha 10%;

prsUUecKoe QYHKUMOHMPOBaAHMe OOBeKTa YJydllaeTCHa;

yJydlmaeTcsa TJIOTaHUE;

PaBHOBEeCHE He yXyNllaeTCHd;

JIeUueHMe He BH3HBAEeT 3HAUUTEJIBHOTO YBeJMUeHUS OeCCOHHMUIEL,
oenpeccuu, TPeBoTM, BO3OyXIeHMS, CYULUMIAJLHEIX MEBCJEN, akKaTu3UM,
pasipaXuTesJbHOCTHY, YCTaJIOCTM, I[apKMHCOHM3Ma WM OUucharum,; u

MaKCcUMaJlbHOe yBeJimdeHre QTcCF cocTaBJIgAeT MeHee UeM 5 MC;

WM IOBUTaTeJlbHas OQYHKUMSA YyJydllaeTcs, I[IO MeHBIEM Mepe, Ha
10%, wm BHOoJHAeTcsa Jwobdoe OOHO WMJIM HECKOJBbKO U3 CJeOyIUx
YTBEepXIeHUN

Xopes CHUXaeTcs, IO MeHbIel Mepe, Ha 10%;

drsnueckoe QYHKUMOHMPOBaHMEe OOBEeKTa YyJydllaeTCH;

yJydliaeTcad TJIOTaHue;

paBHOBeCHEe He yXyOuaeTcHd;

JledeHMe He BH3HBaeT 3HAUMTEJIBHOTO YyBeJMueHUs OeCCOHHMUIE,
nenpeccuu, TPeBoTM, BO3BYXIeHUS, CYULMIAJLHBIX MBICJEN, akKaTu3uM,
pasipaXmuTesJbHOCTH, YCTaJIOCTM, NapKMHCOHM3MAa WM OUucharum,; u

MakcHuMaJibHOe yBeJiMueHMe QTcCF cocTaBJigeT MeHee ueM 5 McC.

B HEeKOTOPHX BOILJIOHMEHMAX OBUTATEJIbHOE PacCCTPOMCTBO BHOPAHO
M3 axKaTu3uM, akKuHe3uM, aTakCuy, aTeTo3a, O0aljliM3Ma, OpaluMKMHE3UU,
nepebpalJlbHOTO IapaJnda, Xopeun, KOopTHKOoOa3z3aJIbHOM  IJeleHepaluwu,
OMCKUHE 3UM (HanpuMep, IapoKCcU3MaJIbLHOM) , OMCTOHUMU (oBmert,
CcerMeHTHOM WM  (QOoKaJILHOM) , BKJIOUad OJjedpapocrnasm, TrpadpocnasMm
(oucToHMUSA KOHeuHoCTeN) , TOPTaHHYD OV CTOHUI (CmacTUUeCcKy
IMCOOHMK) ¥ OPOMaHIMOYJIAPHYKD IOUCTOHMIL, SCCEHIMaJILHOTO TpeMopa,
TeHMOCIIazMa, HacJleICTBeHHOM ClacTUMUYeCcKOM Mapalljlel'uu, BoJIe3HU
XaHTMHITOHA, MHOXECTBEHHOM CUCTEMHOW  aTpodum (cuaopom  IlMag-
HOpenmxepa) , MMOKJIOHWM, BoJIe3HU I[TapKMHCOHA, JeBomoria—
VHOYLUIMPOBAHHOMW IUCKMHesuM Ipu 0o0Jes3HM I[lapKMHCOHAa, IapKMHCOHMUS3MA,
Iporpeccupyllero cylpaHyKJIeapHOTo Iapalvda, CHUHIpoMa OeCIIOKOMHHX
HOT, CUMHIpOMAa PerTa, CcriacTUuecKou KPUBOIIEN (LepBUKaJbHaAg
OVCTOHUA), TIOCTUHCYJILTHOM CIHAaCTUUHOCTM, lLepedpalbHOTO IIapajuua,

pPaccedHHOTI'o CHKJIepO3a, IIOBpeXIeHMA CIIMHHOI'O WJIM TI'OJIOBHOI'O MO3Ta,
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CTepeoTUIIHOTO IBUTAaTeJLHOTO pacCTpOMCTBAa, CTepeOoTUNINH, xXopeun
CumeHTaMa, CUHKVHE3UN, Io30HeM OUCKUHEe3UH, OVUCTOHWUN, TUKOB,
cuHnpoMa TypeTTa M OOJIe3HM BuJIbLCOHa.

B HEKOTOPHIX BOILJIOMEHM AX OBUTATeJILHOE PacCcTpoOMCTBO
IpeIcTaBJIgeT COOOM ITUIEPKMHETHMUECKOe HOBUTATEJIbHOE PacCCTPOMCTBO.

B HeKOTOPHIX BOIUIOUMEHMAX OUCTOHMA YJydllaeTCdad. B HEeKOTOPEHIX
BOILJIOWEHM AX noxonka yiydlmaeTCcs. B HEeKOTOPEHIX BOILJIOWEHM AX
ofJleryaeTCca NOCTypalibHad HeCTaOMIILHOCTL. B HEKOTOPHX BOILJIOUNEHMUSIX
JleueHMe yMeHbllaeT CHUMIITOME [TapKMHCOHM3MA .

B HEeKOTOPHX BOILICHMEHMAX OBUTATeJIbHOe PaCCTPOMCTBO BHOPAaHO
n3 6oJgie3HM XaHTMHI'TOHA, IIO3OHEM IMCKMHE3UM UM TUKOB, CBS3aHHHX C
cuHopoMoMm TypeTTa.

B HEKOTOPEIX BOILJIOWEHM AX OIBUT'aTeJIbHOE PacCcTpPOMCTEO
npencrTaBjsgeT cobol BoJie3Hb XaHTUMHITOHA. B HEKOTOPHX BOILJIOMEHMAX
OBUTaTeJJbHOE PpacCTPOMCTBO IpencTaBJisgeT cobo¥ xopel. B HEKOTOPHX
BOILJIOMEHUAX OBUITATEJIbHOE PacCCTPOMCTBO IIpedCTaBJsgeT coBoM XxXopeo,
CBA3aHHYKL C 0OO0JIe3HBID XAHTUHITOHA.

B HeKOTOPHX BOIJIOWEHMAX MOBUTaTeJIbHOE PacCTPOMCTBO ABJISAETCSA
TUKOM. B HEKOTOPEIX BOILJIOWEHM AX OBUTaTeJIbHOE PacCcTpPOMCTBO
ABJIAETCA TUKOM, CBA3aHHBM C CHMHOpoOMOM TypeTTa.

B HeKOTOPHX BOIJIOWEHMAX MUHIMOUTOp VMATZ2 NnOpencTaBjsgeT codou

oeVTepui—3aMelle HHEM TeTpabeHasnH. B HEeKOTOPHIX BOILJIOMEHU AX
oeVTepui—3aMelle HHEM TeTpabeHa3MH IpenCcTaBJIsSgeT cobon
oeyTeTpabeHasWH. B HEeKOTOPHIX BOILJIOMEHU X neyTeTpabeHasUH

ABJIAeTCHA IIJIIOC M30MepHOM dopMoM meyTeTpabeHa3MHa. B HeKOTOPHIX
BOIUICIEHMAX ILJIIOC M30OMepHas o¢opMa HOeyTeTpabeHa3MHa IIpelcTaBligeT
cobon amnpdpa-mzOoMep. B HEKOTOPHX BOIUICMEHUAX MUHIUOUTOp VMAT2
npelcTaBJigeT CcoBoM  IIJIIOC  M3OMepHy©  dopmy  TeTpabeHasuHa. B
HEKOTOPEIX BOIJIOWEHM AX TLJII0C N30MepHasd dopmMa TeTpabeHasMHa
IpencTaBJIgeT cobomn ajbbda-mn30oMep. B HEKOTOPEHIX BOILJIOEHU AX
MHTUOUTOP VMATZ2 npencTaBisgeT cobor BaJjibaHa3WUH.

B HEKOTOPHIX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTBO
neyTeTpabeHasVHa BBOOAT B OIHOW I03e MJIM OBYX HOO3ax.

B HEeKOTOPHX BOIUIOWEHU AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasyHa COCTaBJIgeT OT IIPUMMEePHO 6 IO IpuMepHO 78 MI'. B

HeKOTOPEIX BOIIJIOCIEHMAX CYTOUWHOTI'O ROJIMYeCTBa HGYTeTpaéeHaBMHa
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n3 IIpMMEPHO 6 MI', OpuMepHO 12 wMr, oOpuMepHOo 18 wMT,

24 wMr, npmMmepHo 30 MI', OpMMEPHO 36 MI', OpuMepHO 42 wMT,

48 Mr, npumMepHo 54 Mr, npuMepHo 60 MI', OpMMepHO 66 MI,

72 MI' M OpUMepHO 78 MI'. B HEKOTOPHX BOILJIOWEHMAX

KOJIMUEeCTBO HeyTeTpaBeHa3MHa BHOMpPaLT U3 IIPUMEPHO 6 MT,

12 mr, npmuMepHO 18 Mr, npmumMmepHo 24 MIr, HOpuMepHo 30 wMr,
36 MI', OpUMepHO 42 MI' ¥ HIpuUMepHO 48 Mr.
HEKOTOPEIX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTBO

COoCTOAIIMX W3 nepBoﬁ JOSE U

BTOPOM HOO3H.
B HEeKOTOPHX BOILJIOWEHMAX :
IlepBad mno3a CoOoCTaBJdeT
COCTaBJIAeT IIPUMMEPHO 6 MT;
IlepBad no3a CcocTaBjdeT
COCTaBJIAeT IIPUMEPHO 9 MT';
epBad no3a CcocTaBJdeT
COCTaBJIAET IIPMMEPHO 12 MT';
IepBad no3a CocCTaBJdeT
cocTaBJgeT IpuMepHO 15 Mr;
IlepBad Ho3a CcocTaBJdeT
cocTaBJgeT IIpMMepHO 18 MrI;
lepBad no3a CoCTaBJdeT
cocTaBJgeT IpuMepHO 21 Mr;
lepBad Ho3a COCTaBJ4deT
cocTaBJigeT IIpMMepHO 24 MI;
lepBad no3a COoCTaBJ4eT
cocTaBJigeT IIPUMMEPHO 27 MI';
lepBad no3a COCTaBJdeT
cocTaBJygeT IpuMepHO 30 MI;
lepBad Ho3a COCTaBJdeT
cocTaBJigeT IIPMMEPHO 33 MI';
lepBad no3a COCTaBJ4eT
cocTaBJigeT IIPMMEPHO 36 MI'; U
lepBad no3a COoCTaBJdeT
cocTaBJigeT IIpMMepHO 39 Mr.

B HeKOTOPEX BOIIJIOCIMEHMAX

IpUMEepPHO

IPUMEPHO

IPUMEPHO

IPUMEPHO

IPUMEPHO

IPUMEPHO

[IPUMEPHO

IPUMEPHO

IPUMEPHO

TPUMEPHO

TPUMEPHO

TPUMEPHO

6

9

12

15

18

21

24
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30
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MT,

MT,

MT,

MT,

MT,

MT,

MT,

MT,
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MT,

MT,
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BTOpasa

BTOpasa

BTOpasa
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BTOpPAa4d
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To3a

To3a

To3a

To3a
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lepBad ToO3a COCTaBJgeT IIpMMEpHO 6 MI', a BTopas »no3a
cocTaBJigeT IIPMMEPHO 6 MI';

lepBad ToO3a CoCTaBJgeT IIpuMepHo 9 M, a BToOpas »Oo3a
cocTaBJigeT IIPMMEepPHO 9 MI;

lepBad Lo3a COCTaBJAeT IIpMMepHO 12 MI', a BTopad »Oo3a
cocTaBJigeT IIpMMepHO 12 MI;

lepBadg Lo3a COCTaBJAgeT IIpUMepHO 15 Mr, a BToOpad nos3a
cocTaBJdgeT IpMMepHO 15 Mr;

lepBad OoO3a COCTaBJAeT IIpuMMepHO 18 Mr, a BToOpad no3a
CoCTaBJIgeT IIpMMepHO 18 Mr;

lepBad LoO3a COCTaBJAeT IIpMMepHO 21 M, a BTopad nos3a
cocTaBJigeT NpMMepHO 21 MI'; u

IlepBasd Jo3a COCTaBJAeT OpuMepHO 24 M, a BTopas Io3a
COCTaBJIAET IIPMMepHO 24 MT.

B HEKOTOPEIX BOIJIOEHM AX CYTOUYHOE KOJIMYEeCTBO
neyTeTpabeHasuHa COCTaBJIAeT OT IIPUMEPHO 6 OO IIpuMepHO 78 MI'. B
HEKOTOPHX  BOIJIOUWEHMAX CYTOUYHOTO  KOJMUeCTBa HOeyTeTpabeHa3MHa
BHOMpPAKT M3 OIPUMMEPHO 6 MI', IOpuMepHO 12 wMI', TIOpMMepHO 18 wMr,
opuMepHo 24 wMr, npuMmepHo 30 MI', OpMMEpPHO 36 MI', IOpuMepHO 42 wMT,
opuMepHo 48 Mr, npuMmepHo 54 wMr, npuMepHo 60 MI', IPMMEPHO 66 MT,
OpUMEPHO 72 MI' UM IIOPUMMEPHO 78 MI'. B HEeKOTOPHX BOILJIOWEHMAX
CYTOUYHOE KOJMUECTBO JIeyTeTpabeHa3MHa BHOUpaoT U3 IIPMMEpPHO 6 MI,
OpuMepHO 12 M, nOpuMepHo 18 wMmr, npuMepHo 24 Mr, npmuMmepHo 30 wMr,
IpUMEepPHO 36 MI', HpuMepHO 42 MI' ¥ HOpuMepHO 48 Mmr.

B  HeKOTOpPHX  BOIUJIOIMEHMAX CyTOUHOE  KOJIMUEeCTBO  BBOOMMOTO
DeyTeTpabeHasMHa COCTAaBJISET MeHee UYeM WM pPaBHO IpUMepHO 48 M
WM  MeHee UeM WM PaBHO  IIPUMMEPHO 36 MI' mygsa  OOBEKTOE,
ODHOBPEMEHHO MOoJyYaklMxX CUJIBHBEM MWHTUOUTOP CYP2D6. B HEKOTOPHX
BOILJIOMEHMAX CUJILHEM MHIMOMTOPp CYP2D6 BHOMpalT U3 OQOJIYyOKCceTHHAa,
IapokCceTuHa, OyINpOIlMOHa, XUHMIOVHAa, LUMHaKajbleTa M pUTOHaBMpa. B
HEeKOTOPHX BOIJIOMEHMUAX CUJIBHEM UMHTHUOMTOp CYP2D6  BHOMpanT U3
[IapoKCceTHHa, QIyOoKCeTHMHa M OyIpOoIIMOHA.

B HeKOTOpPEHX BOIUICIEHMAX KOHTPOJIbE XOpPeM VyJjydllaeTCcHd, YTo
IOKa3aHO YMeHBIIeHMeM IO MeHbIeM wMepe Ha 0,5 OyHKTa IO mKajie
ofme¥ MaKcCHUMaJIbHOM xopeu (TMC). B HEKOTOPHX BOIJIOMEHUAX CHMKEeHUE

no mkaJe TMC cocTaBJIfAeT I[I0 MeHblleV Mepe 1 OYyHKT. B HeKOTOPHX
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BOILJIOMEHUAX CHMWXeHMe I10 mkajie TMC cocTaBJISeT IO MeHbmel Mepe 1,5
IYHKTa. B HEKOTOPEHX BOIJIOMEHMAX CHIMXKeHMe [0 mKajie TMC cocTabBJigeT
10 MeHBIeM Mepe 2 IIyHKTa. B HEKOTOPHX BOIUIOMEHMSAX CHWKEHME II0
mxaje TMC cocTaBJfgeT IO MeHbIey Mepe 2,5 OyHKTa. B HeKOTOPEHX
BOIUJICHMEHUAX YJIyUlleHMe MIpeAdCTaBJISeT Cco0oM yJydlleHMe II0 OTHOUEHUO
K VYPOBHIKD «UCXOIOHOTO» IokKaszaTeyia TMC @[o JiedeHUd, COCTaBJAKIEe II0
MeHbIIeM Mepe 8. B HEeKOTOPHX BOIUJIOUMEHUAX YJIyUdlleHMe IIPpenNcTaBJIsgeT
cofoM yJydlleHMe I[I0 OTHOIEHMI K YPOBHI «UCXOOHOTO» IMokKaszaTeys TMC
0O JleueHud, cocTaBJidmee IO MeHbmem Mepe 10. B HEeKOTOPHX
BOIUJICHMEHUAX YJIyUlleHMe IIpeAdCTaBJISeT COoOOM yJydlleHMe II0 OTHOUEHUIO
K VYPOBHIK «UCXOIOHOTO» IokaszaTejyia TMC 0o JiedeHud, COCTaBJAKIEee II0
MeHbIIeM Mepe 12. B HEKOTOPEX BOIUJIOUIEHUAX YIIyUlleHMe IIpencTaBJisgeT
cofon yIyulleHMe 10 OTHOIMEHMI K YPOBHID «MCXOOHOTO» IokaszsaTeys TMC
0O JleueHMUsa, COCTaBJidllIlee IO MeHbIer Mepe 12,7. B HeKOTOPHX
BOILJIOMEHUAX YIIYUlleHVe I[IpelcTaBiigeT CcoOOM yJydlleHMe I10 OTHOMEHUO
K YPOBHI «UCXOOHOTO» IokaszaTeyia TMC @mo JiedeHHUd, COCTaBJIAKIEee II0
MeHbIIe Mepe 14.

B HeKOTOPHX BOIJIOWMEHUAX XOpes CHWXaeTCsa, I[I0 MeHblel Mepe,
Ha 10%. B HeKOTOPHX BOILUICHMEHMAX XOopes CHMXaeTCcsd, I[I0 MeHbIen
Mepe, Ha 15%. B HeKOTOPHX BOIUJIOWEHMAX XOped CHWXaeTCcsa, IO
MeHbIe Mmepe, Ha 20%.

B HEKOTOPEHX BOIUJIOWEHMAX OBUTaTeJIbHad OYyHKUMA YJydllaeTCd.

B HeKOTOPHX BOIJIOWEHMAX IOBUT'aTeJIbHaA QYHKUMA YJydllaeTCd IPpU
YMEeHbIIeHUN , 10 MeHBIIeWM Mepe, Ha 1 TOyHKT B mKaje ofmen
IBUTATeJIbHOM aKTHMBHOCTM (TMS). B HEeKOTOPHX BOIJIONMEHUAX CHMXEeHUE
Bamnma TMS cocTaBJIgeT IO MeHbBIeM Mepe 2 TIIyHKTa. B HeKOTOPHIX
BOILJIOMEHUAX CHWkeHMe Oajuta TMS cocTaBJgeT IO MeHbIle Mepe 3
IOIYyHKTa. B HEKOTOPEX BOIJIOWEHMAX CHMXeHUe Oajiia TMS cocTaBJIgAeT II0
MeHbIIeM Mepe 4 TIYHKTa.

B HEeKOTOPEX BOIUJIOWEHMAX OUCTOHMA YyJiydllaeTcd. B HEKOTOPHX
BOILJIOWEHU AX [IoXoIOoKa yJiydmaeTrcd. B HEKOTOPHIX BOILJIOEHM AX
yJydmaeTcsa IIOCTypaJibHas HeyCTOMUMBOCTL. B HEKOTOPHX BOIJIOMEHUAX
JleUueHue yMeHbllaeT CHMMIITOME IapKMHCOHM3MA.

B HeKOTOPHIX BOIJIOWEHMAX JIeUeHMe He YXYIOlaeT pPaBHOBeCHUE
O0BeKTa. B HEKOTOPHX BOIUJICUEHMAX JIeUeHME YJIyUdllaeT pPaBHOBECHUE.

B HeKOTOPEX BOIIJICIEHMAX JISUEeHN e yilydmaeT dmusmuecKoe
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OYHKUIVOHVPOBaHUE . B HEKOTOPHIX BOILJIOWEHU AX dmUsmMUecKoe
OYHKUIVMOHVPOBaHME OO0BeKTa VyJyudllaeTCsd, UTO M3MepdeTcsda [0 mKaje
dr3MueckoTo  QYHKIMOHUPOBaHUS SEF-36. B  HEeKOTOPHX  BOILJIOIEHUIX
prsmMUIecKoe QYHKUMOHMPOBaHME OOBEeKTa YyJlydllaeTCsa, UTO U3MepsaeTcd
[0 mKaJe (U3NUYeCKOTO OQYHKUIMOHUPOBaHMS SF-36 OT MCXOIHOTO YPOBHA.
B HeKOTOPHX BOIJICHMEHUAX  (QU3NUECKOe (QYHKIUMOHUMPOBaAHME OOBEKTa
ylydlmaeTcsa, UYUTO M3MepdAeTCsa IO mKajle (UBMUeCKOTO QYHKIMOHUPOBAHUSI
SF-36, IO CpaBHeHMIO C HeOoOpaBOOTaHHEMM OOBLeKTaMu.

B HeKOTOPHX BOIUIOIEHMAX OOBEKT UYyBCTBYET CHUIJILHOE YJIIYUlleHUE
no wmrkajie PGIC. B HeKOTOPHX BOIUJIOUWEHMAX OOBEKT UYBCTBYET OUEHb
CUJIbHOEe VyiyulleHre 1o mkajie PGIC. B HeKOTOPHX BOIJIOMEHMAX OOBLEKT
UYBCTBYET CUJIBHOE yIyulueHue 10 mKaJje CGIC. B HEeKOTOPHX
BOIJIOWEHUAX OOBEKT UYyBCTBYET OUeHb CUJIbBHOe YJIyulleHMe IIO IKaje
CGIC. B HEKOTOPHX BOIUJICUWEHMAX OOBEKT UYBCTBYET CWUJIbBHOE YJIydlleHUe
no wmwrkajgaM PGIC m CGIC. B HeKOTOPHX BOIUJIOUWEHMAX OOBEKT UYyBCTBYET
OUeHb CUJIbBHOe VyJIyulleHMe [0 mkajiaM PGIC m CGIC.

B HeKOTOPHIX BOIUICUIEHMAX JiIeUeHMe yJiydllaeT IJIOTaHUe.

B HEeKOTOPHX BOIUJIOWEHMAX JIEeUeHMEe He BHS3HBAET 3HAUUTEJIBHOTO
yBeJIMueHnusa  OeCCOHHMIIH], oenpeccuu, BecrokomcTBa, BO3OYXIEeHU,
CYMLUMOAJILHEIX MECJIEM, akKaTu3UM, PpasdpaXxuTeJIbHOCTU WM YCTaJIOCTH.

B HEKOTOPHX BOIUJIOMEHMAX JEeUeHMe He BHS3HBaAeT 3HAUUTEJIBHOTO
MNapKMHCOHM3MAa MM Oucharmm.

B HEeKOTOPHX BOILJIOUEHMAX JIeUeHMEe SHAUUTEJIEHO He YBeJIMUMBaeT
uHTeprall QT. B HeKOTOPHX BOIUJIOWEHUAX JeUueHMe CYILeCTBEeHHO He
n3MeHdeT 3HaueHMe QTcF. B HeKOTOPHX BOIUICIEHMAX MaKCHUMaJIBHOE
yBeJMueHne QTcF cocTamBjigeT MeHee UeM 5 McC.

Taxkxe HOpemjarawnTcd BOIJIOUEHUHI, M3JIOXEHHEE B JmodoM U3
BOILJICWEHMY, YKas3aHHHEX BHIe B ab®zaunax [089] - [0011], rme Jjmbo:

Xopes CHMWXaeTcs, I[I0 MeHbmeM Mepe, Ha 10%, ¥ BHIIOJHSATCI
JIoBHEe OBa WM HECKOJIBKO M3 CJedYMUX YCJIOBUMN:

MOTOPHad OYHKIMA YJyudllaeTcsa, IO MeHbIleM Mepe, Ha 10%;

prsmrUeckoe QYHKUMOHMPOBAHMEe OOBeKTa YJydllaeTCsa;

yJydmaeTrcd IJIOTaHue;

PaBHOBEeCHE He yXyOaeTcd;

JleueHMe He BH3HEBaeT 3BHAUUTEJIBHOTO VYBeJlInueHUI OeCCOHHMUIH,

Oenpeccuyr, TPeBOIM, BO3OYXKIEHMS, CYMUIMIOAJILHHX MEBICJEV, aKaTU3UM,
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pasipaXmuTesIbHOCTHY, YCTaJIOCTM, [NapKMHCOHM3MAa WM OUucharum,; u

MaKcCHMaJIbHOe yBeJimueHue QTcF cocTaBjigeT MeHee UueM 5 MC;

WM IOBUTaTeJbHas OQVHKUMA YyJydllaeTcs, I[IO MeHbIeM Mepe, Ha
10%, ¥ BHIOJIHAKTCH JIOOBHE IBa MJIM HECKOJIbKO CJIeOYIIUX YCJIOBUI:

Xopesa CcHUXaeTcd, 10 MeHbley Mepe, Ha 10%;

prsUUecKoe QYHKUMOHMPOBaHMEe OOBeKTa YJydllaeTCHa;

yJydlaeTcsa DJIOTaHUeE;

pPaBHOBeCHE He yXyNllaeTCHd;

JledueHMe He BHEB3HBaAEeT 3HAUMUTEJBHOT'O YBeJMueHrd OeCCOHHMUIIH,
oenpeccuu, TPeBoTM, BO3OyXIeHMS, CYULUMIAJLHEX MECJEN, akKaTUu3UM,
pasipaXuTesJbHOCTHY, YCTaJIOCTM, I[IapKMHCOHM3Ma WM OUucharuu,; u

MaKcCHMaJIbHOe yBeJimueHue QTcF cocTaBjigseT MeHee ueM 5 MC.

Takxe OpenjlaralTCcsa BOIUJICIEHMSA, KaK YyKas3aHo B JOOM U3
BOIJIONEHMM, YKa3aHHBEX Bbmme B absz3aumax [089] - [0011], rme Jmbo:

Xopes CHMXaeTcs, IO MeHbmeM Mepe, Ha 10%, M BCce Tpu WIK
foJjiee M3 CJenyRllel'o ABJISAETCS MCTUHHEM:

MOTOpHasa OGYyHKIMA yJydmaeTcs, I[IO0 MeHbIeW Mepe, Ha 10%;

drsnueckoe QYHKUMOHMPOBaHMEe OOBEeKTa YJydllaeTCH;

yJydlmaeTcsa TJIOTaHUeE;

paBHOBeCHEe He yxXyOmaeTcsd;

JedeHMe He BHBHBaeT 3BHAUMTEJILHOTO YBeJMueHMSI OeCCOHHMUIIH,
nenpeccuu, TPeBoTM, BO3DYyXIeHUSS, CYULMIAJLHBIX MBICJEN, akKaTu3uu,
pasipaXmuTesJbHOCTH, YCTaJIOCTM, [NapKMHCOHM3MAa WIM OUucharum,; u

MaKCHMaJIbHOe yBeJiMmueHMe QTcF cocTaBjisseT MeHee UeM 5 MC;

WIM IOBUTaTeJibHas OQYVHKUMA YyJydliaeTcs, IO MeHbIlel Mepe, Ha
10%, u Bce Tpu MIM BoJiee U3 CJEOYIMX YTBEPXISHUN:

Xopes CcHUXaeTcd, 10 MeHbllel Mepe, Ha 10%;

prsmMUeckoe QYHKUMOHMPOBaAHMEe OOBEeKTa YJydllaeTCsd;

yIlydmaeTcsd TJIOTaHUE;

pPaBHOBeCHE He yXyHNlaeTCHd;

JledueHMe He BHEBHBaeT 3HAUMTEJLHOTO YBeJMueHMI OeCCOHHMIIH,
nenpeccuu, TpPpeBoTM, BO3DyXIeHMS, CYULUMIAJLHBEIX MBICJEeN, akaTu3uM,
pasipaXuTesIbHOCTH, YCTaJIOCTM, I[NapKMHCOHM3Ma WMIM OUucharum,; u

MaKcCHMaJIbHOe yBeJimueHmue QTcF cocTaBjigeT MeHee UeM 5 MC.

Takxe mHnpemjaramTCcsa BOIUJICMEHMS, B KOTOPHX JiOOe BOILJIOMEHUE,

OIIMCaHHOe BHIIe B ab®zaunax [092] - [0120], mMoxeT OHBTL OOBEeIMHEHO C
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JIOOEM OIHVMM WMJIM HEeCKOJBKMMM M3 2THUX BOIJIOWEHUM, ecJiM KoMOMHaLMI
He ABJIAETCSA B3aMMOMCKJIIUAKIEN . Takxe npenycMaTpuBaeTCcd
nprUMeHeHre MHTUOUTOpA VMAT?2 OJIsg JleueHud OBUTATEJIbEHOTO
paccTpoMcTBa y o00BekTa, KaK VYyKa3aHO B IJaHHOM OOKyMeHTe, WIM B
JoOoM M3 BOIUJIOHMEHMIM, VYKal3aHHHX Bemme B abzauax [092] - [0120].
Taxkxe npenycMaTpUBaeTCa IIpUMeHeHre MHTHUOUTOPA VMAT?2 npu
M3TOTOBJIEHUNM JIEKAPCTBEHHOTO CpelcTBa OJ4d JeUeHMAa OBUTaTeJIbBHOT'O
paccTpoMcTBa Yy 00BEeKTa, Kak YyKasaHO B JaHHOM IOKYMeHTe WJIM B
JodoM M3 BOILIOHEHMM, VYKal3aHHHX BbIe B abzauax [092] - [0120].
TaxkXxe I[IpeICTabBJiIeHa KOMIIO3MUMA, CcoIepXamlad MHIMOuTop VMATZ2 s
IpUMeHeHUI OpU JeUeHUMM IOBUTAaTeJILHOTO PpacCTpoMcTBa y o00BekKTa, Kak

YyKaszaHO B OAHHOM JOKYMeHTe WM B JIOOOM U3 BOHJ’[OHL@HM%, YKa3aHHEX

Brme B ab®zaunax [092] - [0120] Bome.
Taxkxe nopenjaraeTcsa croco® JeueHus IaToJIOTUUe CKUX
HEeNPOU3BOJEbHHX IOBIVDKEHUM v obwekTa, BKJIIOY A0 BBeIeHUE

HadvaJIbLHOTO CYTOYHOI'O KOJIMUecTBa MHIMOUTOpa VMATZ2 o0O0BeKTYy TaKuM
oBpas3oM, UTO:

a) alekKBaTHO  YMeHbIlaeTCs  IIaToJIOTMUeCKOoe  HellpOU3BOJIbLHOE
OBMXeHMe ofbekTa; U

b) yiydmaeTcsa OIMH MM  HECKOJIBKO CHMMIITOMOB U3  umMcJa
TpeBOITH, TJIOTaHu4g, MacCHl TeJia, pasgpaxmuTeJIbHOCTH, obmero
[IOBeOeHMA M KOMIIYJILCUBHOTO IIOBEIEeHUS .

B IpyTrMx BOILUIOMEHUSAX CIoCco0 BKJOUAET NOMNOJHUTEJILHEHE CTaIuM:

c) olpenejieHMe IIPUMMEPHO UYepe3 HemeJllo CTeleHM KOHTPOJIA
IaTOJIOTMUECKUX HEeIPOM3BOJILHEX OBMXEHNVM, OOCTUIHYTOT'O C HauaJlbHEM
CYTOUHEIM KOJMUECTBOM, M I[IepeHOCHMMOCTHL  HauaJIbHOTO  CYTOUHOTO
KoJIMuecTBa,; U

d) yBeJIMUeHre CYTOUHOTO KOJMUeCcTBa OelTepul—3aMelleHHOTO
TeTpadeHasMHa Ha 6 MM 0OoJjilee MI/CYTKM OO IMHOCJeOy meTro CYyTOUHOTO
KoJIMUYeCcTBa, eCJM CTeleHb KOHTPOJISA I[IAaTOJOIMUEeCKUX HelIpOU3BOJILHEX
OIBWXEHUM HeOoCTaTouHa, a HauaJlbHOe CYTOUHOe KOJUUEeCTBO ABJISEeTCH
IIepeHOCUMEIM ;

e) HeoOg3aTeJIbHO, I[IOBTOPeHMe cCcTaiui b) M c) OO Tex Iop,
[IoKa CTelleHb KOHTPOJA [IAaTOJOIMUECKUX HEelPOM3BOJLHEX IBWXEHUN He
BymeT aOeKBaTHOM, ¥ CYTOUHOEe KOJMUECTBO IeTepul-3aMelleHHOTO

TeTpabeHasVHa OyOeT NepPeHOCUMEM,; U
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f) ecymn Kakoe-Jmnbo mocJenympiee KOJIMYECTBO ABJIAETCHA
HEIEPEHOCHKMEIM, YMeHBIIeHME CYTOUYHOT'O KOJMUeCcTBa Ha 6 u 0OoJee
MT/CYTKM OO HNOCJEIYIIEeTro CYTOUHOTO KOJMUEeCTBa.

Taxkxe npenjaraeTcs crioco® JIeueHn s naToJIOTUUeCKUX
HEeNpPOU3BOJILHHX OBMXEHMM YV O00BLeKTa, BKJIOUAIMNY BBeleHMEe CYTOUHOTO
KoJIMUeCcTRBa IOeyTeTpabeHa3rHa OOBEKTY, KOTOPHIM:

a) ameKBaTHO yMeHblIaeT aToJIoTUUeCcKMre HENPOU3BOJILHHE
OBVXeHMS OOLeKTa,; U

b) yiydaeT OIOVH NI HEeCKOJIBbKO CHMIITOMOB nu3 yucJa
nenpeccun, OECCOHHUIE, COHJIMBOCTM, YCTaJIOCTU, TOJIOBOKPYXEHUS,
TPEeBOIH, BO3OYXIEeHUA, aKaTU3UM, IIapKMHCOHM3MA, TOIMHOTEHL,
OecCIoKOMCTRAE, HapylleHnu s TJIOTaHU4g, yBeJIMUEeHU A MaCCH TeJa,
pasipaXuTesJbHOCTY M KOMIIYJIECUBHOT'O IIOBEIEeHUAd.

B HEeKOTOPEHX BOIUJIOCWEHMAX CIOCOO BKJOUaeT OOIIOJIHUTEJILHEE
cTanumn:

C) omnpenejieHMA TIIOCJIe IIPMMEPHO OIHOM HeleJu JieueHMs CTelleHb
KOHTPOJIA TaTOJOTUUECKUX HEeNPOMSBBOJILHEIX MOBWXEHUV, IOCTHUTaeMOTO C
CYTOUHLIM KOJIMUEeCTBOM neyTeTpabeHa3MHa (HauaJIbHOE CYTOUHOE
KOJIMUEeCTBO) UM IIepPeHOCHMMOCTb HAaYaJIbHOTO CYTOUHOI'O KOJMUECTBa; U

d) yBeJIMUeHN CYTOUHOTO KOJIMUeCTBa JeVTepuisaMeleHHOTO
TeTpadbeHasMHa IO MeHBIleM Mepe Ha 6 MI/CYyT OO IIOCJeOyomero
CYTOUHOTO KOJIMYeCTBa, ecJn naToJIOTUUYEeCcKoe HEIPOMU3BOJIbLHOE
IBVXeHMUE He yMeHbIIaeTCsa u HauaJIbHOe CYTOUHOe KOJINYECTBO
[IEPEHOCUTCH;

e) uUepe3 OIHY HeIeJllo, Heo®d3aTeJIbHO, IIOBTOPEeHMVe CcTaaul b) wu
c) IpM YCJIOBMM, UTO IaTOJOTMUeCKOe HellpOM3BOJILHOE IBMXeHME
yMeHbIaeTCsd u CYyTOUHOEe KOJIMUeCTBO oenTepuii3aMeneHHOT O
TeTpabeHas3MHa IIePeHOCUTCH; U

f) eciu kakoe-JmbO TMocCJjenyrimee KOJMUECTBO He IIepPeHOCUTCH,
YMeHbIIeHMe CYTOUYHOTO KOoJMUeCcTBa Ha 6 MI/CyT 0O MOCJenyoleITo
CYTOUHOTO KOJMUEeCTBa.

B HEeKOTOPEIX BOILJIOWEHMAX naToJIoOTUUecKoe HENPOU3BOJIBHOE
OBWXEeHMEe BLHI3HBaeTCS OBUIATEJILHEIM PacCTPOMCTBOM.

B HeKOTOPHX BOILJIOMEHMAIX OBUTATeJIbLHOE PacCTPOMCTBO BHOMPAWT
M3 4Uucila XOpeu, CBS3aHHOM ¢ 0OoJie3HB XaHTMHITOHAa, IIO3IHeM

INCKVMHEe3WI, THKa, CBA3aHHOITO C CHMHIPOMOM TypeTTa, IVMCTOHMNM U
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BEI3BAHHOM JIEBOOOIION OUCKUHE3UM OoJIe3HU I[lapKMHCOHA.

B HEKOTOPHX BOIUIOMEHMAX OBUTaTeJIbHOE pPacCTPOMCTBO BHOPAHO
u3  uUmMcija Xopeu, CBA3aHHOM ¢ 0OoJiIe3HbI XAaHTUMHI'TOHA, I[IO3OHeN
OMCKMHESUM U TUKOB, CBASAHHEX C CHHIpPOMOM TypeTTa.

B HEKOTOPHX BOILJIOMEHU IX IBUTaTeJIbHOEe PacCcTpoOCTBO
npeIncTaBigeT CcoOO0OM XOpeon, CBA3aHHYKD C 00JIe3HBID XAHTUHITOHA.

B HEeKOTOPHX BOIUIOIMEHUSIX aHoMaJlbHad MeIIeUuHasd aKTUBHOCTDL
ABJISeTCS THMKOM. B HEKOTOPHX BOIJIOMEHMSIX aHOMaJIbHAasS MulleuHasd
AKTUBHOCTL ABJIAETCS TUKOM, CBASaHHEIM C CHHIpOMOM TypeTTa.

B HEKOTOPHX BOILJIOMEHU IX CYyTOUYHOE KOJIMUECTBO
neyTeTpabeHasMHa YyJydllaeT OIMH WJIM HECKOJIBKO CUMITOMOB U3 UMCJa
TpeBOTM IallMeHTa, TJIOTaHMs, MacCH TeJjla, pasIpaXkuTesIbHOCTHU,
ofmero IoOBedeHMS U  KOMIIYJIbLCMBHOTO IIOBeOeHMsS. B  HEeKOTOPHX
BOIUJIOMEHUSAX MOBUTaTeJIbHOE PpacCCTPOMCTBO MNpelcTaBjgeT coBol xXopewn,
CBA3aHHYID C  0OoJle3Hbld  XaHTUHITTOHA, M CYTOUHOEe  KOJIMUeCTBO
neyTeTpabeHasMHa YyJydllaeT OIMH WJIM HECKOJBKO CUMITOMOB U3 UMCJIa

menpeccuu, OeCCOHHMULEL, COHJIMBOCTM, YCTaJIOCTM, TOJIOBOKPYXEHMSI,

TPeBOTH, BO3OYXKIEHUS, aKaTusuun, NapKMUHCOHM3MA, TOIIHO THI,
BeCclIOKONCTBaE, HapylleHr A TJIOTAaHUHA, yBEJIMUEeHUS  MaCCH TeJa,
PasIpaXmuTelsIbHOCTY M KOMIYJILCHMBHOTO  IOBeIOeHM’A. B  HEKOTOPHX

BOILJIOMEHMAX  IOBUTaTeJIbHOEe  PacCCTPOMCTBO BHIOMpPAT U3 Io3IHen
OVUCKMHE 3UU n CHHIpOMA TypeTTa, a CYTOUHOE KOJIMYECTBO
neyTerpabeHasrHa YJydllaeT OOMH WMJIM HECKOJIBKO CHMMIITOMOB M3 UYMCJa
menpeccmr, OeCCOHHMIE, COHJIMBOCTHU, YCTaJIOCTU, TOJIOBOKPYXEHUS,
TpeBOTH, BO3OYXICHNSA, aKaTusuu, IapKMHCOHM3MA, TOMHOTEL,
BecrnokoMCcTBa, HapyleHNs TJIOTaHMA, pasIpaXmuTesIbHOCTHI n
KOMIIYJILCUBHOTO IIOBeICHUA.

B HEKOTOPHX BOILJIOMEHM AX OTCYTCTBME CHMXEHU I NI
NPMOCTAHOBKM  IIpMeMa  HayvaJIbHOTO WM  IIOCJIeOyIIeIo CYTOUHOTO
KOJIMUEeCTBa YyKas3hBalnT Ha TO, UYTO CYTOUHOE KOJIMUECTBO SBJISETCH
IIEPEeHOCUMEM. B HEKOTOPHX BOIUJIOMEHMAX IIePeHOCHMMOCTE OlIpelelIdeTcd
IyTeM OleHKM ONHOTO MJIM HEeCKOJLKMX YPOBHEeN U3 uucia Ieldpeccuu,
TPeBOTH, BeCcCOHHULEH, COHJIMBOCTH, yCTaJIoCTH, TOJIOBOKPYXEHUA,
BecrokoMCcTBa, BO3OBYXKIEHMS, Pa3IPaAXMTEJLHOCTM, aKaTU3WM, I[I03OHEeN
OVUCKUHE3UN, TJIoTaHm4g, IapKMHCOHM3MA, PBOTH U TOMHOTEH . B

HeKOTOPEIX BOIIJIOCIEHMAX TO3a He ABJIAETCA HepeHOCMMOTZ, eCJIn
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IIponUCXoorT OIOHO WMJIM HECKOJIBEKO M3 BHIICEIIEPeUYMCIIEHHOTO. B HeKOTOPEX
BOIIJIOIIEHMAX ITO3a He ABJIAETCA HepeHOCMMOﬁ, eCJIn BO3HMKaKOT
COHJIMBOCTE WMJIM T'OJIOBOKPYXEHINE.

B HeKOTOPHX BOIJIOWEHMAX MUHIUOUTOp VMATZ2 NnOpencTaBaseT cobon

DeVTepui—-3aMelle HHEM TeTpabeHasUH. B HEKOTOPHIX BOILJICIEHUAX
DelTepu-3aMelle HHE TeTpabeHa3UH IpencraBJIsgeT cobon
oeyTeTpaOeHasMH. B HEeKOTOPEHIX BOILJIOWEHM AX ODeyTeTpabeHasuH

ABJIAeTCHA IJIDC M30MepHOM OGopMoM mHeyTeTpabeHa3MHa. B HeKOTOPEHX
BOIUICWEHMAX IUJIIOC M30OMepHasa oQopMa HmeyTeTpabeHas3MHa IIpelcTaBJideT
cobom anbpda-mM30OMep. B HEKOTOPHX BOIUJICMEHUAX MHIUOUTOP VMAT2
npencrapjsaeT cobo¥  IJIDC  M30MepHyl  QopMy  TeTpabeHasMHAa. B
HEKOTOPEIX BOILJIOWEHM AX ILJII0C n30oMepHad dopma TeTpabeHasMHa
IpencraBJigeT coBon aJibda-n30Mep. B HEKOTOPHIX BOIUJICEHN AX
MHTUOUTOp VMATZ2 mnpencTaBjsgeT cob®oy BajiBaHa3UH.

B HEKOTOPEIX BOIJIOEHM AX CYTOUYHOEe KOJIMYECTBO
neyTeTpabeHas3MHa BBOLOAT B OIHOM IO3e WMJM IOBYX IO3ax.

B HeKOTOpPHX  BOIUIOMEHMAX  HadvaJlbHOE  CYTOUYHOE  KOJMUUECTBO
neyrerpadeHasuHa BHOUpalnT M3 OpMMepHOo 6 MI', OpuMepHo 12 wMr,
OpuMepHO 18 M, nOpuMepHo 24 wMr, npuMepHo 30 MI', OPMMEPHO 36 MT,
opuMepHo 42 Mr, nOpuMepHo 48 wMmr, npuMepHo 54 Mr, npmuMmepHo 60 wMT,
IPUMEPHO 66 MI', IIPpMMEPHO 72 MI' M IpMMepHO /8 MI'. B HeKOTOPHX
BOILJICIEHM AX HadvaJIbHOE CYTOUHOE KOJIMYECTBO oeyTeTpabeHasuHa
BHOMpPAT W3 OIPUMMEPHO 6 MI', IIpMMepHO 12 MI', IIpMMepHO 18 M,
npuMepHo 24 wMr, npuMmepHo 30 MI', OpMMEepHO 36 MI', IpUMePHO 42 MI' U
OpUMepHO 48 MI.

B  HeKOTOpPHX BOIUJIOIMEHMAX  HadaJIbHOE CYTOUHOEe  KOJIMUYECTEO
neyTeTpabeHasyHa BBOIOAT B OBYX O3ax, COCTOAMMX M3 TEPBOV OO3H U
BTOPOM MOO3H.

B HeKOTOPHX BOILJIOWEHMAX :

lepBad o3a COCTaBJgeT IIpMMEpHO 6 MI', a BTopas »no3a
cocTaBJigeT IIPMMEPHO 6 MI';

lepBad oO3a CoCTaBJsgeT IIpuMepHo 9 M, a BTOpas »no3a
cocTaBJigeT IIPMMEPHO 9 MI;

lepBad Lo3a COCTaBJLgeT IIpMMepHO 12 MI', a BTopad »Oo3a
cocTaBJigdeT IIPpMMepHO 12 MI;

IepBad ITJO3a coCcTaBJideT IIPMMEPHO 15 M1, a BTOpPaA To3a
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IepBad HOo3a COCTaBJAeT IPUMEPHO
cocTaBJigeT IIpMMepHO 18 Mr;

IepBad nOo3a COCTaBJAeT IIPUMEPHO
cocTaBJygeT NIpuMepHO 21 Mr;

IIepBad nOo3a COCTaBJAeT IPUMEPHO
cocTaBJideT IIpMMepHO 24 MI;

IlepBad no3a COCTaBJAeT M[IPUMEPHO
CoCTaBJIgeT IIPMMEPHO 27 MI';

IlepBad no3a COCTaBJdAeT [IPMMEPHO
cocTaBJygeT NOpuMepHO 30 MI;

lepBad no3a COCTaBJAeT [IPMMEPHO
COCTaBJIAET IIPMMEPHO 33 MT';

lepBad no3a COCTaBJdAeT [IPMMEPHO
COCTaBJIAET IIPMMEPHO 36 MI'; U

lepBad no3a COCTaBJdAeT [IPMMEPHO
COCTaBJIAET IIPMMEepPHO 39 MT.

B HEeKOTOPEX BOIUJIOIEHMAX :

IlepBad HoO3a COCTaBJIdeT IIPUMEPHO
cocTaBJIgeT IIPMMEPHO 6 MI';

IlepBad HO3a COCTaBJIdeT IIPUMEPHO
cocTaBJgeT IIPMMEPHO 9 MI';

lepBad IO3a COCTaBJ4AeT [IPUMEPHO
cocTaBJigeT IIPMMepHO 12 MI;

lepBad HoO3a COCTaBJ4AeT [IPUMEPHO
cocTaBJigeT IIpMMepHO 15 Mr;

lepBad no3a COCTaBJAeT [IPUMEPHO
cocTaBJigeT IIpMMepHO 18 Mr;

lepBad HOo3a COCTaBJAeT [IPUMEPHO
cocTaBJjigeT IpMMepHO 21 MI'; u

lepBad nOo3a COCTaBJ4AeT IPUMEPHO
cocTaBJigeT IIpMMepHO 24 M.

B HEKOTOPEIX BOIUJIOWEHU AX

18 wMT,
21 wMr,
24 wmr,
27 wMr,
30 wmr,
33 wMr,
36 wMr,
39 wmr,
6 wMrT,
9 wmT,
12 wmT,
15 wmr,
18 wmT,
21 wMr,
24  wmr,
CYTOUHOE

BTOpas I»o3a
BTOpas I»o3a
BTOpas I»o3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas Io3a
BTOpas Io3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas I»o3a
BTOpas I»o3a

KOJIMUECTBO

DeyTeTpabeHasyHa COCTaBJIgeT OT IIPMMEPHO 6 IO IIpuMepHO 78 MIr'. B

HeKOTOPEIX BOIIJIOIMEHMAX

BHIOMpPAnT ¥3 IIpUMepHO 6 ML,

CYTOUHOTO

TPUMEPHO

ROJIMYeCTBa

12 wmr,

IPUMEPHO

ODeyTeTpabeHasuHa

18 wmMrT,
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npuMepHo 24 Mr, npuMmepHo 30 MI', OpMMepHO 36 MI', IpuMepHO 42 wMT,
opuMepHO 48 Mr, nOpuMepHO 54 MI', OpuMepHO 60 MI', IPMUMEPHO 66 MT,
OpUMepHO 72 MI' ¥ IIOPUMEpHO 78 MI'. B HeKOTOPHX BOILJIOWEHMAX
CYTOUHOE KOJMUECTBO IeyTeTpabeHa3MHa BHOUpaT U3 IIPMMEPHO 6 ML,
OpuMepHO 12 Mr, nOpuMepHo 18 Mr, npuMepHOo 24 Mr, npmuMmepHo 30 wMT,
IPUMEPHO 36 MI', IpMMepHO 42 MI' ¥ HIpMMepHO 48 Mr.

B HeKOTOPHX  BOIUIOMEHMAX CYyTOUHOE  KOJIMUEeCTBO  BBOIOMMOITO
DeyTeTpabeHasMHa COCTAaBJIAEeT MeHee WIM pPaBHO IIPpMMepHO 48 MDY Wiu
MeHee WM PaBHO IIPUMEPHO 36 MI' IJid OOBEKTOB, OIOHOBPEMEHHO
NoJiydamomyx CUJIBHEM MHIHOUTOP CYP2D6. B HEKOTOPHX BOILJIOMEHMAX
CWJIL HBEI VHTUOUTOP CYP2D6 BEIOMPAT us3 umcia dIIyokKCceTHHa,
IapoKCceTuHa, OyINpOIMOHa, XMHMIOVHa, LUMHaKaJblleTa M pPUTOHaBMpa. B
HEKOTOPHX BOIJIOMEHUAX CUJIBHEM MHTUOUTOp CYP2D6 BHOMpaT M3 YMCIa
[IapokKCceTuHa, QIyoKCeTHMHa M OYyNpOIMOHA.

B HEeKOTOPHX BOIUJICHMEHMAX KOHTPOJIbE XOpPeM VyJydllaeTCcd, UYUTo
IIOKaszaHO yMeHbIleHVeM IO MeHbmeM Mepe Ha 0,5 OyHKTa IO mKaje
ofmeN MakKcHMaJIbHOM xoper (TMC). B HEKOTOPHX BOIUIOMEHMAX CHIMKEHUE
no mraJie TMC cocTaBJgeT II0 MeHbIeM Mepe 1 TNIYHKT. B HEKOTOPHX
BOILJIOMEHUAX CHMWXeHMe I[I0 mKaJie TMC cocTaBJifeT 10 MeHbmer Mepe 1,5
IIyHKTa. B HEKOTOPHX BOIUJIOMEHMAX CHIMWXeHMe IO mkaJie TMC CcOCTaRJISET
10 MeHbIel Mepe 2 IIyHKTa. B HEeKOTOPHX BOIUJIOMEHMAX CHWKEHMEe II0
mxaje TMC cocTaBJfgeT IO MeHbIle Mepe 2,5 nOyHKTa. B HeKOTOPHX
BOILJIOMEHUAX YyJyulleHMe MpeAdcTaBJigeT cobo¥ yJydlleHre IO OTHOUEHU
K YPOBHI «MUCXOOHOTO» IokazaTend TMC 1no JjedeHud, COCTaBJAWIEE IIO
MeHbIIe Mepe 8. B HEeKOTOPHX BOILJIOWMEHUAX YJyUlleHUe TMpenNcTaBJIgeT
coboM yIyulleHMe I[I0 OTHOIMEHMI K YPOBHI «MCXOOHOTO» IMoKaszsaTeynsa TMC
0O JIleueHud, cocTaBJidmee IO MeHbmer Mepe 10. B HeKOTOPHX
BOILJIOMEHUAX YJyUlleHMe MOpeldcCTaBJigeT CcoOo¥ yJydlleHre IO OTHOIEHU
K YPOBHID «MUCXOOHOTO» IokaszaTend TMC no JjedeHud, COCTaBJAWIEE IIO
MeHbIeM Mepe 12. B HeKOTOPHX BOIUJIOUEHUAX YIIyUlleHMe TMpelNcTaBiIisgeT
cofboM yIyulleHMe TI0 OTHOIMEHMI K YPOBHI «UCXOOHOTO» IMoKaszaTens TMC
0O JledeHMs, COCTaBJIfAKIMee IO MeHbmeM wMepe 12,7. B HeKOTOPHX
BOIUJICHMEHUAX YJyUlleHMe MIpedCTaBJIgeT CcoOo¥ yJydlleHMe IO OTHOUEHU
K YPOBHID «MCXOOHOTO» IokazaTend TMC no JedeHud, COCTaBJAWIEE IIO
MeHbe Mmepe 14.

B HeKOTOPEIX BOIJIOCMEHMAX XOped CHMXaeTCHAd, IIO MeHbIIeMn Mepe,
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Ha 10%. B HeKOTOPHX BOILJIOMEHMAX XOopesd CHWXaeTcsa, II0 MeHbIeln
Mepe, Ha 15%. B HeKOTOPHX BOIUJIOCMEHMAX XOpesa CHWXaeTcd, IO
MeHble¥ Mmepe, Ha 20%.

B HeKOTOPHX BOIUJICIMEHMAX OBUTAaTeJIbHasa QYyHKUMA YJydllaeTCHd.

B HeKOTOPHX EBOIUJIOCWIEHMAX IOBUTATeJIbHaAd QYHKUMA YJydllaeTCd OpU
YMEHBIIeHU, 10 MeHbIIEM Mepe, Ha 1 OYHKT B IIKaJe obmen
OIBUTATEeJIJbHOM akKTMBHOCTM (TMS). B HEeKOTOPHX BOIUJIOUEHUSAX CHWXKEHUE
Basma TMS cocTaBJgeT IO MeHbBIeM Mepe 2 IIyHKTa. B HeKOTOPHX
BOILJIOMEHUAX CHMWXeHUe 0Oajula TMS cocTaBJgeT I[IO MeHbIle Mepe 3
IYHKTa. B HEKOTOPEHX BOIUJIOMEHMAX CHMKeHMe Oajsuia TMS cocTaBJIgeT II0
MeHbIley Mepe 4 HOyHKTa.

B HeKOTOPHIX BOIUIOMEHMAX OUCTOHMA YyJyudllaeTcd. B HeKOTOPHIX
BOILJIOWEHM AX noxonka yJydmaeTCcs. B HEeKOTOPHIX BOILJIOWEHM AX
yJyumaeTcsa II0CTypaJibHas HeyCTOMUMBOCTL. B HEKOTOPHX BOILJIOMEHMAX
JleueHe YyMeHbllaeT CHUMITOMEL [IapKMHCOHM3MA .

B HeKOTOpHX BOIUJICWEHMAX JIeUeHMe He yXyOllaeT paBHOBeCHUE
OB0BeKTa. B HEKOTOPHX BOIUJIOUIEHMAX JIeUeHMe YJIyudllaeT paBHOBECHUE.

B HEKOTOPHX BOILJIOWEHM AX JieueHue yJyuimaeT dusnUeckoe
OYHKUIMOHUPOBaAHKE . B HEKOTOPEHIX BOILJIOWEHM X dmusmueckoe
OYHKUIMOHVPOBaHME OOBEeKTa VYJIyudllaeTCsd, UTO M3MEPAeTCsda II0 MKaje
Pu3MUueckoTro QYHKUIMOHMpPOBaHMS SF-36. B HEKOTOPHX  BOILJIOIEHUIX
prsmMUecKoe QYHKUMOHMPOBaHME OO0BEeKTa YIAYyUllaeTCsa, UTO U3MepsaeTCcHd
[0 mKaJe (M3INUeCKOTO OQYHKUIMOHUMPOBaHMSA SF-36 OT MCXOIHOTO YPOBHA.
B HEeKOTOPHX BOIUJICIMIEHUAX  QU3NUECKOe (QYHKIMOHUPOBaAHME OOBEKTa
YIAYUIlaeTCa, UYTO M3MEePHAeTCsa IO mKajle (UBUMUEeCKOTO (QYHKIMOHUPOBAHUI
SF-36, IO CpaBHeHUI C HeoOpaBOTaHHEMM OOBEeKTaMu.

B HEeKOTOPHX BOILJIOIEHUAX OOBEKT UYyBCTBYET CUIILHOE YIYUIleHME
no mrajie PGIC. B HeKOTOPHX BOIJIOWEHMAX OOBEKT UYBCTBYET OUEHb
CUJILHOE ViyulleHre 110 mrKajle PGIC. B HEKOTOPHX BOIJICHMEHUAX OOBLEKT
UyBCTBYeET CUJILHOE yJIyullieHue 1o mrajie CGIC. B HEKOTOPHX
BOIUIOWEHVAX OOBEKT UYBCTBYET OUeHbL CWJIBHOe VYJIyUlleHre I[I0 MKaje
CGIC. B HeKOTOPHX BOIUJIOUEHUAX OOBLEKT UYyBCTBYET CWUJIbBHOEe YJIIYUIleHME
no mrajiaMm PGIC m CGIC. B HEKOTOPHX BOIUIOUWEHUAX OOBEKT UYyBCTBYET
OUeHb CUMJIBHOe YyJyulleHMe 1o mkajiam PGIC m CGIC.

B HeKOTOPHX BOIUJICIMEHMAX JIeUeHMe YyJydllaeT IJIOTaHUe.

B HeKOTOPEX BOIUJIOCIMIEHMAX JIeUeHMEe He BE3EBaAeT 3HAUMTEJIBHOTI'O
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YBeJIMUeHU g OeCCOHHUIIH, nenpeccuu, TpeBoTH, BO3OYXIeHMd,
CYMUIMIOAJNBbHEX MHCJIEN, akKaTu3UM, pas3dpaXuTeJ]IbHOCTU WM YCTaJIOCTH.

B HeKOTOPHX BOIUJIOWMEHMAX JeUueHMe He BH3HBaeT 3HAUMTEJIBHOTO
NapKMUHCOHM3MAa MM Oucharmm.

B HeKOTOPHX BOIUJIOUEHMAX JIeUeHMe 3SHAUUMTEJILHO He YyBeJUMuMBaeT
uHTeprajd QT. B HeKOTOPHX BOIJIOUWEHUAX JeUeHMe CYIeCTBeHHO He
n3MeHdgeT 3HaudeHMe QTcEF. B HeKOTOPHX BOIUIOIIEHMAX MaKCHUMaJIBHOE
yBeJmueHnue QTcF cocTarjigeT MeHee ueM 5 MC.

Takxe OpenjaramnTCsa BOIUJIOIEHMS, B KOTOPHX JIOOOe BOILJICIEHUE,
OonMcaHHOe BHIIe B abzamax [0122] - [0152], ™MmoxeT OBTBH OOBEOMHEHO
C JoOBIM  OOHMM  MJIM  HEeCKOJBKUMKY U3 STUX  BOIJIOMEHUN, ecun
KOMOMHAaUMA He ABJIAETCHA B3aMMOMCKJIIIOUAMEN . Taxxe
OpenycMaTpuUuBaeTCcd IpUMeHeH e MHTMOUTOPpAa VMAT2 oJjig JleueHn 4
IaToJIOTUUECKMX HEeINPOM3BOJILHEX IBVWXeHUNV Yy o00BeKTa, Kak YyKasaHOo B
DaHHOM MOOKyMeHTe WM B JIoOOM M3 BOILJIOmEHMUM, YKa3aHHBX BHIe B
abzauax [0122] - [0152]. Takxe IpenycMaTpMBaeTCsa [IpPUMEeHeHUe
nHTUMOUTOPa VMATZ2 OpM UITOTOBJIEHUM JIeKapCTBEHHOT'O CpencTBa IJiA
JleueHMa TaToJIOTUMUEeCKMX HelNpPOM3BOJIBHEIX MIOBMWXEeHUM Yy o00BekTa, Kak
yKasaHO B IaHHOM IOKYMeHTe WMJIM B JIoOOM U3 BOIUJIOMEHMM, YKa3aHHBIX
Brmme B abzamax [0122] - [0152]. Takxe MnpelcTaBJieHa KOMIIO3UIINUA,
comepxaina s VHTUOUTOP VMAT?2 OoJIs MCIIOJIb30BaAHUSA npu JIeUeHUn
IaTOJIOTMUECKUX HEelIPOM3BOJILHEIX IOBMXEHUNM Yy 00BeKTa, Kak yKasaHo B
IOaHHOM IOKYMeHTe WM B JioOOM M3 BOIJIOMEHWM, YKa3aHHHX BHIIe B
abzmanax [0122] - [0152].

Takxe IpenycMaTpMBaeTCd CIOCOO CHMXEHMSI XOpeu U VYJIYyUlleHUd
OIBUTATeJILHOM OYHKLIUU N4 oBBEeKTa c OOJIe3HBI XaHTUMHIT'TOHA,
BRJIOUAKIMM BBeIeHMe CYTOUHOTO KOJMUeCcTBa MHIUOMUTOpa VMAT2.

B HeKOTOPHX BOIJIOWEHMAX MUHITUOUTOp VMATZ2 NOpencTaBiIsgeT cobon

DeVTepuii—3aMele HHEM TeTpabeHasVH. B HeKOTOPHIX BOILJIOMEHU AX
DeVTepuii—-3aMelle HHEM TeTpabeHa3MH IpencraBJIseT cobon
oeyTeTpabeHasMH. B HEeKOTOPHIX BOILJIOMEHN X neyTeTpabeHasnH

ABJIAeTCHA TUJIIOCOBOM M30MepHOM GopMoM neyTeTpab®eHasMHa. B HEKOTOPEHIX
BOIJIOUMEHMAX IIJIIOC M30MepHad o¢opMa »eyTeTpabeHasMHa IIpeOCTaBJIAeT
cobor amnbpdpa-mMz3OMep. B HEKOTOPHX BOIUICHMEHUAX MHIHUOUTOP VMAT2
IpencraBjsaeT cobo¥ I[JIC M30MepHy©  GopMy  TeTpabeHasMHA. B

HEKOTOPEIX BOILJIOWEHM AX TLJII0C N30MepHasd dopmMa TeTpabeHasMHa
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IpencTaBJigeT cobomn ajibba-m30oMep. B HEKOTOPEIX BOILJIOEHU AX
MHTUOUTOP VMATZ2 mnOpencTaBiisgeT cobor BaJiOaHa3WUH.

B HEeKOTOPEIX BOIUIOWEHN AX CYTOUYHOE KOJIMYECTBO
neyTeTpabeHas3MHa BBOLAT B OIHOM IO3e WM IOBYX IO3axX.

B HEKOTOPEIX BOIUJIOWEHM AX CYTOUYHOTO KOJIMYEeCTBA
DeyTeTpabeHasMHa BHOMpawT W3 IIPMMEPHO 6 MI', IIpMMEepHO 12 wMT,
OpuMepHO 18 M, nOpuMepHO 24 MI', OpuMepHO 30 MI', IOpPMUMEpPHO 36 MT,
opuMepHo 42 Mr, nOpuMepHo 48 Mr, OpuMepHO 54 Mr, npmumMepHo 60 MT,
IPUMEPHO 66 MI', IIPMMEPHO /2 MI' UM IIPMMEpHO /8 MI'. B HeKOTOPHX
BOIUICIEHMAX CYTOUHOE KOJUUECTBO HOeyTeTpabOeHas3MHa BHOUpAT U3
IPUMEPHO 6 MI', OIPMMEpHO 12 MI', IIpMMepHO 18 MI, OpuMepHOo 24 MT,
npuMepHo 30 MI', OPMMEPHO 36 MI', NOPMMEPHO 42 MI' M [NPUMEPHO 48 MD.

B HEKOTOPEIX BOIJIOEHM AX CYTOUYHOE KOJIMYECTBO
oeyTeTpabeHas3MHa BBOOAT B IBYX I03ax, COCTOANMX M3 I[IepBO¥ HOBH U
BETOPOM HOO3H.

B HeKOTOPHX BOILIOMEHMAX :

leppad Ho3a COCTabJIgeT IpMMEpHO 6 MI', a BTopafd [Io3a
cocTaBJgeT IIPUMMEPHO 6 MI';

lepBad HoO3a COCTaBJdeT IIpuMepHO 9 MI', a BTopasd Io3a
cocTaBJIgeT IIPMMEPHO 9 MI;

IlepBad no3a COCTaBJdeT OpuMepHo 12 wMr, a BTopad Lo3a
cocTaBJgeT IIPMMEpPHO 12 MI';

lepBad Ho3a CoCTaBJjdeT OpuMepHo 15 wMr, a BTopad Lo3a
cocTaBJgeT IIpMMepHO 15 Mr;

lepBad no3a COCTaBJdeT IIpuMepHOo 18 Mr, a BTopad Lo3a
cocTaBJigeT IIpMMepHO 18 Mr;

lepBad no3a COCTaBJ4deT IpuMepHo 21 Mr, a BTopad Lo3a
cocTaBJygeT IpuMepHO 21 MI;

lepBad HOo3a COCTaBJ4AeT IIpMMepHO 24 Mr, a BTopad Lo3a
cocTaBJigeT IIpMMepHO 24 MI';

lepBad HOo3a COCTaBJ4AeT I[pMMepHO 27 Mr, a BTopad Lo3a
cocTaBJigeT IIPUMMEPHO 27 MI';

lepBad HOo3a COCTaBJdeT HOpuMepHo 30 Mr, a BTopad Lo3a
cocTaBJygeT IpuMepHO 30 MI;

lepBad nOo3a COCTaBJ4deT I[IPMMEepHO 33 MI', a BTopad »§osa

cocTaBJigeT IIPMMEPHO 33 MI';
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lepBad Lo3a COCTaBJLgeT IIpPUMMepHO 36 MI', a BTopad »no3a
cocTaBJigeT IIPMMEPHO 36 MI'; U

lepBad Lo3a COCTaBJgeT IIpUMepHO 39 M, a BTopad »Oo3a
cocTaBJigeT IIpMMepHO 39 Mr.

B HEeKOTOPEX BOILJIOWEHMVAX :

lepBasg LoO3a COCTaBJAeT IIPMMEPHO 6 MI, a BToOpad Inosa
coCcTaBJIgeT IIPMMEPHO 6 MI';

lepBasd LO3a COCTaBJgeT IIpuMepHO 9 wMr, a BToOpad Inosa
cocTaBJIgeT IIPpMMepHO 9 MI;

lepBad LoO3a COCTaBJAeT IIpMMepHO 12 M, a BTopad no3a
CoCTaBJIgeT IIPpMMEepHO 12 MI;

mepBad Lo3a COCTaBJAeT IIpMMepHO 15 wMr, a BToOpad nos3a
COCTaBJIAET IIPMMEepHO 15 MT;

IlepBasd DoO3a COCTaBJAgeT OpuMepHOo 18 wMr, a BTopas Io3a
COCTaBJIAET IIPMMEepHO 18 MT;

IlepBafd HoO3a COCTaBJdgeT OpuMepHOo 21 M, a BTopas o3a
CoCTaBJIAeT IIpMMepHO 21 MI'; U

nepBas QOo3a CcOoCTaBJigeT IOpuMepHo 24 MI', a BTopas zo3a
cocTaBJIgeT IIpMMepHO 24 M.

B HEKOTOPEIX BOILJIOWEHU AX CYTOUHOEe KOJIMYECTBO
neyTeTpabeHasyHa COCTaBJIgeT OT IIPMMEPHO 6 IO IpuMepHO 78 MI'. B
HEKOTOPEIX BOILJIOWEHU AX CYTOUHOEe KOJIMYECTBO BBOIOUMOT'O
DeyTeTpabeHasyHa COCTAaBJSET MeHee UYeM WM pPaBHO OpUMepHO 48 M
WY  MeHee UeM MM PaBHO  IPMMEPHO 36 MI' mygsa  OOBEKTOE,
ODHOBPEMEHHO I[IoJIyYalklMxXx CUJBHBEM MWHTUOUTOP CYP2D6. B HEKOTOPHX
BOILJIOWEHM AX CHUJIb HEIM VHIUOUTOP CYP2D6 BHIOMpPAT ns yycJjia
bsIyokCceTUHa, IIapoKCceTuHa, OYIPONMOHa, XMHUIOMHA, LUMHaKaJbleTa |
PUTOHaBMpPa. B HEeKOTOPHX BOIJIOWMEHMSAX CUJIbHEM UHTHUOUTOp CYP2D6
BEIOMpPAKT M3 UMCJa IapoKCceTHHa, OQIYOKCeTMHa M OyNpOolMOoHa.

B HeKOTOPHX BOIUJIOWEHMAX KOHTPOJIb XOPEeM YJydllaeTcd, UYUTo
IIOKa3aHO CHIWKEeHMeM IO MeHbmel Mepe Ha 0,5 OyHKTa OO mKaje o0men
MaKCHMaJIbHOM xopeu (TMC). B HeKOTOPHX BOIJIOWMEHUAX CHMWXeHUE TIO
mxajge TMC cocTaBJfgeT IO MeHbmelr Mepe 1 OYHKT. B HeKOTOPHIX
BOILJIOMEHUAX CHMWXeHMe [0 mKajie TMC cocTaBJISeT IO MeHbmel Mepe 1,5
OIYHKTa. B HEKOTOPEHX BOIJIOMEHMAX CHIMXKeHMe [0 mKajie TMC cocTabBJigeT

IO MeHbIlen Mepe 2 INyHKkTa. B HeKOTOPEX BOIJIOMEHMAX CHMXEeHIMEe IIO
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mxaje TMC cocTaBJfeT IO MeHbIey Mepe 2,5 nOyHKTa. B HeKOTOPHX
BOIUICMEHUAX YJyUlleHMe MpeAdCTaBJIgeT CcoOo¥ yJydlleHMe IO OTHOUEHUO
K YPOBHID «UCXOOHOTO» IokasaTesyia TMC @mo JiedeHMda, COCTAaBJIAKIES IO
MeHbBIIeM Mepe 8. B HeKOTOPHX BOIUJIOUMEHUAX YJIyUlleHUe IMIpelNCcTaBJIsgeT
coBoM yJydlleHMe II0 OTHOMEHMK K YPOBHK «MUCXOIOHOTO» IokaszaTenda TMC
0O JleueHud, cocTaBJidlmee IO MeHbmem Mepe 10. B  HeKOTOPHX
BOIUJICHMEHUAX YJIyUlleHMe IIpeAdCTaBJISeT CoO0O0M yJydlleHMe II0 OTHOUEHUIO
K YPOBHID «MCXOOHOTO» IokaszaTesyia TMC @mo JiedueHmMd, COCTaBJIAKIEe II0
MeHbIIeM Mepe 12. B HEKOTOPHX BOIUJIOUEHUAX YIIyUlleHMe IIpenNcTaBJIsgeT
cofoM yJydlleHMe II0 OTHOINEHMI K YPOBHI «UCXOOHOTO» IokKaszaTeys TMC
0O JedeHMs, COCTaBJifAnIlee IO MeHbImeM Mepe 12,7. B HeKOTOPHX
BOIUJICHMEHUAX YJIyUdlleHMe I[IpeAdCTaBJigeT CcoOOM yJydlleHMe II0 OTHOUEeHUIO
K YPOBHI «UCXOOHOTO» IoOkaszaTesyia TMC mo JiedeHmMd, COCTaBJIAKIEe II0
MeHbIIeM Mepe 14.

B HeKOTOPHX BOIJIOWEHUAX XOpes CHWXaeTCsd, I[I0 MeHblel Mepe,
Ha 10%. B HeKOTOPHX BOIUJIOWMEHUAX XOpes CHWXaeTCcd, IO MeHblleM
Mepe, Ha 15%. B HEKOTOPHEX BOIUIOIWIEHMAX XOpes CHUXaeTcd, IO
MeHbIe Mmepe, Ha 20%.

B HEKOTOPEIX BOIUJIOWEHMAX OBUTaTeJIbHad QYyHKUUA YJydllaeTCd.

B HEeKOTOPEHX BOIUJIOWEHMAX OBUT'aTeJIbHasa OQYyHKUMA YyJydllaeTCHd,
YTO IIOKa3aHO YyMeHbIleHMeM, II0 MeHblleM Mepe, Ha 1 OYHKT II0 mKajJe
ofme¥ OBUTATEJHHOM aKTUMBHOCTM (TMS). B HeKOTOPHX BOIJIOUEHMAX
CHUxeHMe Oajuta TMS cocTaBJIgeT I[IO MeHbIel Mepe 2 IyHKTa. B
HEeKOTOPHX BOIJIOMEHMAX CHMXeHMe O0ajia TMS cocTaBJsgeT II0 MeHbIen
Mepe 3 TIYHKTa. B HeKOTOPHX BOIUJIOUWEHUAX CHMWXeHMe Oajuia TMS
COCTaBJIAET IO MeHblleM Mepe 4 TIyHKTa.

B HEKOTOPEX BOIJIOWEHMAX OUCTOHMA YyJiydllaeTcd. B HEKOTOPHX
BOILJIOWEHU AX IoxXonkKa yJydmaeTrcd. B HEKOTOPHIX BOILJIOWEHU AX
yJydmaeTcsa IIOCTypaJibHas HeyCTOMUMBOCTL. B HEKOTOPHX BOIJIOMEHUAX
JleUueHue yMeHbllaeT CHMMIITOME IapKMHCOHM3MA.

B HeKOTOPHIX BOIJIOWEHMAX JeUeHMe He YXYOlaeT pPaBHOBECHUE
O0BbeKTa. B HEKOTOPHX BOIJICWEHMAX JIeUeHME YJIyUllaeT pPaBHOBECHUE.

B HEKOTOPEIX BOILJIOWEHU AX JleueHMe YIydmaeT pusuueckoe
GYHKUIMOHUPOBAHKE . B HEKOTOPEIX BOILJIOEHM AX pusnUecKoe
GYHKUIMOHUPOBaHME OOBEeKTa VYJydllaeTCd, UYTO UM3MepdeTcd I[I0o IKaje

busmueckoro OYHKIMOHMpPOBaHMSA SF-36. B HEKOTOPHX  BOIJIOMEHUAX
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prsMUecKoe QYHKUMOHMPOBaHME OO0BEeKTa YyJydllaeTCsa, UTO U3MepsaeTcd
[0 mKaJe (M3NUYeCKOTO QYHKIMOHUPOBaHMSA SF-36 OT MCXOIHOTO YPOBHA.
B HeKOTOPHX BOIUJICHMIEHMAX  QU3NUECKOe (QYHKIMOHUPOBaAHME OOBEKTa
YyIydllaeTCsa, UTO M3MepdAeTCsa IO mKajle (UBMUeCKOTO QYHKIMOHUPOBAHUSI
SF-36, 1o CpaBHeHMIK C OOBEeKTaMM, He INOIBEPTHYTHMU JIEUEeHUD.

B HeKOTOPHX BOIUJIOIEHMAX OOBEeKT UYyBCTBYET CHUJILHOE YJIYUIleHME
no wmrajie PGIC. B HeKOTOPHX BOIJIOUWEHMAX OOBEKT UYBCTBYET OUEHb
CUJIbLHOEe VYyiyulleHre 110 mkajie PGIC. B HEeKOTOPHX BOIJIOCMEHUAX OOBLEKT
UYBCTBYET CUJIBHOE yIIyulueHne 10 mKaJje CGIC. B HEKOTOPHX
BOIUJIOWEHMAX OOBEKT UYBCTBYET OUEeHL CUJIBHOe VYIJIyulleHMe I[I0 MKaje
CGIC. B HEeKOTOPHX BOIUIOUWEHMAX OOBLEeKT UYyBCTBYEeT CUJIbBHOEe YJIyJUlleHUe
no mwrkajsiaMm PGIC m CGIC. B HeKOTOPHX BOIUIOUWEHMAX OOBEKT UyBCTBYET
OUeHb CUJIbHOe VyJIyulleHMe [0 mkajiaM PGIC m CGIC.

B HeKOTOPHIX BOIUICUMEHMAX JiIeUeHMe yJiydllaeT IJIOTaHUe.

B HeKOTOpPHX BOIUJIOWEHMAX JeUueHMe He BH3HBaeT 3HAUUTEJIBHOTO
YBeJIMUueHn I OeCCOHHMLIEL, oelpeccuy, TpeBOTIH, BO3OYXIEeHN,
CYULIMIOAJILHEX MHCJIEV, aKaTu3uMy, PpasipaXuUTeJIbHOCTU MM YyCTaJIOCTHU.

B HeKOTOPHX BOIUJIOWMEHUAX JIeUeHMe He BHS3BBAET 3HAUUTEJIBHOTO
MapKMHCOHM3MAa MM Oucharmm.

B HeKOTOPHX BOIUJIOIMEHMAX JIeUeHMEe 3BHAUMTEJILHO He YyBeJMuMBaeT
uHTeprall QT. B HeKOTOPHX BOIUJIOWEHUAX JeUueHMe CYIeCTBEeHHO He
n3MeHdeT 3HaueHMe QTcF. B HeKOTOPHX BOIUICIEHMAX MaKCUMaJIbBHOE
yBeJiMueHne QTcF cocTamBjigeT MeHee ueM 5 McC.

Takxe OpedjaralmnTCcCsa BOIJIOUEHMS, B KOTOPHX JOOOe BOIJICIEHUE,
OIIMCaHHOe BHIMe B abzanax [0154] -[0173], MoxeT OBTL OOBEeIMHEHO C
JIOOEM OIHMM WMJIM HECKOJIbLKMMM M3 D2THUX BOILJIOWEHUM, eCcJiM KoMOMHaLMI
He ABJIAETCH B3aMMOMCKJIIUAKIEN . Taxkxe npenycMaTpuBaeTCAd
IpuMeHeHMe MHTUOUTOpa VMAT2 OJsa Xopeu U YyJIydlleHuS »OBUTATeJILHOMU
OYHKIVM Yy 00BekTa ¢ 00Jie3HbK XaHTHMHITOHa, KakK YKa3aHO B OaHHOM
OOKYyMeHTe, MM B JIOOOM M3 BOILJIOMEeHMM, VYVKa3aHHHX BbIle B abdszallax
[0154] - [0173]. Taxkxe TIpeldycMaTpMBaeTCs I[IPpUMeHeHMe MHIHoOuUTOpa
VMAT?2 Opu M3TOTOBJIEHUM JIeKApCTBEHHOT'O CpencTBa OIS XOpeu WU
VIIyUlleHUS OBUIATeJIbHOM (QYHKIMM y oObekTa ¢ 00JIe3Hb XaHTMHITOHA,
Kak VYyKa3aHO B @»OaHHOM »OOKYMeHTe WM B JioOoM U3 BOILJIOMEHUMN,
YKaz3aHHEIX BeEmMe B abzaunax [0154] - [0173]. Takxkxe OpemoCTaBJIAETCH

KOMIIO3ULMA, colepxXamas MHIMOuTop VMATZ2 s OpUMeHeHMd IIpU Xopee
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M yJdydllanmas MOTOPHYKD QYHKLMID Yy oOBbeKTa C OO0JIe3HBI XaHTMHITOHA,
Kak VyKa3aHO B JaHHOM JOOKYyMeHTe WIM B JOOOM M3 BOILJIOUEHUN,
YKa3aHHHEX BeIIe B ab®zanax [0154] - [0173].

Takxe IpenjaraeTca CIocod VYIyulleHUMS IBUTATEJbHOV QYHKUUM Y
oOBEeKTa C BoJie3HB  XaHTMHITOHA, Io3OHeW  OUCKUHEe3UeM VI
cuHmpoMoM  TypeTTa, BKJIOUAKINMY  BBEeIeHME  IIPUMEPHO CYTOUYHOTO
KOJIMYeCcTBa MHIMOMTOpa VMATZ2. B HEKOTOPHX BOIUIOWEHUAX MHIUOUTOPD
VMATZ2 npencTaBJISeT COOOM IelTepul-3aMelleHHE TeTpab®eHasWH.

B HeKOTOPHX BOILJIOWEHMAX OOBEKT mMMeeT 0OO0Jie3Hb XaHTUMHITOHa. B
HEKOTOPHX  BOIUJIOWEHMAX  OOBEKT MMeeT IIO3OHKKD OUCKUHE3ND. B
HEKOTOPHX BOIUJIOIIEHMAX OOBEKT MMeeT CHMHOpOM TypeTTa.

B HeKOTOPHX BOIJIOWEHUAX »OelTepul-3aMelleHHHN TeTpabeHa3uH
OopencrapjsgeT cobor nOeyTeTpabeHas3yH. B HEKOTOPHX  BOILJIOMEHUIX
neyTeTpabeHa3MH ABJISETCH IUIOC M30MepHOM dopMoM HeyTeTpabeHasMHa.
B HeKOTOpPHX BOIUICUMEHMAX IJIC M3O0MepHada dopMa meyTeTpabeHasMHa
opencraBJigeT coBon aJibda-mn30oMep. B HEKOTOPHIX BOIUJICIEHM AX
MHIMOUTOP VMAT?2 opencraByigeT cobomn TLJIIOC V30MEPHYIO bopmy
TeTpabeHasMHa. B HEKOTOPHX BOIUIOWEHMAX IJIOCOBad M30MepHad o¢opMa
TeTpabeHasyHa IpencTaBiIgeT cobor ajibda-u30Mep.

B HEeKOTOPHX BOIJIOWEHMAX MUHIUOUTOp VMATZ2 nOpencTaBjgeT codou
BaJjiOaHasMH.

B HEKOTOPEIX BOIJIOIEHU AX CYTOUYHOE KOJIMYUECTEO
neyTeTpaBeHasyHa BBOOAT B OIHOM I03e MJIM OBYX HOO3ax.

B HEKOTOPEIX BOIUJIOIEHU AX CYTOUYHOTO KOJIMYECTBAa
oeyTeTpabeHasyHa BHOMpawT W3 IIPMMEpHO 6 MI', IIpMMEpHO 12 wMT,
OpuMepHO 18 M, nOpuMepHo 24 Mr, OpuMepHO 30 MI', IPMMEPHO 36 MT,
npuMepHo 42 Mr, npuMepHo 48 Mr, OpuMepHO 54 Mr, npmuMmepHo 60 wMT,
IPUMEPHO 66 MI', I[IPpMMEPHO 72 MI' UM IIpMMepHO /8 MI'. B HeKOTOPHX
BOIUICIEHMAX CYTOUHOE KOJMUECTBO HOeyTeTpabeHa3MHa BHOUpaT U3
IPUMEPHO 6 MI', I[IpPMMEpHO 12 MI', IIpMMepHO 18 MI', OpuMepHO 24 wMT,
npuMepHo 30 MI', HOPMMEepPHO 36 MI', IPMMEPHO 42 MI' M [IPpUMEPHO 48 MI.

B HEKOTOPHIX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTBO
neyTeTpabeHasyHa BBOOAT B OBYX OO3ax, COCTOAMMX M3 TEPBOV HOO3H U
BTOPOM MOO3H.

B HEeKOTOPHX BOILJIOWEHMAX :

IepBad ITJO3a cocTaBJiaeT IIPMMEPHO © M1, a BTOpaAa To3a



COCTaBJIAET MPUMEPHO 6 MT';

lepBad no3a COCTaBJdeT
cocTaBJigeT IIPMMEPHO 9 MI;
IepBad no3a COCTaBJdeT
cocTaBJigeT IIPpMMepHO 12 MI;
epBad no3a COCTaBJdeT
cocTaBJdgeT IIpMMepHO 15 Mr;
IlepBad mno3a COCTaBJdeT
cocTaBJidgeT IIpMMepHO 18 Mr;
IlepBad mno3a CocTaBjdeT
cocTaBJgeT NOpMMepHO 21 MI;
epBad mno3a CocTaBjdeT
COCTaBJIAET IIPMMepHO 24 MT;
IlepBad no3a CcocTaBjdeT
COCTaBJIAET IIPUMMEepPHO 27 MT;
epBad no3a CcocTaBJdeT
cocTaBJfAeT NpuMepHO 30 MT;
IepBad no3a CocCTaBJdeT
cocTaBJIgeT IIPMMEPHO 33 MI';
IlepBad Ho3a CcocTaBJdeT
cocTaBJigeT IIPMMEPHO 36 MI'; U
lepBad no3a CoCTaBJdeT
cocTaBJigeT IIpMMepHO 39 Mr.
B HeKOTOPHX BOILJIOUEHMAX :
lepBad no3a CoCTaBJ4eT
cocTaBJigeT IIPMMEPHO 6 MI';
IlepBad no3a COCTaBJ4eT
cocTaBJigeT IIPMMeEpPHO 9 MI;
lepBad no3a COCTaBJ4eT
cocTaBJigeT IIPMMepHO 12 Mr;
lepBad no3a COCTaBJdeT
cocTaBJigeT IIpMMepHO 15 Mr;
epBad no3a COCTaBJdeT
cocTaBJigeT IIpMMepHO 18 Mr;
epBasgd

TJO3a coCcTaBJiaeT

cocTaBJigeT IpMMepHO 21 MI'; u
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lepBad Lo3a COCTaBJgeT IIpuMepHO 24 MI', a BTopad »no3a
cocTaBJigeT IIpMMepHO 24 M.

B HEeKOTOPEIX BOIUIOWEHN AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasrHa COCTaBJIgeT OT IIPMMEPHO 6 IO IpuMepHO 78 MI'. B
HEeKOTOPEIX BOIJIOCIEHUAX CYTOUHOE KOJIMYEeCTBO OeyTeTpabeHasMHa
BHOMpPAKT M3 OIPUMEPHO 6 MI', IIpMMepHO 12 MI', IOpMMepHO 18 wMr,
npuMepHo 24 Mr, npuMmepHo 30 MDY, OPMMEepHO 36 MI', IpuMepHO 42 wMT,
opuMepHoO 48 Mr, nOpuMepHo 54 MI', OpUMepHO 60 MI', OPMUMEPHO 66 MT,
OpUMEepHO 72 MI' ¥ OPUMEpPpHO 78 MI'. B HEeKOTOPHX BOILJIOWEHMAX
CYTOUYHOE KOJMUECTBO IeyTeTpabeHas3MHa BHOUpPAT U3 IIPMMEPHO 6 MI,
opuMepHo 12 Mr, npuMepHo 18 wMr, npuMepHo 24 Mr, npmumepHo 30 wMr,
IPUMEPHO 36 MI', IOIpMMepHO 42 MI' U HOpuMepHO 48 MI'. B HEeKOTOPHX
BOILJICIEHM AX CYTOUHOE KOJIMYECTBO BBOOMMOT'O OeyTeTpaOeHasuHa
COCTAaBJIAET MeHee UeM WIM PaBHO OpMMepHO 48 MI' MM MeHee UeM WU
PaBHO IIPMMEepHO 36 MI' IJIA OOBEKTOB, ONHOBPEMEHHO IIOJIydalollnx
CUJIBHEIM  MHTUOUTOp CYP2D6. B  HEeKOTOPHX BOIUIOMEHMAX  CUJILHEIM
nHIruomTop CYP2D6 BHOMpaRT M3 UYMuciIa OQIYyOKCeTHHa, IIapOoKCeTMHa,
OYNpONMOHa, XMHMIOMHA, LMHAaKaJblleTa M pPUTOHaBMPa. B HEKOTOPHX
BOILJIOWEHM AX CHUJIb HEIM MHIUOUTOP CYP2D6 BHIOMpPAT ns yycia
IapokceTmHa, OQIYOKCeTUMHa U OYyIpONMOHA.

B HEeKOTOPHX BOIUICHMEHMAX KOHTPOJIbB XOPEeM VYJydllaeTCHd, UYTo
IIOKa3aHO CHWXeHMeM 10 MeHbmel Mepe Ha 0,5 OyHKTa OO mKaje ofmen
MaKCHMMaJIbHOM xopeu (TMC). B HEeKOTOPHIX BOILJIOWMEHUAX CHMWXKeHUEe TIO
mxaje TMC cocTaBJfgeT IO MeHbmel Mepe 1 0OYHKT. B HeKOTOPHIX
BOILJIOMEHUAX CHIMWXeHMe [0 mKajie TMC cocTaBJigeT IO MeHbmen Mepe 1,5
IIyHKTa. B HeKOTOPHX BOIUIOMEHMAX CHMWXeHMe 10 mkajie TMC coCTarBJISEeT
10 MeHBbIelW Mepe 2 IIyHKTa. B HEeKOTOPHX BOIUJIOMEHMSAX CHWKEHME II0
mxajge TMC cocTaBJfgeT IO MeHbIer Mepe 2,5 nOyHKTa. B HeKOTOPHIX
BOILIOMEHUAX YJyUlleHMe MOpeldcCTaBJigeT CcoOo¥ yJydlleHre IO OTHOUEHU
K YPOBHID «MUCXOOHOTO» IokaszaTesyia TMC @mo JiedeHHMd, COCTAaBJIAKIES IO
MeHbIIeM Mepe 8. B HEeKOTOPHX BOILJIOMEHUAX YJyUlleHUe TMpenNcTaBJIisgeT
coBoM yJydlleHMe II0 OTHOMEeHMK K YPOBHK «MUCXOIDHOTO» IokaszaTensa TMC
0O JieueHud, cocTamJidlmee IO MeHbmen Mepe 10. B  HeKOTOPHX
BOIUJIOMEHUAX YJIyUlleHMe MIpeldCTaBJIgeT CcoOo¥ yJydlleHMe IO OTHOUEHU
K YPOBHID «MUCXOOHOTO» IokaszaTesyia TMC @mo JiedeHMd, COCTAaBJIAKIEES IO

MeHbIIel Mepe 12. B HeKOTOPEIX BOIUJICHMEHMAX VYIJIYUIeHNMe IIpeldCTaBJIdeT



45

coboM yJydlleHMe I10 OTHOIEHMI K YPOBHIO «MCXOIHOTO» IIoKaszsaTeysa TMC
0O JledeHMs, COCTaBJIfgKIee IO MeHbmeM Mepe 12,7. B HeKOTOPHX
BOILJICNEHUAX YJIyUlleHMe IIpeacTaBjgeT coboM yiydlleHMe I10 OTHOIIEHUIO
K YPOBHKD «MUCXOOHOTO» INnokazaTeja TMC @mo JeueHMd, COCTaBJAKIEe II0
MeHbe mepe 14.

B HeKOTOPHX BOIJIOMEHUSAX XOopesd CHWXaeTCsa, II0 MeHBIIeM Mepe,
Ha 10%. B HeKOTOPHX BOILIOHMEHMAX XOopesd CHWXaeTCcsa, IO MeHbIen
Mepe, Ha 15%. B HeKOTOPHX BOIUJIOCIMEHMAX XOpesd CHMWXaeTcd, IO
MeHbBIIEM Mepe, Ha 20%.

B HEeKOTOPHIX BOIUJIOWEHMAX OBUIAaTeJIbHasaA QYHKUMA YJydllaeTCcd.

B HeKOTOPHX BOIUJIOWEHMAX OBUTaTeJIbHasA QyHKUMA YyJydllaeTcd,
UTO IIOKa3aHO CHWXeHMeM, IIO0 MeHblley Mepe, Ha 1 [OyHKT IO KajJe
ofmeN ORPUTaTeJIbHOM aKTMBHOCTM (TMS). B HEKOTOPHX BOILJIOMEHUAX
CHMWXeHMe TIokaszaTenda TMS cocTaBJjigeT IO MeHbIeM Mepe 2 IIyHKTa. B
HEeKOTOPLIX BOIJIOCWIEHMAX CHWXeHMe IokazaTeynsa TMS cocTaejgeT IO
MeHbIIe  Mepe 3 IYyHKTA. B HEeKOTOPBIX BOILJIOWEHM AX CHUXeHUE
nokasatressa TMS cocTaBJiSeT IO MeHblel Mepe 4 IyHKTa.

B HEKOTOPHX BOIUJIOUMEHUAX OUCTOHMA VYJIydllaeTCd. B HEeKOTOPHIX
BOILJIOWEHM AX noxonka YIydlmaeTCs. B HEKOTOPHIX BOILJIOWEHM AX
oBJleryaeTcsa IOoCTypaJlbHasA HeCTabMJIBHOCTB. B HEKOTOPHX BOILJIOUEHUIX
JleueHMe YMeHbIIaeT CHUMIITOMHE [TapKMHCOHM3MA .

B HEeKOTOPHX BOIUJICIMEHUAX JIeUeHMe He YyXYOllaeT paBHOBeCHUE
OOBEeKTa. B HEKOTOPHX BOIUIOWEHMAX JIeUeHMe YJIIyullaeT paBHOBeCHE.

B HEeKOTOPHX BOILJIOHEHUAX OOBEKT UYBCTBYET CUIIBHOE YIIYUIIEeHME
no mrajie PGIC. B HEeKOTOPHX BOIJIOWEHMAX OOBEKT UYBCTBYET OUEHb
CUJILHOE ViyulleHre 10 mKajie PGIC. B HEeKOTOPHX BOIJIOCHMEHUAX OOBLEKT
UYBCTBYET CUJIBHOE YyIIyuluieHme 10 mKaJje CGIC. B HEeKOTOPHX
BOIUJIOWEHVAX OOBEKT UYBCTBYET OUEeHbL CWJIBHOe VYJIyUlleHMe II0 MKaje
CGIC. B HEKOTOPHX BOIUJIOUEHUAX OOBLEKT UYBCTBYET CUJIbBHOEe YJIIYUIlleHUE
no mrajiaMm PGIC m CGIC. B HEeKOTOPHX BOIUIOUWEHUAX OOBEKT UYyBCTBYET
OUeHb CUMJIbHOe VYIIyulleHMe 10 mrajilamM PGIC m CGIC.

B HEKOTOPHIX BOILJIOMEHM AX JleueHue yJydimaeT dmMsmUeckoe
OYHKUIVOHVPOBaHUE . B HEKOTOPHIX BOTILJIOWEHU AX dmusmUeckoe
OYHKUIMOHVPOBaHME OO0BeKTa VYJyudllaeTCsa, UTO M3MepdeTcsda [0 mKaje
dr3MUueckoTo  QYHKIMOHUPOBaHUA SEF-36. B HEKOTOPHX  BOILJIOIEHUIX

@MBMT{eCKoe (]_)yHKLU/IOHI/IpOBaHMe OOBEKTa VYJyUllaeTCHd, UTO HW3SMepAeTCA
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[0 mKaJe (M3NYeCKOTO QYHKIMOHUPOBaHMSA SF-36 OT MCXOIHOTO YPOBHA.
B HeKOTOPHX BOIJICIMIEHUAX  QU3NUECKOe (QYHKIMOHUPOBaAHME OOBEKTa
YyIydllaeTCcsa, UYUTO M3MepdAeTCsa IO mKajle (UBMUeCKOTO QYHKIMOHUPOBAHUSI
SF-36, 1o cpaBHeHMK C HeoOpaboTaHHBMM OOBEKTAMU.

B HeKOTOPHX BOIUJICIMEHMAX JIeUeHMe YyJydllaeT IJIOTaHUe.

B HeKOTOpPHX BOIUJIOWMEHMAX JeUueHMe He BH3HBaeT 3HAUMTEJIBHOTO
YBeJIMUeHU A OeCCOHHUIIH, oernpeccuu, TpeBoTH, BO3OYyXIOeHMd,
CYMUMOAJNBbHEIX MHCJIEV, aKaTU3UM, pPa3dpaXxuTeJ]IbHOCTU WM YCTaJIOCTH.

B HeKOTOpPHX BOIUJIOWEHMAX JeUeHMe He BH3HBaeT 3HAUUTEJILBHOTO
NapKUHCOHM3MA WM Oucoharmm.

B HeKOTOPHX BOIUJIOIEHMAX JIeUeHMEe 3SHAUUTEJILHO He YyBeJMuMBaeT
nHTeprajg QT. B HeKOTOPHX BOIJIOUWEHUAX JeUeHMe CYIeCTBeHHO He
U3MeHdeT 3HadeHMe QTcF. B HeKOTOPHX BOIUJIOUWEHUAX MaKCHUMaJIbHOe
yBenueHre QTcF cocTaBjgeT MeHee ueM 5 MC.

Takxe OpenjlaraloTCsa BOIUJIOUEHMSA, B KOTOPHX JiOOe BOIJIOUEHHUE,
OonMcaHHOe BHIMe B abzauax [0175] -[0196], wMoxeT OHTL OOBEOMHEHO C
JIIOOBEIM  OOHMM WMJIM HEeCKOJILKMMM M3 D2THUX BOIUJIOMEHUM, ecJu KoMOMHAalMA
He ABJIAETCHA B3aMMOMCKJIOUAKIEN . Takxe npenycMaTpuBaeTCd
IprMeHeHMe OeyTeTpabeHasuMHa WM MHIHUOMTOpa VMAT2 1Ojd YJydlleHUS
IOIBUTATEJILHOM OYHKUMM vy oBbekTa ¢ 00Je3Hbl XaHTHMHI'TOHAa, IIO03IHeN
OVUCKUHesue  MJIu cuHOpoMoM  TypeTTa, Kak yKasaHO B OaHHOM
IOOKYMeHTe WM B JioOOM M3 BOIJIOHMEHMM, YKa3aHHBIX BHIle B abdszallax
[0175] -[01%96]. Taxkxe npenycMaTpmUBaeTCd npUMeHeHre
OeyTeTpadbeHasMHa IZNENZ| MHTUBUTOPAa VMAT?2 Ipu M3TOTORJIEHUNU
JeKapCTBEeHHOTO CpeIcTBa IJS YJIYUleHUS IOBUTATEJILHOM OQYHKUUM Y
obBeKTa c OOJIE3HEBIO XaHTMHI'TOHaA, no3noHen OMCKMHe3Men WJIN
cuHIOpoMoM TypeTTa, KaK YyKa3aHO B IOaHHOM OOKYMeHTe WM B JIOOM U3
BOILJIOWEHMNM, VYVKa3aHHBEX BbImme B abszaumax [0175] -[0196] Bome. Takxe
npenjaraeTcsd KOMIIO3ULIV A, comepxamas ODeyTeTpabeHasUH WU
nHruémTop VMATZ2, @OJad OpMMeHeHMSa B YJYUIEeHMM IBUTaTeJIbHOV QYyHKLUUN
y o0bmbexkTa ¢ 0OoJIe3HbK XaHTUMHITOHA, Io3OHeM  IOUCKUHERUM  WJIU
cuHIpoMa TypeTTa, KaK YKa3aHO B IOaHHOM OOKYMEeHTe MM B JIOOOM U3
BOILJIOWEHMNM, VYVKa3aHHHBX BHIme B ad®zanmax [0175] -[0196].

Takxe OpelCTaBJIEH CIHOCOO YMeHBIIEeHVA MOTOPHHEX WM QOHUUECKUX
TUKOB Yy 0OO0BekTa ¢ CcuHOpoMoM TypeTTa, BKJIOUAKIMKY  BBeIeHUe

IIPVMMEPHO CYTOUWHOI'O KOJIMYEeCTBa neyTeTpaGeHaBMHa.
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B HeKOTOPHX BOIJIOMEHUAX TUKM SBJIAKTCS MOTOPHEMM TUKaMU.

B HEKOTOPHX BOIJIOMEHUAX TUKM ABJIAOTCA QOHUUESCKUMU TUKAMMU.

B HEKOTOPHX BOIJIOUEHMUAX OOBEKT MMeeT Bo3pacT oT 6 1mo 16
JeT. B HeKOTOPHX BOIUICWEeHUAX OOBeKT MMeeT Bo3pacT oT 12 nmo 18
JeT. B HeKOTOPHX BOIUIOWEeHMAX OOBeKT MMeeT BO3pacT OoT 6 po 18
JeT.

B HEeKOTOPHX BOILJIOMEHN AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasMHa COCTaBJIgeT OT IIPUMEPHO 6 o OpuMepHO 48 Mr. B
HEeKOTOPEHIX BOILJIOMEHU AX CYTOUHOE KOJIMYECTBO DeyTeTpabeHasMHa
BHOMpPAT M3 IPUMEPHO 6 MI', IIpMMepHO 12 MI', OpMMepHO 18 wMr,
npuMepHo 24 wMr, npuMepHo 30 MI', IPMMEPHO 36 MI', IPUMEPHO 42 MD' U
npuMepHo 48 M. B HeKOTOPHX BOIUJIOUWEHMAX CYTOUHOEe KOJIMUeCTBO
BBOOVMMOTO I»OeyTeTpabeHasMHa  COCTaBJIAeT MeHee UYeM WM  PaBHO
npuMepHo 48 MI' MM MeHee UYeM WM pPaBHO I[IPUMEPHO 36 MI' IJiA
0BOBLEeKTOB, OIHOBPEMEHHO IoJydalmMx CUJIbLHBEN MHTUOMTOp CYP2D6. B
HEKOTOPHX BOIJIOMEHUAX CUJIBHEM MHTUOUTOp CYP2D6 BHOMpalT M3 YMCIa
biiyokceTrHa, IIapoKCeTMHa, OYNPONMOHAa, XMHMAOMHA, LMHaKaJbleTa U
PUTOHABYpPa. B HEKOTOPHX BOIUJIOMEHMAX CUJIBHELM UHIUOUTOR CYP2D6
BEHIOMpAnT M3 UMCJIa [IapoKCeTMHa, OQIYOKCeTMHa UM OyIpOolIMoOHA.

B HEeKOTOPHIX BOILJIOMEHU AX CYTOUYHOEe KOJIMUECTEO
neyTeTpabeHasyHa BBOOAT C IMIEN.

B HEeKOTOPHIX BOILJIOMEHU AX CYTOUYHOE KOJIMYUECTEO
neyTeTpabeHasVHa pa30esigioT Ha [I0 MeHbIleM Mepe OBe IO3H.

B HEeKOTOPHIX BOILJIOMEHU AX CYTOUYHOE KOJIMYECTEBO
neyTeTpabeHasrHa BBOIOAT B IBYX PaBHHX I03ax, COCTOANMX M3 IIepBOU
OO3E M BTOPOV IO3H.

B HeKOTOPEIX BOILJIOIMEHM AX MOTOPHEE nJin (]_)OHI/IT{eCKI/Ie THKM

yMeHbMAalnTCaS Ha 2250%, uyTO U3MepseTcd o ofmeV mKaJle TUKOB
Mennbckoil TyoBajIbHOM WKAJE TSKeCTU TUKOB.

B HEeKOTOPHX  BOIJICHMEHUAX  MOTOPHEE MM  QOHMUECKUE TUKA
YMEHBIIAKTC A Ha 2 W BoJiee IIYHKTOB obmero KJIMHUYUECKOTO
BIIeUaTJIEHMA IallMeHTa C cuMHOpoMoM TypetrTa (TS-CGI).

B HeKOTOPHX  BOIUJICIMEHUAX  MOTOPHEE MM  QOHMUECKUE TUKA
YMEHBIIAKTC A Ha 1 W foJiee IIYHKTOB ofbmero KJIMHUYUECKOTO

BIledaTJIeHMA IIalilMeHTa C CHMHIPOMOM TypeTTa O TaXeCcTH 3abojieBaHuUA
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(TS-PGIS). B HeKOTOPHX BOILJIOMEHUAX MOTOPHEE WMIM QOHUUECKME TUKU
YMEHBIAKTC A Ha 2 NI BoJiee IIYHKTOB ofmero KJIMHUYECKOT'O
BlleUuaTJIeHUsa IalMeHTa C CcuHOpoMoM TypeTTa O TaXxeCcTn 3aboJieBaHUd
(TS-PGIS).

B HeKOTOPEHX BOIUICWEHMAX CHMXEHMEe IIPOUCXOOUT OT MOMEHTa
HadaJla MCCJIeOOBaHMA OO IO MeHbIleM Mepe IOBYyX HeOeJlb.

B HeKOTOPHX BOIUICHWEHMAX CHMXEHME IIPOUCXOOUT OT MOMEHTa
Hadajla MCCJeOOBaHMA OO IO MeHbBIeM Mepe UYeTHpex HeOejb. B
HEKOTOPHX BOIUJICMEHMAX CHMXEHME IIPOMUCXOOUT OT MOMEeHTa HaudaJjla
MCCJIegOBRaHMa OO I[IO MeHBIIe Mepe BOCBMM Helejlb. B  HeKOTOPHX
BOIUJICIEHMAX CHWXEHMe IIPOMCXOIOMT OT MOMEHTa Haudajla MCCIeIOBaHUA
0O IO MeHBIleM Mepe IOBeHalllaTU HeOelb.

Taxxe OpenjarailTcd BOIUIOCMEHMA, B KOTOPHX JmoOOe BOIUIOIEHUE,
OIMcaHHOe BHIMe B abzaumax [0198] -[0211], MoxeT OHTL OOBLEOMHEHO C
JIIOOEM OOHYM WMJIM HEeCKOJIbKMMM M3 STUX BOIJIOMEHUM, eCcJM KOMOMHalUMA
He ABJIAETCH B3aMMOMCKJIIYaKIE . Taxkxe npenycMaTpmuBaeTCA
IpMMeHeHMe IneyTeTpabeHasuHa WIM UMHIHOUTOpa VMAT2 OJd CHWXEHUA
MOTOPHEIX MM QOHUUECKMX TUKOB Yy OOBEeKTa C CHMHIpoMOM TypeTTa, Kak
yKa3aHO B OaHHOM MOOKYMeHTe WM B JIoOOM M3 BOIJIOWEHMUM, YKa3aHHHX
BHIIIE B abzauax [0111] - [0211]. Takxe TIpenycMaTpuBaeTCd
[IpMYMeHeHH e oeyTeTpadbeHasMHa NIV MHTUOUTOPAa VMAT?2 pu
M3TOTOBJIEHUM JIEKAPCTBEHHOI'O CPenCTBa IJiS yMeHBIIeHUMS MOTOPHHX WJIN
boHUUECKMX THMKOB y O0OBeKTa C CHHOpOMOM TypeTTa, KaK YyKa3aHO B
DaHHOM MHOOKYyMeHTe WM B JIOOOM M3 BOILJIOmMEHWUM, YKa3aHHHX BHIEe B
abzamax [0198] -[0211] &=eeme. Takxe HOpenjaraeTcsd KOMIO3MLUUA,
comepxallasg IeyTeTpabeHa3MH WM MHIUOMTOp VMATZ2, nJjd [IpMMEeHEHUS B
BOCCTAHOBJIEHMM MOTOPHEIX WMJIM QOHUUECKMX THUKOB y OOBEKTa C
cuHipoMoM TypeTTa, Kak yKa3aHO B IOaHHOM IOKYMeHTe WM B JIIOOM U3
BOILJIOWEHMN, VYVKa3aHHHX BHIe B ab®zamax [0198] - [0211].

Taxkxe IpeICTaBJIeH CIOCO0O YMEHBIIEeHUS MOTOPHEX UM BOKAaJbHEX
TUKOB Yy O0BekTa C cuHmpoMoM TyperTrTa, BRJIOUAKIMNVY  BBeIeHUe
[IPUMEPHO CYTOUHOI'O KOJMUYEeCTBa IeyTeTpabeHas3MHa.

B HEKOTOPEIX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasyHa COCTaBJIgeT OT IIPMMEePHO 6 1o IpuMepHO 48 Mr. B
HEeKOTOPEIX BOIUJICIEHU AX CYTOUHOE KOJIMYECTEBO DeyTeTpabeHa3MHa

cocTaBjJjiaeT oT 6 1o 48 wMr. B HEeKOTOPEX BOIJICHMEHMAX CYTOUHOE
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KOJIMYECTBO HOeyTeTpabeHa3MHa BHOMpaRT U3 IIPMMEPHO © MI', IPUMEPHO
12 mr, npumMepHO 18 MI', HOpuMepHO 24 M, OpuMepHO 30 MI', IIPMMEPHO
36 MI', IIPpMMepHO 42 MI' M IOpMMepHO 48 MI'. B HeKOTOPHX BOIJIOWEHUAX
CYTOUHOE KOJMUYeCTBO BBOOMMOI'O IeyTeTpabOeHa3MHa COCTaBJIAeT MeHee
ueM WM pPaBHO IPUMepPHO 48 MI' MM MeHee UeM WM PaBHO IIPUMEPHO 36
MI' OJa OOBEeKTOB, ONHOBPEMEHHO MOJIydalmMxX CUJIBHBEM MHTUOUTOP
CYP2D6. B  HeKOTOPEHIX BOILJIOWEHMU AX CUJIBHEIL  MHITUOUTOP CYP2D6
BEIOMpAT nus ymciia GJIyOKCEeTHHa, [IapoKCcCeTUHa, OyHnpoIMoHa,
XVMHVWOVHAE, LUMHaKajblleTa W pPUTOHaBMpa. B HEKOTOPHX BOILJIOWEHMAX
CUJIbHEIL MHIMOUTOP CYP2D6 BHIOMpPAT ns ypciia rapokceTnHa,
GJIyoOKCeTHHa U OYIPOIMOHA.

B HEKOTOPEIX BOIUJIOWEHM AX CYTOUHOEe KOJIMYECTBO
oeyTeTpabeHas3uHa BBOLOAT C IIUIEMN.

B HEKOTOPEIX BOIJIOEHU AX CYTOUHOEe KOJIMYECTBO
neyTeTpabeHasMHa pas3meidioT IO MeHLbIlel Mepe Ha IBe IO3H.

B HEKOTOPEIX BOIJIOEHM AX CYTOUHOEe KOJIMYECTBO
oeyTeTpabeHas3MHa BBOOAT B IOBYX PAaBHHX OO3ax, COCTOANMUX M3 IIepBOU
OOBE M BTOPOWV IOOSBH.

B HeKOTOpPHX BOIUJIOWEHMAX OOBEKT MMeeT BO3pacT oOT 6 no 16
JeT. B HeKOTOPHX BOILICHEeHUAX OOBeKT MMeeT BoO3pacT oT 12 no 18
JeT. B HeKOTOPHX BOIJIOUWEHUAX MN30OpeTeHUd SBTOT IIeprOol COCTAaRJISET
oT 6 mo 18 ujer.

B HeKOTOPEIX BOILJIOIMEHM AX MOTOPHEIE 17 CI)OHML_TeCKI/Ie TUKM

oe

yMeHbIIalTCca Ha =225%, uTo wu3MepsgeTcsda II0 ofmel mKajle TUKOB
Mennbckoll TyoBajIbHOM WKAJE TAKeCTU TUKOB.

B HEeKOTOPHX BOIUJICMEHMAX MOTOPHEE MJIM QOHMUECKME  TUKU
YMeHBIIalTCS  Ha 2 WU BoJjlee  IOYHKTOB obmero KJIVMHNYECKOTO
BIEeUATJIEHMS IIalMeHTa C CHUHOpoOMOM TyperTa.

B HEeKOTOPHX BOIUIOHMEHMSX CHWXEHME IIPOUCXOIUT OT MOMEHTA
Hauvajla MCCJeloBaHMsa OO IIO0 MeHbIleM Mepe OBYX HeleJlb. B HeKOTOPHX
BOIUJIOMEHMAX CHMXEHME I[IPOMCXOOMT OT MOMEHTa Haudajla MCCJIeIOBaHUSI
OO IIO MeHBIEelM Mepe UYeTHpeX HeneJlb. B HEeKOTOPHX BOILJIOMEHMAX
CHMXKEHME IIPOMUCXOIMUT OT MOMEHTAa HaualJla MCCJIeOOBaHMsS IO IIO0 MeHbIIel

Mepe BOCEMM HelleJlb. B HeKOTOPEX BOIJICHMEHMAX CHMXeHMe IIpOMCXOoInT

OT MOMEeHTa HauaJla MCCJIeOOoBaHMsa OO II0 MeHblIen Mepe IOIBeHalllaTl
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HeneJb .

B  HEeKOTOPHX BOIUIOWEHMAX  OeyTeTpab®eHasMH  ABJIAeTCI UG
M30MepHOM  dopMOoM  IeyTeTpabeHa3MHa. B  HeKOTOpPHX BOILJIOUEHU AX
IJIloCoBas M3oMepHas GopMma IOeyTeTpabeHa3MHa OpelncTaBjgeT cobon
albdpa-mn30Mep.

B HeKOTOPHX BOIUJIOUEHMAX JIeUeHMEe 3SHAUUMTEJILHO He YyBeJMuMBaeT
uHTeprajd QT. B HeKOTOPHX BOIJIOUWEHUAX JeUueHMe CYIeCTBeHHO He
n3MeHdgeT 3HaueHMe QTcEF. B HeKOTOPHX BOIUIOIIEHMAX MaKCHUMaJIBHOE
yBeJmueHue QTcFEF cocTarjigeT MeHee ueM 5 MC.

Takxe OpenjaramnTCsAa BOIUIOIEHMVS, B KOTOPHX JOOOe BOILJICIEHUE,
OnMcaHHOe BHIIe B abzaunmax [0213] - [0223], MoxeT OHTL OOBLEeOMHEHO
c JioOBIM  OOHMM  MJIM  HECKOJIbBKMMM M3 STUX  BOILJIOMEHUN, ecun
KOMOMHalUMA He ABJIAETCHA B3aMMOMCKJIIIOUaIeN . Taxxe
openycMaTpMBaeTCsa IIpUMeHeHMe HeyTeTpabeHasMHa WIM MHIHOUTOpA
VMATZ2 1Jia YyMEHBbHIeHMS MOTOPHHX UM OQOHMUECKMX TUKOB Yy OOBEKTa C
cuHopoMoM TypeTTa, KaK yKa3aHO B JaHHOM IOKYMEeHTe WM B JIOOOM U3
BOILJIOCWEHMM, YKasaHHHX Bbme B abszamax [0213] - [0223]. Takxe
openycMaTpMBaeTCa IIPUMEeHeHMe OeyTeTpabeHasMHa WIM MHIUOUTOpA
VMAT2 0Opu M3TOTORBJIEHMM JIEKAPCTBEHHOTO CpeldcTBa OJIS YMEeHBIEeHUS
MOTOPHEX ¥ (QOHMUECKMX THUKOB Yy O0OBEeKTa C CHMHIOpoOMOM TypeTTa, Kak
yKasaHO B IaHHOM IOKYMeHTe WMJIM B JIoOOM M3 BOIUJIOMEHMM, YKa3aHHBIX
Brme B abzamax [0213] -[0223]. Takxkxe mnOpenjaraeTrcsd KOMIO3UINUA,
comepxallasg IOeyTerTpabeHas3mMH WM MHIMOMTOp VMATZ2, nJjd I[IPpMMEHEHUS B
YMEHBIIEHUY MOTOPHEIX U (QOHMUECKMX TUKOB Y O0O0BEeKTa C CHHIPOMOM
TypeTTa, Kak YKa3aHO B IOaHHOM IOKYMeHTe WIM B JobOOM U3
BOILJIOWEHMNM, VYKa3aHHHX BHIe B ab®zanax [0213] - [0223].

TakXe I@pelCTaBJIeH CIOCOD CHUMXeHMA TIKeCTHM THKa, KOoTopoe
U3MepdaeTCcs 1o oBmemMy KJIMHUUYE CKOMY BIIeUATJIEHUID  [IallMeHTa c
cuHmpoMoM TypeTTa o TaxecTu 3adbojiepaHusa (TS-PGIS) y obwekTa C
CHUHIPOMOM TypeTTa, B KJTIOY a10MMM BBeIleHUE NIPUMEPHO CYTOUHOT'O
KOoIMuecTBa OeyTeTpabeHasuHa. B HEeKOTOPHX BOIJIOUEHUAX  CIOCOD
BKJIOUAET: a) BBeIeHUMe CYTOUYHOT'O KOJMUeCTBa JeyTeTpabeHas3MHa; WU
b) ©no w™MeHbmed wMepe OIMH pa3 B 4 HemeJdu, C OlLEHKOM CTelleHU
TAXKECTU 3aboJjieraHusa C IIOMOUIBI0 TS-PGIS. B IOOIIOJIHUTEJIbE HEIX
BOIUJIOWEHUAX  CHOCOO  HOONOJIHUTEJILHO  BKJIOUAET: c) oCJie  OLIeHKU

TAXEeCTU THUKAa C IIOMOIIBIO TS-PGIS, ecJin CYTOUHOE KOJIMUEeCTBO
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ODeyTeTpabeHasuHa ABJIAETCSA [IepPeHOCUMEBIM, yBeJIMUeHue CYTOUHOT'O
KoJIMUeCcTBa OeyTeTpabeHasMHa IIO0 MeHbllel Mepe Ha 6 wMr/cyrku; d)
IIOBTOpeHue cTamui b) M c) OO Tex TIop, IIoka TS-PGIS He Oymer
YMEHBIIATHC A W CyToOuHasa oosa ODeyTeTpabeHasuHa oymeT
IIepeHOCHMOM; M €) ecIM Kakoe-Jmbo Iocjelyplee KOJUUECTBO He
[IEPEeHOCUTCHA, YMEHLbIleHMe CYTOUHOTO KOJMUeCTBa OeyTeTpab®eHasMHa Ha
6 MT/CYTKH.

B HEKOTOPEX BOIUJIOHMEHMAX TUKU HABJISOTCSI MOTOPHBEMM TUKAMA .

B HEKOTOPEIX BOIUJIOUMEHUAX TUKU HABJIAOTCS QOHUUECKUMU TUKAMA .

B HeKOTOPHX BOIUJIOCHMEHMAX OOBEKT MMeeT BO3pacT oOT 6 mo 16
JeT. B HeKOTOPHX BOIUJIOWEHUAX OOBEeKT MMeeT BO3pacT oT 12 nmo 18
JeT. B HeKOTOPHX BOIUJICIEHMAX OOBEKT MMeeT BO3pacT oT 6 mo 18
JeT.

B HEKOTOPEIX BOILJIOWEHU AX CYTOUHOE KOJIMUEeCTBO
neyrTerTpadbeHasnHa cocTaBJisgeT oT 6 1o 48 wMrT. B  HEeKOTOPHX
BOILJIOWEHUAX CYTOUHOE KOJIMUEeCTBO HOeyTeTpabeHasMHa BHOMpaoT U3
IIPMMEPHO 6 MI', IIPMMEpHO 12 MI', IIpMMepHO 18 MI', OpuMepHO 24 wMT,
npuMepHo 30 MI', OPpMMEepHO 36 MI', OpuMepHO 42 MI' U OpuMepHO 48 Mr.
B HEeKOTOPHX BOIJICIMEHUAX CYTOUHOE KOJMUECTBO HeyTeTpabeHa3MHa
BBOOAT C IIMIEN.

B HeKOTOPHX BOILJIOWEHMAX CTeleHb TSKeCTM OlleHMBaeTCsa C
nomomeio TS-PGIS 1o MeHBIIeM Mepe KaxObe IOBe HemOelrM. B HeKOTOPHX
BOIUJIOWEHMAX CTEINeHb TIXKeCTUM THUKOB OLleHMBaAeTCsa C IoMombil TS-PGIS
10 MeHbIleM Mepe OIOMH Pa3 B HemeJiio. B HEKOTOPHX BOILJIOMEHMAX
CTelleH: TSXKEeCTM TUMKOB OlLleHMBaeTcd C TIoMmombilo TS-PGIS IO MeHbIen
Mepe OIMH pa3 B MecCcsdll. B HEKOTOPHX BOIUJICIMEHUAX CTEIeHb TIXKeCTU
TUMKOB OlleHMBaeTcsa C IIoMombio TS-PGIS 1o MeHblleM Mepe OIOMH pas B
TPM Mecdla.

B HEKOTOPHIX BOILJIOMEHU AX CYTOUHOE KOJIMUECTBO
ODeyTeTpabeHas3MHa pa3nesisgoT Ha IOBe IO3H.

B HeKOTOpPHX BOIUJICHMEHMAX CHWXEHMEe TIPOMCXOIOMT OT MOMEHTa
HauaJla MCcJeloBaHMA OO II0 MeHbIel Mepe OBYX HeleJlb. B HeKOTOPHX
BOIUJIOWMEHVAX CHMXEHMEe TMPOUCXOIUT OT MOMEeHTa Hauvajla MCCJIeIoBaHUIg
0O TIIO MeHbIlel Mepe JYeTHpex HedeJb. B HEeKOTOPHX BOILJIOMEHMAX
CHMXEeHMEe IMIPOMUCXOOMT OT MOMeHTa Hauajla MCCJeloBaHMA OO IO MeHbIen

Mepe BOCEMM HelleJlb. B HeKOTOPEX BOIJICHMEHMAX CHMXeHMEe IIpOMCXOoInT
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OT MOMEeHTa Hauajla MCCJIeOoBaHMA OO I[I0 MeHbIleM Mepe OBeHaOllaTH
HeneJb .

B  HEeKOTOPHX BOIUIOWEHMAX  OeyTeTpab®eHasMH  ABJIAeTCI LG
n3oMepHOM ¢QopMoM meyTeTpabeHasrHa. B HEKOTOPHX BOIJIOMEHUSAX ILJI0C
n30oMepHasad dopMa IOeyTeTpab®eHasmMHa  NOpenOcTaBJgeT cobom aJjbda-
M30Mep.

B HeKOTOPHX BOIUJIOUEHMAX JIeUeHMEe 3SHAUUTEJILHO He YyBeJMuMBaeT
MHTepralsl QT. B HEKOTOPHX BOIJIOUWEHMAX JIeUeHMe SHauuTeJIbBHO He
n3MeHdgeT 3HaudueHMe QTcEF. B HeKOTOPHX BOIUIOCIIEHMAX MaKCHUMaJIBHOE
yBeJmueHue QTcF cocTarjigeT MeHee ueM 5 MC.

Takxe OpenjaramnTCsa BOIUIOIEHMS, B KOTOPHX JIOOOe BOILJICIEHUE,
OnMcaHHOe BHIIe B abzaumax [0213] - [0234], mMoxeT OHTL OOBEeOMHEHO
Cc JoOBIM  OOHMM MM  HECKOJBLKMMM U3 STUX  BOILJIOWEHU’N, ecun
KOMOMHaUMA He ABJIAETCHA B3aMMOMCKJIIOUaIen . Taxxe
OpenycMaTpuBaeTCcd IpUMeHeH e oeyTeTpabeHasuHa oJjig CHIVDKEHU A
TIKEeCTU THKa, KOTOpoe WM3MepsaeTCsa C IIOMOWBI OBWero KIMHUUECKOTO
BIleUaTJIeHMA HallMeHTa C CHHOpoMOM TypeTTa O TAXeCcTu 3abojieBaHMA
(TS-PGIS), KakK VyKas3aHo B JaHHOM IOOKYMeHTe WM B JodoM U3
BOILJIOWEHMM, YKasaHHHX BoHIme B absalax [0213] -[0234]. Taxkxe
npenjaraeTcsa IIpMMeHeHMe JOeyTeTpab®eHasuMHa B IIPOUBBOLOCTBE  OJA
CHMXEHMA TIKeCTM TUKa, KOTOpoe U3MepdeTcsa C IIOMOIMbK ofmero
KJIMHMUECKOTO BIleUaTJIEHMSA TIlallMeHTa C CUHOpoMOM TypeTTa O TISXeCTHu
3abojieradua  (TS-PGIS), kKak ykKas3aHO B »OaHHOM IOKYyMeHTe WM B
JHofoM M3 BOILJIOMEHMM, VYKa3aHHHEX Bbome B afszaumax [0213] - [0234].
Takxe mOpenjaraeTcsd KOMIO3MIMA, CcolepXalasa »meyTeTpa®eHasMH OJIA
CHMXEHMSA CTelleHM TIKeCTM THKa, KOTopoe U3MepdgeTcd ¢ IIOMOIILI
oBmero KJIMHMUECKOT'O BIeUaTJIEHMS IallMeHTa C CHMHOpoOMOM TypeTTa o
TSxecT 2abojieraHusa  (TS-PGIS), Kak VyKa3aHO B »TaHHOM JOKyMeHTe
WM B JioOOM M3 BOILJIOWMEHMM, YKas3aHHHX Bome B abszsauax [0213] -
[0234].

Takxe npencTaBJjieH crioco® nonnepXaHna KOHTPOJA
IaTOJIOTHMUECKUX HEeIIPOM3BOJILHEX IBMWKEHUNM Yy UeJIOBeKa C IBUIaTeJIbHHM
pPaccTpoOMCTBOM, BKJIIOY a10MUM BBeJIleHUE OOBEKTY TepalreBTUUeCKHA
S0DPEeKTUBHOTO CYTOUHOTO KOJMUECTBa HeyTeTpabeHasmMHa B TeUueHMe
nepmuona BpEeMeHH, OOCTaTOUHOTO OJIs BEIIIOJIHEHU A OIOHOTO MJIN

HEeCKOJIbKUX M3 CJelylmeTo: CHMXeHMe XOopeu II0 MeHblel Mepe Ha 10%;
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yIydleHnue IBUTaTeJbHOM QYHKUMM IO MeHbIel Mepe Ha 10%; yJyuleHHue
dM3NUEeCKOTO GYHKIIMOHUPOBAHUS ; YIIydleHne TJIOTAHUSL ; YIIydimeHme
PaBHOBECHUSA; YMeHbIleHMe I[IaTOJIOTMUEeCKMX HEeNIPOM3BOJILHHEX IBWXEHUN VY
IallMeHTOR C IIO3OHEeM »OUCKMHesuel; YyMeHblleHMe MOTOPHHEX THUKOB;
YMeHbIIeHMe BOKAaJIbHHX/POHMUECKUX TUKOB; YMEHLIIeHMEe MOTOPHHX U
BOKAJILHHX / QOHNUE CKUX TUKOB; YMEHBIIEHVE YXYOIeHM A COCTOSHUA
naluyMeHTOB C CHMHIOpOMOM TypeTTa; yYMEHBIIEHMEe TIKeCTM CHHIpOMA
TypeTTa,; YyMeHblleHMe OOmMero BIeUYaTJIeHMS O TSKECTM Y IIallMeEHTOB C
cuHOpoMoM TypeTTa; U CWUJIbHOE MM OUeHb CUJIbHOe VYJIyUlleHre OOIeIro
KJIMHUUECKOTO BIIeUaTJIeHMsA IallMeHTa O IOMHaMMKe COCTOSHMA.

B HeKOTOPHX BOIJIOUEHUSAX PAaCCTPOMCTBO BEHOpaHO U3 OO0Jes3HU
XaHTMHITOHa, MNO3OHEM IMCKMHE3UM M CcHHOpoMa TypeTTa.

B HEKOTOPHX BOIUIONMEHUAX WIM VJIYUIIeHMe KaXIoM M3 YKaBaHHHX
BHIIE KOHEUHEIX TOUeK M3MepsdeTcd cCJelylluM ofpasoM: YMeHBIeHMe
XOpeu U3MepHaeTcHd 1o VHUOULIMPOBAHHOM  mKaJe OLLeHKU OoJIe3HU
XaHTMHTTOHa (UHDRS) wMiIM ee DOIOWKaJIe; CHWXKEHME XOPEeM M3MepsaeTcsd
o mkaJe ofmer MakcuMaJibHOM xopeu (TMC) w3 UHDRS; VyiaydleHue
OIBUTATeJIbLHOM byHKUIMM n3MepaeTcd infe} mKaje OLLeHKU obmen

IOBUTATEJILHOM aKTUMBHoCcTM (TMS) w3 UHDRS; yiyulleHre QOU3INUYeCcKOI'O

GYHKUMOHMPOBAHMA n3MepdaeTcHa 1o mKaje OLLeHKU przUUeCcKOTO
GYHKUMOHMPOBAHMA SF-36; YIlydlleHue TJIOTaHUA nsMepdeTcsd
BOIIPOCHMKOM O HapylleHMM IJioTaHuda (SDQ); VYJIyudlleHVMEe pPaBHOBECUSA
n3MepsaeTCcsa C I[IOMOIEBI TecTa pabBHOBecus Bepra (BBT); yMeHBIeHUE

IaTOJIOTMUECKUX HEIPOMBBOJILHEX IOBMXEHMM VYV MHalMeHTOB C I[Io3IHel
IOIVCKMHesuel u3MepgeTcs C IOoMombio AIMS; yMeHbIleHMe KOJMUYeCcTBa
MOTOPHEX THKOB Y OOBEKTOBR C CHHOPOMOM TypeTTa HU3MepideTcsa C
noMmomepio MTSS wm3 YGTSS; YMEHLBIIeHME BOKAJILHHX/OQOHMUSCKMX TUKOB Y
OBBEKTOB C CcHMHIpOMOM TypeTTa HM3MepdeTcd C noMombpiln VITSS muz YGTSS;
YMeHLIIeH1 e oBmmUx (MOTOPHHEX u BOKAaJILHHX/ QOHNUESCKUX ) TUKOB
nusMepsaeTcs C TIOMOIBIO TTS nus3 YGTSS; YMEHEBIIEeHNUE VXY OIeHU g
OLIeHMBaeTCHd [0 WIKkaJjle yxynoumeHmd YGTSS; CHMXeHMe TAKeCTUM CHHIpOMAa
TypeTTa OlLIeHMBaeTCsa 1[I0 T1TJIoDallbHOM MmKaJjle TsakecTu wu3 YGTSS; wu
CHMXeHMe OfMero BIeUuaTJIeHUsa O TAXeCTHM VY TIMallMeHTOB C CUHIOIPOMOM
TypeTTa mMsMepdgeTcda c nomompion TS-PGIS.

B HEeKOTOPHX BOILJIOMEHUAX CYTOUHOE KOJIMUEeCTBO

DeyTeTpabeHasyHa COCTaBJIgeT OT IIPMMEePHO 6 IO IIpuMepHO 78 MI'. B
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HEeKOTOPEIX BOIUJICWEHN AX CYTOUHOE KOJIMYECTEBO neyTeTpabeHasuHa
BHOMpPAT W3 IPUMEPHO 6 MI', IIpMMepHO 12 MI', IOpMMepHO 18 wMr,
npuMepHo 24 Mr, npuMmepHo 30 MI', OpMMepHO 36 MI', IpuMepHO 42 wMT,
opuMepHO 48 Mr, nOpuMepHo 54 MI', OpMMepHO 60 MI', IOPMMEPHO 66 MT,
OpUMepHO 72 MI' ¥ OPUMEpHO 78 MI'. B HEeKOTOPHX BOILJIOWEHMAX
CYTOUHOE KOJMUECTBO IeyTeTpabOeHa3MHa BHOUpAT U3 IIPMMEPHO 6 ML,
opuMepHoO 12 Mr, npuMepHo 18 Mr, npuMepHo 24 Mr, npmumepHo 30 wMT,
IPUMEPHO 36 MI', IIpMMepHO 42 MI' U HOpuMepHO 48 MI'. B HeKOTOPHX
BOILJICWEHMAX CYTOUHOE KOJIMYEeCTBO BBOIOVMOTI'O oeyTeTpabeHasuHa
coCcTaBJIigeT MeHee UeM WM PaBHO IIPMMepHO 48 MI' MM MeHee uYeM WU
PaBHO IIpPMMEPHO 36 MI' IJIf OOBEKTOB, ONHOBPEMEHHO IIOJIyYakllnx
CUJIbHEM  umHITHOuTOp CYP2D6. B HEeKOTOPHX  BOILJIOIMEHMUAX CHUJIbHEIL
nHruomTop CYP2D6 BHOMpaT M3 uYMciIa OQIYyOKCeTHHa, I[IapoKCeTMHa,
OYNpONMOHa, XMHMOMHA, LMHaKaJjblleTa M pPUTOHaBMPpa. B HEKOTOPHX
BOILJIOWEHMAX CWJIbLHEIN VMHIUOUTOP CYP2D6 BHIOMPAT nus3 yucia
[IapoKCeTuHa, QIyoKCeTHMHa M OYyNpOIMOHA.

B HEKOTOPEIX BOILJICEHM AX OOCTaTOUHEM nepmon BpeMeHU
cocTaBJIAeT 1o MeHbIeM Mepe JeTHpe Henesun. B HEKOTOPEIX
BOILJIOMEHUAX OOCTATOUHHM IIepMOI BPpeMeHM COCTaBJIAeT IO MeHbIen
Mepe BOCeMb HeOeJlM. B HEeKOTOPHX BOIJIOWEHMSAX MHOOCTATOUHHM Iepuon
BpeMeHM COCTaBJISeT IO MeHbIel Mepe IBeHalllaTh HemoeJu.

B HEKOTOPEIX BOIJIOIEHU AX CHUXeHUe W yilydlieHue
COOTBETCTBYKRIIETO mokaszaTeJia MM  [IoKaszaTeJIe  COCTaBJISgeT 1o
MeHbIe Mepe 10% 1O CpaBHEHMIO C MCXOIHHM YPOBHEeM. B HEKOTOPHX
BOIUICIIEHMAX CHIWXKEHME WM YJydlleHVe COOTBEeTCTBYKIEIO Iloka3aTeJid
WM, 1O MeHbIle¥ Mepe, OIHOTO M3 TIoKasaTeJlel COoCTaBJISeT TIo
MeHbIe Mepe 20% 1O CpaBHEHMI C MCXOIHHM YPOBHEM. B HEKOTOPEHIX
BOIUICIIEHMAX CHIWXEHME WM YJydlleHVe COOTBEeTCTBYKIEI'O Iloka3aTeJid
uiM, TIO MeHbBIe¥ Mepe, OIHOTO M3 TIoKasaTeJlel COCTaBJISeT TIo
MeHbImeM Mepe 30% 1O CpaBHEHMI C MCXOIHHM YPOBHEeM. B HeKOTOPEHIX
BOIUICIEHMAX CHVWXEHME WM YJydlleHVe COOTBEeTCTBYKIEI'O Iloka3aTeJid
WuiM, 1O MeHbBIeV Mepe, OIHOTO M3 TIoKasaTeJle COCTaBJISeT TIo
MeHbImeM Mepe 40% 1[I0 CpaBHEHMI C MCXOIHHM YPOBHEeM. B HeKOTOPEHIX
BOIUICIEHMAX CHVXKEHME WM YJydlleHVe COOTBEeTCTBYKIEI'O Iloka3aTelid
WM, 1O MeHbBIeV Mepe, OIHOTO M3 TIoKasaTeJle COoCTaBJISeT TIo

MeHbIeM Mepe 50% IO CpaBHEHUMIOD C MCXOIHHM YPOBHEM.



55

B HeKOTOPHX BOILJICHMEHMAX PAaCCTPOMCTBO IIpedcTaBJgeT cobon
foJie3Hs XAaHTMHI'TOHA. B HeKOTOPHX BOIUJIOUEHMAX [IaTOJIOTUUeCKOoe
HeNpOou3BOJILHOE IOBWXEeHMe I[IpedcTaBJIgeT coboM xopekn, CBA3aHHYID C
OoJIe3HBD XaHTUMHITOHA.

B HeKOTOPHX BOILJICHMEHMAX PaCCTPOMCTBO IOpeldcTaBJgeT cobomn
NOBOHIK OUCKMHE3UD.

B HeKOTOPHX BOILJICHMEHMAX PaCCTPOMCTBO IIpelcTaBJgeT cobomn
CHUHIPOM TypeTTa. B HEKOTOPEHIX BOILJIOUEHU AX naToJIOTUUeCKOoe
HENIPOU3BOJILHOE IOBMXEeHMe [gBJIAeTCH TUKOM, CBA3aHHEIM C CHHIOIPOMOM
TyperTa.

B  HeKOTOPHIX BOIUIOWEHMAX  OeyTeTpab®eHasMH  ABJIAeTCd UG
M30OMEPHOM  QopMoM  IOeyTeTpabeHa3MHa. B HeKOTOpEHIX BOILJIOUEHM AX
IJIoCoOBas M3oMepHas o¢opMmMa meyTeTpab®eHa3MHa MOpencTaBjseT codon
ajibba-mn3oMep.

B HeKOTOPHX BOIUIOIEHMAX JIeUeHMe 3HAUUTEeJIbLHO He YyBeJIMuMBaeT
MHTepraJsl QT. B HEKOTOPHX BOIUJIOWEHMAX JieUeHre CYIeCTBEeHHO He
U3MeHdAeT 3HaueHMe QTcF. B HeKOTOPHX BOIUJIOUMEHMAX MaKCHUMaJIbHOE
yBeJMueHne QTcF cocTaBjigeT MeHee ueM 5 McC.

Takxe IOpenjaralmnTCsa BOILJIOUNEHMS, B KOTOPHX JOOe BOILJICIEHUE,
OIIMCaHHOe BHIe B abzaunax [0238] - [0246], wMoxeT OHTHL OOBeIMHEHO
c JIOOBIM  OIOHMM  MJIM  HEeCKOJILKMMM M3 STUX  BOIJIOWEHUN, ecJin
KOMOMHAaLMA He ABJIAETCHA B3aMMOMCKJIIOU AN . Takxe
npenycMaTpUBaeTCd IIPUMMeHeHMe nOeyTeTpabeHasMHa OJIS DOOOepXaHMA
KOHTPOJIA I[AaTOJIOTMUECKMX HEeIPOMSBBOJILHEX IBMWXEHUNM VYV UejloBeka C
OIBUTATEJILHEIM PacCTPOMCTBOM, Kak M3JIOXKeHO B ITaHHOM IOKYMEeHTe WJIU
B JioOOM M3 BOILJIOIMEHMM, VYKa3aHHBX BHIe B abzaunax [0238] - [0246].
Takxe npenycMaTpuBaeTCd IpUMeHeHre ODeyTeTpabeHasrHa npu
M3TOTORJIEHUM JIEKAPCTBEHHOTO CpPelcTBa IJIA IOoOOepXaHMsa KOHTPOJII
IIaTOJIOTMUECKUX HEeIIPOM3BOJILHEIX IBMWKEHUNM Yy UeJIoOBeKa C IBUIaTeJIbHHM
pPacCcTpOMCTBOM, KakK M3JIOXKeHO B IOaHHOM IOOKYMeHTe WM B JiOOM U3
BOILJIOWEHMNM, VYKa3aHHHX Bpme B abzanax [0238] - [0246]. Takxe
npenjaraeTcsd KOMIIO3ULIN A, comepxamas ODeyTeTpabeHasVH oI
IomonepXaHMsa KOHTPOJISA [IAaTOJIOTMUECKMX HeNpPOU3BOJILHHX IBWKEHUN V
yeJloBeka C IBUTaTeJIbHHM pPacCTPOMCTBOM, KakK M3JIOXeHO B OaHHOM
OOKYMEHTe MM B JIoOOM M3 BOILUJIONEHMM, YKa3aHHHBX BHIle B abdszalnax

[0238] - [0246].
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KomMmriosmuumm

TerpabeHasmH (Nitoman, Xenazine, Ro 1-9569), 1,3,4,6,7,11b-
rexkcarunopo-9, 10-ouMe TOKCHU— 3— (2—-MeTUJIIIPOIINIT) —-2H-0eH30 [a]
XVHOJIMH, IOIpelcTaBJgeT co0oM UMHIUOUTOP BEe3UKYJIIAPHOTO MOHOAMMHHOTO
nepeHocumka 2 (VMAT2). TerpabeHasuH OOHUHO Ha3HaAYaKT OJIA JIeUeHUSA
BoJsie3Hu XaHTMHI'TOHa (Savani et al., Neurology 2007, 68 (10),
797, Kenney et al., Expert Review of Neurotherapeutics 2006, 6
(1), 7=-17) . TeTpabeHasMH T[NOOBEPXeH OOMUPHOMY  OKUCIUTEJIEHOMY
MeTaboIM3My, BKJIOUA A O-IeMeTUIIMPOBaHMeE MEeTOKCUTPYIII, u
TUOPOKCUIIMPOBaHMEe M300yTHUIIbHOM TIpynne (Schwartz et al., Biochem.
Pharmacol., 1966, 15, 645-655). IloBouHHe 500eKTH, CBSI3aHHHE C
BBeIOeHUEM TeTpabeHasuHa, BKJIOUYAIT HeMpoJIellTU4Ye CKUN
3JIOKAUECTBEHHHY  CUHIPOM, COHJIMBOCTE, YyCTaJIOCTh, HEPBO3HOCTL,
TpeBOTY, HecCcoHHUILY, BO3OyXIEeHME, CIIYTAaHHOCTD COBHAaHMusA,
OPTOCTAaTUUECKY IUIIOTEH3M, TOIHOTY, TOJOBOKPYXEHHUEe, IelpecCHUui U

ITIaPKVMHCOHNM3M.

TeTpabeHasMH

AHaJIOTUM OenTepumoborameHHOTO TeTpad®eHa3UHa

d6-TeTpabeHz3asMH (BKBUBAJIeHT, »OeyTeTpabeHa3uH, SD-809 wam
DTBZ) 1mpencTaBJigeT cobo¥ IelTepupPOBaHHHM aHaJlor TeTpabeHas3uHa,
KOTOPHEM B HacTodAllee BpeMsa HaxXoIUTCd B CTadIuMM KJIMHUUECKOM

paszpaborkm. US 8524733, US 20100130480 m US 20120003330.

d6-TeTpabeHa3nH

(RR, S58)-1,3,4,6,7,11b-rexkcarunpo-9, 10-ou (MeTokCcu-d3) -3- (2-
MeTuInponmi) —2H-0eH30 [a ] XMHOJIM3MH—2—0H
Bo BCcex OINMCaHHEIX B JaHHOM IOKYMEeHTe crocofax M KOMIIO3UIMAX

C MHMCIIOJIBE3OBaAaHMEM HGYTeTpaéeHaSMHa, neyTeTpaGeHaBMH MOXHO BBOINMTE
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MM BKJIOUATL B COCTAaB KaK YacTb dapMalleBTUUECKOM KOMIIO3MIINUMK, TITIe
KOMIIOBUILIMA MMeeT oboTalleHVe IelTepueM IIO0 MeHbled Mepe Ha 90% B
KaxIoM M3 TIIOJIOXeHUM, O0O0O03HaueHHHX D. B HEeKOTOPHX BOILJIOMEHMAX
KOMIIOBUILIMA MMeeT oboTalleHVe IeVTepueM IIO0 MeHblel Mepe Ha 95% B
KaxIoM M3 IIOJIOXeHUM, OO0O03HaueHHHX D. B HEeKOTOPHX BOILJIOMEeHMAX
KOMIIOBUILIMA MMeeT oboTralleHVe IeVTepueM He MeHee 98% B KaXIoM U3
[IOJIOXEeHUM, 00O03HaUeHHHX D.

Y Jmomen, Kak IIoKasaHO HMXe, d6é-TeTpabeHa3uH OBCTPO WU
SKCTEeHCHMBHO IIpeobpal3yeTcsa B IedueHM (NIogo®HO He oboTrameHHOMY
M30TOIIHO TeTpabeHasUHY ) B OCHOBHEIE aKTHUBHEE MeTabOoJIMTH
nuTunporeTpabenasrHa (HTBZ), HasuwBaemue d6-o-HTBZ m d6-B-HTBZ (B
BUIE cMecHu+u - M30MEPOR) , KOTOPHE VIMEIT CTPYKTYPH,
opencrTaiBJIeHHHEe HWXe (+ M30MepH) . CuMTaeTcd, UYTO 2TM MeTabOoJIUTEH

3aaRT KIMHUUECKYID 20QeKTUBHOCTE .

d6-a-HTBRZ d6-B-HTBZ
DeVTepuli-3aMemeHHEe TeTpa®eHasMHB, I[IOMMMO PaCKPHETOI'O BHIIE
neyTeTpabeHasrHa, BKJIOYAT COeIVMHEHMHI, OIMCaHHBEe B IIaTeHTax US
8524733, 20100130480 w US 20120003330, wm PCT/US2014/066740,
nomaHHou 14 Hosa®psa 2014 rTonma. IIpuMepH TaKUX COeIMHEeHVM NpUBEeIIeHH
B CJeOyKIMUX CTPYKTYPHHX QOpMYyJIax.
B HEeKOTOpPEHX BOIUICHWEHUAX HaCTOAWEIo U300peTeHMd COelOVHEHUS

MMEelT CTPYKTYPHYKR ¢opmysy 1:

Rs

Ry Re o
Rz

O

Hs

R2>L\
R-@‘ g

o
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(L)

WM MX COJIb, COJIBBAT WM IIPOJIeKapCTBO, IIe:

R1-R;7 He3aBUCHMO BHOPAaHH M3 TPYIIH, COCTOAMEM M3 BOOOpPOIa U
oenTepusa; u

II0 MeHBIIEM Mepe, OIMH M3 Ri—Ry; ABJIAeTCS IelTepueM.

B HeKOTOPEIX BOILJIOIEHM AX (]_)OpMy.J'Ia I MOXeT BKJIKUYATB OIOVIH

SHaAHTUOMED, CMeChb (+) —sHaHTHMOMEepa U (—) —PHaHTHOMEPA, CMeChb
npuMepHo 90% wmim 6oJilee IO Macce (—)-2HaHTHMOMepa UM HOpuMepHOo 10%

WY MeHee I[I0 Macce (+)-2HaHTHOMEpa, CMeChb IpuMepHO 90% wmiam 0OoJee
o Macce (+)-sHaHTHMOMepa M IIpuMepHo 103 MM MeHee IO Macce (-)-
SHaHTHUOMEPA, VMHIVBUOYAJBEHOTO oracTepeoMepa NI CMecCh
IMaCTEepeou30MEPOB.

B HEeKOTOPEHX BOILJICHMEHMAX HaCTOAmMeIro Mu300peTeHMSI COoelIVMHEHUS

VMeT CTPYKTYpPpHYIL dopmysy I1:

(IT)

WU MX COJIb, T'he:

Rog—Rys M Ryg—Rse He3aBUCHMO BHOPAaHH M3 TPYINIH, COCTOAMEN U3
BONOpPONa U IOeNTepus;

Ry7; BHOpaH M3 TPYIIH, COCTOAmMeM U3 BoOopola, IOeuTepud, -
C(0O)O-ankmyuma wmu -C(0)-Ci galIkmjla WIM  DPYIIIH], pacmerjissieMo B
OUBUOTIOTUUECKUX  YCJOBUAX, TIe yKaBaHHBM aJKuJI Win Ci_gaJIKWJI
Heo6d3aTeJILHO 3aMelled  OOHMM WJIM HEeCKOJBKYMMU  3aMeCTUTEJISAMU,
BHOPAHHHMM M3 TPYIINE, cocToamer wmu3 -—-NH-C(NH)NH,, -CO,H, -CO;-
aJIKkmJa, -SH, -C(O)NH,, -NH,, beHwmsa, -OH, d-TUOpoKCcUdeHmIIa,
VMMOAa30JMJla ¥ MHIOOJMIJIa, a JodoM 3BaMecCTUTeJb Ryg IJOIOJHUTEJLHO
HeoOA3aTelIbHO 3aMelleH IeTepueM; U

10 MeHBIeN Mepe OIMH M3 Rig—Rsg ABJISeTCAa OeUTepreM WK
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CONEpPXUT OelTepul.

B HeKOTOPHX BOIJIOWEHUAX CcoeIVMHeHMS OQOpMyJIEl I1 ¥MMelnT aJbda-—
CTepeOoXUMHI.

B IOpyI'Mx BOIJIOMEHMAX coeOuHeHMsa QopMmyJel II1 wuMeboT OeTa-
CTepeOoXUMHI.

B eme oOIHOM BOIUJIOUEHUM COeOIMHeHUS QOopMyJIH II [OIpedCcTaBJIST
cobom cMech albda- M OeTa-CTepeoM30MepOB. B eme OOHOM BOILIOWEHUMU
cooTHOmeHMe albdha/beTa-CTepeor30MEPOB COCTAaBJISAET II0 MeHBIeN Mepe
100:1, no wMeHbmem Mepe, 50:1, 1o wMeHbmeM Mepe 20:1, [0 MeHBIIEN
Mepe 10:1, 1o wmeHbmey Mepe 5:1, 1o MeHbmeMw Mepe 4:1, IO MeHbIEM
Mepe 3: 1 wmam 0O MeHbIe Mepe 2:1. B eme OIHOM BOILJIOWEHUNU
COOTHOIIEHVE CTepeou30oMepoB OeTa/ajlbba CcocCTaBJAeT IO MeHbIIel Mepe
100:1, no MeHbmeln Mepe, 50:1, 1o MeHbmen Mepe, 20:1, IO MeHbIIEM
Mepe 10:1, no MeHbmen Mepe 5:1, 10 MeHbmeM Mepe 4: 1, IO MeHblleM
Mepe 3: 1 miuM IO MeHbIeM Mepe 2:1.

B HEeKOTOPHX BOIJIOMEHUAX, eCJiU Rsg—Rse ABIAeTCA IerTepueM, TO
10 MeHbeM Mepe OIMH M3 R;—-R,g ABJISETCS OelTepueM.

B HEKOTOPEHX BOILJICHEHMAX HaCTOAMEeIro M300peTeHMd COelOVMHEHUS

MMET CTPYKTYPHY® ¢opmyty IIT:

(ITI)

WM MX COJIb, CTEepeOM30Mep MM palleMMuecKas CMeChb, I'Ie:

Rs7—-Rg3 He3aBMCUMO BHOpaHH M3 TPYINH, COCTOAMEM M3 BOIOpOoHda U
oenTepusa; u

10 MeHBIIeM Mepe OIMH M3 Rgy—Rgs ABJSETCS IeTepUEM.

B HeKOTOPHX BOIJIOWEHMSAX HaCTOAmMeTo M300peTeHUA COeOVHEeHUS

MMelT CTPYKTYPHY®R ¢opMmysy IV:



(IV)

WM MX COJIb, IMacTepeoMep MM CMeChb IMacTEepeoM30MEepoB, T'Ie:

Rgs—R119 HeBaBMCHMMO BHOpPaHH M3 TPYIIL, COCTOAMNEV M3 BOOOPOIa
W OeUTepusd; U

10 MeHbIleM Mepe OIMH M3 Rgy—Riip ABJISETCA IelTepueM.

MeTaBoJIMTEH  OeMTepul-3aMelleHHOTO TeTpabeHas3uHa, BKJIOUAKT,
KpoMe OTIMCAaHHEIX BHIIIE d6-o—-HTBZ u d6-B-HTRZ, cCoeIVHEeHUH,

PacCKpETEIE B CJleYyRIMX CTPYKTYPHEX @opMynax.

TepMMUHEL «aJibha-gurunporeTpadeHasmuH», «oL=
IUTUApoTeTpadeHa3mMH» I TEePMUHEL «abba» W «aJybda-
CTepeou3oMep» I CUMBOJI «oL» IPUMEHVTEJIbLHO K

HMPMHpOTeTpaéeHaBMHy' OTHOCATCHA K Jiodomy ns3 CTepeOr30OMepOB

HMPMHpOTeTpaéeHaBMHa, mMermeMy CTPYKRTYPHEE @OpMYHH, IIOKa3aHHBEe

HMXe, WM VMX CMeCbhb:

(+) —anpda-gurnaporeTpabeHa3mH (-)—anpda-
OIUTUOpOTeTpabeHa3UH.

TepMMHE «aJibda» WIM <«aJlbda-CTepeou30OMep» WM CUMBOJ «O»
IPVMMEHUTEJILHO K COeIMHeHMI OQOpMyJiHL 11 OTHOCATCA K JodoMy U3

CTEpPeOM30MEePOB COeOMHeHuMr OGopMyJiel 11, IIOKa3aHHEX HWKE, WM UX

CMeCI:
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35 Rss Rar

TepMUHE «OeTa-IUuTUIpoTeTpadeHasnu», «B-aurmuaporTeTpadeHasmH»

MJIn TEePMIMHEL «BeTa» nJin <<6€Ta_CTepeOMSOMep» nJin CVIMBOJI <<B>>
IIPVMMEHMTEeJIEHO K HMPMHpOTeTpa@eHaSMHy OTHOCATCHA K .HIOGOMy nus3
CTEepeomus3OMepPoOB IUTrMgpoTreTpadeHasnHa, VIMeIEeMy CTPYKTYPHEE

(]_)OpMyJ'IBI, IIOKa3aHHEBIe HMXe, WJIM MX CMeChb:

OH

(+)-Bbera-gurunpoTreTpadbeHasmH (—)-OeTa-mouruaporerpadbeHas3VH.

TepMrHE «0eTa» WiIM «0eTa-CTepeomM30oMep» MIM CUMBOJ  «[B»
IIPMMEeHUTEJIBHO K COeIMHeHMK OQOpMyJiIel 11 oOTHOCATCA K JoboMy U3
CTEepeon30MepOB CcoelIMHeHuM o¢opMyJiel 11, TIIOKa3aHHHX HWXKe, WIM UX

CMeCI:
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Rss Ras Rar
TepMMHEL «38S, 11bS osHaHTMOMEDP» WM TepMuH «3R, 11bR
SHaHTUOMEP» OTHOCATCHA K JIIOOOMy M3 CTEepeOou30MepoB MeTabosmTa db6-

TeTpabeHasrHa M4, MMelIMM CTPYKTYPHEE (QOPMYyJIH, IOKAa3aHHBEE HIXe:

(35, 11bS)-mHanTMoMep (3R, 11bR)-sHaHTHOMED.

B HeKOTOpPHX BOIUJIOWEHUAX XMMMUeCKad CTPpyKTypa MOXeT OHTHb
HapucoBaHa kak 3S,11bS-sHanTnoMep win 3R, 11bR-sHaHTHOMEp, HO
TEeKCT OIMCaHusa MOXeT VYKas3eBaThk Ha To, 4YTo 35,11bS-3HaHTHOMED,
3R, 11bR-sHauTHOMED, ero paleMuuecKad CMeCkh, VI BCE
BHIIEM3JIOKEHHOE MOXeT OHTH [IpelHa3HadeHO IJIS OIMCaHWUA.

TepMuHEL « (35,11bS) -sHanTroMep» WM « (3R, 11bR) -sHaHTHOMED»
WM IpYMeHfAeMble K COeIVMHEHMK QOpMyJIEL I OTHOCATCHA K JIOOOMY U3

CTEepeOon30MEepPOB COeOVHeHUM oopMmyJiel 111, TOKas3aHHHBX HIKE:



(3S5,11bS) —2HaHTHUOMED

: R  R e
Rgy ™85 Mas (3R, 11bR) —sHaHTHOMED.

TepMMH  «CMeChb  IOMaCTEepeOMepOB»  OTHOCUTCA K JmoOoMy — U3
CTEPEOU3OMEPOB MeTaboamuTa d6-TeTpabeHasnHa M1, VMenleMy
CTPYKTYPHEE QOPMYyJIE, IIOKa3aHHEE HIKE :

OH o

DsC. A

B HeKOTOPEX BOIJIOMEHMAX XVIMMUeCKa#Ad CTPYKTYypPpa MOXeT OBITH
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n300paxeHa B KadeCTBe ONHOTO M3 OMaCTEepPeOMepOB, IIOKa3aHHHX BHIIE,
HO TeKCT OoNMucaHusg MOXeT yKa3HBaTh, UYTO KaXIObBM  OTIeJIbHHM
IMacTepeoMep WJIM WX CMeChb WJIM BCe BHIEM3JIOXKeHHOe MOTYT OHTbH
npelHazHaueHbB IJIS ONMCaHUA.

TepMMH «CMeChb OMaCTEepPeOMEepOB» IMIPUMMEHUTEJIEHO K COeIMHEHMIO
bopMmysel IV OTHOCUTCH K CMECH CTEepeOU30MEepOB COeOVHEeHUM GOpMyJIH

IV, TIIOKa3aHHEBIX HIWXe:




JONOJIHUTEJILHEE SKBUBAJIEHTH DenTepun-o000TaleHoTo
TeTpaBeHasyHa BKJOYAKT aHaJloTM BaJjiOeHas3uHa. BajbenHazsmH (NBI-
98854, CAS # 1025504-59-9, (S)- (2R, 3R, 11bR) -3-u3006yTHi-9, 10-
ouMeTokcu-2,3,4,6,7,1l1lb-rexkcarugpo-1H-ntupuno [2, 1-a] UBOXUHOJIUMH—2—
W1 2-aMMHO-3-MeTuJIOyTaHoaT) IIpeAcCTaBJgeT codol uHruduTop VMAT2.
BanbeHasuH B HacTodllee BpeMsa nCccIyenyeTrcs 0Jis JleueHNsA
OBUTATeJIbHEX paccTpoyCTE, BRJIIOUA A 103 IHIOK OVUCKMHE3ZU. WO

2008058261; WO 2011153157 m US 8039627. BanbeHa3MH, BaJIMHOBLIM
20up (+)-—o-opurunopoTeTpabeHasuHa, Y JOIelM MeIJIeHHO TUIPOJIU3yeTCsd

oo (+) —a-murungporeTpabeHasnHa, KOTOPRI ABJIAETCH aKTVBHEM
MeTaboJIMTOM TeTpabeHasnHa, KOTOPHI B HacTodlee BpeMd
UCIOJIBE3YyeTCA IJa JledeHMs 0OoJje3HM XaHTMHITOHa. Savani et al.,
Neurology 2007, 68(10), 797; m Kenney et al., Expert Review of
Neurotherapeutics 2006, 6(1), 7-17.

Dfrﬂ

HoN

Banbenasmuu
IurunporerpabeHasmH, oBOpasOBaHHEM TUOPOJINZ0OM BaJIMHOBOTIT'O

s0upa BanbaHaszMHA, IogBepraeTcsd MHTEHCUMBHOMY  OKUCJIMTEJbLHOMY

MeTaboJIn3My, BKJIOUA S O-meMeTUIMPOBaHUE MEeTOKCUTPYIII, u
TUOPOKCUIIMPOBaHMEe M300yTMJILHOM Tpynnu (Schwartz et al., Biochem.
Pharmacol., 1966, 15, 645-655). IloBouHHe 20PeKTH, CBA3aHHHE C

BBeleHMeM BaJibeHal3MHa, BKJIOUAT HeMPOJIeNTUUeCKUN 3JIo0KaueCTBeHHHM

CHUHIPOM, COHJIMBOCTE, YCTaJIOCTh, HEepPBO3HOCTE, TPeBOTY,
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OecCOHHMLY, BO30OYyXIOEeHMNe, CIYTAaHHOCTE CO3HaHMA, OPTOCTATUUECKYIO
TUIIOTEH3MK, TOWMHOTY, TIOJIOBOKPYXeHMe, HNelpeCCU U [IapKMHCOHMU3M.

DeViTepuli-3aMeleHHEE aHaJIoT'n BaJiOeHasMHa BKJIIOUAKT Te,
KOTOpPEEe omnmMcaHe B WO 0201120654, IIpuMepH TakKMX COeOMHEHUN
npuBeleHE B QopMyJlax HWXE.

B HeKOTOPEX BOIUICWEHUAX HaCTOAWEero UN300peTeHMA COeOVHEHUI
MMEeIT CTPYKTYpHYL ¢opmysy I1:

?2“‘ Ry s

R"ﬁ D Rg‘ k:‘ — R:EE

Rg Ry Ry

Wi ero CoJib, The:

Ri-Ris ¥ Ry;—Ryg He3aBMCUMO BHOPAHB M3 TPYIIIE, COCTOAmEN U3
BOIOpPOOa M IOeuTepus;

R,y BHOpaH M3 TPYIIOH, COCTOAMeM U3 Bomopola, IeuTepusd, -
C(0O)O-ankmyuaa u -C(0)-Ci gaJIkmjla WIM  DPYIIIH], pacmerjisieMon B
PUBUMOJIOTUUECKUX  YCJOBUAX, TIe yKaBSaHHBM aJKuJI WK  Ci_gaJIKMJI
HeoO643aTeJILHO 3aMelled  OOHMM WJIM  HEeCKOJBKMMU  3aMeCTUTEJISAMU,
BHOPAHHEMM M3 TPYIIH, cocTosmert mu3 -NH-C (NH) NH,, -CO,H, -COy-—
aJkmia, -SH, -C(O)NH,, -NH,, dbeHmia, -0H, d-TuOpokcudeHmIIa,
VMMOA30JMIla M MHIOOJAMIJIa, U JoOOM B3aMecCTUTe]Jb Ryg IJOMIOJHUTEJILHO
HeoOsa3aTelIbHO 3aMelleH IeTepueM; U

10 MeHblle¥ Mepe oIMH U3 Ri-R,y 4BJIgeTCsa IeNTepueM WK
CONEPXUT OelTepul.

B HeKOTOPHX BOILJIOMEHUAX COeOIMHeHUS OQopMyJiIel V uMenT (+)-
albdpa-CcTepeoxXVMHAD.

B HeKOTOPHX BOILJIOMEHUAX COeOIMHEeHMS OQOopMyJiIel V uMenT (—)-
albdpa-CcTepeoxXVMHAD.

B mOpyr'Mx BOIUJIOCHMEHMAX COeOIMHEeHMS OQopMyJiel V uMmenT (+)-OeTa-

CTepeOXVMIMIIO.
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B IpyIMx BOIJIOWEHUSAX COoeIMHeHUS OQopMyJiel V uMenT (-)-OeTa-
CTEePeOXUMUID .

B eme OOHOM BOIUJIOMEHUNM COENMHEHMS OQOPMyJIH 1 TMIpPencTaBJISKOT
cobom CMecChb anbda- u DeTa-CTepeOomu30MePOB. B ene DoJiee
IPenrnouyTUTeJIbHEX BOILJIOMEHU AX COOTHOIIeHUEe anbba/Bera-
CTepeonu30MepoOB COCTAaBJSAeT IO MeHbmer Mepe 100:1, 1[I0 MeHbIen
mMepe, 50:1, no wMeHbmem wMepe, 20:1, no wMmeHbmer wMepe 10:1, 1o
MeHbIIeM Mepe 5:1, 1o MeHbmeMm Mepe 4: 1, 1O MeHbIEMW Mepe 3: 1 WM
10 MeHbIeM Mepe 2:1. B eme 0oJee OPeldlOoUTUTEJILHEIX BOILJIOMEHMAX
cooTHomeHMe OeTa/ajlbda-CTepeor30MEPOB COCTAaBJIAET II0 MeHBIel Mepe
100:1, no wMeHbmem wMepe, 50:1, 1o wMeHbmeM Mepe 20:1, 0[O MeHBIIEM
Mepe 10:1, no MeHbmen Mepe 5:1, 10 MeHbmeM Mepe 4: 1, IO MeHbllen
Mepe 3: 1 miuM IO MeHbIel Mepe 2:1.

B HeKOTOPHX BOILJICHMEHMAX, PACKPHTHX B HOaHHOM JIOKYMEHTE,

npencTaBiysgeT CcoBOOM coeIMHEeHMVe CTPYKTYPHOM GOpMyJH VI:

(VI)

WM €TI0 COJIb MM CTEepeou30oMep, Ihe:

Ri-Ris ¥ Ry;—R3g HeB3aBMCKUMO BHOPAaHHE M3 TPYIIILH, COCTOAmMEN U3
BONOpPONa M IOeNuTepus;

10 MeHbIleM Mepe oIOMH U3 Ri-Rig M Ry;—R3g IpencrarjisgeT cobomn
oevTepuis.

B HeKOTOPHX BOIJIOUMEHMAX HACTOAWEeTO M3I00pEeTeHUda COeOUHEHUd

MMelT CTPYKTYpHY®R ¢opmysy VII:
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D4C7

(VII)

WM eT0o COJIb UM CTepeoU30OMep, TIe:

Ryo BHIOpaH M3 TpPYNOOH, cocTodmen m3 —-C(0)O-ankmiaa u —-C(0)-Ci-
cAJIKMJIA, WJIM TPYIIIH, PacCHellJIgseMOy B (OUMBUOJIOTHMUECKMX YCJIOBMUAX, TIe
YKa3aHHBM aJKuJl WIn  Ci ¢aJIKMJI HeoOA3aTeJIbHO 3BaMelleH OIOHMM WMJIM
HECKOJIbKMMM SBaMeCTUTEJIAMU BHOPAHHBEIMM M3 TPYIIL, COCTOSMeN u3 -
NH-C (NH)NH,, -CO,H, -COz;-ajaxkwmia, -SH, -C(O)NH,, -NH,, denmya, -0H,
4d-runpoxkcubeHmIIa, MMMUOABOJIMIIA M MHIOJAMIIA, U JIOOOM 3aMeCTUTEeJIb Rag
OOTIOJIHUTEJILHO HeoBA3aTeJIbHO 3aMelleH OeMTepueM.

CoenMHeHMs, ONMCAaHHEE B IaHHOM MHOOKYMeHTe, MOTYT TakKxe
comepXaTh MeHee pPaclpOCTpaHeHHBEe W30TONE IJS IOPpYyTUX DJIEeMEeHTOB,
BKJIOUas, 6e3 orpaHMUeHMd yKasaHHeM, °C wim 4C mug yriepoma, 333,
S yym 3°S pmioa cepw, N moa asora u Y70 wim 80 moid kmcIsiopona.

KuHeTHUUyeCKUM M3O0TOINHEM 20bekT melTepus

DerTepun (D) ABJIAeTCH eCTeCTBEeHHEM, HepalIMOoaKTUBHEM,
cTabuiIbHEM M30TOIOM Bomopoma (H), KOTOPHM COOEPXMT KakK I[IPOTOH,
TaK M HeWTPOH B Anpe. [IpHUCYTCTBUE HEWTPOHa yIBauMBaeT Maccy D IIo
CpaBHeHMIO C¢ H, uYTo, B CBOKL OuUepelb, YBeJMUMBaAeT UYacTOTy
KoJileBaHMl KOBAJIEHTHOM cBA3M CD IO CPpaBHEHMIO C KOBAJIEHTHOM CBA3LID
CH. VBeJlMUeHMe UYaCTOTH KoJieGaHMUM KOBAJIEHTHOM CBSA3U IIPUBOOUT K
YVBEJIMUEHUID DSHEPIUM aKTUMBaALUM, HeOoOXOIMMOM IJIS pPaspyIeHUS DTOou
CBA3M, ¥, KakK CJeICTBMe, K YBeJUUEHU I[IPOYHOCTM CBA3M. ITa
IIOBHIIEHHAS CHMJIa KOBAJIEHTHOM CBSA3M MOXET B HEKOTOPHX CJydaax

MSMEeHATE KMHETUKY paclellJIeHMA KOBAaJIeHTHOM CBA3M, UTO IIPUMBOINT K

TakKk Ha3HBaeMOMY KMHETHUUECKOMY M3O0TOIHOMY 530deKTy (KIE) . Ilpu
OIIpeneJIeHHEX CIeumndpUUe CKUX YCJIJIOBUAX, KOTOPHE CBSA3aHH c
pas3JIMUHEMA KBAHTOBOMEXAHUUE CKMMA acIleKTaMm1 paclelljieHnu g

KOBAJIEHTHOM CBSA3M, 3aMeHa KOBaJIeHTHOM CBA3M CH Ha KOBAJIEHTHY
cBA3b CD MOXeT HOpMBeCTM K 3HauMMoMy KIE gnelTepusa. BoJgapmon KIE

HeﬁTepMH IOJIA JIEKAPCTBEHHOTI'O cperncTea, KOTOpHﬁ ABJIAETCA
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cybcrpatom CYP450, MOXeT B  HEKOTOPHX CJydYasax [OIPpUBOIOUTH K
VIYUleHUD (QapMakKOKMHEeTUUYeCKUX [lapaMeTpOoB 5STOor'o IIpellapaTa, 4YTo
MOXeT IIOTeHLMaJIbHO TIpUBeCcTU K 1IubdepeHUMaAlUMM OelTEepUMPOBAHHEIX U
HeOelTepHpPOBaHHEX JIeKapCTBEHHHX CpelCcTB. KoBajleHTHHe cCBA3u CD B
DeyTeTpabeHasVHe YIOBJIETBOPALT PALY XUMUUECKUX U OUOJIOTUYECKUX
KPUTEepUeB, KOTOPHEe paboTamwT COBMECTHO, UYTOOE oOOechneunTs KIE
nenTepus, KOTOPEM OOCTaTOYHO BeJIUK, UTOOH 3aMenJIUTh O-
oeMeTUIINpOBaHue AKTHWBHEIX MeTabOJIUTOB DeyTeTpabeHasMHa 1o
CpaBHeHMID C TeTpab®eHa3MHOM. BaXHO OTMETUTH, UYTO BeJUUMHY DSTOTO
KIE nenTepns HeJlbE34 [penBUIOEeTb anpmopu, ", cJienoBaTeJIbHO,
HeBO3MOXHO 3apaHee 3HaTh, [OpMBeOeT JIM 3aMeHa KOBAJIEHTHOM CRBRA3U
CH B rTerpab®eHa3MHe Ha KOBaJIeHTHYI CBA3b CD K 3aMeTHHM W/WUJIK
YIIYUIIeHHEM OMOJIOTUUECKMM pPa3JInuMaAM.

OeyrerpabeHasud wuamu d6é-TeTpab®eHa3MH ABJISETCH MHIUOMTOPOM
VMAT?2.

B d6-TerpabeHa3MHe WeCThb aTOMOB BOHOPOIa 3aMeHAKTCSa aToMaMu
oenTepus, KakKk IIoKa3aHO Ha  BHIIEIPpUBeIOeHHOM  ourype. VmerTCAa
CYIIECTEBEHHEE HOOKa3aTeJIbCTBa Toro, uTo d6é-TeTpabeHas3uH obpasyeT
cTabujbHEEe KOBAJIEHTHHE CBA3M UM UTO eT0o TpuleMTepoMeTUJIbHAas
rpynna (-CDs;) OpencTaiBjigeT coOoOM KOBaJIEHTHO CBSASAHHHBM CTaOUJIbHEM
bparMeHT 06e3 KakKUX-JMOO pPaszJInMuUUNi WIM KBaJUOMKALUNM DTOM CBA3U IO
CpaBHEeHUI C MeTHMJbHOM Tpynmnoun (-CHs).

Bo-mepBHX, KOBAJIEHTHYK HIpupoly CBA3M CD MOXHO yYyCTaHOBUTE C
[IOMOIIEBID CIEKTPOCKOIMUECKUX MEeTOIOB, TaKMUX Kak WMHOpakpacHad (MK)
CIIEKTPOCKONMA. XapakTepHoe MWK-morjomeHMe BaJIeHTHHX KoJe®aHum C-D
NprMepHO B MHTepBajyie 2000-2300 cm ! (Miller and Corcelli, 2009),
KOTOpOe UYacTO MCIOJb3yeTCsd MCCJeloBaTelaMy B KadeCcTBe CauT-—
CrneludUUIeCcKUx U HelepTypOaTMBHEIX 30HOOB IJIS MCCJelOoBaHUM OeJika
(Miller and Corcelli, 2009; Zimmermann et al., 2011). do-
TerpabeHa3mMH MMeeT oOTUeTJiMBHe VK-norjiomeHus npu 2060-2250 cm-1,
KOTOPEE OTHOCATCHA K  BaJIeHTHEM koJiebaHuaMm C-D. 3T  IIOJIOCH
IOTJIOWEHMSA OTCYTCTBYRT B UWK-CchnekTpe HeleWTepUMPOBaAHHOM  QOPMH
TeTpabeHasMHa.

BO-BTOpPHX, dé-TeTpabeHa3nMH He  ABJIAeTCHA COJIeBOM  dopMoMm
TeTpabeHasuHa . Macc-crnekrp neyTeTpabeHa3nHa OEeMOHCTPUPYET

NPOTOHVMPOBAHHEY MOJIEKYJIAPHEM MOH npu m/z 324,18 [M+1]. B3To
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corJjlacyeTcsa C IpelIcKa3aHHBEM MacCCOBEM 4MCJOM d6-TeTpabeHa3MHa B
BUIOEe HEIIOBPEeXIeHHOW MOJIEKYJIH .

B-TpeTbuX, aTOMEL nenTepusa B dé-TeTpabeHa3nHe He
OOMEHVBAKTCS C BOOOPOIOM B HOPMAJILHHX QU3MOJOTUUECKUX YCJIOBUAX.
pKa HEKOHBIOTUPOBAHHBIX anmmpaTUIECKUX CH-cBa3en HaxXOIOUTCHA B
ouarnasoHe 45-50, dYTO O3HauvaeT, UTO IIPM PaBHOBECUM OTHOIIEHUE
OVCCOLUMUPOBAHHEIX K HEeOUCCOLUMMPOBAHHEIM BMIOaM COCTAaBJIAET MeHee uUeM
10-45. [Jna cpaBHeHusda, CH-cBA3M MeTOKCUIPYII TeTpabeHasMHa U,
cyjenoBaTeJIbHO, CD-CBA3M MeTOKCUIPYNIl dé-TeTpabeHa3MHa elle MeHee
KUCJIEle, IpuueM 3HadeHMe pKa npubimxaercsa k 50. 3To o3HauvaeT, UTO
HeoOXoOuMO YBEeJIMUUTE PH BOIDHOTO pacTBOpa no 0Oojiee ueM 45, npexne
uyeM JioOOM M3 aTOMOB IOeuTepusd B »OeyTeTpabeHasMHe MOXeT HadaThb
oOMeH C aToMaMM BOINOpoXIa.

Haxkonel, d6-TeTpab®eHasuH WIM IJeyTeTpab®eHa3MH BBOOWIM JIOOAM
B KJIMHUUECKUX MCCJEeIOBaHMAX ¥ INOOBepTrajiM PasJIMUHEM MHKyOaluuaM in
vitro C HEeCKOJIbKUMU bepMeHTaTUBHEMU npolueccaMm. Nz3BecTHEE
AKTUBHEE MeTaOOJIUTH, n nocjienywoume HIMDKeJIexalme MeTaOOJIUTH
OTCJIeXMBATCS IO MHKyOaTaM 1in vitro wu/mwam B 11asMe ueJioBeKa
MeTomaMu LC/MS/MS. D5TM MeTaboJMTH CHHTE3UPOBAJIM ¥ IONOTBEpPXIaJIu
comepXxaHue OXIM T aEMBIX TpUIeNTepOoMe TUJIbL HEIX TPYII (-CDs) ,
NOOTBEPXKIAKIME, UTO KOBAJIEHTHHEe CBA3M C-D B »OeyTeTpabeHas3uHe
ABJIATCA CTaObWMJIBHEIMM WM IIEPEeHOCATCS B HMXecToAmMe MeTabOoJIMTH
ODeyTeTpabeHasuHa. ODeyTeTpabeHasmH uMeeT oubbepeHINPOBAHHEIM
npodmiib papMakKOKMHETHMKM 10 CcpaBHeHM®o C dO-TeTpab®eHa3MHOM.

Nz-3a KMHETUUECKOT'O M30TOIIHOTO sbbexTa meTepud (KIE)
3amMedHa H Ha D B KoBajleHTHOM cBA3u CH B mnOpenapaTe C HeOOJbLIION

MOJIEKYJIOV MMeeT IIOTeHUMraJl OJg ocjadjleHus MeTadoJMsMa IpeliapaTa

(Baillie, 1981), IIOCKOJIbKY TpebyeT foJibmen SHEePIUM OoJIs
pacienjeHmns bepmMeHTaMHM, TaK/MA Kak, HanopuMep, n30QEepPMEeHTE
uuToxpoma P450 (CYP450) . BesmmumHa KIE 1»DelTepusd BapbuUpyeT B

3aBUCHMOCTHY OT IMIPMPONH pa3pymaeMo¥V cBA3M C-H M TOTo, ABJIAETCS JIU
paclerjieHye 2TOM CBA3U cTanueu, JIVMUTUPYIIe N CKOPOCTE
OKMCIIMTEJIBHOTO MeTaboJiM3Ma JIeKapCTBEHHOTO CpeldCcTBa M300epPMeHTOM
CYP.

TaxkyM oBpas3oM, IyTeM ocnabieHnsa MeTabom3Ma epuon

HOJNyBHBemeHMS (tl/2), skcnosmuumsa (AUC [mIomambk I[IOL KPUBOM YPOBHS
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B IIJIa3ME OT BPEMEHM]) M TIIMKOBas KOHIeHTpaluusa B IasmMe (Cmax)
MOTYT OHITH VI3MEHEHE OTHOCUTEJIBHO HelelTepupOoBaHHOM bopMEI
JekapcTBeHHOTO cperncTBa (Kushner et al., 1999; Baillie, 1981).
SamMemeHrMe D Ha H B OlIpeleJIeHHBIX I[IOJIOXKEHUMAX B JIeKapCTBEHHOM
CpeICTBe TakxXe MuMeeT IIOTeHIMaJl OJg ocJjabjieHMsa pachlala OeTepum-
comepXamux MeTaboJIMTOBR OeMTepMPOBAHHOTO MCXOOHOTO JEeKapCTBEHHOTO
cCpencrTrea. MHOTMe  OelTepreBHEEe  3aMeHH  KJIOUEBHX  OKUCIIUTEJIbHHX
MeTaboJIMUeCKMUX CaMTOB He IIPUMBOOAT K KakuM-JIMOOo »ddekTaM; TaKuM
obpasoM, OSMIMPUUECKMe OaHHEEe HeOOXOOMMEL OJId OIpelejiIieHMda TOoTo,
VMeeT JIM IeVTepupoBaHMe I[IOTEeHLUMAaJIbHO peJIeBaHTHHE pe3yJbTaTH 1n
vivo. TeTpabeHasmuH COOEPXUT MHOT'OUMCJIEHHEIE C-H-KOBaJIeHTHHE
CBA3M, KOTOPHE IIOOBEPXEHE OKUCIUTEJIBHOMY MeTaboJn3My GepMeHTaMM
CYP450. IIo BCeM BHIIEIIEPEUMCIIeHHHM I[IPpMUMHAM JekKapCTBO C 0OoJee
OJIMTeJIbHEM [IEPUOLOOM [IOJIY XU 3HU MOXeT IpUBECTHU K BoJibmen
sbdexTUBHOCTM, Jyulleyd ©0e30MaCHOCTM U I[IepeHOCUMMOCTHM, YIIYUIIeHUO
KauecTBa XWU3HM U IIOTEHLUMAJIbHOM DKOHOMMM CPeICTB B IOJTOCPOUHOM
[IEpPCIEeKTHURE. PasnmuHue npoduim neTeprpoBaHmUA MOTYT

MCIIOJIE30BaThCAd IOJIA (a) YyMeHBIIeHMS WU YCTPaHeHMA HeXeJlaTeJlbHEIX

MeTaboJIMTOR, (b) yBeJMueHMa HOepuoma MOJYXKUBHM POOUTEJILCKOTO
JIEKapPCTBEHHOTO cpencTBa, (c) YMEeHbIIeH KOJIMUECTBO oos,
HeOBXOOMMEIX IOJIS OOCTWXeHMS MCKoOMOTo 5SbodbexTa, (d) yMeHbBIIEeHMUS

KOJIMUECTBO OO3, HEOOXOOMMEX OJIS OOCTMXEHMS MCKOMOIO 9®®6KTa, (e)

YBeJIMUeHn S obpaszoBaHUsa aKTUBHEIX MeTadoJIUTOR, ecJn OHU
oBpa3zynTCcH, (f) ymMeHbmeHMsa oOpa30BaHMA BpPEeIOHEIX MeTaboJIMTOB B
onpemeJyIeHHHX TKaHgdxX  M/UJIu (g) cosmaHua OoJjiee 2OOEKTUBHOTO

JIeKapCTBEHHOTO CpencTBa u/miau 0oJiee ©0e30MacHOTO JIEKAaPCTBEHHOTO
cpencTtea oJj4 nDoaubpapMalmMM, He3aBUCHMMO OT TOTO, 4ABJAETCA JIU
nosmbapMauma HaMepeHHOM’ NI HeT. Hooxon neTepUpOoBaHUA
NIPONEeMOHCTPUPOBAJI CIOCOOHOCTE 3aMemJidTek MeTaboJiM3M TeTpabeHasMHa
¥ YMEHBIIATh M3MEHUMBOCTL MEXIOY NallMeHTaMM.

CokpalleHrd U OlpeneJieHud

Hiig oBJlerueHm A [IOHMMaHU I PaCKPEITUA, pran TEPMUHOB u
COKpalleHUM, MCIOJIE3YEMEHX B NaHHOM OOKYMeHTe, OINpeneJieH HIKe:

Bce nyGmukalMM WM CCHJIKM, I[IPMBEIOEHHBE B ITAaHHOM IOKYMeHTE,
ABHO BKJIOUEHEl B HacToAllee ONUMCaHUeEe IIOCPENCTBOM CCBUIKM B IIOJIHOM

obwemMe. OnmHako B OTHOIEHUN JIIOBIX AHAJIOTMUYHEX WJIM MIOEHTUWYHBEX



12

TEPMVHOB, HaMIeHHHX Kak BO BKJIOUEHHEIX nyOJIMKaLumMax MJIN
MCTOUHMKAX, ¥ B MABHOM BUIEe, MW3JIOKEHHHEX WM ONpelleJIeHHEX B DSTOM
OOKYMEHTe, OIlpelelJIeHUsa TepMMHOB WM 3SHaudeHMs, SBHO WM3JIOXKEeHHHE B
STOM OOKYMeHTe, OyOyT KOHTPOJUPOBATHCA BO BCeX OTHOIEHUAX.

QopMEL EOVMHCTBEHHOTO umca «a», «an» u «the» MOTYT
OTHOCUTBECHA K (QopMaM MHOXeCTBEHHOT'O UMCJa, eCHIM ClIeluMraJIbHO He
yKasaHoO MHOoe.

Kornma PaCKpPHEBAKTCA OuarnasOHH 3HaAUeHUM n VCIIOJIb 3YITC A
oBo3HauUeHUsa «OT nl... OO nN2» MM «nl-n2», e nl M n2 gBJSOTCH
umcJiaMy, TOoTHa, ecIu He YyKasaHo MHOE, chife) ofo3HaUeHME
NpenHasHaueHO OJIA BKJIOUEHMA CcaMMX UMCeJl M OMalas30HOB MeXOy HUMM.
OTOT OMalasoH MOXeT OHTbL MHTEeTIpaljIbHEM MWJIM HENPEPHBBHEM MeXIy
KOHEUHHMM 3HaAUeHMAMM M BKJIOUATH MUX.

TepMUH «U/WUIV» IIPY MCIOJIL30BAHUM B CIMCKe M3 IOBYX WIM 0OoJiee
2JIEMEHTOB O3HauvaeT, uTo JioOoW M3 IepeuMrCIIeHHBEX DJIEMEHTOB MOXeT
MCIIOJIE30BaATLCA CcaM II0 cebe MM B KOMOMHaUUM C JIIOOBIM OIOHMM WJIM
HEeCKOJIbKMMIM I[IepPeuMCJIEHHEIMM BJieMeHTaMM. Hanpumep, BHpaxXeHMe «A
u/ Ui B» HOpelHa3HAUEHO MOJid O0O03HAUEeHMS OIOHOTO MM OOOUX M3 uucia
A m B, TO ecTh TOJBKO A, TOJbKO B mim A m B B KOMOMHAIIMM.
BopaxeHnre «A, B u/mam C» OpenHasHaueHO IOJI4 00O03HAUEeHMI TOJILKO A,
TOJILKO B, Tosibko C, A m B B kxoMOumHauumm, A m C B koMOMHauuM, B u
C B xkoMOuHauum g A, B u C B KOMOMHaALUN.

TepMUH «IPUMEPHOY», MCIOJb3YEeMbl B ITaHHOM IOKYMeHTe, KorIma
OH OTHOCUTCA K U3MepsgeMoM¥  BeJIMuMHe, TakoM KaK KOJUUYECTBO
CoeIVHeHUsd, IO3a, BpeMda, TeMmiepaTypa UM T.I., [OpedHasHaueH OJ4
oxXBaTa Bapmaumm 20%, 10%, 5%, 1%, 0,5% wmim pmaxe 0,1% oT
YKas3aHHOTO KOJIMUeCcTBa.

VcrnoJb3yeMel B OaHHOM HOKYMEHTe TepMMH «IIaToJIOTUUeCKUM»
OTHOCUTCSH K AaKTMBHOCTM WM T[IPU3HAKY, KOTOPHE OTJUUAKTCIS OT
HOPMAaJILHOM aKTUBHOCTU WM IpU3HaKAa.

VcrioJb3yeMel B HOAaHHOM HOOKYMEeHTe TepMMH «IIaToJiornueckas
MBIIEeUYHad AaKTMBHOCTL» OTHOCUTCS K MBIIEUHOM aKTMBHOCTM, KoTopas
OTJINYaeTCH oT MBIIEUHOM AKTUBHOCTU N 3O0POBOTO ODBEeKTa.
I[IaTojloTMUecKkas aKTMBHOCTBL MOXeT OHTb YMEHBLIIEHHOM MM YBeJIMUeHHOM
10 CpaBHEHMIO C HOPMaJIbHOM AaKTMBHOCTBLI. YBeJMUeHMe  MBIIeuHOMN

AKTVMBHOCTM MOXeT IIPMBECTM K UYPEe3sMEePHEM IIaTOJIOTMUYEeCKMM IOBVIXXEHNMAM,
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Yype3MepPHHEM HOPMAaJILHEIM IBVXKEHUAM UM WX KOMOMHALWM.

TepMMH  «HexeJlaTeJIbHOe  ABJIeHVEe» («AE») o3HauaeT Jmwoboe
HexeJlaTeJJbHOe MeIMIMHCKOe SBJIeHMe Yy I[alieHTa, KOTOPOMY BBOIMJIIN
JlekapCTBeHHOEe CpeacTBO, He3aBUCMMO OT TOTO, MMeeT JM  OHO
NPUUVHHYID CBA3b C DTUM JeueHreM. Takym of0pas3oM, HexejaTellbHOe
ABJIEHME  MOXeT ObBTh JIOOHM HeXeJlaTeJIbHEM U HelpelHaMepeHHBM
brsrueckuM MNOPMBHAKOM, CHMITOMOM WM J1a®opaTOpHHEM [IapaMeTpoM,
KOTOPHI pas3sBUBAETCA WM yXyOmlaeTcs II0 TSKeCTV B XOIe IaHHOTO
UCCcJIenoBaHUA, VI 3HAUUTEJIbLHBM YXyOmeHeM MCCJIeayeMoTo
zabojieBaHMa WM JI0OOTO CONYyTCTBRyKMero 3afojieBaHUA, He3aBUCHUMO OT
TOT'O, CUMTATCAd JIM OHM CBS3aHHBEIMM C MCCJIeIyeMbM JIeKapCTBEHHBM
cpeIcTBOM. HoOBOe cCoOCTOSHME WM YXYIOIIeHMe paHee CylleCcTBYWOIETO
cocTogHMA OyOoyT CUMTAaTLCA HexeJlaTeJIbHHM fABJIeHreM. CTalujibHHE
XPOHMUECKME COCTOSHMA (TakMe KaK apTpUT), KOTOPHE MMeJu MeCTO
nepel BKJIOUEHMEM B MCCJelOoBaHMe U He YXYyONaJuChb BO BpPeMsa STOTO

mccijiegoeaHm4g, He OyoyT CUMTaTeCAa HeXeJlaTeJIb HEIMIM ABJIEHMAMI .

Ciabele AE - 5TO0 TE€, KOTOPHE He OI'PaHUUMBAT HOeATeJIbHOCTH
oOBeKTa; YMepeHHEHe AE - 5BTO Te, KOTOPEE BHSBHBAKT HeKOTOpoOe
orpaHMueHMe OOBUHOM HOedTeJIbHOCTM; U TsSxeJitle AE - 5T0 Te, KOTOPHE

neJjamnT OOBLeKT HEeCIIOCOOHHM BHIIOJHATL OOLUHHE OEeMCTBUS.

«CBSg3aHHOE C JIeUeHMEeM HexXeJjlaTeJIbHOe ABJICHUE» ABJIAETCHA
HeXeJlaTeJIbHEIM ABJIEHMEM, KOTOpoOe, [0 MHEHMK Bpauda WIM KIMHULIUCTA,
CBSA3aHO C Ha3HaAUeHHBEM JIEKapPCTBEHHHM CPeOCcTBOM. TaKoe OIlpeneljieHue
cljlemlyeT IIOHMMATL Kak uYacTo He cBomdmeecd K BONPOCY «Ia/HeT», HO
MOXeT JieXaThk Ha KOHTMHYYMe, B KOTOPOM OoJilee WMIM MeHee BEepPOATHO,
uTo AE CBS3aHO C JIEUeHMEM, BKJKOUadg OJNIU30CTE MNIPOABJIEHUS COOHTHUS K
BBeIEeHUK  IO3H, MCUe3HOBeHMe AE TIpM TIIpekKpalleHVuM IpMeMa WIn
YMEHBIIEHUNY  OBHE JIEKAPCTBEHHOTO CpPpenOcTBa U HECOCTOATEJILHOCTHU
OpYyTHUX baKTOPOR (HanmpuMep, paHee CYyIeCTBOBABIINX YCJIOBUM,
bakToOpPOB OKpyXawolmey cpedd M T. O.), OJa9 00baAcHeHua AE.

TepMmmH KUHTUBUTOP CYP2D6» OTHOCUTCHA K JIEKapCTBEHHOMY
CpencTRry, KOoTopoe VHTUOUPYET CYP2Do, 102 TOMY meJjaer ero
HEeOOCTYNHEM IOJIg MeTabolmMsMa OpyTux  CyOCTpaTHEX coeIMHEeHUN ;
COBMECTHOE BBeJeHMe JIEKapCTBEHHOTO CpelcTka, MeTaboJn3upyeMoTo
CYP2De, BMeCcTe C wmHITUOuTOpoM CYP2D6, OOJDKHO TIPOBOIUTLCS C

OCTOPOXHOCTEIO u dqacTo I1pm yMeHbmeHHOﬂ ITJO3SHMPOBKE, Takr Kakr
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KOHIeHTpaluusa B IIJla3sMe JIeKapCTBEHHOI'O CpelcTBa dYacTo Oynoer
[IPUCYTCTBOBATE . VHTUOBUTOPEL CYP2D6 BKJIIOY AT aMMonapoH,
LeJIeKoKkcuo, XJIOPOXUH, XJIOPIIPOMAa3uH, UMMeTUIOUH, umMTajonpamM,

KJIOMUIIpaMMH, KOIOEVH, IeMaBMPIVH, Ie3UMIIpaMMH, HeKCTpOHpOHOKCM®eH,

OMJITHAa3eM, OOKCOPYOMLIMH, BSHTaKalloH (BHCOKas 1Jo3a), OJIYOKCEeTHUH,
dnydeHasmH, dIyBaKCaMmH, TaJIonepuIo, JJabeTaJioJ, JIOOMJIINH,
JIOMYCTWH, MeTamoH, Mmbedpannii, MOKJIOOeMuUm, HOPTYJIOKCEJIUH,
[IapoKCeTHH, nepdeHasmH, npornadeHoH, XMHAKPWH, XUMHUIOVH,
PaHUTUONH, PUCIIEPULOH, PUTOHABUP, CEepMHIOJI, cepTpalivH,
THUOPUOABUH, BaJILIIPOEBYIO KMCJIOTY, BeHJIapaKCUH, BMHOJIACTUH,

BUHKPUCTHUH, BMHOPEJIOMH ¥ MNOXMMOMH. CUJIbHEE MHIUOUTOPE CYP2D6
BKJIIOUAT QIYOKCEeTHMH, apoKCeTuH, OYyIPONMOH, XMHMIMH, LUMHaKaJIbLeT
M PUTOHABUP.

TepMMH  «CTEIEeHb», UCIOJIb3YEME B OaHHOM  IHOOKYMEHTe B
OTHOIEeHUN KOHTPOJIA IaToOJIOTUUYECKOM  MBIIeUYHOM aKTUBHOCTU Wi
naToJIOTUUeCKUX HEeIIpPOM3BOJILHEIX OBIDKeHUM (HanpuMep, xoped),
ABJIAETCA CHMHOHMMOM «(YPOBHA».

Vcrionb3yeMHl B IOaHHOM IOKYMEeHTe TepMUH «pPacCTPOMCTBO», Kak
npaBuUJIio, ABJIAeTCHd CUHOHMMUUHBEIM WM B3aMMO3aMeHAeMEIM C TepMMHaMU
«z3abojeBaHue, KCUMHIPOM» M  «KCOCTOAHUE» (kak B MEOMUMHCKOM
COCTOAHUM) , IIOCKOJIBKY BCe OHM OTpaXalT I[IaToJIOTMUeCKOe COCTOAHUE
opraHmu3Ma UYeJIOBeKa WJIM KMBOTHOTO WMJIM OOHOM M3 eIro uYacTeH,
KOTOopad yxXyollaeT HOpMaJlbHOe OQYHKUUMOHMPOBaHME, OOBUHO IIPOABJIAEMOE
oyTeM pasjiMueHMd IIPUM3HAKOB UM CHUMIITOMOB.

TepMMHEl «JIEUMTB» U «JIeUeHMe» IIoIpas3yMeBanT ofJjleTyeHMe WU
yCTpaHeHUe pacCTpOMCTBa WM OIMH MJIM  HEeCKOJIBKO  CUMIITOMOB,

CBA3SaHHEX C paCCTpOﬁCTBOM; Wi ofJieryeHre WU YCTPpaHeHMe TIIPUMYMHEI

(mpUumH) CaMoTO  pacCTpOoMCTBaA. [Ipy  MCIOJb30BAHWMM B  ITaHHOM
IOKYyMeHTe CCBUIKA Ha «JIeueHre» paccTpoicTBa BKJIIOUAET
peloTBpalleHUE .

TepMMHEL «IIPeOOTBPAMlATE» M «IPeOoTBpalleHMe» OTHOCATCHS K
criocoBy BSamepXKM WM MCKJIOUEHMS BOS3HUMKHOBEHMS PaCCTPOMCTREA;
U/ ero  CONYTCTBYKIMX  CHUMITOMOB, IIPelNSTCTBYIEMYy OOBeKTY
npuobpeTaTh PACCTPOMCTBO VI YMEHBIIATh PHUCK nprofpeTeHnus
paccTpolcTRa.

TepMMHH «HepeHOCMMHﬁ» "u KIIEPEHOCHMMOCTE» OTHOCATCHA K
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KOJIMYEeCTBY DenTepu-3aMeleHHOTO TeTpabeHa3MHa (HanpuMep,
DeyTeTpabeHasMHa) WM IOPpyT'OI'O JIEKapCTBEHHOI'O CpencTBa (HallpuMep,
3aMelleHHOTO HOenTepueM uHIHOMTOpa VMAT wmiav BajdbaHas3MHa), KOTOpoe
IPUBOOUT K HM3KOM YacCTOTe HexXeJlaTeJIbHHX fABJIeHUM, TaKMxX Kak
COHJIMBOCTL, pPa3OgpaXuUTeJILHOCTL, YCTaJloCTh, pPBOTa M TOWHOTaA Y
IalueHTOR, M KOTHa  HexXeJjlaTeJIbHHE ABJIEHVSA  He  IIPUBOLAT K
YMEHBUIEHUIO JO3H »IelTepui-3aMelleHHOTO TeTpabeHasyHa WM OPYTOoTo
JIEKaApPCTBEHHOTO CpencTrBa, B BPEeMeHHOU OPpUOCTAaHOBKE nprueMa
DeTepu-3aMelleHHOTO TeTpabeHasMHa WM »OpyToTo JIeKapCTBEHHOTO
cCpencTBa WMJIM K OTMeHe IelTepUM-3aMelleHHOTO TeTpabeHasMHa WK
OpyToro JIEKapCTBEHHOTO cpencTea. OenTepuli—3aMeneHHBM
TeTpabeHasnH Takxe cumMTaeTCcda  IIePEeHOCUMEBM, ecJM  Kakume-Jmbo
OCHOBHEle CHMIITOMEl, Takle KakK OelpecCHusd, TpeBoTa, CYyULUMIOAJILHOCTE,
IIapKMHCOHU3M Y [NALUMEHTOR C 3aboJjleBaHMAMU MM COCTOSHUAMM, TaKUMU
Kak 0oJle3Hb XaHTMHITOHA, I[O3OHAA OUCKMHE3UA WIM CcHuHIOIpoM TyperTrTa,
He YXYOWaKnTCA. [lepeHOCUMEIL UM [IepPeHOCHUMOCTDb TaKxe O OJDKHEL
OTHOCUTBCA K TaKOMy KOJIMUECTBY IeyTeTpabeHasMHa (MM IOpyIToro
JIEKapCTBEHHOT'O CpencTBa, eCJM STO IIPMMEHMMO), KOTOpOoe He TpebOyerT
HUCXOOAMEN KOPPEeKTUPOBKM B OOBUHOM (HalpuMep, eXeOHeBHOM) Io3e
WIM K TIPUOCTAHOBKEe IIpMeMa IOO3H, HalpuMep, WMW3-3a HexXeJlaTeJIbHHX
ABJIEHUM . [TlepeHOCUMOE KOJIMUECTBO MOXeT BapbMpPOBATH MEXITY
oBBeKTaMM, ¥ Takke B IIpelejlax oOO0BeKTa B TeueHMe OOJI€3HU WK
Kypca JIedueHM .

TepMMH <«aIOeKBaTHHM», MCIOJbL3YyeMHM B HOaHHOM JIOKYMEeHTe B

OTHOCIeHNM KOHTPOJIA IaTOJIOTUUECKOM MBEIIEeUHOM AKTMBHOCTU MJin

IIaTOJIOTMUEe CKHMX HelIpOM3BOJIEHEIX OBVIKeHUN (HaanMep, xopeM) N
oBweKTa, OTHOCHUTCHA K YPOBHIO KOHTPOJIA, KOTOpHﬁ ABJIAETCA
HaOJIonaeMbEM u YIOOBJIETBOPUTEIJIE HEIM IJIA obBeKTa. Knmuuuwuct,

mcciiegopaTellb, B KOHCYJIbBTAUMM C OOBEKTOM oIripenejyinT, KoT'ma ObvLI
JOCTUITHYT alekKBaTHHEMN YPOBEHDB KOHTPOJIA IIaTOJIOTUUYECKOM MEBIIEeUHOMN
AKTVMBHOCTM WMJIM IIaTOJIOTMUECKUMX HEeIIPOM3BOJIBEHEIX OBVDKEeHUMN (HaanMep,
xopeM). Kak mnpaBmiio, aOeKBaTHOCTL YPOBHA KOHTPOJIL IaToJIOTUUYECKOMN
MBIIEYUHOM AaKTMBHOCTM MJIM IIaTOJIOTUUECKHUX HelIpOM3BOJIEHEIX HBMXeHMﬁ,
obecrneunBaeMoITo KOJIMYeCTBOM JIEKApPpCTBEHHOT'O CpencTBa, oymeT
3aBUMCETE oT IIepPeHOCHMMOCTHM STOIO ROJIMYeCTBa u d4acTo oymeT

MaKCHMMAaJILHOM IIepeHOCHMMOM BeJIMUMHOM, KoTopasd JaeT HabJjoIaeMoe
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YyBeJIMUeHMe KOHTPOJIA («ommTMMAaJIBHOE» KOJIMYECTBO) . KomnuecTBO

HGYTeTpaéeHaSMHa MOXeT YyBeJIMUMBATBECHA eXeHeleJIEHO IIPM aleKBaTHOM

KOHTPOJIe Xopen, Iipm S5TOM OOBEKT VCIIETEIBaeT IIPOTOKOJI,
onpeneﬂﬂmmmﬁ LKKIIMHNYECKU SHadYlVMoe» HeXeJlaTeJIEHOEe ABJIEHUE
(onpeneﬂeHHoe KakK CBA3aHHOEe C mcciie oy eMbeIM JIEKapCTBEeHHEM

CpelICTEOM) Kak JmbOo a) yYMepeHHoe, JubOo TAXKeJIOe 10 MHTEHCHUBHOCTH,
i b) COOTBETCTBYKIIEE KPUTEPUSAM CEPBLE3HOTO HeBJIaroIpUATHOI'O
cobrTMa (SAE), Jmbo JocTUraeTcsa MaKcHUMaJlbHasg »OOoIycTHMMas Jo3a.
ADeKBATHEM YPOBEHL MOXET BapbMpPOBaTEH MexOy OOBeKTaMM, ¥ TakKXe B
npenejiax oOBeKTa TeueHMe OOJIe3HU WJIM Kypca JIeueHUHd.

Ppas3H «YJAYyUllaTb», «YJIYUIEeHHBM», «YMEHbIATh», «yYMEHbIIeHHBII»
u T. o., VICIIOJIBE 3YIOTC A B OTHOIIEHUM  YPOBHA, CTelleHu  WJIn
KOJIMYeCcTBa, C IIOMOWLI KOTOPOI'O HEKOTOpOe KaueCTBO YMeHbIlaeTCHd,
yJaydmaerca M T. O. Y 00BeKTa WM OOBEKTOB IIyTeM JieueHUud
COeOMHEHMEeM, I[IO0 CpPaBHEHUI C OOBEKTOM WM OO0BeKTaMM 0Oe3 JieueHUHd.
B uHOM cCJyyae, eCIM DTO fABHO YKas3aHO, DTHM ¢pas3s MOTYT OBTH II0
CpaBHEHMK C OOBEeKTOM WM OO0BeKTaMM, IIOJIydaBUIMMK CTaHOapTHOe
JedeHue. TakuMe Mepbs MOT'YT OBTH CHeJlaHbl IIOCPEeOCTBOM CCHJIKM Ha
COOTBETCTRBRYINYID MKaJly WJIM OLIeHKY, M3BeCTHY B IaHHOM o0JjlacTu
(cM., HaopuMmep, I[OIPUMEPEH, IIPMBeIeHHBEEe B »OaHHOM JOKyMeHTe, IJIA
mKaJl KOHEUHOM TOUKM pPacCCTPOMCTBO-KOHTPOJEL U/MIM PacCcTpOiCTBO-
yCTpaHeHMe, UM mKaJ JiukepTa) .

TepMmH «IIaToJIOTUUECKOe HEIPOMU3BOJILHOE OBIDKeHME, npu
MCIIOJIL 30BaHUK B OaHHOM OOKYMEeHTe, BKJIIOUAET HEIPOU3BOJIbHHE
OBWXEHMs, CBA3aHHHEe C IBUTaTeJIbHHMM PacCTPOMCTBAaMMA.

TepMuH KODOBEKT» OTHOCUTCH K  XMBOTHOMY, BKJIOUA A, ez
OTpaHMUeHMAa YyKa3aHHBM, I[IpyMaTa (HalopuMep, JeJioBeka, o00es3bsH,
mMMIiaHse, TOPWMJLJI UM T.II.), TPH3YHOB (HaIpMUMep, KpPHC, MHIIEN,
[IeCcyYaHoK, XOMSUKORB, XOPBKOB M T.II.), 3alieodpa3HuX, CBUHeM
(HanpuMep, CBUHeM, MMHMATIOPHBIX CBMHEM), Jomanb, cofakKy, KOmMKY U
T.11. TepMMHH «OOBEKT» U «IIalMeHT» WCIOJb3YyKTCS B3aMMO3aMEeHSAEeMO B
IOaHHOM OTHOIIEHMM OTHOCUTEJIBHO, HalpuMep, oO0BbekTa MIEKONUTAKMIeTo,
TaKOT'O KaK IIalMeHT-UeJIOBEK.

GTS-Q0OL cocToOMT M3 IOBYX uYacTel. IlepBag uYacTb - 5BTO, Kak
NIpaBWJIO, IBaIllaTh CEMb BOIPOCOB OIEHKM Pa3JIMUHEIX aclekKTOB TOTO,

KakK TUKM BJMAKRT Ha XM3HbL OOBEeKTa, KaxOell M3 KOTOPEX OLeHMBaeTCA



17

1o naTmbaliJIbHOM — mKaJe: HeT npoBJIeMsl, HeOoJblasda npobisemMa,
yMepeHHasa npobjieMa, oOTUeTJIMBad IpobljieMa WMIM Ccepbe3Has OopobjeMa.
CyOmKaJE, CcodUeTaKnmye HEeKOTOPHEe M3 BTUX acCleKTOB, MOTYyT OHTH
COOKYCHUPORBAHEH, HalnpuMmep, Ha cyOmkae busmUueckom
AKTMBHOCTU/aKTUBHOCTM IIOBCeOHeBHOM XxM3HM (ADL). BTopas uyacTb -
5TO TIPOCTOM PEeMTUHT YIOBJIETBOPEHHOCTM XM3HM oO0bekTa, rrme 100
UpesBHUAMHO yIOBJIeTBOpeH M 0 KpalHe HeyIOBJIETBOPEH.

lkajla OLEHKM OQOU3NUECKOTO OQYHKUMOHMpPOBaHMUA SEF-36. SEF-36
npelncTaBJIgeT cobour KpaTKoe HCCJleqoBaHue B oBiacTu
30PaBOOXPaHeHM C 36 BOIIpOCaMu, VCIIOJIb3YEMEIMU  IJIA OLLeHKMU
KauecTBa XWU3HM, CBA3aHHOTO CO 3H00opoBbeM (Ware, 1996). SF-36 Orpula
[oJjie3Ha oJis CpaBHeHUSA KOHKpPETHBIX MOy JIALUMN u CpaBHeHUHA
OTHOCUTEJILHOTO OpeMeHM pal3JMuHBX 3abojieBaHuM. OueHka SF-30,
KOTOpyl HOporomouiM y  HD-maumMeHTOB, nokasala, uTo oBiamaeT
HaOexXHOM OOCTOBEPHOCTEI KOHCTPYKLUU u HaOeXHOCTHIO TecTa-
[IOBTOPEHMA, ¥ CIOCODHO OTJIMUATh KOHTPOJIM, CBA3aHHEE C BO3pacToM,
¥ HOPMAaTMBHEE IOaHHEE II10 KaJje (U3UUeCcKOTo OQyHKUMOHMpoBaHMA M3 10
nyHkToB (Ho, 2004). B xome wucciJeloBaHMA Obvlla IIpoBeleHa IIO0JIHASA
OlLleHKa SF-36, mKay dM3MUEeCcKoTO OYHKIMOHMPOBAHMA (Taxxe
M3BEeCTHYI Kak PF-10) aHaJlM3UPOBAJM B KaueCTBe BTOPUUHOM KOHEUHOM
ToukM. llkaja O(UBUUecKOoTo O(QYHKUMOHMPOBAHUS IIpeIcTaBJigseT cobon
IoOMHOXecTBO M3 10 nyHkToB SF-36, B KOTOPHX pPacCMaTpPUBAaKTCH
BOCIIPMHMMAaeMEle OOBEKTOM CBSA3aHHHE C 3IO0pPOBBEM OTPaHMUYEHMS B
dusmMUueckoM akTUMBHOCTM. OlleHKa (QUIMUECKOTO OQYyHKUMOHMPOBaHUS SEF-36
- 570 mkajla M3 10 OYyHKTOB, C IIOMOILI KOTOPOM OOBLEKTH OleHUBAT
CBOK CIIOCOOHOCTE OCYHMECTBJATE OOBUHYH (UBUUECKYK AaKTHMBHOCTE,
TakKyn Kak xoIb0a, TIOOBeEM IIO JeCTHUIe, KylaHre WIM OJIeBaHUe.
YUuTHBAaSL, uTo Xopesd  MOXeT MIOMEMaTh OCHOBHBIM  IBUTI'aTeEJIbHEM
HaBEIKaM, IIOXOIKe UM Xonok0Oe, He ABJAeTCHS HEeOXMIAaHHHM, UYTO OOBEKTH
c OBoJiee ocJlabJjieHHOM QYVHKLMEeM I[oJiyduaT OOoJIBIYI II0JIB3Y OT S3TOTO
rnokasaTelid.

OBmee KIMHMYECKOe BIIeUaTJIeHME I[allMeHTa C CHUMHIpOMOM TypeTTa
O TAXKECTHU 3aboJieraHusa (TS-PGIS) pencraBideT cobomn HOBYIO
naTubalJIbHYyo mMKaJly, B KOoTopoM 1 yka3hnBaeT Ha OTCYTCTBUEe TUKOB, 2
YKas3HBaeT Ha cJabee TUMKM (He TPeBOXHBE, 3aMeTHHE WM Mellalnmye

IIOBCEOHEBHOM XM3HM), 3 VYKa3HBaeT Ha YMEPeHHHEe THKM (MOTYT OHTH
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TPEBOXHEMM, 3aMeTHBEIMM WM MHOTIOa BMENMBAKMMYMMCSA B TIOBCEIHEBHY
XM3HE), 4 yKa3HBaeT Ha 3aMeTHEE THKM (OUYeHb TPEBOXHBEE, 3aMeTHEHE
¥ BMENMBaKMMeCcs B IIOBCEeIHEeBHYID XM3HL), a 5 yKasHBaeT Ha TIXeJbe
TUKM (KpallHe TpeBOXHBEE, BCeIl'lda 3aMeTHHe M Memalmye ©OOJIBIMHCTBY
[IOBCEeIHEBHHX 233aHATUNI) .

VHTepBasl ©0e3 TUKOB - 5T0o OatmballjiIbHasd mkaja, B KoTopon 1
yKasbeBaeT Ha MHTepBaJl 10 MeHbIeM Mepe OIMH IeHb II0CJIe IIOCJeIHeTo
TMKa, 2 YKa3bBaeT Ha MHTepBaJl OT 6 YacoB IO MEHee UeM OJIHOT'O OHSA
C MOMEHTa IIOCJIeIHETO THUKa, 3 YKas3HBaeT Ha MHTepBaJl MexXay 1 dYacoM
M MeHee UeM 6 UYacaMu IIOCJIe IIOCJIeHero THuKa, 4 yKa3bHBaeT Ha
MHTepBaJl MexXOy I[IATLD MHMHYTaMM OO MeHee uUeM OIOHOTO uYaca IocJie
[IOCJIeOHETO THUKa, a b O3HauvaeT MeHee I[IATU MUHYT IIOCJIe IIOCJeIHeIO
THUKA .

TS-CGI - »T0 cemubajuibHad MIKaJjla, OlleHMBaeMasd BpauoM, B
KoTopom 1 yKasHBaeT Ha HOPMaJIbHEHE WM OTCYTCTBYyIMUE TUKK, 2
YKasHBaeT Ha TO, uTo TUKM  MOTYT NIPpUCYTCTBOBATH W He
IpPUCYTCTBORBATEL, 3 YKa3HBaeT Ha YyMepeHHHe, HabJomaeMele MOTOPHEE
n/nar  QoHMUecKMe THMKM, KOTOpHEe MOTYT OBTL SaMeTHEIMM MM He
3aMeTHEMM, He OyIyT IIPMBJIeKaThk BHMMaHME K MHIMBUIYYMY U He
CBA3aHB C PAaCCTPOMCTBOM WM YXyImeHVeM, 4 yKasbBaeT Ha YyMepeHHHe
HabogaeMue MOTOPHEE M/WiIM QOHMUECKMEe TUKM, KOTOPHEe Bcerma OyOyT
3aMeTHEl, IIPMBJIeKalT BHMMaHMEe K UeJIOBEeKY M MOTYT OHTb CBS3aHHE C
HEeKOTOPHM PaCCTPOMCTBOM WMIM YXyIOlleHVeM, 5 yKa3hHBaeT Ha 3aMeTHHE,
ypesMepHEe MOTOPHHE U/MIM QOHMUECKMe THUKM, KOTOPHE ABJILDTCS
OIMCTPYKTUMBHEMA, BCeT'Ia [PMBJEKAKT BHMMaHME K MHIVWBUIYYMY U
BCcerga CBSA3aHH CO B3HAUMTEJILHBEIM PaCCTPOMCTBOM WM YXYyOmeHueM, 6
YKa3EBaeT Ha T AXeJIEE, KpaliHe ypesMepHEe MOTOPHEIE n/ Ui
dboHMUeCKMe TUKH, KOTOPHE ABJIATCSA OUCTPYKTVBHEMU, BCerma
IPpUBJIEKAT BHUMaHME K MHIOIMBMIYYMY U CBS3aHH C TpaBMOM WJINU
HEBO3BMOXHOCTBIO BEIIIOJIHATDH [IOBCEeIOHEeBHEE dYHKLIWM, a 7 -
SKCTPpeMallbHEE, MHBAJIUIUIUPYIME TUKA.

YGTSS [pencraBidgeT coboimt KOMILJIEKCHYK  OLIEHKY  Pa3JIMUHEX
aACIIeKTOB W Cepbe3HOCTM MOTOPHEX WM QOHMUECKMX TMKOB. B OIHOM
acrileKTe Kaxoasd ns naTu KaTeropun - 4nCIIO, JacroTa,
VHTEHCHMBHOCTB, CJIOXHOCTE M MHTepdepeHLMsS - olleHuBaeTcsa oT 0 mo b

Kar IIJI4 MOTOPHEX, TakKk WM 0OJIA (]_)OHI/IT:'[eCKI/IX THMKOB, cozmaBad MKaJly
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CTelleHM TsSXxecTM THUKOB oT 0 @mo 25 g KaxIoM M3 mKaJk TISXeCTH
dboHMUeckux TUKOB (VTSS) M mKaJH TSXKeCTM MOTOPHHEX THKOB (MTSS). B
COBOKYIIHOCTM OHM BKJIOUAT MKaJly OleHKM ofmel TSKeCTHM THUKOB
(TTS) . OTmeJsIbHO YyXYIIleHME XM3IHM IIallMeHTa OlleHMBaeTCsd 10 IKajle OT
O mo 50, mnpm »mToM O yKasHBaAeT Ha OTCYTCTBMe yxyameHud, 10
ABJIAETCHS MMHMMaJIbHEM, 20 - yMepeHHBEM, 30 - yMepeHHHM, 40 -
oTMedueHHEM M 50 - TaOXeJIBIM yXYIOIIeHMeM, UYTO IOaeT MKaJly YXYIIeHMSI.
Korma k mkaJjie TTS pobBaBiigeTcsd MKaJly YXYIOILIEeHMSA, DTO COCTaBJIAET
[IOJIHVIO MKaJly IJIofaljIbHOM TaXeCcTUM cocTogHua (GSS) m3 YGTSS.

Ofmasa olleHKa OMHaMUKM COCTOAHMSA [DalMeHTa CcHMHIOIpoMoM TypeTTa
(TS-PGIC) mnpexncTapjsgeT cobom ceMmbalUJIbHY MKally, B KoTopoum -3
yKas3eBaeT Ha OUeHb ILJIOXOe, -2 yKa3eHBaeT Ha OOCTaTOYHO IJoxoe, -1
YKa3bEBaeT MUHVMAaJIbEHO [JIOXO0€E, 0 YKa3BBaeT Ha OTCYTCTBHUE
u3MeHeHuM, 1 yKasHBaeT Ha MMHMMAJLHO YJIYUIIeHHOe, 2 YKal3HBaeT Ha
3HAUMTEeJIbHOe YyJIyulleHHoe, UM 3 yKa3HBaeT Ha CUJIbHOEe YJIyJlleHMe.

GTS- QOL cocToMT M3 »OBYX uyacTel. IlepBas uyacTh - DTO, Kak
npaBuUJIiO, OBanllaTb CeMb BOIPOCOB OLEHKM pPa3JIMUHEIX acCIeKTOB TOTO,
KaK THKM BJIMAILT Ha XM3HL OO0BeKTa, KaXIHlM M3 KOTOPHX OlleHMBaeTCH
no narmbalJiyIbHOM mKaJle: OTCYTCTBMe IpobjeMm, HeboJsblasg IpobJeMa,

yMepeHHasa InpobijeMma, 3aMeTHasa TIpobJjieMa WJIM CcepbesHasa IOpobJjeMa.

BTopad dYacTb - BTO TIIPOCTOM PEeWuTUHT YIOBJETBOPEHHOCTU XU3HU
oBBeKTa, roe 100 Ype3BHUAMHO YIOOBJIETBOPEH u 0 KpavHe
HeyIOBJIETBOPEH.

VHTepBasl 6e3 THUKOB - DTo narmubaliibHasd mKaJja, B KoTopoum 1

yKasbBaeT Ha MHTepBaJl 10 MeHbIlelM Mepe OIMH IeHb IIoCJle IIoCJIeIHeTo
TMKa, 2 YyKas3BEBaeT Ha MHTepBaJl OT 6 YacoB OO MeHee uUeM OJHOTO IOHSA
C MOMEHTa IIOCJIeIHETO THUKa, 3 YKal3HBaeT Ha MHTepBaJl Mexay 1 dYacoM
M MeHee uYeM 6 YacaMM IIOCJIe T[IOCJeIHero THKa, 4 yKa3HBaeT Ha
MHTepRaJl MeXOy I[IATbI MMHYyTaMM IO MeHee uYeM OIOHOIT'O uYaca IIocje
[IOCJIEIHETO THUKa, a b O3HadvaeT MeHee I[IATHM MMHYT IIOCJIe IIOCJIeIHeTO
TUKA .

TepmmH «VMATZ2» OTHOCHUTCH K BE3UKYJSAPHOMY I[I€PEHOCUUKY 2
MOHOaMMHOB, MHTeTpaJlbHOMYy MeMOpaHHOMY ©OeJIKy, KOTOPHM OelMCTBYyeT
IOJIs IepeHoCa MOHOAMMHOB, B UYaCTHOCTM HeMpOMeIMaTOpOoB, TaKMX Kak
IOOoraMmH, HOopaInpeHalluH, CEPOTOHMH ¥ TI'HUCTaMMuH, M3  KJIETOUHOTO

INTO30JIA B CHHaIITUYeCKNVe Be3VKYJIHL.
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TepMrH «VMAT2-0onocpenoBaHHOE PacCcTpoOMCTBO» OTHOCUTCHA K
PACCTPOMCTBY, KOTOPOe XapaKTepuslyeTcsd DaTOJIOTMUECKOM aKTUBHOCTBI
VMAT2. VMAT2-omOoCpelOBaHHOE pPacCTPOMCTBO MOXeT OHTH I[IOJIHOCTEIO
WM dYaCTHUYHO OIIOCPpemoBaHO IIyTeM MomyJjdumumu VMAT2. B dYacTHOCTH,
VMAT2-onocpeloBaHHOE PacCCTPOMCTBO IpeICTaBJIgeT CcoOOM Takoe, IIpHU
KOTOPOM MHIMOUpoBaHMe VMAT2 HOPpUBOOUT K HEKOTOPOMY BJIMAHMI Ha
OCHOBHOE pPaccTpoMCTRBO, HalpuMep, BBeIeHME MHTHUOUTOPA VMAT?2
IPUBOOUT K HEeKOTOPOMY YJIYUNEHMIO II10 MeHBIIeM Mepe Y HeKOTOPHX U3
NalMeHTOB, KOTOPHX IIOOBepIralT JIEUeHM.

TepMH KUHTUOUTOP VMATZ>», KUHIMOMPOBATH VMAT2» Wi
«UMHIHOMpoBaHMe VMATZ» OTHOCHMTCHA K CIOCOOHOCTM OIMCaAHHOTO B
OaHHOM IOKYMEeHTe COeOMHEHMS WM3MeHATh OYyHKUM©n VMATZ2. WHIUOUTOP
VMAT2 wMoxeT OJIOKMPOBATHE WM YMEHBIIATE aKTMBHOCTL VMAT2 nyTem
obpaszoBaHMa oOpaTHUMOV WM HeoOpaTUMOM KOBAaJIEHTHOM CBA3UM MeEXDy
VMHIVOUTOPOM u VMAT?2 W nyreM obpaszoBaHMA HEeKOBAaJIEHTHO
CBA3aHHOI'O KOMILJIEKCaA. Takoe MHIMOMPOBAHME MOXET I[IPOABJIATLHCA
TOJIbKO B KOHKPETHHX  THUIIaxX KJIETOK MJIM  MOXeT 3aBUCETH oT
KOHKPETHOTO OMOJIOTMUECKOTO COOHTHA. TepMMH «UMHTUOUTOP VMAT2»,
«UMHITUOMpOoBaTh VMAT2» wmin «uMHIUOMpoBaHMe VMATZ2» TakXe OTHOCUTCH K
U3MeHeHu OyHKUMM VMAT2 3a cueT yMeHBIIEHMHA BEPOATHOCTM TOI'O, UTO

obpaszyeTcsa KOMILIEKC Mexny VMAT2 M NPpUPOOHEM CyOCTpaTOM.

CoenmHeHUs, PaCKpPEITEE B IJaHHOM ITJOKYMEHTE, MOTWYT
CymmeCTBOBATb B BUOe TepalleBTUYEeCKIM IIpreMIIEMEIX coJien.
MCHOHBSyeMHﬁ B IJaHHOM IJOKYMeHTe TEePMIMH «TepalleBTUMYECKU

npremMieMas COJIb» IIpencTaByigeT cofoM (QOPMEl COJIM WMJIM LUBUTTEPMOHHEE
bOPMEL PACKPHTHX B IaHHOM IOKYMeHTe COeIMHEeHMUIM, KOTOPHEe ABJISITCA
TepaleBTUUSCKM MIPpUEeMJIEMEMK, KakK OoIpelesleHO B HOaHHOM HOKyMeHTe.
CoiM MOTYT OHTE I[IOJIYUEeHH BO BpeMd OKOHUATEeJLHOTO BHOEJEHUS U
OUMCTKU coeIMHeHUN U OTIeJILHO oyTeM B3auMMONeNCcTBHUA
COOTBETCTBYNIETO CoenVHeHUs c IOOXOOAmen KUCJIOTOM NI
oCHOBaHMeM. TepaleBTHUUECKM IMIpUeMJIeMHe COJIM BKJIOUYAT KUCJIOTH U
OCHOBHEE aOOMTHBHEE COJIM.

IMomxomAamue KM CJIO TEL 0J1sg IpYMeHeHM S opu IOJIYYeHUN
bapMalleBTUUECKNY IIPMeMJIeMHX COJIeM  BKJIOUAT, He3  oTrpaHUUYeHUSd
YyKa3aHHBIM, VKCYCHYIO KIUCJIOTY, 2, 2-IUXJIOPYKCYCHYIO KMUCJIOTY,

aurJIMpOBaHHEE AMIMHOKMCJIIOTEI, AIMNIIMHOBYIO KUMCIJIOTY , AJIBTVIHOBYIO



81

KMCJIOTY, aCKOPOMHOBY KMCJIOTY, L-acnaparrmHOBY® KMCJIOTY,
OEeH30JICYJIEQOHOBYO KMUCJIOTY, DeH30MHYI KMCJIOTY, 4-
aleTaMMIofeH30MHYID KUCJIOTY, DOpHY KMUCJIOTY, (+) ~KaMPOPHY
KMCJIOTY, KaMpopCyJibPOHOBYIO KUCJIOTY, (+)-(1S) —xampop-10-
CYyJIBOOHOBYK KMCJIOTY, KalIpMHOBYK KMCJIOTY, KaIlpPOHOBYK KUCJIOTY,
KalpuJIoBYIO KMCJIOTY, KOPUYHYIO KMCJIOTY, JIMMOHHYIO KMUCJIOTY,
LMKJIaM/HOBYIO KMCJIOTY, LIMKJIOT€KCaHCYJIbQaMMHOBYIO KUCJIOTY,
OONELNIICEPHYIO KNCJIOTY, sTaH-1, 2-OUcyJib QOHOBYIO KMUCJIOTY,
DTaHCYJIBEOOHOBYIO KNCJIOTY, 2-TUIOPOKCUBTAHCYJIEQOHOBYI KMUCJIOTY,
MYyPaBbMHYK KUCJIOTY, OYMapoOBYK KUCJOTY, TaJlaKTapoBYyK KUCIIOTY,
TeHTU3UHOBYI KMCJIOTY, TJIOKOTEIITOHOBYD  KUCJIOTY, D-TJIIOKOHOBYIO

KMCJIOTY, D-ITUIOKYPOHOBYK KUCIOTY, L-TJIyTaMMHOBYK KMCJIOTY, O—OKCO-—
TJIyTapoByK  KMUCJOTY, TJIMKOJIEBYID  KMCJIOTY, TUNIIYPOBY  KUCJIOTY,
BPOMOBOIOPOOHYI KUCIIOTY, XJOPOBOOOPOIHYK KMCIOTY, MOOOBOIOPOIOHYIO
KMCJIOTY, (+) ~L-MOJIOUHVYIO KMCJIOTY, (£) = DL—MOJIOUHYIO KMCJIOTY,
JIaKTOOMOHOBYK KMUCJIOTY, JIAYPMHOBYI KMUCJIOTY, MAaJIEMHOBYK KUCJIIOTY,
(=) -L-g6JIOUHYID KUCJIOTY, MaJIOHOBYIO  KMCJIOTY, () -DL-MMHIaJILHYIO
KMCJIOTY, MeTaHCYJIbLOOHOBYIO KUCJIOTY, HadTalInH-2-CcyJIbQOKUCIIOTY,
HadTaauH-1, 5-11cyabdoKMCIIOTY, 1l-TUOPOKCU—-2-HaQTOMHYIO KMCJIOTY,
HUKOTHMHOBYIO KMCJIOTY, a30THYIO KUCJIOTY, OJIEMHOBYIO KUCJIOTY,

OPOTHMHOBYI KUCJIOTY, IIaBeJIeBYID KUCJIOTY, [aJILMUTMHOBYI KUCJIOTY,

IaMOBYID KMUCJIOTY, IIePXJIOPHYI KUCJIOTY, GochopHYD KMUCIJIOTY, L-
IUPOTJIY TaMUHOBYIO KUCJIOTY, caxapMHOBYI  KUCJIOTY, CaJIMLIMUIIOBYIO
KUCJIOTY, 4—-aMMHOCaJIULIUIIOBYIO KUCJIOTY, ceBalMHOBYIO KUCJIOTY,

CTEeapMHOBYD KMCJIOTY, SHTAPHYID KUCJIOTY, CEePHYID KUCIJIOTY, OyOUJIbLHYIO

KUCJIOTY, (+) - L-BMHHYID KUCJIOTY, TUOIIMAaHOBYIO KUCJIOTY, -
TOJIYOJICYJIEPOKMUCIIOTY, VHISUUJIEHOBYIO KUCJIOTY n BaJIEPUAaHOBYIO
KUCJIOTY .

INogxomAanme OCHOBaHUS nJI1g IPYMEHEeHU I pu IOJIYyYeHUNU
bapMalleBTHMUECKM  [OPMEMJIEMEIX  COJIeM, BKJIOUA L, Bes3  OTpaHMUeHUS

YKa3aHHEM, HeOpIr'aHMUeCKMe OCHOBaHMA, TaKMe KaK T'MOPpOKCHIO Mal'HMA,
TI'MOPOKCHIO raJipum4a, T'MOPOKCHIO KaJin4g, I'MOPOKCHIO IIVMHKa MJIin
TI'MOPOKCHIO HaTpMA, M OpIraHMYEeCKMe OCHOBaHMA, TakKMe KaK IIepPBUYHEE,
BTOPUYHEIE, TPeTUYHEEe n JeTBepPTUYHEIE, aﬂM@aTquCKMe n

apoMaTrnYeCKHre aMIMHEI, BKJIODUYaA L—apPMHMH, OeHeTaMUH, OeH3aTuH,
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XOJINH, TeaHOoJI, IS TaHOJIaMVH, IS TMIJIaMVH, IJVMe TMJIaM1H,
OIUITPOIIMJIaMIH , OIMM3OIIPOIIMJIaMVH, 2= (O3 TUIIaM/HO ) —9TaHOoJI,
STaHOJIaMIMH, STWIJIaMINH, STWIJIEHIVMaMIH, M3O0IIpOoIIMJIaMIMH, N-

MeTUIITJIOKaMH, TImapabamuH, l1H-mMvmnaszos, L-Jm3uH, MOpQoJMH, 4-(2-
TUOPOKCUD T ) ~MOPOOJINH, MeTWJIaMUH, NIUIIePULOVH, nuIlepasuH,
OPONWJIaMUH, OUPPOJIUOUH, 1- (2-TUOPOKCUBTHUII) —[IUPPOJUOVNH, IUPUINVH,
XVHYKJIMOWH, XWHOJIMH, W30XMHOJIMH, BTOPMUHEHE aMWHE, TPUATaHOJIAMUH,
TpMMe THUIJIaM1H, TPUBTUIIaMUH, N-MeTwmi—-D-TJioKaMuH, 2—-aMMHO—2-—
(IMOPOKCUMEeTMIT) —1, 3—[IPONaHONOJI U TPOMeTaMMH .

XOoTa BO3MOXHO, UTO COeOMHEeHMA I[I0 HacCToAlleMy W300peTeHU0
MOXHO BBOIUTHL B KaueCTBEe MCXOIOHOT'O XMMUUECKOT'O COeIMHEHMA, TaKxXe
MOXHO I[IpPeloCTaBUTE UMX B Bule ObapMalleBTUUECKOM  KOMIIO3ULNU.
COOTBETCTBEHHO, B IAHHOM IOKYMEHTEe IIPeOCTaBJIEHH O¢apMalleBTUUYeCKUE
KOMIIOBULMM, KOTOPBEE BKJOUAT OOHO WMJIM HECKOJIBKO OlIpeldeJIeHHEX
COeIMHEHUM, ONMCAHHHX B HOAHHOM IOKYMEHTe, WJIM OOHY WMJIM HEeCKOJILKO
bapMalleBTHMUECKM IpMeMJIEMEIX COJIel, [IpoJIeKapCTB WMJIM MX COJILBATOB
BMeCTe C OOHMM MM HECKOJIBKMMM OQapMalleBTUUECKU I[IpMeMIIeMBIMA
HOCUTeJIAMU u HeoO4ga3aTeJIbHO OOHVM  WJIN HEeCKOJIb KM OIPYIT'VIMI
TepalleBTUUECKUMY MHITpenOueHTaMr. I[IpaBUJIBLHEI COCTAaB 3aBUCUT OT
BHOpPAaHHOTO IIyTM BBeleHMsa. MoryT OBTb MCIOJb30BaHH JIOOBE U3
M3BECTHEIX MEeTONOB, HOCUTeJIeM ¥ BCIOMOTAaTeJIbHHX BemeCTB B BUIE

IIOOXOOAMNMX n IIogpasyMeBRallMxXCAa B OaHHOM! obiacTu TeXHUKI ;

HanopuMep, B Remington's Pharmaceutical Sciences. PacKpHTHE B
DaHHOM OOKYyMEeHTe bapMalieBTUUECKME KOMIIO 3ULIUU MOTYT OHITE
M3TOTORJIEHH  JIOOHM  CIOCOOOM, V3BECTHEIM B DaHHOM obiyacTH,

HanmpuMep, C IIOMOmMbID OOHUYHHX CIIOCOBOB CMeNVBaHMSA, pPacTBOpPeHUd,
TpaHyJIMpOBaHu4d, IpaXxXupoBaHUA, pacTrpaHus B TIOPOIIOK,
SMYJILTUPOBAHUA, MHKATCYJIALWNA, 3axBaTa VI IpecCcoBaHMUA.
PapMalleBTUUYECKME KOMIIO3UIIMM TakXe MOTYT OBTbH COCTAaBJIEHE B BUIE
JekapCcTBeHHOM GOPMH C MOOMOUIMPOBAHHEIM BHCBOOOXIEHMEM, BKJIOUAS
3aMenJIeHHOe, TIPOAOJIXKMTEJILHOTO, TIPOIJIEHHOTO, MIPOJIOHTHMPOBAHHOTO,
IJUTEJLHOTO, KOHTPOJIMPYEMOTO, YCKOPEHHOTO U OHCTPOTO, IeJIeBoTo,
3aMpoTrpPaMMUPOBaHHOTO BEICBOOOXIEHN A n JleKapCTBEeHHOM bopwmer,
yIepXryBaeMor B XeJlyake. OSTU JIeKapCTBeHHBE GOpMEI MOTYT OHTH
TIOJIydyeHH B COOTBETCTBMM C OOBUHBEIMM clocofamMy ¥ MeToIaMw,

M3BECTHBEIMM CllellMaJuMcTaM B ITaHHOM objacTtu (.
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KomMriosmuumm BKRJIIDUY AT Inogxonm4dmre IJIA IepopallIbHOT'O,
IIapeHTepPaJIEHOIT'O (B TOM drcjie IIOOKOXHOTIO, BHYTPMKOXHOTIO,
BHYTPVIMEIIEYHOTI'O, BHYTPMBEHHOTO, BHYTPUCYCTaBHOI'O n
VMHTPpaMeOyJIJIAPHOT'O ) 1 BHyTpM@pIOH_IMHHOI‘O ’ TPaHCMYyKO3aJIEHOT'O,

TPpaHCOEeEPMaJIbHOT'O, PEeKTaJIbHOTO ¥ MEeCTHOTO (BKJKUYad IOepMaJibHOE,
OyKKaJIbHOe, IOIOBA3EUHOE M BHYTPUIJIA3HOE) BBEeIOeHMs, XOTda Haubojlee
IOOXOOAmMMM IIYTh  MOXeT  3aBUCETh, HalpuMmep, OT COCTOSdHMA U
paccTpoMcTBa peumunmMeHTa . Komriosmuiumm MOTYT OBITH YIOOOHO
IpencTaBJIeHE B CTaHOApPTHOM JIeKapCTBeHHOM @QopMe M MOTYT OHTBb
[NOJIYUEHEl JIIOOBM M3 CIHOCOOO0B, XOPOWO M3BECTHHX B o0JlacTu dapMalliu.
Kak npaBujio, 5TU CIHOCOOB BKJIOUAIT CTaouiln OO0BeOMHEHUSA COeIMHEeHUI
1o HacToAmeMy N300peTeHND I ero bapMalLeBTUUECKHU coJu,
IpoJjieKapCTBa WJIM COJIbBAaTa (KAKTUBHEM MHIPEIMEeHT») C HOCUTeJIeM,
KOTOPBIM BKJIOUAET OIOVH WA HECKOJIBKO BCIIOMOT'aTeJIbHEIX
VHITpeIMeHTOB. B of0meM, KOMIO3MUMM IIOJIydalT I[IYyTeM PaBHOMEPHOTO U
TIaTeJIEHOTO OOBEeOVMHEHU S aKTMBHOTI'O MHTpelIneHTa C KO KMMA
HOCUTEJIAMU WJIM TOHKOMIMEJIbUEHHEMY TBEePOBMY HOCUTEJIAMM MM U TeMU
u IpyImMHM, C [IOCJIE OYIONUM, opu  HeoObxXoouMMOCTH, dbopMOBaHMEM
IpOoOyKTa B MCKOMEIM COCTAaB.

CocTaBH CoeInMHeHul, OIIMCAaHHEIX B IOaHHOM IOOKYMEHTe,
MNOOXOOAMMX IOJIS IIepopalJIbHOTO BBEeOeHMSI, MOI'YT OBTHL IIPenCcTaBJIEHH B
BUIe OTIOEeJIbHEIX eIOMHMI, TakKMX KaK KallCyJie, calle wWin TabJIieTKH,
Kaxoasd nus KOTOPHIX COINEPXUT 3aaHHOe KOJIMUECTBO AKTUBHOTI'O
MHTpeIMeHTa; B BUIe IIOpOIKa WM TpaHyJl; B BUIe pacTBopa WK
CYCII€H3UM B BOIOHOM XMIKOCTM WJIM HEBOIOHOM XMIKOCTM, WJIM B BUIE
XUIKOM SMyJIBCHMM THIIAa MacJIO—-B—BoIe WM XUIKOM 5SMyJIECHMM BOIa—-B-
MacJe. AKTUBHHY MHIPEOIMEeHT TakKxXe MoxeT OHTL IpedcTaBJIeH B BuUIe
foJioca, DIeKTyapusa WM DacTH.

dapMalleBTUUECKME COCTAaBH, KOTOPHE MOT'YT OBTH MCIIOJL30BAHH
nepopalibHO, BRJIKUAKT TabJleTKM, TBepOEe KalcyJik W3 XejaTuHa, U
MATKME TepMeTHUHEEe KAalCYJIEl M3 XeJlaTMHa M IJlacTUuduKaTopa, TakKoTo
Kak TUIMUEePUH WM copdbuT. TableTKyM MOTYT OHTE MI3ITOTOBJIEHH IYTEM
npeccoBaHmd W bopMOBaHUA, HeoO4d3aTeJIbHO C OIOHUM MJIN
HECKOJIbKUMMU BCIIOMOT'aTeJIb HEIMA MHTpeIueHTaMn . CrpeccoBaHHHE
TabJeTKk MOTYT OBTH IIOJIYUeHHE IIyTeM I[IpecCOBaHMA B IIOOXOOAMEN

MalllMHe AaKTMBHOI'O MHI'pellMeHTa B CcBOBOOIOHO TequefI (]_)OpMe, TakoM Kakx
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IIOPOoImoOK MJin I'PaHyJIE, HeoOAa3aTeJIBHO CMeIlaHHEBEIX cO CBA3YIMVIMV ,
VMHEP THEIMIM paB@aBMTeJ’IF[MM VJiM CMa3HBaKIlMMKM, IIOBEPXHOCTHO—aKTVMBHEMUA

i  IDUCIIepTVMpYyIViMIM al'€eHTaMM. @OpMOBaHHBIe TabJIEeTKM MOTYT OHTBH

M3TOTOBJIEHE oyTeMm bopmMoBaHMA B IOOXOOAmEeN MallHe CMeCu
[IOPOMKOOOPAa3HOTO COenMHEeHUd, CMOUYEHHOTO VHEP THEM KU KM
pazbapureseM. TabjeTkyM MOT'yT OBTL HeoO43aTeJIbHO IIOKPEITE  MJIM

M3TOTOBJIEHE C JIMHMEM pasl3JioMa ¥ MOTYyT OHBTE COCTaBJIEHE TakKuM
obpasoM, YTOOEL ODeCrieunTs MeOJIEHHOE WJIN KOHTPOJINPYEMOe
BEHICBOOOXIEeHME aKTMBHOI'O MHIpPeOMeHTa W3 HuUX. Bce cocTaBH OJid
[IEPOPaJILHOTO BBENEHMS OOJDKHEL OBITH B IOO3axX, MIOOXOOANMX IJIA TaKoI'o
BBeleHUs. TeBeplble KalCyJIH MOTYT COIEepXaThb AaKTHBHEHE MHIPEOMEeHTH B
CMeCM C HalloJIHUTeJIeM, TaKuMM KaK JlaKTo3a, CBA3YKIVMM BemeCTBaMu,
TaKMMM Kak KpaxMmaJikl, ¥/WIXM CMas3HBalIVYMM BelleCTBaMM, TaKMMM Kak
TaJIbK WJIM CTeapaT Mal'HUsA, M, Heob4d3aTeJilbHO, cCcTabuimsaTopaMu. B
MATKMX KallcyJlax aKTHBHEE COeIMHEHMS MOTYT OHTb PaCTBOPEHH WK
CYCIEeHIVMPOBAHE B IIOOXOOANMX XUIOKOCTAX, TaKMX KaK XUpPHBEe Macia,
KUOKUY HapaduH MIM XUIKMEe [DOJUBTUIIEHTJIMKOJIM. KpoMe TOoro, MOTYT
OBITH no6aBJIeHH CTadbuImM3aTOPH . Anpa opaxe MOTYT OHITH
IpenoCTaBJIEHH C TOOXOOSMYMU IIOKPHITHUAMM . [IJIS STOM LeJIM MOTYT OHTb
VCIIOJIbL30BaHE KOHILUEHTPUPOBAHHHE PAaCTBOPH caxapa, KOTOPHE MOTYT
HeoOd3aTeJIbHO CcOoIepXaThb TIyMMMapad®MuK, TallbK, IOJUBUHUIIIMPPOJIMUIOH,
KapOoIoJl Tejlb, IIOJUSTUIICHIVIMKOJEL W/MIM IOUOKCUI THUTaHa, JakKu U
Iogxondanme OplaHMUeCcKMe PacTBOPUTENIM WM CMeCUu pacTBopUTeliel.
Kpacurenanu WM OUIMEHTH MOTYT OHTL »HoOaBJIeHBl K IIOKPHTUAM IOJI
TabJIeTOK WM »Opaxe OJIS MWIOSHTUOMKAUMM WIM IOJS XapaKTepusaluu
Pa3JIMUHEIX KOMOMHALUNM I03 aKTMBHOTO COeIMHEHUSI.

CoemmMHeHUS MOTYT OBTE MOIPUITOTOBJIEHH IJIA IIapeHTepaJIbHOTO
BBEOEeHUA NyTeM WHBEKLMM, HalpMMep, I[IYyTeM BBeIOeHUs OoJioca WK
HellpepHBHOM VHQY3UN . CocTaBH oJis MHBEKIINA MOTYT OBITH
OpencTaBJIeHE B CTaHOAPTHOW JeKapCcTBeHHOM dopMe, HalpuMep, B
aMIryJax W B MHOT'OOO30BHX KOHTelHepax, C nobaBJIeHVEM
KOHCEepBaHTa. KoMmmosuuum  MOTYT IIPUHUMATDL Takue bopMHL, Kak
CYCIIEH3UH, PacTBOPE WK DMy JIb CUN B MaCJISHEX WIIN BOIOHEX
HOCHUTEJAX, W MOT'YT CcoOIepXaTb OQopMooOpa3yKime areHTH, TakKue Kak
CyCIeHIVpyKImne, CTabUIM3UPYIMe U/UIM OUCIHepTHUpyllMe  aTeHTH.

CocTaBH MOTYT OHTBH IpenCTaBJIeHEI B OIOHOIOOIOBEIX WJIM MHOI'OIOO3OBEX
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KOHTelMHepax, HalpuMep, B TepMeTHUHHX aMiyJjlax U GJakKoHax, U MOTYT
XPaHUTLCSA B BUIe IIOPOMNKa WIXM B JUOOMIM3UPOBAHHOM COCTOSHUM,
TpebynmeM  TOJBKO  noOaBJIeHMs  CTEePMJIBHOTO  XMIKOTO  HOCHUTENH,
HallpUMep, COJIeBOMU NI CTEepPUIILHOM aIMpPOTeHHOM BOIEHL,
HelNoOCpeACTBEeHHO IIlepel IIpMMeHeHUeM. Pa30BHe MHBEKIMOHHEE PaCTBOPH
M CYCIeH3UM MOTYT OHTEH IOJIyUeHH M3 CTEePUJILHHEX I[IOPOMKOB, IPaHyJ U
TaBJIeTOK, OIMCAHHEIX pPaHee.

CocTaBH OJIA TIlapeHTepallbHOTO BBeOeHMS BKJIOUAIT BOIHHE U
HeBOJIHHE (MaCJSHUCTHE) CTepUJIbHEIE MHBEKIMOHHEE PAaCTBOPH aKTUBHEX
COoenMHEeHUN, KOTOPEE MOTYT COIOepXaTb aHTUMOKCUIAHTEH, Bydbeptl,
BakTepuoCcTaTUYeCKMe I pPacCTBOPEHHHE BelleCcTBa, KOTOPHE HOeJaklT
IperapaT MW30TOHUUECKMM C KPOBBI IIpenlojiaraeMorlo peluulIMeHTa; U
BOOHEIE ¥ HEeBOIHBE CTepWUJIbHBIE CYCIEH3UM, KOTOphe MOTYT BKJIOUATH
CyCHeHIMpyKIMe aT'eHTH U 3alycTuTenau. llogxomdamue  JIMIIOOMIIBHEE
PaACTBOPUTEN M WM HOCUTEJM BKJIOUAT XUPHEE Macja, Takue Kak
KYHXYTHOEe MacJiO WM CHUHTeTHUeCcKMe DOUPH XUPHBEX KUCJIOT, TakMe Kak
3TUJIOJIeaT WM TPUTJIMUEPUIL, WM JIMIIOCOMEL. BOIHEE CYCIEeH3UM IJI4
VMHBEKUMY MOTYT COIEepXaTb BelleCTBa, KOTOPHE YBeJUUMBAKT BA3KOCTL
CyCIleH3uM, TakMe Kak HaTpueBas COJIb KapOOKCUMe TUJILEJIJIOIO 3,
copBuT WM OeKcTpaH. Heoba3aTeJibHO, CYCIIeH3Usa MOXeT TaKxe
CcomepXaThb IIOOXOOAmyre CTabuan3aTopH WJIIN aTeHTH, KOTOPHE
YBEJIMUMBAT PaCTBOPMMOCTE COeIMHEeHUM, UYTOOH o0ecleuuTh I[IoJIy4deHUe
BHICOKOKOHIIEHTPUPOBAHHHX PacTBOPOB.

B rmomoJiHeHMe K cCoOCTaBaM, OIMCaHHBEM paHee, COelOMHEeHUS TaKxe
MOTYT OHTL OPUTOTOBJIEHH B BUOe [Oeno-lpenapaTa. TakMe COCTaBH
OJIVUTEJILHOTO oecTBUA MOTYT BBOIUTLCHA oyTeM VIMIIJIaHTalun
(HanlpuMep, TIOOKOXHO WM BHYTPUMHIIEUHO) WM OYTEeM BHYTPUMBIIEUHON
VMHBEKIMM. Tak, HalpuMep, COeIMHEeHUS MOTYyT OHTH COCTaBJIEHH C
VCHOJIb30BaHMEM MOOXONAMUX [IOJIMMEPHHEX WM TUIPOOOOHHX MaTepuaJioB
(HanlpuMep, B BUIOe BMyJLCUM B IIPUEMIIEMOM Maclje) WIM MOHOOOMEeHHHX
CMOJI WMJM B BUIe MaJIOPAaCTBOPMMEIX IIPOM3BOOHEIX, HaIpUMep, B BUIE
TPYIOHOPACTBOPUMOM COJIU .

O71a TpaHCOYKKaAJBHOTO WM [NOOBA3HUHOTO BBeOeHUS KOMIIO3ULIUU
MOTYT MpMHMMATE OGopMy TabJeTok, Jelemek, [TacCTUJIOK WM TeJlel,
IPUTOTOBJIEHHHX OOBUHHM CIOCOOOM. TakMe KOMIIO3UIUM MOTYT BKJOUATH

AKTUBHEMN VMHT'pedIVMeHT Ha apOMaTMBMpOBaHHOI\/JI OCHOBEg, Takom KakK
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caxapo3a M apaBMMCKas KaMelIb WMJIM TparakKaHT.

CoemMHEeHMsS MOTYT Takxe OHBTHL COCTABJIEHH B BHMIE PEeKTaJIbHEX
KOMIIO3ULINY, TaKMUX KaK CYNIO3VTOPUM MM MUKPOKJIM3ME C YyIOepXaHMEM,
HanpuMep, coIepxanme OOBUHEHE OCHOBH IJIS CYIIIO3SUTOPMEB, TakKMe Kak
MAaCJIO Kakao, MNOJUDTUIIEHIJIMKOJE MIM IPYyIVe IJIMLEPWMIOH.

OnpeneJleHHEIE COEIMHEHMSI, PAaCKPHTHE B HOAaHHOM OOKYMEHTe,
MOTYT BBOOMTLCS MECTHO, TO €CTb IIyTeM HEeCUCTEMHOI'O BBeIOeHUSI. ITO
BRJIDUAET I[IPMMEHEeHMEe COeIMHEHMSI, PacCKpPHTOI'O B HOAaHHOM MOOKYMEHTe,
CHapyXmu osSOMIepMMuca WJIM MeYHOM II0JIOCTH, W MHCTWUIIJIALUMM TakKoTo
coenMHeHMs B YXO, IJla3 M HOC, Tak UuTOOH CoelMHEHMEe CYMeCTBEeHHO
He IPOHMKAaJI0O B KPOBOTOK. HanpoTMB, CHUCTEeMHOE BBeIeHMEe OTHOCUTCSH
K nepopajbHOMY, BHYTPUBEHHOMY, BHYTPUOPOMMHHOMY n
BHYTPUMHIIEUHOMY BBEIEHMUIO.

CocTaBh, HOOXOOAmME MOJIS MECTHOTO BBeIOeHMSd, BRJOUAT XUIKUE
WM  [OOJYXMIKME IIpelapaTH, I[IOOXOOAmMe IJIS [IPOHMKHOBEHUS uUepes
KOXYy B MeCTO BOCIaJIeHMs, TakKue Kak TeJM, JMHUMEHTH, JIOCBHOHEH,
KpeMBl, Ma3M WM IacTH M KallJlkM, [HOoOXOoIAmMe IJIS BBeIeHMsa B IJiasz,
YXO WJV HOC.

Ois BBeOeHUd IIYTeM  MHTaJSUUMKM  COeOMHEHMS  MOTYT OHTb
OOCTAaBJIEHE C IIOMOIBI MHCYDOIATOPa, PAaCHIBUIMTEJIBHEX VYIAKOBOK IIOX
DaBJIEHMEeM MWJIM IOPYyTMX YIOOHHX CIOCOOOB HOCTaBKM CIPesS—-al’po30Jid.
YnakoBKM IIOO IaBJIEHMEM MOTYT COIEePXaTh IIOOXOOAMMM IIPOIeJIJIeHT,
TaKom Kak IUxXJopaOnudTOpPMEeTaH, TpUXJopdTOPMETAaH,
ouxJoprerpadTopsTad, OMOKCHI yIJlepoma WM OPpyTOoM NOOXOOAMUNM Tas.
B ciyuyae aspo30JiS OO IOaBJIeHMEM OO3UPOBAHHAS eIMHMIIA MOXeT OHTH
onpenejeHa c ITOMOTIBIO KJarnaHa s OOCTaBKM OTMEPEHHOTO
KoJIMuecTBa. B MHOM cCJydYae, IJII BBeIOeHUS IIyTeM MWHITaJSUUM WU

MHCYOOIIUIMM COeqMHEHMI II0 U300peTeHrK MOTYT IIPUMHMMATE (opMy

Cyxom IIOPOMKOBOM KOMITIO 3UITUH, HanpuMmep, TIOPOMKOBOM cMecu
coeIMHeHMA ¥ IOOXONAmeY  IIopomkooBpa3HOW  OCHOBH,  TaKoM  Kak
JaxkTo3a W KpaxmaJ. [TopomKkoBas KOMIIO3UIINA MOXeT BHITE
npencTaBjieHa B CTaHOapTHOW JekKapCTBeHHOWM dopme, HalpuMep, B

Karncyljiax, KapTpuoxax, XeJJATMHOBHX WM OJMCTEPHEX VYIaKoBKax, W3
KOTOPHIX IIOPOIOK MOXHO BBOOUTH c TIOMOIIB K MHTalaTropa WJIN
MHCybdISTOPA.

Hpe,HHOT{TMTeJ'H:HBIMM CTaHIOapTHEIMN JIEeRapCTBEeHHEMNM IpeliapaTaMm
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ABJIAKTCA KOMIIO3ULIMK, CcoIepXammre 300eKTMBHYKR OO3Y, Kak YyKas3aHO
HWXE, WM €& COOTBETCTBYHIYK (pakKIMKD aKTMBHOT'O MHIPEOMEeHTa.

CoeIVHeHMSA MOTYT BBOIMTLCS IIepopalJibHO MM IIYTeM MWHLEeKLUUN B
mozse ot 0,1 mo 500 Mr/xT B CyTkM. [Oranas3oH 003 IJS B3POCJHX
Jomell OoOBYHO CcocTaBjigeT oT 5 MI' Jo 2 T/cyTku. TabJeTKM WK
oIpyrmre QOpPMEl MNIPenoCTaBJIEHMSA, KOTOPHEe OODEClIeuMBaKRTCHd B OUCKPETHHX
enMHHUIlax, MOTYyT YIOOOHEM o00pas3oM COINepXaThb KOJMUECTBO OIOHOTO WIIM
HEeCKOJIbKMX COeIMHEeHMNM, KoTopoe ABJgeTcaS 20OeKTHMBHEM IIPpU TaKou
OO3MPOBKE WM ABJAETCS KpPaTHBEM ey, HalpuMep, eIOVHMIE, CcoIepXalue
orT 5 mo 500 Mr, o6muHO npuMepHO 10 M 200 MD.

KommuecTsO aKTUMBHOTO VMHITpelIVeHTa, KOoTOpoe MOXeT OBITH
o0BeOrMHeHO C MaTepuajaMM-HOCUTEJIAMM IJIA I[IOJIYYeHMS OOHOKPATHOM
JleKapCTBEeHHOY  QOPMH, OymeT BapbUpOBaATHLCHA B  3aBUCUMOCTM  OT
XO34AMHAE, KOTOPHEM  [IOIOJIEXUT JIEUEeHUIO, Y  KOHKPETHOTO criocoba
BBEeOEeHUA.

B HeKOTOPHX BOIUJIOWIEHUAX PACKPHTHE B HaCTOAIleM OOKYMEHTe
COeOMHEHMSI MOTYT OHTb COCTAaBJIEHE WMJIM BBeIeHH C UCIOJIbL30BaHUeM
JIIOOBEIX COCTaBOB U CIOCOOOB, PAaACKPHTHX B 3adBKe Ha naTeHT CIA N
14/030322, mnomaHHOM 18 cenTdbps 2013 roma, KoTopasd BKJOUeHa B
HacToAllee ONMCaHMe INOCPEeICTBOM CCHUIKM B IIOJIHOM OOBLeMe.

CoemomMHeHUS MOTYT OHTBH BBeIeHH C I[IOMOmMBLI Pa3JIMUHEIX CIOCODOR,
HaopyMep IIepopalJibHO, MeCTHO WM OYyTeM MHBeKUUM. 3a TouHoe
KOJIMYEeCTBO COoenOMHEeHusd, BBOOMMOTO naumMeHTy, fyner OTBEUYaTh
Jeuammy Bpau. KOHKPEeTHHM YPOBEeHbL MHOO3H OJg JIOOT0 KOHKPEeTHOTO
nanumueHTa ByneT 3aBUCETH oT MHOXEeCTBa baKTOpPOR, BKJIOUA A
AKTMBHOCTB KOHKPETHOTO MCIIOJIB3YEMOT'O COEeIMHEHMsS, BO3pacT, Maccy
TeJla, ofmee COCTOSHME 3O0POBLSA, I[I0JI, IOMETH, BpeMa BBeIeHWUd,
crmoco® BBeIeHMA, CKOPOCTh D3KCKpelrM, JeKapCTBEHHYKD KOMOMHALVD,
TOUHOE paccTponucTBO, KOTOpoEe rnoaBepraeTcd  JIEUeHUD, u ero
TAXeCThL. Kpome Toro, crnoco® BBeIeHMS MOXeT BapbUpPOBATBECHA B
3aBUCUMOCTM OT PAaCCTPOMCTBA M €TI0 TIXKEeCTH.

B ciaydyae, KoTI'la COCTOSHMEe TIallMeHTa He YyJydllaeTCcsa, TO IO
YCMOTPREHUIO Bpada BBEeIEeHUE CoenMHeHUN MOXET NIPOBOINTHCSH
XPOHUYUECKM, TO eCThb B TeuUeHue IJMTEJIbHOT'O IIeprolda BPEeMEeHM, B TOM
uMcijie Ha IIPOTSXEHMM BCeT'O CpoKa XWU3HM IallMeHTa, 4YTOOH YJy4dllMTb

12Nz VIHEBEIM O@paSOM KOHTPOJIMPOBaThb nJin OTPAaHNUMTE CVIMIIT OMEL
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paccTpoMcTBa HalMeHTa.

B crydae, KoTma COCTOAHUE naureHTa yJydmaeTcs, o
YCMOTPEHUI Bpaua BBeIleHUE CoeIMHeHUMN MOXeT OCYIEeCTBIATECA
HelpepHBHO MJIM MOXEeT BpeMeHHO IIPMOCTaHaBJIMBATLCSA Ha OIpendesIeHHHMN
[IEPUOLI BPEMEHM (TO €CThb «JIeKAapCTBEHHHE KaHUKYJIED) .

I[TocJsle yJydlleHMS COCTOSHMSA IalMeHTa B cJlyyae HeOoOXOIMMOCTHU
BEOOUTCA NOOOEepXUBAKIAA OO3a. BIOCIEOCTBUMM OO3MPOBKA MM YacToTa
BBeIEHUA, WIM U TO UM IOpyroe, MOTYT OBTH YMEHLIIEHH B 3aBUCHUMOCTU
OT CHMITOMOB OO YPOBHA, IpM KOTOPOM  YJYUIIeHHOE  COCTOAHUE
coxXpaHfgeTcda. OOHaKO IHDaluMeHTaM MOXeT TpeboBaThbCd IIepuoIuUecKoe
JleueHMe Ha OOJITOCPOYHOM OCHOBE IIPM JIOOOM MNOBTOPEHUM CUMIITOMOB.

B HacToOdAlleM HOOKYMEHTEe PacCKpPHTE CIOCOOH JiedueHusa VMAT2-
OIIOCPEelIOBaHHOT'O paccTpoicTBa, BKJIIOU A E BBeIIeHMe O0BBEKTY,
uMenmeMy MM OPenloJIOXMUTEJSIHLHO  MMellleMy  Takoe  pacCTpOoMCTBO,
TepalleBTUUYeCKM DOOeKTMBHOTO KOJMUEeCTBa COEeOMHEHMS, OIMCaHHOTO B
HacTodmeM IOKyMeHTe, WJIM eTro ofapMalleBTUUYeCKM IMIpMeMIIeMOo¥ COoJIu,
CoJIbBaTa WJIM [NPOJIEKAPCTBEHHOT'O CpencTBa.

VMAT2-onocpenoBaHHEE paccTpoicTBa BKJIIOUAKOT, HO He
OTPaHUUMBAKTCA STUM, XPOHUUECKMHE TIUIEPKMHETUUECKME IBUTATEJIBHOTO
paccrTponcTBa, OoJIe3HB XaHTMHI'TOHA, TeMuballin3M, CTapyuecKyn
Xopewn, TUKOBHE  pPacCTpOMCTBA, MIO3OHKKD  OUCKUHE3SUO, OVCTOHMIO,
cuHgpoM TypeTTa, Oernpeccumo, 3JI0KaueCTBEeHHOE HOBOOOpaszoBaHUE,
PEBMATOUIHEIM apTPUT, IICUX03, PacCCedHHHN CKJIepo3, acTMmy, W/ Uin
Jioboe PaccTpoMCcTBO, KOTOPOe MOXeT YMeHbMAaThLCS, OocJadJiaTbCcad WK
IpenoTBpallaTeCAa IIyTeM BBeleHUs MHIMOuUTOpa VMATZ2.

TakXe B HaACTOMAMEM NOOKYMEHTE  PACKPHTHE  CIHOCOOH  JIeUeHUd
IaToJIOTUUYECKOM MBIIEYHOM AKTUBHOCTH, NaToJIOTUUe CKUX
HeNPOU3BOJILHHX IBWXEHUN WMJIM OBUTATEJILHEIX PaCCTPOMCTB, BRJIOUAKIME
BEBelleHVe OO0BeKTY, UVMeKIeMy WM IIPenOloJIOKUTEJIEHO MVMeEKIeMy TaKoe
PacCcTPOMCTBO, TepaleBTUUeCKM 20DeKTMBHOTO KOJMUeCTBa COeIMHEeHUd,
Kak ONIMCaHO B HaCcTofdlleM OOKYMeHTe, WIM eTro QpapMalleBTUUEeCKNU
IpueMJIeMOM COJIM, COJIbBaTa, WIM OPOJIeKapCTBEHHOTO CpPeICcTBa.

IBUT aTeJILHEE paccTpoicTBa BRJIIOUAT arKaTU3MUL, aKMHE3UIO,
aTakcuio, areTos, 0Oajum3M, OpaIuMKMHesuo, LepebpallbHHM Iapasud,
Xopewn, KOPTHUKODAa3aNIbHY nereHepaluo, OVCKMHE 3O (HanpuMep,

IapoKCUaMaJbHY) , IOUCTOHMIO  (0o0myln, CceIMeHTaJlbHY, O0ouaroByo),
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BKJIIOUA A Ornedapocnasm, rpadocrasm (IMMOMUEeCKYIO OMCTOHMIO) ,
TOPTAHHYKD IMCTOHMIO (Cla3MaTUMUecKasd IOUCPOHMA) M OPpOMaHIMOYJISPHY
OVMCTOHWD, 3CCeHUMaJlbHEM TPpeMop, TeHMOCIIa3M, HacCJIeICTBEHHY
CllacTUUEeCKYyK IapallJleTVo, BoJIe3HBb XaHTUHIT'TOHA, MHOXECTBEHHYII
cucTeMHylD aTpoduio (cuHopoM Ias Ipenmxepa), MMOKJOHYC, OOJIe3Hb
[TapKMHCOHA, JIEBOOONIa~UMHIYLIMPOBaHHYI OV CKVHE 33U ©oJIe3HU
[TapKMHCOHA, [IapKMHCOHW3M, IpoTpecCUpymmn CyTIpaHyKJIeapHHM
napajud, CHHOPOM OeCHOKOWMHEX HOI', CHMHOPOM PeTTa, CIacTUUECKY
KPpUBOIIEK (LlepBUKaJIbHASg OUCTOHMSA), TIIOCTHMHCYJIBTHYK CIaCcTUUYHOCTE,
llepebpalJiIbHEM IapaJjMy, pacCesaHHHM CKJIepOo3, I[IOBpexXIeHMe CIMHHOTO
MO3Ta NIV T'OJIOBHOTO Mo3Ta, pPaccTpoOMCTBO CTEPEOTUIINUECKOTO
OBVDKEHM S, CTEepeoTUIIMD, XOpewn CunmeHxawMma, CUHKUHES, IO 3 IHI
OUCKMHEe3UK, TUKK, cuHIpoM TypeTTa M 00JiIe3Hb BUJILCOHA.

B  HEKOTOPHX  BOILUICMEHMAX  CIOCOO JleueHMd  [IaToJIOTUUeCKOM
MEIIEUHOM AaKTUBHOCTM, IIAaTOJIOTUUECKUX HENPOMSBBOJILHEIX IBWXEHUN WU
OBUTATeJIbHEIX paccTpoMCcTB BKJIOUAET BBeIeHMe OBBEKTY
TepalleBTUUeCKM 5OPeKTUBHOTO  KOJMUEeCTBa  OIMCaHHOTO B TaHHOM
IOOKYMEHTEe COeaMHEeHMS WJIM eTro ofapMalleBTUUYeCKM IOIpMeMIIeMOo¥ COoJIu,
coJIbBaTa MWMIM TIIPOJIEKAPCTBEHHOTO CpeIacTBa, TaK UYTOOH BJMATL Ha:
(1) CHMXEHME MeX-UHIMBUIYAJILHOW  BapualuuMy YPOBHeM B  ILJla3Me
COeIMHEHMSA MM eTro MeTabosmTa; (2) yBeJIMUeHME CpeldHeI'o YPOBHSA B
JjasMe CoeIVMHeHMS WM CHMXeHMe CpeOHero YPOBHA B ILJla3Me II0
MeHbIlel Mepe OOHOTO MeTaboJiMTa COoeOMHeHMS Ha eIMHMUIY ITO3H,; (3)
CHMXeHMEe MHIUMOMPOBaHMS U/MiIM MeTaboJiM3Ma I[I0 MeHLIleld Mepe OOHOM
n30popMEl  LUTOXPpoMa P450 mMIM MOHOAMMHOKCHIA3H Y O0OBEKTa; (4)
CHMXeHMe MeTaboJiM3Ma uUepe3 I[I0 MeHblley Mepe OOHY IIOJIMMOPdHO
BHPpaXeHHyK M30bopMy LuTOxXpoMa P450 y oBwexTa; (5) OO MeHbBIEeN

Mepe OIOHO CTaTUCTUUECRKUA SHadlMMoOe YIIydlieHne pre3syjibETaTa I10

KOHTPOJID 3a PacCTpPOMCTBOM n/Um pes3yJbTaTra JIMKBUO AL
paccTponcTBa; (6) yJydlmleHMe KIMHMUeCKOTO 30dPeKTa I[IpU JIeUeHUU
paccTpoMcTBa, (7) OpemoTBpalleHMe pPelUUMIMBa WIM 3alepXKa CHUXKeHMUSI

i TIIOABJIEHMA AaHOMAJIBEHEIX IIMIMEBEX WJIM II€UYeHOUHEIX IIapaMeTpOB B
KauecCcTBe nemequﬁ KJIMHUYECKOM IIOJIB3EI WJIM (8) CHIMXeHIEe MJIn
YCTPpaHeHMe BPEIIHEIX VM3MEeHeHUM JIOOHX OMaTHOCTUUECKUX Pe3yJIETAaTOB
PeHaTOGMHMapHOﬁ @yHKHMM I1I0 CpPpaBHEHUMIO C COOTBeTCTBYKIVM WM3O0TOIIHO

He ofoTraleHHEM COeOVMHEeHMVEM.
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B HeKOTOPHX BOIJIOUEHUAX MeX-MHIOVWBUIyaJlbHas Bapralusia YPOBHeN
B IJIasMe COeOVHEHWM, OINMCAHHEX B HACTOSAMEeM IOOKYyMeHTe, WIM UX
MeTabOJIMTORB, YMeHbBIIaeTCHd; CpelHMe YPOBHM B ILJlasMe COeIOMHeHUd,
PACKPHTOTO B HacCToAleM IOKYMeHTe, YBEJIMUeHH,; CpPelOHUM YPOBEHEb B
IwiasMe MeTaboJiMTa COeIMHEHMA, OIMCAaHHOTO B HaCTOAlleM IOKYMEHTe,
CHUXaeTCH; MHTUOUPOBaHNKE 1300OPMEL UUTOXpOoMa P450 NI
MOHOAMMHOKCHIOA3E COeIMHEeHMEeM, OIMCaHHEM B HacCTOAmeM IOKYyMeHTe,
YMEHBIIAETCA; WM MeTaboJIM3M COeOMHEHMS, OINMCAHHOTO B HaCTOAlleM
OOKYMEHTe, IIO MeHBIleM Mepe, Ha OINHY IOJMMOPQHO-3KCIPEeCCUPOBAHHYIO
nzopopmy uLmuTOXpoMa P450 ymMmeHbmaeTcd; O00Jiee UeM IIPUMEPHO Ha 5%,
BoJjiee ueM IIpMMepHO Ha 10%, OoJjiee ueM IHNpuMepHO Ha 20%, OoJjiee ueM
npuMepHo Ha 30%, ©OoJjlee uYeM HOpuMepHO Ha 40% wim 0Oojiee uUeM
IpuMepHO Ha 50% OO CpaBHEHMI C COOTBETCTBYWIMM M30TOIHO He
oOOTalleHHEIM COeIMHEHMEM.

YPOBHU B jiasMe CoenVHeHUHd, ONMCaHHOTO B HacTodAlleM
OOKYMeEeHTEe, WK ero MeTaboJIUTOB, MOTYT OBITH M3MepeHEH c
VCIIOJIE 30BaHUEM crioco6os, ONMCaHHEIX Li et al. Rapid
Communications in Mass Spectrometry 2005, 19, 1943-1950; Jindal,
et al., Journal of Chromatography, Biomedical Applications 1989,
493 (2), 392-7; Schwartz, et al., Biochemical Pharmacology 1966,
15(5), 645-55; Mehvar, et al., Drug Metabolism and Disposition
1987, 15(2), 250-5; Roberts et al., Journal of Chromatography,
Biomedical Applications 1981, 226 (1), 175-82; u B JIOOHX
ny6amMKaumax, YIIOMSAHY THX TaM WU c VCIIOJIb30BaHNEM JIIOORIX
MoIoubUKalMii, CcHOeJIaHHEIX Ha MX OCHOBEe.

[IpuMepsl wu30hopM LUTOXpoMa P450 y o0O0OBeKTa MIEKONUTAaKIelo
BKJIOUAT, HO He oTI'paHMumBawnTcsa wmm, CYP1Al, CYP1A2, CYP1BI1,
CYP2AS6, CYP2A13, CYP2B6, CYP2CS8, CYP2C9, CYP2C18, CYpP2C19,
CypP2D6, CYP2E1, CYP2G1, CYP2J2, CYP2R1, CYP2S1, CYP3A4, CYP3Ab,
CYP3A5P1, CYP3ALP2, CYP3A7, CYP4Al1l1l, CYP4B1, CYP4F2, CYP4F3,
CYP4FS, CYP4F11, CYP4F12, CYP4X1, CYP4z1, CYPLHAT, CYPTAT,
CypP7B1, CYP8B8A1l, CYP8B1, CYP11Al, CYP11B1, CYPI11B2, CYP17, CYP19,
CYypP21, CYP24, CYP26A1, CYP26B1, CYP27A1, CYP27B1, CYP39, CYP46 wm
CYP51.

[IpUMepH M30MEePOBR MOHOAMMHOKCHIA3H Yy O0O0BeKTa MIeKONMUTAaKIero

BKJIOUAT, HO He orl'paHuumMBawTcga mMy, MAOA m MAOB.
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MurubrpoBaHue u30QOpMHE LMTOXpoMa P450 mamepswoT o MeTony Ko

et al. (British Journal of Clinical Pharmacology, 2000, 49, 343-

351). MWHTUOUpoBaHUe wM30QOpMEl MAOA uM3MepdKRT II0 MeTony Weyler et
al. (J. Biol Chem. 1985, 260, 13199-13207) . VHIMOMpPOBaHMUE
n30QOPMEL MACB M3Mep AT 1o MeTony Uebelhack et al.

(Pharmacopsychiatry, 1998, 31, 187-192).

[TpyMepH MOJMMOPQHO-3KCIPEeCCUPOBaAHHEIX M30bopM LMTOXpoMa P450
y 00BeKTa MIeKOIUTAaKIETIO BKJIKUAKT, HO HEe OI'PaHMUMBAKTCA UMM,
CYP2C8, CYP2C9, CYP2C19 m CYP2D6.

MeTabosmnueckue aKTUMBHOCTHU MUKPOCOM [IeYeHu, n3odpopm
unrToxpomMa P450 m mM300OpPM MOHOAMMHOKCHMIAZH M3MEpAKT Ccrocobamiu,
OIIMCaHHEIMM B HaCTOLlleM IOKYMeHTE.

[IpyMepH  VJIYUIIEHHHX pPe3YJIbTAaTOB I[I0 KOHTPOJIO pPacCTpOoMCcTBAa
U/ UM 10 YCTPaHeHMI pPacCTPOMCTBa MM YJIYUNIeHHEEe KJIVMHUUYECKUe
50PeKTE BKJIIOUAKT, HO He OI'PaHUUMBATCHA VMU

b. yJyUlleHHEe ToKazaTelM YHUOMUMPOBAHHOW  MKAaJH  OLIeHKU
BoJsie3HM XaHTMHITOHa (UHDRS) ;

C. VJyUYlleHHHE IoKa3aTeJM IMKaJEl OlleHKM ofmel MaKCHMaJbHOM
xopen (TMC) UHDRS;

d. yJydlleHHHE IIoKa3aTeJIM IKaJIkl OlleHkM ofmelr OBUIaTeJIbHOM
akTuBHOCTHM (TMS) UHDRS;

e. VYJy4dlleHHHEe TIoKazaTeJM MKaJkl OlLIeHKM of0mero BIedaTJIeHUsA
IalMeHTa O IOMHaMMKe cocTosaHusa (PGIC);

f. yJydlleHHHE TIIOKazaTeJM MKaJEl OILEeHKM KJIMHMUYEeCKOT'O OoOfmero
BIIeUaTJIEHUs O IOMHaMMke cocTosHusa (CGIC);

g. VIyUlleHHEEe  I[IoKa3aTe M  YHUOUIMPOBAHHOM  MmMKAaJIH  OlLIeHKU
BoJjie3HM [lapKMHCOHA, BKJKLUYAaad OLEHKY OU3aPTPUN;

h. YIIydlne HHEE nokKa3aTeln MK aJIEL IaToJIOTUUYECKOT O

HEMNPOMU3BOJBHOTO OBWXeHMA (AIMS) ;

i. VJIYUIleHHBEe IIoKaszaTeJM IKaJIe & ['oeTla (Goetz) OlLIeHKU
OMCKUHE 3NN ;

J. VIyUlleHHEEe  I[oKa3aTelM  YHUOUIMPOBAHHOM  MmMKAaJH  OlLIeHKU
OMCKUHE 3NN ;

k. YIIYUlle HHEIE rnokasaTeJyiM  BOIPOCHUKA PDQO-39 o) ©oJIe3HHU
[TapkMHCOHA ;

1. YJIYUIIeHHEIE IIOKazaTeJin MK aJIbL OLLeHKMN oBmen INMCKVMHE 3V
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IPMMaTOR ;

m. YJYUIIEHHHE TIOKa3aTeJIM IMKaJIk OlleHKM paBHOBecusa bepra;

n. VYJYUIeHHBEE TIIOoKaz3aTeJM mMKaJH SF-36 OleHKM (QU3UUECKOTO
GYHKIIMOHUPOBAHWA ;

O. TIIOHMXEeHHHEe TIoKa3aTeJlM TOCOUMTaJIbHOM MKaJlkl OlLleHKM TPpeBOTU
u nenpeccun (HADS) ;

P. TIOHWXEeHHHEe IoKaszaTeJM KOJyMOMMCKOM MKaJlkl Cepbe3HOCTH
CYMUIMOAJIbHEX HaMepeHum (C-SSRS);

g. VYJYyUIleHHHE TIOKas3aTeJlM BOIPOCHMKAa O HapylleHUM ITJIOTaHMUA
(SDQ) ;

r. VYJYUlleHHBEEe (IIOHMXEHHEe) IokaszaTeJiM KaJilel BapHca OLeHKHU
akaTu3um (BARS) ;

S. TIIOHMXeHHBEe IIoKas3aTeJlM IKaJkl OLIeHKM COHJIMBOCTHK JSIBOpPTAa
(ESS) ;

t. VYIJYUIleHHH} TOKaszsaTeJlb MOIUMOUMUMPOBAHHOM WMKAJE  OLIeHKU
KpaHMaJIbHOM U CepBMKaJIbHOM OucToHuM 24 (CDQ-24);

u. MoHpeaJlbCkKafd KOTHUTMBHas oleHka (MOK) ;

V. YyJy4dlleHHEE I[OoKaz3aTeJu MeJbckol TJoBajibHOM mKaJlbl OleHKM
TOXEeCTM THMKOB (YGTSS), BkJIOUasa OLEHKY TSXKeCTM MOTOPHHEX TUKORB,
TIKECTM BOKAJIBHHX TUKOB, YXYIOIleHMe TaxecTu obmmx TuKoB (TTS) wm
OlleHKy ofmelr TaxecTtu (GSS);

W. VYIIYUIEeHHBM (IIOHMXEHHB) IIoKa3aTeJlb TIXeCTM COBOKYIIHHEIX
TMxoB (TTS) ;

X. YIIy4dlne HHEE nokKaszaTeJn OLLEeHKU obmero KJIMHUYECKOTO
BIleUaTJieHMa O cuHOpoMe TypeTrta (TS-CGI);

Y. YJyUIIeHHHE I[I0Ka3aTeJIM OLEeHKM ofmeIro BIedYaTJIeHMSa IIallMeHTa
O TaxecTHM cuHOpoMma TyperTta (TS-PGIS);

Z. OHNpOoCHMK 2 OlleHKM »OeTCKoOM nenpeccuu (CDI-2, BepcumM s
poouTeJie UM CaMOOTUeTH) ;

aa. KonyMmMBuyickas mkKajla OlLEeHKM CepPbe3HOCTM CYMIMIAaJbHHX
HaMepeHuM cpenu neTel (C-SSRS);

bb. lxana Mens-BpayHa OlLleHKa OEeTCKUX o0BCeCCHUMBHO-
KOMITYJILCUBHEX paccTpodcTeE (CY-BOCS) ;

cc. Cuagpom Xwuiusa npe Ja TypeTTa - KadecTBO XuM3HU (GTS-QOL),
BKJIOUAS OLEHKY CyOmKaJEl eXeOHeBHHEX (U3NUeCKMX/aKTUBHOCTENM, OOmuid

IIoKazaTeJlb YOOBJIETBOPEHHOCTHA KXM3HEBIO, MBMepHeB&BHZ BMSyaﬂbHOﬁ
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aHaJIOTOBOM mKaJom (VAS) , cyfmkaJia IICUXOJIOTUUECKOM OILIeHKM,
cy6mrkala 06CcecCUBHO—KOMITYJIL CUBHOM OlLIEHKM n/nnm OlleHKa ee
KOTHUTUBHOW CyOMKaJE;

IIpuMepH  IOMATHOCTHUUECKMX  KOHEeUHHX  Touek  TIenaToOuiIrapHOM
byHKLINNK BKJIOUAT, HO He OTpaHUYMBAaTCA VIMI,
aJlaHMHaMMHOTpaHCchepaszy («ALT»), CHBOPOTOUHYIO TJIyTaMaT-—
noMpyBaTTpaHCaMMHa 3y («SGPT»), acrnapTaTaMMHOTpaHcbepasy («AST»
I «SGOT») , OTHOIIEHU A ALT/AST, («ALP») , YPOBHU aMMMaka,
OUIMpyOmnH, raMMa-ITJIy TaMUJITpaHCIeITHunasa («GGTPy», «y-GTP» wmnu
«GGT»), JIeVIIMH- aMUHOIIeNITHIa3a («LAP») , OMOTIICHIO rleyeHu,
YJIbTPacoHOTpadmo [eueHy, AO0epHoOe CKaHUpOBaHUE [eyeHy, 5'-
HyKJIeoTHIOasa ¥ O0eJIoOK KpoBM. ['enaToOMIJIMApHEE KOHEUHHE TOUKU
CPaBHMBAKTCA C YKa3aHHBEMM HOPMAaJIbLHEIMM YPOBHAMM, KakK yKasaHO B
«Diagnostic and Laboratory Test Reference», 4th edition, Mosby,
1999. DSTM aHaJM3HE IIPOBOOATCHA aKKPeIMTOBAHHEMM JabopaTopuaMM B
COOTBETCTEMUM CO CTaHIAPTHHEM IIPOTOKOJIOM.

IlommMMo  TOTO, UTO OHM IIOJIe3HHEL IJIA JIeUeHMSI  UeJIOBEKa,
HeKOTOpHEe COeIMHEHMS M COCTAaBH, OIMCAHHBIE B HACTOAmMeM IOKYMeHTe,
Takxe MOTYT OBTL IIOJIE3HH IJIS BeTEepPMHAPHOTO JIeUeHUS XUBOTHEIX—
KOMIIaHbLOHOB, PKB0TUUECKUX KB O THEIX u CeJIbCKOX03AMCTBEHHEIX
XMBOTHEIX, BKJIOUAS MJIEKONIMTAMMX, I'PHBYHOB UM TOMY IIOHOOHEX. BoJee
IpennouTUTeJIbHEEe XMBOTHHE BKJIOUAIT Jollamey, cobakK U KOlek.

KoMBuHUpPOBaHHAaS Tepalus

CoeIVHeHMS, OIMCAaHHHE B HaCTOSAMEeM IOKYyMeHTe, TakXe MOTYT
BHITE o0beOMHeHE  MJIM  MCIOJL30BaHEL B KOMOMHALMM C  OPYTUMM
areHTaMm, [10JIe 3HEIMMU opu JIeUeHUNn VMAT2-omnocpeloBaHHEX
paccTpoMcTB. MWK, TOJIBKO B KauecTBe IIpuMepa, TepaleBTUUecKad
50PeKTUBHOCTL OIOHOTO M3 COeIMHEeHUH, ONMCAHHHX B  HacToO4gmeM
OOKYyMeHTe, MoXeT OHTL YyCuJIeHa IIyTeM BBeIeHMSa aIbloBaHTa (TO eCcTb
cam 1o cebe aIBIOBaHT MOXeT VMeThb TOJILKO MUHMMAaJILHOE
TepalleBTUUeCcKoe IperMymecTBoO, HO B coueTaHUm C IpyTrM
TepaleBTUUEeCKUM areHTOM o0mmm TepaleBTHUUeCcKas II0JIb3a IJIs
nalMeHTa IIOBHIIAeTCSA) .

TakMe OpyITMe areHTH, aIbloBAHTHEH WMJIM JeKapCTBEeHHEEe CpeacTBa

MOTYT BBOIMTBCHA C IIOMOIBI IIYTM BBEIEeHMS UM B KOJIMUECTBe, OOBUWHO
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MCIIOJIE3YEMOM IJIg DTOI'0, OIOHOBPEMEeHHO WM IIOCJelOoBaTeJIbHO C
COeIMHEHMEM, OIMCaHHBEM B HaCTOdAlleM HOOKyMeHTe. Korma coenuHeHUe,
PacKpETOEe B HaCTOAMleM NOKYMeHTe, MWCIOJIbE3yeTCHd OIOHOBPEMEeHHO C
OOHMM WJIM HEeCKOJIBKMMM OPpYyIUMMM JIeKapCTBeHHEMM CpelcTBaMu, TO
MOXeT OBTE MCIOJb30BaHa OGapMalleBTHUUeCKad KOMIIO3MUMSA, cCcolepXallasa
Takye IOpyIMe JIeKapCTBEHHEE CpPencTBa B IOOIOJIHEHME K OIMCAHHOMY B
HacTodAmlleM OOKYMeHTe COeOMHEeHMUIO, HO He 0043aTeJIbHO.

B HeKOTOPHX BOIUJIOWIEHMAX PaCKpPHTEE B HaCTOAIEM TOKYMeEHTe
COeIMHEHMA MOTYyT OBTbE OOBEeOMHEHEL C OIOHMM WM HeCKOJIbKUMU
openuecTBeHHMKaMM OOllaMMHa, BKJKUYasg, O0e3 OoI'paHMUeHMd YyKa3aHHBM,
JIEBOIOIY .

B HeKOTOPHX BOIUJIOWEHMAX PacCKpPHTEE B HaCTOAIlEM TOKYMeHTe
COeIMHEHMA MOTYyT OBTbE OOBEeOMHEHEL C OIOHMM WM  HeCKOJIbKUMU
VMHIMOMTOpaMm DOPA-mekapOOKCHUIIA3H, BKJIIOUA I, Bes OT'paHMYEeHNU A
YKas3aHHBEM, KapOumooIlly.

B HeKOTOPHX BOIUJIOWEHMAX PacCKpPHTEE B HaACTOAIEM OOKyMeHTe
COeIMHEHMA MOTYyT OBTbE OOBEeOMHEHEL C OIOHMM WM  HeCKOJIbKUMU
MHTUOBUTOpaMu KaTexoJ-O-MeTuJITpaHCchepasH (COMT) , BKJIOUA L, tes
OTpaHM4YeHMsa YKa3aHHBEIM, DHTaKallOH M TOJIKAIlOH.

B HeKOTOpPHX BOILJIOUWEHMAX PaCKpPHTEE B HACTOANEM TOKYMeEHTE
COeIMHEHMA MOTYT OHTE OOBEOMHEHET C OIOHMM MM HeCKOJIbKUMU
aTOHMCTaMn peluenTopa nornaMmHEa, BKJIOUA A, tes OTpaHnU4YeHM s
YKasaHHBEM, alloOMOPOUH, OPOMOKPUIITMH, POIMHUPOJ M IPaMUIIEeKCOJ.

B HeKOTOpPHX BOIUJIOUWEHUAX PaCKpPHTEE B HACTOAIEM ITOKYMEHTEe
COeIMHEHMA MOT'YT OBTE OOBEOMHEHET C OIOHMM WM HeCKOJIbKUMU
HeVpo3amMMTHEMM aTeHTaMM, BKJouas, 0e3 oT'paHMUeHUS YKasaHHHM,
ceJIeTeJIMH U PUJIY30JI.

B HeKOTOPHX BOILUJIOWEHUAX PaCKpPHTEE B HACTOAMEM TOKYMeEHTe
COeIMHEHMA MOT'YT OHTE OOBEOMHEHET C OIOHMM WM HeCKOJIbKUMU
aHTaTOHMCTaMn NMDA, BKJIOUAS, Bes OT'paHUYeHUs YKas3aHHEM,
aMaHTUIOVH .

B HeKOTOPHX BOIUJIOWIEHUAX PaCKpPHTEE B HACTOAMEM TOKYMeHTe
COeIMHEHMSA MOI'YyT OHTE OOBEeOMHEHE C OIOHMM WM HeCKOJIbKUMU
HeVpoJIenTUKaMu, BRJIOUAS, Bes OT'paHUYeHUs YKa3aHHEM,
XJIOPIIpPOMa3U1H, JIeBOMEIIpOMa3UH, npoMa3uH, alelpoMasuH,

TpM@ﬂprOMaSMH, IrMaMeMa3VH, XJIOpIIpoeTa3MH, INKCHPasiH,
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bIybeHasuH, nepdpeHasmuH, IpoXJIopllepasmnH, THONpoIIasar,
TpudIIyIIepasuH, alleTopeHa3UH, THUONPOIIepasmH, fyTanepasuH,
nepasuH, IepuKasmuH, THOPUIA3UH, Me30puUIasuH, IUIIOTHASHUH,
TaJonepmumo, TPUQIIYIISPUION, MeJITIepoH, MOIIEPOH, IUIIaMIIePOH,

OpPOMIIEPUIOI, OeHIepnunoJ, OpOoIepmuno, bJIyaHn30H, OKCUIIEPTHUH,
MOJIMHIOH, CEepTUHOOJI, SUINIPa3ULOOH, GIIYTIEeHTUKCOJI, KJIOIIEHTUKCOJI,
XJIOPIOPOTUKCEH, TUOTUKCEH, LIYKJIOIEHTUKCOJ, OGIYCOUPUIIEH, NOIUMO3UI,
NeHQIIYyPUIoos, JIOKCAIIMH, KJIO3aluH, OJIaH3aluH, KBeTHAIIVH,
TeTpabeHasuH, CYJIbIIVPUL, CYJITONPUL, THANPNUL, PEMOKCUIIPUL,
aMUCYJIBIIPUL, BepaJIMIpun, JIEBOCYJILIIUPUL, JINTUN, NPOTUIIEHONII,
PUCIIEPUIOH, KJIOTHAIINH, MO3allpaM1H, 30TelNH, NIPUIIUIIPAB30JI u
[NaJIMIIEPULOH .

B HeKOTOPHX BOIJIOWMEHMAX PACKPHTEHE B HACTOAMlEeM OOKYMEHTe
COeIMHEHMA MOTYyT OBTE OOBEeOMHEHEL C OOHMM WM  HEeCKOJIbKUMU
BeH3oOMazelIMHaMy («KTPaHKBUIIM3ATOPE»), BKJOUad, 0e3 OIpaHUYeHUHAd
YKasaHHBM, aJjirnpasoJjiaM, ammHasoJiaM, OpoMaszernam, kamMaszeram,
kjofazaM, KJOHas3elaM, KJoTHasellaM, KJoKcas3oJjaM, IOuaseraM, DSTUi-
Jodiaszenar, 5sCcTM30JaM, QiaynmaszenaM, QIyHMTpasernaM, rajiaselam,
KeTasoJyaM, Jiopaseriam, Menaseram, mnasoJjamM, HUTpasernamy,
HopIoasellaM, OKcas3ellaM, KJjopas3elnaT Kajuda, I[IMHaselnaM, IIpaselawm,
TodMzOoIaM, TpMaszsoJaM, TeMa3ellaM U XJOpIMa3eloKCUL.

B HeKOTOPHX BOIUJIOWEHMAX PACKPHTHE B HACTOAIleM OOKYMEHTe
COeOMHEHNI MOT'YT OBTL OOBeIMHEHH C OJIaH3alMHOM WMJIM IUMOSUIOM.

CoemuHeHUA, ONMCAHHEHE B HaCTO4dlleM IOKYMeHTe, MOI'yT TaKxXe
BBOOAMTLCA B KOMOMHaAlMM C IOIPyTMMM KJlacCaMM COeIMHeHUM, BKJIoUasd,
0e3 OoOrI'paHMUeHMA YKa3aHHBM, AaHTUPETPOBUPYCHEE ATE€HTH; WHIUOUTOPE
CYP3A; wmHOyKTOpH CYP3A; WMHIMOUTOPH IIpOTeas3H; alpeHepl'UdeCKUue
AT OHUCTEL; QHTUXOJIMHEPTUKN ; CTabuUIM3aTOPEL TYUHBIX KJIETOK;
KCaHTHMHE; AaHTaATOHUCTH JIEMKOTPUEHa; JiedeHUe TIIOKOKOPTUKOMIAMU ;
MeCTHHE WM OO0IMe aHeCTETUKM; HEeCTEePOUIOHHE IPOTUBOBOCIAJIUTEILHEE
aredTH (HIIBII), TakMe Kak HaIlPOKCeH; aHTUDaKTepMaJIbHEE al'€HTH,
TaKue KakK AMOKCULUMJIIJIVH ; VHIMOUTOPEL TPAHCIOPTHOT'O Oelka
XOJIECTEPUHOBOTO s0uUpa (CETP), TaKue Kak aHaleTpnuod;
IPOTUBOTPUOKOBEE AaT'€HTE, TakMe KaK M30KOHAa30JI; CPpenCcTBa JeueHUA
cerncuca, TakMe KaK IOPOTPEKOIMH-CTEPpOMIOHEE CpencTBa, Takue Kak

I'MOPOKOPTMISOH,;, MeCTHEHE WJIIN oflre aHeCTeTUKM, TaKMe KaK KeTaMuH;
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MHTUMOUTOPE 0O0paTHOTO 3axBaTa HopalpeHaJmHa (NRI), Takue Kak
aTOMOKCEeTUMH; MHIUOUTOPHE o0paTHOT'O 3axeaTa mnonammHa (DARI), Takue
Kak MeTundpeHUOaT; VHIUMOUTOPE  OOpaTHOTO 3axBaTa CepOTOHMHA—
HOpBOMHedpUHA (SNRTI), Taxkue Kak MUJITHALIUIIPAH ; ceIaTUBHEIE
CpeICTRa, TakMe Kak Ouaszsedam; MHTUMOUTOP  Oo0paTHOTO 3axBaTa
HOopalpeHalMHa-monaMmMHa (NDRI), Tako¥ kak OyNpONMOH; MWHIUOMTOPH
oBpaTHOTO 3axeaTa CEepPOTOHMHA—HOPRIMHeDPUHA—OOIIaM/Ha (SNDRI),
TakKMe KaK BeHJadpaKCHMH; MHIUOMTOPH MOHOAMMHOKCHMIAS3H, TakKMe Kak
CeJIeTUJINH; TuIoTajaMmMueckmue GoCOOJIMIINIEL; MHTUOUTOPHE  QepMeHTa
npeppaleHusa sHOoTeMH (ECE), Takme kKak ©QochopaMUIOH; OIMOUIH,
TakyMe KaK TpaMaloJl; AaHTATOHUCTHE pPeLelTOpOB TpoMOOKCaHa, TakKue
Kak udpeTpobaH,; aKTUBATOPH KaJIMEBHX KaHAJIOB; MHIMOMUTOPH TPOMOMHA,

TaxrKme Kak TMpyInonH,; rUrioTaslaMmdeCKme bochommnmms ; T/II—II‘T/I@I/ITOpBI

baxkTOpPOB pocrTa, Takme Kak MOIOYJIATOPH AKTUMBHOCTHU PDGEF;
AHTAT'OHMCTH baxTopa aKTUBaLUA TPOMOOLIUTOB (PAF) ;
aHTUTPOMOOLUTaPHELE aTr'eHTH, Takme Kak OJIOKaTOPEL GPIIb/IIIa

(HanpuMep, abiurcumad, »OTudmMbatun M THUpoduOaH), aHTAT'OHUCTH P2Y
(AC) (HampuMmep, KJIOONMIOTpeJsb, TUKJIOOMOMH ¥u CS-747) U acCIUPHUH;
AHTUKOATYJIAHTH, TaKMe KaK BapdapuH,; HUBKOMOJIEKYJISPHHE T'ellapMHEH,
TaKMe KaK DHOKcalapMH; MHIUOMTOPH OdakTopa VIIa ¥ MHIUOUTOPH
baxkTOopa Xa; VHTUOUTOPH PEeHMVHa ; MHTUOUTOPH HelTpaJlbHOM
DHOOTIENTUIA SE (NEP) ; VHTUOUTOPH Ba3OIelncunasH (DBOVIHEIE
MHIMoMTOopH NEP-ACE), TakMve Kak oMalaTrpuiaTrT M @ TIeMoIaTpuiarT;
MHTUOMTOPE HMG CoA-pelyKTa3H, TakMe Kak IIpakacTaTuH, JoBacTaTuUH,
aTopBacTaTMH, cuMBacTaTuH, NK-104 (Takxe M3BECTHHM KaK BacTaTHUH,
HMCBACTaATUH WJIM HucOacTaTuH) U ZD-4522 (Takxe M3BECTHHM Kak
po3yBacTaTuH VI aTaracTaTUH I BM3acTaTUH) ; MHTUOUTOPH
CKBaJIEH-CHMHTEeTas3k,; O(uOpaTHE,; CeKBECTPAaHTH XeJIUHEX KHUCJIOT, TaKue
KakK KBeCTpaH; HMallMH; aHTUMATEPOCKIIEPOTHUUECKMEe AaTleHTH, TaKue Kak
MHTUBUuTOPE. ACAT; wumMHTUOMTOPE MTP; OJIOKATOPH KaJIbLMEeBHX KaHAaJIioOB,
TakKMe Kak OeswjigaT aMJIOIOUIIMHAE; AKTUBATOPHE KaJIMEBHX KaHAaJIOB;
albdpa-MyCKapMHOBEE aT'eHTH,; 0OeTa-MyCKapMHOBEE AaTeHTH, TaKue Kak
KapBeOuJioJl M MeTOIPOJIOJI; aHTHaAPUTMUUEeCKHe aleHTH,; IUYpPeTUKH,
Takue Kak XJIOpTJIasum, TUOPOXUOPOTUABUL, baymMeTHMasunm,
TUnpodIyMeTHMa3UL, OeHOpodiIyMeTHa 31U, MeTUJIXJIOPOTHAa 3L,

TpHXMopoMeTHa3nn, IIOJMTHMasnng, OeH30TJIA3UnD, STaKpMHOBad KMCIIOTa,
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TpUukprHadpeH, XJIOPTaJINIOOH, bypocemmm, My COJIMMUH, ByMeTaHUI,
TpUaMTEepPeH, aMUJIOPMI WM CIVMPOHOJIAKTOH; TPOMOOJMTUUYECKME AT'€HTH,
TaKMe KaK aKTHMBATOP TKAHEeBOT'O IJIa3MMHOTeHa (tPA), pexkoMOMHAHTHEIM

tPA, CTPenNToOKMHAaZa, YPOKMHABa, IIPOYPOKMHAB3a WM aHM30UJIMPOBAHHEIM

KOMILJIEKC aKTMBaTOpPa [J1a3MMHOT'€H-CTPEeIITOKMHA 3H (APSAC) ;
aHTUIMadbeTnuecKkme CpenocTeRa, Takue Kak OUTYaHUIE (HanpuMep,
MeTOOPMUH) , VHTUOUTOPH TJIIKO3MIAa 3k (HanpuMep, akapbosa),

VMHCYJIMHE, MEeTJIMTMHUOE (HaopuMep, peldarJIMHUL), CYJIbOOHMIMOUEBUHE
(HanpuMep, IDJuMenouvpun, TJaubypul W TJIKMOUM3UIO), THUO3IOJIUIOMHIOMOHE
(HanpuMep, TPOIJIMTAa30H, PO3UIJNIMTA30H ¥ OMOTJIMTA30H) M aTOHUCTH
PPAR-TaMMa; AaHTATOHUCTH MMHEPAJOKOPTUKOMOHLEIX PELEelNTOpPOoRB, TakKue
KaK CIMPOHOJIAKTOH U DIUJIEPEHOH; CpelcTBa CeKpelMM TI'OpMOHa pocCTa;
MHTUOUTOPLE aP2; MHITUOUTOPH OGocdommscTepassl, Takue KakK MHIUOUTOPEH
PDE III (HaopuMep, ULUWMJIOCTas0JI) ¥ MWHIUOMTOpH PDE V (HanopuMmep,
cuiimeHadm, Tangajadni, BapoeHadwui) ; VHITMOUTOPEL feJika
TUPO3MHKMHASBE,; I[IPOTHMBOBOCIAJUTEJILHEE AaTl'eHTH,; aHTUllpoJMbepaTUBHEE
areHTH, TakMe Kak MeToTpekcarT, FK506 (TakposuMyc, mnOporpad),
MobeTmII MUKOQeHOJIATa XUMMOTepalreBTUuUYeCKue aTeHTH;
VMMyHOIOEeIpeCCaHTH ; IPOTUBOPAKOBHE aTeHTH u LHUTOTOKCUUECKHUE
areHTH (HaopuMmep, aJKUWJIMpYoIMe aTreHTH, Takue Kak XJIOPMeTHUH,
aJIKMIICYJIbOOHATH, HUTPO30MOUEBUHE, DTUIIEHUMMUHE u Tpra3eHH) ;
AHTUMEeTaboJIMTH, TakMe KaK aHTaTOHMCTH doJjlaTa, IIYPMHOBHE aHaJIOI'M
¥ IOIUPUIMHOBEE aHaJIoTM,; aHTUOMOTMKM, TakKMe KaK aHTPpalUMKJIMHEH,
BJIeOMMLIMHE, MUTOMMUMH, OaKTMHOMULMH ¥ IIJIMKaMUIKH;  OepPMeHTH,
Takue Kak L-acmnaparmuHasa; VHIUOUTOPE TpaHchepa 3

@apHeBMJ’IHpOTeMHa,’ T'OPMOHAaJIBEHEIE aTl'€HTE, TaKMe KaK IJIIOKOKOPTUMKOMIEI

(HampumMep, KOPTU30H) , SCTPOTEHE/ aHTUSCTPOT €HE,
AHOPOTEeHH/ aHTUAHOPOT eHE, MPOTeCTUHH n AHTATOHUCTH
JIIOTEeVHUBUPYIIETO TOPMOHAa-BEHCBOOOXIAKMETO TOPMOH u aueTar
OKTpeoTUA; aTeHTH, paszpymanmye MUKPOTPYOOUKHM, Takue Kaxk
SKTEeMHAaCIUIVNHE; CTabuUIM3aTOPH MUKPOTPYOOUEK, Takue Kax

rnauurakces, InOoleTaKkceJl MM SBIOTUMIIOHE A-F; pacTmuTeJIEHEEe TIIPOOYKTEHL,
Tarue KakK aJIKaJIOMOEL BMWHKa, SHMHO,]IO(]_)MJIJIOTOKCMHBI n TaKCaHEIL; n
MHPM@MTOpBI TOIIOM3OMEPA3E, MHPM@MTOpBI npeHMﬂineMHTpch@epaBM; n
IMKIIOCIIOPVHEI,; CTEepOMIOH, TaKNre Kak IIPEeIHNM30H u ITeKCaMeTa30H,

IMTOTOKCHUUECKNKEe JIeKapCTBEeHHEEe CpelCTBa, TarkMe KaK asaTUIIpMH U’
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unrigopochammn; UHTUOUTOPH OHO-anmbda, TakMe KaK TeHMUIall; aHTUTella
npotus TNF wmiIM pacTBOpUMMEM pelentop TNF, Takue Kak »STaHeplenT,
panaMuiamHe M JIeQJIYHVMMMI; W MHIUOUTOPH LIMKJIOOKCUTeHasw-2 (COX-2),
TakMe Kak LeJIeKOKCUD M podeKOKCHD; M pas3jIMYHEEe al'eHTH, TaKMe Kak
ITUOPOKCHMMOUEBMHA, npokapbasuH, MUTOTAaH, rekcaMeTUIJIMeJIaMUH,
COeIMHEHMA 30JI0Ta, KOOPAMHALMOHHEE KOMILUJIEKCH ILJIaTHHE, TaKue Kak
UMCIJIaTHH, caTpalljlaTuH ¥ KapOOoIlJlaTUH.

TakuM oOpasoM, B IOPYI'OM AacCIeKTe HeKOTOPHEe  BOIUICEHUI
ofecreuMBaT CIHOCODH JeueHusa VMAT2-0OHNOCPEeNOBaHHHX PacCCTPOMCTB, VY
00BEeKTa, HyXOawnmerocqa B TakKoM  JIeUeHUHN, BKJIIOYUA A BBeleHUe
YKasaHHOMY OOBEKTYy KOJIMUeCTBa COeOMHEHMS, PaCKPHTOI'O B HaCTOAlleM
OOKYMEHTE, 30PeKTUBHOTO 0JIA YMEHBIIEHU S  WJIU npeloTBpalleHM
YKa3aHHOTO paccTpoMcTBa Y o00bekTa B KOoMOMHaALUMM C TIIO MeHbIeM
Mepe, OOHMM  IOOIOJIHUTEJIBHEIM aleHTOM IJIA JIedeHMd  yKaz3aHHOTO
paccTpo¥cTRa. B CBA3aHHOM acIeKTe HEKOTOPEHE BOIUJICEHN A
oBecrneuuBanT TepalleBTUUECKMEe KOMIO3MLMM, CoIepXalue, 10 MeHBIeN
Mepe, OOHO COeOMHEeHMe, PacKpeToe B HacTodmeM TOKYMEHTe, B
KOMOMHaALUMM C OIOHMM WJIM HECKOJIbKMMM OOIIOJIHUTEJIBHEMM aleHTaMy IOJIA
JeueHrsa VMAT2-0IOCpPeOOoBaHHEX pPacCCTPOMCTB.

Ofmye CHUHTeTUMUeCKMEe MEeTOIH IIOJIYUeHMS COoeIMHEeHUM

CoelMHEeHMA, PAaCKPHTHE B HaCTOAlleM IOOKYMEHTE, MOI'YyT OHTBH
IIOJIydeHH chnocofamy, M3BECTHHMMU CIelMaJMCTy B »OaHHOM o00JacTu U
ero pPYTHMHHHEMM  MOIOIMOMKALMAMA, /UM CHenyolVMY  IpollelypaMu,
aHaJIOTMUHBIMM  OIIMCaHHBEM B  US 20100130480 (IIYHKTH [0012] -
[0121]), US 20120003330 (myHkrTer [0010] - [0062]), WO 200507794¢;
WO 2008/058261; EP 1716145; Lee et al., J. Med. Chem., 1996,
(39), 191-196; Kilbourn et al., Chirality, 1997, (9), 59-62;
Boldt et al., Synth. Commun., 2009, (39), 3574-3585; Rishel et
al., J. Org. Chem., 2009, (74), 4001-4004; DaSilva et al., Appl.
Radiat. Isot., 1993, 44 (4), 673-676; Popp et al., J. Pharm.
Sci., 1978, 67 (6), 871-873; Ivanov et al., Heterocycles 2001,
55 (8), 1569-1572; US 2830993; US 3 045 021; WO 2007130365; WO
2008058261, KOTOpHE IOJHOCTBLI BKJIOUEHH B HACTOANUM IOKYMEHT, WU
CCEUIKM, TIPUBEINEHHHE TaM, UM MX OOBUHHE MOIVUOUKAILIVU .

V30TONHEM BOIOPOX MOXeT OHTL BBeOeH B COeIOMHeHMe, Kak

OIIMCaHO B HacCcToAIleM ITJOKYMeHTe, CHMHTeTHNYe CKVIMNA MeTOoOoaMI, B
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KOTOPHX MCIOJb3YTCA IeUTepUpPOBaHHEHE pealeHTH, I[IOCPEeICTBOM UeTO
CTeleHb BKJIIOUEHMA 3apaHee olpelneyeHa; ¥W/WiaM MeTomamy oOMeHa, TOe
CTelleHb BKJIOUEHMS OlpelelifieTCcsa YCJIOBUAMM pPaBHOBECUS U MOXeT
CUJIBHO BaApLUPOBATLCHA B 3aBUCHMOCTHA oT YCIJIOBUM peaxkumn.
CHUHTeTUYeCKNE MeTOIH, B KOTOPEHIX TPUTUN NI neTepun
HeNoCpPpeOCTBeHHO M KOHKPETHO BCTABJIEHH C I[IOMOMBI TPUTUNPUPOBAHHEX
WM OeVTepUMPOBAHHEX pPealeHTOB C M3BECTHEIM M3O0TONIHEM COIepXaHMeM,
MOTYT IaBaThb BHCOKYK I[IPeOCTaBJIEHHOCTL TPUTUS WM HOeUTepud, HO
MOTYT OHTH OTpPaHMUeHH TpebyeMom xumMmel. C OpyT'OM CTOPOHH, MEeTOIH
oOMeHa MOIYT IIPMBOOMTL K 0O0Jlee HM3KOMY BKJIOUEHNID TPUTUA WK
oenTepus, YacTO C paclpenelJIeHMeM M30TOolla Ha MHOIMX YydYacTKax
MOJIEKYJIBL .

B HEKOTOPHX BOIUJIOHMEHMSAX KOHKPETHHE I[IPUMEPH COEeIMHEeHMM IO
HaCcToAlleMy n300peTeHND BKJIOYAKT COoeIVHEHNE, BHOpaHHOE ns3
IlepeuHsda, ONMCaHHOTO B IHaparpade [0122] US 20100130480 wu B
naparpadge [0163] US 20120003330, KOTOpPEE BKJIOUEHE B HacTodllee
onmMcaHue IIOCPEeOCTBOM CCHUIKM.

VizsMeHeHMs B MeTaboJIMUeCKMX CBOMCTBax in vitro HeKOTOPHX M3
coenMHEeHMM, OIMCAaHHHX B HaCTOANEeM IOKYMeHTe, I[I0 CPpaBHEHUMI C UX
He of0oTalleHHEMM WM30TOIIHO aHajJioTaMy U clocofaMmmu OIpelelIeHUS TaKUX
M3MeHeHUN, ONMCaHBEl B naparpade [0125] us 20100130480 u
naparpadax [0165]-[0185] - US 20120003330, KOTOpPHE BKJIOUEHHE B
HacTOAmMM OOKYMEHT IIyTeM CCHUJIKMU.

CocTaBE

CoelMHeHMA MOTI'yT OHTBH BKJIOUEHE B COCTaB MOJd I[IPMMEHEHUS B
cxeMax IOO3MPOBaHMA M crocofax, PaCKpPHTHX B HaCTOsAlleM HOOKyMeHTe,
C TIOMOWmBK CHOCODOB, MB3BECTHHEIX B IaHHOM o0O0JlacTH, HaIpuMep, Kak
onvcaHo B US 2014/336386. IIpyMepH 2TUX COCTABOB MNIPUBEIEHH HIIKE.

15 w™Mr dé-Terpa®eHz3a3MH ['aCTPO-2PO3UBHEM C  3aMeOJIeHHHM
BHICBODOXIOeHMeM (MaJjiass TabjeTka) (Cocrar A). B Tabmmue 1 HUxe
PACKPHTHE  53JIeMeHTH 1mjsa 350Mr  ofmelr MacCH TacCTpO-3PO3MBHOTO
TPaHyJMPOBaHHOTO cCocTaBa TabjJeTkM, comepxamer 15 M (RR, SS) -
1,3,4,6,7,11b-rexkcarnagpo-9, 10-nu (MeTokcu—-d3) —3— (2-MeTUJIIIPONNII) —
2H-0eH30 [a] XMHOJIN3MH-2-0H.

Tabamuua 1
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MaTepuall Mr/Tab %
de—TeTpabeHz3a3UH (MU3MeJIbUeHHHM ) 15,0 4,3
[TopooOK MaHHMUTA 185,14 53,0
MUKPpOKPpUCTAJIJIMUEeCKasa LeJIJIoJIio3a 61,8 17,7
PVP K29/32 14,0 4,0
Tween 80 (IlommcopbaT 80) 3,8 1,1
Mannogem® EZ (MaHHMT, BHCYIIEHHLI
PAaCIBEUIMTEJILHOM CYIIKOM) 31,5 9,0
POLYOX® N60OK 35,0 10,0
CTeapaT Mal'HUA 3,5 1,0
NTOrOBHE @ 350,0 100,0
dé-TeTpabeH3a3uUH (MB3MeJILUEeHHEN ) OBBENVIH AJIN BMeCTe C

IIOPOmMKOM MaHHUTAa, MUKPOKPUCTAJJIMUECKOM LeJUJlnjio30M, PVP K29/32 wu
Tween 80 (IllommcopBaT 80) B I'paHyndTope C OOJBIMM YyCUJIMEM CIOBUIA
M M3HaAdYaJIbHO CMellMBaJlX B CyxXOM BMIe C BEHCOKOM CKOPOCTBK
JIOIIAaCTHOM  MemaJIKkMu M M3MeJbuuTeJis B TedeHre 5 wMuHYT. Ilpu
CMEeMMBaHMM C BHCOKOM CKOPOCTBI JIOIIACTHOM MeWajlKM ¥  HU3KOM
CKOPOCTBI M3MeJIbUNTeNd, no0aBJIAIN OUMIIEHHYIO BOLOY K
lepeMellrBaklyMC g [IopomKam 0JIA TPaHyJIMPOBaHUA MaTepuasa.
JOmOJIHUTEJIbHOE CMellMBaHMe U IoOaBJjleHMe BOOH C BEHCOKOM CKOPOCTBIO
JIONIaCTHOM MemaJIkM M BECOKOM CKOPOCTBI M3MEJILUMTEJIA IPOOOJIKaJIM IO
Tex IIOp, IIokKa He OyIeT OOCTUTHYTa XeJlaeMBM pe3yJbTaT IPaHyJIaLuMr.
[IoJIydeHHEM TPaHyJIaAT OpoCeuBajM BO  BJIQ&XHOM COCTOSHMM, UTOOH

PaspymmTb JIOHE KPYIIHEIE aIJloMepaTel, ¥V STOT MaTepHrall OODaBJIAIU B

CYNMJIKY C TICEeBIOOXMXKXEHHEM CJIOeM M CYNIMJIM IOpKu TeMmIepaTrype 60 °C mo
OOCTIMXEeHMSA XeJlaeMOoT'o 3HaueHusda LOD (noTepwu [OIpM BHCYIMBaHUMA) .
BHICYIIEHHHY MaTepuall IIPpOCeMBallM uYepes CHUTO C ceTkor #20 wmem, a
KPYIIHEM MaTepuaja MW3MeJbyaJM OO pas3Mepa YacTul, MeHee 20 wMem.
BLICymeHHEM ¥ OTOOpaHHHM I[IO pas3Mepy MaTepuaJ oO0LeIuHIIM C
PACIHJIEHHEIM MaHHMTOM U POLYOX® N60K B mOuddy3mMoHHOM MHKCepe (V-
Blender), TInoe OH CMemMBaJICA B TedeHMe 15 MmMHyT. CTeapaT MaTl'HUA
3aTeM IpolyckaJlu uyepe3 cuTo 30 Mem » »0o0aBJIAIM K CMEIIaHHOMY
MaTepually B V-Blender. ComepxumMoe  3aTeM I[JIaCTUOUUPOBAJIM B
TedeHMEe 3 MUHYT W BHI'PYXaJIM IOJS KoMIpeccuu TabjeTku. Mcrnones3ysa
POTOPHEM TabJIETOUHHM IIPpecc, CHaOXeHHHM IIyaHCOHaAMM WM MaTpHullaMi
xeJjlaeMoM QOPMH M pasMepa, [JIacTUOMLIMPOBAHHYK CMeCh IMIPeCcCOBaliM B
TabJIeTKM C TeopeTUMUecKOM Maccou 350 wmr.

7,5 w™Mr dé-TerpabeH3asMHa ['aCTPODPO3UBHEM C 3aMeOJIeHHHM
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BHICBODOXIeHMeM (Majlagd TabjleTka) (CocTtaB A). B Tabamiue 2 HUKe

PAaCKPEITE SJIEMEHTEL TabJeTKU IJIA I'aCTpO—3%pPO3MBHOTI'O

TPaHyJMPOBaAHHOTO cCocTaBa obmer Maccou 350 MT, conepxament 7,5 MDD

do-TeTpabeHa3mHa. TOT Xe IIpollecC, 4YTO ommcaH B llpumepe 1.

Tabmuua 2
MaTepuall Mr/Tab (%
de- TeTpabeH3a3MH (M3MeJIbUeHHHN) 7,5 2,1
[lopOoWOK MaHHUTA 191,0 54,06
MUKPOKPpHUCTAJIJIMUEeCKAas LeJIJIoJIio3a 63,7 18,2
PVP K29/32 14,0 4,0
Tween 80 (IlojmucopbaT 80) 3,8 1,1
Mannogem EZ (MaHHMT, BHCYUIIEHHEM
PaCIBEUIMTEJIEHOM CYIIKOM) 31,5 9,0
POLYOX® N60OK 35,0 10,0
CTeapaT Mal'HUA 3,5 1,0
IToTOBHE : 350,0 100,0
15 w™Mr dé-TerpabeH3a3MH ['aCTPOPETEHTMBHEHM C 3BaMeIJIeHHHBEM
BHICBOOOXIeHMeM (Oosbmasa TabjgeTka) (CocTtar B). B Tabauue 3 HMXe
PACKPHTE  BJIEeMeHTH TabJeTKM TacCTPOPEeTeHTUMBHOTO CoOocTaBa ofmen
MaCCEHI 700 MT, comepxalen 15 MT d6-TeTpadeHa3nHa .
TlacTpopeTeHTHUBHA S TabJjeTKa npencraBJgeT cobom YIJIVHEHHYIO

KarcyJy, HUMellyl pasMepsl OpubimsamuresbHo 0, 7087 moMMa [0 OJIMHE Ha

0,3071 gpo¥iMa [0 MUPUMHE, C OKPYIJIEIMM KOHIAMM C ITUIYOMHOM UYallkM

0,0540 moMMa Ha KaXOol MNPOTMBOIIOJIOXHOM CTOpPOHEe.

Tabiauua 3
MaTepual M/ Tab %
d . TerTpabeHza3uH (M3MeJILUEHHHM) 15,0 2,1
[TOopOoIOK MaHHMTA 357,5 51,1
MUKPOKPpUCTAJJIMUECKAa LeJIJIJIo3a 119,0 17,0
PVP K29/32 26,0 3,7
Tween 80 (IlommcopbaT 80) 7,5 1,1
Mannogem EZ (MaHHMT, BHCYIIEHHBM
PAaCIBUIMTEJILHOM CYIIKOM) 45,5 6,5
POLYOX® N60OK 122,5 17,5
CTeapaT Mal'HUA 7,0 1,0
NTOIrOBHE @ 700,0 100,0
7,5 MI do-TeTpabeH3a3UH T'acTpOopeTeHTUBHEMN cocTasn c
3aMeIJIEHHHM BEICBODOXIeHMeM (OoJbpmas TabJjeTKa) (CoctaB B). B
Tabauie 4 HWKe PAaACKPHTH B3JIEMEHTH TabJIeTKM TaCTPOPRPETEHTUBHOTO
cocTaBa o6men Macce 700 wMr, comepxamen 7,5 Mr dé-TeTpabeHasuHa.
TlacTpopeTeHTUBHA A TabjieTKa IpencTaBJIAET cobomn YIJIMHEHHYO
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KarcyJsiy, MVMenmyl pasMeps OpuMepHo 0,7087 moMMa OO IOJMHe Ha
0,3071 mo¥iMa IO WMPMHE, C 3BaKpyTJIeHHHMM KOHIIAMM C TUIYOMHOM UYallkU
0,0540 moliMa. Ha KaXIoy OIPOTHMBOIIOJOXHOM CcTopoHe. ToT Xe IIpolecc,

yTO OmnMcaH B IllpuMepe 1. Ho TeopeTuueckas Macca CXaTUs COCTABJISET

700 wmr.
Tabauua 4

MaTepuan Mr/Tab |%
d ¢~ TeTpabeH3a3MH (MU3MeJIbUEHHHM) 7,5 1,1
[lopOoWOK MaHHUTA 363,0 51,9
MUKpOKPpUCTAJIJIMUEeCKad LeJJIoJIo3a 121,0 17,3
PVP K29/32 26,0 3,7
Tween 80 (IlogmucopbaT 80) 7,5 1,1
Mannogem® EZ (MaHHMT, BHCYIIEHHLIM
PaCIEUIMTEJIEHOM CYIIKOM) 45,5 6,5
POLYOX® N60OK 122,5 17,5
CTeapaT Mal'HUA 7,0 1,0
IToTOBHE : 700,0 100,0

6 M TabiieTka d6-TeTpabOeHasMHa HeMeIJIeHHOT'O BECBOOOXIEHUI.
B Tabuauue 5 HMWXe PACKPHTHE D2JIEMEHTH TabJIeTKM HeMeIJIeHHOI'O

BEICBOOOXIEHM A ofmel  MaccCH 125 wr, comepxaimemn 6 MT de-

TeTpabeHasuHa.
Tabmuua 5

MaTepual M/ Tab %
d . TeTpabeHza3z3uH (M3MeJIbUEHHHM) 6,0 4,8
[TOpOoIOK MaHHMTAa 75,0 60,0
MUKPOKPpUCTAJJIMUECKAaS LeJIJIJIo3a 25,0 20,0
[JIMKOJIAT HaTpMd KpaxMmaja 2,5 2,0
PVP K29/32 6,0 4,8
Tween 80 (IlonmcopbaT 80) 1,0 0,8
Mannogem® EZ (MaHHMT, BHCYIIEHHLI
PAaCIBUIMTEJILHOM CYIIKOM) 5,8 4,6
[JIMKOJIAT HaTpMa Kpaxmaa 2,5 2,0
CTeapaT Mal'HUA 1,2 1,0
NTOrOBEHE @ 125,0 100,0

dé-TeTpabeHasnH (M3MeJIbUEHHEM) OOBEeIMHAIM BMeCTe C I[IOPOMIKOM
MaHHUTa, MUKPOKPUCTAJIJINUECKON 11eJJIIJIO 30, HaTpu4d Kpaxmall
TJIMKOJIATOM, PVP K29/32 u Tween 80 (Ilojgucopbar 80) B TI'paHyJgSTope
C BHCOKMM YCUIIMEM CHOBMI'a U MCXOOHO CMellMBaJiM B CYXOM BHUIOe C
BEHICOKOM’ CKOPOCTBI  JIONACTHOM  MemaJKu U BHICOKOM CKOPOCTEBK
WU3MEeJIbUMTEeJIA B TedeHre 5 MuHYT. IlpM CMemMBaHMM C  BEICOKOM

CKOPOCTE JIOIIaCTHOM MellaJIKM n HU3KOM CKOPOCTER MsMeJIbYeHNAg,
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OUMIIEHHYID  BOLY  OODaBJIAJIMU K TIIepeMellMBamnilyMMCAa  IOpOollKaM  OJId
TPaHyJIMPOBaHKUA MaTepMalsia. HONOJHUTEJIEHOE CMellMBaHMe U noOaBJIeHUE
BOOH C BHCOKOM CKOPOCTBK JIONAaCTHOM MeMaJIKM ¥ BHCOKOM CKOPOCTEIO
M3MeJIbUUTeJId [IPpOonooJrKajM IO TexX IIop, I[IoKa He 0OyOoeT OOCTUIHYTa
XeJlaeMBEIM pelyJbTaT TpPaHyJaasuuMu. I[IoJIYUeHHBEM TPpaHyJIaT OpoceuBaJlM BO
BJIAXHOM BUIOe, UTOOH paspyllUTh JIOOHE KPYIHHE aTlJIOMepaThs, W HSTOT
MaTepMraJsl OODAaBJIAJM B CYIMUJIKY C IICEBIOOOXMKEHHEM CJIOEM W CYIIWUIINU
opu TeMmnepartype 60 °C Do DoCTMXeHMS XxeJjaeMouM LOD (moTepu IIpu
BHICYIIMBAaHMUM) . BHCYIIEHHEM MaTepMualJl [NPpOoCeMBaJM uUepe3 CUTO C CeTKOM
#20 wMem, a KpPYIOHHM MaTepuall M3MeJbualM OO pa3Mepa uYacTHUll, MeHee
20 Mem. BHCYWEHHHM M OTOOPaHHHM I[IO pasMepy MaTepuall OOBEeIUHAIU C
BHICYIIEHHEM pPaclbJIeHMEM MaHHMTOM ¥ HaTPUM KpaxMaJl TJIMKOJISTOM.

BoO BCexX OINMCAHHEIX B JaHHOM INOKYMEeHTe Ccrocofax M KOMIIO3ULMAX
C MCIIOJIb30BaHMeM OeyTeTpabeHasuHa neyTeTpabeHasMH MOXHO BBOOUTH
WM BRJIOUATL B COCTaB B BUIe UYacTM dGapMalleBTUUECKOM KOMIIO3ULIUN,
Kak omnmcaHo B Tabmmuax 1-5 Brmue.

KimHnueCckMe MUCHOBITAHUA UM pPes3yJIbTaTkl

First-HD

First-HD IpencTaBJIAJIO cobom PaHIOMU3UPOBAHHOE, OBOMHOE
cJenoe, anedfo—KOHTPOJUPYEMOe, napaJjuiejibHOe TpYIIIOBOE
ucciaenoeaHue, IpenHa3zHaueHHOe OJIs OLIEHKU 30PeKTUMBHOCTH,
0e30IIaCHOCTM UM I[IEePEeHOCHUMOCTM HOeyTeTpabOeHasMHa Yy IDallMeHTOB C
xXopeen, cBA3aHHOM C  HD. 3TO MCHOHTaHMe  OBUIO IIPOBEOEeHO B
CoemmHeHHEX lITaTax ¥ KaHalle B COTpyIHMUeCTBe C lccieOoBaTeJbCKOM
Tpynno¥ XaHTHMHITOHA.

[lnmaH mMccienoBaHUA

06wekTOB B First-HD mnomBepralu JedeHMid »OeyTeTpadeHasMHOM
iy mnjaanedo, HauMHad C 6 MI' OOMH pPa3 B IOeHb U TUTPYS eXeHeOeJIbHO
no mos 24 MI' OBa pa3a B HOeHb (ofmagd cyTodHasd noz3a 48 MI' B
CyTKHM) . B obmel cioxHocTu 90 oBwmexkToB (o 45 B Kaxmou IpyIe)
OBLIIN BKJIIOUEHE B OLIEeHKY B TeueHre 13 Henelb . OOBEeKTH
VHIVBUOYAJBLHO TUTPOBAJM HOO3H OO OITMMAJILHOM HO3H B TeueHUue
nepuoma OO BOCBMM HemeJlb, IIOoJydalJiM [IOOOEPXMBAKIIYID Tepalun B
OINITUMAJILHOM HOO03e B TeueHMe UeTHpex HeOdejJb ¥ ObBJIM CHATH C

nccilegyeMoIro IipeliapaTa Ha nocjienHel HeneJle MUCIHTAHUA.
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PacrnpenesieHue ODBEKTOR u OeMoTpapuueckrue u MCXOIOHEE
XapaKTepUCTUKN

V3 90 paHOOMUBMPOBAHHEIX OOBEKTOBR 87 3aBepllJiM MCCJeOOBaHMeE.
VccroenyeMasa HNOoNyasaluuMsa ObJla TUMIOMYHOM 1OJIS OOBEeKTOB C Xopeewu,
CBA3aHHOM ¢ HD. Ha HadaJIbHOM DTalle CpPeOHMM BO3pacT OOBEeKTOB
cocTarJasasd 53,7 rvoma. BoOJBIMMHCTBO OOLEeKTOB ObBUIM OejeMM (92,2%) u
MyXurHaMmu (55, 6%). CpenHsad mimHa noetTopa CAG cpelou OOBEKTOB
INOmyJIALMM cocTaBJasa 43,9. Ha MCXOOHOM YPOBHe CpelHMM [Ioka3aTeJlb
nmo mkajie TMC cocrTaBjgayg 12,7 BO BceM HONyJSsUMM (IOMamnaszsoH 8-19,5).

KOoHeuHEIE TOUKM MCCJIENOBAHUS UM M3MEPEHUS

[IepBMYUHOM KOHEUHOM TOUKOM D2QOeKTMBHOCTM MCCJIeIOBaHMSA OBJIO
V3MeHeHMe OTHOCUTEJILHO MCXOOHOTO YPOBHSA oo OO OepPXMBawIen
Tepaluu (cpenHee 3HauveHul Hemenu 9 um Hemenm 12) 1o mkaJjie OLI@HKU
MakKcuMaJIbHOM xopeu UHDRS. IIkaJjia oOmeM MaKCUMMaJIbHOM OLeHKM, WU
T™C, npencraejgaeT cobom OCHOBAHHYIIO Ha IOaHHBIX KJIMHULIMCTOB
KOJIMUECTBEHHYID OLIeHKY XOpeu B ceMu ofBJjlacTax  TeJa: JINI0,
poT/ A3HK, TYJIOBMIIE ¥  UeTHpe KOHEUHOCTH, Cc BoJiee  BHCOKMMMU
moxkasaTeyaMu, OIPeOCTaBJARIMMKM 0OoJiee TAXKeJYID Xopen. 3To Ta Xe
KOHeuHasa TOuKa, KoTopad Owula OpuHATa FDA, KOI'Ia OHa paccMoTpela
u omobpuia TerpabeHazmH B 2008 rmomy (NDA 21894).

Ilkajla OlleHKM ofmeV OBUTATEJILHOM akTuBHOCTM (TMS) UHDRS Oblla
ompenejyieHa B KauecTBe OOIIOJIHUT eJILHOM KOHEUHOM TOUKM
sppexrTUBHOCTM B First-HD. TMS olLieHMBaeT BCe MOTOPHHE OCOOEHHOCTU
HD, BKJIOUA A IPM3HaKM, OTHOCSAMKUECH K XapaKTEepPHHEM  MOTOPHHEM
aHoOMaJIMaM, OTJIMUHEIM OT XOpeMr, TakKMM KaK »OMCTOHMA, IIOXOIKa,
MNapKMHCOHM3M M IOoCTypaJibHas HeCTabOMIBbHOCTL.

KimmMHMUYeCcKy® 3BHAUMMOCTE WM3MeHeHMSa B IokaszaTejyie TMC olleHMBaJIM
C IIOMOMBI UYETHPEX IIPelIBapUTEJILHO OIIPeleJIEHHHX BTOPUUHBIX KOHEUHEHX
TOUeK, KOTOPHEE OIEHMBAJIM WM3MEeHEHMS OTHOCHUTEJIBHO MCXOIHOTO YPOBHS
0O KOHUa JieueHMsa (Henmesya 12). 5TM BTOPUYHEE KOHEUHEHE TOUKM OBIU
[IPOTECTUPOBAHE MepapXUUeCKN :

1.50pekTMBHOCTEL JIEUEHMSA, OCHOBaHHad Ha of0meM BIedaTJIeHUU
nalMeHTa O IMHaMMKe cocTogHmda (PGIC);

2.900eKTMBHOCTE JedeHMs, OCHOBaHHasg Ha KJIMHUUECKOM OOIMeM
BIIeUATJIEHMM O IMHaMMKe cocTogaHmsa (CGIC);

3.lkaja QUBUUECKOTO QYHKIMOHMpPOBaHMA SEF-36; mu
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4 .PaBHOBeCHE, OIIeHEHHOe C TIIOMOIBLI TecTa pPpaBHOBecUsa Bepra
(BBT) .

PGIC m CGIC mpencTaBJIgT COOOM BOIPOCHUKM C OIHMM IIYHKTOM,
B KOTOPEX IIPOCAT OOBEKT M MCCJemoBaTeJid, COOTBETCTBEHHO, OLEHUTH

obmme cuMOTOMEL HD oOBexkTa B OllpeneJIeHHEe BUMINVTE IIOCJIE Haudaljla

Tepaluu. B o00emx oOlleHKax MCIOJIE3YeTCcd mKaJa Jlumkepra wmus3 7
IIYHKTOB, C OILEHKOM OTBETOB OT OUeHb CMJIBHOTO YyXyOmeHus (-3) @Oo
OUeHb CWMJIBHOTO VYJIIYUIIEeHUSA (+3) 1mjag oueHKuM ofmero oTeBeTa Ha

Tepalvp. [lallMeHTOB M KIMHMUIMCTOB ClpallMBajiM: «UTO KacaeTcsda Ballux
(M obwekTa) OOmMMX CUMMITOMOB ©OOJIe3HM XaHTMHI'TOHa, Kak OB BH
onmcaJm cebsa (rym oOBeKTa) 1o CPpaBHEHND C MOMEHTOM
HEIIoOCPeICTBEHHO nepen HayajioM MUCCJIeqOBaHuU4g JIEKapCTBEHHOT'O
cpencrea». O0PEeKTHMBHOCTBL JIeUeHUS B COOTBETCTBMM C DTUMM MKaJlaMM
OIpelelIaiM KaK OLeHKY CUJIBHOTO VYJYUIEeHUS WM OUeHb CUJIIBHOTO
yJydmeHusa Ha Hegmejie 12. CyOBeKTH, KOTOPHE He MMeJM OTBeTa Ha
HepmeJie 12, cumMTaJMCh HeyIadaMM JIeUeHMS.

Taxkxe HabJonaian HexeJlaTeJIbHEle ABJIEHUA (AE) u 17D:4
IoTeHUMaJlbHasgd CBS3b C JeueHueM. KaTeropum AE o0coBoro BHUMaHUA
BKJIOUAJIM Te, KOTOPHEe, KaK WM3BECTHO, CBS3aHE C MCIOJIbL30BaHUEM
TeTpabeHasMHa .

[lcuxmaTpUdecKue paccTpoicTBa: feccoHHUIIA,
menpeccusa/Bo30yKIeHHad OelNpeccus, HapylleHre CcHa, BoO30YXKIeHUe,
BeclokoMCTBO, CyMUMOAJEHEE MBICJIV, KOMITYJIbCUMH, VIMITYJIE CMBHOE
[IOBedeHre M PacCcTPpOoMCTBa CHa;

PaccTpoMcTBa HEPBHOM CUCTEMBI: COHJMBOCTL, TOJIOBOKPYXeHUE,
akaTu3ug/0OeClIOKOMCTBO, KOTHUTUBHEHE pPacCCTPOMCTBAa, CJOHOTeueHUE,
OMCKMHEe3MsA, MUITPeHb, TOJIOBHasA OO0Jb, I[IOTEepPSA CO3HaAHUA M CHHKOIIE
(oBbMOpOK) ;

Obmme paccTpoOMCTBA: pPa3dpaXuTeJIbHOCTL, YCTaJIoOCTh, HapylleHHue
MoXonKM, ©OO0JIb B T'PyIM UM IMOXMeJIbe; U

XelyOoouHO-KMIIeUHHE PacCCTpoOMCcTBa: OMapesa, CYyXOoCTb BO PTY,
3ariopH, TOmMHOTa, ©OO0JE B XWUBOTE, HIOUCIENCUSA, UYaCTHEe HapyleHUuS
KUIIEUHUKa, XeJJyIOUHO-KUIeUHEe OO0JIM, pBOTa, Iucharmsa, METEOPU3M U
TUIIEePCEeEKPEea CJIIOHH .

B npomnoJsiHeHMe K oTueTaM AE, OILIeHOUHEBEE MKaJkl MCIOJb30BalM OJIS

MOHMTOPMHTI'a IIOTeHIMAaJIEHOM Cy@KHMHquCKOﬁ TORCUMUYHOCTHM ns—3a
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UpesMepHOTO VCTOMEeHU A MOHOAMMHOB . Takue MK AJIEL OLLEHKMU
0e30IaCHOCTM MCIOJILE30RBaJIM B HOpoTpaMMe pa3paboTku TeTpabeHa3MHa.
STy mKaJbl, IOIpuMeHeHHHe B First-HD, BKJIOUAJIM TOCIMUTAJBLHYID KAy
TPEBOTU n oerpeccum (HADS) , KOJIyMOUMCKYIO mKaJjy OlleHKU
CEPbesHOCTY CYUUMIAJNBHEX HaMmMepeHuM (C-SSRS), ONPOCHUK HapylleHUId
rygoTaHusa (SDQ), YHMOUMUMPOBAHHYK IIKaJly OILEeHKM OoJie3HM I[lapkKMHCOHAa
(IyHKT OU3apTPUN) (UPDRS [muzapTpuAal), WKaja akaTu3MM bapHca
(BARS) M mKajJja COHJIMBOCTU 3IBOpPTa (ESS). Kpome TOTO, IIpHU
KJIOUEeBEIX BM3MTax HOporonmuim UHDRS, KOTOpoOe BKJOUaeT B ceb4A
KOTHUTUBHEE, I[IOBeOeHUeCKMe U QYHKIUMOHAJILHEE IoKa3aTellu.

BonpocHUK 1o HapyleHMO TJIOTaHMA (SDQ) MCIIOJIL30BAaJICA
NIPOCIIEKTUBHO oJisa OLIeHKU HapylleHU TJIOTaHUA BO BpeMs
UCCJIeOoBaHusa, IIOCKOJIbBKY mOucoarms ABJageTcs ofbmel npobjemMor vy
nauMeHTor ¢ HD. BSTa oleHka u3 15 OyHKTOB ObUla IMHOOTBEPXIEHa VY
nauueHToB C 0OoJe3Hb [lapKMHCOHa M, Kak OBUIO IIOKa3aHO, 4ABJIAeTCH
UYBCTBUTEJIBHEIM M TOUHEM MHCTPYMEHTOM OJIS BHABJIEHUA IIallMEeHTOB C
HapymeHVAMM TJIOTAaHMS, BO3HMKAKIMVMKY M3-3a PAa3HHX D2THOJIOTHM. SDQ
PEKOMEeHIOBaH BJieMeHTaMu Of0mMMX OaHHBEX HalMOHAaJIbHOTO MHCTUTYTa
HEeBPOJIOTUUECKHUX PAaCCTPOMCTB ¥ MHCYJbTa IJIS OLEeHKM HapylleHUs
TJIOTaHua Inpu 06oJie3HM [lapKMHCOHAa, M, CJedoBaTeJIbHO, OH TaKxe
MMeeT OTHOIleHMe K TIalueHTaM ¢ HD, TIOCKOJIBKY OHM MOTYT MMETH
OpaIVKMHESVKD U OpyT'Me CHUMMIITOMB [NapKMHCOHM3Ma Kak 4YacThb UX
OoJIe3HN .

Bo BpeMsa wucclemoBaHUsa Habaomaly He3HauUTeJIbHHE KoJieDaHuUA
KM3HEHHO  BA&XHEIX IIPM3HAKOB (apTepuallbHOE OaBJIEHUE, cepleuHHM
PUTM, YacToTa OEXaHMA M TeMIepaTrypa) .

PesyJibTaThE

CpenmHad Oo3a B KOHIE Iepuola JIeUdeHus cocTabjdja 39,7 Mr (SD
9,3 Mmr, muamnaszsoH 12-48 wMr) B rpynne JeyTerpab®eHa3yHa M 43,3 MDD
(7,6 M, 1omanaszoH 12-48 wMr) B TIpyhlne njaunedo. CpenHdas Jo3a OJA
10 oBwpexToR TIpylnH JeyTeTpabeHa3rHa C HapymeHHOW QyHKUMelr CYP2D6
(mnoxme  MeTaboJM3aTOPHE MM  CUJIBHHE  JIEKAPCTBEHHHE CpeIncTrBa,
nHTUbupylme CYP2D6) cocrTaBagaya 34,8 Mmr (3,8 Mr, omamnazoH 30-42
MI) . OBmui ypoBeHb cobjmomeHus cocTaBui 94,1% u 95,1% njaa Tpyin
mnanedbo u HeyTeTpabeHa3MHa, COOTBETCTBEHHO.

JleueHMe ODeyTeTpabeHas3sMHOM IIPUBOLOUIIO K VITY Ul e HUK BCeX
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KOHEUHEX TOoUueK ¥ YMEeHBIIEHMI0O UYacCTOTH HexXeJlaTeJIbHHX ABJIeHUM. B
IIpMBEOEeHHEX HXe pesyJbsTarTax DTBZ=lleyTeTpabeHa3uH,
CI=HOBepUTEJbHEN MHTepBall (Ha OCHOBE t-pacrnpenesyieHnsa) ;
SD=cTaHmapTHOe OTKJIOHEHMe; MeTOL HaMMeHbIIMX KBaIpaToB U p-
BeJIMUMHa ObBUIM IIOJIYUeHH M3 OBYXCTOPOHHEI'O TecTa 50dexkTa JieueHUAI U
aHalM3a KOBapMalMOHHOM MOIeJIM CO CPOKOM JiedeHMs U 0Oa30BEM
mokasaTeJyleM B BUIe KoBapuarTa.

Iikajia ofmeM MaKCHMMaJIbLHOM  OLIeHKM XOpeu (TMC) . Jleuenme
HeyTeTpabeHasMHOM IIPMBOOMIIO K YCTOMUYNBOMY YIIydlle HYK
MaKCUMaJIbHOTO TIokKazaTeJia xopeu. IlokaszaTesb TMC B »OaHHHM MOMEHT
BpeMeHU onpenejydgeTcd nus IIYHKTa 12 UHDRS. 3MeHeHMe ™C
IpeIcTaBJigeT COOOM pas3HMuIy MeXIy 3HaueHUAMM MCXOIHOTO YPOBHSA U
nonnepXuBaKmey Tepalun. JMCXOIHOEe 3HaueHMe — BTO CpelHee 3HaUYeHUM
ckpuHMHTa M OHga 0, a 3BHaueHMe IIOOOEPXMBAIMEN TepaluM - CpelHee
3HaueHue Hemenmu 9 u Hemenm 12. [JIg [OepBMUYHOM KOHEUHOM TOUKU
OOBEKTH, nojiydasmme HeyTeTpabeHasuH, oocTurangrM SHaUYUTEJIBEHOTO
CHWXEeHMS Ha 2,5 eIMHMUH 10 MHokazaTeso TMS OTHOCUTEJIBHO MCXOIOHOTO
YPOBHSA OO IMNOOIepXMBaKIel Tepaluy II0 CpPaBHeHMIO C IJlauebo (p
<0,0001). O5TO CHMXeHME MAKCHUMAJILHOM XOopeMu IMIpelcTaBJIajio cobom

CHWXeHMe Ha 21 I[OpOLeHTHHX IIYHKTOB IIO CpaBHeHMH C Iauebo (p

<0,0001). ODeyTeTpabeHasmH (DTBZ) BBOIOWJIN B KOoJIMUeCcTBe,
cocTaBJAKIEM OIPpUOIM3UTEJIBEHO TIOJIOBUHY CYTOUHOM OO 3E
TeTpabeHasMHa. TakuMm oBpasoM, 520PeKTUMBHOCTE JeyTeTpabeHasMHa

OOCTUTAJ M MIPUMMEPHO IIPM INOJIOBMHE CYTOUYHOM HO3H TeTpabeHa3MHa.
Tabmuua 6 Ikana OueHku O00mel MaKcHUMaJlIbHOM XOopeu - M3MeHeHUe

OT MCXOIOHOIT'O YPOBHA OO HO,JI,D;Gp?KI/IBaIOH.[eIZ Tepallrn

VIzMeHeHMe o0f0mero

MaKCHMaJILHOTO PasHOCTE MeXxIOy

IoKas3aTeJId XOpeu CpeIHVMA

DTBZ [Innaunebo (DTBZ - mjauebo u
CTaTUCTHUKA (N=45) (N=45) 95% CI)

ABcoJIoTHOE M3MeHeHMe o0mero MaKCHMMaJLHOTO IIoKazaTesId XOopeu
(KOHEeUHasa ToukKa [NEePBUYHOM 20OeKTUBHOCTMN)

CpenHee 3HauveHue -4,4 (3,0) -1,9 (2,7) -2,5 (=-3,7, -1,3)
HaVMeHBIMX

KBanpaToB (SD)

pP-3HaueHNe -= -- <0, 0001

[IpoLleHTHOEe M3MeHeHMe OfWel'0 MaKCUMMaJIbHOT'O IIoka3aTeJid XOpeu
(DoroJIHMTEeJIbHaad KOHeuUHas ToukKa 20dekTMBHOCTU) (%) ‘

CpenHee 3HadeHue -—37 (25,7) -16 (19,06) -21 (-30,5, -11,1)
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HaVMEHBIIMX
KBampaToB (SD)
pP-3HaueHUe -= -- <0,0001
Ikajia OueHku OOmeM OBUI'ATEJILHOM aKTUMBHOCTMU (TMS) . Kpome
TOTO, HabJwnIanm CTaTUCTUUECKU 3HaUMMOe YVIIyUlleH1 e ™S,

cocTaBjdgpmee 4 enuMHWUILE, I[IO0 CpaBHeHUB© C IJauebo. ToT dakT, UYUTO
yiyudmesHue TMS O6vuio OoJIbIle [0 BEJMUMHE, UYeM VYJIYUIIeHMe OLEeHKU II0
mraje TMS ( - 2,5 eIMHMUB), CBUIETEJLCTBYET O I[IOJIb3e JieueHUd
OeyTeTpad®eHalsMHOM IPYyTMX MOTOPHHX CHUMITOMOB HD B »OONOJIHEHME K
CHWXEHMIO Xopeu. BoJjbllag dYacTb BTOTO YJydlleHMs Obljla BH3BaHa
YIyUlleHueM XOpeMu, HO OlleHka ofmer MaKCUMMaJIbHOM OUCTOHMM TakKXe
STOMY ClHocobcTBOBaJa, IIPpU MCIOJb30BaHUM HeyTeTpabeHas3uHa Ha 0,9
(SE 0,24) mnOyHKTOB IO CpaBHeHMB c auedto 0,1 (SE 0,32) nyHKTa
(p=0,02). OT MCXOOHOTO VYVPOBHSA OO IMOoAIepXuBawmeyr Tepanuu TMC
YVIIYUIMIIOCH Ha 37% B rpynnax HeyTeTpabeHasuHa IPOTUB 16%
yIydmeHusa B TI'pyhlne 1jauedto (p <0,0001). WM3MeHeHUSI B OPYITUX
MOTOPHEIX KOMIOHeHTax UHDRS cymeCTBEeHHO He pasjiMualiMchk MexXIy
TpynnaMmy JieueHusd, BKJOUAs OTCYTCTBME CYIEeCTBEeHHOM Pa3HMUIHE B
M3MEeHEeHUAxX B cCy0OmKaJle OlleHKM IMIapKMHCOHM3Ma (OLEeHKM IIaJIbLeBOTO
TOINMHT-TeCTa, npoHaluun/cynmMHalun, PUTUIHOCTH, fpaluKMHe 31N,
IIOXOOKM, TaHIEeMHOM XOObOH M TecTa Ha YCTOMUMBOCTL IIPUM TOJIKAHUM)
Mexny TpylnaMu IHeyTeTpabeHa3MHa M auedo.

Tabimua 7: OueHka OOGmel IBUIATEJILHOM aKTUBHOCTU - WM3MeHeHNe

OT MCXOIOHOIT'O YPOBHA OO HO,H,Her(MBaIOHleIZ Tepalirm

PasHoCTE MexIny

CpeIHVMA
DTBZ [Inaunebo (DTBZ - mauebo) m

cCTaTMCTHKa (N=45) (N=45) 95% CI
CpellHee 3HaueHME -7,4 (6,3) -3,4 (5,5) -4,0 (-6,5, -1,5)
HaVMeHbIIMX
KBampaToB (SD)
pP-3HaueHUe -= -= 0,0023

OueHkKa obmen OIBUTATEJILHOM aKTUBHOCTMN : CpaBHeHNE c

TerpabeHasmMHOM. HamnpoTus, B 12-HeleJIbHOM ILJIaleBO-KOHTPOJINPYEMOM
NCCJIenoBaHuM OBUIO IIPOOEMOHCTPMPOBAHO, YTO TeTpabeHas3MH YJydllaeT
OLleHKyYy 10 mKajie TMC UHDRS, HO JeueHMe TeTpabeHa3MHOM He IIOKa3allo
CTAaTUCTUUECKM 3HAUMMOTO VYJYyUlleHMSa 10 mkaJe TMS (Huntington Study

Group, 2006). O5TmM pes3ydabsTaTH OpennojlaramnT, UYTo TeTpabeHasuH
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KOHTPOJMPYET XOpek, CBA3aHHy®© C HD, HO HalMeHTH MOT'YT WCIHTHBATH
BO3MOXHOE CHWXEHME MOTOPHOM OYHKUIUM, UToO KOMIIEHCHPYEeT
HabJoIaeMy®w IIOJIE3Y B OTHOIEHUM XOPEW.

3akJIueHne . CJlegoBaTeJIbLHO, HDeyTeTpabeHasnH MOXeT
IpenCcTaBJIATE CoOOOM MPeBOCXOIHHM BHOOP IJA JeUueHMS IOBUIaTeJIbHHX
paccTpoMcTE B UeJoM. (CleoyeT OTMEeTUTL, UYTo J[leyTeTpad®eHasuH
nocturajg »0PeKTUBHOCTM I[IPUMEPHO IIPpM IIOJIOBMHE CYTOUHOM IOS3H
TeTpabeHasMHa.

OBlee BIIeUaTJIEHME IIallMEHTOB O IOMHaMMKe cocTodHusa (PGIC) wu
KJIMHUUEeCKOe ofllee BIeUaTJIeHMe O IOMHaMMKe cocTosHuga (CGIC). B
KOHLle Tepanmm 51% (23 w3 45) DaUMeHTOB, I[IOOBEPIUMXCA JEUeHUID
ODeyTeTpabeHas3MHOM, I[IOUYBCTBOBAJIM CUJIBHOE YJIydlleHUe WM OUYeHb
CUJIBHOE YyJydlleHMe Ha OcCHOoBe PGIC, o cpaBHeHuo c 20% (9 m3 45)
HauMeHTOR B TIpyhlne 1mjaanedto (p=0,002). AHaJOTMYHEE pPe3YJbTaTkH
OpUIM OOHAPYXEeHH JieuallMMM BpadaMu, rane 42% (19 m3 45) [naumMeHTOB,
IIOOBEPIHYTHX JiedeHU JeyTeTpa®eHa3MHOM, OLeHMBAJIM KaK IJOCTUTINKE
sbderkTa JedueHMA Ha OCHOBe CGIC 1no cpaBHeHMB C 13% (6 wm3 45)
IaumMeHTOB B TIpyhnne mjaaunedto (p=0,0022). 3TM pesysbTaTH YKas3HBaT
Ha TO, UYTO OOBEKTH, I[IOIBEPIHYTHe JeueHuwn JleyTeTpabeHasMHOM,
VCIIEITaJIM KJIMHMYUECKM 3HauuMMyl II0JIb3Y OJIS CBOMX OOMMX CHMIITOMOB
HD, m wux Jlevamme BpauM TakXe MMeJM BO3MOXHOCTE HabOJoOaTbk B3TY
IOJIL3Y .

YiydmeHMe STUX OlLIeHOK Bpauel U IIalMeHTOB IEeMOHCTPHPYEeT, UYTO
yayulleHre, M3MepeHHoe ¢ 1nomomein TMC m TMS, TpaHCIMpyeTcd B
yIydmeHue CHMMITOMOB HD ¥, kKpoMe TOTO, IIOATBEPXIAEeT KJIMHUUECKYIO
noJie3y lHeyTeTpabeHa3MHa.

Tabauua 8: 20bekT JleueHMS B KOHIEe TepaluM, OIpelelJIeHHBNW C

noMmomesin PGIC m CGIC

PasHuila B IIpouneHTax

DTBZ [lnanebo sbderTa JIeueHUd
(N=45) (N=45) (DTBZ - 1mJjaledbo) u
(%) (%) 95% CI (%)

oflee BIIeUaTJIeHMe MallMeHTa O IOMHAMMKE COCTOSHMA: 20deKT
JledeHrsa B KOHLe Tepalumn®

51 20 31 (12,4, 49,8)
pP—-3HaueHUe C -= -— 0,0020
ofllee KJMHUUECKOE BIleUaTJIEHME O IMHaMMKE COCTOAHUA: 50deKT
JIeUeHUS B KOHIe Tepanmm®

42 13 29 (11,4, 4e6,4)
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pP-3HaueHUe C -— -— 0,0022

lMkasa SF-36 OleHKM OUM3UUECKOTO QYHKIMOHMpOBaHMA. IlIkaja SF-
36 OLIeHKM O(M3MUeCKOTO OQYHKIMOHUPOBaHMUSA ObJla BHEHOpaHa B KadecTBe
KJIIOUEeBOM  BTOPMUHOM  KOHEUHOW  TOUKWU, IIOCKOJIEKY OHa  ABJIfgeTcd
CpeICcTEOM OTUeTa allMeHTa, KOTOopoe MCIOJL30BaJIOCh BO MHOTUX
OOJI€e 3HEHHEIX COCTOSAHUAX n OlLleHMBaeT OUBUUECKYIO aKTUMBHOCTE,
OTHOCHAWYICA K IallMeHTaM, XuBymwmM ¢ HD. OueHka QUBMUECKOTO
OYHKUMOHMPOBAHMSA ns3 10 I[IYHKTOB 3arpalmBaeT MHOPMALINIO N
NallMeHTOB B OTHOUWEHMM CaMOOOCIHYyXMBaHMA, TakKOoTOo Kak KyllaHue,
omeBaHue, IIOOBEM MM IIepeHOC IIPOOYKTOB, IIOObeM Ha OIOWH WU
HEeCKOJIBKO JIECTHMUUHEIX I[IPOJIETOB, HAKJIOHEHMEe, IIOJIOXKEeHMEe Ha KOJIEHAX,
xonbBa 100 saApmor u 0OoJjiee M YMepeHHad UM SHepI'MuHasas aKTHMBHOCTL.
Bruio riokaszsaHo, YTo mKaJja SF-36 OLIeHKU dMUBMUEeCKOTO
GYHKUMOHUPOBAHUA U3MepAeT HapylleHMd, KOTOPHEe MCIHTHBALT JIOOU,
xuBymme ¢ HD.

CpellHee M3MEHeHMe OT MCXOIOHOTO YPOBHA IO Hemesu 12 no mraje
SF-36 OLeHKM OQU3UUECKOTO OYHKLUMOHMPOBAHMSA IIPUBEOEHO HMWXe, TIOe
OOBEKTH, IoJiydarume HeyTeTpabeHasMH, IIPOOEMOHCTPUPOBAJIM CpelHee
yayumenue 0,74 y HalMeHTOB, I[IOOBEPIHYTHX JIEUEHMID, II0 CPAaBHEHUI C
VCXOOHEIM YPOBHEM, IIO CPaBHEHMID C yXyIOmneHueM Ha 3,61 eIVHNMI B
rpynne 1mjnaueto (pasHuua 4,3 enIMHMUE) . Y HDaUMeHTOB C 0DoJiee
TAXEJION Xopeel Ha MCXOOHOM YpoBHe (TMC> MemoMaHb IIONYJIALUMM, WU
T™C> 12; n=49) [1oJIbL 3a oT IDeyTeTpabeHasMHa B OTHOIIEHUN
drsUUecKoTO (QYHKIMOHMPOBaHMSA ObJla 0o0Jiee BHpPaXeHHOM, IIpM CcpelHeM
yIydmeHur Ha 7,1 eIVMHMUH IO CpaBHeHMBOD C Iuiauneto (p=0,0075).

V3MeHeHMe OTHOCUTEJIbBHO MCXOIOHOTO YPOBHSA K Hemeje 12 110

mrajie SF-36 oleHKM (UIUNYECKOTO OYHKUMOHMPOBAHMS II0KAa3ajlo, YTo VY

OBDLEeKTOR, [IONBEPTHY THIX JIeUeHUIO c MCIIOJIbL 30BaHMeM SD-809,
VIIYUIaJoCh dmusHUUecKoe OYHKUMOHMPOBAHUE I10 CPaBHEHUIO c
riaumMeHTaMu, [IoJIydaBIMMKM  ILjIalefo (p=0,03) . AHaJns SF-36 1o

MCXOIOHOM TAIXeCTHM xXopeM IIokas3aJi, uTo SD-809 npumHoCcHUT OoJblle
IOJIE3E OoBBekTaM C 0OoJiee TsaxeJon xopeer (p=0,0075). YumuTHBasg, 4YTO
Xopes MOXeT IIOMelaTh OCHOBHBIM IBUIATEJILHEIM HaBBEKAaM, I[IOXOOKe U
XonobBe, He HABJIZeTCd HEeOXMIaHHBM, UYTO OOBLeKTH C 0OoJjiee ocJadJIeHHOM

byHKIMeN nojydaT OoJbIyl MIOJB3Y OT 2TOM MEPH.
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YUUTHBAS 3HAUUTEJIBEHOE oTpUllaTeJIbHOE BJIMSHNE Xopeu Ha
KayeCcTBO KN3HU n dn3nueckoe OYHKIMOHMPOBAHME nalnmMeHTa,
CTAaTUCTUUECKM 3HaAUMMOeEe YJIYUlIeHME OILIeHKM OOBeKTaMM MX CIOCOOHOCTHU
BHIIIOJIHATEL IOBCEOHEBHYID HeATeJIbHOCTL CHOCOOCTBYeT  KJIMHMUECKOM
nnojib3e IHeyTeTpabeHas3uHa.

Tabmuua 9: Ilkajga SF-36 OLeHKM O(U3NUeCKOTO (QYHKIMOHMPOBAHMA

- VIsMeHeHMe OT MCXOIHOTO YPOBHA IO HeleJIrt 12

VzMeHeHMe TMokazaTejyiga SF-36 OoT MCXOIOHOTO
YPOBHA 0O Hemeju 12

DTBZ [lnauedbo PasHOCTE MexIOy
(N=45) (N=45) cpenHuMm (DTBZ -
cTaTucTHUKa mrauedto) m 95% CI
N 45 43
CpenHee 0,74 -3,61 4,34 (0,41, 8,27)
3HaUeHune (9,773) (9,669)
HaVMeHBbINX
KBagpaToOBR (SD)
pP-3HaueHUe -- -- 0,0308
TecT paBHOBecud Bepra. BBT rnpencraBjgeT cofo¥  OLEeHKY

paBHOBecCcHa M3 14 NOYHKTOBR, KOTOPYK MCIOJIbE30BaJIM OJIS OLEHKM TOTO,
IIOBJIMAJIO JIM CHMXeHMe XOpeM Ha paBHOBecHe, IIOCKOJIbKY MHOTME
JleKapCTBeHHEEe CpPencTBa, VCIIOJIb3YEeMEEe B HacTodAmee BpeMsa IOJIA
JedueHusa xXopeu, MOTYyT VYXYyIIMTE pPaBHoOBecHe. BBT olleHMBaJIM Kak
mokaszsaTejlb 0e30IacHOCTM M KOHEeUHYyK TOUuKy 5»0dekTMBHOCTM. Kak
obobmeHo HUXe, HeyTeTpabeHa3MH He VYXyOlaJl pPaBHOBeCHEe B KOHIE
JledeHuUsa, ¥ Ha CaMOM »OeJle JaHHBEEe UMCJIEHHO OJIaronpUMATCTBOBAJIM
IeyTerpabeHasmMHy, XOTA YJydlleHVMe He OBJIO CTAaTUCTHUUYECKM SHAUYVMBEM
(p=0,1415). KpoMe TOTO, He OBJO CTAaTUCTUUECKM 3HAUMMOM pa3HUIIH
Mexny IHeyTeTpab®eHasmMHOM WM Iulallebo Ha BBT, HabaomaeMoM B XoIe
MCCIIeIOBaHUA .

Tabmauua 10: M3MeHeHMe I[IO IMKaJle OLIeHKM paBHOBeCcHSa Bepra oT

VCXOOHOTO YPOBHHA IO HemeJm 12

Mz3MeHeHMe TrokaszaTesis BBT oT mMcXoOHOTO
YPOBHA IO Henmeau 12

DTBZ [nauebo PasHoOCTE MexIy
(N=45) (N=45) CpeIHMMU
(DTBZ - mjauedbo) m 95%
CTaTUCTUKA CI
CpenHee 3HaueHuUe 2,2 1,3 1,0 (=0,3, 2,3)
HaVMeHBIIMX (3,47) (4,04)

KBampaToB (SD)
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pP-3HaueHue -— -— 0,1415
HexesaTesib HElE ABJIEHUA. HeyTeTpabeHasuH OOBIUHO XOPOWO
nepeHocuM. OO0mMe TokKa3zaTeJM HexeJlaTeJIbHHX gBJeHur  (AE) OBLIIN

OOVHAKOBHMM MeXOy TpyhnaMu J[JeyTeTpabeHa3mMHa U IJaunedo, I[IpUdeM
(60%) O0OBEKTOBR B KaxXOoM TIpYyIIe MWCIHTHBAJM II0 MeHbIley Mepe OIHO
AE. B wucclemoBaHMM He OBJIO CMepTeM. BrUl OOMH OOBEKT C OBYMS
cepbesHEMM AE (X0JeuucTUuT U BO30YXIeHHas Ielpeccud) B TpPYIIe
OeyTeTpabeHasuHa, M OOMUH OOBEKT C OIHMM cCcepbe3HBM AE (obocTpeHMe
XPOHNUECKOM OOCTPYKTHMBHOM ©OoJie3HM JeTkux wuiam COPD) B TIpyIe
mjaanedo. ToT Xxe caMeli OOBEeKT, MCHOHTHBAKIMUNM cepbe3HHe AE B IpyIe
ODeyTeTpabeHasMHa, TaKXe COOOmMMII O CYMIMIOAJIBHEIX MOEeAX, KOTOPHEe He
CUMTaJIMCh cCcepbe3HeMM AE, ¥ BIOCJeICTBMM BHIIEJ M3 MCCIeODOBaHUA
n3-3a AE B BHUIe BO30yXIOeHMA. B 7rTpynne 1mwauedbo oOIOMH OOBEKT
coofmajJl O CyMUMOaJbLHEX UIeSIX B  KOJYMOMMCKOM IIKaJle OLeHKM
CepbesHOCTHY CyMUIMIOAJLHEX HaMepeHUM, UM OIMH OOBEeKT OTKa3aJICa OT
nccJenoBaHmMsa n3-3a AE B BUIOE MepliaTeJIb HOM apmuUTMUN .
JokaszaTeybECTBA xopomen [IEPEeHOCUMOCTM  OOIIOJIHUTEJILHO BEIABJIEHEL
TaKMMM Ke TIIokasaTejiaMu AE, KOTOPHE IMIPUBOOAT K CHUMXEHMIO IO3H,
NpMOCTaHOBKe IIpMeMa HO3H M K IIpeKpalleHuK IIpueMa. HaKOHell,
TeHeTuueckuy craTtyc CYP2D6 He BJMAJI Ha JO3UPOBaHME B IaHHOM
MCCJIeIOBaHMM WJIM Ha I[oka3zaTejau AE. Kak M O0XMIOaJloCh, «MeIJIEHHBIE»
MeTaboJn3aToOpPH, JHMOO C IIOMOIEBK TEeHEeTUMKM, JKOO CONYTCTBYIIMUX
JIEKAPCTBEHHEX CpPEenCcTB, OO3UPOBaJIM Ha HECKOJBKO 00Jiee HU3KOM
YPOBHe M 0e3 IOONOJIHUTEJIBHEX AFE, HDoOmepXuBasg OpelcTaBJIeHME O TOM,
uTo OO3UpOBaHME DeyTeTpabeHasmMHa MOXeT pPeryImupoBaTsCAd
KJIMHUUECKM, He IoJlaTrafdcChb Ha LOOpOoToCTOofllee TEeHOTUIIMPOBaHUE.

Tabmuua 11: O030p HeXeJlaTeJIbHEX HABJIEHUNM, BO3HUKAKMUX IIPU

JIeueHUNn
DTBZ [nauebo
(N=45 (N=45)
Tumn coBuTUAa n (%) n (%)
Jiobre BO3HMKaKmMMe Opu JedeHun AE (TEAE) 27 (60,0) 27 (60,0)
JioOble TcUXMUeckKHMe paccTporcTBa TEAE 8 (17,8) 8 (17,8)
JioOble HapyleHMS HepBHOM cucTembl TEAE 8 (17,8) 10 (22,2)
JIlobele cepbesHble TEAE 1 (2,2) 1 (2,2)
JIiobeie TEAE, BO3HMKAKIME IPU YMEeHLIIeHUU 3 (6,7) 3 (6,7)
OO3H
Jiobrie TEAE, BO3HMKAKIME IIPM IPUOCTaHOBKe 1 (2,2) 1 (2,2)
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npreMa IO3H
JIiobeie TEAE, KOTOpPHE OPUBENM K BHEOIY U3 1 (2,2) 1 (2,2)
MccJedoBaHMAa

AHaJIOTMUHEEe TokazaTeqau AE HabmomaluM TakKXe Ccpenu CUCTEM
[ICUXNUECKUX n HEPBHEX CUCTEM OpT'aHu3Ma, KOTOPHE ABJIATCA
OCOBOEHHO BaXHBEIMM [OJIA IDallMeHTOB ¢ HD. UucJ0o OOBEKTOB, COOOIAKIINX
06 AE B HEeKOTOPHX TIpPyllax CBSA3aHHHX C IICUXMKOM OpPIaHOB HEPBHOM
CUCTEMEl, O RKeJYOOUHO-KMUIIEUHEX M »OPpYyIMxX O00mMX PpacCTpoMcTBax,
npmeeneHo B Tabiuue 12 HMXe. OTM CUCTEMH OpPITaHM3Ma BHIOEJAKTCSH,
[IOTOMY UYTO OHM BKJKUYaKT B Cce®d MHOI'ME M3 OCHOBHHEX CHUMIITOMOB,
HabJiomaeMeIX Yy IaumMeHToB ¢ HD, a Takxe TaM HabJdogaonTciad dYacTee AR
OpM MCIOJbL30BaHUM TeTpabeHasmuHa. OOBEKTEH, I[IOOBEPTHYTHE JIEUeHUIO
HDeyTeTpabeHasMHOM, nMeJin HU3KHKE rokaszaTesu OeCCOHHMUIIEL,
oernpeccuu, BecrokomcTBa, BO30OYXIeHUd, CyuuMnoaibHEX MEBICJIEN,
akKaTu3uM, pPas3mgpaXUTeJIbHOCTM U YyCTaJloCTM, W DTKM [IoKaz3aTelin OBJIM
[IOXOXM wmiIm cJjabee, uYeM B CJydasax, HaOjmomaeMeHXx Yy O0OOBEKTOB,
[noJiyyaBIInX mauedbo. BaxHo OTMETUTE, uTo B TpyIe
ODeyTeTpabeHasmMHa He CooOWaJioCk O IIapKUMHCOHUM3ME WM Ouchalrmu.
HamboJiee pacrnpocTpaHeHHBEM AE, Ha OO aBIIVMC I B rpyIrine
IDeyrerpabeHasmuHa, OBJIa COHJIMBOCTL, KOToOpasa HabOimomajgack y 11,1%
IauMeHTOB B CpaBHeHuuM c 4,4% B Tpymnne mjaanedbo mMIM C  pasHUlEen
MexIy IpellapaToM M IJiauebto 6, 7%.

Tabiauua 12: HexejaTeJbHEE ABJIeHMNA, BO3SHMKIIME B pe3yJibETaTe

JeueHuns
Kiacc DTBZ (N=45) [lnanebo
CHUCTEME [IpennouTUTeJIbHEM n (%) (N=45)
OpT'aHOB TepM/H n (%)
[ICUXMATPUUE BeccoHHULIa 1 (2,2) 0
CKUE
3ABOJIEBAHUVA Jemnpeccrusa/aXUTUPOB 1 (2,2) 0
aHHaAa IOelpeccusd
HeoOBUHEE 0 3 (6,7)
CHOBMIEHMS
AXMTalLMS 0 1 (2,2)
TPeBOXHOCTE 0 1 (2,2)
CyuumpnaJilbHasa uuesd 3 (6,7) 6 (13,3)
KoMy Jib cum 3 (6,7 2 (4,4)
VIMITYJIE CUBHOE 1 (2,2 0
IoBeIeHue
PaccTpoMCcTBO CHa 1 (2,2) 0
SABQOJIEBAHNMA COHJIMBOCTB 1 (2,2 0

HEPBHOM T'oONIOBOKPYXeHNUE 4 (8,9) 0
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CUCTEMEL AxaTusuga/Bos0yxIeH 4 (8,9) 3 (6,7)
HOe COCTOSHUEe
KorHUTHUBHEE 2 (4,4) 1 (2,2)
paccTpoicTBa
CJIIOHOTEeUeHne 1 (2,2) 2 (4,4)
IOVICKMHEe3US 1 (2,2) 0
MUTPEeHb 1 (2,2) 0
T'ostloBHasa ©o0JIb 1 (2,2) 0
[loTepsa co3HaHUA 1 (2,2) 0
CHUHKOIIe 0 3 (6,7)
OBIIME PasmpaXxuTelIbHOCTD 0 1 (2,2)
PACCTPOMCTB YcTaJloCThb 0 1 (2,2)
A
HapymeHue DOXOIOKU 0 1 (2,2)
BoJjic B Tpynu 1 (2,2 0
[ToxMeJibe 1 (2,2 0
KEJIYOOUHO- IToHoc 0 3 (6,7)
KUIMEYHBE CyxXoCTb BO PTY 0 1 (2,2)
SAEOJIEBAHMA  3arniop 0 1 (2,2)
TomHOTa 3 (6,7 6 (13,3)
BoJib B BepxHen 3 (6,7 2 (4,4)
JyacTU XMBOTa
Iucrnerncmuga 1 (2,2 0
YacTeEe IOBMXEHUS 1 (2,2 0
KUIIeuHUKa
XenynouHo-kumeuHas 1 (2,2) 0
OoJIb
pBOTAa 4 (8,9) 0
Incoarmsa 4 (8,9) 3 (6,7)
MeTeopusMm 2 (4,4) 1 (2,2)
T'unepcexkpeumsa 1 (2,2) 2 (4,4)
CJIIOHEL
BesomnacHoCTe. B pmonoJjiHeHMe K oTueTaM 00 AE, OLIeHOUHHE IKAaJb
VICIIOJIbL 30BaJIu oJjis MOHMTOPMHI A IO TeHIIMAaJILEHOM CYyOKIMHNUECKOM

TOKCHUUYHOCTM M3—3a UPEe3MEPHOT'O MCTOIEHUSI MOHOAMMHOB. TakKMe IMKAaJIB
0e30aCHOCTM MCIIOJIE30BRBaJIM B HOpolpaMMe pa3paboTku TeTpabeHa3MHa.
STy mKaJbl, IOIpuMeHeHHHe B First-HD, BKJOUAJIM TOCIMUTAJILHYID IIKaJy
TPEBOTU n Oerpeccun (HADS) , KOJIyMOUMCKYIO mKaJjy OlleHKU
CepbesHOCTY CYUMUMIANBHEX HaMmepeHutt (C-SSRS), ONPOCHUK HapyleHUI
rjgoTaHua (SDQ), YHMOMUMPOBAHHYK mKaJly OIleHKM O0oJie3HM I[lapkMHCOHAa
(IyHKT OU3apTPUn) (UPDRS [muzapTpusa]), WKaJly akaTu3uu bapHCa
(BARS) M OKaJy COHJIMBOCTM 3SOBOpPTa (ESS). Kpome TOTO, TIIpHU
KJIOUEBEIX BU3MTax IOporonuiam UHDRS, KOTOpoe BKJOUaeT B cebd
KOTHUTUBHEE, TOBeOeHUeCKMe U QYHKIUMOHAJILHHE IOoKa3aTellu.

STM WKaJIEL B0e30IacHOCTM I[IokKa3aju, uTo JeyTeTpabeHa3MH He

BEI3EIBAJI »OellpeCcCruM, TpeBOoI'M, CYMIMIOaJIEBHOCTHM, a4aKaTusnl, COHJIMBOCTU
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WM 3aTpyIHeHUM peuM, IIOCKOJIbKY pasHMIa MexXOy ITpPyldlaMud COoIJIacHO
mKaJaM Obla HeOOJbIOW M KIMHMYUECKM He 3HauuMoM. Ha camoM gnee,
OYHKLIM A TJIOTaHWA, KoTOopad aBJIgeTcd BaXHOM IPUUVHOM
3ab0JIeRaeMOCT M CMEPTHOCTM Y IHalumMeHTOB ¢ HD, OBJIa 3HAUUTEJIBHO
yIydlleHa Yy DaUuMeHTOB, IoJydaBmux JeyTeTpa®eHasMH, I[I0 CPaBHEHUI C
mnaunedbo, M BTO COIJIACOBHBAJIOCEH C VYIyulleHMeM, HabOloOoaeMeM OJI9
IOBUTATeJIbHOM (QYyHKUMM. KiIMHMUeCKasd SBHAUMMOCTL DSTOTO YIIYUIIeHMS
oInMcaHa HIXe.

HapymeHue T1JIOTaHUA. BOINPOCHMK II0 HapylleHMK TIJioTaHusa (SDQ)
MCIIOJIBE30BaJICA IIPOCIEKTMBHO OJI4 OLEeHKM HapylleHud TJIOTaHUA BO
BpeMsa MCCJIeNOBaHMA, IIOCKOJIBKY Oucharmsa ABJdgeTcsda obmelr OpobiieMon
y naumeHToB C HD. B9Ta oleHka M3 15 NOYHKTOB OBJIa HOAOTBEPXIEHaA VY
nauueHToB C 0OoJe3Hb I[lapKMHCOHa M, Kak OBUIO IIOKa3aHO, 4ABJIAeTCH
YYyBCTBUTEJILHEIM M TOYHEIM MHCTPYMEHTOM -IJIA BEABJIEHUA IIallMeHTOB C
HapymeHVAMM TJIOTAaHMS, BOS3HMKAKIMMM M3—-3a PAa3HHX 2THOJIOTHM. SDQ
PEKOMeHIOBaAH BJieMeHTaMu O0mMX OaHHBEX HalMOHAaJIbHOTO MHCTUTYTa
HEBPOJIOTHMUECKHUX PAaCCTPOMCTB ¥ MHCYJLTa MOJS OLEeHKM HapyleHUS
TJIOTaHua Inpu 6oJie3HM [lapKMHCOHAa, M, CJedoBaTeJIbHO, OH TaKxXe
MMeeT OTHOIleHMe K TIrnaumeHTaM ¢ HD, T[IOCKOJIBKY OHM MOI'YT WMMETH
OpaIVKMHESVK U OpyT'Me CHUMIITOMHB I[IapKMHCOHM3Ma KakK 4YacTb UX
BoJyie3HM. Ha Ourype 2 nOpencTaBJIeHO CpelHee M3MeHeHMe OT MCXOOHOTO
YPOBHA B SDQ CO BpeMeHeM, IOeMOHCTPHUPYSd SBHAUUTeJIbHOEe YJIyUlleHMe
TJIOTaHUAa IIpU JiedeHuM HeyTeTpabeHa3MHOM IO CPaBHEHMI C Iujialebo.

HormnmoJIHUTeJIbHEEe olleHkM UHDRS. C I[IOMOIBI OLEeHOYUHOM MKaJIH
UHDRS NpOoBOOMJIM OLEHKY Ha NPOTSXeHMM BCeIl'o MccJjlemoBaHmsa First-HD
OJI1 MOHUTOPMHTIa 0e30IacHOCTH. OLleHKa CcyOmkKaJe [HapKMHCOHM3MA
MKAaJIEl OlleHKM IBUIaTeJIbHOM akTuBHoCcTM UHDRS (uacTs 1) He BHSABUIIA
[IPU3HaAKOB [IapKUHCOHM3MA N ODBEKTOB, IIOOBEPI'HY TEIX JIEUEHUIO
DeyTeTpabeHasMHOM MM IJaledbo, UYUTO CcoIJlacyeTcsa C OTCyTCcTBUeM AE
B BUIE SKCTpalupaMmalibHEX CUMIITOMOB . oTHU pPe3yIIbTaTE B
DaJibHelmeM TIIOOTBepXIallM OTCYTCTBMEM SHAUMMHEX M3MeHeHMM B obeux
I'pylllaxX JiledyeHud, Kacawommuxcda nusapTpuu UPDRS.

PesyJbTaTH KOTHMUTHMBHOM olLeHKM UHDRS (dacTe II) Takxe He
IPOOEeMOHCTPUPOBAJIM SHAUMMEIX M3MEeHeHUM OT MCXOOHOTO VYVPOBHA WM
COIJIaCOBAHHEIX TeHIeHLMM MeXIy IpyliiaMm JIeueHusd, UTo

CBUIOETEJIECTBYET 00 OTCYTCTBUM CHMXEHUS KOTHUTUBHOM (]_)yHKLU/H/I Inpn
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JIEUEeHUN .

[loeemeHueckasa oleHka UHDRS (uacTte III) [OpomeMOHCTpUpOBAalia
YIIydlmeHmne CpenHero oBmero MMOBEOEHUECKOTO rnokasaTelid nJis
OBBEKTOB, IIOOBEPTHYTHX JieueHUB JeyTeTpa®eHa3MHOM I10 CPABHEHMUIO C
Tpynnou mianebo, oOHAKO pal3HMIla He »OoCTHIajla CTaTUCTUUeCKOM
3HAUMMOCTM. BaXHO OTMETUTH, UYTO He OBJIO YXYIUIIEHUS OEeIpeCCUBHOTO
HacTpOeHUsa, allaTuM, CaMOOILIEHKM, pPa3IpaXUTeJIbEHOCTM, al'pPeCCHUBHOIO
IIOBeOeHra, CYMUMIOAJbHEX MEBICJEN, TaJJIoLUMHALUY WIM OpeldOoBHX HKIeM.
YayulieHe oO0meN OLeHKM OBJIO OOYCJIOBJIEHO pPas3jiMuMsaMK B TpPeBOTe U
KOMIIYJIECUBHOM IOBeneHum (dmurypa 4 AC).

Mxajiel QYyHKUIMOHAaJLHOM olleHku UHDRS (uvacte IV), IIKaJH OLIEHKMU
He3aBUCHMMOCTM (WacTb V) ¥ IIKajla OlLeHKM obmer QYyHKIMOHAJIEHOMN
crnocobHocTM (yacTh VI), KOTOpPHEe OBJIM OILIEHEHH Ha MCXOOHOM YPORBRHEe
M CHOBa Ha HezeJle 12, He TIMoKa3aJlM KJIVMHMUECKM 3HAUMMBX WM3MeHEHUM
OT MCXOOHOTO YPOBHSA B JOOM TpyIlle JeueHUS WIM Pa3JIMuui Mexny
TpylllaM JIEUEeHUSD .

Bo BpeMsa wuccienoBaHMa HabjmomajM He3HauuTeJIbHBEe KoJieOaHusAa
XM3HEHHO  BaXHHX IIPU3HAKOB (apTepualJibHOe  OaBJIeHUE, cepneuHbN
PUTM, JacToTa JOHXaHMA M TeMIepaTypa) ; 2T  M3MeHeHUS, KakK
IpaBUJIO, OBUIM CXOOHEMM B Tpylnax JiedeHusa [JeyTeTrpa®eHal3MHOM U
mjnane®o M He OlLIeHMBAJMCBh KaK KIMHMUYECKM 3HauuMele. He HaOIomaim
COTJIACOBAHHOCTM MeXOy TIPYINOBHMM pasz3IMuuaMu. KpoMe TOTO, He OHJIO
OoKasz3aTeJIbCTB TOT'O, UYTO TUIIOTEH3MA, TOJIOBOKPYXeHMEe WMJIM OpTOoCTas
OBJIM CBA3aHH C JieueHreM JeyTeTpabeHa3MHOM.

Macca TeJa. ITo CpaBHeHMIO C TpPyoIou I[mjiaauedbo  JeueHHue
IeyTerpabeHa3MHOM IPUBOIOMIIO K CpeOHeMy YBEJIMUEHMI MAaCCH IIPVMMEPHO
Ha 2,1 KI 10 cCcpaBHeHUI C ILtauebo (Ha Hemejyie 12 cpenHee (SD)
M3MeHeHMe MaccCH Teja +1,8 (3,4) xr nnga JeyTerpabeHaszMHa OPOTUB -
0,30 (2,5) xr B rmpynne maanedto (3ddexkT JeueHusa+2,1l kr). IllpubarBka
MaCCH KOPpPeJMPYeT C VYJYUIEHHHM/ pPe3yJbTaTaMM JedeHUMS UM 3O0POBbSA
Yy IallMeHTOB C XOopeel M MOXeT IMIPMBOIMUTL K UYAaCTHMUHOMY CHWKEHUO
XOopen (IIpM 2TOM VYJYUIIEHHOE TJIOTaHMEe MOXEeT IMPUMBECTH K JIydlleMy
noTpedjleHMI0O [IMIM, KOTOpoe B COoUeTaHMM C MeHblled [noTpebiiseMomn
SHepIMeM KaJIopuy, UTO IIPOUCXOOUT M3-3a YMeHbLIeHUS [IaTOJIOTUUYeCKUX
HeNpPOU3BOJILHHX IBWXEHUM, MOXeT IIpMBeCcTM K OpudaBKe MacCCH), B

OOIIOJIHEHVIE K yﬂqueHHoﬁ (]_)yHKLU/[M MJIiM IIOBeIeHUYEeCKUMX CHMMIITOMOB,
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TakKMxX KaK TPpeBOT'a, KOTOPHE MOTYT IMMONAaBJIATH allll€THUT.

HexeliaTeJib HEIE ABJIEHUSA n ©e30MMacHOCTE : CpaBHeHNE C
TeTpabeHas3MHOM. BapuabesibHasa (apMaKOKMHeTHKa TeTpabeHa3MHa MOXeT
BJIMATE Ha €TI0 II€PEeHOCUMOCTBb W OTPaHMUYMBATE €TI0 KJIMHUYECKOE
NIprMeHeHMre . Ileproll TIOJYXM3HM LIUPKYJIMPYRIMX aKTUBHEX MeTaboJIMTOB,
o- ¥ P-mourumporeTrpabeHasuHa, ABILSEeTCAI KOPOTKUM. DITH KOPOTKME
[IEPUOTOE TIOJIYXM3HM TpedylnT dYacToIl'o HO3MPOBaHMSA U IIPUBOOAT K
fonpmuM  KoJieBaHMAM  KOHIEeHTpalui B ILJIasMe. BEICOKME  [IMKOBEE
KOHIeHTpalunu ¥ BapuabellbHOCTL YPOBHEM B ILjla3Me, CBSA3aHHEX C
TeTpabeHa3MHOM, MOTYT criocof6CcTBOBATH TLJIOXOM [IEPEHOCUMOCTH,
KOTOpad 4YacTo HabjmomaeTcHd.

COOTBETCTBEHHO, yKa3aHudg 1o [IPpYMeHEeHNI TeTpabeHas3MHa
COOEepPXUT HEeCKOJIbKO npenyrnpexieHnn o) ITOOOYUHHIX a0berTax u
[IOTEHUMAaJILHEIX [IpobJjieMax 6e30I1aCHOCTU:

BrimeJieHHOEe IpenOylpeXIeHMe YyKa3eBaeT Ha TO, UYTO TeTpabeHasuH
YBeJIMUMBaAEeT PUCK OelpecCUur U CyMUIMOAJILHHX MHCJIEeM ¥ IIOBeIeHUS
(cyMuMmaJIbHOCTL) Yy IalMeHToR ¢ HD.

BricokMe IIoKal3aTelJIM HexeJlaTeJIbHHX SBJIEHUMM, BOSHMKAKLIUX IIPU
JedueHur, HabjomaJuMchk VY IDallMeHTORBR, I[IOoJIydaBmMX TeTpad®eHa3MH, IO
CpaBHEHUD c naumMeHTaMu, oJIy4YaBIIMMA maunedo, BKJIOUA g
COHJIMBOCTL/CemaTuUBHEM 5d0bekT, OeCCOHHMIY, Ielpeccun, akaTU3uo,
TPEeROTY UM YCTaJIOCThb (cm. Tabmuuy # Hwke Omubra! Ccoulka Ha
VCTOUHMK He OOHapyXeHa.) .

3ckajalMa JO3H I[IpeKpamajlack WM OO3UMPOBKA MCCIedyeMOT'O

JJEKAaPCTBEHHOI'O CpeldCTkBa CHMXaJIaCbk M3—3a HeXeJlaTeJIbHEX ABJIEHUMN Y

52% (28 nus3 54) aluMeHTOB, PaHIOMU3UPOBAHHEIX oJisa npreMa
TeTpabeHa3MH.
B l12-HemeJIbHOM PaHIOMM3VPOBAaHHOM KOHTPOJNPYEMOM

uccieloBaHMM TeTpabeHa3MHa HeXeJlaTeJIbHHE SBJIEHUS, YKasHBaKmye Ha
[MapKMHCOHM3M (HanpuMmep, I[IapKMHCOHM3M, OpaIMKMHEes3sUsa, TUIEepPTOHUS,
PUTMOHOCTE) , HabJonajm N4 15% ralumMeHTOB, MCIIOJEb 3YIOIINX
TeTpabeHasMH, 10 CcpabBHeHUBL C 0% nalMeHTOB C ILIauebo.
[lpenynpexneHre ¥ OIpOoQMIIaKTMKa [IPUMBOOAT K PUCKY Iucharmu,
JexameMy B OCHOBe cuMIITOMa HD M WM3BECTHOMY I[IODOUHOMY 30bekTy

YMEHBIMEeHHOW  IoNaMMHepTMUYeckolV  HeVpoTpaHcMuccuMM. XoTa B 12-
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HeOeJIbLHOM MCCJIeNOBaHMM COoOOmMajioCk O HM3KOWM CTeleHM Oucharmm, B
OTKPEITHX MCCJIeNOBaHMAX Oucharms Habmomalack y 8%-10% DaluMeHTOB,
IIOOBREPTHYTHX JIeUeHUID TeTpa®eHa3MHOM, BKJOUYAas HEeKOTOpHEe CJydawu,
CBA3aHHEE C AaCOUpalMOHHOM IIHeBMOHMEeMN. HedCHO, CBS3aHH JIM 5BTHU
ciydam C JledeHueM, OOHako FDA Brepaswmia OOECIOKOEHHOCTL TeM, UTO
ABJIEHUA OUChaTruM, KOTOPHE MOTYT MMEThH pPas3pylUTeJIbHHE KIMHUUeCKUE
IIOCJIEOCTRUA, MOTY'T OEITH 3HaUYUTEJILHO HeIOOOlLleHEHE B NDA
TeTpabeHasnHa. Ciemyer OTMETUTE, uTo B PETPOCIIEKTUBHOM
uccyienorauuy 98 HDalUMEeHTOR, I[OOBEPTHYTHX JIeUeHUI TeTpabeHa3MHOM
s PacCcTpoOMCTB TUIIEPKUHETUUECKOTO OBVXEHUS, nucharusa
HabJopmajsack vy 19% nDauMeHTOB.

Ip 50 Mr TeTpabeHa3MH BH3BHBAJ CpelHee YBeJIMUeHMEe MKHTepBaja
QTc npubiamauTeslbHO Ha 8 Mc (90% IBRYXCTOPOHHMM HOOBEPUTEJILHHM
uHTepBana [CI]: 5, 10,4 wmc).

[MTpoduib fesonacHOCTM TeTpabeHasuHa, HabJooaeMel B 12-
HeOeJIbHOM KOHTPOJIMPYEMOM MCCJIeODOBaHUM, OTpaXeH B MHCTPYKUUM O
IIPMMEHEeH M, KaK M3JIOXKeHO HIXE.

Tabmuia 13: BO3HMKHOBEHUE B pesyJjbTaTe JleueHmM A
HexeJlaTeJIbHOM peaxruun Yy nalureHTOB, IOABEPIT'HY THX JIeUeHUIO
TeTpabeH3a3MHOM, IIPOABJIAJIOCH c OoJbmer YacTOTOM, yeM Ipu
MCIOJb30BaHuM IJlaledo, B 12-HedeJIbHOM, MOBOMHOM CJIeloM, Iujalebo-

KOHTPOJIMPYEMOM MCIIETaHWM TeTpaéeHSaSMHa

CUCTEMA OPIT'AHV3BMA IIpeANOoUYTUTEJbHEM TeTpabeHasuH [lnaued
TepM/H (N=54)
n (%) (N=30)
n (%)
IICUXUATPUUECKHUE Cepmalnsg/COHJIIMBOCTE 17 (31) 1 (3)
PACCTPOVICTBA BecCcoOHHMIIA 12 (22) 0
Denpeccusda 10 (19) 0
TpeBoTa/yCUJIEHHOE 8 (15) 1 (3)
BeCloOKOMCTBO
PasmpaXuTelIbHOCTE 5 (9) 1 (3)
CHIMXeHMe alllleTmTa 2 (4) 0
Harga3umpBasga peaklmusa 2 (4) 0
OEHTPAJIBHAA U AxkaTmnsmug 10 (19) 0
INEPUOEPUUECKAA [MpobieMbl yIOepXaHusa 5 (9) 0
HEPBHAA CUCTEMA PaBHOBECUA
[lapKUMHCOHM3M/ OpalIuKkud 5 (9) 0
e3usd
T'oOJIOBOKPYXeHUE 2 (4) 0
IusapTpmUda 2 (4) 0

HeycrToumMBasg IOXOIOKa 2 (4) 0
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T'ostloBHasa ©0JIb 2 (4) 1 (3)
PACCTPOMCTBA TomHOTa 7 (13) 2 (7)
KEJIYOOUHO- ProTa 3 (6) 1 (3)
KUMEYHOM CHUCTEMH
OPI'AHV3M B IIEJIOM YCcTaJlIoCTh 12 (22) 4 (13)
I[TlapmeHMne 8 (15) 4 (13)
OBIIME CraJpnMpoOBaHHasa paHa 3 (6) 0
(TOJIOBHI)
SKXMMO3 3 (6) 0
3ABOJIEBAHVA VNHpeKIMI BepXHUX 6 (11) 2 (7)
IHXATEJILHON OBEIXAaTeJIbHEIX IIyTen
CUCTEMEL COuBUMBOEe IOHIXaHME 2 (4) 0
Bpouxut 2 (4) 0
PACCTPOMCTBA pPacCcTPOMCTBO 2 (4) 0
MOUEBRHIEJIMTEJIBHON MoueMcIlyCKaHMA
CUCTEMEH
ITo CpaBHEHUD e} ODeyTeTpabeHasMHOM, TeTpabeHasuH, Kak

IpenCcTaBJIAeTCA, BH3HBaeT OoJiblle MNOOOUHHX 5OOeKTOB.

ARC-HD

BO BTOPOM KIMHMUECKOM MCIBITaHUM OBUI NPpMMeHeH MeTOoI Ilepexola
[IaumMeHTOB C amexBaTHBEM KOHTpPOJIEM xXopeun C npuUMeHeHeM
TerpabeHal3MHa Ha JleueHue JeyTeTpabeHa3MHOM. AJIBTEPHATUBOM IJIA
CHWXeHMS xXopeu B 0OoJie3HM XaHTMHITOHa (ARC-HD) OBJIO OTKPHTOE,
HeCpaBHMTeJIbHOEe MCCJeloBaHMe, B KOTOpOM OOBLeKTH C gBHOW HD,
KOTOPHE IoJydasu onmodpeHHBe FDA 1o3w TeTpabeHas3MHa OJIS JIeUeHUI
XOper WM YCIEeMHO 3aBepmmyu First-HD, ObuiM OpuUIJIalleHH K YYaCTUIO.

TakuM o0BpasoM, MUCCJIegOoBaHMe  COCTOAJIO M3 IOBYX  KOTOPT.
JomnoJIHUuTeJILHa g KoTopTa (75 0BOBEKTOR) YCIIEHO 3aBepmmiia
nuccJenoBanme First-HD, oIMcaHHOe BHIIEe, B TOM UMCJIe OIHOHeIeJIbHOe

BHIMEIBAHME; KoropTa HepekiiwoueHMa (37 O0OBEKTOB) Iepekjiodallacbk B
TeUueHMEe HOUM CO CTabMJIBHOT'O HO3MPOBaHMA (=8 Henelib) TeTpabeHasMHa
Ha [JeyTerTpabeHa3MH I[IO0 MeTOoOy Iepexoma, pas3paboTaHHOMY  IJiA

OJOCTVIXEeHNMA CPaBHMUTEJIEHOTO CHCTEeMHOTI'O BO3IOEMCTBULI CYMMapHEX

MeTa®oJIMTOB o u PB. Ipyrue KJIIOUeBHE KPpUTEepUM  BKJIOUEHUA
UCCJIeIOBaHMA  BKJIOYAJN: IMaTHOCTUPOBAHME aBHOoM  HD, o ueMm
CBUIETEJILCTBYIT XapaKTepHHe 0COBeHHOCTH MOTOPUKU pu

obcyenoBaHuM,; HOKYMEHTAaJIbHO IIOOTBEepPXIeHHHM pPacCHMPeHHBM IIOBTOP
LMTO3MH aldeHMH TyaHuH (CAG) (237) m oleHKa IO IKajle ofmen

byHKILMOHaJNIbHOM crnocobHoctu (TFC) =5 BO BpeMa WMIM IO CKPMHMHTA;
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BOBMOXHOCTL IIepeIBUTaThbca 0e3 IIOCTOPOHHEeM IIOMOMM II0 MeHLIIeM Mepe
Ha 20 sgpmooB (ODonyckKalTcsa BCIOMOTAaTeJIbHEEe YCTPOMCTBa, Takue Kak
XOOYHKM WMJIM TPOCTHU); M Yy 00BeKTa eCTb HaIeXHH OIeKyH, KOTOPHM’
B3auMoIecTByeT C OOBeKTOM KaxIhlM »OeHb, KOHTPOJIMPYeT BBeIdeHUe
uccJenyeMoro JeKapCcTBeHHOTO CcpelcTBa, obecneuMBaeT IIPUCYTCTBUE
Ha BHM3MTAxX MccJIeIOBaHMS M ydacTByeT B  OlleHKax, 1o Mepe
HeoOXOoOMMOCTM . KIIloUeBHEe KPUTEPUM MUCKIOUEHMS BKJIOUAJIM TIKeJIHe He
IoIBepTraBpIMecCs JIeUeHUIO NI epeHeCeHHEe IICUXMaTpUIeCcKHue
3aboyieBaHua (HaopuMep, IOelNpeccusa) IOpM CKPUMHMHIE WMJIM Ha MCXOIOHOM
YPOBHE; TIpMeM CONYTCTBYKIMX aHTAT'OHMCTOBR pelenTopa OollaMMHa,
aTOHMCTOB I»OOIlaMMHa, JEBOIOIE, pPe3eplMHa, aHTaTOHMCTOB pelenTopa
N-MeTms-D-acnapraTa WIM MHIMOMTOPOBR MOHOAMMHOKCHKIAZ3E B TeueHMe
30 pOHeM IMocJe CKPMHMHTA WJIM MCXOOHOTO YPOBHSA; M oleHkKa =>11 1o

cydumkale OelipeCcCcrum TOCOUTAJILHOM MKAaJIB TPEeBOXHOCTM W IOellpeCCHUM

(HADS), oueHka 211 B BOINPOCHMKE O HapylleHMM TJiIoTaHug (SDQ) MiIM II0

VHUOULMPOBAHHOM IMKaJie OlleHku ©0OoJiesHu IlapkmHcoHa (UPDRS) olieHKa

OIV3apTPUM 23 OPpU CKPMHUHIEe WM Ha MCXOIOHOM YPOBHE.

YyacTHMKaMM Ovuir  58% Myx)umMH, 95% OeJIhxX U UMeJIM CPeOHUM
Bo3pacT 54 r1oma. CpenHsas oleHka (SD) no mkaje TMC Ha MCXOOHOM
YyPpOBHe cocTaBuya 12,2 (4,6), a cpenHas (SD) mamHa noeBTopa CAG
cocTraBmia 44 (3,7)

[ImaH uccJenoBaHmMd

PYKOBOICTBO IJIS MCCJeOoBaTeJIeM II0 Iepexony OOBEeKTOB OT
CTabMJIBHEX »O3 TeTpabeHaszuHa Ha J[eyTeTpa®eHasuMH B MCCJIeOOBaHUU
Switch ARC-HD ©ruio pa3paboTaHO C LeJblo MMHMMMBAlUUM pHUCKa TOoTo,
UTO IIepexoll OO3H IIPpUMBEeHNeT K I[HoTepe 200eKTUBHOCTU WM YBEJIUUEHU
HexeJlaTeJIbHHX HABJIeHUM . I[IpMMeHSeMBM MeTOH IIepexola OCHOBHBAJCHA Ha
MOOEJIMPOBAHUM M CUMyJIALUUM OQapMaKOKMHeTUMUeCKUX OaHHEX O®asu 1 s
DeyTeTpabeHasrHa u TeTpabeHasMHa. HUeJib bapMakKOKMHETUUECKOTO
aHalM3a 3akjodajlack B TOM, UTOOH UIEHTUOMUMPOBATH HadallbHBEMU
pexuM IOo3upoBaHUA [HeyTeTpabeHasMHa, KOTOPHM, KaK MOPOTHO3UPYETCH,

obecreurMBaeT BO3IOeMCTBUE IIpr YyCTaHOBMBIIeMCA COCTOAHUM aAaKTUBHEIX O

U PB- MeTaBoJUTOB, M KOTOPOE MeHbIle WJIM PaBHO IpOoTHO3UpyeMon AUC
IpM YCTAHOBMEBIIEMCH COCTOSHMM AaKTUBHEX allbda- UM OeTa-MeTaboJIMTOB

TeTpadeHasMHa, HO C 0ojiee HMU3KOM Cmax.
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B OOHOILIEHTPOBOM OTKPHTOM nepekKpeCcTHOM KJIMHUUECKOM
uccJenoBaHum dask 1 KaxXIbI ns3 24 OBBEKTOB - 3IO0POBEIX
OOOPOROJIBIIER, I[IOJIyYall OIOHOKpaTHHE HIO3H 25 MI TerTpa®eHasuHa M 15
M JeyTeTpabeHa3zuHa. OOHOM M3 lieJleM KJIMHUUECKOTO MCIHTaHUA OBJIO
OLIEHUTL ¥ CPaBHUTL 0e30IacHOCTE JeyTeTpab®eHasyHa OTHOCUTEJILHO
TeTpabeHasMHa.

OBBLEeKTE B KOTOPTEe I[IepeKJIoUeHMS 3BaBeplujM IIOJIHYID OLeHKY
CKPMHMHTA . OBBeKTH, KOTOpPHE VMeJIn IpaBo Ha ydacTue B
MCCJIeIOBaHUM, BIIOCJIEOCTBUM OBUIM IIepeBeleHE CO CXEeMH IIpMeMa O3
TerpabeHal3MHa Ha cxeMy I»OpueMa J[eyTerpab®eHasuHa, KoTopas, IO
IPOTHO3aM, OrlIa COIIOCTaBMMa c CyYmMeCTBYKIEe CXeMOoM  IIpueMa
TerpabeHas3mMHa. OOBEKTH NIPMHMMAJIM TeTpabeHa3MH IO CYIEeCTBRYIIEN
cxeMe B TeueHMe HouM nOHA 0 M I[DepekKJoUaJMCh Ha Ha3HadeHHYKn UM
cxeMmy JeyTerpabeHa3MHa Ha cJenypomee yTpo (IdeHbp 1 mccilemoBaHUA) .
HauajsbHad posza OpbJla OCHOBaHa Ha MeToOe Iepexona, OIpenesiaeMOoM
bapMaKOKMHE TUUECKMUM CpaBHeHMEM dasu 1 NeyTeTpabeHa3MHa u
TerpabeHas3MHa, IOpennojarasd, 4YTO HaudaJibHad mnoz3a J[JeyTeTpabeHasuHa
cocTapiygeT npubiausmTesibHO 50% oT cymecTByoMel HOO3u TeTpadeHasMHa
(Tabumua 15). IlocJyie IepBOM HemeJM JeueHua nos3y IeyTerpabeHa3MHa
paszpemasyock CKOPPEKTHUPOBATEL BBEPX WMJIM BHU3 OIMH pas B HeleJio C
maroM 6 MI/CYyTKM OO Tex Iop, IIoka He MUISHTUOULMPOBAaJIM IO3Y,
KOoTOopasa alekKBaTHO KOHTPOJUMPYET xXopel, Yy ob0bekTa OBJI YCTaHOBJIEH
IPOTOKOJI, oIpenesaomni KKJIMHUYECKU 3HaAUMMOE» HexeJlaTeJIbHOe
ABJIEHME WM MaKCUMMaJIbHYI IOONYyCTUMMYH OO3y. MccilemoBaTeJlk Ha
KOHCYJILTAlMM C  OOBeKTOM ¥ OIeKYyHOM  OoIpenelisa, KoTrgma  ObLI
OOCTUTHYT aIeKBATHEM YPOBEeHbL KOHTPOJA Xopeu. Ecamu vy oOBLeKTa
HabJmoaaloch KKJIIMHUYECKU 3HAUMMOE» HexeJlaTeJIbHOe aBJIeHUE,
cBa3aHHOe ¢ JeyTeTpadeHasMHOM, TO MCCJIeIOBaTeIb oTIpenesisan,
TpedbyeTca JIM CHUXeHMe OO3H MM IpekpalleHue IpueMa.

Tabauua 15. MeTon epexona IalyeHTOB C Tepalnuu

TeTpabeHasVHa Ha Tepanuw [leyTeTpa®eHasMHOM

Bxonsamas HauaJIbHEM OOMmmmn

oBma s CYTOUHEM pPeXuM ITocJe Oy
HauaJjibHad ofmasa p Y

CyTOUHasd npreMa pexuMm IpreMa
CyTouHas Oo3a

nosa neyTeTpabeHa3nHa ODeyTeTpabeHasu
meyTeTpabeHa3MHa

TeTpabeHasuUH YTpeHHAd | BeuepHAad | Ha

a oTJO3a ITO3a
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12,5 Mo © MT © MT No3za
25 MDD 12 MT © MT 6 MT CKOPPEKTHPOBaHA
37,5 wMmr 18 ™MD 9 Mr O MT BBEepX MM BHUS
50 mr 24 MT 12 Mr 12 wmr (npypamenre 6
62,5 mr 50 wr 15 M7 115 T I'/CyTKM OIMH
75 MT 36 MT 18 Mp 18 Mr pai B HEE;H§;H
87,5 mr 42 T 21 v D1 ur [T ROCTIKS
MO3E, KOTOpad
100 mr 48 MU 24 wmr 24
A oeKBaTHO
KOHTPOJIMPYET
XOpeI

OOBLeKTE B IOOINOJHUTEJNBHOM KOTOPTEe 3aBepmuiM 1-HeleJIbHoe
BHIMBEIBAHME B 3akJoueHuu First-HD, BO BpeMa KOTOPOTO CpeIHAad
OlleHKa 1o mraJje TMC BepHyJlachk K MCXOOHOMY YPOBHD. Hosy
OeyTeTpabeHasuHa OJIA 5TUX OOBEKTOB TUTPORBAJM OT HadaJIbHOM HOO3H 6
MI' B CYTKM OO IO3E, KOTOpad KOHTPOJMPORBAaJa XOpen U XOpOolo
nepeHoCcusach.

IOns obeux KOTOPT MCIOJL30BaJM IepopalibHbe TabJleTKM I030M 6
M, 9 Mr m 12 wmr. Jo3e 12 MI' M BHIIE BBOIOMJIM C IIOMOMBI IBYX
pa3mdeJIeHHHEX OO3 IMNpUOJIM3UTEJIEHO C MHTeprajioM 10 uYacoB. Bce cxeMm
MUCCJIeOyeMOTO JleueHus BBOIUJIU nepopaljibHO BO BpeMsa enHl.
MakcuMaJIbHY® OOy CYyTOUuHyK Oo3y IHeyTeTpab®eHasMHa YCTaHaBJIMBAaJU
Ha YpPOBHe 72 MI' B CYTKM, KpPOMe CJllydaeB, Korga OOBeKT IoJydall
CUJILHEM MHTUOMTOP CYP2D6 (HanpuMmep, IapoOKCeTMH), ¥ B cjydae
KOTOPOTO MakCHMaJlbHasd ofmasd CcyTouHas IOo3a COCTaBJisgjla 36 MI.

OBBeKTH MNIPUCYTCTBOBAJIM Ha PeTrVYJSPHHX BU3UTaxX B KJIMHUKY IJIS
OLIEHKU 0e30InIacHOCTHU u YCTaHOBJIEHU S OIITUMAJILHOM OO3H.
HMccrenoBaTelib Ha KOHCYJBTaALlMM C OOBEKTOM UM OIEKYHOM OIpelelidl,
KOoT'ma J»OOoCTUTaJICA aleKBaTHHM YPOBeHL KOHTPOJIA Xopeu; mno3y DTBZ
MOXHO OBJIO TIIOBHIMATH EXeHeleJIbHO OO Tex IIop, IIoKa He OyIoer
ameKBaTHOTO KOHTPOJA Xopeu, Yy o0OBbeKTa OBJI YCTAHOBJIEH IIPOTOKOJ,
oImpeneyigmui  KJIMHMUECKM  3HauuMMoe  HexeJlaTeJlbHoe ABJIEHVE WU
MaKCHMaJIbHY OONYCTHMYK OO3y. I[IpM DOJTOCPOUYHOM JIeUeHUM VY BCeX
IalMeHTOR OBJI TIOCTOSHHHM KOHTAKT C MeCTOM MCcJledoBaHMA 1OJIA
OLIEHKM 0e30MaCHOCTM M KOHTPOJIA XopeMu. [MoJITOCPOUHOe JieueHMe OyIOeT
OponoJIXaTeCsa IO Tex  II0p, noka JeyTeTpabeHasmMH  He CTaHeT
KOMMepUYeCKM OOCTyIHEM B CIA

Bcero 37 o0O0BLEeKTOB C XxXopeewu, cBsg3aHHOM C  HD, KOoTOopasd
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amexBaTHO KOHTPOJIMPOBAJIach TeTpab®eHas3MHOM, KOTOPHEE OBLIIN
nepepeleHs C JiIedeHMsa TeTpabeHa3MHOM Ha JeueHMe JleyTeTpab®eHasMHOM
B ARC-HD Switch, OpuIM BKJIOUEHH B aHaJlM3, I[IPOBEeIeHHHM IJS OleHKU
NoOmepXaHMsa KOHTPOJIA XOpeM IIocJie IlepeBoba Ha IIpueM »OpyTroTo
JeKapCTBEHHOTO CpencTBa. Kaxmoro w3 OOBEKTOR, BKJIIOUEHHEIX B
aHaJn3, TIepeBOOWIM C JeueHud TeTpa®eHasMHOM Ha CYTOUHYKD ITO3Y
HDeyTeTpabeHasmHa, KOTOPHM BBOIOUIIU oBa pasa B IOeHb, uTo
cocTaBJANIO OpubiausurensHo 30% - 50% oT uUxX OpedHOylley oOmen
CYTOUHOM IO3H TeTpabeHa3MHa.

PesyJibTaTE

Ooza M 500eKTHMBHOCTL. VYUMTHBAA pasIvuMa B [IpedlecTBYIMeNn
TepanlMy U OXMIaeMEe WM3MeHeHMI B KOHTPOJIe XOpeM IIOoCJe Hauvaja
Tepanuu JeyTeTpabeHa3MHOM B IOBYX KOIopTax, IOaHHHe 50OeKTUBHOCTU
CyMMMPOBAJIM OTIOEJILHO IJIA BTUX OBYX TIpylld. IaHHBEEe OT OBYX KOI'OPT
IpUBEeIeHE  HUXe oo Henmesn 15. IIOCKOJIBKY  BTO MUccijiegoBaHMe
IponojkaeTCsa, IOaHHEEe I[IOoCJelyllux HeOeJlb BCe elle cobupalnTca U
AHAIM3UPYITCA, a pes3yJbTaTh BKJIKUAT CJAMIIKOM MaJjio [HallMeHTOB OJId
[NpOBEeOeHNS 3HAUMMEX BHBOIOB Ha IaHHOM HSTarle.

Hozsa - Koropra nepexkiwoueHurd. CpenHad posz3a TBZ Ha MCXOIOHOM
YPOBHe cocTaBJaja 42 MI', a IO0CJIeé HOUYHOTO IIepPeKJIoUeHUS CpeOHSad
nosza IneyTeTpabeHa3MHa cocTaBJaaya 20 wMmr. CpelHMe CYTOUHEE OO3H
ODeyTeTpadbeHasMHa I[IOCJe IepekjiueHuda u3 TBZ OpUBEeOeHEl HWXEe B
Tabauue 15.

Tabmuua 15: Joza TBZ Ha MCXOIHOM YPOBHe U IepeBOO Ha O03Y

DTBZ u TUTpOBaHUE

IHoszsa TBZ CyTouHasa pmosa DTBZ (mr)

Ha
cTaTMCTUKAa MCXOOHOM Oeur 1 - q a4 f 5 HeneJjis
YPOBHE Hepgejgsa 1 eHel eHesA 15
(MT)
N 37 37 36 22 15
CpenHsad 42,1 20,3 29,7 33,5 36,0
noza (SD) (19,58) (10,23) (10, 44) (11, 36) (14,70)
TARMMYM, 12,5, 100 6, 48 12, 48 12, 48 12, 60
MakcrmMyM
IHosa - [OHNOJIHMTeJIbHad  KoTropTa. CpenHre CYTOUYHEE  IOO3H

HGYTeTpaéeHaBMHa IOCJIe BHMBBaHMSA ¥ HadaJlbHEIE OO3H 6 MI‘/CyTKI/I

npuBeleHs Huxke B Tabimue 16.
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Tabauua 16: TUTpOBaHMEe CYTOUHOM IHO3H DTBZ

CyTouHasd pmo3a DTBZ (mMr)

CTaTUCTHUKA
Henemnsa 2 Henens 4 Henemnga 8 Henmemna 15

N 62 56 44 34
CpenHsada 38,9
nosa (SD) 11,8 (1,07) 24,2 (4,57) (11, 09) 41,1 (9,24)
M
MRVMYM, 6, 12 6, 36 6, 48 18, 48
MakcumMyM

Iixaja OlLleHKM of0mel MakKcuMajbHOM xopeu (TMC) - KoTopTa

[lepekJiueHa. UYepes HeOeJIw IIOCJe IIlepeBona Ha HGYTeTpaéeHaBMH B
TO BpemMAa, KoTr'ma OOBEKTEL BCe cle IoJiy4valin Ha4daJIBEHYIO lel@liin%:e)
CYTOUHYIO JO3Y neyTeTpaéeHaBMHa, CpellHAA OLlEHKa obmen Xopenu
YMEHBINMIIaChb HpM@HMBMTeHbHO Ha OIMH IITYHKT OT MCXOIOHOI'O YPOBHA

(cpenHee mM3BMeHeHMe T cTaHOapTHasd omubOka [SE] OT MCXOOHOTO YPOBHA

COCTaBMJIO - 0,72 + 2,0), yToO  YyKasHBaeT Ha TO, yTo N4
oeyTeTpabeHasyHa COXPaHAeTCs KOHTPOJIE XOpeM Y BTUX OOBEeKTOB.
lMoorpymnna w#u3 35 o0OBEeKTOB TakXe OlIeHMBaJIM XOpPeKn UYepe3 UYeTHpPEe
HeleJM TIOCJIe IlepeBola Ha meyTeTpabeHasmuH. B sToM Habope OOBEKTOB
cpenHee (+ SE) mM3MeHeHMe OT MCXOOHOT'O YyPOBHA cocTaBjasayjo - 0,7 =+
3,0 Ha HegjmeJe 4, uTOo o0B0eCHeuMBaJIO MNOIMNOJHUTEJILHYID OeMOHCTPAaLMO
InIommepXaHMs KOHTPOJIS xXopeu. KpomMe ToOTo, HaHHEEe 10 21 [alMeHTy
BpUIM  IOOCTYIHH Ha HezmeJle 8; 5STM JaHHHEe [IPOIEeMOHCTPUPOBAJIU

M3MEeHeHMe OT MCXOOHOTO YpPOBHA -1,9 * 3,5 emuHuil no mrkajie TMC; Ha

Henmejye 15, -1,2 =+ 4,1 enuHMUE. PesyJbTaTH I[IPUBEIOEHE HIXKEe B
Tabauie 17. KpaTkoe omnmcaHMe M3MeHeHUs HabjmomaeMoM cpenHel
OLIEHKM  XOpeu, " CpenH4as CyTouHasa Oo3a TeTpabeHas3MHa WU

ODeyTeTpabeHasMHa, COOTBETCTBYKIIAS OlLleHKe XOpeu, IIpencTaBJIeHa Ha

durype 6.
Tabmmuua 17: OueHka of0mel¥ MaKCHMMaJILHOM  XOpeu (koTopTa
[IEPEKIIVUEHN )
O6mri1 MaKCHUMaJILHHEM IIoKaszaTellb
xXopeu
CpenHee (SD)
CpenHee
MoMeHT “3MeHeHUue OT P-
N 3HauUeHue N N
BpeMeHu (SD) MCXOIOHOTO 3HaueHue
YPOBHSA
MCXOOHEM 12,47
37 -- - ——
YPOBEHB (5,206)

Hepmenag 1 37 11,76 37 -0,72 (2,59) 0,1007
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(5,11)
11,86

Hepgess 4 36 (5,23) 36 0,74 (3,01) 00,1507
10,10

Hepgess 8 21 (5,56) 21 1,86 (3,52) 00,0252

Hepgejsgs 15 15 10,87 15 -1,17 (4,07) 0,2850
(5,99)

OBmad MakcuMaJibHad xopesa (TMC) - mponojgHuTesnbHasa (Rollover)

KoropTa. Ha 2-¥ Hezejle HabOloOalM CTaTUCTHUUECKM 3HauMMOe CpenHee
(SD) CHWXEHMEe OT MCXOIOHOT'O YPOBHS Ha 1,9 (3,0) e OVHMIL (p
<0,0001). D2ToT »ddberkT COXpaHAJICA B TeueHMe 15-¥ Henmedamu, Korma
cpenHee (SD) CHMWXeHMe OT MCXOOHOT'O YpoBHA cocTaBujo 4,5 (5,0)
enuuul,  (p=0,0001). 35TM pe3yJabTaTH COIJIACYITCA C pe3yjibTaTaMu,
oJIlydeHHBEIMM 1Jis DTBZ B First-HD. Pe3yJabTaTH IOPMBEOEHH HUMXE B
Tabmauue 18.

Tabmuua 18: OueHka ofmeld MaKCUMaJIbLHOM Xopeur (IOIOJIHUTeJIbHAaS

KoTopTa)
OBmuM MaKCHMaJIbHEM Oajljl Xopeu
CpenHee
(SD)
CpenHee
MomMmeHT M3MeHeHMe P-
N 3HadYeHue N a
BpeMeHU (SD) oT 3HaueHue
MCXOOHOTO
YPOBHSA
VCXOOHBM 71 12,0 L L L
YPOBEHB (4,25)
10,1 -1,9
<
Hepmessa 2 6l (3,41) 58 (2,95) 00,0001
9,8 -2,5
<
Hepmessa 4 55 (3,69) 52 (3,21) 00,0001
7,9 -4,5
H 38 43 ! ! <
enejid (3,91) 40 (3,34) 00,0001
7,9 -4,5
<
Hemesg 15 34 (4,05) 33 (4,04) 00,0001
OLeHka ofmer  IOBUIaTeJILHOM AKTMBHOCTH (TMS) - KoTopTa
[IEPEKIIOUEHN A . Kpowme TOTO, obmue IOBUTaTeJIbHEe CHIMIITOMEI,

OlleHMBaeMEle C IomMomeln TMS, ODOOODepXMBaJIMChL IIOCJIe IIepeBola LOO3 WU,
KakKk TIpencTaBJIgeTCcd, VYJydllaJMCck Ha Heneje 8, KakK TIIoKaz3aHo C
IIoMoOmb0 cpenHero (SD) M3MeHeHMS OTHOCUTEJILHO MCXOOHOTO YPOBHS B
™S -3,7 (7,8). PesynbTaTH NpMBeIeHH HWke B Tabimuie 19.

Tabimuia 19: OueHka ofmel OBUTATeJIbHOM AKTMBHOCTM C TeUeHMEM

BpeMeHNI (KOI‘OpTa HepeKJ'IIOT{eHMF[)
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Obmui nokaszsaTe]Jlb IBUTaTeJILHOM

AKTMBHOCTH
CpenHee
CpenHee (SD) -
MomMeHT bea M3MEHEHNE P
BpEMEHM N 3HaueHMe N o 3HaueHue
(SD) a
MCXOIOHOTO
YPOBHHA
MCXOOHEIM 37 38,49 _ B B
YPOBEHb (18,679)
36,35 -2,14
1 37 ! 7 !
HeneJssq (18, 043) 3 (5,414) 0,0218
37,14 -1,85
4 HemnmeJidg 36 (19, 516) 36 (8,419) 0,1966
34,58 -3,73
8 HemeJida 24 (18,268) 24 (7,787) 0,0279
35,00 -1,93
15 Hemess 15 (22,984) 15 (10,910) 0, 5037
KpaTkoe MB3JIOXEeHMEe M3MeHeHMs HabjmogaeMoM cpelHeM  OLeHKU
xopeu, u cpenH4ad CyTOUHasda oo3a TeTpabeHas3nHa I
oeyrTeTpabeHasMHa, COOTBETCTRBYyKIasd OLIeHKe XOpeM, IIpendcTaBJIeHH Ha
durype 7.
OueHka ofmeyM IBUIATEJILHOM aKTMBHOCTM (TMS) - DOOIIOJIHMUTEeJILHAad
KoropTa. CTaTUuCTUUECKHA 3HaAUMMOE cpelHee CHIKeHM e ™S 10
CpaBHEHMI C MCXOIHEIM YPOBHeM HabJjomaJM Yyxe Ha Hemeje 2 (3,9

enuHuie, p <0,0001) M OHO COXpPaHAJOChH OO Hemesu 15 (8,0 enuHWMI,
p=0,0001). PesyjapTaTH HOpuBeleHH HWXe B Tabiuue 20.

Tabauiia 20: OueHKa ofmen OBUTATeJILHOM AKTUBHOCTHU
(DomnoJIHMTeJIbHasa KoTopTa)

Ofbmui rnmoxkasaTe]Jb IBUTaTeJIbHOM
AKTHUBHOCTHU
CpenHee (SD)
MomMmeHT CpelHee N M3MEeHeHMre OT -
BpeMeHU 3HaueHne (SD) MCXOOHOTO 3HaueHuUe?
YPOBHSA

CRxONHE 71 35,3 (16,34) - -- --
YPOBEHD
2 Hemensa 61 32,4 (15,23) 58 -3,9 (6,67) <0,0001
4 HerneJsisd 55 32,1 (16,84) 52 -5,9 (7,88) <0,0001
8 HemeJssd 43 31,0 (18,07) 40 -8,3 (8,58) <0,0001
15 Henmensa 35 30,5 (17,70) 33 -8,0 (8,41) <0,0001

ToT QaxT, UTO cCcpedHee yJayumeHue TMS ((-3,7 eomHull Ha 8-%

HemeJle B KOTOPTe TIEepekKJIoUeHVsa U -8 eOuHUl Ha 15-7 He#meje B

OOIOJIHUTeJIL HOM KOI‘OpTe) OBJIO OBOJIblle IIO0 BeJIMUMHE, ueM CpelHee
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VIIVUIIeHMe OlLleHKM II0 mkaje TMC (-1,9 emmHMLI Ha 8-¥ HemeJjle B
KOoTOopTe IepekJoueHusa u —-4,5 enuHui Ha HemeJle 15 B OONOJHUTEJLHOM
KoropTe) ODpennojiaraeT IIPeuMMylmecTBO JiedeHusa DTBZ nOpu IpyTuUx
MOTOPHEIX CcHMIITOMax HD B JONOJIHEHME K CHWXKEHUNKD XOPEeu.

OxumaeTCcsa, UTO IpyIMe IelTepulM-3aMeleHHHe TeTpabeHa3MHE U
BaJibeHasMHE OyIOyT 5QPeKTUBHE IIpU JIeUeHUM XOpeu UM  OPpYyI'UX
CUMIITOMOR, CBSA3aHHBIX C BOJIEBHBIO XaHTUHIT' TOHA u OIpy I'MMM
OIBUTATEJILHEIMM pPacCTPOMCTBaAMM UM IIATOJOTMUECKMMM HelpOoM:3BOJIbHBMNI
OBVKEHUAMU B LeJIOM.

HexeJiaTeJIbHEE ABJICHUA. DTBZ, kKak IpaBmio, XOpomo
[IEPEHOCUTCHI, W pesyJjbTaTh 0e30lIaCHOCTM KaK B  IOOIOJIHUTEJIbHBEX
KOoTropTax, TaK M B KOTopTax IIepeKJIoUeHrd COIJIacylTCsa C IpoduiieM
fesonacHocTM, HadJmomaeMeM B First-HD.

B monoJsHuTeJBHOM koTropTe 39 (52,0%) 0OBEeKTH MCHOHETHBaJM AR,
npu 25TOM AE OLleHUBAJIUCH Kak JeTKue VI YMepeHHEEe 1o
VHTEeHCUMBHOCTM VY 36 (92,3%) u3 osTUx 39 obwexkToB. HamboJjee

pacrnpocTpaHeHHsMM AE B OONOJHUTEJILHOM KOTOopTe OvmiM HnamenHue (10

o6wekTOB, [13%]), coHJIMBOCTBL (6 [8%]), mempeccus (6 [8%]) wm
BeccoHHMLIA (6 [8%]) . AHAaJIOTUMYUHEM IIPOLIEHT OOBEKTOB B

IOOIIOJIHUTEJILHOM KOTopTe MCOHTHBajJ AE ¢ 1 mo 8 Hemesmo (45,3%) 1o
CpaBHeHMIO C 8-¥ HeOeJle¥ IO BM3UTa IaTH 3aBeplieHMa cbopa ITaHHBEX
(43,2%). Ilare o0O0OBekKTOB wuMe M AE, KOTOpPHE IIPMBOOMIM K CHMXEHUIO
OO3E MJIM K TIIPMOCTaHOBKEe IIpMeMa OO3H. Tpu 00BeKTa MCIBTHEBAJINU
cepbesHHe AE (TpeBory, OOJbNyld IeNpeccHui, CyMIMIAJIbHHE MBCIH,
0B6e3BOXMBaHME, >HIedaJIONaTUR ¥ CYULUMOAJbHYID IelpecCUbo), IpUUeM
OOHO M3 D»TUX CepbesHHX AE (OoJbmad »Oenpeccusa) IIPUMBEJIO K BHBOIY
M3 UCCJeOoBaHWUA. TpM  OONOJHUTEJNBHEX O0OBEKTa OTKa3aJIMChb  OT
ucciaenoepaHusa wm3-3a AE (yxyOmeHMe XOpeu, CyuIMIOaJIbHBEE MBCIU U
nelrnpeccusd) .

B kxoropre neperiwodeHua 21 (56,8%) o0OBEKT UCIHTHBAJ IO
MeHbllel Mepe onHo AE, nOpu 5ToM AE OlleHMBAJIMCL OT JIeTKMX K
YMEPEeHHEIM II0 WHTeHCcuBHoCcTU mjusa 20 (95,2%) w3 21 nDauMeHTa.

HamBoJiee pacHpoCcTpaHeHHEMM AE B KOTOpPTe IIePeKJIOUeHMs  ObUIM

COHJIMBOCTE (9 o6bwexkTOoB [24%]), TpeBora (3 [8%]) wm nanenue (3
[8%]). BOJBINMHCTBO M3 5BTUX OOMUX HABJEHUV I[IPOM3OIJIO B TeueHHue

IIEePBEX 8 HemeJlb MCCJIeIOoBaHUA (22 obmekxTa KOT'OPTH II€ePekKJINUEeHNA
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OOCTUTJIM 8-M HeIeJM K MOMEHTY BM3MUTa 3aBepmeHMsa cbopa OaHHBEX) .
HamboJiee pacrnpocTpaHeHHEe AE IIPOUCXOOUIIN c aHaJIO TUYHEIMIA
mokasaTeJIAMM, HauMHad C IOHS 1 BCK HeleJw 1, C HemeJu 2 [0 HeOeJwo
4 m Cc Hemeau 5 1o Heneaw 8. He OBJIO HMKaAKMX HeXeJlaTeJlbHBIX
ABJIEHUM XOpeu WM YXYIOINEeHMS XOpeu B TeueHMe OTUeTHOTO IIeprona, B
TOM UMCJIe B I[IepBYyKR HeOeJlil [IOCJle IepeBolda ¢ TeTpab®eHasMHa Ha
neyrerpabeHasuH. JIBa OOBEeKTa WMCIHETHBaJIM Cepbes3HEe AE (IIHEBMOHUK
u o0e3BOXMBAaHME), HM OIOUH OOBEKT HE BHXOOWJI U3 MCCJIeIOBaHUA W3-
3a AE, a y ueTHpex 00BexkTOB OO0 AE, KOTOpOe IIPpUBEJIO K
YMEHBIIEHUID OO3E MJIM K NPMOCTAHOBKe IIpMeMa OOS3H.

He OBUIO OUEBMIHOTO YBEJIMUEHMS OOmeM pacOpoCTpaHeHHoOCTH AR y
IalMeHTOBR C HapylleHueM MeTabosm3Ma CYP2D6 (Briouasa OOBEKTOB,
VCIIOJB3YIUX CUJIBHEM UHTUOMTOPp CYP2D6 u cjadie MeTa®oJiM3aTOpPH
CYP2D6) .

YacTo BCTpeuaKnmmuecs BO BpeMs JIeueHU s AE, KOTOPHE
OIpenesIglnTCa Kak ABJEeHUs, IOIpoucxXomdmme, II0 MeHbIeV Mmepe, y 4%
0OBLEeKTOB BO BCe IIePUMOOH BpeMeHM B JIOOM KOTOpTe, CYMMUPOBAHE
Hmke B Tabiuue 21. Hambojiee pacHnpocTpaHeHHHe AE B TedueHMe BCeTO
neprola JieueHMsS B OOIOJIHMUTEJILHOM KOoTopTe OBJIM  CHWKEHE (10
obwexkToB, [13,3%]), coHJuBoCcTk (6 [8,0%]), memnpeccus (8 [10,7%])
n OeccoHHMLa (6 [8,0%]). Haubojee pacHnpocTpaHeHHEHe AE B TeueHUe

BCeTO Iepuola JIeUueHMsS B KOTOPTe IepekKJIoueHUs namanu (3 obbwekTa,

[8,1%]), COHJMBOCTD (9 [24,3%], HO OOJBIIMHCTBO M3 HUX OBIIM
BpPEMEHHEMM W He TpeboBaJM KOPPEKTUMPOBKM IO3H), IOenpeccusa (8
[10,7%7) M TPEeBOXHOCTH (3 [8,1%]) . HabJuamomaeMele  THUIIEL  OOMMX
HexeJlaTeJIbHEIX ABJIEHUM ORIV COBME C THMEL c TeMHn, KOTOPHE

HabJogaauchk IOpu JleueHUMM »OeyTeTpabeHasuHoM B First-HD. Ilamenusd
TPYIHO OLEHMTL B DTOM MHONYJIALUMM MCCJIeloBaHMsa C xXopeew um  HD;
OOJILIIMHCTRO nageHu  He CUumMTaJioCh CBSA3aHHHEM C  MCCJEeOyeMBEM
JIEKapCTBEHHEM CPENCTEBOM.

Tabauua 21. TEAE, BCTpevawomuecs, II0 MeHblel Mepe, Yy 4%

00OBEeKTOB B JIOOOM KOTOPTE

JomoJHUTeIbHAa S KoropTa
KOoTOopTa [epeKJInUeHN A
CoBrTHE (N=75) (N=37)
n (%) n (%)

IlagmeHue 10 (13,3) 3 (8,1)
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Denpeccud a 8 (10,7) 2 (5,4)
COHJIMBOCTD 6 (8,0) 9 (24, 3)
BeccoHHULIa 6 (8,0) 1 (2,7)
IToHOC 4 (5,3) 2 (5,4)
TPEBOXHOCTE 3 (4,0) 3 (8,1)
3amnop 3 (4,0) 2 (5,4)
CyxXoCTbL BO pPTY 3 (4,0) 2 (5,4)
PasmpaXxuTelIbHOCTE 3 (4,0) 2 (5,4)
PBoTa 3 (4,0) 1 (2,7)
YCcTaJIoCTh 3 (4,0) 1 (2,7)
PaccTpoMCcTBO CHa 3 (4,0) 0

Hazo0bapuUHIUT 2 (2,7) (5,4)
HDeszopueHTalUA 0 2 (5,4)

HOomoJIHUTeJIbHEIe IIoKa3aTesn O0esomnacHocTu. lkajel ©0e30IaCHOCTHU
OBUIM BKJIOUEHH B ILJIaH MCCJIeIOBaHMA OJIS MOHUTOPMHIA CYOKJIMHUUECKOM
TOKCUUHOCTM, CBSA3aHHOM C JedueHMeM »neyTepabeHas3uHOM. OHM BKJIIOUAJIU
HabJomaeMele 3HaueHMsA UM M3MeHeHusa B UHDRS, SDQ, B omnpocHmuke UPDRS

10 IOu3apTpuM, mIkajle BapHca oUeHKM akaTus3uu (BARS), HADS, mkaje

coHJIMBOCTM 2mnBopTa (ESS), KoJyMOMMCKOM IKaJie OLEeHKM Cepbe3HOCTHU
CYULIMIOAJIbHEIX HaMepeHUM (C-3SRS) u  MoHpeaJlbCKOM KOTHUTUBHOM
olleHke (MoCA ©). O0mmi aHaJMs3 IKaJ 0e30MacHOCTM He IIokKasall

[IOBEIIEHHOT'O pPMCKa JieueHMa »OeyTeTpad®eHa3MHOM 10O HemeJgu 28,
COOTBETCTRYIIIEN mare 3aBeplIeHnd cbopa OaHHBIX nJisa STOTO
uccJenopaHmua. BoceMb IDaUMEHTOB M3 IOIIOJIHUTEJILHOM KOTOPTH MMeJIU
SIBHOE CHMXEeHMe B IBYX M3 UeTHpeX KOTHUTUBHHX IIokazaTejel (MoCA wu
3amavya Ha BepbajbHyln 0eIlJIocTh) Ha 28-1 Heneje. O9TU MW3MEeHeHUS
yacTo OBUIM CBS3aHH C AR (HanpuMep, COHJIMBOCTL, YCTaJIOCThb,
MHOeKIMsS MOUEeBHX IIyTel) U, Kak TI[IpaBWJo, He ObUIM CBS3aHB C
IIOHMXEeHHOM 20PeKTUBHOCTLIO OYHKIIMOHAJIb HEIX Mep. B xone
MccJleIOBRaHMsa He HadmomalM KIMHUMUECKM 3HAUMMBEIX M3MEeHEHMUM XUBHEeHHO
BaXHHX TIoKaszaTejel, 3KI' MIM KIMHUMUECKUX JIabopaTOpPHHX OlLeHOK. UTo
KacaeTcsd MacCCH TeJla, OT MCXOOHOTO YPOBHA @mo 15-1 Hemeau, TO
Macca TeJla YBeJMUMBAJaCh B OOMNOJHUTEJILHOM KOTOpTe UM MMHMMAaJLHO
M3MeHAJack B KOTOopTe IMepekJioueHMsa. Ilocye 15-1 Hemeu HabJwomaln
TeHIeHIMIO K TIIOTepe MacCH Ha 28-1M HezeJle B o00eux KoTopTax
(momoJIHMTeJBHaa KoropTa, 1,4 KI', KoOTopTa I[epekJwouyeHud 1,9 k1),
OOHaKO YyMeHbIleHMe umncja OOBLeKTOB, IOOCTHUIIMX pybexa Hemenm 28,
oTpaHMUMBaeT MHTeplIpeTalMuio STUX pPe3yJILTAaTOB.

B COBOKYIIHOCTM Pe3yJLTAaThH D2TOT0 MCCJeOOoBaHMSA IIOIOTBEpPXIalT

520HEeKTUBHOCTD neyTeTpabeHasnHa B KauecTBe 30PeKTUBHOTO
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TepalleBTUYECKOT'O BapMaHTa C OJIaTloNpUMATHHM OIpoduiieM ©Oe30MNaCHOCTHU
OJIg JIeYeHMSa  XOpewu, cBasaHHOM C  HD. [ToJIydeHHHE  pPe3YJIbTaTH
IIOOTBEPXIAT 0e30IacHOCTD HOUYHOTO IepeBona C TBZ Ha
nporHocTudueckyw AUC-nnomoBpaHHYKR HO3y IeyTepabeHasuHa, KoTopasd
MOXeT OHTBb HOCTUIHYTa 0e3 IIOTepM KOHTPOJIA XOPeu.

llo3nHAS IOUCKMHEe3US

OTKpEITOE HECPABHUTEJILHOE MUCCJIeNOBaHue, B KOTOPOM
ydyacTBOBaJA OOBEKTH MY XUMHEL u KEeHIIMHEL c VHOYUIMPOBAHHOM
JIEKApPCTBEHHHM CPeIOCTBOM I[IO03OHEeM »OuCcKuHesuew (TD) B QopMe OT
YMEPEHHOM OO TAXeJIoN, IIPOBOOMIIM OJIA OLIeHKM ©0e30MIacHOCTU U
[IEPEeHOCUMOCTHA OOJITOCPOUHOM NOOIePXUBaKIen Tepalnumn
neyrerTpadbeHa3rHa u oJisg OLlEHKU 20beKTMBHOCTHA OOJITOCPOUYHOM
noamepXuBawiel Tepanuu HeyTeTpabeHasrHa MOJIS CHMXEHUS TIKeCTU
IaToOJIOTUUECKUX HEeNPOM3BOJILHEX NOBVWXeHMV TD.

[Iman wucclenoraHMA. KpuTepuM BKJIIOUEHMSA BKJIIOUAJIM: BO3pacT IIO
MeHbInen Mepe 18 JeT; YCIIelHoe 3aBepleHne IpeluOyiero
KOHTPOJINPYEMOTO nccyienoBaHndg ODeyTeTpabeHasuHa bopMEL TD oT
YMEpPeHHOM IO TsXeJIOM; B aHaMHe3e MCHOJIb30BaHMe aHTaT'OHUCTa
pelernTopa IollaMMHa B TeueHMe KaK MUMHUMMYM 3 MecsdueB (Mam 1 Mecsll
y o00wekToB 60 JleT M cTapume); KIMHMUeCKUM IuarHo3 TD ¥ HaJluuue
CUMIITOMOB B TeueHMe II0 MeHbllel Mepe 3 MecdleB; IJIS OOBeKTOB C
VMEeMUMUCHA IICUXUUECKUMU 3aboJIeBaHMAMA :

IICUXUATPUYECKHU CTabuJIbHEM u tes V3MeHeHUM B npueme
IICUXOAKTUBHEX JIeKAapCTBEeHHHX CpPpeICcTB B TeueHme 30 @mHeM 1O
CkpuHMHTa (45 mHel OJId aHTUIENPEeCCaHTOB) ;

00BEeKTE Ha OOJITOCPOUYHO IeMCTBYINMMX (Oero) JeKapCTBeHHHX

cpelcCTBaxXx HaXOIMJIMCB Ha CTabuJIbLHOM Tepalnn (moza, JyacrToTa) B

TeueHMEe >3 MeCHdlleB OO0 CKPMHMHITA; U

0BBEeKT WMMeeT IcuxuaTpa, KOTOPHM OCBemoOMJIeH 00 YyYacTuu
oBBeKTa B MCIHTAHMM M He OXUIaeT Kakux-JMbo MIMEeHEeHMM B CcXeMe
JeueHUs oOOBeKTa (JlekapCTBeHHOEe CpPeICTBO, nosa, JyacrToTa) B
TeueHMe CJeldyRIMux 3 MeCcdleB;

VUCTOPUSA coBJmnaeHM s NIPennMCaHHEX  JIeKapCTBEHHHX CpPencTB;
CIIOCOOHOCTE TJUIOTATh MCCIeNyeMOoe JIeKapCTBEHHOE CPeICTBO ILeJIMKOM;

XKMBET B CTabMUIBHOM OKPpYXeHMM 1 unMeeT COOTBeTCTByIOH.U/Iﬁ Hanosop,
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KoTna HeoOXOOMMO coBmonaTh BCe IpOoleaypPH nccjenoBaHud,
IIPMCYyTCTBOBATE Ha BCeX BU3NUTaxXx MCCJIeJOBAaHMA 12 He30I1acHO
YdacCTBOBaAThb B VCIIEITaHWM ; ITOCTaTOUHEIE HaBBIKU uTeHnAdg, yTOOH
OCMEICJIMITH OLLleHOYHEIEe mKraJIlel, 3allOJIHAeMBIEe oOBbeKTaMM ; KeHIMHBI—
O0OBEeKTH HNeTOPOAHOTO IOoTeHIMalla COIJIACHH MCIOJL30BaTh OIOWH U3
clleIyinrx IIpMeMJIEMBIX MEeTOIOOB KOHTpalielllil1, HaulMHa4d OT MOMeHTa
CKPMHMHTAa IO 3aBeplleHMsa MUCCJIeIOBaHMUMI, ecJiM  OHM  CeKCyaJlbHO
AKTVBHEL:

IUD MM BHYTPUMATOUHYI CHCTEeMy B TeueHMe II0 MeHblel Mepe 3
MecAlneB OO0 CKPVMHMHIa,

O0BeKT Wiy [apTHep, VCIIOJIb 3NN OapbepHBl  MeTOon Cco
CliepMMIMIoM B IIepMOol CKPMHMHI'a M OO 3aBepPlieHMA MCCIJIedOBaHMA;

Y mnapTHepa €eCcTb 3aloKyMeHTHMPOBAaHHAS Ba3eKToOMMS > 6 MecdleB
OO BKJIOUEHMSA B MCCJeOoBaHMe; WK

CrabuibHasa TOpMOHAaJIbHAa A KOHTpalenumus (c onoOpeHHOM
nepopalibHOM, TpaHCOepMaJIbHOM WM Ielo-CXeMOoM) B TeueHMe II0
MeHbIIeM Mepe 3 MecdleB OO CKPMHMHTA.

Kpurepur MCKJOUEHUS BKJIOUAJM: OOBEKT I[IoJiydall TeTpab®eHasuH B
TeueHMe 7 [OHEW HauvaJa MCCJHeOOBaHMA WM Jodoe U3  CJeIYIOMUX

JIEKAPCTBEHHHX CpeIncTB B TeueHue 30 1»OHeM HauvaJla MCCJIeIOBaHUA:
peseplnHd, Oo-MeTUJII-P-TUPO3UH (AMPT) , DOTYIMHUUECKUM TOKCHUH (B

TedueHMe 3 MecCcHdleB IIOCJIe HauaJla MCCJIeOoBaHuA) I  JIeKapCTBeHHEEe

cpeIcTBa c CUJILHOM AHTUXOJIMHEPTUUYECKOM AKTUBHOCTBIO
(TpurekcrudeHUIMII, BeH3TPOIMH, opbeHanpuH, IPOUNKIIUINH n
BurepuneH) , MeTOKJIOIpaMmI, IpoMeTasuH, IpoxJjiopriepas3nH,
CTUMYJISTOPH  (T. e. MeTwibeHumaT, aMbeTamrH/mercTpoambeTaMuH,

JMsgekcampeTaMMH M T. IO.), MWHIMOMTOPHE MOHOaMMHOKCHUIaz3H u (MAOI),
ATOHMCTH JIEBOOOIIEL WMJIM HOOlaMMHa; OOBEeKT MMEeEeT HeBPOJOTUMUeCKOoe
cocTodgHME, OTJIMYHOe oT TD, KOTOpOe MOXET MeEMaThb OIleHKe TIKEeCTU
IOIVCKMHe3UNM; cepbe3HHe He IIOOBEePTHYTHEe JeUeHM WM IIepeHeCeHHBe
IcUxmaTpudecKue 3aboJieBaHMA Ha  MOMEHT HaudaJla MCCJIeOOBaHUuLg;
AKTMBHEE CyMUIMIaJIbHEIE MIOIeM Ha MOMEeHT HauvaJa MCcJedoBaHMA;
ucropmua JoboTo M3 CIeOyNMX IeVCTBUM B TeueHMe 6 MecsdleB C
MOMEHT HauaJla MCcJeIOBaHMA: TIpelHOylee HaMepeHMe OelCTBOBATL IIO

CyMIMOAJIEHEIM HaMepeHMAM C KOHKPEeTHEM IIJIaHOM (HOJ’IO?KI/ITGJ'H::HBHZ oTBEeT
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Ha Bompoc 5 mo C-SSRS), He3aBUCUMO OT YPOBHS aMOMBAaJIEHTHOCTHU BO
BpeMsa CYULIMOAJBHOTO MBIIIJIEHU I, Ipensaymme IIOOTOTOBUTEJLHEE
OeMCTBUA CYMUMIOAJLHOTO XapakKTepa WIM CyMUMOaJlbHOe IIOBeIeHMue WU
IpenuayIyo bakTHUeCKYyIO, IpepBaHHYIO VI COPBAaHHYIO IIOIIEITKY
cyuumma; oOlleHka =211 B cyOmkaje »OeOpecCuM TOCIMTAJbLHOM MKAaJIH
TPEBOXHOCTU WU nenpeccum (HADS) Ha MOMEeHT HaudaJa MCCJIelOBaHUM;
00OBLEeKT ABJIASTCH MHBAJIMIOM WMJIM MMeeT IIPpM3HaKKM cjadoyMusa; OOBLeKT
VMeeT HecCcTabuJbHHE WIM Cepbe3HBEe MeIMLUMHCKMe 3abdojieBaHMsa Ha
MOMEHT Haudajla MCCJIeOOoBaHMSA; MCTOopMA (B TeueHMe 3 MecCcHdleB) WK
HaJlMure arpecCHMBHOI'O IOoBeleHMHA; 3HaueHue QTcEF> 450 mMC (MyXUMHH)

> 460 MC (KeHmMHH) wWiar> 480 McC (C OJIOKOM OTBETBJIEHUA IIpaBOI'O

nyuka [RBBB]) Ha »JekTpokapIuorpaMMe (3KI') ¢ 12-oTBemeHMAMM Ha
MOMEHT Hadaja MCCJIeqOBaHUA; OOoKa3aTeJIbCTBO IIeYeHOUHOM
HeIOCTaTOUHOCTM I[IPU CKPMHMHIEe, KOTOpOe BHABJEHO C IIOMOUBK:

acrnapTaT-TpaHcaMMHase (AST) wiIM aJlaHMHaMMHOTpaHcbepase (ALT)> B
2,5 pasa OpeBHIIaKmel BepxXHUN Openejl HOpMaJlbHOTO ypoBHsS (ULN),
meJsiouHoM odochaTase (ALP) wmiam obmero OmnupydmuHa (TBil)> B 2 pasa
fosibme  ULN (HO O0OBEeKTH C CHMHOIPpOMOM ImiasbepTa MMelT OpaBo
y4acTBOBAaTh, €eCJM OHM OomoOpeHH MeIMIIMHCKMM ofOcJjemoBaHMeM, a
OBBEeKTE C OTKJIOHEeHMAMM B »OByX WM 0OoJjiee M3 2TUX aHaJuToB (AST,
ALT, ALP, TBil) @#oOJDKHH OHBTL OHDOOPEeHH MeIMUIMHCKMM OCMOTPOM IIJIS
BKJIOUEHNA) , M OpOoTPOMOMHOBOEe  BpeMsa IIPOJIOHTMpoBaHO > 4 C;
[IOJIOXUTEJIb HEI [IOBEPXHOCTHEI AHTUI'eH rernaTmTa B (HBsAqg) ;
CBUIOETEJILECTBO 3HAUUTEJBLHOTO HapymeHm s OYHKIUM oyex npu
CKPMHMHTE, BHABJIEHHOE C IIOMOWILID KJMPpeHCa KpeaTuMHMHa <50 MJI/MUH,
rio OLleHKaM bOoPMY JIEL KokpodTa-TomTa;, n3BeCTHad aJieprmd Ha
TeTpabeHa3MH MWJIM Ha Jiodo¥ M3 KOMIIOHEHTOB IeyTeTpabeHa3uHa;
y4yacTBOBaJ B VCCJeloBaHuu, MMOCBAMEHHOM VCCJIENOBAaHUIO
JIeKapCTBEHHBX CpeIncTB VI YCTPOMCTB (Ba VCKJIIOUEHVEM
VCCIIeIOBaHMa, MWCIOJb3YyeMOT'O NIJA JedeHMda HOeyTreTpabeHa3uHa), U
moJydalyl MccJleyeMul IOpenapaT B TeudueHue 30 mgHeM (MM 5 HOepromob
MOJIY XM 3HU JIEKapCTBEHHOTO Cpencrra) c MOMeEHTa Hayvaja
VCCJIeIOoBaHMia, B 3aBUMCHMMOCTM OT TOT'O, 4YTO Oo0Jiee MNPOOOJIKUTEJBHO;
0BBeKT HABJIAeTCHA OepeMeHHHEM WM KOPMUT TpyIbl Ha MOMEHT Hauvaja

MCccJylegoOBaHMA, u B HacTodlee BpeMA MCIIOJIBE3YT He3aKOHHEEe
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npernapaTH Ha MOMEHT HaudalJla MCCJIeOOBaHWUS.

Cxema OO3VPOBaHNUA . TabieTKn neyTeTpabeHas3sMHa OBLIIN
OpencTapJIeHEl B JO3ax o, 9, 12, 15 m 18 wMr. Bo Bpewms#a
KOPPEeKTUPOBKM,/ TUTPOBaAHUI OO3E JeyTeTpabeHa3MH  IIOCTaBJIAJICH B
OIIMCTEPHEX YIaKOBKax Ha HeNeJin. B TeueHMe OOJITOCPOUYHOTO JIEUEeHUS
oeyreTpaeHasmMH OyIeT IIOCTaBJIATBCSA B eMKOCTSAX, pacCuMTaHHEX Ha 30
enuHull. lccienyeMoe JIeKapCTBEHHOE CPEOCTBO BBOOWJIM CJeIyKRIUM
oBpazoM. Bce pexumel JedeHUMS BBOOWJIM OBa pa3a B »OeHbs (BID) c
oumey, OpubiIM3uTeJJbHO C MHTepBajioM 10 YacoB B TeueHMe IOHA.
HauvajibHasg »Do3a HOpelcTaBjidaila cobol meyTerTpabeHasmH 12 MI/CYTKU (6
M BID) He3aBMUCHMMO OT IIPEeNHOYWEIro JiedeHMS B IIepBOHAUYAJILHOM
MCCIIeNOBaHUM . OLeHKa IOpelbHOyllel'o JIeUeHUS M3 IIepBOHaYaJIbHOT'O
MCCJIeOoBaHMa ocTaBajlachk cJliernoy. MakcuMaJibHas ofmas CcyTouHas IJo3a
neyrTeTpadbeHas3rHa cocTaBJidja 48 MI'/ CYTKM (24 MT BID), 3a
MUCKJIOUeHVEeM CJlydaeb, Korga OO0BeKT OBJI Ha CUJIBHOM MHIUOUTOpPE
CYP2D6 (mapokceTuH, OGIYOKCETMH MM OYyNPOIMOH), B ClIydae KOTOPOTIO
MaKCHMaJlbHa g obmasa CyTOuUHas oosa COCTaBJISAET 36 MI'/CYTKH.
CyTOUHEHIE IO3H OO 36 MI'/CYTKM HasHavaJlM B BUIe OIHOW TabJeTKu
BID, Torma KaK CYTOUHHeEe HO3H 42 MI/cyTku M 48 MI'/CYTKM Has3HadaJu
B BMIe IOByX TabiseTok BID. Bo BpeMa IIeprOZa TUTPOBaAHMA LOO3Y
oeyrTeTpadbeHasMHa CcJeOyeT IIOBHIATH eXeHeleJIbHO C IIPpMPpalleHMSaIMM II0
6 MI' B CYTKM OO TeXxX IIOp, Ioka 1) He OymeT aleKBaTHOT'O KOHTPOJIA
Hal IUCKUHesueM; 2) o00bekT He OyIOeT MCHOHTHBATL OIpemelIeHHOe
IIPOTOKOJIOM KJIMHMUECKM 3Haummoe AR (omnpemejieHHOe KakK OTHOCANeecCHd
K MCCJIeOyeMOMy JIEKAapCTBEHHOMY CPeICTBY, U JMOO a) YyMEepeHHOe WM
TAXeJIOe II0 MHTEHCHMBHOCTM, JmMOO D) COOTBETCTBYeT kKpuTepusam SAE);
i  3) fymeT @OOCTUMITHYTa MaKCMMaJlbHas »OOoINyCcTuMMas Jo3a. bkciu
oBBeKT VICIEITERBAJ KJIIMHNUYECKHA 3HAUMMOE AE, OTHOCAMEEeCH K
neyrerpabeHas3snHYy, TO MCCJIENOBAaTEIb onpenensn, TpebyeTcd JM
CHWXEHMEe O3H WM NPUOCTaHOBKAa IPMEeEMa IO3H.

HosrocpouHoe JieueHue. [isa BcexXx OOBEKTOB, YUACTBYKIMX B
OOJITOCPOUYHOM nepuome JIeUeHuns, nosza neyTeTpabeHas3sMHa MOXET
pPeryJupoBaTECA (BBEPX WJIM BHM3) C maroM 6 MI' B CYTKU, €CJIU
HeOoOXOOMMO, IJIA OITUMMU3AUMM KOHTPOJS OUCKMHE3VM I[IPYM MUHUMU3alU
AF. OmHakOo TakKMe WM3MeHeHMHA IOO3H MOTYT IIPOMCXOOUTE He dYale OIHOTO

Pazsa B HeleJllo.
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[Tepuorn TUTPOBAHUA (mo 6 HeneJb) . OOBLEeKTH, YCIIENHO
3aBEepIIMBIIME [I€PBOHAUYAJIbHOE WMCCJIeIOBaHME, MMEJM IpaBO y4aCTBOBATH
B DBTOM MCCJIeJOBaHMM II0CJIe 1-HeIeJIbHOTO IIeprola BHMHBAHUA WU
OKOHUYATEeJILHOM OlleHKM. I[IOCKOJBbKY OOBEKTH MIPpeKpaTuJIM MCCJIedoBaHUue
JIEKAPCTBEHHOTO CpeacTBa WM IUIauebo B TeueHMe 1 Helelr, WMU OBLIO
[IPOBEIEeHO TUTPOBaHMe HOO3H HOeyTeTpabeHasMHa B STOM MCCIENOBaAHUM.
Bo BpeMa THUTPOBaAHMA MCCJEOOBAaTEJIbE IIPM KOHCYJIBTallMM C ODOBEKTOM
ompenesnsals, KoT'da OBJI OOCTUIHYT aIeKBATHHM YPOBEeHb KOHTPOJA HaL
IOIVCKMHesuelr. Hosy IeyTeTpabeHa3MHa peTryJMPOBaJM (BBepxX WJIM BHUS3)
C maroM 6 MI' B CYTKM OO OIHOI'O pas3a B HemOeJio OO Tex IIop, IIoKa He
OocTUTallM aleKBaTHOT'O KOHTPOJA IOUCKUMHE3UM, KIMHUUECKM 3HAUUMMOI'O
HeXeJlaTeJIbLHOTO HABJIEHMS, CBSA3aHHOTO C MCCJeOyeMbM JeKapCTBEHHBM
cperncTeoM, (mbo a) yMepeHHoe, JMOO TaXeJoe I[I0 MHTEeHCUMBHOCTH,
JnbOo b) cepbesHoe HexeJlaTeJIbHOe ABJIeHUE) , NI OOCTHUT aJIU
MaKCUMMaJIbHOM IONYyCTUMOW MHOO3H. ECIM O00BEeKT MCIHIHTHBAJ KJIMHUUECKU
3HauuMoe AE, OoOTHoOcHAmleecda K »OeyTeTpabeHasMHY, TO MCCIeloBaTelb
OIlpelesiall, HeOOXOIOMMO JIM CHIMWXEeHMe OO3H WM [IPMOCTaHOBKAa IIpHeMa.
OOBLEeKTH MMeJIM TeJIeQOHHBIM KOHTAKT Ha Henmeje 1 M BU3UT B KJIMHUKY
Ha Hepejie 2, uYToOH OLEHUTHL 0e30I0acCHOCTE WM YCTAHOBUTEL OO3Y
MCCJeyeMOoTO JIeKapCTBEHHOTO cpencTrBa, KOoTOopasa amekBaTHO
KOHTPOJIMPOBaJla OUCKMHE3MI WM XOPOMOo IepeHoCuJlack. XOTS OOBEeKTH
BCTYNIMJIM B IepMOO IJOJTOCPOYHOTO JedueHMsa I[IocJe Hedelu 2,
TUTPOBaHME MNPOIOOJIKAJIOCE IO HemeJu 6, UYTOOH ONTMMU3MPOBATE IO3Y.

OOJITOCPOUHEIM Iepron JieueHusd (o 52 HemeJb). Bo Bpems#a
OOJITOCPOYHOTO JieueHUsa OOBeKTH OyIdyT [OPOIOOJIKaThk TUTPOBaHME IO
Hepmenm 6. B TeueHMe 3TOT0C IIepuomda CO BceMM OOBEKTaMM CBAXYTCS IIO
TeJlepoHY Ha Hepmemne 3 (meppad HemeJyid OOJITOCPOYHOTO IIepuona
JIeUeHUsa) UM HeldeJle 5, M OHM BepPHYTCS B KIMHMKY Ha Heneje 4, 6,
15, 28, 41 m 54 nisa oleHKM 0e30MNaCHOCTM M KOHTPOJS IMCKUHE3UM.
OOBLEeKTH, KOTOPHE He OOCTUIJIM YPOBHS IO3H, KOTOPHM OH ameKBaTHO
KOHTPOJMPOBAJl IOUCKMHE3UMK WM XOPOIMO IIepeHOCUMJICA K MOMEHTY BU3UTA
Hepmenm 6, IOOJXHH WMMEeTH He3allJlaHMPOBAaHHBE BU3UTH WM TeJIeQOHHHE
KOHTAKTH IOJIg IJaJlbHelmel KOPPeKTHMPOBKM MX OO3H BBepxX MM BHUS.
BzavMoOoecTBMEe C KIMHMUECKMM yupexIeHMeM IJIS KOPPEeKTUPOBKM O3
OOJDKHO UYepeloBaThbCAa MeXIy TeJleQOHHBEIMM KOHTAaKTaMM W BU3UTaAMU B

KIIVIHVIKY . HpM IOTOJITOCPOYHOM  JIEUEeHUIN IJOIIOJIHMTeJIE HEIE PeTyIJIMPOBKNM
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OO3E meyTeTpab®eHasMHa MOT'YT OHTH CIOEJIaHH, €CJIM HeOoOXOOMMO, HO He
yame, dYeM pa3 B HeOeJw, ¥ TOJBKO C WmaroM 6 MI' B CYTKHU.
KoppexrTtHpoeka OO3El  IOOJDKHA OCHOBEHBATBLCH Ha BCeM  IOOCTYIIHOM
MHOOPMaLMM, B TOM UMCJIe Ha oTueTaxXx OOBEKTOB M OIEKYHOB (ecju 3TO
HeoOxooumo) o6 AE UM KOHTPOJIe Hal IUCKMHe3MeM, U HuHOoOpMaluum U3
OLIEHOUHHX MKaJI M OLEHOK 0e30IaCHOCTM, KOoI'Ia OHM OOCTYIIHH.

[locnenywmee HabjomneHMe  0e30IaCHOCTM IIoCJle JieueHMA. Bcee
OOBEeKTH IIpeKpaTdT I[IPMeM MCCIJIeOyeMOI'o JIeKapCTBEeHHOI'O CpencTBa B
BU3UT Hepmenm 54 ¥ BO3BpaTATCA OJA MX KOHEUHOI'O BUBMTA B KIMHUKY
Ha Hemejsie 55 1myga oueHkM Oe30NaCHOCTM, KOHTPOJA OUCKMHE3UM U
MOTOPHOM OQYHKLUMM. B TedeHMe 2TOT0 l-HeOeJIbHOTO IIepMOola BHMEBAaHMUA
OOBEKTE He IOOJDKHEL [IPMHMMATH 3allpelleHHEE CONIyTCTBYIINME
JleKapCTBeHHEHE cpencTBa. OOBEeKTH Takxe OyOyT MMETH IIOCJenylmui
TeJleQOHHBIM KOHTaKT Ha HemeJe 58, uUepes UeTHpe HeleJM IIOCJe
IocjieqHeM OO3H MCCJIeNYyeMOT'O JIeKapCTBEHHOT'O CpPencTBa, MOJS OlEeHKU
AE ¥ CcONyTCTBYKIETO MCIOJNBE30BaHUA JIEKAPCTBEHHEIX CPenCcTB.

KoHeuHBle  KPpUTEpPMM  OLEeHKM  0e30IaCcCHOCTHA. BesonacHoOCTE M
[IEPEeHOCUMOCTEb OyIOyT OLIeHMBATBHCHA Ha IIPOTAXKEHMM BCEeI'O MCCIeIOBaHNA
OyTeM MOHUTOPMHTA CJeOYKRIMX IIapaMeTpOoB: HeXeJlaTeJIbHHE ABJIeHUA
(AE) , KJIMHUUECKKe JilabopaTOpHEE  aHaJIM3H, busnueckut  OCMOTP,
XM3HEHHO BaXHHe IokaszaTenu, OKI' B 12 oTBeleHUAX, YHUOUUMPOBaHHAaA
mKaJjia oleHkM OoJesHu IlapkmHcoHa (UPDRS) UYacte III (oOcjenmopaHue
MoTopmukM) , llkajia BapHca oueHkM akaTtusum (BARS), rocnmuralbHas
mKaJjia OlLEeHKM TPeBOXHOCTM U »enpeccum (HADS), KoayMmOuinickas mkaja
OLIeHKU CEPbLE3HOCTHA CYULIMOAJIbHEIX HaMepeHumn (C-SSRS), mKaJja
coHMBOCTHM SneopTa (ESS) m MoHpeallbCKafd KOTHUTHMBHaA oleHka (MoCA
©) .

Kpurepum KOHeuUHOM OLIeHKU 50OEeKTUBHOCTH. oisa OLLeHKMU

20OeKTUBHOCTHM MCIOJbL30BaJIM WIKM OYyIOYyT MCIOJIL30BaThL CJelyilue

okasaTesu: M3MeHeHue K &JIBL OLLEHKU [IaToJIOTUUYECKOTO
HelIpOU3BOJILHOTO IOBUXeHUd (AIMS) (OyHKRTEH 1-7) OT MOMeHTa HadaJjla
MCCJIeNOBaHMA 1O OKOHUAHMA IOOJITOCPOUHOM Tepaluu (Henmemns 54),

KOTOpOe OlleHVBAaJM C TIOMOMLID CJENOW LeHTPaJIM30BaHHOWM BUIEOOIIEHKHU;
noJiss OOBEeKTOB, KOTOPHE HOCTUIVIM 2bdexkTa B JIEUEHMM B KOHIe

OOJITOCPOUHOM Tepaluu (Heneasa 54), Ha OCHOBe KIMHMUECKOTO of0mero
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BIIleUuaTJieHUsa 00 WM3MeHeHUAX (CGIC) (B KOTOpOM 320PeKT JIeueHusd
OTIpelleJIgeTCsa KaK CUJIBbHOE YJIYUIIeHME WM OUYEHBb CWJIBHOE YJIyUlleHUE) ;
VU3MeHeHre B MOIMOMUMPOBAHHOM mKajle KpaHMaJbHOWM U LepBUKAJILHOM
OVCTOHUU (CDQ-24) OT MOMEHTa Hauajla MCCJelOoBaHMiag OO KOHILAa
OOJITOCPOUHOM Tepanuu (Hemeyga 54); 1nojga oO0wbekKToB, Yy KoTopmx 50%
W OoJiee CHUXEeHU A rnoxaszsaresd ATIMS oT MOMEHTAa HauvajJa

MCCJIeOORaHMa QOO KOHLla I»OOJITOCPpOoYHOM Tepamuu (Hemems 54); noJs

OOBEKTOE, KOTOPHE OOCTUITJIN sbdexTa B JIeueHUn B KOHIIEe
OOJITOCPOUHOM Tepalliu (Hemend 54), OCHOBaHHasAd Ha oBmeM
BIleUaTJIEHMM O IOMHaAMMKe COCTOSHMA IHaluueHTa (PGIC) (B KOTOpPOM

50beKT JledeHMHA OIpenesyideTcsd KaK CWJIbHOe YIIYUlleHMe WM OUeHb
CHMJIbHOEe  YyJIyulleHue) ; [IPOLIEHTHOEe WM3MeHeHMe B OlleHke AIMS oT
MOMEHTa HauajJla S2TOoI'0 MCCJelOoBaHMA OO KOHIAa MOOJITOCPOUHOW Tepalumu
(Hemeyiga 54); M Ha OCHOBaHMM M3MEeHEHMS OleHkKrM AIMS OT MOMEHTa
HavaJla BTOoI'0 MCCJelOoBaHMA IO OKOHUAaHMA MHOOJITOCPOUHOM Tepaluu
(HemeJisa 54), Kak OlLleHUBaeTCs 110 cJlenomn LeHTPaJIn30BaHHOM
BUIOEOOLIeHKe, COBOKYyIIHas HOJIA PeCIOHIOEHTOB BapbupyeTca oT 10%
VIIYUIIEHMS  OTHOCUTEJILHO MOMEeHTa  HauaJla MCccJlegoBaHuAa OO 90%
OTHOCHUTEJIbLHO MOMEHTa HaudaJla MCCJeOoBaHmMsa C maroM B 10 MOPOLIeHTHHX
IIYVHKTOB.

PesyJbTaTH. PesyJabTaTH OpuBenOeHEl Ha durype 9, KOoTOopada
IOeMOHCTPHUPYeT, UYTO K 6-M HeIejle McclenoBaHusa Oojee 50% 00BLeKTOB
VMeJIn CUJIbHOE yIIydlmeHue VI OUeHb CUJIBHOE yIydmeHue B
coorBeTcTBMM C PGIC m CGIC.

ARM-TD

Bruio paspaboTaHO M I[IPOBEIEeHO OOMNOJIHUTEJIbBHOE  KJIMHUUEeCKOe
uccJiefoBaHMe «C lLeJIblo COKpalleHMs IOBWXeHUM B IIO3OHEM IUCKUHE3IUM»
(ARM-TD) nnga oueHkKM 330pexkTMBHOCTM SD-809 (meyTrerpabeHas3MH) IIpU
JeueHMM IOo3IHeM IUCKMHesuMu B QopMe OT YMepeHHOM OO TAXeJIOoN.
Vccnenorauve ARM-TD ©Omuio 1:1 paHOOMM3MPOBAHHEM, OBOWMHEM CJIEIHM,
m1anedo—KOHTPOJMPYEMEM, IapaJlJleJIbHEM TPYIINOBEM MCcJemoBaHmMeM 117
nanumMeHTOoB B LeJioM (M3 Hux 104 malumMeHTa, 3aBePUIIMBIIMX MCIBTaHUE) C
bopMoO¥ Mmo3OHEV OUCKMHEe3UM OT YMepeHHOM IO TIXeJIOM.

OO BEKTEL OBLIM OTOOpPaHH OoJis BKJIOUEHN A B nccJjegoraHme
ciaenyomyM obpaszoM. KpuTepur BKJIIKOUEHUS BKJKOUYAJIM: BO3pacT OoT 18 1o

75 JeT BKIOUMUTEJILHO; B aHaMHese MCTOpPHMA TIIPMMEHEHVA aHTal'OHMCTa
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pelleriTopa JIollaMyMHa B TeueHMe I[I0 MeHblel Mepe 3 MecdleB (m 1
MecAaln y o0wexkToB 60 JleT M CcTapme); KIMHMUECKMM IOIMarHo3 TD, wu
HaJMuMe CHMMIITOMOB B TeueHMe I[I0 MeHblle Mepe 3 MecslleB IO
CKPUMHMHTA ; CHIMIIT OMEI TD BeCroKoAT oBBEKTA VI BEI3EIBAT
GYyHKIIMOHAJIEHOE VYXYIOMeHre,; TIIpu o00CJemoBaHUM B MOMEHT BU3MTa B
HayvaJle WMCCJeIOoBaHMA Yy O0O0BeKTa UMEKRTCHd YMEPEHHBEE WM TSKeJIHEe
[IaToJIOTUUECKME  IOBWMXEHMS, KOTOPHE, o MHEHMK  MCcJemoBaTeJid,
OCHOBaHH Ha IOyHKTe 8 AIMS M CyMMapHOM KOHTPOJIBHOM 3HaueHuyu AIMS
(=>0) (B COOTBeTCTBMM C INOyHKTaMM 1-7) IO OlleHKe OTBEeTCTBEHHOTIO
nuccJenoBaTessa; oI OBBEKTOB C VIMEIMMMC S [ICUXNYIeCKUM
3aboJjieBaHMeM OOBEKT IICUXMUUYECKM CTabujleH U He UuMeeT HUKaKuUx
M3MeHeHUM B IICHMXOaKTMBHEIX IIpelapaTax (BkJmouasdg, ©0e3 OoIpaHUUeHUd

YKa3aHHEM, HeﬁpOﬂeﬂTMKM, OeH30OMa3EellMHEL, IIPOTHMBOCYIOPOXHEE

cCpeICTBa U CTadbuIM3aToOphH HaCTpoeHMA) B TeueHue =30 @mHeM 1O
CKPMHMHT A (45 nHeu 0JiA aHTUIOEIPeCCaHTOB) ; OOBEeKTE Ha

JIEKapCTBEHHEX CpelcTBax IJIMTEJIBHOI'O nemcTBUA (memno) HaXOoIoIMJIMCB

Ha cTabuJIbHOM Tepaluu (mo3a, dYacToTa) B TedeHMe =3 MecdleB OO
CKPMHMHI'a; ¥ OOBEKT MMeeT IICUxmaTpa, KOTOPEIM OcCBemoMJieH 00
YUuaCTUM 00beKTa B MCIHTAHMM M He InpeoBMonT KaKUX—-JIMBO WM3IMeHeHUN
B CcxeMe JeueHusa obbekTa (JlekapcTBO, HO3a, uYacToTa) B TeueHUe
CJle OYIMMX 3 MeCHdAlLleB, ncropma CO6HDH€HMH IIpeOIIiMCaHHEBIX
JIeKapCTBEeHHBEX CpencTB; CIIOCOBHOCTDL TJIOTaTh uccJenyemoe
JleKapCcTBeHHOoe CpeIncTBO  LeJIMKOM; NIMCBEMEHHOE, MHPOPMHPOBaAHHOE
corJjiacue; OOBEKT MMeeT Xopolmee oOmee COCTOSHME 3IOOPOBLS, XUBET B
CTabMJILHOM OKpyXallel cpemde, Kak OXMIaeTCd, 3BaBEepmUT BCe OleHKU
MCCHeHOBaHMﬁ 17 6yneT MeThb Hanﬂemammﬁ KOHTPOJIE, KoI'Ila 2TO
HeoOxoOMMO IOJIA CcoOJIoOeHMs BCexX Opolelyp MCCIelOoBaHMa, VYYacTUa BO
BCex BUBUTAX MCCJeOoBaHMS U 0e30IIacCHOTO YYacTHd B MCCJIeOOBaHUN;
ITOCTaTOUHEIE HaBEIKUM uTeHMnAda, yTOOH OCMEBEICJINITH OlLIeHOUYHEIE mraJIbl,
3all0oJIHAeMBIEe O@%GKTaMM; n, eCcJin KeHIIMHa rMeeT HeTOpOHHHﬁ
IIOTeHlIMaJl, TO OHa coIJlallaeTCcd MCIOJL30BaATEL IIpUMeMJIeMbe MeTOIE
KOHTpalelllV C MOMeHTa CKPVMHIMHTI'a oo SaBeplieHN A MccJjiegoOBaHMA,

eCJIM OHa CeKRCYyaJIEHO aKTVMBHa.

KpuTepun  UCKIOUYEHVA  BRJIOYAJMN: oueHka =11 B cyOGmkale

TOCIOUTAJILHOM WKaJItl TPEeBOXHOCTU U Oenpeccum (HADS) HOpM CKPUHMHTE
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mwJIirM Ha MOMEHT HaudaJla MWMCCIJIeIOOBaHMA, C 3anemeoﬁ PasemMTMA WIIN

VIMEIOMMM IPpM3HaKU IOeMeHLUN ; HecTabuJIbHEE MIIN Cepbe3HHE
MeIMLIMHCKME 3aboJjieBaHMd Ha MOMEHT CKPMHMHT A WMIIN HauaJla
UccJenoBaHmda; B aHaMHese UCTopud (B TeueHMe 3 MecCcHdleB) WIK

HaJlMuye arpeCcCHMBHOT'O IOBeleHMHA; 3HaueHue QTcEF> 450 mMCc (MyX4JMHH)
> 460 Mc (KeHmuHBE) wuiau> 480 Mc (c 6J0KaIo¥ OpaBOM HOXKM IIydKa
[RBBB]) Ha OSKI' ¢ 12 oTBeleHMSAMU IIPUM CKPUHMHITE; IOOKa3aTeJIbCTBO
[IeYeHOUYHOM HeIOOCTAaTOUHOCTM IIPM CKPUMHUHIE, BHABJIEHHOW C IIOMOMbBIO:
AST wmnm ALT> B 2,5 pas3a [pPeBHIAceT BepxXHUN Opelesl HOpME (ULN) wmiau
ALP wmimu ofbmmy OunmupyOmH> B 2 pasa Oojgeme ULN (rme aHOMalMM B
OBYX wmiIM 0OoJjiee wmu3 »TMxX ACT, ALT, ALP, TBil OOJIXHEI OBTH
IOOTBEPXIOEHE MEOUIUMHCKMM OCMOTPOM IIPM BKJIOUEHMM B MCCJIeOOBaHUe,
HO OOBEeKTH C CHMHIOPOMOM ImibepTa COOTBETCTBYIT KpuUTepusaMm oToopa,
ecanM OHM onobpeHH MeOMUMHCKMM OCMOTPOM), WM OPOTPOMOMHORBROE
BpeMa> 4 CEeKYHIIH, WM  IIOJIOXUTeJLHEM  HBSAg; CBUOETEJILECTBO
SHAQUUTEJIEHOTO HapylleHUd QYHKUMM IIOUYeK IIPpM CKPUMHUMHI'E, BHABJIEHHOE
C TIOMOmbI KJIMpeHCca KpeaTuHuMHa <50 MJI/MMH, IO OlleHKaM (QOpPMYJIH
KokpodTa-T'ojiTa; C M3BEeCTHOM aJllepruey Ha TeTpabeHasVH WJIM Ha
JIoB0OM M3 KOMIIOHEHTOB IeyTeTpabeHa3MHa,; OOBEeKT IIPUMHMMAJ ydacTue B

nccilegoBaHMM, IIOCBAMINIEHHOM MCCIJIEeOOBAHMIO JIEeKapCTBEHHEX CpelCTB WMIIN

YCTPOMCTB, ¥ ToJydaJl MccJelyeMoe  JIeKapCTBeHHOe CpeICcTRBO B
TeueHMe 30 oHen (11 5 [IEPUOOOB MOJIYXU3HY  JIEKapPCTBEHHOT'O
cpencTrBa) CKPMHMHT A, B 3aBUCHUMOCTHU oT TOTO, yTo foJiblle ;

DepeMeHHOCTEL WM KOPMIIEeHMe TPYyIObl [IPpU CKPUHMHIE WJIM Ha MOMEHT
Havajla MCCIeOOBaHMA; IIPU3BHaHMEe IpueMa 3allpelleHHBEX HapKOTUMKOB IIpU
CKPMHMHI'e; B aHaMHe3e MUCTOPMUS 3JIOYIHNOTpebJIeHUsa aJIKOTOJIEM WU
HapKOTMKaMM B HNpeneaymme 12 MecHdleB, Kak oIpenejeHo B DSM-V, wuiu
ODBEKT He MOXEeT BOSIEPXUBATHECH OT 3JIOYHNOTPeOJIeHUSA IICUXOaKTUBHBEMA
BelecTBaMM BO BpeMS MCCIeOOBaHUSA; U IIOJIOXUTEJLHEY CKPUHVMHIOBHM
a”"aiuns MOumr Ha HapKOTUKU (mys amMmbeTaMrHOB, DapbuTypaTos,
feH3O0OMazeNlMHa, OQeHUUKIMIVHA, KOKaMHa WMJIM ONMaTOB) IIPUM CKPUHUHIE
MM Ha MOMEHT Hauajla MCCJIeOOBaHMi, 3a MCKIUeHMEeM CJydyaep, KoTna
ODBEKT MoJyuaeT CTadbMIBLHYID o3y OeH30OMaselMrHa.

HosuporaHMe. BKJOUeHHEE B MUCCIeOOBaHMEe MNallMeHTH [IOoJIydyaliu
JINBo ODeyTeTpabeHasuH, JInBo rlauedo, KOTOPEM TUTPOBAJU oT

HavaJlbHOW HO3E 6 MI' JeyTeTpabeHasuHa (KOTOpPHIM, Kak ¥ B
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Npensnymux MCCJIeloBaumax, obecrneumBaeT AUC obmero (o+f) -HTBZ,
YTO CpaBHMMO C 12,5 Mr TeTpab®eHas3MHa) IO OITHUMAJBHOM IO3UPOBKU
or 12 mo 48 MI'/CYyTKM B TeUeHMe MeCTU HeIeJlb C MaroM 6 MIY/CYTKM B
HeleJo. 3aTeM JieKapCTBEeHHOe CpPpelCTBO BBOIMJIM B STOM IJ03e B
TeUyeHME elle MEeCTUM HeIeJlb IJIA JIEUeHUMS B TeueHMe B LeJIoM 12 Helelb
C TrnocyelyomuM 1-HeOeJIbHEIM I[I1epMOIOM BEIMEIBAHMSA. PaHIOIOMM3alMsa OJIS
KaxIo¥ TpyHnel cocTaBuya 1:1 wm  ©OwJla cTpaTUOUIMpoOBaHa IIYTEM
MCIIOJIE30BaHUA aHTarOHMCTOB pPelelTopa OolaMMHa (IIpMHMMawilue B
HacTodlee BpeMsa [IPOTUB He NPVMHVMAaKIUX ) . TabJieTKM
neyrerpadbeHasyHa WM IJlalebo I[IOCTaBJAJUCE B BuUIe TabljieTok 6, 9,
12, 15 m 18 mMr u mx BBOOmWIIM BID C mnpueMaMM OUIM YTPOM M BeUepPOM
(pekoMeHIOyeTCca C MHTepBajoM 10 dYacoB, MMHMMYM 6 YacoB) . BBUIO
paspeneHo IpepHBaHue IOIpMeMa IOO3H IO OIHOM HemeJu, eCcJM OOBeKT
VCIIEITEIBAJI KJIIMHMUECKM 3BHauMMOe HeXeJlaTeJIbHOe SABJIeHUE.

Henn wMcCcIelOBaHMA UM KOHEUHHEe TOUKM. LejdM uccilemoBaHUA
3aKJIoYaIMChk B OlleHke »sbobexkTBHOCTHM SD-809 B CHWXEHUM TIKECTU
IaToOJIOTUUECKUX  HENPOM3BOJBLHEX  OBVWXEHUN, CBAB3AHHBIX C IIO3IHEeN
IVCKUHe3ueu, " 0e30IIaCHOCTM ¥ IIePeHOCHMMOCTM  TUTPOBaHUA U
IoOnepPXnBawmen Tepalnu neyreTpadeHa3MHOM v OBBEKTOB c
VMHOYLUMPOBAHHOM  JIeKAPCTBEHHHM CPEeIOCTBOM IIO3OHEeM  OUCKUHe3Uel.
[IepBMUHOM  KOHEUHOM  ToukoM 5S0PeKTUMBHOCTM  SABJISeTCS  M3MeHeHU’e
oueHku AIMS (OyHKTH 1-7) OT MCXOOHOTO YPOBHSA OO HemeJm 12, UTO
OlleHMBaeTCcsa C IIOMOIbLID  CJIeNoM  LeHTPaJIM30BAaHHOM  BUIEOOLEHKMU.
McxomHadg oueHka AIMS omopenmejydgeTcd OJ4 KaXOor'o O0O0BeKTa KaK OlleHKa
IDnaga 0. AIMS cocToMT M3 12 Ha3HAUEeHHHX KJIMHUIMCTOM M OlleHMBaeMBIX
IOYHKTOB. IIyHKTH 1-10 olLeHMBaTCA IO 5-0alIJIbHOM mKaJle C IPUBA3KOMU
M COCTOAT M3 CJEOYyKRIETO:

[IyHKTE 1-4 olleHMBabnT opodalMalJibHEE IBWXESHUS;

[IyHKTE 5-7 KacawnTCcH OVCKMHE3UNM  HIVKHUX KOHEeUHOCTeN U
TPYHKAJLHOWM IUCKUHE3UN;

IIyHKTEL 8-10 KacawTcsd oBmen TSXEeCTH, Kak olleHMBaeT
VCCIIeNOBaTEIb, u OCBeJOMJIEHHOCTU naumMeHTa 0 OBVDKEHU AX u
CBABAHHHX C HMMM HapPYIMEHUAX; U

OyuxTel 11-12 - [OpencTaBJIsgRT CcoBOM BOIPOCH C OTBeTaMu

ma/HeT, KacawomMecd OpobJjieM, CBS3aHHHX C 3ybaMy M/MIM OpOoTe3aMu,
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[IOCKOJIBKY  TaKue MpoOJIeMH  MOTYT OHITH OmMMOOYHO  TMPMHATH  3a
OVCKMHESND.

OBmasd olleHka IIYHKTOB 1-7 (opodalumalibHEE IOBMXEHMS, OBWKEHUS
HVXKHMIM KOHEUHOCTEWM U TpPyHKAaJIbHEEe OBMXEeHMS) MOXeT OHTL paccuMTaHa
¥ TIpencTaBygeT cobor HabjgomaeMmele OBWXeHMS C 0oJjiee  BHCOKMMMU
OlleHKaMM, CBUIOETEeJILCTBYyIMMM O OoJiee TAXeJIOM OUCKMHEe3UM. IIYHKT 8
MOXEeT MCIIOJIB30BaThLCA KakK ofmuM MHOEKC TSXecTu; OyHKTH 9 u 10
comepxartT OOIIOJIHUTEJILEHYIO MHOOPMAaLINIO o0 MHBAJIMOHOCTHU u
OCO3HaHHOCTHU NauvMeHTOB;, n I[IYHKTE 11 u 12 NpenoCcTaBJIART
MHOOPpMalLMID, KOTOpas MOXeT OHBTH II0JIE3HOM I[IPpM OIpelelJIeHUM IBVKeHUM
Ty0, UeJocTeM M S3bKa.

KioueBEIMM  BTOPUUHBEIMM  KOHEUHBIMM TOUKaMM SBJIARTCA: 1) HTOJd
0BOBLEeKTOB, KOTOpHe uMeJu 5Sd0bexT B JleUeHMM Ha 12-¥ He»deJsle, Ha
OCHOBEe KJIMHMUECKOTO ofmeIl'o BlIeuUaTJieHMsa OO0 M3MeHEeHUAX COCTOSHMUA
(CGIC); 2) moysa OOBEKTOB, KOTOPHE MUMeM D20PekT B JIeUeHMM Ha
HepmeJle 12, Ha OCHOBe ofmero BIeuaTJIeHMS O IMHAMMKE COCTOSHUS
nauveHTa (PGIC); m 3) WM3MeHEHMEe B MOOMOMUIMPOBAHHOM BOIPOCHUKA O
KpaHMaJIbHOM U LepBUKaJbHOM OUCTOHMM (CDQ-24) OT MCXOIOHOTO YPOBHSA
OO0 Hemeu 12. Kak M B OPeOHOYIMX MCCJIeOOoBaHMAX, 5»0deKT JeueHUS
PGIC/CGIC MoxeT OHTL OIlIpelejleH KaK CUIbHOEe WM OUeHb CHJIbHOe
yiydlneHmue o 7-0ajiJIbHOM mkaje JIMKepTa, HauMHasg OT OUeHb CUJILHOTO
YXYyIOMeHUsa OO OYeHb CHMJIBHOTO YJYyUIleHMS Ha Henmejie 12. CDQ-24 - 370
crieuMOMUHE OJI9 3aboJieBaHMA BOIPOCHMK OJIA OINpenellIeHMs KauecTBa
XUBHM, pa3padoTaHHBM IJIS [HalMeHTOB C KpPpaHMAaJIbHOM U LepBUKAJILHOM
OVCTOHMEN, BKJIOUAA Kak LepBUKAJbHYKD IOMUCTOHMUI (CD), TakKk U
Biedapocnaszm (BPS). CDQ-24 Owpul BHOpaH IJIA IIPMMEHEHUS B HaCTOAIEM
VCCcJeloBaHuu, [IOCKOJIBKY OH BKJIOUAeT  IOOMEHH, KOTOPHE  MMEKT
OTHOIleHMe He ToJIbko kK CD m BPS, HO M k TD, TakuMe KakKk CTHUIMA,
SMOLMOHAaJIbHOe  OJaTroroJyuue, BoJIb, MMOBCeIHEBHHE AaKTMBHOCTU U
couMalsibHasg/ceMelHad XWM3HL. IJId HaACTOAmMeTro McojenoeaHmusa CDQ-24
OBJI MOOMOUUIMPOBaAH TakuM o0pa30oM, UTO BOIPOCH OQOKyCHUPYITCA 0OoJiee
KOHKPETHO Ha BJIVAHMM TD (B oTjnume oT CD/BPS) Ha KauyeCTBO XU3HU.

IOTIOJIHU T eJIb HEE BTOPUUYHHE KOHEUHEEe TOUKMU BKJIOY aJIN 1)
IPOLIEHTHOE M3MeHeHUMe B OlleHKe AIMS (LeHTpPaJbHEM PEeuTUMHT) OT
MCXOIOHOTO YPOBHA ©OO Hemeau 12; 2), OCHOBAHHEM Ha M3MeHeHUU

oueHku AIMS (LeHTpPaJbHEM PEeVWTUHT) OT MCXOIOHOTO YPOBHSA IO HeIelu
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12, KyMyJaTMBHaAsA @OOJIA PECIOHOEHTOB IJIS YPOBHEW pPeclIOHIOEeHTOB B
npeneyax oT 10% yJydleHMsa OTHOCUTEJIEHO MCXOIHOTO YPOBHA mo 90%
YIIYUIIeHUS OTHOCUTEJIEHO MCXOIHOTO YyPOBHSA C maroM B 10 MIpOLleHTHHX
IIYHKTOB; U 3) l3MeHeHMe B oleHke AIMS (OYyHKTH 1-7) OT MCXOIDHOTO
YPOBHA IO Helelu 12, KaK OIlEHMBaeTCsa JIOKaJIbHEIM BSKCIEPTOM, IIe
OLleHKa  MCXOIOHOTO rnoxkasareygda AIMS ollpenejyideTcd  IOJI4 Kaxnooro
0BBeKTa B KauecTBe oOlleHKM nHa 0.

HakoHell, B KaxXIOM KJMHUUECKOM YyUpeXIeHUM MCCIlemoBaTelib,
VIMemn OTIBIT OLIEHKMA OBMTaTeJIbHEIX pPacCcTpoOnCTB, oTBeYal 3a
NOOTBEepPXIOIeHMe nuarHoz3a TD, BHIIOJHAJI BCe KJIMHUUECKME OLEeHKU U
IPUHATME PemeHrM I[I0 IIOBOLY KOPPEeKTUPOBKM IO3H MCCJIEIyeMOTO
JeKapCTBEHHOTO CpelncTBa. bBes3s0oIacHOCTE TakXe KOHTPOJIMPpOBaJIM C
[IOMOIIL IO OTUEeTOB o} HexeJlaTeJIbHEIX ABJIEHUAX u Ha OpyTuUx
nokasarTeJsiax, BKJUad, HO He orpaHuumMeadack, UPDRS, BARS, HADS, C-
SSRS, ESS m MoCA.

VsMepeHUsa M CTaTUCTMKa. LIMOPOBEEe BUIeO3alMCU OLeHOK AIMS,
CcoeJlaHHBIE IIPM BCexX BU3MTaAx B KIMHMKY (BO BpeMsa CKPMHMHIE, Ha
MOMEHT HauaJla MuCccJeIoBaHMsA, B Hememmu 2, 4, o, S u 12),
OLIEHUBAJIUCH napaMm LIeHTPpaJIbHEIX  BDKCIEPTOR, KOTOPHEE ABJIAITCSH
DKCIEepTaMM I[10 HapyIIeHMAIM OBWXEHMSA W IIPOBOOWJIM CJIENYI OLEHKY II0
TpylolaM JIeueHud, [IOCJIEOOBATEJIBHOCTM BMUIEO M IO OlleHKe ATIMS
MCCJenoBaTeN. AHanms IPOBOOUIIN c MCIIOJIb 30BaHUEM JIMHEeMHOM
CMellaHHOY MOoIOeJiM IOJIS TIIOBTOPHHX M3MepeHur (MMRM) C M3MeHEeHUEM
noxkasatTeya AIMS B KauecTBe 3aBMCUMOM IIepeMeHHOM. MomeJsib BKJIDUAaJa
bMKCUpOBaHHEHE 20QeKTH OJI4 TPYINHE JIedeHMHd, BPEMeHHYK TOUKy ([IAThb
ypoBHeW: Hemesmu 2, 4, 6, 9 m 12), Tpyomny JeueHUsS II0 BpeMeHHOMY
B3aUMMOIENCTBUID U IIepeMeHHYID paHIoOMM3aluM OJS CcTpaTUOUKaLUN.
HcnoJab30Baim HECTPYKTYPUPOBAHHYII KOBaApPMALMOHHYIO MoImeJib, "
IIePBUUHLEM aHaJlM3 CpaBHUBAJ TPYIOH »OeyTeTpab®eHaszuHa U ILIalebo Ha
Henejie 12 C MCHOJBb30BaHMEM OBYXCTOPOHHETO TecTa C 5%—HEM YPOBHEM
3HAUVMOCTH .

PesynbTaTH 520OeKTUBHOCTU. JaHHEE BepXHEeT'0 YPOBHA IIoKasalwu,
UTO MCcJedoBaHMe COOTBeTCTBOBAJIO €TI0 IIepBUUHOM KOHEUHOM TOouKe.
[TallMeHTE, [OPMHMMaBIIMe »HeyTeTpabeHa3WH, OOCTUIJIM YJYyUlleHusS B 3
NyHKTa [0 mkaJjie AIMS oT MOMEeHTa HauajJla MCCJIeOOBaHMsa IO KOHIa

TepalluM I[I0 CpaBHeHMKO C 1,6 Oajula B I'pylle wgauebo (p=0,0188) niasa
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KIVMHMYECKY 3HauuMoTo 5bbexTa. KpoMe TOTO, BTOPMUHEE KOHEUHHE
TOUKM UMCJIEHHO OJIaTOoINpUATCTROBAJIM HeyTeTpab®eHasuHy. PesyJbTaTH
npuBeleHsl B Tabiuue 22.

Tabauia 22

DTBZ Inauebo PasHuila B
(N=506) (N=57) JIeUeHUNn
MsmeHenre AIMS (cpenHee ~1.4
snageme LS) -3 -1,6 (p—3HaueHuUe
0,0188)
SpdpexT JeueHus PGIC N (%) 42,90% 29,80% 13,00%
SbdpexT JeueHus CGIC (%) 48,20% 40,40% 7,90%
M3MeHEeHMe OT HaudalJla
nccyenosauua mCDQ-24 * 11,1 8,3 207
Pes3yJIbTaTH 0e30IacCHOCTH. VccienoBaHue TakKkxe oKa3aljlo
BJaTronpPMAaTHEM npooduib Bes30MaCHOCTHA u [IePEeHOCUMOCTHA njg

neyTeTpabeHasrHa, BKJUas HU3KYK CTeleHb IelpeccCuy, COHJIMBOCTH,
BeCCOHHMLIE u aKaTU3UMA. MeHbIe naluMeHTOB, IIPUHYMAaBIWX
neyTeTpabeHasuH, uYeM IJIalle®0O, MCIHTHBAJM Cepbes3HHE HeXeJlaTeJlbHEEe
ABJIEHUSA (SAE) (4 naumeHTa [6,9%] B 7rpynne peyrerpabeHasuHa
npotue 6 [10,2%] B rpynne mjaauedo, HM y OIOHOTo mu3 SAE He OBUIM

CBA3aHEL C JleueHueM), Judo y KOTOPHX HabJoOalMChk HexeJaTeJlbHHE

ABJIEHMS, HNOpUBOLANMe K I[OpekpalmeHMio OpueMa (1 naumednt [1,7%]
IPOTUB 2 TaluMeHTOB [3,4%]). HelpolncuxmaTpUuecCKMe HexeJlaTeJIbHHe

ABJIEHMS B STOM IIONYJIALUMM IIalMeHTOB OBUIM pPelKO CBSI3aHH C JIeUeHUEM
SD-809 mno cpaBHeHMI C IJIalle®o U BRKJIOYAJIM COHJIMBOCTL/CemaTHBHEIL
20pexkT (9 [15,5%] mporme 6 [10,2%]), OecconHuuy (4 [6,9%] npoTuUB
1 [1,7%1), akKaTU3MD (3 [5,2%] MIPOTUB 0 [0,0%]) (o
Oenpeccunr/oenpeCCUBHOM HAaCTPOSHUM COOOMMII OOMH IHallMeHT B KaXOooin
TpyIne JiedeHUda, a O CyMUIMITaJbHOM KMIee CoOoOmMMJI OOVMH MalMeHT B
Tpylne janedo IO CpaBHEHMIO C OoTCcyTcTBMeM B SD-809. Tpm naumeHTa
OpeKpaTuJIM JieueHMe M3-3a HexeJlaTeJIbHEX fgBJeHuM (1 B IDpyIIe
neyrerpabeHasMHa IIPOTMB 2 B TIpylmne mnaunebo). [iIga Bcex OpyImx
NOBOOUHHX D0PeKTOB, O KOTOPHX COOO0MaJIoCk B MCCJeIOBaHMM, OLEHKM B
Tpylre neyreTpadeHasMHa OBUIM ONMHAKOBEIMU WM HWXEe, YeM B TpPYIIIe
minanedo. PesybTaTH OpPencTaBJIEHE HMXe B Tabimue 23, KoTopasd
BKJIOUAET HeXeJlaTeJIbHEEe ABJIeHUMsa, HabaomaeMele Yy 3 wiImM  0OoJiee
ODBEKTOB.

Tabauila 23.
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DTBZ (n=58) | IImauebo (n=59)
Jiiobrle TEAE (HexejlaTeJIbHBEEe SBJIEHUS, 41 (70,73%) 36 (61,0%)
[IOSBUBIIMECS 3@ BPeMsA JIeUeHUd)
CepbesHele TEAE 41 (70,7%) 36 (61,0%)
TEAE, BO3HMKAaKIMEe IIPU CHATUU C 4 (6,92) 6 (10,22)
MuccJegoBaHMsa
1 (1,7%) 2 (3,4%) 6 (10,2%)
HapymeHnusa HepBHOMU 9 (15,5%) 6 (10,2%) 6 (10,2%)
CHCTEMEL 4 (6,9%) 6 (10,2%) 3 (5,1%)
2 (3,4%) 3 (5,1%) 0 (0,0%)
[lcuxraTpuuecKre 3 (5,2%) 0 (0,0%) 4 (6,8%)
paccTponcTBa 3 (5,2%) 4 (6,8%) 1 (1,7%)
4 (6,9%) 1 (1,7%) 6 (10,2%)
2 (3,4%) 6 (10,2%) 3 (5,1%)
KeJlyDOUHO—KUIIeUHE e 3 (5. 22 > (5. 12 > 3. 10
paccTpoiicTBa (5,2%) (5,1%) (3,4%)
2 (3,4%) 2 (3,4%) 2 (3,4%)
2 (3,4%) 2 (3,4%) 3 (5,1%)
. 1 (1,7%) 3 (5,1%) 5 (8,5%)
OBumre paccTpoMcTBa
4 (6,9%) 5 (8,5%) 2 (3,4%)
1 (1,7%) 2 (3,4%) 4 (6,8%)
VNHOeKIVM M MHBA3UU - - -
2 (3,4%) (6,8%) 1 (1,7%)
(3,4%) (1,7% (3,4%)

Ha oOCHOBaHMM MCCJIeIOBaHUM, PACKPHTHX B HACTOAMNEM IOKYyMeHTe,
oXumaeTrcd, uTO OeyTeTpabeHasuH, IOIpyTHe 3aMelleHHBHe IelTepueM
TeTpabeHa3MHE M BajJibaHa3MH OyIOyT 50OeKTHBHE IPpU JIeUeHUM I103OHeM
OVCKMHE3UN U IOPYIUX PaCcCTPOMCTBE ¥ CUMITOMOB IBWXEHMSI, TaKMX Kak
OVUCKUHE3UN, Kak npaBuo, OUCTOHUA, OaJnsM, AKMHEe3U4a 7
NapKUMHCOHM3M, ¥ UTO CXEMH OO3MPOBAHMSA M CIOCOOH, OIMCAHHEE B
HacToAmlleM NOOKYMEHTe, IIPUHECYT 3HAUUTEJILHYK IIOJIb3Y OJI4 HalMeHTOB.

CurgpoM TypeTTa

CungpoM TyperTa (TS) - 9STO HEBPOJOTUMUECKOEe PacCTpPOMCTBO,
XapaKTepusynleeca IIOBTOPAKIMMUCI, CTEPEOTUIIHEMM, HEIPOMU3BOJILHEMU
OBMXEHUAMM ¥  BOoKaJlM3allMaMu, HasHBaeMbBIMM  THUKaMM, KOTOPHEE IIO
KpuTepusaM DSM-V  BOepBHEe TNIPUCYTCTBYRT Yy »OeTer p»mo 18 JeT.
HeCcKOJIBKO MCCJIeOOoBaHUM OBJIM WMJIM MOTJIM OHTH MCHIOJIB30BAaHHE  MJIA
OeMOHCTpauuu 30PeKTUBHOCTU M IIEPEHOCUMMOCTM IOeyTeTpabeHasMHa OJI4

YMeHBIIeHMA CVIMIITOMOB, CBA3aHHEIX C TS, BKRJIKYaA MOTOPHEE n
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QOHUUECKME TUKMU.

OTKpPETOE NMIJIIOTHOE MCCJeNOoBaHMe 0e30NaCHOCTU UM 30PeKTUBHOCTHU
Ha naumeHTax TS

BEUIO NpOBEeOeHO OTKPHTOE IMIMJIOTHOE MCCJIemoBaHue 1) IJIA OLIeHKMU
0e30laCHOCTY ¥ IIePEeHOCHMMOCTM JiedeHud nOeyTeTpabeHa3MHOM U 2) IJA
OLleHKN SOPeKTUMBHOCTU IeyTeTpabeHasMHa OJA I[IOOaBJIEHUA MOTOPHHX U
PoHMUEeCKUX TUKOB Ipu TS.

[l;maH wucclenoBaHMA. KpuUTepuM BKIOUEHUS (IIpU CKPUMHMHI'E, eCJIU
He yKasaHo MHoOE) : oT 12 oo 18 JjeT BKJIOUMTEJILHO DSM-V
OvarHocTuka TS ¥ BHPaXEeHHBEX MOTOPHEX ¥ (QOHMUECKUMX THMKOB B
TeueHMe 3 MeCHLEeB OO CKPMHMHI'a; oOmasd OlleHKa TuMKa 19 MM BHIIe II10
YGTSS; TS-CGI oueHka 4 wiau Belle (B COOTBETCTBMM C YMEPEHHO-
OOJILHEMM) ; TSXKEeCTh TUKOB M YacToTa OBUIM CTabMIIBHEIMM B TeUeHMe II0
MeHbInen Mepe 2 HeneJb; CIIOCOOHOCTB TJIOTaTh uccijenyeMoe
JeKapCTBEeHHOEe CPeICTBO LeJIMKOM; XejlaHMe IIPpUIEePXUBATLCA peXxuma
JledueHusa U cobOJmomaTb BCe IpOoLenypH; Xopollee of0lee COCTOAHUE
3O00POBLA, O UeM CBUIOETeJILCTBYyeT MeOMIMHCKAad W ICUxXxmMarTpuyueckas
ucrTopmusa ©OoJIe3HU, U QUBMUECKOEe U HEeBPOJIOTMUecKoe obcjienoBaHue;
IMCbLMeHHOe, MHOOPMMPOBaHHOe coIJlacue (0OBLeKT U POIUTeJIL/OHNeKyH) ;
u KEHIIVHE—~ OO BEKTH OEeTOPOIOHOTO rnoTeHLMasja corJlamarnTCcs
MCIIOJIE30BAaTh IpMeMIIEeMBI METO KOHTpallellmumn oo 3aBeplIeHn I
nccJjiegoBaHu4, BKJIOUA 4 BO3IepXaHUe, 1UD NI BHYTPUMATOUHYIO
cucTeMmy, IIO MeHbIleM Mepe, 3a 3 Mecdla IO BToTo; O0OBeKT WK
IapTHep, WUCHOJbL3YyIMM OapbepHBlM MeTon (HaopuMmep, IIpe3epBaTUB,
ovadpparMy MWJIM DIeeUHBM KOJIIIAauokK) C MCIOJbL30BaHMEeM ClIepMMUMIa;
napTHeP VMeeT OOKYMEHTHMPOBAHHYID  Ba3BDKTOMUIO> 6 MecHdlleB oo
BKJIOUEHMA; CTabMIbHYK TOPMOHAaJIEHYID KOHTpalenuuo (Cc oIoDpeHHHM
IepopallbHEM, TpaHCOepMaJlbHBEIM WJIM Oelo-pPeXVMOM) II0 MeHbllel Mepe
3a 3 MecHdlla OO BKJIOUEHUS.

Kpurepun wuUCKIOUYeHMS (IIpM CKPMHMHITE WIM MCXOIOHOM YPOBHE,
ecJiM He YyKaszsaHO MHoe) BKJIOUAT @ Cepbes3sHOe He IIONBepTHYyTOoe
JIeUeHUI WM TIepeHeCeHHOe IICUXMUeCKoe 3abojieBaHMe, TaKoe Kak
nenpeccus, mImM30peHUs WM OUIIOJIAPHOEe pacCcTpoMcTBO (HO OOBLEeKTH,
noJjiyuaire aHTUOENPeCCaHTHYKR Tepalui, MOTYT OBTH BKJIIOUEHH, eCJu
IPUHYMAKRT CcTabuJIbHYID OO3Y B TeueHMe II0 MeHbllel Mepe 8 HemeJlb IO

BKJIIOUEHUS) ; MCTOPpMA CyrMIMIOaJIEHEX MBEICJIEV WMJIM IIOBEeIIeHNA, B TOM
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upcJle NOpelHnyilee HaMepeHMe IeMCTBOBATL I[10 CYMUMOAJLHBEIM MKOeIM C
KOHKPE THEM [IJIaHOM (TIOJIOXU T eJIb HEIM OTBET Ha BOIIPOC 5 1o
KOJYMOUMCKOM mKaJie OlleHKM Cepbe3HOCTU CYMUIMIOaJbHHX HaMepeHum [C-
SSRS1), He3aBUCHUMO oT YPOBHHA aMOMBaAJIEHTHOCTHA BO BpeMA
CYMUIMOAJbHEX MEBICJIEN, TpelmecTByllMe IMIOOTOTOBUTEJILHEE IelCcTBUA
WY  TIOBeIeHMe WM [Opensaymas (daKTuyueckKasd, npepBaHHad WU
COpBaHHAasdA I[OIETKa Ccyuluuia,; OOBEKT IMoJiydalJl Jioboe U3 CJelyRlnux
CONYTCTBYKIMX JIeKapCTBEHHEIX CpelNCcTB B TeueHue 14 1QOHeM IO
CKPMHMHI'a WM MCXOIHOTO  YPOBHSA: TeTpabeHasuH, HeMpPOJIeITUKNA
(repopaJibHBEIE WJIM HOEIO, TUIIMUHBEE WM aTUIIMUHBEE, -OEI0 B TeueHue 3
MecdleB IIOCJie CKPMHMHTAa), IyaHbalMH WM KIOHMIMH (B TedeHue 7/
OHEM TIIoCcJle CKPMHMHIa MM MCXOOHOTO YPOBHA), ©OeH30IMa3ellMHH,
TakKMe KakK KJIOHaszellaM, TonMpaMarT, MeTOKJIONpaMI, VHITMOUTOPEL
MOHOaMMHOKCHIA3E (MAOTI), aT OHUCTEL JIEBOIOOTIIEL VI ooramMmHa,
pe3epnuH (B TedeHue 21 @OHA CKPMHMHITA WIM Hadajla MCCJIeOOoBaHMUA),
BOTYJIMHUUECKUN TOKCUH (B TeueHMe 3 MeCsAlleB II0CJe CKPMHMHITA WU
HavaJla MCCcJIemoBaHMs); o0OBeKT T[oaBepraeTcsa JIeueHMIo C TJIyOoKoOM
CTUMYJISLIMENM MO3Ta IJIS KOHTPOJIS TUMKOB; MHTEJJIEKT WM YMCTBEHHBE
CIIOCOOHOCTHM HMXe CcpeldHero YPOBHSA, IO MHEHMI MCCJIeOoBaTelIid;
oporpeccupyillee MIM OeTeHepaTHMBHOE HEeBPOJOITMUECKOe PacCTPOMCTRBO
WIM CTPYKTYPHOE PacCTPOMCTBO TOJIOBHOTO MO3Ta; OOBLEeKT, I[I0JIydalommi
BoJee OOHOTO areHTa oJis JeueHms KaXIooTo COMIyTCTBYKIET O
[IOBEIEHUYEeCKOT'O CUMIITOMa; OO0OBeKTy TpebyeTcs JiedueHue IpelapaTaMy,
KOTOPHE, Kak WM3BECTHO, IOpoaJieBailT MHTepBaJ QT (HO LMTaJIoNpaM u
CUMTAaJIoONpaMm paspemeHH npu BBeIOeHUN B COOTBETCTBUU c
YTBEePXISHHOM MapKUPOBKOM) ; 3HaueHUe QTcFEF> 440 MC Ha
DJIeKTpoKapInoTrpaMMe C 12 oTBemeHusaMu (3KI'); wm3BeCTHasa aJllepIusd
Ha Jiobo¥ M3 KOMIIOHEHTOB MCCIeIyeMOoT'O JIeKapCTBEHHOTO CpPpenOcTBa;
ydyacTMe B IOpoBHOM MCCJIeOOoBaHMM IIpelapaTa  WIM YCTPOMCTBa B
TeueHue 30 @OHenl (i 5 1[nepuoloB TIOJYXM3HM JIEKAPCTBEHHOTO
CpencTra) CKPUHMHTAE, B 3aBUCUMOCTHA oT TOTO, uTo DoJiee
IPOOOJIXKUTEJNEHO,; OepeMeHHOCTHb WM KOPMIIEHMEe TIpPyIbl; WCIIOJb30BaHMUE
HEe3aKOHHHX IIpelapaToB; WM MWCTOPMA 3JIOYHOTPelJIeHMS aJIKOTOJIEM WM
HapKOTMKaMKY 3a [IpelsOylre 12 Mecsdlek, KaK BTO ollpenejieHO B DSM-
v, VI ecmn He MOTYT BO3IOEPXMBATHCSA oT 3JI0yTIOTPeOJIeHN A

IICMXOaKTVIBHEIMIM BelleCTBaMM B TedeHNVe BCeI'O MCCJIeIJOBaHMA.
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OBBEKTEHL, 3aBepIMBIILE MCcJeloBaHNne, MoJIy4daJiu JieueHme
uccJenyeMeM JIeKapCTBeHHHM CPeICTBOM B OOmMel CJOXHOCTM 8 HeIeJlb U
NpOBOIMIIM HabOJIeHMe 3a ©0e30laCHOCTh UYepe3s 4 HeleJlr I[ocJIe
JeueHrsa. Ha OpoTaXeHMM BCeIr'O MCCIeIOBaHMSa, HEe3aBUCHMHM SKCIepT
OLIEHWJI THAXECTh THKOB IO MeJIbCckoM TJIOBaJIbHOM WmKaJle TAXeCTM THUKOB
(YGTSS) ™M BIIMAHMEe Ha THMKM IO mKaJe TS-KiuMHuMueckoro IJyobajlbHOTO
BrevaTjieHusa (TS-CGI). HeszaBMCUMEIM D2KCIepT He ©OyOeT 3HaATb O
KJIVMH/AYECKOM TIIOMOmM OOBEeKTY, BKJOUAS JeKapCTBEHHEE CpeldcTBa WK
coofmeHnsa O HeOJIaT'OIPUATHEX CcOoOHTHAX (AE).

CxeMa »O3MpoOBaHMA. lccielyeMoe JIeKapCTBeHHOEe CPencTBO OBUIO
OOCTYIIHO B IATHM @poszsax: 6, 9, 12, 15 m 18 Mr, kaxmasd M3 KOTOPHX
Opla MOEHTHMYHa IO pa3Mepy, oGopMe u uBeTy (Oesem) . OOBekTaM,
KOTOpPHEe OBJIM KBaJIUOMUMPOBAHE OJIS MCCJeloBaHMA, OBJIO Ha3HadYeHO
JleueHMe neyTeTpa®eHasMHOM, WM IOPOBOOMIIM TUTPOBaHME B TedeHue 6
HemeJib OO YPOBHSA IO3H MCCIeOyeMOoTO IIperapaTa, KOTOPHM aldeKBaTHO
IIOIaBJIAJ THKM M XOPOMO IIepeHOCWJICA (TO eCcThb, OINTHMMaJIbHad »Hos3a) .
3aTeM OOBEKTH I[IOOOepXUBaJM DTOT YPOBEHL O3B B TeueHMe BCeTO
nepuona JedeHusa. OO0bekTaM, I[DoJiydaBmMM Tepamnmio CBIT (KOMILJIEKCHOE
[IOBeIeHUeCKOoe BMellaTeJIbCTBO IJIS TUMKOB), Ppa3pemaljioCck ydaCTBOBaThH,
ecyM Tepalud ObJla CTadMILHOM/Ipomojrkaljlachk B TeueHMe KakK MUHUMYM
4 HepnmeJlb OO CKPMHMHTa M, KakK OXuzaeTcs, OyIeT cTab®uJIbHOM Ha
IPO T SXeHUNU BCETO VCCJIedOBaHNA . Vccaenyemoe JleKapCTBEeHHOE
CpelICTBO OO3MpOBaJM CcJenyiomyuM obpas3oM. Bce IOO3H JeUueHUS BBOIUIU
BO BpeMA enH. ExemHeBHYK HO3y 6 MI' Ha3HaudaJM OIVMH pa3 B IeHb
YTPOM, a eXeIHEeBHHEe IO3H 12 MI' M BHIIEe BBOIOWJIM OBa pa3a B OeHbL B
paslelJIeHHBEX OO3ax, IIPMMEPHO C MHTepBaJioM 10 YacoB B TeueHME OHSA.
HauvajnkrHasg »Jo3a cocTaBJaajla 6 M- geyTeTpabeHasmHa B 2 AM. Jlosy
MCCIIelyeMOTO JIeKapCTBEHHOTO CpeIOcTBa HeoO043aTeJIbHO pelyJMpOoBaJM
exeHeleJILHO C maroM 6 MI'/CYyTKM B TeueHMe IIepuola TUTPOBaHMUA IJId
ompeleJleHMa  YPOBHS  IO3H, KOTOPHM IIOIaBJLAJ TUKM M  XOPOIO
[IEPEHOCUJICH . Io3El yMeHBIIaJIMChH c maroM 6 MIU'/cyT. B sTOM
MCCJIeIOBaHMM MaKCHMMaJibHasg oOfOmasd CyTodHas Io3a neyTrTeTpabeHas3MHa B
BM3UT HeIeJM 5 MM TIO3Xe CcOoCcTaBJdAjla 36 Mr (18 MI' OBa pas3a B IeHb
[BID]) .

CKPUHUHT /VCXOOHEM BU3UT. Ilocjie IIOJIyUeHMS MHOOPMUMPOBAHHOTO

COI‘JTaCT/IF[/HMCbMeHHOI‘O COoIJlaCrMAa Y4YaCTHHMIKM, KOTOPEE COOTBEeTCTBOBAJIMA
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KpuUuTepuaM oTbopa, WMeJIM BCECTOPOHHKK OIeHKY, BKJUaAsg QU3NUECKOEe
VM HeBpOJIOTMUeCKOoe obcjemoBaHMe. 3aTeM oO0BbekTaM OwvUJla OpoBeleHa
OlleHKa WMCXOIOHOTO YPOBHA TSXKECTM THKOB (IIpoBeldeHHaAd He3aBUCHUMEM
SKCIEepTOM) UM COINYyTCTBymMUX OoJjie3HeM. Ilocjie 2TOM OlleHKM OOBLEeKTH,
nponoJrkapimme OTBeYaThb KpUTepmUaM oTdopa, OBLIIN oBecCIrieUueHH
neyrerpabeHas3MHOM, ¥ MM OBJIO JaHO YyKasz3aHMe HaudaThb JIeueHMEe B IEHb
1, Ha cJjenoyomuM IOeHb IIOCJe MCXOOHOTO BM3UTA.

llepuon THUTPOBaHUA (6 HemeJib). OOBEKTH M MX POOUTEJIL/OMNeKYH
exeHeneJIbHO O0f0WalMChk C KIMHUUECKMM MCCJeNOoBaTeJIbCKUM I[IepCOHAaJIOM
Jmbto no TenedpoHy, JMOO INOCPEeICTBOM BUBMTOB B KJIMHMKY, IO MMeCTOu
HeneJu nepuozna TUTPOBAHUS, UTOOE OLLEHUTH 0e30IIaCHOCTb u
YCTAaHOBUTE O3y IHOeyTeTpabeHasuHa, KoTopad alekKBaTHO IIomaBJidja
TUKM M XOPOWO IepeHocuJlack. OLeHKM ©0e30I0acHOCTU IIpU TUTPOBaHUU
BKJIOU AJIN OLIeHKY XM3HEHHO BaXHBIX NIPU3HaAKOB, OTCJIeXMBaHME
HeBJIaTONPUATHEX COOHTUM M MKaJIH OLEeHKM IelpeCCUM U CYyUIMOAJIbHBX
ugerm ¥ noBemeHusa. O3HAKOMMTEJIbHEE BM3UTH OBUIM 3allJJaHUMPOBAHH B
Hejeau 2 u 4 10CJie Hauajla Tepanluu, U TeJIeQOHHEE KOHTAKTH OBIU
3allJlaHMpPOBAHEL B Hejeu 1, 3, 5 m 6 T1[ocje HauaJla Tepanouu »OoJjsa
OLIEHKM IIOIaBJIEHUS TUKOB ¥ HeXeJlaTeJIbHHEX sABJleHuM. YGTSS m TS-CGI
OlLlIeHMBAaJIM He3aBUCHUMHEHE BKCIEepPTH. JccjlemoBaTeJb B KOHCYJIbTallMM C
O00LEeKTOM M poOuTesieM/OolNeKYHOM OIpenesiall, Korha ObBJI IJOCTUIHYT
aleKBaTHRMN YPOBEHD nonaBJIeHUSA THKaA . nosy ODeyTeTpabeHasuHa
YBeJIMUMBAaJM Ha eXeHeIeJIbHOM OCHOBe, IIOKa He OBJIO aleKBaTHOTO
nomaBJIeHMA  THUKOB, OOBEKT  MUCIHTHBAJ  OIpelelIeHHOe  IIPOTOKOJIOM
KKJIMHMUYECKM 3HaumMmoe» AR (omnpeneynsercs kak AE, KoOTopoe CBHA3aHO C
uccJenyeMeM JieKapCTBEHHBEIM CcpelcTBoM ¥ Jmdo (1) yMepeHHOM WK
TAXeJION  IIo VHTEHCUBHOCTU  WJIMU (2) COOTBETCTBYET KPpUTEPUAM
CepLEe3HOTO HeXeJlaTeJIbHOTO ABJIEHUSA [SAE] ), ANEZ! OocTUTanm
MaKCUMaJILHOY OONYCTHMOWM HO3H. XOTS KOPPEeKTUMPOBKM IO3HE MOIJIa OHTH
opoBeleHa ITO M BrJWOUasg TeJleQOHHEM 3BOHOK HejeJu 5, ecnmn
cTabuibHasg no3a OrJla OOCTUITHYTa OO DSTOTOo, TO OOBEeKT MOIPONOJIXal
IPMHMMATE 5Ty J03y B OCTaBIYRCS UYacThk I[Ieproda TUTPOBaAHMA W Ha
IIPOTAXEeHNMM BCETO TIOONEPXMBAKIETO OO3MPOBaHMA. Korma JocTuUram
ameKBaTHOTO I[IOOAaBJIEHMS THUKOEB, IOO3Y MCCIedyeMOT'O JIeKapCTBEeHHOTO
CpelCTBa -OOIOJIHUTEJIBHO He YyBeJIMYMBaJIM. Eciam oOOBEeKT MCIBETHBAJ

KKIJIMHUUECKM 3HaumMoe» AE, KOTOpOoOe OBUIO CBSA3aHO C MCCIenOyeMbM
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npernapaToM, TO MCCJIeIOBaTeJlb MCIOJB30BaJl CBOE  pPelleHue  OJA
oripelleJIeHMA HeOOXOIOMMOCTM  YMEHBIEHUMS HOO3H WM IIPUOCTAHOBKU.
KoppekTupoBKa OO3H HOJIKHa Obla OIPOM3BOOMTLCHA Ha OCHOBE BCeM
OOCTYIIHOM MHOOpMAllMM, BKJIOUASd OTUEeTH OO0OBLeKTa U POIOUTEeJIS/OIeKyHa
06 AE u 1oIaBJIeHMM THUKOB, KJIMHMUECKOM OlleHKM ©Oes30IaCHOCTU U
20PeKTUBHOCTM MCCJIeIoBaTeJid, W WHOOPpMALMK W3 OLEHOUHHX KaJl. B
KOHIIe IIepMomda TUTPOBaHMUA no3a oO0BeKTa OvbUla YCTaHOBJIEHA Ha IIepUOol
NonmepXaHns .

[lepuon nonnepxaHusda (2 Hepmean). OOBEKTH IIPONOJIKAJIM II0JIy4daThb
INOOOEePXUBaKIyD  OO3Y B TeueHMe CJIe OYIOMNX 2 Henelkb, XOTHA
OOIIYyCKaJIOCh CHUMXeHMre 1no3e mJjiga ARk. CyOBeKTE BO3BpallaJiich B
KJIVMHMKY Ha Heneje 8 @OJg TIOJHOM OlLleHKM, BKJoOUasd QUM3UUeCKoe U
HEBPOJIOTHUUECKOE oBciienoBaHue, u OLLEHKU 20beKTMBHOCTHA BCeX
OLIEeHOUHEIX  IIKaJl, BKJIOUA L YGTSS u TS-CGI, KOTOPEHE oLeHUBAaJ
He3aBUCKUMEI bBkchHepT. OOBeKTH IIpekpallalM OIPUMHMMATL MCClIeayeMoe
JIEKAPCTBEHHOE CPEenOCTBO BO BpeMsa BU3KTa Ha Henejsie 8.

[Iocrnenyromee HabmoneHue (4 Hepmesm). OOBEKTH BO3BpallaliMCh
Uepes HeIeJ IIocJe BuUaUTa Hemeam 8 1OJid OLeHKM 0Oe30lIaCHOCTU U
nonmaBJIeHUSA TUKOB . OB BEeKTH TakKxe HabJmogalnch IocpelcTBOM
TeJIeQOHHOTO KOHTakTa uepe3 4 HemeJM IIOCJe IIpueMa IIocjiedHeM OO3H
MCCJIeIyeMOoT O JIeKapCTBEeHHOTO cpelcTBa. OOBEKTH, KOTOPHE 3aBepln

nccijlegoBaHMe, IIOTeHIMaJIBHO MO TVJIN Y4acCcTBOBaThb B OJOJITTOCPOYHOM

UCCJelOoBaHUN 6es30IacHOCTH, ecyu Takoe MCcJeIoBaHMe BBLIO
[IPOBEOEeHO.
dapMakKOKMHE THKA . Bruyio  nOpoBemeHOo  PK-nommccijienoBaHMe — IJIA

oueHK PK 1nmeyTeTpabeHa3MHa M eT0 MeTaboJIMTOB YV  BKJIIOUEHHBIX
0BBEeKTOB B kKoJMUecTBe 1m0 9 mu3 21. 00wvekTH B PK-nommccienoBaHUU
[IOOBEePIJIMCE IIOCJIemoBaTeJIJbHOMY OTOOpY KpoBM Ha PK B TeueHue 6
YacoB IIocJie BM3UTa Ha Hemese 8. g o00BeKTOR, He YUaCTBYIIMUX B
PK-nomomcclenoBaHuM, oOIMH oOpasell PK OwJl IMOJIyUeH Ha 8-¥ HemeJle BO
BpeMsa 3abopa KPOBU IOJIS KJIMHMUECKUX JIa®OpaTOPHEX MCIBTaHUN.
Kpurepum oLeHKM 0Oe30IaCHOCTM. Be30NIaCHOCTE M IIEPEHOCHUMOCTDb
OLIeHMBAJIM Ha NOPOTIXKEeHWM BCeTO MUCCIeOOBaHusa OyTeM MOHUTOPUHTA
cIenyiomMx IapaMeTpoB: HexeJlaTeJIbHBEIX ABJieHuM (AR), KIMHUUECKUX
JadopaToOpHHEX TeCTOB, GUBUUIECKOTO oCMOTPa, KUB3HEHHO BaXHEIX

nokaszaTejiel, OSKI' ¢ 12 oTBeOeHUAMM, KOJIYMOMMCKOM IMKAaJE OLIeHKMU
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CepbesHOCTM CYyUIMIAJLHEX HaMepeHUM (C-SSRS), mKaJH JOelpeccuu
Eexa, Bropom Bepcum (BDI-II) wm OOCECCHMBHO-KOMIIYJBCHMBHAsS MKaja
Mensa-BpayHa (CY-BOCS).

Kpurepun 30DeKTUMBHOCTHA . Hiida OlLIEHKM 50bEeKTUBHOCTHA OBIN
JUCIOJIb30BaHE CJeOyllye I[okasaTelM: JMejbckad rJyiofajibHad mKajla
TaxecTM THMKOB (YGTSS), IIkajsia ofmenm Taxectu TukoB (TTS) YGTSS,
I'moBasibHasg mkaJjla TaxecTu (GSS) YGTSS, mkaja KIMHMUeCKOTO ofmero
BIIeUuaTJIeHUAa IIpM CcuHOpoMe TypeTTa (TS-CGI) ¥ mKaja ofmero
BIIeUaTJIEHUA NalMeHTa O IMHaMMKe COCTOAHMA IIpM CHHOpoMe TypeTTa
(TS-PGIC).

PesynbTaTH. VcxonHee pes3yJibTaTH [IOKa3eBawnT, uTo
ODeyTeTpabeHasuH 20OeKTUBEeH OIPpM JIeUeHUM  THUKOB, CBA3aHHEIX C
cuHnpoMoM TypeTTa. IloCTOSHHasA TeHIOeHUMSI YJydlleHMsa Habmonallack B
OIBUTaTeJILHOM, BOKAJILHOM, ofmell TAXKEeCTM TMKOB M B MeJbCKOM
ryobaJibHOM mKaJe ofmel TSXeCTM TUKOB OTHOCUTEJHBHO MCXOOHOTO
YPOBHA OO KOHIlA BOCBMOWM Henedau ¢ase JeueHUd. IOTO TIIPUBEJIO K
cpenHeMy wu3aMeHeHumio -10,4 enuHul, B oO0meV TSKEeCTHM THUKOB. Kpowme
TOTO, IpeKpalleHre JeueHUsa IIoCJie 8 HeleJb IIPUMBOOWUIIO K HeOOJILIIOMY
VCUIJIEHUID TUKOB. PesyJabTaTH OpMBeOeHE Hwke B Tabiauie 24; ND
YKasHBaeT Ha OTCYTCTBME MOaHHHX.

Tabauia 24

B nesnom (N=23)

Busur MTSS VTSS TTS YxyomeHne GSS

B * N 23 23 23 23 23
CpenHee 17,4 14,2 31,6 34,3 06,0
(SD) (3,95) (5,660) (7,92) (9,45) (15,99)
MenoMaHa 18 15 31 30 68
MuH 10, 24 0, 22 19, 46 20, 50 39, 96
Maxkc

Hem. 2 N 21 21 21 ND 21
CpenmHee 15,9 13,5 29,4 ND 59,4
(SD) (5,06) (5,064) (9,81) (19,45)
MeOMaHa 16 14 28 ND 57
MyH 0, 24 4, 22 4, 46 ND 4, 96
Maxkc

AB— N 21 21 21 ND 21
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Hem. 2 CpenHee -1,9 -1,0 -2,9 ND =-7,7
(SD) (2,67) (3,29) (5,37) (12,25)
MenvaHa O 0 0 ND 0
MuH -10, O -11, 4 -21, 4 ND -41, 12
Makc

Henm. 4 N 21 21 21 ND 21
CpenHee 14,2 12,1 26,3 ND 51,1
(SD) (6,30) (6,60) (11,91) (22,64)
MenmvaHa 14 12 277 ND 51
MuH 0, 25 0, 25 0, 50 ND 0, 100
Makc

AB- N 21 21 21 ND 21

Hen. 24 CpendHee -3,5 -2,5 -6,0 ND -16,0
(SD) (4,32) (4,55) (8,18) (18,84)
MenvaHa -—2 0 -3 ND -12
MuH -15, 2 -12, 4 -25, 4 ND -55, 4
Makc

Hen. 8 N 23 23 23 21 23
CpenHee 12,0 9,2 21,2 22,9 45,1
(SD) (5,35) (6,64) (10,95) (11,46) (21,71)
MemoraHa 11 9 23 20 47
Mun 0, 24 0, 24 0, 48 0-50 0, 98
Makc

AB- N 23 23 23 21 23

Henm. 28 CpenHee -5,3 -5,0 -10,4 -11,9 -20,8
(SD) (4,98) (4,41) (8,83) (9,28) (17,61)
MeIMaHa -4 -4 -10 -10 -16
MuH -15, © -14, 2 -25, 5 -30-0 -50, 15
Makc

Henm. 9 N 18 18 18 ND 18
CpenHee 13,9 11,7 25,6 ND 51,7
(SD) (4,94) (7,30) (11,006) (22,98)
MenmuaHa 14,5 10,5 26 ND 51
MuH 5, 25 0, 25 10, 50 ND 14, 100
Makc

AB- N 18 18 18 ND 18

Hem. 9 CpenHee -3,4 -2,9 -6,3 ND -14,7
(SD) (3,15) (3,80) (6,49) (15,50)
MenoMaHa -3 -2,5 -5 ND -10,5
MuH -11, 1 -11, 3 -22, 4 ND -45, 4
Makc

* B=MCXOIHHV YpPOBeHb; Hem.=Hemejnsda
Kpome TOTO, npenBapuUTeSibHEE pPe3yJibTaTE YKasEBanT Ha
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yIyUdlleHe HeKOTOPHX OPYTMX COOTBEeTCTBYIMMX IIokaszaTejel. B PGIC
HaOJonaJloCk CpelHee YyJydlleHMe Ha 1,8 TIIyHKTOB (mo 7-0aJuibHOM
mKaJjie  BHIIE, roe 1=MMHMMaJILHO YJIy4lleHO, 2=CWJIBHO  YJIYUYIIEHO,
3=04YeHb CWMJIBHO YJIYyUIleHO), TIpenrnoJjaras, 4YTO COCTOSHME I[allMeHTOB
OBBUHO YyJIydllaeTCHd IIOCJIe 8 HeIneJlb JieueHMHd (COCTOSHMEe IIPUMMEPHO 75%
CUJIBHO yIydlmaeTcsa  MIIU OUeHb CMJIBHO  yJIyudlaeTcsd) . B TS-CGI
HabJonaly CcpeldHee YJyUlleHMe OT MCXOIOHOTO ypoBHA oT 4,7 mo 3,7 Ha
8- HepmeJie (mo 7-0aJUIbHOM ImKaJle, I'Ie uYeM HMWXe, TeM Jyule).
HaxkoHel, npoduiib HexXeJlaTeJIb HEX ABJIEHUN, Kak npaBuiio,
COOTBETCTBOBAJI MNPEedHOYyIIMM MCCJIeOOBaHMAM.

OxumaeTCcsa, UYTO HOeyTeTpab®eHaswuH, IpyTMe IeVTepul-3aMelleHHEBEe
TeTpabeHas3MHE U BaJiDeHasuMH OynoyT 5S0OeKTUBHEL [IPpM JIEUEHUM CHHIPpOMA
TypeTTa ¥ IPYI'MX PacCTPOMCTB M CUMIITOMOB MOBWXEHMS, TakuUxX Kak
TUKM, CTEepeoTUNNMsa, akKaTu3usd, IUCKUHEe3US ¥ CUHIPOM OeCIIOKOMHEIX
HOT, M CXeMH [JO3MpOBaHMA ¥ MeTOHOE OIMCaHHEE B  HacCTOAlleM
OOKYMEHTe, I[IPMHECYT alMeHTaM 3HauUUTeJIbHYK II0JIb3Y.

12-HeneJsibHOE PaHIOIOMM3MPOBAHHOE dase 2/3 nccJenoepaHmue
0e30rnacHoOCTM U 30PeKTUBHOCTHU Yy HalumeHTax ¢ TS

et . OCcHOBHa#4d LeJb B3TOTO MCCJIegOBaHUA - OLI€HUTH
20PeKTUMBHOCTD oeyrTeTpadbeHa3rHa oJisa CHMXEHU S MO TOPHEIX u
boHMUEeCKUX TUKOB, CBSA3aHHHX ¢ TS; BTOPUUHOM  LeJIbI  BTOTO
MCCJIeIOBaHUA ABJIAEeTCSH OlLleHKa fe30IacHOCT U [IEePEeHOCUMOCTHU
TUTPOBAHMSA ¥ INOIIOEepPXMBAKIEN Tepaluu OeyTeTpadeHas3MHOM.

[laH uMccJedoBaHMdg. 2To dasa 2/3, paHIOMUSUPOBaAHHOE IBOMHOE
cJjiernoe manedo—-KOHTPOJIMPYEMOE napaJjuieJibHoe TPYIIIOBOE
VUCccleloBaHe, B KOTOPOM IallMeHTH C TMKaMM, CBA3aHHEMM C TS,
OyoyT IpUITJIAllE HEL K y4acTH . MccrinenoBaHue OyoyT BKJIOUATH
NalMeHTOB—MYXUMH M KEeHIWH B BO3pacTe oT 0 oo 16 JeT
(BRJIIOUMTEJILHO) C TMKOM, CBSA3aHHHM C CHHOIpoMoM TypetrTa (TS).
[MaumeHTH OyIyT PaHOIOMU3UPOBAHE M CTPaATUOMIIMPOBAHH I[10O BO3PacTy Ha
Tale MOMeHTa HadaJla MccJeloBaHuMiag [oT 6 mo 11 Jjer, oT 12 mo 16
JeT]). Josa uMcCcJIenyeMoTro JeKapCTBEHHOT'O CpeIcTBa IJA KaXIoI'o
nauveHTa OyIoeT TUTPOBATLCHA IO OITHMMAJILHOTO YPOBHA C IIocjenyimen
nomgnepXrBapmel TepalMeld STOM »Oo30M. OO0mui [epuond JedeHusa Oymer
NIpOoOoJIXKaTkCA 12 HeleJb. Illepyol TUTPOBaAHMSA COCTaBUT / Helelb, a

Inepmnon IIogoepXaHnAa - 5 Heloellb, 34a KOTOPEM cJjienyeT Inepnrnon
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BHIMEIBAHVA 1 HeneJsd.

Kpurepun BKIIUeHUS [IaUVMEeHTOB. Il[lallMeHTH MOTYT OBTE BKJIOUEHE
B MUCCJIeIOBaHME, eCJM OHM OTBeYawnT BCeM CJely VM KPpUTepUAM:
BO3pPAacT or 6 mo 16 JeT, BKJIOUMTEJILHO, Ha MOMEHT Hadaja
MCCJIeOOBRaHMsA; Macca [0 MeHvmey Mepe 44 dyHTa (20 KI') Ha MOMEHT
HauaJjia MCCJIenOBaHuAa; oTBeUaeT OMaTHOCTUYECKUM KPUTEePUAM
OVaTHOCTUKU " CTaTUCTUUECKOTO PYKOBOLICTBA 1o [ICUXNYECKUM
paccTpoMcTBaM, naToe mM3OaHue (DSM-V) oga TS u, o MHEHUI
nuccJenoraTens, nauyeHTa M  OIeKyHa/B3pPOoCJoTo, aKTUBHEE  THUKU
maluMeHTa BBEBHBAKT HapylleHVe WM yxyOueHue; TTS 20 wamM BhIIe IIO
YGTSS mpM CKPMHMHITEe M Ha MOMEHT Haudajla MCCJeOOBaHMA; CIOCOOHOCTB
TJIOTaThk MCCJenyeMoe JIeKapCTBeHHOE CPenNCcTBO LeJIMKOM; IalueHT U
OTIEKYH/B3POCJIE TOTOBH NIPUIEPXKMBATLCSI CXEMH JIeUeHUS ¥ COoOJIomaTh
BCe IpOolLenyph MCCIeOOBaHMA; Xopollee oflee COCTOAHME 3IOOPOBbLA, O
UyeM  CBUIOETEJIbCTBYET MeOMUMHCKad ¥ IIcUXMaTpudeckKas ncTopmAa
BoJie3HH, " dusuueckoe n HEBPOJIOTUUECKOE obciienoBaHuE ;
CIIOCOOHOCTL IIOHMMATHL XapakKTep MCCJeOOoBaHMA M €TI0 NPpOoLUenyph U,
Kak OXuOoaeTcd, 3aBepllMThb MCCJeloBaHMe, KaK 3allJlaHMpOBaHO  (IIO
MHEeHMI  MCCJIeloBaTelNd) ; IMCBMEHHOEe  MHOOPMMPOBAHHOE corJjiacue;

XeHMMHH/HeBVMKM C TeTOPOIOHEIM IIOTeHIMaJIOM (He CTepnJIbHEIE

XUpYypIrMuecku (= 3 Mecdlla) — Uepes IMIepeBA3KYy Tpy0d, IUCTEep3KTOMHUID,
COQOPBKTOMUI MM BPOXIEHHYK CTEPWUJILHOCTL), UYbM I[IapTHEPB-MYyXUMHE
C IeTOPpOIHBEM IIOTEeHIMAJIOM IOJDKHHE MCIIOJIB30BATh KOHTpPALENUMI Ha
OPOTSKeHUM BCel'o McceJlefoBaHuMa M B Tedenume 30 »OHeM TIoce
npeKpameHmusa npreMa VUCCJIeOYyEeMOTO JIEKapCTBEHHOTO cpelcTea
(MpueMIIeMBEIMM MeTOoOaMM  KOHTpalleNUUM  ABJILRTCH  Te, Y  KOTOPHX
CTelleH: HaIeXHOCTM COCTaBJISeT MeHee UeM 1% B Ton, Hanpumep, 1UD,
nepopalibHuM, VIMILJIaHTUPOBaHHEIM, TpaHCOepMaJlbHEM WM
MHBEUMPOBAHHEM  TOPMOHAJILHEI  KOHTpPAaLelTUB, DapbepHHL MeTono C
CIIEPMULIMIOM M Ba33KTOMUS IapTHepa.

Kpurepun MUCKJIOUEeHUS. [lalMeHTH He OyOyT BKJKOUEHH B 3TO
nccJenoBaHme, ecmn OHU OTBEeYUanT KakoMy—JInbo n3 CJIeOyIMmnX
KpUTepueB: HeBPOJOTMUeCKOoe pacCTpOMCTBO, OTJMUYHOe OoT TS, KOTopoe
MOXeT MaCKMpPOBaTh OILIeHKY TMKOB; IIpeobilajanilee HapylleHMe IBWKEHUS

IIalllieHTa - CTepeOTUIINA (CKOOpHMHMpOBaHHHe IOIBIVIXeHMA, KOTOPEE
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IIOBTOPATCA TIOCTOAHHO M MIEHTMYHO), CBfA3aHHasd C 3adojieBaHueM
ayTUUECKOTO CIIeKTpa; IO TBEePXIeHHBIM OMaTHO3 BUTIOJIAPHOT O
paccTpoMcTBa, m30dbpeHUn VI OPpYyToro TIICUXOTUUECKOTO
paccTpoMCcTBa; KIMHMUECKM 3HauMMasd OelpeccHus IIpU CKPUMHMHITE WM Ha
MOMEHT Hauaja MCcCcJIeIOBaHUA (HO maliueHTH, IpUHVIMAIM e
aHTUIEeNpPeCCaHTH, MOTYT OBTbL BKJIOUEHH, eCJIM OHM Ha CTabujIbHOMU
0o3e B TeueHMe IO MeHbIeM Mepe 6 HemeJjb OO CKPMHMHTA (CM. CIMCOK
HIKe IIJIS 3alpelleHHHX aHTUIeIpeCcCaHTOB), MCTOPUA CYyUUUIAJILHOTO
HaMepeHMs WM CBA3aHHOTO C HMM I[IOBeleHMd B TedeHMe 2 JIeT IO
CKPMHMHTA : npensnylee HaMepeHUre neliCTBOBATH COTJIaCHO
CyMUMIaJIbHEIM MOesSM C KOHKPEeTHHM ILJIaHOM, He3aBUMCHMMO OT YPOBHA
aMBMBAaJIEHTHOCTM, BO BPEeMsa CYMUMOAJLHOTO MHBIJIEHMS; IIpeduecTBYIUEe
IIOOTOTOBUTEJILHEE CyMUMIAJILHEE »OeMCTBMSA WM I[IOBeleHUe; UCTOpUSd
IpenmecTBylme GaKTUUeCKOV, MIPEepPBaHHOM WJIM COPBAHHOM IIOMIHTKU
cyuumua; POINCTBEHHMK I[IepBOM CTelleHM, KOTOPBEM COBEepmWUII CyMLUI,
KJIMHUYECKM 3Hauumoe OKP Ha 5Tale BKIOYEHMS, KOTOpOe, IIO0 MHEHU
uccJiedoBaTeNA, ABJSAeTCsS OCHOBHOM HNPMUMHOM yXyIMEeHUS; HDalueHT
nojgyuajl CBIT muag TS wmiam CBT misa OKP B TeueHuMe 4 HeIellb
CKPMHMHTA; [alMeHT [oJyual Joboe M3 CJIelyMMUX COIIYyTCTBYIOMUX
JIEKAPCTBEHHEIX CPeNCTB MOJIS TUKOB B YKAaBaHHHX MWCKJIOUAKIMX OKHAaX
CKPMHMHTA :

B TeueHme 3 MecCdleB: HEVWPOJIENITUKM Iero, OOTyJIMHWUYECKUN
TOKCUH MJIM TeTpabeHa3WH;

B TeueHue 21 OHA: pe3eplMH;

B TeueHMe 14 IHen : VMHTVOVTOPH MOHOAMUHOKCHUIA 3H,
HeMpOJIENITUKY ([IepopaljibHEE) , TUIWUYHHE W aTUIIMUHEE HeWPOJIEITUKHA,
MeTOKJIOIpaMmy, JieBoIolla ¥ HOOIaMVMHOBEE AaTOHMCTH  (IpMMedaHMe:
UCIIOJIL30BaHME GeH30IMAa3ENINHOB IoIlyckaeTcHd, ecJm IepBUYHOE

VCIIOJIE30BaHMe IIpelHa3HAaUeHO He JIS TUKOB, M IO3MPOBKa CcTabuJIbHa
B TeueHMe II0 MeHbIeM Mepe 4 HeleJlb IO CKPMHMHTA, MCIOJb30BaHUe
TonmmMpaMaTra (mo 200 MIP/cCcyT) IOOOyCKaeTCs, eCiM IO3UMPOBKa CTadmibHa
B TeueHMe IIO MeHbllel Mepe 4 HeIeJlb IO CKPMHMHIA, a MCIOJb30BaHUe
I'yaHpallMHa WM KJOHMIVHA -OOIIYCKaeTCs, €CJIM OO3UMPOBKa cTabuJIbHa B
TeueHMe IO MeHblleM Mepe 4 HeIeJlb OO CKPMHMHTA) ;

JeueHMe C MHTEHCHMBHOM CTHUMYJISLMeM TOJIOBHOTO MO3Ta, WK

TPaHCMaI'HMTHa#4d CTVUMYJIALINMA mJin TPaHCKpPpaHMaJIEHaAa CTUMYJIALMA
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[IOCTOSAHHHEM TOKOM IJIA YMEHBIIeHMSa THUKOB B TeueHMe 4 HeJeJlb II0oCJIe
OCMOTpa; HecTabuJbHad WM Cepbe3HOe MeIMIMHCKOe 3abojieBaHMe IIPpU
CKPpMHMHIE WJIM Ha MOMEHT Hauajla MCCJEeNOBaHMAg; IIallMeHTy Tpelyercd
JieueHme JIeKapCTBEeHHEMU cpencreamy, KOTOPEHE, Kak MU3BECTHO,
IIPOJIOHTUPYIT MHTepBaJ QT (COMCOK HMXe); 3HaueHMe MHTepBalla QTcEF>
440 Mc Ha O3KI' ¢ 12 oTBemeHMAMM [IPUM CKPMHMHIEe; (KakK YyKasz3aHO C
nomomeio AST mam ALT> 2,5 X BepxXHUNM IOpelejl HOPMaJlbHOT'O IMalla3OoHa
(ULN) npu CckpuMHMHTe uau ALP wmim obmum OunnpyomH (Tbil)> 2 x ULN
IpM CKPMHMHI'E, XOTS IIallMEHTH C CHHOpOMOM I'wjbepTa M IIalMEHTH C
OTKJIOHEeHUAMM Ha 2 win ©0ojee 1o ACT, ALT, ALP m Tbil wmoryT
y4acTBOBAaTE, ecim OHU OODOOPEeHE  MeOUIMHCKMM  OO0CJIeDOBaHMEM;
CBUIETEJIECTBO KJIMHWYECKA 3HAUMMOM  IIOUYeUHOM  HeIOCTaTOYHOCTH,
BHIABJIEHHOM  KpeaTMHOM CHBOpoTkKM> 1,5 x ULN 1@OpuM CKPUHMHTE,
M3BEeCTHasAa ajylepru4a Ha Jodon ns3 KOMIIOHEHTOB MCCIIenyeMOoI'O
JIeKapCTBEHHOT'O IponoyKTa, naumveHT NIpYHVMAaJ yyacTue B
MccyelgoBaHMy, IIOCBAMEHHOM MCCJeIOBaHMIO JIeKaPCTBEHHEX CPenCcTB WM
YCTPOMCTE, n noJiydaJi nuccyenyeMoe JleKapCTBeHHOe
CpeICTBO/BMelaTeJILCTBO B TeueHre 30 OHeM wIM 5 HOepuomoB
IOJNIYXM3HM JIEKaApCTBEHHOT'O CpenNCcTBa OT MOMEHT Hauajla MCCJIeIOBaHMA
B 3aBUCHMMOCTM OT TOT'O, UYUTO [OOJiblle; OepeMeHHOCTbL WM KOpMJIeHMe
TPpYyOBIO; 3JIOYHNOTpelJiIeHMe aJIKkoT'oJIeM B aHaMHese WM IIPpU3HAaHHOE
3JIOYIIOTPpeOJIeHMe  aJIKOTOJIEM WM  3JIOYyHOTpeblieHMe - IICUXOaKTUBHEMU
BelleCTBaMM B TeUeHMe IIpelboymrx 12 Mecsdleb, KaK OoOIpelelJIeHO B
DSM-V; [IOJIOXMU T eJIb HEI pesyJeTaT aHaJiM3a MOUU Ha HaJuuue
3allpelleHHEX [IpelapaToB WM OTCYTCTBME BO3MOXHOCTU BO3OEPXUBATHCS
OT 3BJIOYNOTpeOJIeHMA IICUXOaKTHMBHEMM BelleCTBaMM Ha [IPOTSXEeHUN BCeTO
MCCIenoBaHMa; ¥ OuardHos DSM-V Ha ocHoBe MINI Kid Inventory
MomyJien, BHITIOJIH A &€MBIX npu CKPMHMHTE, KOTOPHE, 1o MHEHUIO

mcciliegopaTeJid, OeJlaloT IIalllMeHTa HEeIIPMI'OOHEIM IJIA MCCJIeOOBaHMA.

3anpemeHHHE npernapaTh BKJIOUAT : A3UTPOMUIIVH,
XJIOPOXUH/MePJIOXUH, KJIAPUTPOMUIIVH, OOMIIEPUIIOH, OpOoIIepnIodl,
SPUTPOMULIVH, MOKCHUPJIOKCALIUH, ceBoQIIypaH, npoByKoJ,

crapdigorcaumH, XJIOpIIpOMa3smH, apuIiMIIpasoJI, r'aJIiornepmnnoJi, asallliHa
MaJleaT, JIOKCallH, KJIO3allMH, MOJIMHIOOH, MJIOIIEPMIOOH, nepbeHasuH,
JIypaClmMooH, IIrmMo3snno, OJIaH3alllH, IIPpOXJIOpPIiepasviH,

OﬂaHSaHMH/®HYOKCGTMH, THopMaoasmMH IIaJIMmriepmMioH, THMOTUKCEH,
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KBeTHalluH, TpUdIIyorepasmnuH, PUCIIEPUIOH, npoMeTa3rMHCOoOepXalme
COeIVHEHMS, 3UIPpa3UOOH UM THUAIPUL.

Kpurepnn 50PeKTUBHOCTH. [lepBUUYHOM KOHEeUHOU TOUKOM
MccyjengoBaHMda OyIeT M3MeHeHMe II0 IIKaJle OlleHKM ofbmmx THukoB (TTS)
Menbckol mMKaJibl OLleHKM ofmel TaOKeCTM TUKOB (YGTSS) OT MCXOIHOTO

YPOBHA IO 12-%1 HemeJiM C LeJbo YMEHBIIEeHMA KOJIMYeCTBa MOTOPHEX U

boHMUEeCKMX/BOKaJIbHEX TUKOB . BTopruHEIMM KOHEUHHBIMI TOUKaMU
30PEeKTUMBHOCTHA OyoyT M3MEHEeHUS 10 mKaJje OLLeHKU oBmero
KJIIMHNUUECKOTO BIIeUaTJIEHUSL CHUHIOpOMAa TypeTrTa (TS-CGI), oBmero

BIleUaTJIeHMHd IalMeHTa C CcuHOpoMoM TypeTTta o TaxecTtu (TS-PGIS) wm
IO HOOIOJIHUTEJILHOM IMKaJle OlleHKM KauecTBa XMB3HUM IIpM CHHIOIpoMe Xujsd
me Ja Typerra (GTS - QOL) ©@u3MUeCKUX/aKTUBHOCTEM eXeIHeBHOM
xm3HM (ADL), BCe OT MCXOOHOTO YPOBHS IO 12-¥ HeOeJu.

Kpurepumn OLIeHKU 0e30IIaCHOCTH. KoHeuHbMM TOUKaMU
BezonacHocTM OyOyT: UYacToTa HeXeJlaTeJIbHHX SABJIeHUM; HabJiooaeMele
3HaAUEHUSI ¥ M3MEeHeHMSA OTHOCUTEJIBHO MCXOOHOTO YPOBHSA II0 XWM3HEHHO
BaXHBIM IIpM3HaKaM; HabJmomaeMble 3HauUeHUA U M3MeHeHMSA OTHOCUTEJIBHO
MCXOOHOTO YPOBHSA IIO OIPOCHUKY 2 COCTOSHUA IelpecCUM OeTel MKaJb
oueHku (CDI-2, BepcCUMM pPOIMUTEJIEM ¥ CaMOOTUEeTH); HabJodaeMee
3HAUEeHMI B KOJYMOMMCKOM mKaJle OlLleHKM Cepbe3HOCTU CYMUMIOAJbHBX
HaMepeHUM cpenu neten (C-SSRS); HabiwomaeMmble 3HaueHMS IIapaMeTpOB
RJeKTpokKapInoTrpaMMe (SKI') ¥ COBUI'M OTHOCUTEJIBHO CKPMHMHIA IOJIA
KJIMHUYECKU 3HAUMMEIX aHOMaJIb HEIX pPesyJbTaTOR; u HaOJogaeMuee
3HAUEHMSI W M3MEHEeHMS OTHOCHUTEJIBHO CKPMHMHIa B  KJIMHUUECKUX
JJaBopaTOpPHHEX HapaMeTpax (IeMaToJIOTMS, XVMMUA M aHaJu3 MOuM) .

llepuon TUTpoBaHMA (7 HelelJb) . [lallMeHTH, KOTOPHEe OYOYT MMETH
IpaBO Ha ydYacTMe B MCCIeloBaHMM, OyIOyT PaHIOMM3VMPOBAHH Ha BU3UTE
BKJIIOUEHU A (l1-m pgeHn), ¥ B TOT Beuep (T. e. TI[ocJe BU3KUTA,
IpenyCcMOTPEHHOTO VCCJeIOBaHVEM) noJjyuyar c umen 6 MT
MaCKMPOBAHHOT'O MCCJelyeMOI'0 JIEKapCTBEeHHOT'O CpelCTBa.

Ooza wmccienyeMor'o JIEKAPCTBEHHOIT'O CpelcTBa OyleT yBeJlMdeHa
OO Tex TIop, IokKa 1) He OyImeT ONTMMAJIBHOTO COKpalleHMS TUKOB, Kak
olpeneJieHO  MCCcJlemoBaTeJieM, 1o COoTJIaCOBaHMK C  IallMeHTOM U
OTeKYHOM/B3POCJHM; 2) I03a HellepeHOCHUMA.

[lepmuon  noOmepXaHUAd. B KOHIIe TIIeprolda THUTPOBaHMA  JO3a

nauveHTa OyIeT yCTaHOBJIEHa Ha nepuon nonnepXxaHuda. IllallMeHTEH OynoyT
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NIPOOOJIKATE IIOJIydaThb CBOK IMNOIIEPXMBAKIYKR OO3Y B TeUeHMEe CJeNyRIMX
5 HeeJlb, XOTHA HOOIIYCKaeTCsa CHWXKEeHMEe HOO3H IIPM HeXeJlaTeJlbHBIX
ABJIeHMAX . [lallMeHTH BO3BpamalTCsa B KIMHMKY Ha 9 m 12 Henmegax noJs
OLleHKM 0Oe30IacHoOCTM MU »d0bexkTUBHOCTM. Ha 12-11 HemeJjle IDalMEeHTH
IpOMOyT [IOJIHOE oBciiemoBaHue, BKJIOUasd MepPH  0e30lIaCHOCTUM WU
30PEeKTUMBHOCTHA .

[lepron BHMHBaHMA. BCe HNalMEHTH IIPeKpaTaAT IIPUEM MCCIIENYeMOT'O
JIEKApCTBEHHOT'O CpencTBa B BUM3UT Ha HeOejle 12 M BepHyTCcAa udepes 1
HeOeJllo IOJIS OlleHKM 0e30INacHOCTM UM YMeHbIeHMS THMKOB (HemeJssg 13).

CxeMa OO3UPOBaHNUA . Kak 0BCYyXIaJIoCh BHIIE, UCCIenyeMoe
JIeKapCTBEeHHOE CpenNcTBO OynoyT BBOIMUTH B BUIE IIepopalJibHEIX TabJIeToK
C HayvaJIbHOM HO30M 6 MI' OOMH pa3 B CYTKM UM TUTPOBaThb. TabjleTKu
neyTeTpabeHasuHa OyIOyT HOOCTYIHH B CJeOyllMx »IO3MpOoBkKax: 6, 9,
12, 15 wn 18 wMr, omIMUamMecsd MapKUMPOBKOM U LBeTOM. bBymeT
IpelJIOXeHa MHCTPpyKUUA OJsa obeclledeHMda TOI'o, UYTOOB: HadaJibHasd
nosa 6 MI' BCeM I[alMeHTaM BBOOWJIACk BeUyepoM B OHM 1 U 2, C
nocjienylmyM BBeneHreM AM B OCTaBIIylOCS 4YacTh Henmesm 1 (ecsm Macca
TeJjla cocTaBJaasa < 40 KrI); uccJIemyeMoe JIeKapCTBEHHOE CpPelCcTBO
cyjenyeT TPOIJIATHBATL LEJUMKOM UM IIPMHMMATL C [OMIeM; I[DocJenyioumme
CYTOUHEEe HOO3H 12 MI' M BeEIme OYyOyT BBOIMTHLCSA IBa pa3a B IOeHb B 2
opreMa, B TeueHMe IOHS C OpUOIM3UTEJIBHEIM MHTepBajioM 8-10 uYacoB;
MexIoy IOo3aMM  IOOJDKHO I[IPOMTM MMHUMMYM 6 YacoB; eCJM IIallMeHT
OPOIYyCTUJI OO3Y, M B TeueHMe 6 UYacoB IIOCJie CcJelyolel ITO3H, TO
IPONyleHHYK OO3Y He CcJledyeT IIPMHMMATL; eCJHIM MHallMeHTH MCIBTHBAT
feCcCoOHHULY, IIPMHMMAaa HadaJlbHYKD »OO3y © MI' BeuepoM, OHM MOTYT
IepeTM Ha IOpMeM B KaueCcTBe YTPeHHeM @»OO3W B TeueHMe 2 IOHeM;
nocjyie 1-M HeleJM yBeJIMUeHMe IO3H He OOJIKHO IIPOMCXOIUTL ualle, uUeM
Kaxnwee 5 oHewn; u CHIXEeHMEe IO3EHL, ecJm TpebyeTCHd, IOOJDKHO
COCTaBJIATEL 6 MI.

MackupoBKa WM paHIoMM3allMdad. I[lallMeHTH OYOYyT PaHIOMU3UPOBAHE
OJI9 TIOJIYUEeHWUSA JIeueHUs OeyTeTpabeHa3MHOM WM TMOOXOIAMMM ILIanebo B
cooTHomeHMM 1:1.

OxupmaeMee pe3yJibTaTH. OXUOaeTCHd, UYTO BBeIOeHMEe II€PeHOCUMOTO
KoJIM4YecTBa JeyTeTpabeHa3MHa B IMalas3oHe oT 6 p»mo 48 wMr B
BHIIEYKaA3aHHOM MCCJIeIOBaHUM IIallMeHTOB C CHUHIpoMOM TypeTTa OyIeT:

YMeHBIIaThb ole)iinge] TAXEeCTb THKOB, Kakr MOTOPHEX, Takr n
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boHMUECKUX /BOKAJILHEX THUKOB, HapylmeHns n/nnm OIIeHKY ofment
TOKECTU, VIIYyUYIllaTh KaueCcTBO XM3HM, oOmee YVIOBJIETBOPEHME XMU3HU
U/ WM KIMHMUeCKoe WM oOmee BIeuyaTJIeHMe I[alMeHTa O IOMHaAMUKE U
VIIYyUmaTh (YOJIUMHATL) MHTepBaJl Bes TUKOB . OxumaeTcHd, YuTo
He30MnacHOCTL OyImeT COOTBEeTCTBOBATE TOMY, UTO OBJIO OTMEUEeHO B
NpenHOylx MCCJIeOOBaHMAX .

JoJITOCpOUHOe IJIallefOo-HEeKOHTPOJIMPpYyeMoe MUCCJemoBaHue o¢ase 3

0e30IaCHOCTU U 20PeKTUMBHOCTM Yy IIauMeHTOB C TS

Uernsb. OCHOBHas4d LeJb 5TOTO nCcCcJIegoBaHmda - OLIEHUTEb
0e30IIacCHOCTD u [IEePEeHOCUMOCTD OOJITOCPOUYHOM Tepanmm C
MCIIOJIL 30BaHueM oeyTeTpabeHasuHa; BTOpPUUHAA LeJib - OLIEHUTH
20PEeKTMBHOCTE .

[Iman wucciaenoBaHudg. MccienoBaHue OynoeT BKJKOUATH [IalMeHTOB
MyXCKOT'O ¥ JKEHCKOI'O IIojla C THMKaMM, CBA3aHHBEMKM C CUHIPOMOM
Typerra (TS), KOTOpPEHE paHee 3aBeplljiM ydacTue B JIOOOM U3
BHIIeyKa3aHHEX KJIMHMUECKMX MCCJIedoBaHUM IeyTeTpabeHas3MHa.

CKPMHMHT . MHbopMUPOBaAHHOE corJiacue/paspelneHne oyneT
IOJIYYeHO @OO TOI'o, Kak OyIOyT BHIIOJHEHH KaKue-Judo OIpOoLeOypH
VCCJIeIOBaHUA . [TallMeHTH, KOTOPHE HaxoOMUJIMUCh BHe IpYMeHeHM A
MCCJeyeMOoTO JIeKapCTBEHHOTO cpencTBa B TeueHNe HECKOJIbKUX
MecCslleB Ha MOMEHT 3auMcCJIeHUsa, ¥ KOTOphHe CcTabuJIbHE C MeIMLMHCKOM
M IICUXMATPUUECKOM TOUKM 3peHusa, OyoyT I[IOIOBEPIHYTH OLIeHKe C
VCIIOJIEL30BaHMeM CKPUMHMHI'A, Kak OINIMCAHO BHIIE, B PaAaHIOMUIUPOBAHHOM
ucciaegopaHMmM. UToOB CHM3MTB Harpys3Ky Ha IallMeHTa, HeKOTOPHE
IOaHHHE, CcoOpaHHEHE B pPaHIOMM3MPOBAHHOM WMCCJeIOBaHMM BBIIE, OyIOyT
VICIIOJIE30BATHECA MOJIA MIPeOoCTaBJIEHUS COOTBETCTBYKIMX HOaAHHHX B BSTOM
mjane®o—HEKOHTPOJIMPYEMOM VCCJIeIOBaHUN . NaumMeHTH MOTYT OHTEL
[IOOBEPTHYTH IIOBTOPHOMY CKPMHMHI'Y Ha  OCHOBAaHMM  MEOULIMHCKOTO
oBcisiemoBaHMAa. KpuUTepuM BKIKOUEHMS WM MCKIOUeHMS OYyOyT aHaJIOTMUHE
KPUTEPUAM, OIMCAHHHEM BHIIE OJIS PaAHIOMM3MPOBAHHOT'O MCCIeIdOBaHMUA,
3a MCKJIUEeHMeM TOT'0, 4YTO ydacTMe B JOOOM M3 BHIENIPUBEIEHHEX
VCIIETaHUM ABJIAETCSA KpUTEPUEM BKJIOUEHNU S, a He KpUTEPUEM
MCKJIOUEHNA, M UTO OAaHHEE O IOUCKBaJUPUKALUM IOUATHO30B DSM-V MOI'YT
OHTEL I[IOJIYUEeHEH ns3 CKPUMHMHI'OBOTO BM3UTA PaHIOMM3VPOBAHHOTO
VCCJIeIOBaHUA .

VCXOOHEM BU3NT. Hiisa ITIallIeHTORB, BKJIOUEHHEIX B
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PaHIOMM3VPOBaHHOE VCCJeIOBaHMeE BHIIIE, VICXOIHEIM BU3UT OyneT
IIPOUCXOINTH OIOHOBPEMEHHO C 13-HeneJIbHEM [IOCENEHNEM 2TOTO
uccJengoBanmsa. OUeHKM HedeJ 13, yKas3aHHEe OJS 5STOTOo, Takxe
YKaz3aHH IJI9 MCXOIOHOTO BM3MTa STOT'O MCCJIeIOBaHMA, M WMX He HYXHO
IIOBTOPATL. IJIS BCeX IMalMeHTOB MCXOOHHM BU3UT OyIeT OPOUCXOOUTL B
TOT e HIOeHb, 4YTO ¥ 3allJlaHMpOBaHHad IlepBad JI03a MCCIeOyeMOoTO
JIEKapCTBEHHOTO CpelcTBa (meHb 1). g DAaUMEeHTOB C KJIMHUYECKU
3HaUYMMEIMU JabopaToOpPHEMA aHOMaJIU M Ha 12-1 HeneJie B
PaHIOMM3VPOBAHHOM MCCJIENOBaAHMM BHIIE 3HaueHMe HeneJdu 13 Oyler
CIIYXUTE B KaudeCTBe MCXOIOHOTO B DTOM MCCJIeHOBaHUM. [OMNOJIHUTEJIEHOE
ydyacTue JI4 TaKuxX I[IalMeHTOB HOOJIDKHO OBTBE OIOOPEeHO MeIUUMHCKUM
OCMOTPOM M MOXeT OHTH OTJIOXEHO.

[lepuorn TUTPOBaHUA (7 HeneJlb) . [IOCKOJIBKY  [aluMeHTH U3
OIMJIOTHOTO MCCJIeNoBaHMsag He OyOyT CoIpMKacaTbCd C MCCIendyeMbM
JIeKapCTBEHHEIM CPelNCTBOM B TeUeHMe HeCKOJIbKUMX MeCcdlleB Ha MOMEHT
oTbopa, MM Tak KaK I[IalMeHTH H’3 pPaHIOMU3MPOBAHHOIT'O MCCJeIOBaHMA
IpepBaiX I[IPMMeHeHMe MCCJIeOyeMoOT'o JIEKapCTBEHHOTO CpencTiBa WK
jaunefo B TeueHMe 1 HemeJM, TO BCe I[NalMeHTHL B STOM MCCJIeIOBaHUU
OyOoyT TIOoOBepIraThbCHa TUTPOBAHMIO HOO3HE. IlallMeHTH IoJydaT 6 MDD
neyTeTpabeHasyHa C OUlEeM BeuepoM 1-TO IOHA.

llepmon nopnepxaHusa (47 HeneJb) . B KOHIe Iepuola TUTPOBAHUSA
OymeT yCTaHOBJIeHa HauaJlbHad mnOo3a MOJSA [DalMeHTOB Ha I[Iepuon
nonmepxaHusa. KoppekKTUMpOBKa HOO3H 1OeyTeTpabeHas3MHa (BBEpPX WM
BHMU3) MOXeT OHTH [IPOM3BeIeHa B TeueHMEe Iepuona IMNOoOIOepXaHMsa, eCIU
2TO0 HeoBXOOMMO, HO He ualle, UYeM KaxXOee 5 OHeM M TOJIBKO C mImaroM 6
M. KoppeKTHUpOBKa MHOO3H OOJIKHA I[IPOM3BOIUTLCS Ha OCHOBE BCeM
OOCTYIHOM MHpOpMalMM, B TOM UMCJIe OTUeTOB OT IIallMeHTOB U
ONEeKYHOB/B3POCJHX O HeXeJlaTeJIbHHX H(BJIeHMSX U YMeHBIIeHUUM TUKOB,
KJIMHUMUECKOM OlleHKM 0OesonacHoCTM ¥ 20PeKTUMBHOCTM CO CTOPOHEH
MCCJIenoeaTelisi, MaCChH IIallMeHTa W COCTOSHMA IIpelapaTta CYP2D6, wu
MHOOPpMallMM M3 OILIeHOUHEX MKaJl. B TeueHMe TIMepuona IOOOepXaHUSd
VHOMBUOY aJIbHEE (BHY TPUKJIIMHUYECKUE ) BU3UTH, nIpenyCMOTPEHHEE
uccielgopaHveMm, OyIOyT 3allJlaHMpoBaHH Ha 8, 15, 28, 41 m 54 Hepmenax
oJId olLeHKM O0e30IacHOCTM M 20QekTMBHOCTM. Ha 54 HemeJse OalMeHTH
IpoMOyT [IOJIHOE oBciiemoBaHue, Kak YyKa3aHo BHIIE, B

PAaHIOMUIMPOBaHHOM WCIIEITaHNMMN .
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BEMEIBaHMEe M IOocJenyplmee HabOoIeHVe. Bce MalUMeHTH [IPeKpaTHaT
IIPMHMMATE JIEKAPCTBEHHOE CPEeICTBO B BU3UT Ha 54 HeneJyle M BEPHYTCHA
K npuemy 1 Henmeo crnycTtsa (Hepmens 55) 1miid ouLeHKM ©Oe30MaCHOCTU U
YMEeHBIIeHMS TMKOB. I[lallMeHTH OyIOyT MMeTh I[IOCHenyimui TeJe@OHHBM
KOHTaKT [IJI4 OILeHKM 0e30lacCHOCTM uYepe3s 1 HeImeJn II0CJe OKOHUAaHMA
nepmuona BEIMEIBAHU I (uepes 2 Henenmn rnocJje mocJjienHemn OO3H
VCCIIeNyeMOT'O JIEKAPCTBEHHOT'O CpPeNCTBa [HemeJjd 56]) .

CxeMa »Do3uUpoBaHUA. lMccielyeMoe JIeKapCTBEHHOE CpPencTBO OyIeT
BBOOUTLCH, KaK yKas3aHO BHIIe, IJIA PAaHIOMU3UPOBAHHOT'O MCIIEITAHMUA.

Kpurepumn OLIEHKU MCCJedOBaHUAd . B PaHIOMU3UPOBAHHOM
MUCCJIeIOBaHUM KOHEUHHE TOUKM ©0e30IacHOCTU OyIoyT TaKuMM Xe, Kak
YyKas3aHO  BHIIE. KoHeuHble TOUKM 20OEeKTUMBHOCTM OyIOyT  BKJIIKOUATH
KOHEeUHHEe TOUKM IIePBUUHOM M BTOPUUHOM 2OOPeKTUMBHOCTM, KakK YKaBaHO
BHIIE, B PaHIOMM3MPOBAHHOM MCCJIeIOBaHUM C LeJIbl CHWKEHUSA TIKeCTU
MOTOPHEIX n boHMUeCcKUX/BOKAJIbHEX TUKOB. SOKCIIepUMeHTaJIbHEE
KOHeUHbEle TOUKM IOOJDKHE OHTH TaKuMM Xe, KaK YyKa3aHO Bhelle, B
PaHIOMM3MPOBAHHOM MCCJEeOOBaHMM, OT MCXOOHOT'O YPOBHA IO KaXIOI'O
BM3UTA.

OxumaeMee pesyJbTaTe. OXmMOaeTcsa, UYTO BBeOeHMe IOIYyCTUMOI'O
KoJIMuecTBa JeyTeTpabeHa3MHa B IMalasoHe oT 6 @#mo 48 wM¢ B
BHIIEeYKa3aHHOM MCCJeIOBaHMM IIalMeHTOB C CHUHIpoMOM TypeTTa OyoeT:
YMEeHbIAaTh OBy TIXECTh TUKOB, Kak MOTOPHEIX, TakK u
boHUUECKUX/BOKAJILHEX TUKOB, HapymeHUM U/uiaM obmue IoKa3aTelu
TIXKEeCTH, YJIydllaThb KadeCcTBO XM3HM, OOMYyK YIOBJETBOPEHHOCTH XM3HBLIO
u/nar oflmee BIeUaTJIeHMe IHalMeHTa O TSXeCTM WIM KIMHUUecKoe obmee
BIleUaTJIeHVe IMHaMMKM COCTOSHMSA U YyJIydmlaThk (YOJIVMHATE) WMHTepBaJl
0e3 THUKOB. OXxmMmaeTcd, UYTO O0e30IacHOCTEL OyIOeT COOTBETCTBOBATH
TOMy, UYTO OHBJIO OTMEUEHO B IMNPEeNBOyIMX MCCJIeIOBaHMAX.

I[IposioHrauma QT

BzaumMonmelicTBUE MeXOy JIeKapCTBeHHEMM CpeldCTBaMM IIpM JIeUeHUN

IaLUMeHTOR c HD u IpyTUMA paccTpoMCcTBaAMHA, B KJIIOU AI0IMMA
IaToJIOTHUYEeCKME HEeIpPOM3BOJIbLHEE OBVDKEHU S, TaKxe MOXeT OHTH
cepbesHoOM npobieMmoM. [Iemlpeccusa gABJgeTcda ofmeM CONyTCTBYIeNn

naToJjioruen npmu  HD, M HaluMeHTOB  YacTO JiedaT CeJIeKTUBHEMU
MHIMOMTOpaMM  o0paTHOI'O  3axeaTa CepOTOHMHAa (Cmosc) , BKJIIOUA 4

nmTaJiornpaM ¥ SclOMTaJIioIlpaM, KOTOPEE MVMEeRT PHMCRKR IIPOJIOHT'allM QT.
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KpoMe TOTO, M3-3a UYacCTHX IIOBeIeHUEeCKMX aHOMaJ MM B HeCKOJbLKUX
VCCJIeIOBaHMAX VYKa3HBaJIOCk, UYTO HalMeHTH C HD YacTo [oJydamnT
JleueHMe C MUCIHOJIL30BaHMEeM HeWpOoJIelNTUMUeCKMX IIpelapaToB (0T OOoHOM
yeTBEepPTHM OO IOBYX TpeTeV naluuMeHToB HD OOJNYyUMJIM HeVMPOJIEITUKM) .
VI3BeCTHO, UTO HEWPOJENTUKM IIPOJIOHTUPYIT MHTepBaJ QT. CorjacHO
pykoBoncTBy FDA, NOpoJioHTauuiad MHTepBaja QT MOXeT CHoCOoDCTBOBATH
PazsBUTHUIIO CepneuHBIxX apUTMUM, TaKUx Kak IOByHallpaBJIeHHas
TaxMKapousga, KOTOPHE MOTYT BEHPOIOUTHECHA B OUOPUMIJISLMID XeJIyIOUKOB WU
IIPUBECTU K cCcMepTu. B CoenmMHeHHHX llTaTax B MHCTPYKUMM-BKJIAIBIIE II0
IpMMEeHeHMK IIpellapaTa YyKas3aHo, uyTO TeTpabeHa3MH He  CJenyeT
MCIIOJIE30BaTE B COUeTaHMM C al'eéHTaMM, KOTOpHEe, KaK WM3BEeCTHO,
[IPOJIOCHTUPYIT MHTepBaJ QT.

[l;man  uMccienoBaHUAg. YUMUTHBAS WM3BECTHHM PUCK  TOTO, uTo
TerpabeHa3MH YBEJIUUYUT MHTepBaJl QT, y 48 3I0pOBHX HOOOPOBOJLIEB
OBLIIO IpOBEIeHO TQT ucciyenopaHue oeyTeTpabeHasuHa, KOTOpoOe
BKJIOUAJIO TeTpab®eHa3MH B KaudeCTBe TPYININE JedeHMdA. OIOTo  OBIJIO
OOHOLLEHTPOBOE PaHIOMM3UPOBaAHHOE OBOMHOE cJlernoe ranedo-
KOHTPOJINPYEMOe n c IIOJIOXUTEJIEHEIM  KOHTPOJIEM  MEeCTUIIEPUOTHOE
[IepeKpecTHoOe MCCJIedOoBaHMe IJIS OLEeHKM BJIMAHMA HU3KMX 103 (12 MI)
M BEICOKMX @003 (24 wMr) meyTeTpabeHasMHa Ha pelnojdpu3alMio ceplla
Ha OCHOBe IIJIallefo-CKOPPEeKTUMPOBAHHEX, CBSA3aHHHX CO BpPEMeHeM
V3MeHeHUM OTHOCUTEJIBHO NCXOIOHOM TOUKU B MHTepBaje QTcF.
UyBCTBUTEJBHOCTD aHaJm3a OvJla YCTaHOBJIEHa C  MCIOJIb30BaHUEM
MokcupJokcalnmuHa 400 MI' B KadecCcTBEe IMNOJIOXKUTEJIBHOTO KOHTPOJIA.

KimoueBOM LeJiblo  OBJIO ONpeleJIMThL BJAMAHME OIOHOKPATHHX OO3
oeyrerTpabeHasmMHa Ha MHTepBall QTc. BreOupanm no3y TeTpabeHa3uHa 50
MT, Tak Kak 5To OBJla MaKCHMMaJlbHasd I03a, MCIOJbB30BaHHAA B
nccJenoBaHmnm TQT nJiAa TeTpabeHasMHa u NPUBOOMBIIA A K
npenylpexIeHn M OCOOHM YyKa3aHMAM Ha JMCTKe-BKJIamweme. Breibupanm
oo3y neyrerpabeHa3rHa 24 MmT, MMOCKOJIBKY OHa oBbecrnieurBaeT
CpaBHMMOe CHUCTeMHOe Bo3meMcTBue (AUC) mjgu 50 Mr TerpabeHasuHa,
HO Cc 0DoJiee HMBKOM IIMKOBOM KOHIeHTpauuey (Cmax).

PesyJbLTaTH. Inma neyrerpabeHa3MHa HO3H 12 MI' W 24 MDD
NIPUBOIMIIM K IJI1alle®Oo—-CKOPPEKTUMPOBAHHOMY COTJIACOBaHHOMY IIO BPEMEHU
MaKCHMaJIbHOMY YBeJIMUEeHUD BpEeMeHU QTc 2,8 MC " 4,5 MC,

COOTBeTCTEBeHHO. [na neyTeTpabeHa3uHa, mIanedo—CKOPPEKTUPOBaAHHOE
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M3MeHeHMe OT MCXOIHOTO YpoBHA B QTcF wm BepxHSd TI'paHula
IOIBYCTOPOHHETO IOBEPUTEJIbHOTO WMHTepBajia 90% OpUIM HWXe Iopora
PETYJIATOPHOTO  3aTPYyIHEHUS (5 wMc) ojgg obomux  ypoOBHeM  IOS3H.
HampoTug, MaKCHMaJIbHOe coTJlacoOBaHHOE 1o BpeMeHU maunedo-
peryJaupyeMoe M3MEeHeHue oT MCXOOHOTO YPOBHSHA B QTcF oJid
TeTpabeHasMHa 50 Mo COCTaBJIAJIO 7,6 MC B COOTBETCTBUM C
MHboOpMaLuMer O HasHaueHuM TeTpabeHa3uHa. Pe3yJjbTaTH [IPpUBEIeHE
Hxe B Tabiauie 25.

Tabmuua 25: MakcuMallbHOe IJlallefo-pernyliMpyeMoe M3MeHeHUe II0
CpaBHEHUD C MCXOIHEM YPOBHEM B QTcF e VICIIOJIb 30BaHMEM

ODeyTeTpabeHasMHa M TeTpabeHa3MHa

mapamMerp DTBZ DTBZ TerpabeHaszmH MoOKCUQIOKCALUH
12 Mr 24 wMT 50 Mr 400 Mr

[lnauebo-

CKOPPEeKTUPOBaHHOE

M3MEHEHME OT 2,8 4,5 7,6 14,0

MCXOOHOTO YPOBHS

(Mc)

90% OBYXCTOPOHHUMN (0,7 (2,4

IOBEepPUTeJIbHE 't ' (5,6, 9,5) (11,9, 16,0)
4,8) 6,5)

MHTepBaJl

B mnpuBeneHHo¥ Bume Tabiauile AAQTCF onpenessaaM Kak pasHUIY
MeXIOy CpelHMM 3HaueHMeM HaMMEHBIMX KBaIpaTOoB OT MCXOOHOTO YPOBHSA
OJIS aKTMBHOTO JIEKAPCTBEHHOTO CpelcTBa U Ilauedbo. HeyTeTpabeHasMH
CpaBHMBaAJIM C ILJIaledbo meyTrTeTpabeHasMHa (BBOOIWIM B YCJOBUAX IIpUeMa
novmm) , a TeTpadbeHasuH CpaBHMBaJIM C  I[Jauedo TeTpadbeHasnHa
(BRBOOMIIM HaTomak) . MakcuMaJibHOEe AAQTcF HabJIonaamn B MOMEHT
BpeMeHM, COOTBETCTBYWIMM 8 uacaM OJa IeyTeTpabeHa3MHa M 3 dYacaMm
OJis TeTpabeHasMHa. BepxHuit npenea 95% OIOHOCTOPOHHETO
OOBEPUTEJILHOTO MHTepBaJla — STO BepxHuUM oOpenel 90% IBYCTOPOHHETO
OOBEPUTEJILHOTO MHTepBalja.

3aKkJInUeHKe ., STV  pPe3yJbTaTH IOOTBepXmamnT ToT (akKT, UTo
InbdepeHIMPOBAHHEN (QapMaKOKMHEeTHUEeCKUM Opoduiib u ©0oJee HM3Kad
Cmax, CBA3aHHag C neyTeTpabeHa3MHOM, o CpPaBHEHUIO C
TeTpabeHas3VMHOM, VYJiyullaeT IpoduiisE O0e30INaCcCHOCTU »OeyTeTpabeHasrHa
IIyTeM CHWXEHUS PUCKa OINAaCHHX OJIS XU3HM apUTMUN.

V3 BHIIENPUMBEOEHHOTO OIMCAaHUA CIelMaJrucT B »aHHOM ofJjlacTu

MOXeT OllpeldeJIMT:E OCHOBHEE XapPaKTepPUCTHMKM 3STOTI'O MSO@peTeHMH n, He
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OoTXOoOoAa oT eTro CYIHOCTHM u obbweMa, MOXeT BHeCTU PazJIMYHEE
VIBMEeHEeHVA U MO,JII/I(]_)I/IKB.LU/H/I B M306peTeHme, UTOOH HpMCHOCO@MTb ero K

PazsJIMYHEIM IIPVIMEHEHVMAM UM YCJIOBUMAM.
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$OPMYJIA MBOEBPETEHNA

1. Cnoco® JleueHMS IIaTOJIOTMUECKOTO HEelpPOU3BOJILHOTO OBMKEHUS
y cy®bneKTa, BKJIOYALINIIN:

a) BBeleHMe  CyOBeKTY  HavaJlbHOTO CYTOUYHOTO  KOJIMUECTBAa
oeyTeTpab®eHasMHa, BKJIOUALIETO IO MeHbIeM Mepe IIPUMMEPHO 6 MI B
CYTKH;

b) omnpenejiedHue uUepes IIPMMEPHO OIHY HeNeJIlo CTeleHM KOHTPOJII
IaToJIOTNUECKUX HEeIpPOU3BOJILHEIX OBVXEeHUN, OOCTUT aeMOoM c
MCIIOJIb30BaHMeM HauvaJIbHOTO CYTOUYHOTO KOJIMUeCTBa, U OIpelnesleHMre
IIEPEeHOCUMOCTHY HAUYaJILHOTO CYTOUHOTO KOJIMUeCTBA;

C) yBeJMUeHMe CYTOUHOTO KOJIMUeCcTBa HeyTeTpab®eHa3mMHa Ha 6

uinmn BoJee MI‘/CVTKT/I OO TIIocilenyrmero CyYyTOUWHOI'O KOJIMYeCTBa, eCJIn

CTelleHb KOHTPOJIA IIaTOJIOTUYECKUX HeIlIpOM3BOJIbBHEIX OBYVKEHUMN
HealleKBaTHa, a HadaJIbHOe CYyTOUHOE KOJIMYeCTBO ABJIAETCHA
IIePpeHOCVIMEIM ;

d) Heoba3aTeJIbHO, IOBTOpeHMe CTamui b) m c) OO Tex Iop,
IoKa CTeleHb KOHTPOJA IMaTOJIOTUMUECKUX HEelPOM3BOJILHHX IBVWXEHUNM He
cTaHeT aleKkBaTHOM, u CYTOUHOE KOJIMUECTBO neyrerpabeHasuHa
ABRJISETCHA IEePEeHOCUMBIM; U

e) ecJIn Kakoe-Jubo rnocjenymoiee KOJIMUECTRBO aBJIgeTCcs
HellepeHOCUMEIM, YMeHbIleHMe CYTOUHOT'O KOJIMUeCTBa BHM3 Ha 6 UM DoJlee
MT'/CYTKM OO HOCJeOyolel CYTOUHOTO KOJIMUeCcTBa.

2. Cnoco® mno mn.l, oTaMuamMicg TeM, UYTO IIaToJIOTMUecKoe
HelIpOou3BOJIbHOE IBMWXEeHMe CBA3aHO C WJIM BHB3BAHO IBUI'ATEJIbLHEM
PacCcTPOMCTBOM.

3. Crioco®6 1o 1.2, OTJIMYUAIUICI TeEM, yTO IBMUT'aTeJIbHOe
paccTpoMCTBO IpencTaBjigeT coboy 0oJie3HbL XaHTHMHITOHA, I[103OHIION
IOIVCKMHEe3UD WM CcHuHOpoOM TypeTTa.

4, Crnoco® mo II.2, OTJUMYAKIMNMCAS TeM, UYTO IIaTOoJIOTUUEeCKOe
HelpOou3BOJILHOE OBWXEeHUE opencTaBJgeT cobomn Xoperno, Xopern,
CBA3aHHYID C 0oJie3HbI XAaHTHMHITOHA, akKaTu3MD, IUCKMHEe3M D, TPpeMop,
TUK MJIM THUK, CBSA3AHHHM C CHHOpoOMOM TypeTTa.

5. Cmoco6 mno n.l, oTAMUYaAKMMUMCS TeM, UTO IIepeHOCUMOCTD
oIpeneyignT IIyTeM OleHKM Yy CcyObekTa OIHOTO WMJIM HEeCKOJbKUX U3
umcJa YPOBHEN nenpeccun, TPeBOTH, BeCcCoOHHUIIH, COHJIMBOCTH,

yCcTajocTH, TOJIOBOKPYKEHUS, BeCIIOKONCTRA, BO3OYXIEeHNI,
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pasipaXxuTelbHOCTH, aKkaTusuu, Io3OHEeN OVUCKUHEe3U!, TJIOTaHu4,
IapKMHCOHM?3MA, PBOTH M TOUHOTH.

6. Cnoco® mno m.l, oTJAMUanmMMCa TeM, UYTO CYTOUHOE KOJIMUECTBO
neyTeTpabeHasyHa BBOOAT B BMIe OOHOM WMJIM OBYX IO3.

7. Crnoco® 1o m.6, OoTJMUAKIUMCS TeM, UTO CYTOUHOe KOJIMUeCTBO
neyrerpabeHasuHa cocTaBJgeT oT 24 mo 48 wmr.

8. Cmoco® Imo 1.6, OoTJIMUalIMUica TeM, UTO CYTOUHOEe KOJIUUeCTBO
neyrerTpabeHasMHa CcoCTaBJIgeT oT 36 mo 48 wmr.

9. Cmoco® 1mo 1.6, OoTJIMUaIMUiCcad TeM, UTO CYTOUHOEe KOJIMUeCTRBO
DeyTeTpabeHasMHa COCTaBJIAeT I[IPMMEPHO 6 MI', IIpMMepHO 12 wMT,
opuMepHoO 18 Mr, npuMmepHo 24 Mr, OpuMepHO 30 MI', OPpMUMEpPHO 36 MT,
OIpUMEepPHO 42 MI' MM IIpUMepHO 48 Mr.

10. Cmoco6 mno mn.l, oTauMyuanmuicsa TeM, UYTO HauaJlbHOe CYTOYHOe
KOJIMUEeCTBO HeyTeTpabeHa3MHa COCTaBJIAeT I[IPMMEPHO 6 MI', IIPMMEPHO
12 mr, npumepHo 18 M1, npuMepHo 24 Mr, OpuMepHO 30 MI', IIPMMEPHO
36 MI', HOpMMepHO 42 MI' MM HOpUMepHO 48 MT.

11. Cmoco6 mo mn.l, oTaMyUamnmuicsa TeM, UYTO HaudaJlbHOEe CYTOYHOE
KOJIMUEeCTBO HeWTeTpabeHasyHa BBOOAT B MOBYX MHOO03axX, COCTOAMUX U3
IIepBOM HOO3H M BTOPOM MHO3H,; TIe:

nepBagd mOO3a COCTaBJdgeT IIpMMepHO 6 MI', a BTopas Jo3a
COCTaBJIAET IIPUMMEpPHO 6 MI';

nepBad HoO3a COCTaBJgeT IHOpuMMepHOo 9 MI', a BTopas Io3a
COCTaBJIAET IIpPpMMEpHO 9 MrI';

nepBad JoO3a COCTaBJIAeT IOpuMepHO 12 wMr, a BTopasa Io3a
cocTaBJigeT IIPMMEPHO 12 MI;

nepBad JoO3a COCTaBJIgeT IOpuMepHo 15 wMr, a BTopasa Iosa
cocTaBJigeT IIPMMepHO 15 Mmr;

nepBasd JoO3a COCTaBJIdgeT IOpuMepHo 18 wMr, a BTopasa Ios3a
cocTaBJigeT IIPMMepHO 18 Mr;

IepBasd JoO3a COCTaBJIAeT IIpuMepHOo 21 M, a BTopasa Ios3a
cocTaBJigeT IIPMMEPHO 21 MI'; WU Xe

IepBasd JoO3a COCTaBJIAeT IIpuMepHO 24 M, a BTopasa Iosa
cocTaBJigeT IIPpMMepHO 24 Mmr.

12. Crioco® 1o o.1, OTJIMYAOMUIC I TeM, yTo CYTOUHOE
KOJIMUECTBO BBOIOVMMOTO JIeyTeTpabeHas3MHa MeHblle WJIM PaBHO IIPUMMEPHO

48 Mr piga cyOBeKTa, OIHOBPEMEHHO II0JIYYaKnIeIr'o CUMJIBHEM MHIUOMTOPR
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CYP2De, W CYTOUHOE KOJIMUYECTBO BBOIOMMOTO ODeyTeTpabeHasuHa
MeHBbIle WJIM pPaBHO MNIpUMEpPHO 36 MI' Jid CcyOBeKTa, OIHOBPEMEHHO
noJiydamnmero CUJILHHEY MHTUOUTOp CYP2D6.

13. Cmoco6 no n.l, oTJMUanmuica TeM, UYTO [IaToJIoTMuecKoe
HeNpOou3BOJILHOE IOBWXEeHMe I[IpedcTaBJgeT coboM xopewn, CBA3aHHYID C
BoJie3HBI XaHTMHITOHA, M IIPM STOM XOpesd CHWXAeTCsa IO MeHBIIeM Mepe
Ha 0,5 nyHKTa 1o mKaJe ofmey MaKCHMMaJIbHOM XOopeu (TMC) o
VHUOMUMPOBAHHOM MKajle OlleHKM OoJie3HM XaHTHMHI'TOHa (UHDRS).

14. Crioco® 1o nm.13, B KOTOPOM  CHMXEHNE OLIeHKU T™C
cocTaBJigeT II0 MeHbIeM Mepe 1 HOYHKT; He MeHee 1,5 MOIyHKTOB; He
MeHee 2 IIYHKTOB; WJIM He MeHee 2,5 IIYHKTOB.

15. Cnoco® no mn.l3, oTaMyuammmmcsa TeM, UTO XOoped CHMXaeTcd
II0 MeHblleM Mepe Ha 10%; 1o MeHblle¥ Mepe Ha 15%; wmiaM 0O MeHblleM
Mepe Ha 20%.

l6. Cnoco® mno 1.1, B KOTOPOM JIeUeHMe CYIMeCTBeHHO He
uaMeHsaeT 3HauveHue QTcF y cyoOmwekTa.

17. Crioco® 1o m.1, O TJINY AIOIMUIIC S TeM, yTo JieueHue
IaTOJIOTMUYECKOTO HEeNPOM3BOJBHOTO IOBWXEHMSI BKJIOUYaAeT IOOOEPXaHUA
KOHTPOJIA IaTOJIOTUUECKUX  HEeIIPOM3BOJILHEIX  IOBWXEHUNM Yy CcyObekTa-
yeJIoBeka C IOBUTaTeJIbHEM PacCTPOMCTBOM, BKJIOUAKIlee BBeIeHUe
CyDBEKTY TepaleBTUUYEeCKHU 20PeKTUBHOTO CYTOUYHOTO KOJIMUeCcTBa
oeyTeTpadbeHas3MHa B TeUueHMe IIepuola BpeMeHM, JOCTaTOUHOTO IJIA
BHIIIOJIHEHMSA OIOHOTO MJIM HECKOJBKUX M3 CJIeOVIIMUX YCIJIOBUM:

YMeHBIIeHU S XOPeM IO MeHbIelM Mepe Ha 10%;

VIYUIIeHUS MOTOPHOM QYHKIMM II0 MeHbIleM Mepe Ha 10%;

VIAYUNeHUS OUBUUEeCKOTO QYHKUMOHUPOBAHUA;

VIYUmeHnusa TJIOTaHUA;

VIIYUIlleHuS PaBHOBECHUS;

YMEeHbIIeHU S IaTOJIOTUUECKUX HEeNIPOU3BOJIbLHEX OBVDKEeHUMN Yy
CYyDBEeKTOB C IIO3OHEeM IUCKMHe3Uel;

YMEeHBIIeHMS MOTOPHHX TUKOB;

YMEeHBIEeHMS BOKAaJLHHX/POHUUECKUX TUKOB;

YMEHBIMEeHMS MOTOPHHX M BOKAJILHHX/DOHMUECKUX TUKOB;

YMEeHbIeHN VXY OMeHU S COCTOSAHUSA ODBEKTOR C CUHIPOMOM
TyperTa;

YMEHEBINIEHNMA TAXeCTM CHMHIpPpOMa TypeTTa;
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YMeHBIIeHMA II10 MKaJle OlleHKM ofmero BlIevaTJIeHMsd IIallMeHTa C
cuHIpoMOoM TypeTTa O TAXeCTM COCTOSHUSA; WU

CUJILHOTO WMJIM OUeHb CHMJILBHOTO VJIYUlleHMSa OoOmero KJIMHUUEeCKOTO
BIIeUaTJIeHMsa O IMHaMMKe COCTOSAHMA CcyObekKTa-IalueHTa.

18. Crioco6 mno 1.1, omJIMYUaKIMUiCcaS  TeM, YyTO YBeJIMUYeHME
CYTOUHOT'O KOJMUEeCTRBa neyTeTpabeH3MHa COCTAaBJIAeT 6 MI' MM 12 Mmr.

19. Cnoco® mo m.l, B KOTOPOM JeUeHMe IIPUBOIOUT K COXPaHeHU
KOHTPOJIA Hal [HaTOJIOJITMUECKVMM  HelNpPOM3BOJILHHEMM  OBMXEHUAMU Y
yeJIoOBekKa C IOBUTAaTeJIbHEM PacCTPOMCTBOM.

20. Cnoco® mno 1.l, oTaMuanmmmcsa TeM, UTOo, €eCJM CTelleHb
KOHTPOJIA IaToOJIOTUYECKUX HeIIpOoM3BOJIbLHEX OBVKEHUM ABJIAETCSA
amjeKBaTHOM M CYTOUYHOEe KOJMUECTBO JIeyTeTpabeHa3uHa  ABJIAeTCA
[IEPEeHOCHUMEM, CYOBEeKTY BBOOAT MNONOEPXMBAKIYD HO3Y .

I[Io DOBEepPEeHHOCTU
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R 8,EU'|F| BCEX 3 MOMYYBHHBIX M v e
; noxasateneu :

WUsmeHeHue oT
WCXOJHOTO YPOBHS

-~ & ~MoTOpHbIH
e BokarTbHbii 0 -1
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OUr.10

CHuxenue no TS-CGI ot Hayana uccnegoBaHus 4o Heaenu 8

CHuxeHue nokasatens wkanbi TS-CGI
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OUr.11

PGIC Ha Henene 8

Mokasarens wkanbl PGIC Ha Henene §
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