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OIMMCAHWE W3OBPETEHUA
2420-544917EA/042
CIIOCOBHB! JIEUEHMSI TATOJIOTMUECKMX HEMNPOM3BOJIBHBIX IBUXEHUNA
B HacToAmel 3asBKe MCHpallMBaeTCsa IIPUOPUTET IIpelBapUTesIbHON
3aaBku CoeImHeHHHX [ITaToB N 62/129,616, mnomaHHOM 6 MapTa 2015
roma, N 62/175,112, nomaudHou 12 wmoHg 2015 roma, m N 62/180012,
nomavHon 15 wmwoHa 2015 T1TO-ma, pacKpHTHMe KaXIoW U3 KOTOPHX
HaAaCTOANMM BKJIOUEHO B KauyueCTBe CCBUIKM, Kak ecjJu OB OHO OBUJIO
HallMCaHO B IOAaHHOM IOOKYMEeHTe IIOJIHOCTBI.
B IOaHHOM OOKYMEHTe  PaCKpPHTH  HOBEHE CXeMbl IOO3MPOBaHMUA
DeVTepul—3aMelle HHEIX BOEeH30XMHOJIMHOBEX COenOVHEeHUN, 7 CIIOCOOEH
JIedeHMsa [DaTOJIOTMUECKMX HEIPOM3BOJIBHEX IBWKEHUN, [IaTOJIOTUUECKOM

MEIIEUHOM aKTMBHOCTHM, OBUI'aTeJIbHEIX paCCTpOﬁCTB M CBA3AHHEIX C STHM

COCTOSHUMN .

IBUTaTeJIbHHE pPacCcTpOMCTBa - BDTO HEBPOJOTMUEeCKMEe COCTOSHUS,
KOTOPHEE BJIMUAIT Ha CKOPOCTH, ILJIABHOCTL, KaueCcTBO U JET'KOCTb
OBVXeHVA. [IBUTaTeJIbHHE PacCTpOMCTBAa MOXHO pas3desiMTh Ha IOBe

OCHOBHEIe KaTeI'OpuUM: Te, KOTOPHE XapaKTepU3YITCA HeyIOpANOUeHHEM
ZNRZN upesMepPHEM IOIBIXeHMEeM (Ha3eBawnTCA KIOVNCKUHE3UA» u
KTUIIEPKUHE3IUI» nin KTUIIEPKUHEeTUUECKHUE OBUT'aTeJIbHEE
paccTpo¥cTBa», COOTBETCTBEHHO), U Te, KOTOPHE XapaKTepU3ylnTCs
MENJIEHHOCTBI MM OTCYTCTBMEM IOBWXeHMS (Ha3HBAKTCH «KIUIOKMHE3UI»,
«OpalMKMHE3UA» WM «KaKUMHe3UA») . [IpuMepoM «IUIIEPKUHETUUECKOTO»
IBUTATeJIJbHOTO PacCTPOMCTBa ABJIAETCS XOopes, HalpuMmep, CBsA3aHHad C
foJie3HBI XaHTMHI'TOHa (HD), B TO BpeMda Kak 0o0Jie3Hb [lapKMHCOHA
(PD) MOXHO KJACCUOUMUMPOBATE KaK «IMUIOKMHETUUECKYK», I[IOTOMYy UYTO
OHa UYacCTO XapakKTepusyeTcd MeIJIEHHBEMM, pPasMepeHHEMM IBMXKEeHUAMNU
WM Oaxe 3acTeBaHMeM Ha MecTe. Kak TIMIepKMHeTHMUeCKMe, Tak U
TUIOKMHETUUECKME OBUTAaTeJIbHHE pacCTpOMCTBa MOTYT Cepbe3HO BJIMATH
Ha KauecTBO XKMSHA o0OBeKTa, gTO 3aTpynoHAEeT IIOBCEIHEBHYI
O0eATeJIbHOCTE . Kpome TOTO, IOIBUT'aTeJIbHEE paccTpoMcTBa MOTYT
BH3HBATL QUIAUUECKY OOJIb U YBEJUMUMBATL BEPOATHOCTL HECUACTHHX
clly4yaesn.

Hampumep, xopesa — aHOMaJIbHOE, HeIIPpOM3BOJIBHOE, BHe3allHoOe
OBWXEHMEe, KOTOpOe MOXeT BJIMATE Ha BCe TPYNNE MBI W CIyYalHBEM

oBpasoM TepeMemaTbLCsa M3 OINHOM of6JlacTu Tejla B IpyTyo; Kak U



MHOTHE IaToJIOTUUYECKNE HellpOU3BOJIbLHEE OBWXEHWS, ee 4acTo
aJIb TEPHaATUBHO Ha3HEBaKwT OBUT'ATeJIbHEM PacCTpPOMCTBOM. Xoped
ABJIAETCA OTJIMUMTEJILHOM uUepToM OoJie3HM XaHTMHITOHa. B CoelIMHEeHHHX
IMrarTax npuMepHo 30000 uyejyioBek cTpazalT OO0JIe3HBK XaHTMHI'TOHa. o
90% mnaumeHTOB C HD WMCHOHETHBaKOT XOpPeKw M OHa SABJAeTCHd YMEPEHHO-—
TAXEeJIOM IpuMepHO y 70% Takux HOaluMeHTOB. KIMHMIMCTH CUMTAnT, UYTO
BTO cepbesHoe 3aboJieBaHue, YUUTHBAA ero 3HAUUTEJIEHOE
BMEMaTeJLCTBO B IIOBCEIHEeBHYK IeATeJIbLHOCTL ¥ IIOBHIIEHHB PUCK
TPaBMMPOBaHMSA nauueHTa. Ha PaHHUX cTamgmax xopes MOXeT
criocob6CcTBOBATH HapylleHV M peuu, nmucbeMa u AKTUBHOCTHU B
[IOBCEeIHEBHOM XM3HM, TaKMX KakK IOUTaHue, OI0eBaHMe U KylaHue. Ha
BoJjiee IO3OHMUX CTagMAax Xoped MOXeT  BH3HBATLE HeCTadbMJIBHOCTDH
IIOXOIOKM UM IIJIOXOM IIOCTYPaJIbHEM KOHTPOJIL, C IIOBHIIEHHBEIM PUCKOM
Cepbe3HOM TpaBMH M3-3a HaleHud WIM M3-3a COOCTBEHHHX MeMalomux
OBMXeHMM. BBEJIO IIOKaszaHO, UYTO Cepbe3HOCTL XOpeu U IIapKMHCOHM3MAa
He3aBUCHMO CBs3aHa C [NaleHUAMM [HallMeHTOB C [O3OHeM cTaauer c HD.
Oucoarma ABJIAEeTCH KOMIIOHEHTOM HD u MOXeET IpUBECTHU K
pPeuuInBUpPYIIen aCIMpaluMOHHON [IHEBMOHUMN, rnorepe MacCCEH u
[IOBEeIEHUECKUM IIpoBJieMaM.

B pykoBoOCTBe AMEPMKAHCKOM aKaIeMUM HeBPOJIOTUM YyKa3hHBaeTCHd,
uTo «BOJIe3Hb XaHTHMHITOHA ocTaeTcsd pPaspymnUTeJIbHEM
HeVponeTreHepaTUBHEM 3aboJieBaHueEM, HYXIamMUMC S B
HeMPONPOTEeKTOPHHX ¥ CUMITOMATUUECKMX MeTomax JIeUeHuI» U  UTo
«JledeHMe XOopeMr HABJAEeTCS BaXHOM YacCThl yNpaBJIeHMS XOIOOM OoJie3HAMU
XaHTMHI'TOHa». Onpoc 52 MeXOYHapOIOHHX DSKCIIEPTOB IIoKazalJl, 4YTO OHU
OyIOyT JIedMThb XOpewn [0 CJelylluM IpMuMHaM: 88% o¢u3nueckasd TpaBMa,
81% moTepsa paBHOBecHMHA, /7% coumallbHad M30JALUMAS UM /7% OpPenaTCTBUE
paborTe. HecMoTpd Ha 5BTO PYKOBOICTBO, IauMeHTH ¢ HD, KOTOpHEe
CTpalanT OT XOpeM, YacTOo He JleuaTcsd.

EnuHcTBeHHOW omobpeHHOM FDA Tepamnuel B CoenuHeHHHX lITaTax
0JId  JledeHusd  XOpeWu, CcBA3aHHOM C HD, apjigeTcsda TeTpabeHa3uH
(XENAZINE ®), VHTUOUTOP VMAT?2 . TeTrpabeHasuH CHMXaeT
IpecCUMHAlITUUYECKME KOHIEHTPpAallMM MOHOaAMMHOB, TakMUxX KaK IOOollaMWH, B
HelpoHax, KOTOpHEe pelyJIUMpYIT IBMXeHMS Tejla. XoTsa nOpumepHo 30000

uejioBek B CoenmHeHHHEX IlTaTax cTpazmawoT oT HD, u nopuMepHo 200000



UeJIOBEK MOTYT HeCTM TeH M MOTYyT OHTE HNOOBEPXEHH PUCKY pPa3BUTUI
HD, corjiacHo npeseHTalmu JlyHnGexka B Hogabpe 2013 T1oma TOJIBKO
npuMepHo 4000 [nauMeHTOB IOJy4dYasM STy  Tepalurpo. MomaBiawpmee
OOJILIIMHCTBO nanumMeHTOB C HD-xopeen He [I0JIy4danT JeueHue
TeTpabeHasHOM. KpoMe TOT'O, Ha OCHOBaHUM OIPOCOB Bpauen B 2011
Tonmy, IIO OlleHKaM, I[IpuMeHeHHMe TeTpabeHasMHa IIPpY TUIEPKUHEeTUUECKUX
HapylleHUAX OBWXEHWA, OTJIMUHEIX OT Xopem HD, MOXeT COCTaBRJATH IO
[IOJIOBMHEL €I'0 IIPpUMEeHeHWusa, UYTO YyKas3hHBaeT Ha To, u4YTo Bcero 2000
nauveHTor ¢ HD nogyuawnT TeTpabeHa3mH. KpomMe ToOro, B IOOKJame
MeIMLMHCKOTO KOJIJIeIka Beljopa OBJIO yKa3aHO, YTO TOJBbKO 78 m3 349
NaumMeHTOB C TUIIEPKUHE TUUECKUM pPacCcTpOMCTBOM, noJiyuyaBIlinx
TeTpabeHasuH B IHnepuon ¢ 2006 no 2009 rom, OvbUIM HDauMeHTaMU C
xopeer. QOuUeBMIHO, UYTO CYmMEeCTByeT 3HauuTeJbHasd [HOTped®HOCThL B
20beKTUBHOM JIeUEeHUM »OBUTATEJILHHX PacCTPOMCTB, M MX UYaCTHUUHO
YIOOBJIETBOPAKT MMeKlMeCsa CIOCOOH JIEUEeHUS .

B OOIIOJIHEHM e K Xopee, HapylleHue oBmUx CHMIITOMOB
OBUTATEeJIbHOTO allllapaTa Cepbe3HO HapyllaeT I[IOBCeIHEBHYK padboTy.
HaumoHaJIbHEIE MHCTUTYTH HEBPOJIOTMUECKUX PAaCCTPOMCTB U MHCYJIbLTA
paccMaTpmMBalT OLEeHKY MOTOPHOM OOVHKIUMM II0 YHUOUIMPOBAHHOM mMKaJe
OLleHKU foJie3HU XaHTHUHI' TOHAa (UHDRS) B mKaJje OlLleHKU obmei
IBUTATEJILHOM aKTHMBHOCTM (TMS) OCHOBHHM pPe3YyJILTAaTOM IIPM OlleHKe
HD. B HacTodmee BpeMsdI BCe PeKpYyTHUPYyKIMe KPYIHHE KIMHUUECKUE
ucnelTadmsa dase 2b/3 y naumedHToBr ¢ HD B CHA mcrnosbsyior UHDRS-TMS
B KauecTBe OCHOBHOTO KOHEUHOTO roxKaszaTeJis. 3HauMTeJIbHEE
kKoppendauumy Mexny UHDRS-TMS M QYHKUMOHAJILHEIMY KPUTEPUAMU IOJIS CHAa,
OTIOEXAa, nMuTaHu4g, pPaboTH, OTOHIXAa " BPEMANPENPOBOXISHMA,
nepelBUXKEHUSA, MOOMIJIIBHOCTM, YXOIOa 3a TeJioM W IOBWXEeHUSa Tela,
COLMaJILHOTO B3auMOIenCcTBUA, ofueHnd, dUBUUEeCKUX "
NCUXOCOUMAJIBEHEX IIapaMeTpoR OBUIM [IOKAa3aHH Yy HDaumMeHTOB ¢ HD. Bojee
BEHICOKMe TIokaszaTelm UHDRS-TMS CBS3aHH CO CTATUCTHMUECKM 3HAUMMOM
MeHbIlel BEepPOSATHOCTLIO BHIIOJHEeHMS padoTH, YIpabBJeHMS OMHaHCAMM,
0e30IacHOTO BOXIOeHU, HabmoOoeHUsI 3a OeTbMM ¥ OOOPOBOJILHOTO
Tpyna. Kaxmoe yxyOmeHre Ha 1 OyHKT o TMS ©OwvUio cBA3aHO C 5%-10%-
HEIM CHIWKEeHMEM BepPOATHOCTM BHIIOJIHEHMS HSTUMX KOHKPETHHX 3alad.
UHDRS-TMS ABJIIeTCHd He3aBUCHMEIM IpeInKTOPOM OYHKIMOHAJILHOM

VMHBaAJIMODHOCTM Ha OCHOBaHMM MKaJIBIL, BKJIOY AN EN 36-TIO3MULMOHHOE



VCCJIeIOBaHMe COCTOSHMA 3O0pOoBBA (SF-36).

Kpome TOTO, 1o OlleHKaM B CoenVMHEeHHBIX ITaTax 500000
[IalVeHTOB cTpalapnT Io3OHEeN OVUCKUHesUeN OIBUTATEJILHOT'O
paccTpo¥CTBa UM MCIHTHBAKT AHOMAaJIbHYK  MBIIEUHYID  aKTHMBHOCTL.
llosnua4a OVUCKUHEe3US npencraBjgeT cobon TUIIEPKUHETHUUECKOE
pPaccTpo¥CTBO, KOTOpOe  OOHUHO IOpOoABJIAeTCA B BUIOe  OBCTPHX,
IIOBTOPAKIUXCSA CTEPEOTUIIHHX IOBWKEHNM, KOTOPHE MOTYT OBTEH BHS3BaHH
onpenejie HHEMM JIEKapCTBEeHHBMU cpelcTeBaMu, TaKUMH Kak
HeVPOJIeNITUKHA, HallpuMep, BJIOKUpYyRIME PEeLelTOPH OOIIaMUHOBEX
PELeNTOPOB, KOTOPHE MCIOJbL3YRTCA IJA JIeUeHUd J[ICUXMATPUUECKUX
COCTOSHUM, ¥ TaKuMM JIEKAapCTBEeHHEIMM CpelcTBaMM, KaK HallpuMep,
MEeTOKJIOIIpaMnI, KOTOPEE  MCIOJb3YITCA  OJ4 JI€UeHUA  Pa3JIMUHEX
KeJIYIOUHO-KUIIEUHHX PacCTPOMCTE. ITHUM HallMeHTaM OKas3hHBaJM IIOMOIL
B OCHOBHOM IICUXMATPH U HEBPOJIOTM IOBUTATEJILHOT'O pacCTpOMCTBa, U
HeT HMKaKMX OIOOpeHHHX FDA CcnocoBOB JieueHMS [IO3IOHEM IUCKUHE3UU.

Taxxe B CoelmHeHHHX [ITaTax nOpuMepHo 100000 meTel MMEOT TUKU
(laToJIOTUUEeCKUE HeIIpOU3BOJILHEE OBUWXKEHW A NI BOKaJIU3aLUuu) ,
CBA3aHHEEe C cuHOpoMoM TypeTTa, OpUUeM, II0 OlLeHKaM, 27% OTHOCATCH
K KaTeropuM YMEepeHHEX U TAIXeJEX. I[IMKOBasg TAXeCTh pPacCTpOMCTBa
OPUXOOUTCSA Ha BO3pacT IIPUMMEPHO 12 JleT, IIPpM S2TOM, IO OLIEHKaM, OT
13% mo 22% B3aTPOHYTHX IeTel OPOOOJIKAT IIPMHMMATEL JieKapCTBEHHHEe
CpeICTBa IJII TUKOB, CTaB B3pPOCJEMU. B TeueHme 0OoJjiee uem 30 JjeT
HEeCKOJIBKO HOBEX IIpelapaToB OvUIM BBeIEeHHE IJid JieueHUsa TUKa,
CBS3aHHOTO C CcHuHIOIpoMoM TypeTTa; HealeKBaTHOCTM MOI'YT  OHTBH
UOSHTUOUIIMPOBAHH B CJydae IOBYX YTBEPXIeHHHX HeWPOJIEITUKOB U
OOHOM HeIaBHO ONODPEHHOM aHTal'OHUCTe JollaMMHa. HalpuMmMep, BTU
CIIOCOBOH JieUueHMA BKJOUAT, I[IOMMMO IPYIMX HeXeJlaTeJIbHEX SABJIEHUN,
PUCK BO3HUKHOBEHUS IIOCTOSHHEX HEBPOJOIMUECKUX HOeduUUTOB, TaKUX

Kak IIO3I0HAA IOVMCKMHEe3IMA.

COOTBETCTBEHHO, oCcTaeTc4d HOTpeéHOCTB B YIIYJIIe HHBIX
KOMIIO3MIIMAX, cXeMaXx OJO3SMPOBaAHMA n criocobax JIeUeHNA
IaToJIOTMUEeCKOM MBIIeUHOM AKTMBHOCTV, IaToJIOTUUeCKOM

HENPOM3BOJILHOM IBMITATEJIEHOM AKTMBHOCTM M OPYIMUX CBSA3AHHEX C D2TUM
pPacCcTpoONCTE.
KPATKOE OIIMCAHUE UEPTEXEN

OUI'. 1 Z»DeMOHCTPpMPYeT WM3MeHeHMe CpelHeIlo Ioka3aTeJid XOopewu,



HabJogaeMoy Yy IalMeHTOB, OIPUMHMMaKMUX JHMbo »meyTeTpabeHa3mH, JUDO
mjanedo M3 ucciaemoBaHusa First-HD.

OUT'. 2 mnpencTaBJISeT CpellHee M3MEeHeHMe OT MCXOIOHOTO YPOBHS
npu HapyleHUax TJIOTaHUA OTHOCUTEJILHO BpeMeHU oI
neyrerpabeHasmHa M IJanebo (Kak OIpenesjIeHO B OIPOCHMKE), UYTO
OEeMOHCTPUPYET 3HAUUTEJIbHOE YIIydlle H1e TJIOTaHUA npu JIeueHUn
ODeyTeTpabeHa3sMHOM.

OUIT'. 3 HIpencTaBJIAeT CpelHee M3MeHeHMe OT MCXOIHOTO YPOBHSI B
Macce Tejla @ (KI) C TeueHMEeM BpeMeHM IJigd »neyreTpabeHa3uHa U
mjanedo M3 mucciaemoBaHusa First-HD.

OUI'. 4 I»eMOHCTPUMPYET CPelHMM IoKaszaTeljlb ofmero IIOBeIeHUd
(A), TperorM (B) ¥ KOMIYJBCHUBHOTO IoBemeHMsa (C) 1mjid OOBEKTOB,
IIOOBEPTHYTHX JIeUeHUID OeyTeTpa®eHa3MHOM, II0 CPaBHEHMIO C TpYIIon
miauedo, U3 uccaemoBaHus First-HD.

OUI'. 5 HOEeMOHCTPHUPYEeT U3MeHeHMe CpeIHeIl'o IIoKaszaTelJld Xopeu,
HabJomaeMoe Yy  [aluMeHTOB, lepepeleHHBIX c TeTpabeHasnHa Ha
oeyrTeTpabeHasuH, M CcpeIHeM CYyTOUHOW HO3H TeTpabeHazuHa WU
neyTeTpabeHasuHa, COOTBETCTBYWIEN OlLleHKe XOopeMr, U3 MCCIemoBaHUA
ARC-HD. Ha odurype 3BEe3I0UKa (*) Ha 8- HeIeJle YKasHBaeT
p=0,0252.

OUI'. 6 IHOeMOHCTPpMPYeT WM3MeHEHMEe CpelHero ofmero Ioka3aTelid
IOIBUTATEJILHOM aKTUMBHOCTHM, HadjogaeMo¥ Yy I[IallMeHTORBR, IIepPeBeleHHHX C
TeTpabeHasMHa Ha OeyTeTpabeHa3MH M3 uccijaenoBaHmsa ARC-HD.

OUI'. 7 mnpemncTaBJSeT CcpelHee M3MeHeHMe OT MCXOIOHOTO YPOBHS
npu HapylleHUMn TJIOTaHUA c TeUeHEM  BPEMeHU N NaleHTOR,
[IepeBEeNeHHHX C TeTpabeHas3MHa Ha JeyTeTOeHa3MH (Kak OlIpenOesIeHo
OIIPOCHUKOM) M3 wuccjgenoraHmsa ARC-HD, »OeMOHCTpUpPYS TeHIOeHUVKD K
YIYUIIEeHVID TJIOTAaHUA IIPU JIeUeHUM JeyTeTpabeHa3SMHOM.

OUT'. 8 @HOeMOHCTPMPYET HeMaCKMPOBAHHHE OOJINOCPOUYHHE OaHHHE VY
IallMeHTOBR C I[IO3OHeM »OMCKMHesMelV Kak IIPOolLeHT oT oOLeKTOB,
NOOBEPTHYTHX JIEUEHUID, Y KOTOPHX VYIYUINMUIOCE COCTOSHME WM OUEeHb
CUJILHO VYJIYUIMJIOCH COCTOSHMEe II0 ceMuOaJlJIbHOM mkajie JIMKepTa OlleHKU
NaluvMeHTOM Ofero BIIeUaTJIEeHUSA O OVMHaMUKe COOCTBEHHOTO COCTOAHUA
(PGIC) m ofmero KJIMHUUECKOTO BHeuaTJieHus (CGIC).

OUT'. 9 IDeMOHCTPUPYET CpPelHee M3MEHEHMEe KOJUUEeCTBa MOTOPHHX,

BOKaJIBEHEIX WU KOM@MHMPOBB.HHBIX CYMMapPHEX mokasaTeJen Yy OOBEKTOR,



M3ydyaeMoe B IIMJIOTHOM WMCCJIeOOBaHMM CHMHIpOMa TypeTTa, OT MCXOIHOTO
YPOBHA OO KOHIlA JIeUueHMHA Ha 8- HeIeJle M BHMHBaHMA Ha 9-U HeleJle.
BepxHag  JmMHUA (TPeyT'OJILHUKU) OpelcTaBJgeT CcoOoOM MoKaszaTeJb
BOKaJILHOTO THMKa,; CpelHSd JMHUA OpelcTaBjsgeT cobo¥M TIoKa3aTelb
OBUITATEeJIEHOTO TMKa (KBaIpaTH) , a HVKHA A JIMHU A (poMOHI)
OopeIcTaBJigeT OOmMMM IIoKa3aTeJlb THUKa (KOMOMHMPOBAHHEM MOTOPHENM U
BOKaJILHHM) . JledueHre meyTeTpab®eHal3MHOM IIOHMWXKAJIO (yJIydmaJo) Kak
MOTOPHEIE, TaK M BOKAaJIbHHBE TUKM.

QUTI". 10 IOeMOHCTpHUpyeT M3MEeHeHNre ofmero KJIMHNYECKOT'O
BIleUaTJIeHM A IallMeHTa CUHIpOMOM TypeTTa Yy I[NallMeEHTOR, JIEUMBIMXCSHA B
DKCIIEPUMEHTAJIBHOM MCCJIeOOBaHUM CHUHIOpoMa TypeTTa, OT MCXOIOHOTO
YPOBHHA oo 8-1 HeneJu; yJIlydlieHue U3MepSaeTCcsd YMEHbIIEHVEM
nokasarejysa TS-CGI.

oUT. 11 OEMOHCTPUPYET oBimee BlleUaTJIEHME nauyveHTa C
CUHIOPOMOM TyppeTa 006 V3MEeHEHUAX N OBBEKTOBR B [IMUIJIOTHOM
MCCJIENOBaHUM CHMHIpoMa TyppeTa, Ha 8 HemeJle; YyJydlleHMe WU3MEpPSAeTCHd
[IOJIOXKUTEJILHEIM yBeJIMUeHMeM Iokas3aTensa TS-PGIC, 1rnme, HamopuMmep, 1
yKas3eBaeT MMHMMaJIbHOEe VyJIydlleHue; 2, CUIbHOe YyJydlleHue,; u 3,
OUeHb CUJIBHOEe YJIyUulleHNe.

[lompoBHOoe OnmcaHMe M300peTeHUA

B @»DaHHOM IOOKYMeHTe PacCKpPHT CHoco0 JeueHMS [IaTOJIOTUUEeCKUX
HEeNpPOMU3BOJILHHX IOBMXEHUM Yy 00BekTa, BKJIOUAIMNN

a) BBeIOeHue 0BBEKTY HavyaJIbHOTO CYTOUHOTO KOJIMUeCTBa
oenTepUii-3aMelleHHOTO TeTpadeHasMHa, BKJOUAKIEI'0 II0 MeHbllel Mepe
IPMMEPHO 6 MI' B CYTKMU;

b) omnpenejyieHMe uUepes OIPMMEPHO OIOHY HEOeJIlo CTelleHM KOHTPOJIA
IaToJIOTUUECKMX HENIPOU3BOJIbHEIX OBIMXEHUM, OOCTHUTaeMOM c
VCIIOJIE30BaHMEM HadvaJIbHOTO CYTOUYHOTO KOJIMUECTBa, W OIpelelJleHNre
[IEPEHOCUMOCTM HaYaJIbHOTO CYTOUHOTO KOJMUECTBA;

c) yBeJIMUueHre CYTOUHOTO KOJMUeCcTBa JelTepul-3aMelleHHOTO
TeTpadeHasMHa Ha 6 uIM 0OoJiee MI'/CYTKM OO MHOCJeOynmeTro CYyTOUHOTO
KOJIMYeCTBa, ECJIM CTeleHb KOHTPOJIA I[IaTOJOTUMUECKUX HEMNPOU3BOJIbHEX
IOIBWXEeHUM HealeKBaTHa, a HauvaJlbHOe CyTouHOe KOJMUECTBO SABJISETCH
[IEPEHOCHMEIM ;

d) Heobsg3aTelIbHO, I[IOBTOPeHMe cTamguk b) M C) OO Tex Iop,

IIOKa CTelleHbE KOHTPOJIA IIaTOJIOTMUEeCKHMX HEIIPOM3BOJIBEHEX OBVXEHUM He



CTaHeT aIeKBAaTHOM, WM CYTOUHOE KOJUMUECTBO IeTepul-3aMelleHHOTO
TeTpabeHas3MHa ABJISETCH [IEPEHOCHMEIM; U

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

Takxe pacCKpPHT CIOCOO JIeUeHMSI IaTOJIOTUMUECKUX HEMNPOU3BOJIbHEX
OBMXEeHUN y 0O0BeKTa, BKJIIOUAMNN

a) BBEeIOeHUe OBBEKTY HavyaJIbHOT'O CYTOUHOTO KOJIMYECTBA
neyTeTpabeHasrHa, COCTAaBJIAKMETO II0 MeHbIeM Mepe IIPMMEepHO 6 MI' B
CYTKU;

b) omnpenesyieHne uUYepes IIPMMEPHO OIOHY HeOeJIlo CTelleHM KOHTPOJIA
[IaToJIOTUUYECKMX HEIIPOU3BOJIbHEIX OBWXEHUM, OOCTUTHYTOT'O C
MCIIOJIE30BaHMEM HauvaJIbHOTO CYTOUHOT'O KOJMUeCcTBa, M IIepeHOCHMOCTH
HavaJIbHOTO CYTOUHOT'O KOJIMUEeCTRBa;

C) TIOBHIIEHME CYTOUHOT'O KOJMUEeCTRBa HeyTeTpabeHas3MHa Ha 6
MI'/ CYTKH oo IoCJIeoyKnIero CYTOUHOTO KOJINYeCTBa, ecIm
IaToJIOTUUEeCKUE HENIPOU3BOJILHEE OBVXEeHU A He YMEeHBIATCH, a
HauvaJlbHOEe CYTOUHOE KOJMUECTBO ABJIAECTCAHA IIePeHOCHUMEBIM;

d) depes IMOIpPpMMEPHO OOHY He»Oejwn, Heobd3aTesJIbHO, IIOBTOPEeHNe
craiuy b) m C) OpM YCJIOBUM, UTO I[IATOJOIMUECKME HelPOU3BOJILHEE
OBVDKEeHMS  yYMEeHBIAalTCsa M CYTOUHOEe KOJMUeCTBO »neyTeTpabeHas3MHa
ABJIAETCSH [IEPEHOCHUMEIM; U

e) ecJu Kakoe-Jmubo mocJjenymoiee KOJIMUECTBO He fymer
[IepPeHOCHMEM, YMeHBbIIeHVe CYTOUHOT'O KOJMUeCTBa II0 MeHbIleM Mepe Ha
6 MI'/CYTKM OO IOCJeIYVIIEeIo CYTOUHOTO KOJMUYeCTBa.

B HEKOTOPHIX BOILJIOMEHU AX naToJIOTUUECKUE HEIPOU3BOJIbHHE
OBWXEHMS BH3BAHH IBUTIaTEJILHEM PacCTPOMCTBOM.

B HEeKOTOPHX BOILJIOHMEHMAX OBUTATeJIbHOe PacCCTPOMCTBO BHOPAaHO
M3 axKaTu3nuy, akKuHe3uM, aTakKCuy, aTeTos3a, O0ajliM3Ma, OpaluMKMHE3UN,
epebpalJlbHOTO IIapajuda, XOopeun, KopTHKkOoOa3z3aJIbHOM  IeTeHepaluwu,
OVICKMHE3UM (HanpuMep, IapoKCU3MaJILHOM) , OV CTOHUMU (oBmern,
cerMeHTHOM WM  (QOKaJLHOM) , BKIIOUad OJjedpapocrnasm, TrpadpocnasMm
(mMcToHMA KOHeuHoCTeN) , TOPTaHHYD OV CTOHU (CmacTUMUeCcKy®n
IMCOOHMK) ¥ OPOMaHIMOYJIIAPHYKR IOUCTOHMK, SCCEHIMaJILHOTO TpeMopa,
T'eHMOCTIIasMa, HacJeICTBeHHOM CHacTUMUeCcKOM IapallJieruu, BoJIe3HU

XaHTUMHITTOHA, MHOXECTBEHHOM CHMCTEMHOM  aTpoduu (cuumpoMm  Masg-



HOpenmxepa) , MUOKJIOHWH, BOJIe3HU [TapkMHCOHA, JieBonoria-
VHOYLUMPOBAHHOW IOUCKMHesuM Ipu 0o0JesHUM [lapKMHCOHAa, IapKMHCOHMS3MA,
IPpOTPeCcCHUpPYyRMero CyNpaHyKJIeapHOTO Iapajinya, CHUHIpOMa OeCHIOKOMHEX
HOT, CUHIpOMAa PerTa, CriacTUUecKou KPUBOIIEN (LepBUKaJIbHAa A
OVCTOHUA), TIOCTUHCYJIBTHOM CHAaCTUUHOCTM, lLepedpalbHOTO IIapajuua,
paccedHHOTO CKJIepo3a, I[IOBpeXIeHUs CIMHHOTO WMJIM IT'OJIOBHOI'O MO3Ia,
CTepeoTUIIHOTO OBUTATEJILHOTO pacCTpOoMCTRBAa, CTEPEeOTUIINH, Xopen
CuneHIT'aMma, CUHKMHE3UM, TO3IOHeV »OUCKMHe3sUM, IUCTOHUMU, TUKOB,
cuHIpoMa TyperTTa M OoJie3HM BuUJILCOHA.

B HEKOTOPEHIX BOILJIOWEHU AX OBUTaATeJIbHOE PacCcTpoONCTBO
IpeIcTaBJIgeT COOOM TUIEPKUMHeTHUUEeCKOe IOBUIaTeJIbHOe PacCTPOMCTEO.

B HEKOTOPEHIX BOILJIOWEHU AX naToJIOTUUYEeCKMe HENIPOU3BOJILHEE
OBVKeHMA BHOPAHE M3 XOpeM, akKaTus3uu, IOUCKUHEe3UM, TpeMopa M THKa.

B HEKOTOPEHIX BOILJIOWEHU AX naToJIoOTUUeCcKMe HENPOU3BOJILHEE
OBVXEHUA IIpelcTaBJST cofol xopeon. B  HEKOTOPHX  BOILJIOMEHMAX
naToJioTMUeCcKre HEeNPOM3BOJILHEE IBMXEHUS IIPpelCcTaBJIAT coOoM XOope,
CBA3aHHYK C 0OoJIe3HBI XaHTMHITOHAa. B HEKOTOPHX  BOIUJIOWEHUAX
IaToJIOTHMUECKME HEeNPOM3BOJILHEE OBWXEHMS IIpelCcTaBJIST cobol Tuk. B
HEKOTOPEIX BOIJIOMEHMAX IIaToJIOTMUeCKMe  HelpPOMB3BOJIBHHE  IORIVKEHUSA
ABJIAKTCSA TUKOM, CBS3aHHHM C CHMHOIpoOMOM TypeTTa.

B HEKOTOPHX BOILJIOHMEHMIX IOBUTATEeJIbLHOE PacCTPOMCTBO BHOMPAT
n3 0BoJie3HM XaHTUHITOHAa, IIO3OHEM IUCKUMHEe3UM, THUKOB, CBSIS3aHHHX C
cuHmopoMoM TypeTTa, OUCTOHUM M JIeBOINONA-MHOYLUMPOBAHHOM OUCKMUHE3UU
BoJie3HM [lapKMHCOHA.

B HEeKOTOPHX BOILJIOMEHMAX OBUTATeJIbHOEe PacCCTPOMCTBO BHOPAHO
13 6oJie3HM XAaHTMHITOHAa, [NO3IOHEeM OMCKMHEe3UM UM CUHIpoMa TypeTTa.

B HEKOTOPHIX BOILJIOMEHU AX OBUTaTeJIbHOE PacCcTpoOMCTBO
opencraBJygeT cobor OoJjie3HbL XaHTHMHITOHA.

B HEKOTOPHIX BOILJIOMEHU AX OBUTaTeJIbHOE PaccTpoOMCTBO
npeIcTaBJIgeT COOOM Xopek, CBSA3aHHYK C 0oJie3HB XaHTUMHITOHA.

B HEKOTOPHIX BOILJIOMEHU AX OTCYTCTBUE CHWXEHU S VI
IPMOCTAaHOBKMU npreMa HayaJlIbHOT'O WY [IOCJIeOYyKRIeTO CYTOUYHOTI'O
KOJIMYEeCTBE VYKas3HBakT Ha TO, UYTO CYTOUHOEe KOJIMUECTBO HBJIAETCH
[IEPEHOCHMEIM. B HEKOTOPHX BOILJIOMEHMAX I[I€PEHOCUMOCTE OIIpelesIgseTCH
IIyTeM OIlleHKM OOHOTO MJIM HEeCKOJBbKUX M3 uUMcJa YPOBHEN Ielpeccuu,

TpepoI'n, OeCCOHHUIIH, COHJIMBOCTHM, yCcTajloCTH, T'OJIOBOKPYXEHNMA,



BecnoKoOMCTBa, BO3OYXKIeHMHA, PasIpPaXUTEJIbHOCTM, aKaTU3UM, [IO3OHEMN
OVUCKVHE3UM, TJIOTaHu4g, [IapKMHCOHM3MaA, PBOTEL U TOWHOTEL. B
HEeKOTOPHX  BOIUJIOMEHMSAX OO3a He  [ABJISeTCA  II€PeHOCUMOMU, eCcJm
IIPOMCXOOUT ONOHO WMJIM HEeCKOJIBKO M3 BHIIEIIEPEUMCIJIEHHOTO. B HeKOTOPHX
BOIUICWEHMAX [O3a He IIePeHOCUTCS, eCJM BO3HUKAKT COHJIMBOCTL WK
TOJIOBOKPYXEHME .

B HEeKOTOPHX BOIUJICHMEHUAX NeNTepUl-3aMelleHHE) TeTpab®eHa3MH
nopeIXcTaBJigeT coboM nOeyTeTpabeHasMH. B HeKOTOPHX  BOILJIOMEHMAX
OeyTeTpabeHasUH IpencraBJigeT cobon TLJII0C M30OMEPHYIO bopmy
DeyTeTpabeHasMHa. B HEKOTOPEX BOIUJIOWEHMAX ILJIIOC M30MepHad dopmMa
neyTeTpabeHasuHa OpelcTaBJgeT coboM aJjibba-M30Mep. B HEeKOTOPHX
BOIJIOWEHUAX MHITUOUTOPp VMAT2 mnOpencrTabjigeT CcoOOOM ILJIIOC M30MEPHYIO
bopMy TerTpabeHasMHa. B HEKOTOPHX BOIUJIOWEHMAX ILJIOC M30MepHAad
bopma TerTpabeHa3MHa NpPencTaBJsgeT coBol aljibda-M30Mep.

B HEeKOTOpPHX  BOIUJIOMEHMAX  HadvaJlbHOE CYTOUHOE  KOJMUUECTBO
neyTeTpabeHasuHa COCTaBJIAeT OT IOpuMepHOo 30% @mo npuMepHo 70%
CYIEeCTBYKRIETIO O0mero CYTOUYHOTO KOJMUYeCTBa TeTpabeHa3MHa, KOTOpoOe
obecrneuynBaeT aIeKBaTHEM KOHTPOJIb Han [IaToJIOTUYECKUM
HEIPOU3BOJILHEM IOBWXEeHMEM. B  HEKOTOPEX BOIUJIOWEHMAX HadaJlbHOe
CYTOUYHOE KOJMUEeCTBO HeyTeTpabeHasMHa COCTaBJIgeT OT IIpuMepHO 40%
oo HOpuMepHo 60% cymecTBypRmero of0mMero CYTOUHOT'O  KOJMUYeCTBa
TerpabeHas3MHa, uTo obecrneumBaeT aleKBaTHHM KOHTPOJIb Hal
[IaTOJIOTMUYECKMM HEeIIPOM3BOJIBHEIM OBMXEHMEM. B HEKOTOPHX BOILJIOWEHMAX
HauvaJIbHOe CYTOUYHOe KOJIMUeCTBO HeyTeTpabeHa3MHa COCTaBJIgeT OT
npuMepHo 45% mo 55% oT cymecTByomero ofmero CyYyTOUYHOTO KOJMUeCTBa
TeTpabeHasnHa, KOoTOpoe obecrieunBaeT aneKBaTHHMN KOHTPOJIb
IaTOJIOTUUECKUX HEeIPOU3BOJILHHX IBWKeHUNM. B HEKOTOPHX BOILJIOMEHUAX
HauvaJIbHOe CYyTOUYHOe KOJIMUeCTBO HeyTeTpabeHas3MHa COCTaBJIgeT OT
npuMepHo 30% npo opuMepHO 50% 0T CymecTByKRLEeIro oOO0Mel'0 CYyTOUHOTO
KOJIMYEeCTBa TeTpabeHa3MHa, KOTOpoOe obecrieunBaeT aleKBaTHHMN
KOHTPOJIE 3a [NaTOJIOIMUECKVMM HEIPOWU3BOJILHEMY OBVXEHMSIMNA .,

B HEeKOTOPHX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTBO
neyTeTpabeHasVHa BROIOAT B OOHOM HOO3e MJIM IOBYX IO3ax.

B HeKOTOpPHX  BOIUJIOWIEHMAX  HadaJIbHOE CYTOUHOEe  KOJMYECTBO
DeyTeTpabeHasrHa BHOMpawT W3 IIPMMEPHO 6 MI', IIpMMepHO 12 wMT,

OpuMepHO 18 M, nOpuMepHOo 24 MI', OpuMepHO 30 MI', IPMMEPHO 36 MT,
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npuMepHoO 42 Mr, nOpuMepHo 48 MI', OpuMepHO 54 Mr, nOpuMmMepHo 60 MT,
IPUMEPHO 66 MI', I[IPpMMEPHO 72 MI' M IIpMMepHO 78 MI'. B HeKOTOPHX
BOILJICIEHNAX HauaJlbHOE CYyTOUYHOE KOJIMYECTBO neyTeTpabeHasuHa
BHOMpPAKT W3 IPUMEPHO 6 MI', IIpMMepHO 12 M, IOpMMepHO 18 wMr,
opuMepHo 24 Mr, npuMepHo 30 MI', IIpMMEPHO 36 MI', IIPpUMepPHO 42 MD' U
IpUMepHO 48 MI.

B HeKOTOpPHX BOIUJIOMEHMAX  HauvaJlbHOE CYTOUHOEe  KOJMUYECTBO
neyTeTpabeHasyHa BBOIAT B OBYX IO3axX, COCTOAMMX M3 II€PBOM HO3H U
BTOPOM HOO3H.

B HEeKOTOPHX BOILJIOWEHMAX

IlepBad Ho3a CoCTaBJigeT IIpPMMEepHO 6 MI', a BTopasd »§o3a
coCcTaBJIgeT IIPMMEPHO 6 MI';

IlepBad Ho3a COCTaBJifgeT IpMMepHO 9 MI', a BTopafd Io3a
COCTaBJIAET IIPMMEPHO 9 MI';

IlepBasd Ho3a COCTaBJdgeT OpuMepHOo 12 wMr, a BTopas Io3a
COoCTaBJIAeT IPUMEPHO 12 MT';

IlepBad HoO3a COCTaBJdgeT OpuMepHOo 15 wMr, a BTopas ILosa
coCcTaBJIgeT INPpMMepHO 15 wMmr;

nepBad Io03a COCTaRJAeT IIpMMepHO 18 wMI', a BTopasd Io3a
cocTaBJIgeT IIPMMEPHO 18 Mmr;

nepBad Io3a COCTaBRJSeT IIpuMepHO 21 MI', a BTopasd Io3a
cocTaBJigeT IIpMMepHO 21 Mr;

nepBad Io3a COCTaBRJAeT IIpuMepHO 24 MI', a BTopasd Ino3a
cocTaBJigeT IIpMMepHO 24 Mr;

IepBad Oo3a COCTaBJSeT IIpuMMepHO 27 MI', a BTopasd »o3a
cocTaBJigeT IIPUMMEpPHO 27 MI';

lepBad Lo3a CcoCcTabBJsgeT HOpuMepHo 30 M, a BTopasd IOo3a
cocTaBjfgeT IpuMepHOo 30 Mr;

lepBad Lo3a COCTaBJAeT IIpMMepHO 33 MI', a BTopad »o3a
cocTaBJigeT IIPMMEPHO 33 MI';

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

lepBad Lo3a COCTaBJgeT IIpUMepHO 39 M, a BToOpad »Oo3a
cocTaBJigeT IIPMMEpPHO 39 Mr.

B HeKOTOPHX BOILJIOWEHMAX :

IepBad ITJO3a coCcTaBJideT IIPMMEPHO © M1, a BTOpaAa To3a
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cocTaBJigeT IIPMMEPHO 6 MI';

lepBad Oo3a CcocTaBJjdeT IIpuMepHo 9 M, a BTOpas »Oo3a
cocTaBJigeT IIPMMEpPHO 9 MI';

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

lepBasg Lo3a COCTaBJgeT IIpUMepHO 15 M, a BToOpad nos3a
cocTaBJigeT IIPpMMepHO 15 Mmr;

lepBadg Lo3a COCTaBJAeT IIpMMepHO 18 M, a BToOpad no3a
cocTaBJigeT IIpMMepHO 18 Mmr;

lepBad LoO3a COCTaBJAeT IIpUMepHO 21 M, a BTopad no3a
COoCTaBJIgeT IIpMMepHO 21 MI; u

IepBad Lo3a COCTaBJAeT IIpuUMepHO 24 MI', a BTopad nos3a
COCTaBJIAeT IIpUMepPHO 24 MT.

B HEKOTOPEIX BOIJIOEHU AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasuHa COCTaBJIAeT OT IIPUMEPHO 6 OO IIpuMepHO 78 MI'. B
HEKOTOPHX  BOIUJIOWEHMAX  CYTOYHOI'O  KOJUUeCTBa HOeyTeTpabeHas3MHa
BHIOMPAT M3 IPUMEPHO 6 MI', IOpuMepHo 12 wMr, nopuMepHo 18 wr,
npuMepHo 24 wmr, nopuMepHo 30 MI', OpMMepHO 36 MI', OpuMepHO 42 wmr,
opuMepHo 48 Mr, npuMmepHo 54 wMr, npuMepHo 60 MI', OIPMMEPHO 66 MT,
OpUMEPHO 72 MI' UM IHOPUMMEPHO 78 MI'. B HEKOTOPHX BOILJIOWEHMAX
CYTOUYHOE KOJMUECTBO IeyTeTpabeHa3MHa BHOUpalT U3 IIPMMEPHO 6 MI,
OpuMepHO 12 Mr, nOpuMepHo 18 wMmr, npuMepHo 24 Mr, npmuMmepHo 30 wMT,
IpUMEepPHO 36 MI', IpMMepHO 42 MI' M IpMMepHO 48 wMmr.

B HeKOTOpPHX  BOIUIOIMEHMAX CyTOUHOE  KOJIMUEeCTBO  BBOOMMOTO
DeyTeTpabeHasyHa COCTaBJIIeT MeHee UYeM WM pPaBHO OpuUMepHO 48 M
WM MeHee 4YeM WM pPaBHO [IPUMEPHO 36 MI' OJjigd oOBeKTa, OIOHOBPEMEHHO
noJydamnmero CUJIBHHEM MHIUOUTOp CYP2D6. B HEKOTOPHX BOILJIOMEHMAX
CWJIL HEIA VHTUOUTOPD CYP2D6 BEIOMpPAT nu3 ynciia GIIYOKCEeTHHA,
IapokceTuHa, OyINpOIlMOHa, XUHMIOVHAa, LUMHAaKaJbleTa UM pUTOHaBMpa. B
HEeKOTOPHX BOIJIOMEHMAX CUJBLHEM MHTMOMTOp CYP2D6 BHOMpalT M3 UUCIA
[IapoOKCeTUHa, QIYyOKCeTHMHa M OYIPOIIMOHA .

B HEeKOTOpPEX BOIUICWEHUAX CTelleHb KOHTPOJISA XOpeMr YyJydllaeTcHd,
YTO IIOKa3aHO CHIMKEeHMeM II0 MeHblleM Mepe Ha 0,5 OyHKTOR IIO mKaje
ofme¥ MaKCHUMaJbHOM xoper (TMC). B HEKOTOPHX BOIJIOMEHUAX CHMXKeHUE
no mkaJe TMC cocTaBJISeT II0 MeHblleV Mepe 1 HOYHKT. B HeKOTOPHX

BOIJIOWEHMAX CHMXeHMe II0 mKaJle TMC cocTaBJgeT 10 MeHbIeu Mepe 1,5
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IYyHKTa. B HEKOTOPHX BOIJIOMEHMAX CHMXKeHMe [0 mKajie TMC cocTabBJideT
II0 MEeHbBIIEM Mepe 2 IIyHKTa. B HEKOTOPHX BOIUJIOMEHMSAX CHIWKEHME II0
mxajge TMC cocTaBJfgeT IO MeHbIe Mepe 2,5 nOyHKTa. B HeKOTOPHX
BOIUJICMEHUAX YJIyUlleHMe MIpeAdCTaBJIgeT CcoOoM yJydlleHMe II0 OTHOUEHUO
K VYPOBHIKD «UCXOIOHOTO» IoKazaTeyia TMC 1[o JiedeHUd, COCTaBJAKIEe II0
MeHbIIeM Mepe 8. B HEeKOTOPHX BOIUJIOUMEHUAX YJIyUdlleHUe IMIpeldCcTaBJIsgeT
cofoM yJyudlleHMe II0 OTHOIEHMI K YPOBHI «MUCXOOHOTO» IoKaszaTeys TMC
0O JedyeHusd, COCTaBJfAKIee I[IO0 MeHbmer Mepe 10. B HeKOTOPHX
BOIUJICHMEHUAX YJIyUlleHMe IMIpeAOCTaBJigeT CcoOOM yJydlleHMe II0 OTHOUEHUIO
K VYPOBHIKD «UCXOIOHOTO» IokazaTejyia TMC @[o JiedeHud, COCTaBJAKIEee II0
MeHbIIeM Mepe 12. B HEKOTOPHX BOIUJIOUEHUAX YIIYyUlleHMe IIpenNcTaBJIsgeT
cobom yJydlleHMe I[I0 OTHOIIEHMI K YPOBHI «MCXOIOHOTO» IIoKaszsaTeysa TMC
0O JleueHMs, COCTaBjidolee II0 MeHblel Mepe 12,7. B HeKOTOPHX
BOILJIOWMEHUAX VYIIYUlleHVe I[IpelcTaBiigeT CcoOOM yJydlleHMe I10 OTHOMEHU
K YPOBHI «UCXOOHOTO» IokaszaTesyia TMC @mo JiedueHmUd, COCTaBJIAKIEe II0
MeHbIIeM Mepe 14.

B HeKOTOPHX BOIUJIOWEHUAX XOpes CHWXaeTCsd, I[I0 MeHblel Mepe,
Ha 10%. B HeKOTOPHX BOIUICHMEHMAX XOopes CHMXaeTCcsd, I[I0 MeHbIen
Mepe, Ha 15%. B HeKOTOPHX BOIUJIOWEHMAX XOpesd CHWXaeTCs, IO
MeHbIIe Mepe, Ha 20%.

B HeKOTOPHX BOIUJICWEHMAX OBUTATEJIbHad QYHKUMA YyiydllaeTcda. B
HEKOTOPEIX  BOIUJIOWIEHMAX  OBUT'aTeJIbHasa  OQyHKUMA  yJydllaeTCH, uTo
IoKa3aHo YyMeHbIleHreM, IO MeHbIeW Mepe, Ha 1 [OyHKT ofmero
rokasarTesnsa IBUTATEeJLHOM aKTUMBHOCTU (TMS) . B HEeKOTOPHX
BOILJIOMEHUAX CHIMWXeHMe IMoKaszaTesida TMS cocTaBJISeT IO MeHbIlel Mepe 2
IYyHKTA. B HEKOTOPEIX BOILJIOWEHU AX CHUXEeHUEe nokasareind ™S
COCTAaBJIAET II0 MeHbIeW Mepe 3 TIyHKTa. B HeKOTOPHX BOILJIOMEHUAX
CHMXeHMe IokaszaTesa TMS cocTaBJgeT IO MeHbIleM Mepe 4 IOyHKTA.

B HEeKOTOPEX BOIUJIOWEHMAX OUCTOHMA YyJydllaeTcd. B HEKOTOPHX
BOILJIOWEHU AX IoxXonkKa yJiydmaeTrcd. B HEKOTOPEIX BOILJIOEHU AX
oBJleryaeTCcd I[IOCTypaJibHad HeCTadbMIIBHOCTL. B HEKOTOPEX BOILJIOMEHUAX
JIeUueHMe yMeHbIlaeT CUMIITOMEL [IapKMHCOHM3MA.

B HeKOTOPHX BOIUJIOWIEHMAX JieUeHMe He yXyIOllaeT paBHOBecHe. B
HEKOTOPEIX BOIUJIOCIMEHMAX JIEUEHMe YJydllaeT PaBHOBECHE.

B HEKOTOPEIX BOILJIOWEHU AX JieueHMe YIydmaeT pusnUecKoe

(]_)yHKLU/IOHMpOBaHMe . B HeKOTOPEIX BOILJIOMEHVMAX @MSMT{eCKOG
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OYHKUIMOHVPOBaHMEe OO0BeKTa VyJyudllaeTCsd, UTO M3MepdeTcsda [0 mKaje
OILIeHKU PUBUUECKOTO OYHKUVMOHUPOBAHUA SEF-36. B HEKOTOPEIX
BOIUIOWEHUAX (QpU3UUIeCKOoe OQYHKUMOHVMPOBAHMe OOBeKTa YyJydllaeTCsa, UTOo
M3MEPAETCH IO IMKaJle OlleHKUM OQUMB3MUECKOTO OQYHKUMOHMpOBaHMA SF-36
OTHOCUTEJIEHO MCXOOHOTO YPOBHA. B HEKOTOPEIX BOILJIOUEHU AX
prsmMUecKOoe (QYHKUMOHMPOBaHME OOBEeKTa YyJydllaeTCsa, UTO U3MepsaeTcd
IO IIKaJI€ OILEHKM QUBUUECKOTO OQYHKUMOHMpOBaHMA SF-36, IO CpaBHEHUD
C oOBeKTaMM, He NOOBEPIHYTHMM JIEUEHUO.

B HeKOTOPHX BOIUIOIEHMAX OOBEKT UYyBCTBYeT CHUJILHOE YIIYUlleHME
no wmrajie PGIC. B HeKOTOPHX BOIUJIOWMEHMAX OOBEKT UYBCTBYET OUEHb
CUJIbHOEe VyiyulleHre 1o mkajie PGIC. B HeKOTOPHX BOIJIOMEHMAX OOBLEKT
UyBCTBYET CUJIBHOE yJIyuluieHue T10 mrajie CGIC. B HEeKOTOPHX
BOIUJIOWEHNAX ODOBEKT UYBCTBYET OUEeHb CWMJIbHOe VJIyUulleHre II0 MKaJle
CGIC. B HeKOTOPHX BOIUJICUEHMUAX OOBEKT UYBCTBYET CWUJIbHOE YJIydlleHUe
nmo wmwrkaygaM PGIC m CGIC. B HeKOTOPHX BOIUJIOUWEHMAX OOBEKT UYyBCTBYET
OUeHb CHMJIBHOEe YyJIyulleHMe 110 mkaJjam PGIC m CGIC.

B HeKOTOPHIX BOIUIOUWEHMAX JIeUeHMe YyJydllaeT IJIOTaHuE.

B HeKOTOPHX BOIUJIOWMEHUAX JI€UeHMEe He BH3BBAET 3HAUMTEJIBHOTO
YBeJIMUeHN A e CCOHHULIH, oenpeccun, TpeBroI™, BO3OYXIEHNUS,
CYMUMOAJbHEX MEICJIEM, aKaTU3UM, Ppa3dpaXuTeJIbHOCTU WM YCTaJIOCTH.

B HeKOTOPEX BOIUICIIEHMAX JIeUeHMe He BHE3HBaeT 3HAUUTEJIbHEIX
CUMIITOMOB [MapKMHCOHM3Ma MM Oucharmum.

B HeKOTOPHX BOIUJIOIMEHMAX JIeUeHMEe 3HAUUTEJIBHO He YyBeJnuMBaeT
uHTeprall QT. B HeKOTOPHX BOIUICWEHMAX JeUueHMe CYIeCTBEeHHO He
U3MeHdeT 3HaueHMe QTcF. B HeKOTOPHX BOIUICIEHMAX MaKCUMaJIbBHOE
yBeJiMmueHne QTcF cocTaBiisgeT MeHee ueM b MC.

Takxe OpedjlaralTCsa BOIJIONEHMS, B KOTOPHX JOOOe BOIJICIEHUE,
ONIMCaHHOe BhIIe B abszalax [023] - [054] BHIIE, MOXeT OHTb
obbelIMHeHO C JIOOBM OIHMM WMJIM HECKOJBLKMMM M3 STHUX BOILJIOMEeHMUN,
ecJM KoMOMHAlLMA He ABJIAeTCS B3aMMOMCKIIoUanmel. IIpM MCIOJbL30BaHUU
B IOaHHOM JIOKYMEHTe IBa BOIUJIOMEHMS SABJIAITCH «B3aVMMOMCKJIIOYAIIMMIAY,
KoT'oa OIOHO OIpelelyideTcd Kak HeuTO, KOTOPpOe He MOXeT IlepecekKaThbCcHd
c npyrum. Takxe TOpenycMaTpUBaeTCd I[IpPUMeHeHMe »OeyTeTpabeHasrHa
OJIS JleueHMS [aTOJIOTMUECKUMX HeOpPOU3BOJILHHX IBMXEeHUM VYV o0O0bLeKTa,
KaK VYyKaszaHO B @»OaHHOM HOOKYMeHTe, WJIM B JOOOM M3 BOILJIOMEHMUN,

YKas3aHHEBIX BHIIIE B abzalax [023] - [054] BHIIIE . Takxe
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nIpelyCMaTpPMBaeTCd IIPUMMEHeHMe JeyTeTpabeHa3MHa IIPpU M3TOTOBJIEHUU
JIEKapCTBEHHOTO CpencTrBa nJisg JIleueHn s IaToJIOTUUYECKMX
HeNpOU3BOJILHHX  IOBWXeHUNM y oObekTa, KakKk ykKasaHO B  IaHHOM
OOKYyMeHTe, WM B JIOOOM U3 BOILJIOMEeHMM, yKas3aHHHX BHIe B abdszalax
[023] - [054] prme. Takxe IMpelcTaBJIEHa KOMIIO3ULMA, COIepXallas
neyrerpabeHasuH nJis JIeUeHn s naToJIOTUUECKUX HEeNIPOU3BOJIbLHHX
OBMXKeHUN Yy 00BeKTa, KaK yKaszsaHO B OaHHOM IOOKYyMeHTe, WMIM B JIoOOM
M3 BOILJIOHMIEHMM, YyKasaHHHEX Beme B ab®zaunax [023] - [054].

Takxe IpenjlaraeTcsa crocod IepeBona o00BeKTa, IIoJydawrleIlo
CylleCTBRYyKIIES oOBIee CYTOUHOEe KOJIMYUECTBO TeTpabeHas3nHa oJis
KOHTPOJIA [NaTOJIOTMUECKUMX HENPOM3BOJIBHHX OBVKEHNMM, BKJIOUAINN

a) BBeIOeHUe OBBEKTY HadaJIbHOTO CYTOUHOTO KOJIMYeCTBa
oeVTepusaMemeHHOTO TeTpabeHasrHa, KOTopoe cocTaBJjser oT 30 1o
70% OT CymecTByKmeIro OO0mMero CyTOUHOT'O KOJMUYeCcTBa TeTpab®eHasuHa U
COCTaBJIAET IO MeHbIlel Mepe IIPUMMEpPHO 6 MI' B CYTKHU;

b) OIDHOBpeMeHHOe IpeKpalleHMe IpHeMa CYyTOUHOTO KOJIMUecTBa
TeTpabeHasuHa;

Cc) Heoba3aTeJIbHO, Uepe3 IIPpUMMEPHO OOHY HeOeJllo, olIpeleJieHNe
CTelleHu KOHTPOJIA [IaTOJIOTUUYECKUX HEeIPOU3BOJIbLHEX IOBVDKEeHUM,
OOCTUTHYTOTO C HauyaJlb HEIM CYTOUHEIM KOJINYEeCTBOM nemTepu—
3aMeleHHOTO TeTpabeHas3MHa, UM [IepPeHOCHMMOCTb MCXOOHOT'O KOJIMUYeCTBa;

d) HeoBg3aTeJILHO, ecJIM CTelleHb KOHTPOJIA I[IaTOJIOTMUEeCKUX
HeNpPOMU3BOJILHHX IBMWXEHMM aleKBaTHa C KOHTpPOJeM, KoI'la OOBeKT
nojiyuyaeT TeTpabeHa3MH WMJIM HealeKBaTHa, a HadaJIbHOe KOJMUECTBO
ABJIAETCH TI€PEHOCUMEIM, VYBeJIUUMBAS CYTOUHOE KOJIMUECTBO BBepxX Ha 6
n 6oJiee MI/CYTKM OO IIOCJEOYIIEI0 CYTOUHOTO KOJMUeCTBa;

e) Heo®43aTeJIbHO, IIOBTOpPeHMe cTaiui c) u d) OJo Tex TIop,
[IoKa CTelleHb KOHTPOJA I[IAaTOJOIMUEeCKUX HEeIPOMSBBOJILHEX IBMWXEHUNM He
YIYUIIUTCSA, a HadaJlbHOE KOJMUeCTBO OyIOeT IMNepPeHOCHUMEIM; U

f) HeobOg3aTelIbHO, eCciIM Kakoe-JubOO TIocjenyrimee KOJIUUeCTEBO
ABJISETCSH HEIEepPeHOCHUMEIM, YMeHBIIeHMe CYTOUHOT'O KOJMUeCTBa Ha 6 WU
BoJlee MI'/CYyT OO IOCJEOYIIEeTr0 CYTOUHOTO KOJMUeCTBa.

Taxkxe TIIpencTaBJieH crnocob Iepexona ofwekTa, MoJIyJyammero
CyYHmeCTByKIlee CYTOUYHOE KOJMUeCTBO TeTpabeHasMHa IJIA KOHTPOJSA
IIaTOJIOTMUECKUX  HEelIPOM3BOJILHEIX  IBWXKEeHUM, c TeTpabeHasMHa Ha

ODeyTeTpabeHa3uH, BRKJIIOU AIOMNN
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a) IpeKpalleHMe IIpMeMa CyTOUHOI'O KOJIMUeCcTBa TeTpabeHasMHA;

b) Ha ciemyomuM IOeHb, BBeIeHMe OOBEKTY HadaJIbHOTO CYTOYHOTO
KOJIMYecTBa JIeyTeTpabeHa3MHa, KOTOpPOe COCTaBJISeT OT IIpuMepHo 303
oo 70% oT CYLeCTBYKRIET'O oBmero CYTOYHOTO KOJIMYeCTBa
TerpabeHal3MHa M COCTaBJIgeT II0 MeHbIleM Mepe IIpMMepHO 6 MI' B
CYTKU;

C) Uepes IIPMMEPHO ONHY HeIOeJIn OlpelellIeHMe CTelleHM KOHTPOJIA
IIaTOJIOTUUECKUX HENPOM3BOJLHEX OBMXEHUM, OOCTHUIHYTOT'O C HauaJlbHHEM
CYTOUHEM KOJIMUECTBOM oeTepu3aMeneHHOT O TeTpabeHa3MHa n
[IEPEHOCUMOCTE MCXOOHOT'O KOJIMUECTBA;

d) €CJIM CTelleHb KOHTPOJIA I[IaTOJIOTUMUECKUX  HellpPOM3BOJIbLHEX
OBWKEeHUN CpaBHMMAa C KOHTPOJIEM, KoT'ma OOBEKT nojiydaerT
TeTpabeHas3MH WM HealeKBaTHa, M HadaJlbHOe KOJIMUeCTBO HABJISEeTCH
[IepPeHOCUMEIM, YBeJIMUeHMe CYTOUHOTO KOJIMUecTBa Ha 6 MI'/CYTKM IO
[IOCJIeOyKIero CYTOUYHOT'O KOJMUeCTBa OeyTeTpabOeHasMuHa;

e) depes3 IPMMEPHO OIHY HeOeJlo, Heo0A3aTeJIbHO, IIOBTOPEHUE
crazum c) u d) TOpM YCIOBUM, UYTO I[IATOJOIMUECKOE HelPOM3BOJILHOE
OBWXeHMEe YMeHBIaeTCHa, a KOJIMUeCTBO ABJIAETCHA [NEePeHOCHUMEM; U

f) HeoBdAzaTesbHO, ecamM JioOoe IOoCcJenyrlee KOJIUUECTBO He
ABJIAeTCS IIepPeHOCHMMHEM, YMeHbIIeHMe CYTOUYHOT'O KOJIMYecTBa Ha 6
MI'/CYTKM OO TOCJeNyomeTo CYTOUHOTO KOJMUEeCTBa.

B HeKOTOPHX  BOIJIOCMEHMSAX  HadaJlbHOEe CYTOUHOe  KOJMUMUEeCTRBO
oeyTeTpabeHasyHa COCTaBJIgeT oOT HOpuMepHo 40% npo npuMepHo 60% oOT
CYIECTBYKRIETO ofmero CYTOUHOTO KOJIMYeCTEAa TeTpabeHas3MHa u
cocTaBJgeT II0 MeHbllel Mepe IOIpMMEepHO 6 MI' B CYTKM. B HEKOTOPHX
BOILJIOMEHU AX HauvaJlbHOe CYTOUHOE KOJIMYECTEBO oeyTerTpabeHasMHa
cocTaBJgeT oOT nOpuMepHo 45% pmo 55% oT cymecTByKmero ofmero
CYTOUHOTO KOJIMUeCTBa TeTpab®eHa3MHa M COCTAaBJISET II0 MeHBIel Mepe
IPMMEPHO 6 MI' B CYTKM. B HEKOTOPHX BOIUJIOMEHMAX HadaJlbHOE
CYTOUHOe KOJMUEeCTBO HeyTeTpabeHasMHa COCTaBJIAeT OT IpuMepHo 30%
oo 50% oT CYyEeCTBYKRIET'O oBbmero CYTOUYHOT'O KOJIMYEeCTEBAa
TeTpabeHal3MHa M COCTaBJgeT II0 MeHbIlel Mepe IIpMMEepHO 6 MI' B
CYTKMN.

B HEKOTOPHIX BOILJIOMEHU AX MaToJIOTUUECKOE HEeIIpOU3BOJILHOE
OBWXEeHME BE3BAHO IBUTIaTeJIbLHHM PacCTPOMCTBOM.

B HeKOTOPEX BOIUJIOCMIEHMAX IBUI'aTeJIBHOE paCCTpOﬁCTBO BBI@paHO
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M3  umcia axKaTus3un, aKMHE3UN, aTakCcuu, aTeTosa, faJmsMa,
BpaiukmHesuy, lLepebpalbHOTO Iapajuya, xXopeu, KopTukobaszsaJlbHOM
nereHepalliM, IUCKMHe3uM (HaopuMep, [IapoKCU3MaJIbHOM), OUCTOHUNU
(oBmen, cerMeHTapHOM MM  QoKaJILHOM) , BKJIIOUA A Oedapocnasm,
rpadocrazmMa (DVCTOHMIO KOHeUHOoCTel) , TOPTaHHOM OMCTOHUMA
(crnazMaTUUueCcKoM omMchoHUM) u opOoMaHINOYJIIPHOM OMCTOHUM,
CYIeCTBEeHHHM TpPeMop, TI'eHMOoclasMa, HacJleICTBeHHOM CIHacCTUUYeCKOM
naparJjerun, ©0oJie3Hu XaHTMHI'TOHA, MHOXECTBEHHOM CHUCTEeMHOM aTpodumn
(cuuopom Mag-Ipenmxepa), MUOKIJIIOHYCa, O0oJesHM [lapKMHCOHa, ©OO0JIe3HU
[TapKMHCOHA, BHI3BAHHOM JIEBOIOIION OVUCKVHE3UN, [apKMHCOHMU3MA,

NpPOTPEeCcCUPYMero CyNpaHyKJIeapHOTO IMapajiMya, CHUHIpoOMa OeCIIOKOMHEIX

HOT', CHMHIpOMa PerTa, CllaCTUUEeCKOM KprBOIIen (HepBMKaﬂbHaH
OVCTOHUA) , CIIaCTMYHOCTU BCJIeOCTBUME MHCYJIBETa, uepe@paﬂbHoro
IlapaJjinda, pracCeAdHHOT'O CKRJIEpO3a, qepeHHO—MOBPOBOﬁ TPaeMEl,
HapylmeHnA CTepeOTUIIMYeCKOTI'O IOBVMXEeHNA, cTepeoTUIINI, Xopen

CumeHxaMa, CUHKMHE?3a, o3nHer  IOUCKUHE3UHU, TUKOB, CHMHIPOMA
TypeTTa ¥ Oo0Jile3HM BUIILCOHA.

B HEKOTOPHX BOILJIOWEHU X IBUTATEJIbHOE pPacCcTPONCTBO
nperncrTaByiseT COOOM TUMNEPKMHEeTUUeCKOe IBUTAaTeJIbHOEe PacCTpPOMCTRBO.

B  HEKOTOPHX  BOIUJIOMEHMAX  [IaTOJIOTMUECKOe  HellPOU3BOJILHOE
IBMXEeHMEe BHOMpaeTCd U3 Xopewu, akaTUsuyu, IOUCKUHEe3UM, TpeMopa u
TUKA .

B  HEKOTOPHX  BOILJIOMEHMAX  [IaTOJIOTMUECKOEe  HelPOU3BOJILHOE
IBMXEeHMe MpencTaBjgeT CcofoM xopeil. B HEKOTOPHX  BOILJIOMEHVAX
NaToJIOTMUEeCKOe HEelpPOM3BOJILHOE IBWXEeHMe IMpelCTaBJIgeT CcoOOoM xXopeb,
CBA3aHHYID C 0oJie3HbD XAaHTMHITOHAa. B  HEKOTOPHX  BOIJIOMEHUIX
naToJIoTMYeCcKoe  HelNpPOM3BOJIbHOE  IBWXeHMe  ABJISeTCS  TUKOM. B
HEKOTOPHX  BOILJIOMEHMAX [IaTOJOTMUECKOEe HEeNpOM3BOJIbHOE  IBWXeHME
ABJISEeTCS TUKOM, CBSSaHHEM C CHHOpoMoM TypeTTa.

B HeKOTOPHX BOIUIOMEHUSIX IBUTATeJIbHOE PAaCCTPOMCTBO BHOMPAIT
u3 OoJie3HM XaHTUHITOHA, I[O3OHEW IMCKUHESUM, TUKOB, CBI3AHHEX C
cuumpoMoM TypeTTa, IOUCTOHUM ¥ JIEBOOONA-MHIYLVMPOBAHHOM IMCKUHE3UU
oJie3HM IlapKMHCOHA .

B HEKOTOPHIX BOIJIOMEHMAX IBUTATeJIbHOE pPacCTPOMCTBO BHOPAaHO
U3 OoJIe3HM XaHTMHITOHA, [NO3OHEeM OUCKMHEe3UM U CHMHIOpoMa TypeTTa.

B HeKOTOPEIX BOILJIOIMEHMAX IBUT'aTeJIBEHOE paCCTpOﬁCTBO
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opencraBygeT cobor OoJjie3HbL XaHTMHITOHA.

B HEKOTOPEHX BOIUJIOWEHU AX OBUTATEeJIbHOE PaccTpoMICTBO
IpencTaBJisgeT CODOM XOpeb, CBA3aHHYK C OOJIe3HBID XaHTMHITOHA.

B HEKOTOPEHIX BOIUJIOWEHU AX OTCYTCTBUE CHIIKEHU A NI
IPUOCTAHOBKM  [IpMUeMa HayvaJIbHOTO WM  IIOCJIeoynleIo CYTOUYHOTO
KOJIMYeCTBa YKa3HBalT Ha TO, UYTO CYTOUHOE KOJIMUECTBO MABJISAETCH
[IEPEeHOCHMEM., B HEKOTOPHX BOIUICWEHUAX IIePeHOCHMMOCTL Y OOBeKTa
OIpeneligdeTCcsad IIyTeM OLIEHKM OIHOTO WM HECKOJIBKUX YPOBHEM M3 UYuCia
nelpeccuu, TPeBOITH, BOeCCOHHMULEH, COHJIMBOCTH, yCTajoCcTH,
TOJIOBOKPYXEHUI, BecrnoKoMCTBa, BO3OYyXIOeHWS, pPa3smpaXxmuTesIbHOCTH,
akaTusuM, [O3IOHeM OUCKMHe3UM, IJIOTaHMsa, [NapKMHCOHM3Ma, pPBOTH U
TOWHOTE. B HEeKOTOPHX BOIUJIOWMEHMAX IHO3a He H[ABJISAeTCA IIepeHOCHMOM,
eCJIM IIPOUCXOOUT OOHO WJIM HECKOJIBKO M3 BHIIEIIEPEUMCIIEHHOTO. B
HEeKOTOPHX  BOILUJIOmMEHMSAX  Hgo3a He  [ABJIAeTCH  IIepPeHOCHMOM, ecymn
BO3ZHUKAIT COHJMBOCTE WMJIM I'OJIOBOKPYXEHNE.

B HeKOTOPHX BOIJIOWEHUAX »OelTepul-3aMelleHHHN TeTpabeHa3UH
opencrTaBjsgeT cobon nOeyTeTpabeHasMH. B HEKOTOPHX  BOILJIOMEHMAX
neyTeTpabeHa3uH ABJIAETCA IJIOC M30MepHOM OGopMoM IeyTeTpabOeHasMHa.
B HEKOTOPEIX BOTLJICIEHM AX IJocoepas n30MepHad dbopma
oeyTeTpabeHasMHa [OIpPelCTaBJgeT cobol ajbba-mM3oMep. B HEeKOTOPHX
BOILJIOWEHU AX MHIUOUTOP VMAT?2 npencraBjigeT cobon IJIIOCOBYIO
M30MEPHY OQopMy TeTpabeHa3MHa. B HEKOTOPHX BOIUIOCWEHUAX ILJICOBaSd
nzoMepHasa dopMa TeTpabeHasuHa OpelcTaBJgeT cobo¥ albda-M30Mep.

B HEeKOTOPEIX BOIUJIOIEHU AX CYTOUYHOE KOJIMYECTBO
neyTeTpabeHasVHa BBOOAT B OOHOM HO3e MJIM OBYX IO3ax.

B  HeKOTOpPHX BOIUJIOIMEHMAX  HadaJIbHOE CYTOUHOEe  KOJIMUYECTEO
IDeyTeTpabeHasyHa BHOMpawT W3 IIPMMEPHO 6 MI', IIpMMepHO 12 wMT,
OpuMepHO 18 M, nOpuMepHo 24 Mr', OpuMepHO 30 MI', IPMUMEPHO 36 MT,
npuMepHo 42 Mr, npuMepHo 48 Mr, OpuMepHO 54 Mr, npmuMmepHo 60 wMT,
IPUMEPHO 66 MI', IIPpMMEpPHO 72 MI' M IIPpMMEpHO /8 MI'. B HeKOTOPHX
BOIUJICIEHMAX HayvaJlbHOE CYTOUHOE KOJIMYECTBO oeyTeTpabeHasuHa
BHOMpPAT W3 [IPUMEPHO 6 MI', IIpMMepHO 12 MI', IIpMMepHO 18 wMr,
opuMepHo 24 wMr, npuMepHo 30 MI', IIpMMEPHO 36 MI', IpUMepPHO 42 MI' U
npuMepHOo 48 MI's. B  HEKOTOPHX BOIUIOWEHUAX CYTOYHOE KOJIMYECTBO
DeyTeTpabeHasyHa COCTaBJIgeT OT IIPUMMEePHO 6 IO IpuMepHO 78 MI'. B

HeKOTOPEIX BOIIJIOCIEHMAX CYTOUWHOTI'O ROJIMYeCTBa HGYTeTpaéeHaBMHa
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n3 IIPpMMEPHO 6 MI', OpuMepHO 12 MI', IOpuMepHO 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's B HEKOTOPHX BOILJIOWEHMAX

KOJIMUEeCTBO HeyTeTpaBeHa3MHa BHOMpPaLT U3 IIPUMEPHO 6 MT,

12 mr, npmuMepHO 18 Mr, npmumMmepHo 24 MIr, HOpuMepHo 30 wMr,

36 MI', IpUMepHO 42 MI' U IpMMepHO 48 Mr.

BOIIJICIEHMAX HaudaJIbEHOe CYTOUHOE KOJIMYeCTBO

COoCTOAIIMX W3 nepBoﬁ JOSE U

BTOPOM HOO3H.
B HEeKOTOPHX BOILJIOWEHMAX :
IepBad Ho3a CoCTaBJIAeT
COCTaBJIAET IIPMMEPHO 6 MI';
IepBad Ho3a CcocCTaBJIAeT
COCTaBJIAET IIPMMEPHO 9 MI';
epBad no3a CcocTaBJdeT
CoCTaBJIAeT IIPUMEPHO 12 MT';
IepBad no3a CocCTaBJdeT
cocTaBJIgeT IIPMMEPHO 15 Mmr;
IlepBad Ho3a CcocTaBJdeT
cocTaBJigeT IIPMMEPHO 18 Mmr;
lepBad no3a CoCTaBJdeT
cocTaBJfgeT IIpMMepHO 21 Mr;
lepBad Ho3a COCTaBJ4deT
cocTaBJigeT IIpMMepHO 24 Mr;
lepBad no3a COoCTaBJ4eT
cocTaBJigeT IIPUMMEpPHO 27 MI';
lepBad no3a COCTaBJdeT
cocTaBjgeT IpuMepHOo 30 MD;
lepBad Ho3a COCTaBJdeT
cocTaBJigeT IIPMMEPHO 33 MI';
lepBad no3a COCTaBJ4eT
cocTaBJigeT IIPMMEPHO 36 MI'; U
lepBad no3a COoCTaBJdeT
cocTaBJigeT IIPMMEPHO 39 Mmr.

B HeKOTOPEX BOIIJIOMEHMAX :

IpUMEepPHO

IPUMEPHO

IPUMEPHO

IPUMEPHO

IPUMEPHO

IPUMEPHO

[IPUMEPHO

IPUMEPHO

IPUMEPHO

TPUMEPHO

TPUMEPHO

TPUMEPHO

6

9

12

15

18

21

24

277

30

33

36

39

MT,

MT,

MT,

MT,

MT,

MT,

MT,

MT,

MT,

MT,

MT,

MT,

BTOpAasd

BTOpasa

BTOpasa

BTOpasa

BTOpAaAd

BTOpPAAd

BTOpAa4d

BTOpAaAd

BTOpAa4d

BTOpPAa4d

BTOpAa4d

BTOpPAa4d

Jo3a

TO3a

JO3a

TO3a

To3a

TJo3a

To3a

To3a

To3a

To3a

To3a

To3a
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IepBasg no3a COoCTaBJISgeT IIPUMEPHO 6 MT, a BTopad Hnos3a
COCTaBJISET IMPMMEPHO 6 MI';

IepBasd no3a COCTaBJISgeT IpUMepHOo 9 wMrT, a BTopad nos3a
COCTaBJISET MPMMEPHO 92 MI';

Iepeasg no3a COCTaBJAeT I[IpMMepHO 12 MI', a BTopas JHo3a
cocTaBJigeT IIPMMEpHO 12 Mr;

eperasg no3a COoCTaBJIgeT IIpuMMepHO 15 wMI', a BTopas nOo3a
cocTaBJIgeT IIPpMMepHO 15 Mmr;

eperasg nos3a CcoCTaBJIgeT IIpuMMepHO 18 wMI', a BTopas bo3a
CcoCTaBJIgeT IIpMMepHO 18 wMmr;

nepeasg nos3a CcoCcTaBJIgeT IIpMMepHO 21 MI', a BTopasa bo3a
coCcTaBJIgeT IIpMMepHO 21 MI; u

nepBasd Io03a COCTaBJIAeT IHOpuMepHOo 24 M, a BTopad HOo3a
COCTaBJIAeT IIPpUMEPHO 24 MT.

B HEKOTOPEIX BOIUJIOWEHNAX :

CylmecTBYyKIee oOBlee CYTOUHOEe KOJIMYUECTBO TeTpabeHas3nHa
cocrTaBJgeT OpuMepHo 12,5 wMI', a HadaJIbHOe CYyTOUHOEe KOJIMUEeCTBO
neyrerpadeHas3MHa COCTAaBJIAET IPMMEPHO 6 MI';

CYLIeCTRYKIEE obmee CYTOUHOEe KOJIMUECTBO TeTpabeHas3MHa
cocTaBJgeT OpuMepHo 25 MI', a HadaJlbHOe CYTOUHOe KOJMUEeCTRO
DeyTeTpabeHasrHa COCTABJAET IIPMMEPHO 12 MI';

CyLIeCTRYKIEE oBmee CYTOUHOEe KOJIMUECTBO TeTpabeHas3MHa
cocTaBJageT nOpuMepHo 37,5 MI', a HauaJlbHOE CYTOUYHOE KOJUUEeCTRBRO
neyrTerTpabeHasMHa COCTAaBJIAET NIPMMEepHO 18 MT;

CyleCcTRYyKIEe oBmee CYyTOUHOEe KOJIMUECTBO TeTpabeHas3MHa
cocTaBJageT nOpuMepHo 50 MI', a HadaJlIbHOe CYTOUHOe KOJMUEeCTRO
neyrerTpabeHasMHa COCTAaBJIAET NPMMeEpHO 24 MT;

CylleCcTRYyKIEee oBmee CYyTOUHOEe KOJIMUECTBO TeTpabeHas3MHa
cCoCTaBJIIeT TIIPMMEPHO 62,5 MI', a HauaJlbHOE& CYTOYHOE KOJUMUEeCTRBO
DeyTeTpabeHasrHa COCTaBJSgeT IIpuMepHO 30 MI';

CylleCcTBRyKIEee obmee CYyTOUHOEe KOJIMYECTBO TeTpabeHas3MHa
cocTaBJIgeT IIpuMepHO 75 MI', a HadaJlbHOe CYTOUHOe KOJMUeCTRBO
DeyTeTpabeHasyHa COCTAaBJISAET IIPMMEPHO 36 MI';

CylleCcTByKIEee obmee CYyTOUHOEe KOJIMYECTBO TeTpabeHas3MHa
cocTaBJdeT TIpuMepHo 87,5 MI', a HauaJlbHOE CYTOYHOE KOJMUECTRBO

DeyTeTpabeHasMHa COCTaBJISAET IIPUMEPHO 42 MI'; WU
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CyllecTBYyIllee ofmee CYyTOUYHOE KOJIMYECTBO TeTpabeHa3MHa
cocrTaBjdgeT InOpuMepHo 100 M, a HauaJlbHOe CYyTOYHOEe KOJIMUeCTBO
DeyTeTpabeHasMHa COCTAaBJIAEeT IIPpMMepHO 48 Mr.

B HEeKOTOPEHIX BOIUIOWEHU AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasyHa COCTaBJIgeT OT IIPMMEPHO 6 IO IpuMepHO 78 MI'. B
HEeKOTOPHX  BOIUJIOWEHMAX  CYTOYHOI'O  KOJMUUeCTBa HOeyTeTpabeHas3MHa
BHOMpPAKT M3 IPUMEPHO 6 MI', IIpMMepHO 12 M, IOIpMMepHO 18 wMr,
npuMepHo 24 Mr, npuMmepHo 30 MI', OPMMEepPHO 36 MI', IOpuMepHO 42 wMT,
opuMepHoO 48 Mr, nOpuMepHo 54 MI', OpMMepHO 60 MI', OPMUMEPHO 66 MT,
OpUMEepHO 72 MI' ¥ OPUMEPpHO 78 MI'. B HEeKOTOPHX BOILJIOWEHMAX
CYTOUYHOE KOJMUECTBO IeyTeTpabeHas3MHa BHOUpPAT U3 IIPMMEPHO 6 MI,
opuMepHoO 12 Mr, npuMmepHo 18 wMr, npuMepHo 24 Mr, npmumepHo 30 wMr,
IIPMMEPHO 36 MI', HOpUMepHO 42 MI' ¥ IpuMepHO 48 Mr.

B HEeKOTOpPHX  BOIUIOMEHMAX CYTOUHOE  KOJIMUEeCTBO  BBOOMMOTO
neyTeTpabeHasuHa COCTaBJIAeT MeHee UeM WM PaBHO IIpuMepHO 48 wMT
WM MeHee UeM WM pPaBHO IIpMMEpPHO 36 MI' IJig  OOBEKTOB,
OIDHOBPEMEHHO [OJIydallyxX CUJIBHEM MHTUOUTOp CYP2D6. B HEKOTOPHX
BOILJIOMEHM AX CHUJIb HEIM MHIUOUTOP CYP2D6 BHIOMpPAT nu3 umcia
diIyokceTrHa, IIapOKCeTHHa, OYIPOIMOHa, XMHMAOMHA, LMHaKaJbleTa WU
PUTOHaBMPa. B HEeKOTOPHX BOIJIOWMEHMAX CUJIbHEM MHTUOUTOPp CYP2D6
BEHIOMpAKT M3 UMCJIa HapokKceTMHa, OQIYOKCeTHMHa MM OYIIPOIIMOHAa.

B HEKOTOPEIX BOIJIOIEHU AX KOHTPOJIb Xopeu yJlydimaeTcs
yMeHbIleHMeM II0 MeHbled wMepe Ha 0,5 nOyHkTa 0o mkaje ofbmen
MaKCHMMaJIbHOM xopeu (TMC). B HEeKOTOPHIX BOIJIOWMEHUAX CHMWXKeHUE TIO
mxaje TMC cocTaBJfgeT IO MeHbmeM Mepe 1 MOYHKT. B HeKOTOPHIX
BOILJIOMEHUAX CHMWXeHMe TI10 mKaJjie TMC cocTaBJISeT IO MeHbmen Mepe 1,5
IyHKTa. B HEKOTOPEX BOIUIOMEHMAX CHMWXeHMe 10 mkajie TMC cocCTaBJIsSeT
IO MeHbBIIeM Mepe 2 IIyHKTa. B HEKOTOPHX BOIUJIOMEHMAX CHWKEHME 110
mxajge TMC cocTaBJsgeT IO MeHbIleM Mepe 2,5 0Oajjla. B HeKOTOPHIX
BOIUJICHMEHUAX YJyUlleHMe MNpeAdCTaBJIgeT CcoOoM yJydlleHre IO OTHOUEHU
K YPOBHI «MUCXOOHOTO» IokaszaTeyiia TMC @mo JiedeHuUs, COCTAaBJAKIEES 110
MeHbIIeM Mepe 8. B HEeKOTOPHX BOIJIOMEHUAX YJIyUlleHUe TMpelNcTaBJIsgeT
cofboM yIyulleHMe IO OTHOIMEHMI K YPOBHK «UCXOOHOTO» IMoKaszaTensa TMC
0O JedyeHudA, COCTaBJAKIee II0 MeHbmer Mepe 10. B HeKOTOPHX
BOIUJIOMEHUAX YJyUlleHMe MNIpedCTaBJISeT CcoOo¥ yJydlleHMe IO OTHOUEHU

K YPOBHI «MCXOODHOTO» IokazaTejya TMC no JieueHMA, COCTaBJIdlee II0
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MeHbIIeM Mepe 12. B HEeKOTOPHX BOIJIOUEHUAX YIIyUlleHMe TMpelNCcTaBJIsgeT
cofoM yJyudlleHMe IO OTHOMEHMI K YPOBHK «UCXOOHOTO» IMoKaszaTens TMC
0O JleyeHUd, COCTaBJIAKIee IO MeHbmeM Mepe 12,7. B HeKOTOPHX
BOIUJICMEHUAX YJIyUlleHMe MIpeAdCTaBJIgeT CcoOoM yJydlleHMe II0 OTHOUEHUO
K VYPOBHIKD «UCXOIOHOTO» IoKazaTeyia TMC 1[o JiedeHUd, COCTaBJAKIEe II0
MeHbme Mmepe 14..

B HEeKOTOPHX RBOIUJICHMEHUAX XOpesd CHWXaeTCHd, IO MeHbIIell Mepe,
Ha 10%. B HeKOTOPHX BOIUJICMEHMAX XOpesd CHMXaeTCsd, [0 MeHbIlen
Mepe, Ha 15%. B HeKOTOPHX BOIUIOWEHMAX XOoped CHMXaeTCcsa, IO
MeHbIeM Mepe, Ha 20%.

B HeKOTOPEHX BOIUJICUMEHMAX IOBUTATeJIbHAA QYHKLUMA YyJydllaeTCd.

B HEeKOTOPEHX BOIUJICWEHMAX IOBUT'aTeJIbHasa QYHKUMA YyJydllaeTCcH,
YTO I[IOKAaBaHO CHWXeHMEeM IO MeHblleM Mepe, Ha 1 HOYyHKT B mKaje ofmen
OIBUTATEeJILHOM aKTMBHOCTM (TMS). B HEKOTOPHX BOILJIOWMEHMAX CHMXEeHUE
nokaszatreyiga TMS cocTaBJigdeT IO MeHBIIeM Mepe 2 IIyHKTa. B HEeKOTOPHX
BOILJIOMEHMAX YyMeHblleHMe [0 mkaJie TMS cCcocTaBJISeT II0 MeHblledl Mepe 3
[IyHKTa. B HEKOTOPEX BOIUJIOMEHMAX CHMWXeHMe Oajiia TMS coCTaBJIAEeT IIO
MeHbIle Mepe 4 TIyHKTa.

B HEKOTOPEHX BOIUJIOCWEHMAX OUCTOHMA YyJydllaeTcd. B HEKOTOPHX
BOILJIOWEHU AX IoxXonkKa yJydmaeTcd. B HEKOTOPEIX BOILJIOWEHU AX
oBJleryaeTCcd I[IOCTypaJibHad HeCTabMJIIBHOCTL. B HEKOTOPEX BOILJIOMEHUAX
JleUueHMe yMeHbllaeT CHMMIITOMEL [IapKMHCOHM3MA.

B HeKOTOPHX BOIUJICWEHMAX JieUeHMe He YXYOlaeT paBHOBeCHUe
O0B0BbeKTa. B HEKOTOPHX BOIUJIOWEHMAX JIEUEeHMe YyJydllaeT PaBHOBEeCHE.

B HEKOTOPEIX BOILJIOWEHU AX JleueHMe YIydlmaeT pusnUecKoe
GYHKUMOHUPOBAHUE . B HEKOTOPEIX BOILJIOWEHM AX pUsnUecKoe
GYHKUIMOHUPOBaHME OOBEeKTa VYJydllaeTCcda, UYUTO U3MepdeTcd IIo IKaje
dusUUueckoro  QYHKUMOHMpPOBaHMA SEF-36. B HeKOTOPHX  BOILJIOWEHMAX
PrsMUeckoe QYHKUMOHUPOBaHMEe OOBEKTa YyJydllaeTcd, UYTO WM3MEepaeTcHd
10 Wkajle (U3UYUEeCKOTO QYHKUMOHMPOBaHMA SEF-36 OT MCXOOHOI'O YPOBHSA.
B HEeKOTOpPEX BOIJIOMEHMAX  Q(U3MUeCKOoe QYHKUMOHMPOBaHME OOBEKTa
VIydlaeTrcd, UYTO M3MepdeTcd I[I0 mMKajie (QU3UUEeCKOTO QYHKUMOHWPOBAHUA
SF-36, IO CpaBHEHMK C HeoOpaboTaHHEHMM OOBEKTaMU.

B HeKOTOPHX BOIJIOWEHMAX OOBLEKT UYBCTBYET CUJILHOE YIIyUlleHUe
no mrkajie PGIC. B HeKOTOPHX BOIUJIOMEHMAX OOBEKT UYBCTBYET OUEHb

CUJILHOEe ViyulleHre 110 mkKajie PGIC. B HEKOTOPHX BOIJIOCIMEHUAX OOBLEKT
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UYBCTBYET CUJIBHOE YyIIyuluieHme infe} mKaJje CGIC. B HEKOTOPHX
BOIUJIOWEHVAX OOBEKT UYBCTBYET OUeHL CUJIBHOe VYIJIyUlleHMe I[I0 MIKaje
CGIC. B HeKOTOPEX BOIUJIOUEHUAX OOBLEKT UYyBCTBYET CUJIbBHOe YJIIYUlleHUE
no mrajiaMm PGIC m CGIC. B HEeKOTOPHX BOIUIOUWEHUAX OOBEKT UyBCTBYET
OUeHb CUJIbHOe VYJIIyulleHMe [0 mkajaM PGIC u CGIC.

B HeKOTOPHX BOIUJIOUWEHMAX JIeUeHMe YyJyudllaeT IJIOTaHue.

B HeKOTOPHX BOIUJIOWEHMAX JeUeHMe He BH3HBaeT 3HAUUTEJIBHOTO
YBeJIMUeHU A OeCCOHHUIIH, oernpeccuu, TpeBoTIu, BO3OYXIEHNUS,
CYMLIMOAJNBbHEX MECJIEN, aKaTU3UM, Pa3apPaXuTeJIbHOCTU MM YCTaJIOCTH.

B HeKOTOpPHX BOIUJIOUWEHMAX JeUeHMe He BH3HBaeT 3HAUUTEJILBHOTO
NapKMHCOHM3MAa MM nOucoharmm.

B HeKOTOPHX BOIUJIOUWEHMAX JIeUeHMe 3BHauUTeJIbHO He YyBeJiMuMBaeT
MHTepraJsl QT. B HEKOTOPHX BOIUIOWEHMAX JiedeHre CYIeCTBEeHHO He
U3MeHdgeT 3HaueHMe QTcF. B HeKOTOPHX BOIUJIOUWEHUMAX MaKCHUMaJIbHOEe
yBeJnueHre QTcF cocTaBJigseT MeHee ueM 5 McC.

Takxe IOpenjlaraloTCa BOIUJIOUEHMSA, B KOTOPHX JiOOe BOIJIOUEHUE,
onMcaHHOe Bbme B abzauax [056] - [090], MoxeT OBTHL OOBLEIMHEHO C
JIIOOBEIM  OOHMM WJIM HECKOJIBKMMM M3 DTHUX BOIUIOMEHUM, ecJu KoMOMHalMA
He ABJIAETCA B3aMMOMCKJIIUAKIEHN . Takxe npenycMaTpuBaeTCd
npuMeHeHre neyTeTpabeHasMHa OJg Iepexona oObeKTa, IIoJydaKIelro
CylleCTRYyKIIe e oBmee CYyTOUHOEe KOJIMUEeCTBO TeTpabeHasMHa OJIs
KOHTPOJIA TaTOoJIOTUMUECKUX HEelIPOMBBOJILHEIX OBUMXEHUM, KaK YyKasaHo B
IOaHHOM JOKyMeHTe WJIM B JIOOOM M3 BOIUJIONMEHMUM, VYKa3aHHBX BHIIEe B
abzanax [056] - [090] Beme. Takxke TIOpeldyCMaTpMBaeTCsa IIPUMEHEHUe
ODeyTeTpabeHa3MHa I[IPpU UI3TOTOBJEHUM JIEKAPCTBEHHOTO CpencTBa MOJd
nepexona oBweKTa, noJiyuamimero CylecTByrIlee ofmee CYTOUHOE
KOJIMYEeCTBO TeTpabeHasMHa IoJis KOHTPOJIA raToJIOIMUEe CKUX
HeNpPOU3BOJILHHX IBWXEeHMM, KaK YyKasaHo B IaHHOM IOKYMeHTe WM B
JHoB®oM M3 BOIJIONEHMM, VYKa3aHHBX Bome B abszaumax [056] - [090].
Takxe TImOpenjaraeTcsd KOMIO3MIMA, cCcolepXalasa »neyTeTpa®eHasMH OJIA
IpUMeHeHM S IIpM IIepexone o00BeKTa, IIoJIydawnlero CylIecTBylee ofOlee
CYTOUHOE KOJIMUeCTBO TeTpabeHa3MHa OJA KOHTPOJA HaTOJOTUUECKUX
HeNpOU3BOJILHHX IBWXEeHMM, KaK YyKasz3aHo B IaHHOM IJOKYMeHTe WM B
JioOOM M3 BOILJIOMIEHMM, yKasaHHHEX Bome B abz3aunax [056] - [090].

Takxe npenjaraeTcs crioco® JieueHud OBUTATEJIEHOTO

paccTpoMcTBa y 00BeKTa, BKJIOUAKINMM BBeleHMEe CYTOUHOTO KOJMUeCcTBa
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mHTubuTopa VMATZ2, 1ne Jmbo:

XOopesd CHMXaeTCHd He MeHee yeM Ha 10%, ¥ BHIIOJHAETCS OIHO WM
HEeCKOJIbKO M3 CIeIyIRIMUX YCJIOBUM:

MOTOPHasa OYHKIUMA yJydmaeTcs, I[I0 MeHbmeV Mmepe, Ha 10%;

prsmMUecKoe QYHKUMOHMPOBAHMEe OOBEeKTa YJydllaeTCHa;

yJydlmaeTcsd TJIOTaHue;

PaBHOBECHE He yXyHNllaeTCHd;

JIeUueHMe He BH3HBAEeT 3HAUUTEJIBHOTO VYBeJMUeHMS OeCCOHHMUIEL,
oenpeccuu, TPeBoTM, BO3OyXIeHMS, CYULUMIAJBLHEIX MECJEN, akKaTUu3UuM,
pasipaXuTesIJbHOCTH, YCTaJIOCTU, I[IapKMHCOHM3MAa WM OUucharuu,; u

MaKcUMaJlbHOe yBeJiMmdeHMe QTCF cocTaBJigseT MeHee UeM 5 MC;

WM IOBUTaTeJlbHas OQYHKUMSA YyJydllaeTcs, IO MeHBIIEM Mepe, Ha
10%, M  BHIIOJIHAeTca Jioboe OIOHO WMJIM HEeCKOJIbKO M3 CJedyIIMX
YTBEepXIeHUN

Xopes CHWXaeTcs, 10 MeHbmel Mepe, Ha 10%;

Prsnueckoe QYHKUMOHMPOBaHME OOBeKTa YyJydllaeTCd;

yJydliaeTcad IDJIOTaHue;

paBHOBeCHEe He yXyIOlaeTcsd;

JiedeHMre He BH3HBaAeT 3HAUMTEJIBHOTO YBeJMueHUs OeCCOHHMUIE,
nenpeccuu, TPeBoTM, BO3DYXIeHUSI, CYULMIAJILHBIX MBICJEeN, akKaTu3uu,
pasipaXmuTesJJbHOCTY, YCTAaJIOCTM, [NapKMHCOHM3MAa WIM OUucharum,; u

MakcHuMaJibHOe yBeJiMmueHMe QTcF cocTaBRJIgeT MeHee ueM 5 McC.

B HEeKOTOPHX BOILJIOHMEHMAX OBUTATEJIbHOE PacCCTPOMCTBO BHOPAHO
M3 axKaTu3uy, akKuHe3uM, aTakCuy, aTeTos3a, OaljlyiM3Ma, OpaluMKMHE3IUN,
nepebpallbHOTO Iapajuda, Xopeun, KOopTHkOoOa3z3aJIbHOM  IJeleHepaluwu,
OMCKUHE 3UM (HanpuMep, IapoKCcU3MaJIbLHOM) , OMCTOHUMU (oBmelt,
cerMeHTHOM WM  (QOoKaJILHOM) , BKJIOUad OJjedpapocrnasm, TrpadpocnasMm
(oDucToHMSA KOHeuHOoCTeN) , TOPTaHHYD OV CTOHUI (CmacTHUUeCcKy
IMCOOHMK) ¥ OPOMaHIMOYJIAPHYKD OUCTOHMK, SCCEHIMaJILHOTO TpeMopa,
TeHMOCTIIazMa, HacJeICTBeHHOM CHacTMUeCcKOM IapallJieruu, BoJIe3HU
XaHTMHITOHA, MHOXECTBEHHOM  CUCTEMHOM  aTpodum (cuaopom  lMag-
HOpenmxepa) , MMOKJIOHWM, BoJIe3Hn I[TapKMHCOHA, JeBomoria-—
VHOYLUIMPOBAHHOM IOUCKMHesuM Ipu 0o0Jes3HUM I[lapKMHCOHAa, IapKMHCOHMS3MA,
IpoTrpeccUpynlero CcylpaHyKJIeapHOTO Iapalvda, CHUHIpoMa OeCIIOKOMHHX
HOT, CUHIpOMAa PerTa, CriacTUUeCcKoOu KPUBOIIEN (LepBUKaJbHaA

OVCTOHMA), IIOCTHMHCYJIETHOM CIACTHUUYHOCTHM, LepelbpalIbHOTO IIapajuya,
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PacCcesdHHOTO CKJIepo3a, I[OBPEeXIeHUSA CIMHHOTO WJIM TOJIOBHOTO MO3Ta,
CTepeoTUIIHOTO OBUTATEeJILHOTO pacCTpOoMCTBAa, CTepeOTUNINH, xXopeun
CugeHrama, CHUHKMHE3ZUNA, [Io3OHeM IOMUCKMHEe3UH, OVUCTOHUMN, TUKOB,
cuHgpoMa TypeTTa M O0JIe3HM BUIBCOHA.

B HEKOTOPEHIX BOILJIOMEHU AX OBUTATEJILHOE PaccTpPOMCTBO
opencraBJgeT CcoOoM THUIIEPKMHeTMUeCcKOoe IBUIaTeJIbHOe PacCTPOMCTEO.

B HeKOTOPHIX BOIUJIOMEHMAX OUCTOHMA VYJydllaeTCcad. B HEKOTOPEHIX
BOILJIOWMEHU AX [IoxXonoKa yJIydlmaeTcHd. B HEKOTOPEIX BOILJIOUEHM AX
ofJleryaeTCcda NOCTypalibHad HeCTaOMIILHOCTL. B HEKOTOPHX BOILJIOMEHMSIX
JleueHMe YyMeHbIlaeT CHMMITOMB NapKMHCOHM3MA .

B HEeKOTOPHX BOILICHMEHMAX OBUTATEeJIbHOe PaCCTPOMCTBO BHOPAaHO
13 0oJe3HM XaHTMHITOHA, IIO3OHeM IMUCKMHE3UM UM TUKOB, CBSA3AHHEX C
cuHgpoMoM TyperTTa.

B HEeKOTOPEIX BOILJIOMEHU AX OBUTATeJIbHOE PacCCTPOMCTBO
npencrTaBjisgeT cobol BoJie3Hb XaHTUMHITOHA. B HEKOTOPHX BOILJIOMEHMAX
IBUTAaTeJIbHOe PacCTPOMCTBO IpeIcTaBJisgeT coboM xopeln. B HEeKOTOPHX
BOILJIOMEHUAX »OBUTATeJIEHOe PacCTPOMCTBO IMpeIcTaBJseT coboM xopen,
CBA3AHHYK C 0OO0JIe3HBI XaHTMHITOHA.

B HEKOTOPHX BOIJIOMEHUAIX IOBUTATEJILHOE PAacCCTPOMCTBO SABJISETCH
THUKOM. B HEKOTOPEIX BOILJIOMEHUAX OBUTaTeJIbHOEe PacCTPOMCTBO
ABJIAETCAI TUKOM, CBA3aHHBEM C CHHOpoOMOM TypeTTa.

B HEeKOTOPHX BOIJIOWEeHMAX MUHIUOUTOp VMATZ2 nOpencTaBiasgeT codou

oeVTepui—-3aMelle HHHM TeTpabeHasnH. B HEeKOTOPHIX BOILJIOMEHU AX
oeVTepuii-3aMelleHHHHM TeTpabeHa3MH IpencTaBJIsgeT cobon
DeyTeTpabeHasNH. B HEeKOTOPHIX BOILJIOMEHU IX neyTeTpabeHasUH

ABJIAeTCHA IIJIIOC M30MepHOM dopMoM meyTeTpad®eHa3MHa. B HeKOTOPHIX
BOIUICIEHMAX IUJIIOC M30MepHas o¢opMa HOeyTeTpabeHa3MHa IIpelcTaBligeT
cobon amnbpdpa-mzOoMep. B HEKOTOPHX BOIUJIOMEHUAX MHIUOUTOp VMAT2
npelcTaBJigeT CcoBOM  IIJIIOC  M3OMepHy  dopMy  TeTpabeHasuHa. B
HEKOTOPHIX BOILJIOWEHM AX TLJII0C N30MepHasd dopmMa TeTpabeHasMHa
IpencTaBJIgeT cobomn ajbba-mn3oMep. B HEKOTOPEHIX BOILJIOEHM AX
MHTUOUTOP VMATZ2 mnpencTaBaseT cobor BaJjiOaHa3WUH.

B HEKOTOPHIX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTBO
neyTeTpabeHasyHa BROOAT B OOHOM HOO3e MJIM IOBYX IO3ax.

B HEeKOTOPHIX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTBO

DeyTeTpabeHasyHa COCTaBJIgeT OT IIPMMEePHO 6 IO IIpuMepHO 78 MI'. B
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HEeKOTOPHEX  BOIUJIOWEHMAX  CYTOYHOI'O  KOJUUYeCTBa HOeyTeTpabeHa3MHa
BHOMpPAT W3 IPUMEPHO 6 MI', IIpMMepHO 12 M, 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 IOpMMepHO 48 Mr.

B HEKOTOPEIX BOIUJIOWEHN AX CYTOUYHOE KOJIMYECTBO
neyTeTpabeHasyHa BBOIAT B OBYX IO3axX, COCTOANMX M3 II€PBOM HO3H U
BTOPOM HOO3H.

B HEeKOTOPHX BOILJIOWEHMAX :

IlepBad Ho3a COCTaBJIgeT IpMMEepHO 6 MI', a BTopafd Io3a
COCTaBJIAET IIPMMEPHO 6 MI';

llepBad Ho3a CoCTaBJigeT IIpMMepHO 9 MI', a BTopafd Io3a
COCTaBJIAET IIPMMEPHO 9 MI';

IepBad Ho3a CoOCTabJjdeT IIpuMMepHo 12 Mr, a BTopas [HOo3a
cocTaBJIgeT IIPMMEPHO 12 MI';

lepBad HoO3a CoOCTabJjdeT OpuMepHOo 15 wMr, a BTopad ILo3a
cocTaBJIgeT IIPMMEpPHO 15 Mmr;

IlepBad no3a COoCTaBJdeT OpuMepHOo 18 wMr, a BTopad ILo3a
cocTaBJigeT IIPMMEpPHO 18 Mmr;

lepBad no3a COoCTaBJjdeT OpuMepHo 21 Mr, a BTopad Lo3a
cocTaBJigeT IIpMMepHO 21 Mr;

lepBad Ho3a COCTaBJ4deT IIpuMepHO 24 Mr, a BTopad Lo3a
cocTaBJigeT IIpMMepHO 24 Mmr;

lepBad Ho3a COCTaBJ4AeT IpMMepHO 27 Mr, a BTopad Lo3a
cocTaBJigeT IIPUMMEPHO 27 MI';

lepBad HOo3a COoCTaBJdeT HOpuMepHo 30 Mr, a BTopad Lo3a
cocTaBjigeT IpuMepHOo 30 Mr;

IlepBad HOo3a COCTaBJ4AeT I[IPMMEepHO 33 MI', a BTopad Lo3a
cocTaBJigeT IIPMMEPHO 33 MI';

lepBad HOo3a COCTaBJ4AeT I[IPMMEepHO 36 MI, a BTopad »§o3a
cocTaBJigeT IIPMMEPHO 36 MI'; U

lepBad HOo3a COCTaBJ4deT IIpMMepHO 39 Mr, a BTopad »§o3a

cocTaBJigeT IIPMMEpPHO 39 Mmr.
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B HeKOTOPHX BOILJIOWEHMAX :

lepBad To3a CocTaBJjdeT IIpPMMEpPHO 6 MI', a BTOopas »Oo3a
cocTaBJigeT IIPMMEPHO 6 MI';

lepBad ToO3a CcocTaBJjdeT IIpuMepHOo 9 MI', a BTOpas »Oo3a
cocTaBJigeT IIPMMEpPHO 9 MI';

lepBasg Lo3a COCTaBJAgeT IIpUMepHO 12 MI', a BTopad »no3a
cocTaBJigeT IIPMMEpHO 12 Mr;

lepBadg Lo3a COCTaBJAeT IIpMMepHO 15 Mr, a BToOpad nos3a
cocTaBJigeT IIPpMMepHO 15 Mmr;

lepBad LoO3a COCTaBJAeT IIpUMepHO 18 Mr, a BToOpad no3a
CoCTaBJIgeT IIpMMepHO 18 wMmr;

mepBad Lo3a COCTaBJAeT IIpuMMepHO 21 M, a BTopad nos3a
COCTAaBJIAET IIPpMMepHO 21 MI'; u

IlepBasd DoO3a COCTaBJAeT OpuMepHO 24 M, a BTopas Io3a
COoCTaBJIAeT IPUMEPHO 24 MT.

B HEKOTOPEIX BOIJIOEHM AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasuHa COCTaBJIAeT OT IIPUMEPHO 6 OO IIpuMepHO 78 MI'. B
HEeKOTOPHX  BOIUJIOWEHMAX  CYTOYHOI'O  KOJUUeCTBa HOeyTeTpabeHas3MHa
BHOMpPAKT M3 OIPUMEPHO 6 MI', IOpuMepHO 12 wMI', TIOpMMepHO 18 wMr,
npuMepHo 24 wMr, npuMmepHo 30 MI', OpMMeEpPHO 36 MI', IpuMepHO 42 wMT,
opuMepHo 48 Mr, npuMepHo 54 Mr, nOpuMepHo 60 MI', IPMMEPHO 66 MT,
OpUMEPHO 72 MI' UM IHIOPUMMEPHO 78 MI'. B HEKOTOPHX BOILJIOWEHMAX
CYTOUHOE KOJMUECTBO JIeyTeTpabeHa3MHa BHOUpalT U3 IIPMMEpPHO 6 ML,
OpuMepHO 12 Mr, npuMepHo 18 wmr, npuMepHo 24 Mr, npumepHo 30 wMT,
IPpUMEPHO 36 MI', IIpMMepHO 42 MI' M IpMMepHO 48 Mmr.

B  HeKOTOpPHX BOIUJIOIMEHMAX CyTOUHOE  KOJIMUEeCTBO  BBOOMMOIO
DeyTeTpabeHasMHa COCTaBJIgIeT MeHee UYeM WM pPaBHO IIpUMepHO 48 M
WM  MeHee UeM WM  pPaBHO IIpUMMEepHO 36 MI' mJjda  OOBEeKTOE,
ODHOBPEMEHHO MOoJyYallMxXx CUJIBHEM MWHTUOUTOPp CYP2D6. B HEKOTOPHX
BOILJIOMEHMAX CUJILHEM MHIMOMTOPp CYP2D6 BHOUpalT U3 OQOIYyOKCeTHHAa,
[IapoKCceTuHa, OyIlpOIlMOHa, XUHMIOVHAa, LUMHaKajbleTa UM pUTOHaBMpa. B
HEeKOTOPHX BOIJIOMEHMUAX CUJIBHEM UMHTHUOMTOp CYP2D6  BHOMpanoT U3
[IapoOKCeTUHa, QIYyOKCeTHMHa M OYIPOIMOHA .

B HeKOTOPEHX BOIUICIEHMAX KOHTPOJIbE XOpeu yJydllaeTcHd, UYTo
IIOKa3aHO YMeHBIIeHMeM I[IO0 MeHbler wMepe Ha 0,5 @OyHKTa OO MmKajie

ofme¥ MaKCHUMaJBHOM xopeu (TMC). B HEKOTOPHX BOILJIOMEHMAX CHMXKeHUE
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no mkaJje TMC cocTaBJIAeT II0 MeHblleV Mepe 1 HOYHKT. B HeKOTOPHX
BOILJIOMEHUAX CHWXKeHMe II0 mKajie TMC cocTaBJISeT IO MeHbmeM Mepe 1,5
IYHKTa. B HeKOTOPHX BOIUJIOMEHMAX CHIMWXKeHMe [0 mKajie TMC cocTabBJIgeT
II0 MEHbBIIEM Mepe 2 IIyHKTa. B HEKOTOPHX BOIUJIOMEHMSAX CHWKEHME II0
mxaje TMC cocTaBJfgeT IO MeHbIle Mepe 2,5 OyHKTa. B HeKOTOPHX
BOIUJICHMEHUAX YJIyUlleHMe IMIpeAdCTaBJISeT Co0O0M yJydlleHMe II0 OTHOUEHUO
K VYPOBHIKD «UCXOIOHOTO» IIoKkazaTeyia TMC @[o JiedeHudA, COCTaBJAKIEe II0
MeHbIIeM Mepe 8. B HEeKOTOPHX BOIUJIOWEHMAX YJIyUJlleHUe IIpPenNcTaBJIsgeT
cofoM yJydlleHMe 10 OTHOIEHMI K YPOBHI «UCXOOHOTO» IMokKaszaTeyns TMC
0O JeudyeHusA, COCTaBJfAKlIee I[IO0 MeHbmer Mepe 10. B HeKOTOPHX
BOIUJICHMEHUAX YJIyUlleHMe I[IpeAdCTaBJIgeT COoOOM yJydlleHMe II0 OTHOUEHUIO
K VYPOBHIK «UCXOIOHOTO» IokaszaTejyia TMC @[o JiedeHud, COCTaBJAKIEee II0
MeHbIEeM Mepe 12. B HeKOTOPHX BOIUIOUEHMAX YIIydlleHMe I[IpedcTaBJIfAeT
cofboy yIyulleHMe II0 OTHOIMEHMI0 K YPOBHI «MCXOOHOTO» IMokaszsaTeysa TMC
0O JledeHMs, COCTaBJidpollee II0 MeHbIel Mepe 12,7. B HeKOTOPHX
BOILJIOWEHUAX VYIIYUlleHVe I[IpelcTaBiigeT CcoOOM YyJydlleHMe I10 OTHOMEHU
K YPOBHI «UCXOOHOTO» IokaszaTeyia TMC @mo JiedyeHHUd, COCTaBJIAKIee II0
MeHbe Mmepe 14.

B HEeKOTOPHX BOIUIOHMEHMAX XOopes CHWXKaeTcsa, IO MeHbIeM Mepe,
Ha 10%. B HeKOTOPHX BOIUICHMEHMAX XOopesd CHMXaeTCcsd, I[I0 MeHbIen
Mepe, Ha 15%. B HeKOTOPHX BOIUIOWEHMAX XOped CHWXaeTCcs, IO
MeHbIIe Mepe, Ha 20%.

B HEeKOTOPEIX BOIUJICWEHMAX IOBUTATeJIbHAad QYHKUMA YIydllaeTCd.

B HeKOTOPHX BOIJIOWIEHMAX IOBUIT'aTeJIbHAA QYHKUUA YJydllaeTCcd IPpU
YMEeHbIIeHVN, 10 MeHBIeM Mepe, Ha 1 T©OyHKT B mKaje ofmen
IBUTATeJIJbHOWM aKTHMBHOCTM (TMS). B HEeKOTOPHX BOIJIONMEHUAX CHMXEHUE
Bamnma TMS cocTaBJIgeT IO MeHbBIeM Mepe 2 TIIyHKTa. B HeKOTOPHIX
BOILJIOMEHUAX CHWXeHMe ©Oajuta TMS cocTaBJIgeT IO MeHbIel Mepe 3
IYyHKTa. B HEeKOTOPHX BOIJIOWEHUAX CHMXeHUe Oajiia TMS cocTaBJIgeT II0
MeHbIIeM Mepe 4 TIyHKTa.

B HEeKOTOPEX BOIUJIOWEHMAX OUCTOHMA YyJydllaeTcd. B HEKOTOPHX
BOILJIOWEHU AX IoxXonkKa yIydmaeTrcd. B HEKOTOPEHIX BOILJIOWEHU AX
yJydmaeTcsa IIOoCTypaJibHas HeyCTOMUMBOCTL. B HEKOTOPHX BOIJIOMEHUAX
JIeUeHMe yMeHblaeT CUMIITOMEL [IapKMHCOHM3MA.

B HeKOTOPHIX BOIJIOWEHMAX JIeUeHMe He YXYIOlaeT pPaBHOBECHUE

obrexkTa. B HeKOTOPEX BOIJIOCMEHMAX JIeUeHNMe YJIydllaeT pPpaBHOBeCHE.
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B HEKOTOPHIX BOILJIOMEHUAX JleueHue yIydmaeT dmUsmMUecKoe
OYHKUIVOHUPOBaAHME . B HEKOTOPHIX BOILJIOUEHM AX dmMsmUecKoe
OYHKUIVMOHVPOBaHME OO0OBeKTa VYJyudllaeTCsd, UTO M3MepdeTcsda I[I0 mKaje
dr3MUeckoTo  QYHKIMOHUPOBaHUSA SEF-36. B HEeKOTOPHX  BOILJIOIEHUIX
prsUUIecKoe (QYHKUMOHMPOBaHME OOBEeKTa YyJlydllaeTCsa, UTO U3MepsaeTcd
[0 IKaJjle (M3UUEeCKOTO QYHKUMOHUPOBaHMS SF-36 OT MCXOIHOTO YPOBHA.
B HeKOTOPHX BOIJICIMEHUAX  (QU3NUECKOe (QYHKIUMOHUPOBaAHME OOBEKTa
yJydlmaeTcsa, UTO M3MepdAeTCsa IO Kajle (UBMUEeCKOTO QYHKIMOHUPOBAHUSI
SF-36, IO CpaBHEHMI C HeOoOpabOoTaHHEMM OOBEKTaMM.

B HeKOTOPHX BOIUJIOIEHMAX OOBEKT UYyBCTBYeT CHUJILHOE YJIyUlleHUE
no wmrkajie PGIC. B HeKOTOPHX BOIUJIOWEHMAX OOBEKT UYBCTBYET OUEHb
CUJIbHOe VyiyulleHre 1o mkajie PGIC. B HEeKOTOPHX BOIJIOMEHUAX OOBLEKT
YYBCTBYET CUJILHOE YIIyUlleH1e 10 mraJe CGIC. B HEeKOTOPHX
BOIUJIOWEHNAX ODOBEKT UYBCTBYET OUEeHb CWJIbHOe VJIyUulleHre II0 MKaJle
CGIC. B HeKOTOPHX BOIUJICUWEHMUAX OOBEKT UYBCTBYEeT CUJIbBHOE YJIydlleHUe
no wmwrkajgaM PGIC m CGIC. B HeKOTOPHX BOIUJIOUWEHMAX OOBEKT UYyBCTBYET
OUeHb CUJIBHOEe VyJlyulleHMre 110 mKaJjilaM PGIC m CGIC.

B HeKOTOPHIX BOIUIOWEHMAX JIeUeHMe YyJyudllaeT IJIOTaHUe.

B HEeKOTOPHX BOIUJIOMEHMAX JEeUeHMEe He BHS3HBAET 3HAUUTEJIBHOTO
yBeJMueHnusa OeCCOHHMUIIE, oernpeccun, BecrokomcTBa, BO3OYXIEeHU,
CYMUMOAJNBbHEX MECJIEM, aKaTU3UM, Ppa3dpaXuTeJIbHOCTU WM YCTaJIOCTH.

B HEKOTOPHX BOIUJIOMEHMAX JEeUeHMe He BH3HBaAeT 3HAUUTEJIBHOTO
MNapKMHCOHM3MAa MM Oucharmm.

B HEeKOTOPHX BOILJIOUEHMAX JIeUeHMEe 3BHAUUTEJIBHO He YBeJMUMBaeT
uHTeprall QT. B HeKOTOPHX BOIUICWEHMAX JieUueHMe CYIeCTBEeHHO He
U3MeHdeT 3HaueHMe QTcF. B HeKOTOPHX BOIUICIIEHMAX MaKCUMaJIBHOE
yBeJiMmueHne QTcF cocTaBisgeT MeHee ueM b MC.

Takxe IOpeljiaramTcsa  BOIUJIOIEHWSI, MBJIOXKEHHEE B JmodoM U3
BOILJICWEHUY, VYKas3aHHHX BHIMe B ad®zaumax [089] - [0011], rme Jjmbo:

Xopesa CHMWXaeTcs, II0 MeHbmeM Mepe, Ha 10%, ¥ BHIIOJHSATCHI
JIoBHEe OBa WJM HEeCKOJIbKO M3 CIeOyIIUX YCJIOBUM:

MOTOPHaa OYHKIUMA yJydmaeTcs, I[I0 MeHbmel Mmepe, Ha 10%;

prsmMUeckKoe QYHKUMOHVMPOBAHMEe OOBEeKTa YJydllaeTCsd;

yIaydlmaeTcsa TJIOTaHue;

PaBHOBEeCHE He YXYOlaeTCs;

JIeUeHVe He BEISEIBAe€T SHaAUYMTEeJIEHOT'O YBeJIMUYeHNA OEeCCOHHULH,
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nenpeccuu, TPpeBoTM, BOo3OyXIeHMSS, CYULUMIAJLHBEIX MBICJEN, akaTu3UuM,
pasipaXuTesIbHOCTY, YCTaJIOCTH, IMNapKMHCOHM3MAa WMIM Oucharuu,; u

MaKcHMaJIbHOe yBeJimueHMe QTcFE cocTaBJgeT MeHee ueM 5 MC;

WM IOBUTaTeJbHasgs OQYVHKUMA YyJydllaeTcs, I[IO MeHbIeM Mepe, Ha
10%, ¥ BHIOJIHATCA JIOOBE IOBa MM HECKOJIBKO CJIeOVIONMX YCJIOBUM:

Xopesa CHUXaeTCcd, 10 MeHbmer Mepe, Ha 10%;

pusmMUecKoe QYHKUMOHMPOBAHMEe OOBeKTa YJydllaeTCHa;

yJydlaeTcsd TJIOTaHue;

PaBHOBECHE He yXyNllaeTCHd;

JleueHMe He BHEB3HBaAEeT 3HAUMUTEJIBHOT'O YBeJMueHrda OeCCOHHUIIH,
oenpeccuu, TPeBOoTM, BO30yXIeHMS, CYULUMIAJbHEX MECJEN, akKaTUu3UM,
pasipaXuTesIbHOCTHY, YCTaJIOCTHU, I[IapKMHCOHM3MAa WM OUucharuu; u

MaKcHuMaJIbHOe yBeJimueHMe QTcF cocTaBJgeT MeHee ueM 5 MC.

Takxe OpenjlaralTCcsa BOIUJICIeHMSA, KaK YyKasaHo B JOOM U3
BOIJIOCIEHMM, YKa3aHHHX Bbme B abszaumax [089] - [0011], rme Jmbo:

Xopes CHMXaeTcsd, IO MeHbmeM Mepe, Ha 10%, U Bce Tpu WIK
foJjlee M3 CJeOyKRIero ABJILEeTCS MCTHUHHBIM:

MOTOPHaa OYHKUMS yJydmaeTcs, II0 MeHblel Mmepe, Ha 10%;

pusmueckoe QYHKUMOHMPOBaAHME OOBEKTa YJydllaeTCs;

yJiydlmaeTcsa TJIOTaHue;

paBHOBeCHEe He yXyOlaeTCHd;

JleueHMe He BHBHBaAeT 3BHAUMTEJLHOIO YBeJIMueHMSI OeCCOHHMUIIH,
nenpeccuu, TPeBoTM, BO3DyXIeHUSS, CYULMIAJLHBIX MBICJEeN, akKaTu3uM,
pasipaXmuTesJIbHOCTY, YCTaJIOCTM, MNapKMHCOHM3MAa WMIM OUucharum,; u

MaKcHMaJIbHOe yBeJimueHMe QTcFE cocTaBJsgeT MeHee ueM 5 MC;

VJIt IOBUI'aTeJIbHaA @yHKHMH YyJlydlnaeTCAa, 10 MeHbIen Mepe, Ha

10

oo

, ¥ BCe TpM MJIM OoJiee M3 CJIeOVIIMUX YTBEepPXIeHUMN:

Xopes CcHUXaeTcd, 10 MeHblel Mepe, Ha 10%;

prsmMUeckoe QYHKIUMOHMPOBAaHME OOBEeKTa YJydllaeTCsa;

yIaydlmaeTcsa TJIOTaHue;

PaBHOBECHE He YXYOlaeTCs;

JleueHMe He BHS3HBAET 3BHAUMUTEJIBHOTO VYBeJIMUeHusa OeCCOHHUIIEH,
nenpeccuu, TPpeBoTM, BOo3OyXIeHMSS, CYULUMIAJLHBEIX MBICJEN, akaTu3uM,
PasmopaXmuTesILHOCTH, YCTaJIOCTH, MNapKMHCOHM3MAa WM OUucharmm; u
MakcHuMaJlbHOe yBeJiMueHMe QTcF cocTaBJIgeT MeHee ueM 5 McC.

Taxkxe INpejiaralTCd BOIUIOIIEHMI, B KOTOPEX Jioboe BOILIOUeHNE,
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OIIMCaHHOe BmIIe B ab®zanax [092] - [0120], MoxeT OHBTL OOBEeIMHEHO C
JIOOEM OIHVM WMJIM HEeCKOJbBKMMM M3 2THUX BOIJIOWEHUM, ecJM KoMOMHaLMI
He ABJIAETCSA B3aMMOMCKJIIUAKIEN . Takxe npenycMaTpuBaeTCcd
[IPMMeHEeHNE MHTUOUTOPAa VMAT?2 OJId JIeueHud OBUTATEJIbEHOTO
paccTpoMcTBa y 00BekTa, KaK YyKa3aHO B ITaHHOM MOOKyMeHTe, WIM B
JHodoM M3 BOIJIOHMEHMM, YKal3aHHHX BHIIe B abzaumax [092] - [0120].
Taxkxe npenycMaTpUBaeTCa [IpMMeHeHNE MHTMOMUTOpa VMAT?2 npu
M3TOTOBJIEHUNM JIEKAPCTBEHHOTO CpelcTBa OJ4d JeUeHMAa OBUIaTeJIbHOI'O
paccTpoMcTBa Yy 00BeKTa, Kak YyKa3aHO B HOaHHOM IOOKyYMeHTe WIM B
JrodoM M3 BOILIOHEHMM, YKas3aHHHX BHIle B abzaumax [092] - [0120].
Taxkxe IpeICTabJiIeHa KOMIO3MUMA, CcoIepXamad MHIuoOuTop VMATZ2 s
IpUMeHeHUa OpKY JIedeHUM OBUTATEeJILHOTO PpacCTpoMcTBa y 00BeKTa, Kak

YyKas3aHO B IOaHHOM IOKyMeHTe WM B JIOOOM K3 BOl‘IJ’[OHleI—IT/IVI, YKa3aHHEIX

Brme B ab®zauax [092] - [0120] Bome.
Taxkxe nopenjaraeTcsa croco® JeueHms IaToJIOTUUe CKUX
HEeNPOU3BOJIEHHX IO BIVDKEHUM v obweKkTa, BKJIOY a0 BBeIeHUE

HadvaJIbLHOTO CYTOYHOI'O KOJIMUYecTBa MHIMOUTOpa VMAT2 o0O0BeKTYy TaKuM
obpasoM, UTO:

a) amexkBaTHO yMeHbMlaeTCsa  [IaToJIOTMUecKoe HEeIpPOMU3BOJIbLHOE
IOBMXeHMe oObeKTa, U

b) yiyumaeTcsa OIOMH WMJIM HEeCKOJIbKO CHMMITOMOB M3  UMcJa
TPEeBOTH, TJIOTaHUAa, MaCCH TeJa, pazIpaXmMTeJIbHOCTH, obmero
IIOBeIeHMS M KOMIIYJILCHMBHOTO IIOBEOEHMS.

B IpyTrMx BOILJIOWEHMAX CIOCOO BKJIOUAET OOIOJIHMTEJIbBHHE CTallM:

c) omnpeleJieHVe TIIPMMEPHO UYepe3 HeOeJllo CTeleHM KOHTPOJIA
IaTOJIOTMUECKUX HEeIIPOM3BOJILHEX OBMXEHNVM, OOCTUIHYTOT'O C HauaJlbHEM
CYTOUHEIM KOJIMUECTRBOM, M IIepeHOCHMMOCTE  HadaJlbHOTO CYTOUYHOTO
KoJIMuecTBa,; U

d) yBeJIMUueHre CYTOUHOTO KOJMUeCTBa JelTepul-3aMelleHHOT'O
TeTpadeHasMHa Ha 6 MM 0OoJilee MI/CYTKM OO IHOCJEeOy meTro CYyTOUHOTO
KOJIMYeCTBa, ECJIM CTelleHb KOHTPOJIA IIaTOJOTMUECKUX HEMNPOU3BOJIbHEX
IOBVMXEeHMM HeIJoCcTaToOuHa, a HadaJlbHOe CYTOUHOEe KOJIMUeCTBO SIBJISeTCH
[IEPEHOCHMEIM;

e) HeoBg3aTeJIbHO, IOBTOPeHMe cCTaiui b) U c) Oo Tex TIop,
[IoKa CTelleHb KOHTPOJA [IAaTOJOTIMUEeCKUX HEeIPOMBBOJILHEIX IBWXEHUM He

BymeT aOeKBaTHOM, ¥ CYTOUHOE KOJMUECTBO IeTepul-3aMelleHHOTO
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TeTpabeHasVHa OyIOeT NepeHOCHUMEM; U

) ecmn Kakoe-Jmnbo mocJenyKiee KOJIMYECTBO ABJIAETCHA
HEIEPEHOCHUMEIM, YMeHBIIeHME CYTOUYHOT'O KOJMUeCcTBa Ha 6 u 0OoJee
MT/CYTKM OO MNOCJEeOy IeTro CYTOUHOTO KOJMUeCTBa.

Taxkxe npenjlaraeTcs crioco® JleueHus IaToJIOTUUEeCKUX
HEeNpPOU3BOJILHHX OBWXEHUM Yy O00BLeKTa, BKJIOUAKIMM BBeleHMEe CYTOUHOTO
KoJIMUecTBa IeyTeTpabeHa3MHa OOBEKTY, KOTOPHIM:

a) ameKBaTHO yMeHblIaeT aToJIoTUUeCcKMre HEINPOU3BOJIbLHHE
OBMXeHUSA ODBeKTa, U

b) yiydiaeT OIOVH NI HEeCKOJIBKO CHMIITOMOB nus3 yucJa
nenpeccun, OEeCCOHHUIE, COHJIMBOCTM, YCTaJIOCTU, TOJIOBOKPYXEHUS,
TPeBOIH, BO3OYXIEHUA, axkaTU3un, [NapKMHCOHU3MA, TOWHOTEHIL,
BecriokomcTra, HapylleHnu s TJIOTaHU4g, yBeJIMUEeHU S MaCCH Teja,
pasipaXuTesSIJbHOCTY M KOMIIYJIECUBHOT'O IIOBEeIeHUd.

B HEeKOTOPEHX BOIUJICWEHMAX CIOCOO BKJOUaeT OOIIOJIHUTEJILHEE
cTanum:

C) omnpenejieHMA TIIOCJe IIPUMMEePHO OIHOW HeleJM JieueHMs CTelleHb
KOHTPOJIA TaTOJIOTUUECKUX HEeNPOMBBOJILHEIX MOBWXEHUV, IOCTHUTaeMOTOo C
CYTOUHEIM KOJIMUEeCTBOM neyreTpadeHa3MHa (HauaJIbHOE CYTOUHOEe
KOJIMUEeCTBO) UM IIepeHOCHMMOCTEL HaudaJIbHOTO CYTOUHOTO KOJMUECTBa; U

d) yBeJIMUeHN S CYTOUHOTO KOJIMUeCTBa JeVTepuisaMemleHHOTO
TeTpadbeHasMHa IO MeHBIIeM Mepe Ha 6 MI/CYyT OO IIOCJeOyomero
CYTOUHOTO KOJIMYeCTBa, ecJn naToJIOTUUYEeCcKoe HEIPOMU3BOJIbLHOE
OBIMXKEHUE He yMeHbIIaeTCsa u HauvaJIbHOe CYTOUHOEe KOJINYECTBO
[IEPEHOCUTCH;

e) uUepe3 OIHY HeIeJllo, Heo®4d3aTeJIbHO, IIOBTOPEeHMe CcTaaul b) wu
c) IpM YCJIOBMM, UTO IIaTOJOTMUECKOe HelpOM3BOJILHOE IBMXeHME
yMeHbIaeTCs u CYyTOUHOEe KOJIMUeCTBO OenTepuii3aMeneHHOT O
TeTpabeHas3MHa IIePeHOCUTCH; U

f) eciu kakoe-JmbO MocJenyKimee KOJIMUECTBO He IIepPeHOCUTCH,
YMeHbIIeHMe CYTOUYHOTO KOJMUeCTBa Ha 6 MIT/CyT IO MOocCJenyoleITo
CYTOUHOTO KOJMYECTREA.

B HEKOTOPHX BOILJIOWEHMAX naToJIoTUUecKoe HEINPOU3BOJIBHOE
OBWXEeHME BEI3HBaeTCd OBUTATEJILHEIM pPacCTPOMCTBOM.

B HeKOTOPHX BOILJIOMEHMAX OBUTATEeJIbLHOE PacCTPOMCTBO BHOMpPAWT

M3  uUMcia XOopewu, CBA3aHHOM ¢ 0OoJiesHLl XaHTMHITOHAa, I[IOo3IHeM
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OMCKMHEeSMM, THUKa, CBA3aHHOTO C CHUHIpoOMOM TypeTTa, OUCTOHUM U
BEI3BAHHOM JIEBOIOIION OUCKMHES3UM OoJIe3HM I[lapKMHCOHA.

B HEKOTOPHX BOIUIOMEHMAX OBUTAaTeJIbHOE pPacCTPOMCTBO BHOPAHO
u3  uUmMcija  Xopeu, CBA3aHHOM ¢ 0OoJIe3HbI XAaHTUMHI'TOHA, I[IO03OHeN
OMCKMHESUM U TUKOB, CBS3aHHHEX C CHHOIpoMOM TypeTTa.

B HEKOTOPHX BOILJIOMEHU IX OBUTaTeJIbHOEe PacCcTpoOCTBO
npencTaBigeT co0Ool Xopek, CBA3aHHYH C 00JIe3HbHD XaHTMHITTOHA.

B HEeKOTOPHX BOIUIOMEHUSIX aHoMaJibHasd MeIIeUuHas aKTHMBHOCTDL
ABJISeTCS THMKOM. B HEKOTOPHX BOIUJIOMEHUSX aHOMaJIbHAasS MbulleuHasd
AKTUBHOCTL SABJIAETCS TMKOM, CBS3aHHEM C CHUHIOIpoMOM TypeTTa.

B HEeKOTOPHX BOILJIOMEHU IX CYyTOUYHOE KOJIMUECTBO
meyTeTpabeHasMHa YyJydllaeT OIMH MJIM HECKOJIBKO CUMITOMOB U3 UMCJIa
TpeBOTM IallMeHTa, TJIOTaHMs, MacCH TeJjla, pasIpaXuTesIbHOCTHU,
ofmero IOBeOeHMS U  KOMIIYJIbLCMBHOTO IIOBeleHMS. B  HEeKOTOPHX
BOIUJIOMEHUSAX MOBUTATeJIbHOE PpacCTPOMCTBO MNpelcTaBjgeT coBol xXopewn,
CBA3aHHYID C  0OoJle3Hbl  XaHTUHITOHA, M CYTOUYHOEe  KOJIMUeCTBO
neyTeTpabeHasMHa YyJydllaeT OIMH MJIM HECKOJIBKO CUMITOMOB U3 UMCJIa

menpeccurt, OeCCOHHMUIE, COHJMBOCTM, YCTaJOCTM, TOJIOBOKPYXEHUS,

TpeBpoI'n, BO3OYXIEHUS, araTmsmnm, IIapKMHCOHM3Ma, TOMHOTEI,
GeCHOKOﬁCTBa, HapylleHnA JioTaHm4a, YBeJIMUYeHINMA Ma CCEL TeJla,
PasipaxmMTrTeJIbHOCTHU n KOMITYJIBCMBHOTI'O IIOBeIOecHMA. B HeKOTOPEIX

BOILJIOMEHMAX  IOBUTaTeJILHOE  PacCCTPOMCTBO BHIOMpPAT U3 Io3IHEeNn
OVCKUHE 3UU u CHHIpOMA TypeTTa, a CYTOUHOE KOJIMYECTBO
neyTerpabeHasMHa YJydllaeT OOMH WMJIM HECKOJIBKO CHMMIITOMOB M3 UYMCJa
menpeccmr, OeCCOHHMIE, COHJIMBOCTM, YCTaJIOCTU, TOJIOBOKPYXEHUS,
TpeBOTH, BO3OYXICHNSA, aKaTusuu, IapKUHCOHM3MA, TOMHOTEL,
BecrokoMCcTBa, HapyleHNs TJIOTaHMA, pasIpaXxmuTesILHOCTHI n
KOMITYJILCMBHOTO IIOBEeICHUA.

B HEKOTOPHX BOILJIOMEHM AX OTCYTCTBME CHMXEHU I NI
NPMOCTAHOBKM  IpMeMa  HayvaJIbHOTO WM  IIOCJIeOyKIeIo CYTOUHOTO
KOJIMUEeCTBa YyKas3hBalT Ha TO, UYTO CYTOUHOE KOJIMUECTBO SBJIAETCH
IIEPEeHOCUMEM. B HEKOTOPHX BOIJIOMEHMAX IIePeHOCHMMOCTE OlIpelelIdeTcsd
IyTeM OIlLeHKM OIHOTO MJIM HEeCKOJLKMX YPOBHeN M3 uucia IelpecCcuu,
TPeBOTH, BeCcCOHHULIEH, COHJIMBOCTH, yCTajIoCTH, TOJIOBOKPYXEHUA,
BecrokoMCcTBa, BO3OYXKIEHMS, Pa3IPaAXMTEJILHOCTM, aKaTU3UM, I[I03OHEeN

INCKVMHEe3WI, JioTaHm4a, IIapPpKMHCOHM3Ma, PBOTEI n TOMHOTEI. B
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HeKOTOPEIX BOIIJIOCIEHMAX oTO3a He ABJIAETCA HepeHOCMMOﬁ, eCJIn
IIponCXoorMT OIOHO WMJIM HECKOJIBEKO M3 BHIICIIEePeUYMCIJIIEHHOTO. B HeKOTOPEIX
BOIIJIOIIEHMAX TJO3a He ABJIAETCA HepeHOCMMOﬁ, eCJIn BO3HMKaKRT
COHJIMBOCTE WMJIM T'OJIOBOKPYXEHIE.

B HeKOTOPHX BOIJIOWEHMAX MUHIUOUTOp VMATZ2 NOpencTaBJseT cobon

DeTepuli-3aMelle HHEM TeTpabeHasMH. B HeKOTOPEHIX BOILJIOMEHU X
DeVTepul-3aMelle HHHM TeTpabeHa3UH IpencraBJIgeT cobon
neyTerTpabeHasMH. B HEeKOTOPHX BOILJIOMEHN AX DeyTeTpabeHasuH

ABJIAETCHA IJIC M30MepHOM ¢dopMol meyTeTpabeHa3MHa. B HEeKOTOPEHX
BOIUIOUMEHMAX IIJIOC M3O0MepHad O¢opMa »eyTeTpaOeHasMHa IIpeOcTaBJIgAeT
cobom anbpdpa-mM30OMep. B HEKOTOPHX BOIUIOMEHUAX MHIMOUTOP VMAT2
npencraBjsaeT cobo¥  IUJIDC  M3O0MepHyl (opMy  TeTpabeHasMHa. B
HEKOTOPEHIX BOILJIOWEHU AX ILJTI0C n3o0MepHasa dopma TeTpabeHas3nHa
IpencraBJigeT coBon aJibda-n30Mep. B HEKOTOPEIX BOIUJICEHM AX
MHTUOUTOP VMATZ2 mOpencraBJjiseT codoM BajibaHasUH.

B HEKOTOPEIX BOIJIOEHM AX CYTOUHOEe KOJIMYECTBO
oeyTeTpabeHasuHa BBOOAT B OOHOM IO3e MJIM OBYyX HO3ax.

B HeKOTOpPHX  BOIUJIOMEHMAX  HadvaJlbHOE CYTOYHOEe  KOJMUECTBO
oeyTeTpabeHasrHa BHOMpawT M3 IIPMMEPHO 6 MI', IIpMMepHO 12 wMT,
OpuMepHO 18 M, nOpuMepHo 24 Mr, OpuMepHo 30 MI', OPMMEPHO 36 MT,
opuMepHo 42 Mr, npuMepHo 48 wMr, npuMepHo 54 Mr, npmuMmepHo 60 wMT,
IPpUMEPHO 66 MI', IIPpMMEPHO 72 MI' M IpMMEpHO /8 MI'. B HeKOTOPHX
BOILJICIEHM AX HadvaJlbHOE CYTOUHOE KOJIMUECTBO oeyTeTpabeHasuHa
BHOMpPAT W3 OIPUMEPHO 6 MI', IIpMMepHO 12 MI', IOIpMMepHO 18 wMr,
opuMepHo 24 wMr, npuMepHo 30 MI', OpMMEepPHO 36 MI', IpUMepPHO 42 MI' U
IpUMepHO 48 MI.

B  HeKOTOpPHX  BOIUIOMEHMAX  HadaJIbHOE CYTOUHOE  KOJMUYECTEO
neyTeTpabeHasVHa BBOIAT B OBYX IO3ax, COCTOAMMX M3 TEPBOW HOO3H U
BTOPOM MOO3H.

B HeKOTOPHX BOILJIOWEHMIX :

lepBad o3a CcocTaBjfdeT IIpPMMEpHO 6 MI', a BTopas »Oo3a
cocTaBJigeT IIPMMEPHO 6 MI';

lepBad To3a CcocTaBjdeT IIpuMepHo 9 M, a BTOpas »no3a
cocTaBJigeT IIPMMEPHO 9 MI';

lepBad Lo3a COCTaBJgeT IIpUMMepHO 12 MI', a BTopad »Oo3a

cocTaBJigeT IIPMMEpPHO 12 MI;
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lepBad Ho3a COCTaBJ4AeT [IPUMEPHO
cocTaBJigeT IIPMMepHO 15 Mmr;

IepBad nOo3a COCTaBJ4AeT [IPUMEPHO
cocTaBJigeT IIpMMepHO 18 wMmr;

IepBad nDo3a COCTaBJAeT [IPUMEPHO
cocTaBJigeT IpMMepHO 21 Mmr;

IlepBad nOo3a COCTaBJAeT [IPUMEPHO
cocTaBJIgeT IIpMMepHO 24 Mr;

IlepBad no3a COCTaBJAeT M[IPMMEPHO
CoCTaBJIgeT IIPMMEepHO 27 MI;

IlepBad no3a COCTaBJdAeT [IPMMEPHO
cocTaBJydeT nOpuMepHOo 30 MD;

lepBad no3a COCTaBJdeT [IPMMEPHO
COCTaBJIAeT IPUMEPHO 33 MT';

lepBad no3a COCTaBJdeT [IPMMEPHO
COCTAaBJIAET IIPMMEPHO 36 MI'; U

IepBad no3a COCTaBJdgeT [IPMMEPHO
cocTaBJIgeT IIPMMEPHO 39 Mr.

B HEeKOTOPHX BOILJOWEHMAX :

IlepBad HO3a COCTaBJIAeT IIPUMEPHO
cocTaBJIigeT IIPMMEPHO 6 MI';

IlepBad HO3a COCTaBJIAeT IIPUMEPHO
cocTaBJigeT IIPMMEPHO 9 MI';

lepBad HO3a COCTaBJAeT [IPUMEPHO
cocTaBJigeT IIPMMEPHO 12 MI;

lepBad Ho3a COCTaBJ4AeT IPUMEPHO
cocTaBJigeT IIPMMepHO 15 Mmr;

lepBad HDO3a COCTaBJAeT [IPUMEPHO
cocTaBJigeT IIPMMepHO 18 Mmr;

lepBad Ho3a COCTaBJAeT IPUMEPHO
cocTaBJigeT IIpMMepHO 21 MI; u

lepBad HOo3a COCTaBJAeT [IPUMEPHO
cocTaBJigeT IIpMMepHO 24 Mmr.

B HEeKOTOPHIX BOIUIOWEHU AX

15 wmT,
18 wmT,
21 wMr,
24 wMr,
27 wMr,
30 wmr,
33 w1,
36 wMr,
39 wmr,
6 MrT,
9 wmT,
12 wmT,
15 wmr,
18 wMT,
21 wMr,
24 ™,
CYTOUHOE

BTOpas I»o3a
BTOpas I»o3a
BTOpas I»o3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas Ino3a
BTOpas Inos3a
BTOpas Io3a
BTOpas Io3a
BTOpas Ino3a
BTOpas I»o3a
BTOpas I»o3a
BTOpas I»o3a
BTOpas I»o3a

KOJIMUECTBO

DeyTeTpabeHasyHa COCTaBJIgeT OT IIPUMMEePHO 6 IO IpuMepHO 78 MI'. B

HeKOTOPEIX BOIIJIOIMEHM AX

CYTOUHOTO

ROJIMYeCTBa

ODeyTeTpabeHasuHa
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BHOMpAKT W3 IPUMEPHO 6 MI', IIpMMepHO 12 M, IOpMMepHO 18 wMr,
npuMepHo 24 Mr, npuMmepHo 30 MDY, OpMMEepHO 36 MI', IpuMepHO 42 wMr,
opuMepHO 48 MU, nOpuMepHO 54 MI', OpuMepHO 60 MI', OPMUMEPHO 66 MT,
OpUMepHO 72 MI' ¥ IOPUMEpHO 78 MI'. B HEeKOTOPHX BOILJIOWEHMAX
CYTOUYHOE KOJMUUECTBO IeyTeTpabOeHa3MHa BHOUpAT U3 IIPMMEPHO 6 ML,
opuMepHoO 12 Mr, npuMepHo 18 Mr, npuMepHo 24 Mr, npmumepHo 30 wMT,
IPUMEPHO 36 MI', IIPpMMepHO 42 MI' U IOpMMepHO 48 Mmr.

B  HeKOTOPHX  BOIUJIOMEHMAX CYTOUHOE  KOJIMUeCTBO  BBOIOMMOTO
DeyTeTpabeHasMHa COCTaBJIgeT MeHee WIM pPaBHO IIpMMepHO 48 MDY Wiu
MeHee WJIM PaBHO I[IPUMEPHO 36 MI' IJId OOBEKTOB, OIOHOBPEMEHHO
NoJiydamomyx CUJIBHEM MHITHOUTOP CYP2D6. B HEKOTOPHX BOILJIOMEHMAX
CWJIL HBEIM MHTUOUTOP CYP2Do6 BEIOMPAT us3 umcia dIIyokceTHHa,
IapoKCceTuHa, OyINpOlMOHa, XMHMIOVHa, LUMHaKajblleTa M pPUTOHaBMpa. B
HEKOTOPHX BOIJIOMEHUAX CUJIBHEM MHTUOUTOp CYP2D6 BHOMpalT M3 UYMCIa
[IapoOKCeTUHa, QIYyoKCeTHHa M OYIPONIMOHA .

B HEeKOTOPHX BOIUJICIMEHMAX KOHTPOJIbE XOpeu VyJydllaeTCcd, UYUTo
IIOKaszaHo YyMeHbIleHVeM IO MeHbmeM Mepe Ha 0,5 OyHKTa IO mKaje
obmel MakcuMaJibHOM xopeu (TMC). B HEKOTOPHX BOILJIOMEHUIX CHUMXEHUE
no mkaJje TMC cocTaBJfgeT II0 MeHble¥ Mepe 1 HOYHKT. B HEeKOTOPHX
BOILJIOMEHUAX CHMXeHMe II0 mKaJie TMC cocTaBJifeT IO MeHbmen Mepe 1,5
IIyHKTa. B HEKOTOPHX BOIUJIOMEHMAX CHIWXeHMe IO mkaJie TMC COCTaRJISET
IO MeHbIleM Mepe 2 IIyHKTa. B HEKOTOPHX BOIUIOMEHMAX CHIWKEeHMEe II0
mxaje TMC cocTaBJfgeT IO MeHbIleM Mepe 2,5 nOyHKTa. B HeKOTOPHX
BOILJIOMEHUAX YJyulleHMe MNpeldcCTaBJigeT cobOo¥ yJydlleHre IO OTHOIEHU
K YPOBHID «MUCXOOHOTO» IokazaTend TMC no JjedeHud, COCTaBJAWIEE IIO
MeHbIIeM Mepe 8. B HEeKOTOPHX BOILJIOWMEHUAX YJyUdlleHUe TIpenNcTaBlIisgeT
coboM yIyulleHMe IO OTHOIMEHMI K YPOBHI «UCXOOHOTO» IMoKaszaTeynsa TMC
0O JeuyeHudA, COCTaBJfAKIEee 110 MeHbmer Mepe 10. B HeKOTOPHX
BOILIOMEHUAX YJyUlleHMe MOpeldcCTaBJigeT CcoOo¥ yJydlleHre IO OTHOUEHU
K YPOBHID «UCXOOHOTO» IokaszaTenda TMC no JedeHud, COCTaBJAWIEE IIO
MeHbIeM Mepe 12. B HeKOTOPHX BOIJIOUEHUAX YIIyUlleHMe TMpenNcTaBJIisgeT
cofboM yIyulleHMe IO OTHOIMEHMI K YPOBHK «UCXOOHOTO» IMoKaszaTens TMC
0O JleyeHUd, COCTaBRJIAKIEee IO MeHbmeM wMepe 12,7. B HeKOTOPHX
BOIUJIOMEHUAX YJIyUlleHMe MIpeldCTaBJIgeT CcoOo¥ yJydlleHMe IO OTHOUEHU
K YPOBHIO «MUCXOOHOTO» IokaszaTend TMC no JedeHud, COCTaBJAWIEE IIO

MeHbe Mmepe 14.
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B HeKOTOPHX BOIJIOWMEHUSAX XOoped CHWXaeTCsa, I[I0 MeHbIeM Mepe,
Ha 10%. B HeKOTOPHX BOILJIOHMEHMAX XOopesd CHWXaeTCcsa, II0 MeHbIen
Mepe, Ha 15%. B HeKOTOPHX BOIUJIOCMEHMAX XOpesa CHWXaeTcd, IO
MeHbIer Mmepe, Ha 20%.

B HeKOTOPHX BOIUJIOUWEHMAX IOBUTATEJIbHad QYHKIMA YJIydllaeTCH.

B HeKOTOPHX EBOIUJIOCWIEHMAX IOBUTaATeJIbHad OQYHKUMA YJydllaeTCd OIpU
YMEHBIIeHU, IO MeHbIIEM Mepe, Ha 1 DnOyHKT B @ mKaJe obmen
OIBUTATeJIbHOM aKTMBHOCTM (TMS). B HEeKOTOPHX BOIUJIOUWEHUAX CHWXKEHUE
Basma TMS cocTaBJgeT IO MeHbIeM Mepe 2 IIyHKTa. B HeKOTOPEHX
BOILJIOMEHUAX CHMWXeHUe Oajula TMS cocTaBJgeT I[IO0 MeHbIlel Mepe 3
IYHKTa. B HeKOTOPHX BOIUJIOWMEHMAX CHIWKeHMe Oajsuia TMS cocTaBJIgeT II0
MeHbIey Mepe 4 IOyHKTa.

B HeKOTOPHIX BOIUIOMEHMAX OUCTOHMA VYJydllaeTCcd. B HeKOTOPHIX
BOILJIOWEeHM AX noxonka yJydmaeTCco. B HEeKOTOPHIX BOILJIOWEHM AX
yJyumaeTcsa IIOCTypaJibHas HeyCTOMUMBOCTL. B HEKOTOPHX BOILJIOMEHMAX
JeueHMe YyMeHbllaeT CHMMITOMEBl [NapKMHCOHM3MA .

B HeKOTOpPHX BOIUJICWEHMAX JIeUeHMe He YyXyOllaeT paBHOBeCHE
OB0BeKTa. B HEKOTOPHX BOIUJIOWEHMAX JIeUeHMe YyJydllaeT pPaBHOBeCHE.

B HEKOTOPEIX BOILJIOWEHM AX JieueHue yJyuiaeT dmusmueckoe
OYHKLIMOHUPOBaAHKE . B HEKOTOPEIX BOTILJIOWEHM X dmusmueckoe
OYHKUIMOHMPOBaHMEe OO0BeKTa VYJIyudllaeTCsd, UTO M3MEPAeTCsda IO MKaje
du3nMUueckoTro  QYHKIMOHMpPOBaHUMSA SEF-36. B HEKOTOPHX  BOILJIOIEHUIX
prsmMUeckKoe QYHKUMOHMPOBaHME OOBEeKTa YIAYyUIllaeTCsa, UTO U3MepsaeTcHd
IO mKaJjle (M3UUEeCKOTO QYHKIMOHUPOBaHMSA SF-36 OT MCXOIHOTO YPOBHA.
B HEeKOTOPHX BOIJICIMIEHUAX QU3MUECKOe (QYHKIMOHUPOBaAHME OOBEKTa
YIAYUIlaeTCa, UTO M3MepAeTCsa IO mKajJjle (UBMUEeCKOTO (QYHKIMOHUPOBAHUSI
SF-36, IO CpaBHEHMK C HeoOpabOoTaHHEMM OOBEKTaMMU.

B HEeKOTOPHX BOIJIOIEHUAX OOBEKT UYBCTBYEeT CUIIBHOE YIIYUIleHME
no mrajie PGIC. B HeKOTOPHX BOIUJIOMEHMAX OOBEKT UYBCTBYET OUEHb
CUJILHOE ViyulleHre 110 mrkajie PGIC. B HEKOTOPHX BOIJICHMEHUAX OOBLEKT
UyBCTBYeET CUJILHOE yJIyullieHue 1o mrajie CGIC. B HEKOTOPHX
BOIUIOWEHVAX OOBEKT UYBCTBYET OUeHL CWJIBHOe VYJIyUlleHMe I[I0 MIKaje
CGIC. B HEeKOTOPHX BOIUJIOUEHMAX OOBLEKT UYyBCTBYET CUJIbBHOEe YJIIYUIleHME
no mrajiaMm PGIC m CGIC. B HEKOTOPHX BOIUJIOUWEHUAX OOBEKT UYyBCTBYET
OUeHb CUJIBHOe YyJyulleHMe 110 mkaJjilaM PGIC m CGIC.

B HeKOTOPEX BOIJIOCMEHMAX JIeUeHNMe YyJlydllaeT IJIOTaHUE.
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B HeKOTOpPHX BOIUJIOMEHMAX JeUeHMe He BH3HBaeT 3HAUMTEJIBHOTO
YBeJIMUeHU g OeCCOHHUIIH, nenpeccuu, TpeBoTH, BO3OYXIOeHMd,
CYMLIMOAJNbHEX MECJEN, aKaTU3UM, Ppa3dpaXuTeJIbHOCTU WMIM YCTaJIOCTH.

B HeKOTOPHX BOIUJIOWMEHMAX JeUeHMe He BH3HBaeT 3HAUUTEJIBHOTO
NapKUHCOHM3MAa MM Oucharmm.

B HeKOTOPHX BOIUJIOUEHMAX JIeUeHMe 3HAUUTeJIbHO He YyBeJlMuMBaeT
uHTeprajd QT. B HeKOTOPHX BOIJICWEHMAX JeUueHre CYIeCTBeHHO He
n3MeHdgeT 3HaueHMe QTcEF. B HeKOTOPHX BOIUIOIIEHMAX MaKCHUMaJIBHOE
yBeJimueHnue QTcFEF cocTaBjisgseT MeHee ueM 5 MC.

Takxe OpenjaramnTCsa BOIUIOIEHMS, B KOTOPHX JOOOe BOILJICIEHUE,
OoIMcaHHOe BHIIe B abzamax [0122] - [0152], ™MoxeT OBTBH OOBEOMHEHO
C JHOOBIM  OOHUM  MJIM  HEeCKOJBbBKUMM U3 STUX  BOILJIOMEHUN, ecun
KOMOMHalUMA He ABJIAETCHA B3aVMOMCKJIIIOUamen . Taxxe
npenycMaTpuUBaeTCd IpUMeHeH e MHTUOUTOPpAa VMAT?2 oJjidg JleueHn 4
IaToJIOTUUECKMX HEeNPOM3BOJILHEX IBMXeHUNV Yy o00BeKTa, Kak YyKasaHo B
OaHHOM MOOKyMeHTe WM B JOOM M3 BOIJIOWEHMM, YyKa3aHHBX BHIEe B
abzauax [0122] - [0152]. Takxe IIpenycMaTpMBaeTCsa [IPUMeHeHUe
nHIrMbmTopa VMAT2 nOpM M3TOTOBJIEHMM JIEKAPCTBEHHOT'O CpPencTBa MOJd
JleUeHMSS IIaTOJIOTMUECKUX HeNIPOM3BOJILHHEX IBMXEeHUM Yy o00BbeKTa, Kak
yKasaHO B IaHHOM IOKYMeHTe WJIM B JIOOM M3 BOIUJIOMEHMM, YKa3aHHBIX
Brmme B abzamax [0122] - [0152]. Takxe mnpelcTaBJieHa KOMIIO3UIINUA,
comepxamna s VHTUOUTOP VMAT?2 OJIs MCIIOJIb 30BaHUSA npu JIeueHUn
IaTOJIOTMUECKUX HEelIPOM3BOJILHEIX IOBMXEHUN Yy 00BeKTa, Kak yKasaHo B
IOaHHOM IOKYMeHTe WM B JIOOOM M3 BOIUJIOWMEHMV, YKa3aHHHX BLIIe B
abzanax [0122] - [0152].

Takxe TIpenycMaTpMBaeTCd CIOCOO CHWXEHMSI XOpeu U VYJIyUlleHUd
OIBUTATeJILHOM OYHKLIUU Y oBBEeKTa c OOJIEe3HBI XaHTUMHIT'TOHA,
BRJIOUAKIMM BBeIeHMe CYTOUHOTO KOoJMUeCcTBa MHTUOMUTOpa VMAT2.

B HEeKOTOPHX BOIJIOWEHMAX MUHITUOUTOp VMAT2 NOpencTaBiasgeT cobon

DeVTepuii-3aMelle HHHM TeTpabeHasVH. B HeKOTOPHIX BOILJIOMEHU AX
DeTepui-3aMelle HHHM TeTpabeHa3UH IpencraBJIseT cobomn
DeyTeTpabeHasMH. B HEeKOTOPHX BOILJIOMEHN X neyTeTpabeHasMH

ABJIAeTCHA TUJICOBOM M30MepHOM GopMoM IneyTeTpabeHasrHa. B HeKOTOPHX
BOIJIOUMEHMAX IJIIOC M30MepHad oO¢opMa »eyTeTpabeHasMHa IIpeOCcTaBJIAET
coborm amnbpdpa-mz3OoMep. B HEKOTOPHX BOIJIOMEHUAX MHIHKOUTOp VMAT2

npencrapiageT coOoM IUIC M30MepHyln dopMy  TeTpab®eHa3MHAa. B
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HEKOTOPEIX BOILJIOWEHM AX TLJIIOC M30MepHasa dopmMa TeTpabeHasnHa
nIpencrTaBpjigeT cobomn ajibba-mn30oMep. B HEKOTOPEHIX BOILJIOEHU AX
MHTUOUTOP VMATZ2 mnpencTaBiaseT coboM BaJjiOaHa3UH.

B HEeKOTOPEHIX BOIUIOWEHU AX CYTOUYHOE KOJIMYECTBO
neyTeTpabeHasyHa BROOAT B OOHOM HOO3e MJIM IOBYX IO3ax.

B HEKOTOPEIX BOIUJIOWEHN AX CYTOYHOTO KOJIMYeCTBa
DeyTeTpabeHasMHa BHOMpawT W3 IIPMMEpHO 6 MI', IIpMMepHO 12 wMT,
OpuMepHO 18 M, nOpuMepHOo 24 MI', OpuMepHO 30 MI', OPMUMEpPHO 36 MT,
opuMepHo 42 Mr, nOpuMepHo 48 Mr, OpuMepHO 54 Mr, npmuMmepHo 60 wMT,
IPUMEPHO 66 MI', IIPMMEPHO 72 MI' M IIPpMMEpHO /8 MI'. B HEeKOTOPHX
BOIUJICIEHMAX CYTOUHOE KOJUUECTBO HOeyTeTpabOeHas3MHa BHOUpAT U3
IPUMEPHO 6 MI', OPUMEpPHO 12 MI', IIpMMepHO 18 MI, nOpuMepHOo 24 MT,
npuMepHo 30 MT', OPMMEPHO 36 MI', IpUMepHO 42 MI' M IpMMepHO 48 Mr.

B HEKOTOPEIX BOIJIOEHU AX CYTOUYHOE KOJIMYECTBO
oeyTeTpabeHas3MHa BBOIAT B IBYX I03ax, COCTOAIMX M3 I[IepBO¥ HOBH U
BETOPOM HOO3H.

B HeKOTOPHX BOILJIOWEHMAX

nepBasgd mOO3a COCTaBJSAeT IMIpMMepHO 6 MI', a BTopas Jo3a
cocTaBJIgeT IIPMMEPHO 6 MT';

nepBad Io3a CcocTaBJgeT IIpuMepHo 9 wMI', a BTOpas »Oo3a
cocTaBJIgeT IIPMMEPHO 9 MT';

nepBad Io3a COCTaBRJSeT IIpMMepHO 12 MI', a BTopasd Io3a
cocTaBJigeT IIPMMEPHO 12 MI;

nepBad Io3a COCTaBRJLeT IIpMMepHO 15 M, a BTopasd »no3a
cocTaBJigeT IIPMMEpHO 15 Mmr;

lepBad Oo3a COCTaBJLeT IIpMMepHO 18 MI', a BTopasd Io3a
cocTaBJigeT IIPMMepHO 18 Mmr;

lepBad Lo3a COCTaBJgeT IIpuMepHO 21 MI', a BTopad Io3a
cocTaBJigeT IIpMMepHO 21 Mr;

lepBad Lo3a COCTaBJgeT IIpuMepHO 24 MI', a BTopad »Oo3a
cocTaBJigeT IIpUMMepHO 24 Mr;

lepBad Lo3a COCTaBJLeT IIpUMepHO 27 MI', a BTopad »o3a
cocTaBJigeT IIPUMMEpHO 27 MI';

lepBad Lo3a CcoCcTaBJsgeT IOpuMepHo 30 M, a BTopad »Oo3a
cocTaBJjigeT IpuMepHO 30 MD;

IepBad ITJO3a coCcTaBJideT IIPMMEPHO 33 M1, a BTOpPaA To3a
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cocTaBJigeT IIPMMEPHO 33 MI';

lepBad Lo3a COCTaBJLgeT IIPUMMEepHO 36 MI', a BTopad »Oo3a
cocTaBJigeT IIPMMEPHO 36 MI'; U

lepBad Lo3a COCTaBJgeT IIpUMepHO 39 M, a BTopad »no3a
cocTaBJigeT IIPMMEpHO 39 Mr.

B HEKOTOPHX BOIJIOMEHNVAX :

lepBad LoO3a CoOCTaBJjdeT IIPMMEPHO 6 MI, a BToOpad Inosa
cocTaBJigeT IIPMMEPHO 6 MI';

lepBad Oo3a CoOCTaBJjdeT IIpuMMepHO 9 wMr, a BToOpad Inosa
cocTaBJIgeT IIPMMEpHO 9 MI';

lepBad LoO3a COCTaBJAeT IIpMMepHO 12 MI, a BTopad nos3a
CcoCcTaBJIgeT IIPMMEpHO 12 Mr;

lepBasd Jo3a COCTaBJAeT OpuMepHOo 15 wMr, a BTopas Io3a
COCTaBJIAeT IIPUMEPHO 15 MT;

IlepBasd Ho3a COCTaBJdgeT OpuMepHOo 18 wMr, a BTopas Io3a
CoCcTaBJIAeT IIPpUMEPHO 18 MT;

IlepBad HoO3a CoOCTaBJdeT OpuMepHOo 21 Mr, a BTopas ILo3a
cocTaBJIgeT IPpMMepHO 21 MI'; u

nepBad Io03a COCTaRJAeT IIpuMepHOo 24 wMI', a BTopad Io3a
cocTaBJIgeT IIPpMMeEpHO 24 Mmr.

B HEKOTOPEIX BOILJIOWEHU AX CYTOUHOEe KOJINYECTBO
oeyTeTpabeHasyHa COCTaBJIgIeT OT IIPMMEPHO 6 IO [IpuMepHO 78 MI'. B
HEKOTOPEIX BOILJIOWEHU AX CYTOUHOEe KOJIMYECTBO BBOIOUMOT'O
DeyTeTpabeHasMHa COCTaBJIIeT MeHee UYeM WM pPaBHO IIpuMepHO 48 M
WY  MEeHee UeM MM PaBHO  IPMMEPHO 36 M Jsa OOBEKTOB,
OIDHOBPEMEHHO [IoJIydallMxXx CUJIBHBEM MWHTUOUTOP CYP2D6. B HEKOTOPHX
BOILJIOWEHMAX CHUJIb HEIM MHIUOUTOP CYP2D6 BHIOMpPAT ns yyciia
bsIyoKCceTUHa, IIapoKCeTuHa, OYyIpONMOHa, XMHUIOMHA, LUMHaKaJbleTa |
PUTOHaBMpPa. B HEeKOTOPHX BOIJIOWMEHMSAX CUJIBHEM MHTUOUTOPp CYP2D6
BEIOMpPAKT M3 UMCJa HapokKceTMHa, OQIYyOKCeTHMHa M OYIIpOolMoOHAa.

B HeKOTOPHX BOIJIOWEHMAX KOHTPOJIb XOpeM VYJydllaeTcd, UYUTo
IIOKa3aHO CHIWKEeHMeM IO MeHbmel Mepe Ha 0,5 OyHKTa OO mKajie o0men
MaKCHMMaJIbHOM xopeu (TMC). B HeKOTOPHX BOIJIOWMEHUAX CHMWXeHUe TIO
mxajge TMC cocTaBJISeT IO MeHbmeM Mepe 1 OYHKT. B HeKOTOPHIX
BOILJIOMEHUAX CHWXKeHMe T10 mKajie TMC cocCTaBJISeT IO MeHbmel Mepe 1,5

NyHKTa. B HEeKOTOPEX BOIJICHMEHMAX CHMXEeHNVE IIO IKaJle TMC cocTaBJdeT
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II0 MeHbBIEM Mepe 2 IIyHKTa. B HEKOTOPHX BOIUJIOMEHUSAX CHWKEHME II0
mxaje TMC cocTaBJfgeT IO MeHbIle 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 yJydlleHMe II0 OTHOIMEHMI K YPOBHI «UCXOOHOTO» IoKaszaTeyns TMC
0O JeudyeHudA, COCTaBJAKIee I[I0 MeHbmen 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 BOIUIOUEHUAX YIIYyUlleHMe IIpenNcTaBJIsgeT
cofOoM yJydlleHMe II0 OTHOIEHMI K YPOBHI «UCXOOHOTO» IokKaszaTeysa TMC
0O JeueHUd, COCTaBJAKIlee 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 CHWXaeTCcd, IO MeHblleM
Mepe, Ha 15%. B HeKOTOPHX BOIUJIOWEHMAX XOpesd CHWXaeTCsa, IO
MeHbIel Mepe, Ha 20%.

B HeKOTOPHX BOIUIOWEHMAX OBUTATEJIbHAS OQYHKUMA YJIydllaeTCs.

B HeKOTOPHIX BOIUICHWEHMAX »OBUIaATeJIbHaAd OQyHKUMA YJIydllaeTcCHd,
YTO IIOKa3aHO YyMeHbIleHMeM, II0 MeHblleM Mepe, Ha 1 OYHKT II0 mKajJe
ofme¥ OBUTATEJHHOM aKTUMBHOCTM (TMS). B HEeKOTOPHX BOIJIOUEHMAX
cCHUxeHMe Oajula TMS cocTaBJfgeT IO MeHbIel Mepe 2 IOyHKTa. B
HEeKOTOPHX BOIJIOWMEHMAX CHMXeHMe O0ajyia TMS cocTaBJfgeT II0 MeHbIen
Mepe 3 IIYHKTa. B HeKOTOPHX BOIJIOUWEHUAX CHUWXeHUe Oajuia TMS
COCTAaBRJIAET IO MeHbIleV Mepe 4 TyHKTa.

B HeKOTOPHX BOIUICWEHUAX OUCTOHMSA YJydllaeTCHad. B HEKOTOPHX
BOILJIOWEHU AX IoXonokKa yJiydmaeTrcd. B HEKOTOPHIX BOILJICIEHU AX
yJydmaeTcsa IIOCTypaJibHas HeyCTOMUMBOCTL. B HEKOTOPHX BOIJIOMEHUAX
JIeUeHMe yMeHblaeT CUMMIITOMEL [IapKMHCOHM3MA.

B HeKOTOPHIX BOIJIOWEHMAX JeUueHMe He YXYIOlaeT pPaBHOBeCHUE
O0BbeKTa. B HEKOTOPHX BOIUJIOWEHMAX JIEUEeHMEe YJydllaeT PaBHOBECHE.

B HEKOTOPEIX BOIUIOWEHM AX JieueHMe YIydmaeT pusnUecKoe
OYHKUMOHMPOBAHNE . B HEeKOTOPHX BOILJIOEHM AX pusnUecKoe

(]_)yHKLU/IOHI/IpOBaHMe oBBeKTa YyJydllaeTcHd, 4TOo HM3IMepAdAeTCAd IIo0 MKaJle
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dM3MUeckoTo  QYHKIMOHUPOBaHUA SEF-36. B HEKOTOPHX  BOILJIOIEHUIX
prsUUecKoe QYHKUMOHMPOBaHME OO0BEeKTa YylydllaeTCsa, UTO U3MepsaeTcd
[0 mKaJjle (UM3UMUECKOTO QYHKIMOHUPOBaHMSA SF-36 OT MCXOIHOTO YPOBHA.
B HeKOTOPHX BOIUJICHMEHMAX  QU3NUECKOe (QYHKIUMOHUPOBaAHME OOBEKTa
yIydlaeTcsa, UYUTO M3MepdAeTCsa IO mKajle (U3MUeCKOTO QYHKIMOHUPOBAHUSI
SF-36, O CpaBHeHMK C OOBEKTaMM, HEe IOOBEPITHYTEMM JIEUEHMUIO.

B HeKOTOPHX BOIUJIOIEHMAX OOBEeKT UYyBCTBYeT CHUJILHOE YIYyUlleHUE
no wmrajie PGIC. B HeKOTOPHX BOIUJIOWEHMAX OOBEKT UYBCTBYET OUEHb
CUJIbLHOEe VyiyulleHre 110 mkajie PGIC. B HEeKOTOPHX BOIJIOCMEHUAX OOBLEKT
YYBCTBYET CUJIBHOE yIyuluieHue 10 mKaJje CGIC. B HEeKOTOPHX
BOIJIOMEHUAX OOBEKT UYBCTBYET OUEHB CUJIbHOEe VYJIYyUlleHMe I[I0 IIKaJle
CGIC. B HeKOTOPHX BOIUIOUWEHMAX OOBEKT UYyBCTBYEeT CUJIbHOEe YJIyUlleHUe
no wmwrkajsiaM PGIC m CGIC. B HeKOTOPHX BOIUJIOUWEHUAX OOBEKT UYyBCTBYET
OUeHb CUJIbBHOEe VyJlyulleHMe 110 mKaJjilaM PGIC m CGIC.

B HeKOTOPHIX BOIUIOUWEHMAX JIeUeHMe YyJyudllaeT IJIOTaHue.

B HeKOTOpPHX BOIUJIOUWEHMAX JeUeHMe He BH3HBaeT 3HAUUTEJIBHOTO
YBeJIMUeHn d ©eCCOHHUILIH, oenpeccuy, TpeBOoTy, BO3OYXIEHU,
CYULMOAJLHEX MHCJEN, aKaTu3UM, Pa3dpaXuTeJIbHOCTU WMJIM YCTaJIOCTH.

B HeKOTOPHX BOIUJIOWEHUAX JI€UeHMe He BHS3BBAEeT 3HAUUTEJIBHOTO
MapKMHCOHM3Ma MM Oucharmm.

B HeKOTOPHX BOIUJIOIEHMAX JIeUeHMEe 3HAUUMTEJIBHO He YyBeJnuMBaeT
HTeprall QT. B HeKOTOPHX BOIUICWEHMAX JIeUueHMe CYIeCTBEHHO He
n3MeHdeT 3BHaueHMe QTcF. B HEeKOTOPHX BOIUICIEHMAX MaKCUMaJIbBHOE
yBeJiMueHne QTcF cocTaBjisgeT MeHee ueM 5 MC.

TakXxe ODpedjararnTCsa BOIJIOUEHMS, B KOTOPHX JOOOe BOIJICIEHUE,
OIIMCaHHOe BHIe B abzanax [0154] -[0173], MoxeT OHBTL OOBEeIMHEHO C
JHOOBEIM OIOHMM WMJIM HEeCKOJIEKMMM M3 STUX BOIJIOMEHMUM, ecJiM KOMOMHAalMI
He ABJIAETCH B3aMMOMCKJIIOUAKIEN . Taxkxe npenycMaTpmuBaeTCAd
opuMeHeHMe MHTUMOUTOpa VMAT2 1OJsg Xopeu U YyJIydlleHusS »OBUTATeJILHOMU
OYHKLIMM Yy 0O0BeKTa C 0O0oJIe3HBKD XaHTMHITOHAa, KaK YKasaHO B ITaHHOM
IOOKYyMeHTe, MM B JIOOOM M3 BOILJIOMEeHUM, yKa3aHHHX BHIle B abdszallax
[0154] - [0173]. Taxkxe mpelyCMaTpMBaeTCsd I[IPUMeHeHMe MHIHMOUTOpPa
VMAT?2 1nOpu M3TOTOBJIEHUM JIeKapCTBEHHOT'O CpencTBa OJd XOpeu WU
VIIYUlleHMS OBRMIaTeJIbHOM (QYHKIMM y oObekTa ¢ 00JIe3Hb XaHTMHITOHA,
Kak VYyKa3aHO B @»OaHHOM IOOKYyMeHTe WJIM B JioOoM U3 BOILJIOMEHUMN,

YKaz3aHHBEIX BeImMe B abzaunax [0154] - [0173]. TakXxe OpemoCTaBJIAETCH
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KOMIIO3ULMA, colepXamas MHIMOuTOop VMAT2 s OpMMeHeHMd IIpU Xopee
M yJgydllaomas MOTOPHYKD QYHKLMID Yy oOBeKTa C OO0JIe3HBI XaHTMHITOHA,
Kak YyKa3aHO B JaHHOM HOOKYyMeHTe WIM B JOOOM M3 BOILJIOUEHUN,
YKa3aHHHX Brole B abzamax [0154] - [0173].

Taxxe IpenjaraeTca CIoco® VYIyulleHMS IBUTATEJbHOM QYHKUUM Y
o0LeKTa C BoJie3HBI  XaHTMHITOHA, Io3IOHeN OVCKUHEe3VEN VI
cuHmpoMoM  TypeTTa, BKJIOUAKINMY  BBEeIeHME  IIPUMEPHO CYTOUYHOTO
KOJIMYeCcTBa MHIMOMTOpa VMATZ2. B HEeKOTOPHX BOIUIOWEHUAX MHIUOUTOPD
VMATZ2 npencTaBJiseT cCODOM HOelTepHul—3aMelleHHEM TeTpabeHas3MuH.

B HEeKOTOPHX BOIUIOWEHUAX OOBEKT muMeeT 0OO0Jie3Hb XaHTMHITOHa. B
HEKOTOPHX  BOIUJIOWEHMAX  OOBEKT MMeeT IIO3OHKKD OUCKUMHE3MD. B
HEKOTOPHX BOIUJIOWEHMAX OOBEKT MMeeT CHMHIOpOM TypeTTa.

B HeKOTOPHX BOIJIOWEHUAX »OelTepul-3aMelleHHHN TeTpabeHa3UH
opencraBjsgeT cobor nOeyTeTpabeHas3MH. B HEKOTOPHX  BOILJIOMEHUAX
oeyTeTpabeHa3MH ABJISeTCH IUJIOC M30MepHOM dopMoM HeyTeTpabeHasMHa.
B HeKOTOpPHX BOIUICUMEHMAX IJIC M30MepHad dopMa meyTeTpabeHas3MHa
npencTaBjigeT cobom anbsba-mn3oMep. B HEKOTOPEHIX BOILJIOWEHM AX
VHITUOUTOP VMAT?2 opencraBjideT cobomn TLJIIOC V30MEPHYIO bopmy
TerpabeHa3MHa. B HEKOTOPHX BOIUJIOWEHMAX ILJIIOCOBasd M30MepHad oGopMa
TeTpabeHa3MHa IMpencTaBjisgseT coboy abda-Mm30Mep.

B HeKOTOPHX BOIJIOWEHMAX MUHIUOUTOp VMAT2 nOpencTaBjigeT codou
paJyibaHasuUH.

B HEKOTOPEIX BOIUJIOIEHU AX CYTOUYHOE KOJIMUECTEO
neyTeTpabeHasyHa BBOOAT B OOHOM HO3e MJIM OBYX IO3ax.

B HEKOTOPHIX BOIUJIOIEHU AX CYTOUYHOTO KOJIMYECTBAa
DeyTeTpabeHasyHa BHOMpawT W3 IIPUMMEPHO 6 MI', IIpMMepHO 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' M IIpMMEepHO 78 MI'. B HeKOTOPHX
BOIUICIEHMAX CYTOUHOE KOJMUYECTBO HOeyTeTpabeHa3MHa BHOUpaT U3
IPUMEPHO 6 MI', NOPUMepHO 12 MI', IIpMMepHO 18 MI', OpuMepHO 24 wMT,
npuMepHo 30 MI', [IPMMEPHO 36 MI', OpUMepHO 42 MI' UM IpuMepHO 48 Mr.

B HEKOTOPHIX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTBO
neyTeTpabeHasyHa BBOIAT B OBYX O3ax, COCTOAMMX M3 IEPBOV HOO3H U
BTOPOM HOO3H.

B HeKOTOPEX BOIIJIOMEHMAX :



IepBad ITO3a coCcTaBJideT

cocTaBJigeT IIPMMEPHO 6 MI';
IIepBad Ho3a COCTaBJIAeT
cocTaBJigeT IIPMMEPHO 9 MI';
epBad no3a COoCTaBJjdeT
cocTaBJigeT IIPMMEpHO 12 Mr;
IlepBad no3a COCTaBJdeT
cocTaBJIgeT IIPpMMepHO 15 Mmr;
IlepBad mno3a COCTaBJjdeT
CcoCTaBJIgeT IIpMMepHO 18 wMmr;
IlepBad mno3a COCTaBjdeT
cocTaBJIgeT IpMMepHO 21 Mr;
lepBad no3a CcocTaBjdeT
COCTaBJIAeT IIPpUMEPHO 24 MT;
IlepBad mno3a CcocTaBjdeT
COoCTaBJIAeT IPUMEPHO 27 MT;
IepBad mno3a CcocTabJdeT
cocTaBJgeT OpuMepHo 30 MT;
lepBad Ho3a CoCTaBJdeT
cocTaBJIgeT IIPMMEPHO 33 MI';
lepBad no3a CcoCTaBJdeT
cocTaBJIgeT IIPMMEPHO 36 MI'; U
IlepBad Ho3a COoCTaBJ4eT
cocTaBJigeT IIPMMEpHO 39 Mr.
B HeKOTOPHX BOILJIOWEHMAX :
IlepBad HoO3a COCTaBJIAeT
cocTaBJigeT IIPMMEPHO 6 MI';
IlepBad Ho3a COCTaBJIAeT
cocTaBJigeT IIPMMEPHO 9 MI';
lepBad Ho3a COCTaBJdeT
cocTaBJigeT IIPMMEPHO 12 MI;
lepBad no3a COCTaBJ4eT
cocTaBJigeT IIPMMEpPpHO 15 Mmr;
lepBad no3a COoCTaBJdeT
cocTaBJigeT IIPpMMepHO 18 Mmr;
lepBasgd

ITJO3a coCcTaBJideT
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BTOpasa

BTOpasa
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BTOpAaAd
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BTOpPAasd
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TJoO3a

TJo3a

TJo3a

Jo3a

TO3a

JTO3a

JO3a

TJo3a

To3a

TJo3a

To3a

To3a

To3a

To3a

To3a

To3a
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cocTaBJigeT IIpMMepHO 21 MI; u

lepBad Lo3a COCTaBJLgeT IIpuMepHO 24 MI', a BTopad IOo3a
cocTaBJigeT IIpMMepHO 24 Mr.

B HEeKOTOPEHIX BOIUIOWEHU AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasyHa COCTaBJIgeT OT IIPMMEPHO 6 IO IpuMepHO 78 MI'. B
HEKOTOPEIX BOILJIOWEHU AX CYTOUHOE KOJIMYECTBO OeyTeTpabeHasMHa
BHOMpPAKT M3 IPUMEPHO 6 MI', IIpMMepHO 12 M, IOIpMMepHO 18 wMr,
npuMepHo 24 Mr, npuMmepHo 30 MI', OPMMEepPHO 36 MI', IOpuMepHO 42 wMT,
opuMepHoO 48 Mr, nOpuMepHo 54 MI', OpMMepHO 60 MI', OPMUMEPHO 66 MT,
OpUMEepHO 72 MI' ¥ OPUMEPpHO 78 MI'. B HEeKOTOPHX BOILJIOWEHMAX
CYTOUYHOE KOJMUECTBO IeyTeTpabeHas3MHa BHOUpPAT U3 IIPMMEPHO 6 MI,
opuMepHoO 12 Mr, npuMmepHo 18 wMr, npuMepHo 24 Mr, npmumepHo 30 wMr,
IpUMepHO 36 MI', OpMMepHO 42 MI M IOpuMepHO 48 MI'. B HEeKOTOPHX
BOILJICIEHMU AX CYTOUHOE KOJIMYECTBO BBOIOVMOTI'O OeyTeTpabeHasuHa
COCTAaBJIAET MeHee UeM WIM PaBHO OpMMepHO 48 MI' MM MeHee UeM WU
PaBHO IIPMMEepPHO 36 MI' IJIA OOBEKTOB, ONHOBPEMEHHO IIOJIydalolnx
CUJIBHEM  MHTUOUTOp CYP2D6. B  HEeKOTOPHX BOIUIOMEHMAX  CUJILHEIM
uHruburop CYP2D6 BHOUpalnT M3 UKMciIa QJIYOKCeTMHa, IIapoKCceTHHa,
OYyIpOnIMOHa, XMHMUOMHA, LUMHaKaJblleTa WM PpPUTOHABMpa. B HEKOTOPHX
BOILJIOWEHM AX CHUJIb HEIM MHIUOUTOP CYP2D6 BHIOMpPAT ns yycJia
[IapoKCeTHHa, QIYyOKCeETHMHa M OYIPOIMOHA .

B HEeKOTOPHX BOIUICHEHMAX KOHTPOJIbE XOpeu VyJydllaeTCHd, UYTo
IIOKa3aHO CHWXeHMeM 10 MeHbmel Mepe Ha 0,5 OyHKTa O mKaje ofmen
MaKCHMMaJIbHOM xopeu (TMC). B HEeKOTOPHIX BOIJIOWMEHUAX CHMWXKeHUE TIO
mxaje TMC cocTaBJfgeT IO MeHbmeM Mepe 1 MOYHKT. B HeKOTOPHIX
BOILJIOMEHUAX CHMWXeHMe TI10 mKaJjie TMC cocTaBJISeT IO MeHbmen Mepe 1,5
IyHKTa. B HEKOTOPEX BOIUIOMEHMAX CHMWXeHMe 10 mkajie TMC cocCTaBJIsSeT
IO MeHbBIIeM Mepe 2 IIyHKTa. B HEKOTOPHX BOIUJIOMEHMAX CHWKEHME 110
mxajge TMC cocTaBJfgeT IO MeHbIeM Mepe 2,5 nOyHKTa. B HeKOTOPHX
BOIUJICHMEHUAX YJyUlleHMe MNpeAdCTaBJIgeT CcoOoM yJydlleHre IO OTHOUEHU
K YPOBHIO «UCXOOHOTO» IokaszaTend TMC no JjedeHud, COCTaBJAWIEE IIO
MeHbIIeM Mepe 8. B HEeKOTOPHX BOIJIOMEHUAX YJIyUlleHUe TMpelNcTaBJIsgeT
coBoM yJydlleHVe I10 OTHOMEeHMK K YPOBHI «MUCXOIDHOTO» IokaszaTensa TMC
0O JedyeHudA, COCTaBJAKIee II0 MeHbmer Mepe 10. B HeKOTOPHX
BOIUJIOMEHUAX YJyUlleHMe MNIpedCTaBJISeT CcoOo¥ yJydlleHMe IO OTHOUEHU

K YPOBHI «MCXOODHOTO» IokazaTejya TMC no JieueHMA, COCTaBJIdlee II0
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MeHbeM Mepe 12. B HEeKOTOPHX BOIJIONEHMAX VYJYUIeHMe IIpencTaBJisgeT
coboM yJyulleHMe II0 OTHOIEHMID K YPOBHIO «MCXOIHOTO» IIoKaszsaTeysa TMC
0O JleyeHUd, COCTaBJIAKIee IO MeHbmeM Mepe 12,7. B HeKOTOPHX
BOILJICNEHUAX YJIyUlleHMe IIpeacTaBjgeT coboM yJydlleHMe 110 OTHOIIEHUIO
K YPOBHKD «UCXOOHOTO» IokazaTeja TMC @mo JeueHMd, COCTaBJAKIEe II0
MeHbIe mMmepe 14.

B HeKOTOPHX BOIJIOMEHUSAX XOopesd CHWXaeTCsa, I[I0 MeHBIeM Mepe,
Ha 10%. B HeKOTOPHX BOILIOCHMEHMAX XOopesd CHWXaeTCcsa, IO MeHbIen
Mepe, Ha 15%. B HeKOTOPHX BOIUJIOUWEHMAX XOpesda CHUWXaeTcd, IO
MeHbIIEM Mepe, Ha 20%.

B HeKOTOPHIX BOIUIOUWEHMAX IOBUTATeJIbHad QYHKIMA YJIydllaeTCH.

B HeKOTOPHIX BOIJIOWEHMAX OBUT'aTeJIbHasA QyHKUMA YyJydllaeTcd,
YTO IIOKaBaHO CHMWXeHMeM, I[I0 MeHbIleM Mepe, Ha 1 MOYHKT [0 mKajJe
ofmeN OBPUTaTeJIbHOM akKTMBHOCTM (TMS). B HEKOTOPHX BOIJIOMEHUAX
CHMWXeHMe TIokaszarTenda TMS cocTaBJjigeT IO MeHbIeM Mepe 2 IIyHKTa. B
HEeKOTOPLIX BOIJIOCWIEHMAX CHMWXeHMe TIokKazaTeygsa TMS cocTapjgeT IO
MeHbIIe  Mepe 3 IYHKTA. B  HeKOTOpPHIX  BOILJIOWEHUAX CHUXeHUe
noxkasatTeJya TMS cocTaBJIgeT 10 MeHbllel Mepe 4 IMIyHKTa.

B HEKOTOPHX BOIUJIOUMEHUAX OUCTOHMA VYJydllaeTCcd. B HEKOTOPHIX
BOILJIOWEHM AX noxonka YIydlmaeTCs. B HEKOTOPHIX BOILJIOWEHM X
oBJleryaeTcsa IOoCTypaJlbHasaA HeCTabMJIBHOCTB. B HEKOTOPHX BOILJIOUEHUIX
JleueHMe YMeHbIIaeT CHMMIITOME MapKMHCOHM3MA .

B HEeKOTOPHX BOIUJICIMIEHUAX JIeUeHMe He YXYOlaeT paBHOBeCHUE
O0BeKTa. B HEKOTOPHX BOIUJIOCIEHUAX JIeUeHMe YJydllaeT paBHOBecCHUE.

B HEKOTOPHX BOILJIOHEHUAX OOBEKT UYBCTBYET CUIIBLHOE YIYUIleHME
no mrajie PGIC. B HeKOTOPHX BOIUJIOMEHMAX OOBEKT UYBCTBYET OUEHb
CUJILHOE ViyulleHre 110 mKajie PGIC. B HEKOTOPHX BOIJICIMEHUAX OOBLEKT
UYBCTBYET CUJIBHOE YyIIyuluieHe 10 mKaJje CGIC. B HEeKOTOPHX
BOIUIOWEHVAX OOBEKT UYBCTBYET OUeHbL CWJIBHOe VYJIyUlleHMe II0 MIKaje
CGIC. B HEeKOTOPEX BOIJIOUEHUAX OOBLEKT UYyBCTBYET CUJIbBHOEe YJIIYUIleHME
no mrajiaMm PGIC m CGIC. B HEKOTOPHX BOIUJIOUWEHUAX OOBEKT UYyBCTBYET
OUeHb CUJIbHOe VYJIIyulleHMe [0 mkajaM PGIC u CGIC.

B HEKOTOPHIX BOILJIOMEHM AX JieueHue yiydimaeT dmusmUeckoe
OYHKUIVOHUPOBaAHKE . B HEKOTOPHIX BOTILJIOWEHU AX dmUsmUecKoe
OYHKUIVMOHVPOBaHME OOBeKTa VYJyudllaeTCsd, UTO M3MepdeTcsda [0 mKaje

busmueckoro OYHKIMOHMpPOBaHMSA SF-36. B HEKOTOPHX  BOIJIOMEHUAX
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prsMUecKoe QYHKUMOHMPOBaHME OO0BEeKTa YyJydllaeTCsa, UTO U3MepsaeTcd
[0 mKajJjle (UM3UMUEeCKOTO QYHKIMOHUPOBaHMSA SF-36 OT MCXOIHOTO YPOBHA.
B HeKOTOPHX BOIUJICHMIEHMAX  QU3NUECKOe (QYHKIMOHUPOBaAHME OOBEKTa
YyIydllaeTCsa, UTO M3MepdaeTCsa IO mKajle (UBMUeCKOTO QYHKIMOHUPOBAHUAI
SF-36, 1o CpaBHeHMK C HeoOpab®OTaHHEIMM OOBEKTaMM.

B HeKOTOPHX BOIUJIOUWEHMAX JIeUeHMe YyJyudllaeT IJIOTaHue.

B HeKOTOPHX BOIUJIOWEHMAX JeUeHMe He BH3HBaeT 3HAUUTEJIBHOTO
YBeJIMUeHU A OeCCOHHUIIH, oernpeccuu, TpeBoTIu, BO3OYXIOeHUI,
CYMLIMOAJNBbHEX MECJIEN, aKaTU3UM, Pa3apPaXuTeJIbHOCTU MM YCTaJIOCTH.

B HeKOTOpPHX BOIUJIOUWEHMAX JeUeHMe He BH3HBaeT 3HAUUTEJILBHOTO
NapKMHCOHM3MAa MM nOucoharmm.

B HeKOTOPHX BOIUJIOUWEHMAX JIeUeHMe 3BHauUTeJIbHO He YyBeJiMuMBaeT
MHTepraJsl QT. B HEKOTOPHX BOIUIOWEHMAX JiedeHre CYIeCTBEeHHO He
U3MeHdgeT 3HaueHMe QTcF. B HeKOTOPHX BOIUJIOUWEHUMAX MaKCHUMaJIbHOEe
yBeJnueHre QTcF cocTaBJigseT MeHee ueM 5 McC.

Takxe IOpenjlaraloTCa BOIUJIOUEHMSA, B KOTOPHX JiOOe BOIJIOUEHUE,
onMcaHHOe BHIIe B abzaumax [0175] -[0196], wMoxeT OHTL OOBEOMHEHO C
JIIOOBEIM  OOHMM WJIM HECKOJIBKMMM M3 DTHUX BOIUIOMEHUM, ecJu KoMOMHalMA
He ABJIAETCA B3aMMOMCKJIIUAKIEHN . Takxe npenycMaTpuBaeTCd
IprMeHeHMe »OeyTeTpabeHasuMHa WM MHIUOMTOpa VMAT2 1Ojd YJydlleHUS
OIBUTATEJILHOM OYHKIUMM vy oBbekTa ¢ 00Je3Hbl XaHTMHITOHa, I[IO03IHel
OVCKUHesue  uJu cuHOpoMoM  TypeTTa, Kak yKasaHO B OaHHOM
IOOKYMEeHTe MWJIM B JioOOM M3 BOIJIOHNEHMM, YKa3aHHHX BHIIe B abdszallax
[0175] -[01%96]. Taxkxe npenycMaTpmUBaeTCd npUMeHeHNre
oeyTeTpadbeHasMHa IZNEIZ! MHTUBUTOPAa VMAT?2 Ipn M3TOTOBRJIEHUNU
JIEKapCTBEeHHOTO CpeIcTBa IJA YIYyUlleHUS IBUTATeJbHOM QYHKUUK Y
oBBeKTa c DOJIE3HEBIO XaHTMHI'TOHA, no3noHen OMCKMHe3Men WJIN
cuHIOpoMoM TypeTTa, KaK YyKa3aHO B IOaHHOM OOKYMeHTe MM B JIOOM U3
BOILJIOWEHMNM, VYVKa3aHHBEX BeIme B abszaumax [0175] -[0196] Bome. Takxe
npenjaraeTcsd KOMIIO3ULINA, comepxamas ODeyTeTpabeHasuH WU
nHruomTop VMAT2, OJj4 OpYMMeHeHMSa B YJYUINEeHMM IBUTaTeJbHOV QYyHKUUN
y o0bmexkTa C OOJIe3HBK XaHTMHITOHA, Io3OHelM  IOUCKUHERUM  WJIU
cuHIpoMa TypeTTa, KaK YyKa3aHO B OaHHOM OOKYMEeHTe WM B JIOOOM U3
BOILJIOWEHMN, VYVKa3aHHHEX BHIme B ab®zanax [0175] -[0196].

Takxe OpelCTaBJIeH CIHOCOO YMeHBIIEeHVA MOTOPHHX WM QOHUUECKUX

THKOB Y oOBEeKTa C CMHIPOMOM TypeTTa, BKJIOY 0NN BBeIcHNe
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[IPUMEPHO CYTOUHOT'O KOJMUeCTBa HOeyTeTpabOeHasUHAa.

B HEeKOTOPHX BOIUIOWEHMAX TUKU ABJISAOTCSA MOTOPHEMU TUKAMIA.

B HEeKOTOPHX BOIUIOWEHMAX TUKU ABJIARTCA QOHMUECKUMM THUKaAMMU.

B HeKOTOPHX BOIUIOWEeHMAX OOBEKT MMeeT BO3pacT oOT 6 no 16
JeT. B HeKOTOPHX BOIUICWEeHUAX OOBeKT MMeeT Bo3pacT oT 12 nmo 18
JeT. B HeKOTOPHX BOIUIOWEeHMAX OOBeKT MMeeT BO3pacT oT 6 npo 18
JeT.

B HEKOTOPEIX BOIUJIOWEHU AX CYTOUYHOE KOJIMYECTRBO
DeyTeTpabeHasMHa COCTaBJIgeT OT IIPUMEPHO 6 OO OpuMepHO 48 Mr. B
HEKOTOPEIX BOIJIOEHM AX CYTOUHOE KOJIMYECTBO OeyTeTpabeHasuHa
BHOMpPAT M3 OIPUMEPHO 6 MI', IIpMMepHO 12 Mr, OpMMepHO 18 wMr,
npuMepHo 24 wMr, npuMepHo 30 M, OIPMMEPHO 36 MI', IIPUMEPHO 42 MD' U
npuMepHo 48 wMI'. B HEeKOTOPHX BOIUJIOUWEHMAX CYTOUHOEe KOJIMUeCTBO
BBOOMMOTO InOeyTeTpabeHasMHa COCTaBJIAeT MeHee UYeM WM  PaBHO
npuMepHo 48 MI' WJIM MeHee UYeM WM pPaBHO I[IPUMEepHO 36 MI' 1JId
0OBLEeKTOB, OIHOBPEMEHHO IoJiydalmMx CUJIbHBEN MHTUOMTOp CYP2D6. B
HEKOTOPHX BOIJIOMEHUAX CUJIBHEM MHIUOMTOP CYP2D6 BHOMpAalT M3 YMCIa
biiyokceTrHa, IIapoOKCeTMHa, OYNPONMOHAa, XMHMAOMHA, LMHaKaJbleTa U
PUTOHaBMPa. B HEeKOTOPHX BOIJIOMEHMSAX CUJIbHEM UMHIUOUTOPp CYP2D6
BEHIOMpAKnT M3 UMCJIa HapokKceTMHa, OQIYOKCeTHMHa M OYyIIpOolIMOHAa.

B HEKOTOPEIX BOIJIOIEHU AX CYTOUYHOEe KOJIMUECTEO
neyTeTpabeHasMHa BBOOAT C IIMIEN.

B HEKOTOPEIX BOIUJIOIEHU AX CYTOUYHOE KOJIMUECTEO
neyTeTpabeHasMHa pa30eJifloT Ha 10 MeHbIleM Mepe OBe ITO3H.

B HEKOTOPHIX BOIUJIOIEHU AX CYTOUYHOE KOJIMYECTEBO
neyTeTpaBeHasrHa BBOOAT B IBYX PaBHHX I03ax, COCTOANMX M3 IIepPBOU
OO3E M BTOPOV IIO3H.

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

yMeHbIIaloTCcsa Ha 225%, uUTo wu3MepdgeTcsa TIo0 ofmel mkajle TUKOB
Mennbckoll TJIoBalIbHOM MKaJkl TAKEeCTM TUKOB.

B HeKOTOPHX  BOIUJICIMEHUAX  MOTOPHEE MM QOHMUECKMHEe  TUKU
YMEeHBIanTCq Ha 2 VI DoJiee IYHKTOB ofmero KJIMHUYUECKOTO
BIIeUaTJIEHMA NallMeHTa C cuHipomoMm TypetrTa (TS-CGI).

B HeKOTOPHX  BOIUJICIMEHUAX  MOTOPHEE MM DQOHMUECKMHEe  TUKU

YMEHEMAKTCHA Ha 1 i BoJiee ITYHKTOB ofmero KIJIMHNYEeCKOTI'O



48

BlleUuaTJIeHUsa alMeHTa C CHuHOpoMOM TypeTTa O TaxeCcTn 3aboJieBaHud
(TS-PGIS). B HeKOTOPHX BOILUJIOMEHMAX MOTOPHEE WM QOHUUECKME TUKU
YMEHBIAKTC A Ha 2 W BoJiee IIYHKTOB ofmero KJIMHUYECKOT'O
BlleUuaTJIeHMsa alMeHTa C CcHuHOpoMoM TypeTTa O TaXeCTn 3aboJieBaHUd
(TS-PGIS).

B HeKOTOPHX BOIUICWEHMAX CHMXEHMEe IIPOUCXOOUT OT MOMEHTa
HadaJjla MCCJIeOOBaHMs OO IO MeHBIIeM Mepe IOBYX HeleJlb.

B HEeKOTOPHX BOIUICMEHMAX CHMXEHME IIPOUCXOOUT OT MOMEHTa
Hadajla MCCJeIOBaHMA OO IO MeHbIeM Mepe UYeTHpex Henejb. B
HEKOTOPHX BOIUJICWEHMAX CHMXEHME IIPOMUCXOOUT OT MOMEeHTa HadaJjla
MCCJeOgoBaHMsa QOO IO MeHBIIe Mepe BOCBMM Helejlb. B  HeKOTOPHX
BOIUJICWEHMAX CHMWXEHMEe IIPOMCXOIOMT OT MOMEHTa Haudajla MCCIeIOBaHUA
0O IO MeHbIleV Mepe IOBeHaAllaTy Helellb.

Taxxe OpenjaralTCcd BOIUIOCMEHMA, B KOTOPHX JioOOe BOIUIOUEHUE,
omnmMcaHHOe BHIIe B abzamax [0198] -[0211], wmoxeT OBTHL OOBLEOMHEHO C
JIIOOEM OOHYM WMJIM HEeCKOJIBKMMM M3 STUX BOIJIOMEHUM, eCJM KOMOMHAalUMA
He ABJIAETCH B3aMMOMCKJIIYaKIEeN . Taxxe npenycMaTpmuBaeTCHd
IprMeHeHMe peyTeTpab®eHasMHa WMIM MHIMOMTOpa VMAT2 @OJjd CHMXKeHUSA
MOTOPHEX WM QOHUUECKMX THUKOB y OOBEKTa C CHMHIpoMOM TypeTTa, Kak
yKa3aHO B OaHHOM MOOKYMeHTe WM B JIoOOM M3 BOIJIOWEHMM, YKa3aHHHX
BHIIIE B abzaunax [0111] - [0211]. Takxe TIpenycMaTpuBaeTCd
[IpYMeHeHHue oeyTeTpabeHasMHa NIV MHTUOUTOPAa VMAT?2 pu
M3TOTOBJIEHUM JIEKAPCTBEHHOI'O CPenCTBa IJis yMeHBIIeHUMS MOTOPHHX WJIN
boHUUECKMX TUKOB y O0O0BeKTa C CcuHOpoMoM TypeTTa, KakK YyKa3aHO B
DaHHOM MHOOKYyMeHTe WM B JIOOM M3 BOIJIOWEHMM, YKa3aHHHX BHIEe B
abzamax [0198] -[0211] &=eeme. Takxkxe mOpenjiaraeTcsd KOMIO3MLUA,
comepxallasg HOeyTeTpa®eHasUH WM MHIMOMTOp VMATZ2, @0jd I[IpMMEeHEHUS B
BOCCTAHOBJIEHMM MOTOPHEIX WMJIM QOHMUYECKMX THUKOB y OOBEKTa C
cuHmpoMoM TypeTTa, Kak yKa3aHO B IOaHHOM IOKYMeHTe WM B JIIOOM U3
BOILJIOWEHMM, VYKa3aHHHEX BHIme B ab®zanax [0198] - [0211].

Taxkxe TIpeICTaBJIeH CIOCO0O YMEHBIIEeHUS MOTOPHEX UM BOKAaJbHEX
TUKOB Yy OOBekTa ¢ cuHmpomMoM TyperTrTa, BKJIOUAKINY  BBeIeHUe
[IPUMEPHO CYTOUHOI'O KOJIMUYeCTBa HeyTeTpabeHa3MHA.

B HEeKOTOPHIX BOIUIOWEHU AX CYTOUYHOE KOJIMYECTBO
DeyTeTpabeHasyHa COCTaBJIgeT OT IIPUMEePHO 6 »no IpuMepHO 48 Mr. B

HeKOTOPEIX BOIIJIOCIEHMAX CYTOUHOE ROJIMYeCTBO HGYTeTpaéeHaBMHa
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cocTaBjgeT oOT 6 mo 48 MIr. B HEeKOTOPHX BOIUIOWEHUAX CYyTOUHOe
KOJIMYECTBO HOeyTeTpabeHa3MHa BHOMpaRT M3 IIPUMEPHO © MI', IPUMEPHO
12 mr, nDpumMmepHOo 18 MI', HOpuMepHO 24 M, OpuMepHO 30 MI', IIPMMEPHO
36 MI', IPpMMepHO 42 MI' M IOpMMepHO 48 MI'. B HeKOTOPHX BOIJIOWEHUAX
CYTOUHOE KOJMUYeCTBO BBOOMMOI'O IeyTeTpabOeHas3MHa COCTaBJAeT MeHee
ueM WM pPaBHO IIpMMepHO 48 MI' MM MeHee UeM WM PaBHO IIPUMEPHO 36
MI' OJA OOBEeKTOB, ONHOBPEMEHHO [OJIydalllMxX CMJIBHBEM MHTUOUTOP
CYP2D6. B  HeKOTOPEHIX BOILUJIOMEHNAX  CUJIBHEM  MHIUOUTOP CYP2D6
BEIOMpAT mus3 ymcia dIIyOoKCEeTHHA, [IapoKCceTuHa, OyHnpoIMoHa,
XVMHVOVHAE, LUMHaKajbleTa W pPUTOHaBMpa. B HEKOTOPHX BOILJIOWEHMAX
CUJIbHEIL MHIMOUTOP CYP2D6 BHIOMpPAT nus ypciia rapokceTnHa,
GJIyoKCeTHMHa U OYIIPOIIMOHA.

B HEKOTOPEIX BOIJIOEHM AX CYTOUHOEe KOJIMYECTBO
neyTeTpabeHasyHa BBOOAT C IIMIEN.

B HEKOTOPEIX BOIJIOEHM AX CYTOUYHOEe KOJIMYECTBO
oeyTeTpabeHasMHa pPas3nesidioT IO MeHBIIEM Mepe Ha OBe IO3H.

B HEKOTOPEIX BOIJIOEHN AX CYTOUHOEe KOJIMYECTBO
oeyTeTpabeHas3MHa BBOOAT B IOBYX PAaBHHX HO3ax, COCTOANMX M3 IIepBOU
OOBE M BTOPOV IOS3H.

B HeKOTOpPHX BOIUJIOWEHMAX OOBEKT MMeeT BO3pacT oOT 6 nmo 16
JeT. B HeKOTOPHX BOILJICHEeHUAX OOBeKT MMeeT BoO3pacT oT 12 no 18
JeT. B HeKOTOPHX BOIUIOWEHMAX MW300peTeHUd STOT IIeprOol COCTAaBRJISET
oT 6 mo 18 ujer.

B HeKOTOPRIX BOILJIOIMEHM AX MOTOPHEIE 17 @OHquCKMe TUKM

oe

yMeHbIIalTCca Ha >25%, uro wusMepsdgeTca 1o ofmel mKajle TUKOB
Mennbckoit TyoBajibHOM MKaJE TSXeCTU TUKOB.

B HEeKOTOPHX BOIUJIOMEHMAX MOTOPHEE MJIM QOHMUECKME  TUKU
YMeHBIIalnTCa  Ha 2 WU BoJjlee  IOYHKTOB obmero KJIVMHNUYECKOTO
BIeUaTJIEHMS I[IalMeHTa C CHMHIOIpoMoM TypeTTa.

B HEeKOTOPHX BOIUIOHMEHMSX CHWXEHME IIPOUCXOIUT OT MOMEHTA
HavaJjla MCCJIelIoBaHMsa IO II0 MeHbIleM Mepe IOBYX HeleJlb. B HeKOTOPHX
BOILJIOMEHMAX CHMXEHME I[IPOMCXOOMT OT MOMEeHTa Haudajla MCCJIeIOBaHUSI
OO IIO MeHblelM Mepe UYeTHpeX HeneJlb. B HEeKOTOPHX BOILJIOMEHMAIX

CHVMIXEeHNMe IIPpOoMCXoIMT OT MOMEeHTa HaudaJla MCCIJIeOOBaHMA OO IIO MeHbIIeM

Mepe BOCEMM HelleJlb. B HeKOTOPEX BOIJICHMEHMAX CHMXeHMEe IIpOMCXOoOInMT
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OT MOMEeHTa Haudajla MCCJIeOoBaHMA QOO II0 MeHbIeM Mepe OBeHaOllaTH
HeneJb .

B HEKOTOPHIX BOIUIOWEHMAX  OeyTeTpabeHasmH ABJIAETCHA TLJII0C
M30MEPHOM bopMot  meyTeTpabeHasUHa. B HeKOTOpPHX BOILJIOUEHMU AX
IJilocoBas M3oMepHas GopMma IeyTeTpabeHa3MHa OpelcTaBjgeT cobon
albdpa-mn30Mep.

B HeKOTOPHX BOIUJIOUEHMAX JIeUeHMe 3HaAUuUTeJIbHO He YyBeJlMuMBaeT
uHTeprajd QT. B HeKOTOPHX BOIUICWIEHMAX JeUeHMe CYIeCTBeHHO He
n3MeHdgeT 3HaudueHMe QTcEF. B HeKOTOPEHX BOIUIOIIEHMAX MaKCHUMaJIBHOE
yBeJmueHnue QTcFEF cocTamjisgseT MeHee ueM 5 MC.

Takxe OpenjaramnTCsAa BOIUJIOIEHMS, B KOTOPHX JOOOe BOILJICIEHHUE,
OnMCcaHHOe BHIe B abzaumax [0213] - [0223], MoxeT OHTL OOBEeOMHEHO
C JIOOBEIM  OOHMM  MJIM  HECKOJIbKMMU U3 STUX  BOILJIOUEHUM, ecun
KOMOMHaUMA He ABJIAETCHA B3aVMOMCKJIIOUamen . Taxxe
opelycMaTpMBaeTCd [IpMMeHeHMe  HOeyTeTpabeHasMHa WIM MHIHOUTOpA
VMATZ2 1Jia YyMEeHBbIIeHUS MOTOPHHX M OGQOHMUECKMX TUKOB Y OOBEKTa C
cuHopoMoM TypeTTa, KaK yKa3aHO B JaHHOM IOOKYMeHTe MM B JIOOOM U3
BOILJIOWEHMY, YKasaHHHX Bbme B abszamax [0213] - [0223]. Takxe
npenycMaTpUBaeTCad IIPUMEeHeHMe  IeyTeTpab®eHasuMHa WIM MHIUOUTOPAa
VMAT2 1Opu M3TOTORBJIEHMM JIEKAPCTBEHHOTO CpelcTBa OJIS YMEeHBIEeHUS
MOTOPHEX ¥ (QOHMUECKMX THUKOB Yy O0OBeKTa C CHHIOpoOMOM TypeTTa, Kak
yKasaHO B IaHHOM IOKyMeHTe WJIM B JIOOM M3 BOIUJIOMEHMM, YKa3aHHBIX
Brmme B abz3amax [0213] -[0223]. Takxkxe mnOpenjaraeTcsd KOMIO3MINMA,
comepxallasg HOeyTeTpabeHasUH WM MHIUOMTOp VMATZ2, nJjd [IPpMMEHEHUS B
YMEHBIIEHUY MOTOPHEIX MM (QOHMUECKMX TUKOB Y O00BEeKTa C CHHIPOMOM
TypeTTa, Kak YKa3aHO B JaHHOM IOKYMeHTe WIM B JobOOM U3
BOILJIOWEHMM, VYKa3aHHHEX BHIe B ab®zanax [0213] - [0223].

TakXxe T@pelCTaBJIeH CIOCOD CHUMXeHMA TIKeCTM THKa, KOoTopoe
U3MepdaeTCcs 1o odmeMy KJIMHUUYECKOMY BIleUaTJIEHUD nauveHTa c
cuHmpoMoM TyperTTa o TaxecTu 3adbojieBanusa (TS-PGIS) y obOvekTa C
CHUHIPOMOM TypeTTa, B KJTIOY A 10U BBeIleHUE IPUMEPHO CYTOUHOT'O
KoIMuecTBa OeyTeTpabeHasuHa. B HEeKOTOPHX BOIJIOUEHUAX  CIOCOD
BKJIOUAET: a) BBeIeHMe CYTOUYHOT'O KOJMUeCTBa JeyTeTpabeHas3MHa; WU
b) no w™MeHbmed Mepe OIMH pa3 B 4 HemeJau, C OlLEHKOM CTelleHU
TAXKECTU 3aboJjieraHunAa c IIOMOUBI0 TS-PGIS. B IOOIIOJIHUTEJIb HEIX

BOIIJIOIIEHMAX crioco® IOTOIIOJIHMTEJIEHO BRJIOUaET: c) 1o CJIe OLIEHKM
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TAXKEeCTU THUKA C IIOMOIIEBIO TS-PGIS, ecJin CYTOUHOE KOJIMUEeCTBO
ODeyTeTpabeHasuHa ABJIAETCSA IepeHOCUMEBIM, yBeJIMUeHue CYTOUHOT'O
KOoJIMUeCcTBa »OeyTeTpabeHasMHa IIO0 MeHbllel Mepe Ha 6 wMr/cyrtku; d)
IIOBTOpeHue cTamu b) M c) OO Tex TIop, I~Ioka TS-PGIS He Oymer
YMEHBLIIATHC A W CyToOuHasa oosa ODeyTeTpabeHasuHa oymeT
IIepeHoOCHMOY; M €) ecIM Kakoe-Jubo I[ocjelyolee KOJUUECTBO He
[IEPEeHOCUTCHA, YMEHLbIleHMe CYTOUHOTO KOJMUeCTBa OeyTeTpa®eHasMHa Ha
6 MI/CYTKH.

B HeKOTOPHX BOIUJIOUWEHUAX TUKM ABJIATCHA MOTOPHBMM THUKaAMU.

B HeKOTOPHIX BOIUJIOWEHUAX TUKU ABJIATCA QOHMUECKVMU TUKAMMU.

B HeKOTOPHX BOIUJIOUWEHMAX OOBEKT MMeeT BO3pacT oOoT 6 mo 16
JeT. B HeKOTOPHX BOIUJIOWEHUAX OOBeKT MMeeT BoO3pacT oT 12 nmo 18
JeT. B HeKOTOPHX BOIUIOMEeHMAX OOBeKT MMeeT Bo3pacT oT 6 po 18
JeT.

B HEeKOTOPEIX BOILJIOWEHM AX CYTOUHOE KOJIMYEeCTBO
neyrTeTpabeHasnHa cocTaBJisgeT oT 6 1o 48 wMrT. B  HEKOTOPHX
BOILJIOWEHUAX CYTOUHOE KOJIMUEeCTBO IOeyTeTpabeHasMHa BHOMpaoT U3
OpUMEPHO 6 MI', OPUMEpPHO 12 MI', OpuMepHO 18 MI', OpuMepHO 24 wMT,
npuMepHo 30 MI', OPMMEPHO 36 MI', OpMMepHO 42 MI' U OpUMepHO 48 MI.
B HEeKOTOPHX BOIUJICIMEHUAX CYTOUHOE KOJMUECTBO HOeyTeTpabeHa3MHa
BBOOAT C IIMIEN.

B HEKOTOPHX BOIUJIOWEHMAX CTelleHb TISXKeCTM OlLleHMBaeTcsa C
nomomeio TS-PGIS 1o MeHBIeM Mepe KaxObe IBe HeOelrM. B HeKOTOPHX
BOIUJIOWEHMAX CTeIeHb TIKeCTUM THUKOB OlLleHMBaeTCsa C TIoMombsil TS-PGIS
10 MeHbIIeM Mepe OIOMH Pa3 B HedeJio. B HEKOTOPHX BOILJIOMEHMAX
CTelleHb TSKEeCTM TUMKOB OlleHMBaeTcad C IHOoMmombilo TS-PGIS 1o MeHblen
Mepe OIMH pa3 B MecCcsdll. B HEKOTOPHX BOIUJIOCIMEHUAX CTEIeHb TIXeCTU
TUMKOB OlleHMBaeTcsa C IIoMombio TS-PGIS 1o MeHblleM Mepe OIMH pas B
TPM Mecdla.

B HEKOTOPHIX BOILJIOMEHM AX CYTOUHOE KOJIMUECTBO
ODeyTeTpabeHa3MHa pasmOesigonT Ha IBe TOS3H.

B HEeKOTOPHX BOIUJIOIMEHUAX CHMXEHMEe [IPOUCXOIOUT OT MOMEHTAa
HauaJla MCccJeloBaHMA OO II0 MeHbllel Mepe IOBYX HeleJlb. B HeKOTOPHX
BOIUJIOWEHVAX CHMXEHMe TMPOMCXOIOUT OT MOMEeHTa Haudajla MCCJIelIoBaHMIg
0O IO MeHbIleM Mepe UYeTHpex HeleJb. B HEeKOTOPHX BOILJIOMEHMAX

CHMIXEeHNMe IIPpoOMCXoIMT OT MOMEeHTa HaudaJla MCCIJIeOOBaHMA OO IIO MeHbIIeMn
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Mepe BOCBMM HeleJlb. B HEeKOTOPHX BOIJIOMEHUAX CHIMWKeHMe IIPOUCXOOUT
OT MOMEeHTa Haudajla MCCJIeOoBaHMA OO I[I0 MeHbIleM Mepe OBeHaOllaTH
HeneJb .

B  HeKOTOpPHX BOIUIOWEHMAX  OeyTeTpab®eHasMH  ABJISAeTCS UG
n3oMepHOM ¢QopmMoM meyTeTpabeHasrHa. B HEKOTOPHX BOIJIOMEHUSAX ILJIIOC
n30oMepHad dopMa IOeyTeTpabeHasmMHa  OpenOcTaBJIgeT cobom aJbda-
MN30Mep.

B HeKOTOPHX BOIUJIOUEHMAX JIeUeHMe 3SHaUUTeJIbHO He YyBeJMuMBaeT
MHTepralsl QT. B HEKOTOPHX BOIUIOWEHMAX JIeUeHMe SHauUTeJIbBHO He
n3MeHdgeT 3HaueHMe QTcEF. B HeKOTOPEHX BOIUIOIIEHMAX MaKCHUMaJIBHOE
yBeJimueHnue QTcFEF cocTaBjisgseT MeHee ueM 5 MC.

Takxe OpenjaramwTCcsAa BOIUJIOUIEHMS, B KOTOPHX JIOOOe BOILJIOCIEHUE,
OoInMcaHHOe BHIIe B abd®zalax [0213] - [0234], mMoxeT OHBTL OOBEOMHEHO
c JoOnM  OOHMM  MJIM  HECKOJBKMMM U3 STUX  BOILJIOUEHU’N, ecIun
KOMOMHalUMA He ABJIAETCHA B3aVMOMCKJIIIOUamen . Taxxe
NpenycMaTpuUuBaeTCd IpUMeHeH e ODeyTeTpabeHasuHa oJjig CHIDKEHU A
TIKEeCTHM THKa, KOTOpoe WM3MepsaeTCAa C IIOMOWBI OBWero KIMHUUECKOTO
BIIleUuaTJIeHUA IIallMeHTa C CHHIpoMOM TypeTTa O TaSXecTu 3abojieBaHUA
(TS-PGIS), Kak VyKaz3aHo B IJaHHOM »IOOKYMeHTe WM B JodoM U3
BOILJIOWEHMM, YKasaHHHX Bome B absalax [0213] -[0234]. Taxkxe
npenjaraeTcsa IIpMMeHeHMe JOeyTeTpab®eHasmMHa B 2 I[IPOUBBOLOCTBE  OJ4A
CHMXEHMSA TIKeCTM THUKa, KOTOpoe U3MepdeTcsa C IIOMOombK ofmero
KJIMHMUECKOT'O BIleUaTJIEHMSA IlallMeHTa C CUuHOpoMOM TypeTTa O TASXeCTHUu
3abojieradmua  (TS-PGIS), kKak ykKa3aHO B »OaHHOM IOKYyMeHTe WM B
JHofoM M3 BOILJIOMEHMM, VYKa3aHHHEX Bome B abzaunmax [0213] - [0234].
Takxe TImpenjaraeTcsd KOMIO3MIMA, CcolepXallasa neyTeTpa®eHasMH OJIA
CHMXEHMSA CTeleHM TAXeCTM THKa, KOoTopoe U3MepdeTcd ¢ TIIOMOIILI
oBmero KIMHMUECKOT'O BIeUaTJIeHMS IallMeHTa C CHMHOpoMOM TypeTTa o
TSxecT 2abojieraHmsa  (TS-PGIS), Kak VyKa3aHO B »TaHHOM JOKyMeHTe
Wi B JioOOM M3 BOILJIOWMEHMM, YKas3aHHHX Bome B abszsauax [0213] -
[0234].

Takxe npencTaBJjieH crioco® nonnepXaHma KOHTPOJA
IIaTOJIOTHMUECKUX HEIPOM3BOJILHEX IBMWKEHUNM Yy UeJIOBeKa C IBUIaTeJIbHHM
pPacCcTpOMCTBOM, BKJIIOY a10MUM BBeJIleHUE OOBEKTY TepalreBTUUeCKA
S0DPEeKTUBHOTO CYTOUHOTO KOJIMUECTBa HOeyTeTpabeHasmMHa B TeUueHUe

Ineprnona BpeMeHN, JOCTaTO4YHOTI'O IJIA BEITIOJIHEHWM A OIOHOT'O MJIn
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HEeCKOJIbKUX M3 CJelylmeTo: CHMXeHHMe XOopeu II0 MeHblel Mepe Ha 10%;
yIydleHrue IBUTATeJbHOM OQYHKLUMM IIO MeHbIel Mepe Ha 10%; yJyulleHHue
dM3NUEeCKOTO OYHKIMOHUPOBAHUS ; YIIy4dleHne TJIOTAHUSL ; YIIydimeHme
PaBHOBECHUSA; YMeHbIleHMe I[IaTOJIOTMUEeCKMX HEeNIPOM3BOJILHHEX IOBUWXEHUN VY
IalMeHTOR C IIO3OHeM »OUCKMHesuel; yMeHbIeHVe MOTOPHHEX THUKOB;
YMeHbIIeHMe BOKAaJIbHHX/POHMUECKUX TUKOB; YMEHLIIeHMEe MOTOPHHX U
BOKAaJILHHX / QOHNUECKUX TUKOB; YMEHBIIEHVE YXYIOIeHM g COCTOSHUA
nalumMeHToOB C CHMHIOpOMOM TypeTTa; YMeHBIIeHMEe TSIKeCTM CHHIpOMA
TypeTTa,; YyMeHblleHUe OOmMEero BIeUYaTJIeHMSA O TSAXKEeCTM Y IIallMeEHTOBR C
cuHopoMoM TypeTTa; U CWUJIBbHOE MM OUeHb CUJIbHOe VYJIyUdlleHre OOIeIro
KJIMHUUECKOTO BIIeUaTJIEHUSA [IalMeHTa O IMHaMMKe COCTOSHUL.

B HeKOTOPHX BOIJIOUIEHMSAX PAaCCTPOMCTBO BHOpaHO U3 0OOJe3HU
XaHTUHTTOHA, [O3OHeM OMCKMHE3UM M CUHIpoMa TypeTTa.

B HEeKOTOPHX BOIUIOMEHUAX WIM VYJIYUIleHMe KaxXIoM M3 YKaB3aHHHX
BHIIE KOHEUHEIX TOUeK M3MepdaeTcd CcJenynmyM ofpasoM: YMeHBbIeHMe
Xopeu  mUsaMepdaeTcs 10  YHUOMUMPOBAHHOM  mKaJie  OlIeHKU OoJIe3HU
XaHTuHTTOHa (UHDRS) wMiIM ee HDOIOWKAaJIe; CHWXKEHME XOPEeEM WU3MepsaeTcd
o mrajJje ofmeM MakcuMallbHOM xopeu (TMC) wm3 UHDRS; yJyulleHHUe
OIBUTATEeJIbLHOM dyHKIIVM U3MepsaeTCcs infe) mKaJje OLIeHKMU obme

IOBUTATEJILHOM aKTUMBHoCTM (TMS) w3 UHDRS; VyiyulleHVe QOU3INUYeCcKOoI'O

OYHKUMOHMPOBAHMS nsMepsaeTcd 1o mKaJe OLIeHKM dUBMUIeCcKOTO
OYHKUMOHMPOBAHMS SF-36; YIIYUImeHne TJIOTaHUg u3MepsaeTcd
BOIPOCHMKOM O HapylmleHMUM IJIoTaHmusa (SDQ); yJyudlleHMe PaBHOBECUS

U3MepAeTCHa C IIOMOmMLI TecTa paBHoOBecusa Bepra (BBT); yMeHbIeHNE
IaTOJIOTMUECKUX HEIPOMBBOJILHEX IOBWXEHMM VYV TI[alMeHTOB C I[Io3IHel
IOIVCKMHesuel u3MepgeTcsa C IOoMombio AIMS; yMeHbIleHMe KOJMUYeCcTBa
MOTOPHEX TUKOB VY OOBEKTOBR C CHHOPpOMOM TypeTTa uU3MepidaeTcsa C
noMmomepio MTSS wm3 YGTSS; YMEHLBIIeHME BOKAJILHHX/OOHMUSCKMX TUKOB Y
OBBEKTOB C CHHIpOMOM TypeTTa HM3MepdeTcd C noMombpion VISS muz YGTSS;
YMeHLIIeHr e o BmmUx (MO TOPHHEX u BOKAJILHHX/ QOHNUESCKUX ) TUKOB
nsMepsaeTcs C TIOMOIEIO TTS nus3 YGTSS; YMEHEBIIEeHNUE VXY OIeHU g
OLIeHMBaeTCHd [0 WIKkajle yXyomeHuda YGTSS; CHMXeHMe TAKeCTUM CHHIpOMAa
TypeTTa OleHMBaeTCsa TI[I0 1JoBaJIbHOM mKajJje TaSxecTu u3 YGTSS; wu
CHMXeHMe OfMero BIeUaTJIeHUsa O TAXeCTH VY TMHallMeHTOB C CUHIOIPOMOM
TypeTTa mMsMepdeTcd C HoMomepin TS-PGIS.

B HeKOTOPEIX BOILJIOIMEHMAX CYTOUHOE KOJIMYeCTBO
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DeyTeTpabeHasyHa COCTaBJIgeT OT IIPUMMEePHO 6 IO IpuMepHO 78 MI'. B
HEKOTOPEIX BOIUJICWEHUAX CYTOUHOE KOJIMYECTEBO neyTeTpabeHasuHa
BHOMpPAT W3 IPUMEPHO 6 MI', IIpMMepHO 12 MI', IOIpMMepHO 18 wMr,
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' ¥ OPUMEpHO 78 MI'. B HEeKOTOPHX BOILJIOWEHMAX
CYTOUYHOE KOJMUECTBO IeyTeTpabeHas3MHa BHOUpPAKT U3 IIPMMEPHO 6 ML,
OpuMepHO 12 Mr, npuMepHo 18 Mr, npuMepHOo 24 Mr, npumepHo 30 wMT,
IPUMEPHO 36 MI', IIpMMepHO 42 MI' M HOpuMepHO 48 MI'. B HEeKOTOPHX
BOILJICIEHN AX CYTOUHOE KOJIMYECTBO BBOIOVMOTI'O DeyTeTpabeHasuHa
cCoCTaBJIgeT MeHee UeM WM PaBHO IIPMMEepPHO 48 MI' MM MeHee UeM WU
PaBHO IIPMMEPHO 36 MI' IJiA OOBEKTOB, ONHOBPEMEHHO IIOJIYyYakllx
CUJILHEM  MHTUOUTOpP CYP2D6. B  HEeKOTOPHX BOIUIOMEHUSAX  CUJILHEIM
nHruomTop CYP2D6 BHOMpaT M3 uucia OQIYyOKCeTHHa, I[IapOoKCeTMHa,
OYNpONMOHa, XMHMIOMHA, LMHaKaJjblleTa WM PUTOHaBMpPpa. B HEKOTOPBX
BOILJIOWEHMAX CWJIbHEI VMHIUOUTOP CYP2D6 BHIOMpPAT nus3 ymcla
[IapoOKCeTUHa, QIyoKCceTrHa M OYIPOIMOHA .

B HEeKOTOPEHIX BOILJICIEHM AX DOCTAaTOYHEM nepuon BpEeMeHU
cocTaBJIdAeT 1o MeHbInen Mepe UeTHpe HeneJun. B HEKOTOPEHIX
BOILJIOMEHUAX OOCTATOUHHM TIIepMOI BpPeMeHM COCTaBJIgAeT IO MeHbIen
Mepe BOCEeMb HeOeJM. B HeKOTOPHX BOIJIOWEHMSAX MHOOCTATOUHHM Iepuon
BpeMeHM COCTaBJIAEeT IO MeHbIeV Mepe IBeHalllaTh HenoeJu.

B HEKOTOPEIX BOIUJIOIEHU AX CHUXeHUe VI yilydlieHue
COOTBETCTBYKRIIETO mokazaTeJis MM [IoKaszaTeJIeM  COCTaBJISgeT 1o
MeHbIe Mepe 10% 1O CpaBHEHMIO C MCXOOHEM YPOBHEeM. B HeKOTOPHIX
BOIUICIIEHMAX CHIWXEHME WM YJydlleHVe COOTBEeTCTBYKIEIO Iloka3aTeJid
WM, TIO MeHbIle¥ Mepe, OIHOTO M3 TIoKasaTeJlel COoCTaBJISeT TIo
MeHbIeM Mepe 20% 1O CpaBHEHMI C MCXOIOHEM YPOBHEM. B HeKOTOPHIX
BOIUICIEHMAX CHIWXEHME WM YJydlleHVe COOTBEeTCTBYKIEI'O Iloka3aTeJid
WM, 1O MeHbBIeV Mepe, OIHOTO M3 TIoKasaTeJlel COoCTaBJISeT TIo
MeHbIeM Mepe 30% 1O CpaBHEHMI C MCXOOHEM YPOBHeM. B HeKOTOPEHIX
BOIUICIEHMAX CHIKEHME WM YJydlleHVe COOTBEeTCTBYWIEI'O Iloka3aTeJid
uiM, IO MeHbBIe¥ Mepe, OIHOTO M3 TIoKasaTeJle COCTaBJISeT TIo
MeHbImeM Mepe 40% 1O CpaBHEHMI C MCXOOHEM YPOBHEM. B HeKOTOPEHX
BOIUICIEHMAX CHIDKEHME WM YJydlleHVe COOTBEeTCTBYKIEI'O Iloka3aTelid

mwin, 10 MeHbIen Mepe, OIOHOTIO ns3 mokasaTeJen cocTaBijideT 10
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MeHbmel Mepe 50% Mo CpaBHEeHUI C MCXOIOHBEIM YPOBHEM.

B HeKOTOPHX BOILJICHMEHMAX PAaCCTPOMCTBO IIpelcTaBJgeT cobomn
BoJjie3HE XaHTHMHITOHA. B HEKOTOPEX BOILUIOMEHMAX IIaTOJOTUUECKOe
HeNpOou3BOJILHOE IOBWXeHMe I[IpedcTaBJgeT coboM xopewn, CBA3aHHYID C
OoJIe3HBI XaHTMHITOHA.

B HeKOTOPHX BOILJICHMEHMAX PaCCTPOMCTBO IOpedcTaBJgeT cobomn
[MO3IHKK OUCKMHE3SUD.

B HeKOTOPHX BOILJICHMEHMAX PaCCTPOMCTBO IIpelncTaBJgeT cobomn
CUHIOPOM TypeTTa. B HEKOTOPEIX BOILJIOIEHM AX naToJIoOTUMUeCcKoe
HENPOMBBOJIBHOE IOBWXEHMEe HBJISETCS TMKOM, CBA3aHHHEM C CHHIPOMOM
TyperTa.

B HeKOTOpPHX  BOIUJICUEHMAX  HOeyTeTpabeHa3MH  ABJISEeTCA  ILJIC
usOoMepHOM  dopMoM  meyTeTpabeHasuHa. B  HEeKOTOPHX  BOILJIOWEHMAX
IJIIoCOBas M3oMepHas o¢opMmMa meyTeTpabeHa3MHa MOpencTaBjsgeT codon
ajibba-mn3oMep.

B HeKOTOPHX BOIUJICUWEHMAX JeUeHMe 3HaAUUTEJILHO He YyBeJlMuMBaeT
MHTepraJsl QT. B HEKOTOPHX BOIUJIOWEHMAX JieueHre CYIeCTBEeHHO He
n3MeHdgeT 3BHaueHMe QTcF. B HeKOTOPHX BOIUICIMEHMAX MaKCHUMaJlbBHOE
yBeJiMueHne QTcF cocTaBjigeT MeHee ueM 5 MC.

Takxe IpeljlaralTCcsa BOIJIOCMEHMS, B KOTOPHX JioOoe BOILJIOIMEHUE,
OIIMCaHHOe BHIe B abzaunax [0238] - [0246], wMoxeT OHTHL OOBeIMHEHO
C  JIOBHM  OIOHMM  MJIM  HECKOJIBKMMM M3 STUX  BOILJIOMEHUM, ecn
KOMOMHAaLMA He ABJIAETCHA B3aMMOMCKJIIOUAIEN . Taxkxe
opeyCcMaTpMBaeTCd IPMMeHeHMe nOeyTeTpabeHasMHa NOJI9 DOOOepXaHUA
KOHTPOJIA I[IAaTOJIOTMUECKUMX HEeIPOMSBBOJILHEX IBWXEHUNM VYV UejloBeka C
OIBUTATEJILHEIM PacCTPOMCTBOM, Kak M3JIOXKeHO B ITaHHOM IOKYMEeHTe WJIU
B JioOOM M3 BOILJIOIMEHMM, VYKa3aHHBX BHIme B ad®zanax [0238] - [0246].
Taxxe npenycMaTpUMBaeTCsd IpMMeHeHNE neyTeTpabeHas3MHa npu
M3TOTOBJEHUM JIEKAPCTBEHHOTO CpPeICcTBa IJIA T[OoOIepXaHMsS KOHTPOJIS
IIaTOJIOTMUECKUX HEeIIPOM3BOJILHEX IBMWKEHUN Yy UeJIOBeKa C IBUIaTeJIbHHM
pPaccTpoOMCTBOM, KakK M3JIOXKeHO B IOaHHOM IOOKyYMeHTe WM B JOOM U3
BOILJIOWEHMNM, VYVKa3aHHHX Bpme B abzanax [0238] - [0246]. Takxe
npenjlaraeTcsd KOMITO3ULIVSA, comepxamas neyTeTpabeHasuH oJis
IoOonmepXaHMsa KOHTPOJIA [IAaTOJOTMUECKUMX HeNpPOU3BOJILHHX IBWKEeHUN V
yeJloBeka C IBUTaTeJIbHHM pPacCTPOMCTBOM, KaK M3JIOXeHO B OaHHOM

OOKYMEHTEe WJIM B JiOOOM U3 BOHJ’IOIHGHMIZ, YKas3aHHEX BHIe B ab3aiax
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[0238] - [0246].

Komriosmuumm

TerpabeHasmuH (Nitoman, Xenazine, Ro 1-9569), 1,3,4,6,7,11b-
rexkcarnngpo-9, 10-ouMeTOKCU—3— (2—Me TP OIINIT ) -2H-0eH30 [a]
XVHOJIMH, IpelcCcTaRJgeT Cco00OM MHIUOUTOP Be3UKYJSAPHOTO MOHOaAMMHHOTIO
nepeHocumka 2 (VMAT2). TerpabeHasuH OOBHUHO Ha3HaAYaKT OJIA JIeUeHUS
BoJsie3Hmu 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
MeTaboImM3My, BRJIOUA A O-ImeMeTUIMpPOBaHUE MeTOKCUTPYIII, u
TUOPOKCUIIMPOBaHME M300yTHUIIbHOM TIpynne (Schwartz et al., Biochem.
Pharmacol., 1966, 15, 645-655). TIloBouHEe 50PekTH, CBA3aHHEE C
BBeIeHMEM TeTpabeHazsuHa, BKJIIOYUAOT HelpoJlellTUYe CKUM
3JIOKAUECTBEHHHM CHUHIPOM, COHJIMBOCTL, YCTaJIOCTh, HEPBO3HOCTE,
TpeBOTY, HecCcoHHUILY, BO3OyXIeHME, CIIYTAaHHOCTD COBHaHMuA,
OPTOCTATUUECKYK TIMIIOTEH3MIO, TOWMHOTY, IOJOBOKPYXeHMEe, NOelpecCUiln U

ITIaPKVMHCOHNV3M.

TeTpabeHasMH

AHaJIoTUM IOelTepunodoTraleHHOTO TeTpabeHasuHa

d6-TeTpabeHz3asmMH (3KBUBAJIEHT, »neyTeTpabeHa3uH, SD-809 wmam
DTBZ) mpencTaBJigeT cobo¥ »melTepupPOBaHHHM aHaJlor TeTpab®eHas3uHa,
KOTOPHM B HacTodAllee BpeMa HaxXOoIUTCId B CTadIuMM KJIMHUUECKOM

pazpaborkm. US 8524733, US 20100130480 m US 20120003330.

d6-TeTpabeHa3uH

(RR, S58)-1,3,4,6,7,11b-rexkcarunpo-9, 10-ou (MeTokcr-d3) -3- (2-
MeTUInponui) —2H-0eH30 [a] XMHOJIM3MH—2—0H

Bo BCex OIIMCAaAHHEX B IOaAaHHOM IOOKYMEHTe CclocofaxX M KOMIIO3UIMAX
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C MCIOJIb30BaHMeM OeyTeTpabeHasuHa, »OeyTeTpad®eHasMH MOXHO BBOOUTH
MM BKJIOUATL B COCTAaB KaK YacTb dapMalleBTUMUECKOM KOMIIO3MIIUMK, TITIe
KOMIIOBUILIMA MMeeT oboTalleHVe IelTepueM IIO0 MeHblel Mepe Ha 90% B
KaXxIoM M3 IIOJIOXeHUM, O0O0O03HaueHHHX D. B HEKOTOPHX BOILJIOMEHMAX
KOMIIOBUILIMA MMeeT oboTralleHVe IeVTepueM IIO0 MeHblel Mepe Ha 95% B
KaXxIOM M3 IIOJIOXeHUM, OO0O03HaueHHHX D. B HEeKOTOPHX BOILJIOMEHMAX
KOMIIOBUILIMA MMeeT oboTralleHre IeVTepueM He MeHee 98% B KaxXIoM U3
[IOJIOXEeHUM, O00O3HAaUeHHHX D.

Y Jomen, Kak TIIoKa3aHO HUXe, d6é-TeTpabeHa3uH OBCTPO WU
SKCTEeHCHMBHO IIpeobpal3yeTcsa B TIeueHM (nmomoB®HO He oborameHHOMY
M30TOIIHO TeTpabeHasUHY ) B OCHOBHEIE aKTHUBHEE MeTabOoJIMTH
nuTunporeTpabenasuua (HTBZ), HasuwBaemue d6-o-HTBZ m d6-B-HTBZ (B
BUIE cMecu+u - M30MEPOR) , KOTOPHE VIMEIT CTPYKTYPH,
OpencTaiBJIeHHHEe HWXe (+ M30MepH) . CUuMTaeTcd, UYTO 2TU MeTabOJIUTEH

3aanT KIMHUUEeCKYD 200eKTMBHOCTL.

d6-o-HTBZ d6-B-HTBZ
DeVTeputi-3aMemeHHEle TeTpab®eHasVHE, I[IOMMMO PaCKPHETOI'O BHIIE
oeyTeTpabeHasMHa, BKJIOUALT COeOMHEHMd, OIMCaHHBEEe B IHaTeHTax US
8524733, 20100130480 wm US 20120003330, wm PCT/US2014/066740,
nomaHHov 14 Hosabpsa 2014 rTonma. IIpuMMepH TaKUX COeOVHEHUWYV NpUBeIIeHH
B CJeOyKIUX CTPYKTYPHEX OGQopMyJax.
B HEeKOTOpPEHX BOIUICWEHUAX HaCTOAWMEeIo U300peTeHUdA COelOVHEHUSI

MMelT CTPYKTYpPpHYyK dopmysy I1:



WM UX COJIb, COJIbBAT WMJIM IIPOJIEKApCTBO, IIe:

R:-Ry7 HeBaBUCHMMO BHOpPaHH M3 TIPYIINH, COCTOAmEeY M3 Bomopola U
oenTepusa; u

II0 MeHblle¥ Mepe, OIMH M3 Ri—R,7; ABJIgeTCd OeNTepueM.

B HEeKOTOPHX BOIIJICIIEHMAX (I)OpMy.J'Ia I MOXeT BKJIIOYATh OIoIVH

SHaHTHUOMEP, CMecChb (+) —HaHTHMOMEpPa U (—) —mHaHTHOMEPA, CMecChb
npuMepHo 90% wmyim 6oJiee MO Macce (—)-»HaHTHMoOMepa U HOpuMepHo 10%

WM MeHee IO Macce (+)-psHaHTMOMepa, CMecChb npuMepHOo 90% wmim 0OoJiee
10 Macce (+)-psHaHTMOMepa M OpuMepHO 10% mMIM MeHee IO Macce (—)-
SHaHTHoMepa, VMHIOVIBMUOYAJIBHOI'O ImacTepeoMepa WJIJIN CMeCb
IMacCTepeor30MEepOB .

B HeKOTOPEX BOIUJIOCIEHMAX HaCTOAmeI'O MSO@peTeHMH coeVHeHM A

MMEeIT CTPYKTYpPpHyK dopmyty I1:

Ras
(IT)
WM MX COJIb, T'IOe:
Rog—Ryg M Ryg—Rsg He3aBUCHMMO BHOpPaHH M3 TPYINIH, COCTOAMNEeN U3
BOOOpPOIa M IOeNTepusd;

Ry7 BHOpaH wu3 TPy, COCTOAmMeV W3 BoIopona, HOenTepud, -
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C(0O)O-ankmmna wmu -C(0)-Ci_galKuia WIM  DPYIIIH, pacmerjisseMon B
dUBUOJIOTUUECKUX  YCJIOBUAX, TIe yKasaHHBM aJdKuJI Win Ci_gaJIKWII
HeoOd3aTeJIbHO  3aMelleH OIHMM WMJM  HeCKOJIBKMMU  3aMeCTUTEJISAMU,
BHOPAaHHEMM M3 TPYINE, cocTodmer wu3 -NH-C(NH)NH,, -CO.H, -CO,-
aJKmia, -SH, -C (0O)NH,, -NH,, dbeHnmsa, -0H, d-TmOpokcudeHmIIa,
VMMOa30JIMJla ¥ MHIOOJMIJIa, a JoboM 3BaMecCTUTeJlb Ryg IJOMIOJHUTEJILHO
HeoOa3aTeJIbHO 3aMelleH IeMTepueM; U

10 MeHbIMeM Mepe OIOMH U3 Ry3—Rsg ABISEeTCH OeVTepreM WIn
CONEepPXUT HOeUTepuN.

B HeKOTOPHX BOIJIOWEHUAX COeOIMHeHUS QOpMyJIHl 11 ¥MMelnT aJbda-
CTEPEOXVMHAD .

B Impyrux BOILUIOWEHMAX COoeOVHeHuAa oGopmyJiel 11 wmMmewnT OeTa-
CTEPEOXMMHUD .

B elle OOHOM BOIUIOUWEHUM CoOoelMHeHMA ©¢opMyJiel 11 IpencTaBJIgoT
cobor cMech allibda- U OeTa-CcTepeor30MepOoB. B eme OOHOM BOILJIOUEHMUMU
COOTHOmeHMe alJibdha/OeTa-CTepeor30MEPOB COCTABJISET II0 MeHbIlel Mepe
100:1, no wmeHbme¥ Mepe, 50:1, no wMeHbmeM Mepe 20:1, 1[0 MeHbIIEM
Mepe 10:1, 1o MeHbmeM Mepe 5:1, 1o MeHbmeM Mepe 4:1, O MeHbIeN
Mepe 3: 1 wmiam 1o MeHblleM wMepe 2:1. B eme OOHOM BOILJIOWEHUM
COOTHOIeHEe CTepeomM30oMepoB OeTa/ajibba cocTaBJIgeT IO MeHbIlell Mepe
100:1, no wMmeHbme¥ Mepe, 50:1, no wMeHbmel Mepe, 20:1, IO MeHbIIEM
Mepe 10:1, 1o MeHbmeld Mepe 5:1, 1o MeHbmel Mepe 4: 1, IO MeHbIeM
Mepe 3: 1 mIM IO MeHbIelr Mmepe 2:1.

B HEeKOTOPHIX BOILJIOHMEHMUAX, €CJU Rs5y—Rse ABJISETCS IeWTepueM, TO
10 MeHbllel Mepe OoIMH M3 R{—R;9 ABJISeTCS OelTepueM.

B HEeKOTOPHX BOILJIOHMEHMAX HaCTOAmMeIro Mu300peTeHMsa COoelIVHEeHUI

MMEelT CTPYKTYypHyl dopmysy IIT1:
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WM MX COJIb, CTepeOoM30OMep MM palleMUuecKas CMeChb, I'Ie:
Rs7—-Rg3 He3aBUCHMMO BHOpPAaHH M3 TPYINH, COCTOAMEM M3 BOIOpoHa U
oenTepusa; u
10 MeHBIEM Mepe OOMH U3 Rsy—Rgs SABISeTCHS OeTepHeM.
B HEeKOTOPHX BOIJIOWEHMAX HaCTOAmMeIo M300peTeHUA COeOMHEHUS

UMEelT CTPYKTYpHyL dopmysy IV:

(IV)

WV UX COJIb, IMacTepeoMep WM CMeChb OMacCTepeOou30MepoB, T'Oe:

Rgs—Ri1p He3aBMCUMO BHOPAHHE M3 TPYIIH, COCTOAmEeM M3 BOoIOopoma
U OenTepus; u

10 MeHbllel Mepe OoIMH U3 Rgs—Riip ABJISeTCS OelTepueM.

MeTa®oJIMTE  OelTepul-3aMeleHHOTo TeTpabeHasMuHa, BKJIOUAT,
KpoMe OIIMCaHHEIX BHIIE d6-o-HTBZ u d6-B-HTBZ, coenMHeHus,

PACKPEITEHE B CJleIyRlMMX CTPYKTYPHEIX @OpMyﬂaX.

T ePM/HEL «aJibha-gurunporeTpadeHasmMHEy, «oL-
IUTUApOTeTpadeHa3VH» I T e PMUHEL «ansda» VI «aJybda-
CTepeonu3oMep» VI CUMBOJI «oL» IPUMEHVTEJIbHO K

HMPMHpOTeTpaéeHaSMHy' OTHOCATCHA K JiodoMy nus3 CTepeOorM30OMEepPOB
HMPMHpOTeTpaéeHaSMHa, mMermeMy CTPYKTYPHEIE @OpMYHH, IIOKa3aHHEEe

HVXe, WJIM VMX CMeChb:

(+) —anpda-ogurnagpoTeTpabeHa3nH (-)—anpda-

OIUTUOpOoTeTpabeHa3MH.

TepMMHE «ajibda» WInM «albda—-CTepeor30oMep» WIN CHUMBOJI «O»
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IPUMMEHUTEJILHO K coeIrHeHu® o¢opMmyJisl 11 OTHOCATCH K JoBomMy U3
CTEPEeOU30MEPOB COeaMHeHUM oGopMyJiil 11, TIOKa3aHHBIX HWXe, WIU UX

CMeCI:

Rag”™

Rys Ras Ry

TepMUHE «OeTa-IUTUIpOoTeTpadeHasnu», «B-IurmaporTeTpadeHasmuH»

I TEPMIMHEL «BeTa» 2NNz «GeTa—CTepeOMSOMep» I CHIMBOJI «B»
IIPVMMEHMTEJIEHO K HMPMHpOTeTpaGGHaSMHy OTHOCATCA K JIodoMy nus

CTEepPeon30MEPOB IMruapoTeTpabeHas3mHa, VIMeIeMy CTPYKTYPHEHE

@OpMyﬂH, IIOKa3aHHBIe HVXe, WMJIM MX CMeCbhb:

OH

(+)-Bera-gurunporeTrpabeHasuH (—)-O6eTa-IurniaporeTpabeHa3VH.

TepMMHEL «BeTa» WM «OeTa-CTepeomM30Mep» WJIM CUMBOJI  «fB»
IIPMMEeHUTEJIBHO K COeIMHeHM®K OQopMyJiHl 11 oTHocATCcAd K JoboMy U3
CTepeonu30MepOB CcoelIMHeHuM o¢opMyJiel 11, TIOKa3aHHHX HWXKe, WIM UX

CMeCI:
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Rss Mas Ry
TepMMHEL «38S, 11bS osHaHTMOMEDP» WM TepMuH «3R, 11bR
SHaHTUOMEP» OTHOCATCHA K JIOOOMy M3 CTEepeou30MepoB MeTabosmTa db6-

TeTpa@eHaBMHa M4, VMeKmrM CTPYKTYPHEE (I)OpMyJ'H:I, IIOKa3aHHBIE HIVXe:

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

B HeKOTOpPHX BOIUJIOWEHUAX XMMMUeCKasd CTPyKTypa MOXeT OHTHb
HapucoBaHa kak 3S,11bS-sHanTnoMep win 3R, 11bR-sHaHTHOMEp, HO
TEeKCT OIMCaHusa MOXeT VYKas3eBaThk Ha To, 4YTo 35,11bS-3HaHTHOMED,
3R, l11bR-sHauTHOMED, ero paleMuuecKad CMeCkh, VI BCE
BHIIEM3JIOKEHHOE MOXeT OHTH IIpelHa3HaueHO OJIS ONMCaHMA.

TepMuHEL « (35,11bS) -sHanTmoMep» win « (3R, 11bR) -sHaHTHOMED»
WM  IpYMeHfAeMble K COeIVMHEHMK QOPMYyJIEL I OTHOCATCA K JIOOOMY U3

CTEepeou30MepOB CoenuHeHUM GopMyJiel 111, MHOKa3aHHHEX HIKE:



(3S5,11bS) —2HaHTHUOMED

(3R, 11bR) —sHaHTHOMED .

TepMMH  «CMeEChb I/acTEpPeoOMeEPOB» OTHOCUTCA K JmoboMy U3
CTEPEOU3OMEPOB MeTaboamuTa d6-TeTpabeHasnHa M1, VMenleMy
CTPYKTYPHEE QOPMyJIE, IIOKa3aHHEE HIKE :

OH

B HeKOTOPEX BOIJIOCIEHMAX XUVMHWUEeCKaAd CTPYKRTYypa MOXeT OBITH
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n300paxeHa B KadeCTBe ONHOTO M3 OMAaCTEepPeOMepOB, IIOKa3aHHHX BHIIE,
HO TeKCT OoNMucaHusg MOXeT yKa3HBaTh, UYTO KaXIObBM  OTIeJIbHHM
IMacTepeoMep WJIM WX CMeChb WJIM BCe BHIEM3JIOXKeHHOe MOTYT OHTbH
npelHazHaueHB IJIS ONMCaHuA.

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

IV, TIIOKa3aHHEX HMXEe:




Rgy
IOTIOJTHUT &JIb HEIEe SKBUBAJIEHTE melTeputi—-o6oTrameHOTO
TeTpabeHasMHa BKJOYALT aHaJloTM BajideHasuHa. BasjbeHasuH (NBI-

98854, CAS # 1025504-59-9, (S)- (2R, 3R, 11bR) -3-u3006yTHi-9, 10-
ouMeTokcu-2,3,4,6,7,11b-rekcarmopo-1H-nupuno [2, 1-a] UM30OXUHOJIMH- 2~

W1 2-aMMHO-3-MeTuJIOyTaHoaT) IIpeAcCTaBJgeT codol uHruduTop VMAT2.
BanBeHasuH B HacTodllee BpeMA nccyenyeTcsa 0Jis JleueHNsA
OBUTATeJIbHEX paccTpoyCTE, BRJIIOUA A [103OHIOK OVCKUHESUIO. 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.

HoN~ (

Ranbenazmuu

IurunporerpabeHasmH, oBOpasOBaHHEM TUOPOJINZ0OM BaJIMHOBOTIT'O

s0upa BanbaHaszMHA, IogBepraeTcsd MHTEHCUMBHOMY  OKUCJIMTEJbLHOMY

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

BBeleHMeM BaJifeHasMHa, BKJIOUADT HeMPOJIeNTUUeCKUM 3JIo0KaueCTBeHHHM

CHUHIPOM, COHJIMBOCTE, YCTaJIOCTh, HEepPBO3HOCTE, TPeBOTY,
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BeccoHHMUIY, BO3DYXIOEeHMe, CIYTaHHOCTL CO3HaHMA, OPTOCTATUUYECKYID
TUIIOTEH3MK, TOWMHOTY, IOJIOBOKPYXeHMe, NelIpeCCUl U IIapKMHCOHMU3M.
DeViTepuli—3aMelleHHEE aHaJIoTu BaJibeHas3MHa BKJIOUAIT TE,
KOTOpPEHE omoMcaHel B WO 0201120654, IIpuMepH TakKMX COeOWMHEHUN
IpuBeleHE B QopMyJiax HIXe.
B HeKOTOPEX BOIUICWEHUAX HaCTOAWEero UN300peTeHMA COeOVHEHUI

UMEeT CTPYKTYypHyL dopmysy I1:

Wi ero CcoJib, Tne:

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

R,y BHOpaH M3 TPYIIOH, COCTOAMeM U3 Bomopola, IeuTepusd, -
C(0)O-ankmna wu -C(0)-C, gaJKujiIa 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(0O)NH,, -NH,, dbeHmia, -0H, d-TuOpokcudeHmIIa,
VMMOA30JMIla M MHIOJAMIJIa, U JoOOM BaMeCTUTeJlb Ryg IJOMIOJHUTEJILHO
HeoOsa3aTeJIbHO 3aMelledH IelTepueM; u

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

B HeKOTOPHX BOILJIOMEHUAX COeOIMHEeHMS OQopMyJiIel V uMenT (+)-
albda—-CTepeoXUMHAL .

B HeKOTOPHX BOILJIOMEHUAX COeOIMHEeHMS OQOopMyJiIel V uMenT (—)-
albda—-CTepeoXUMHAL .

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 COOTHOIIeHUE anbba/Bera-
CTepeonu30MepoOB COCTAaBJISAeT I[I0 MeHbmen wMepe 100:1, 1[I0 MeHbIeM
mMepe, 50:1, 1no wMeHbmem wMepe, 20:1, no w™MeHbmen wMmepe 10:1, 1o
MeHbIIeM Mepe 5:1, no MeHbmelw Mepe 4: 1, 1O MeHbIEMW Mepe 3: 1 Wiu
10 MeHbIeM Mepe 2:1. B eme 0oJee OPellOUTUTEJILHEIX 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 MeHbmel Mepe 5:1, 10 MeHbmeM Mepe 4: 1, IO MeHblen
Mepe 3: 1 miau 1o MeHbmeM Mepe 2:1.

B HeKOTOPHIX BOILJICHMEHMAX, PACKPHTHX B »OaHHOM JIOKYMEHTE,

npencTaBiisgeT CcoOOV coeaMHEeHMVEe CTPYKTYPHOM GOpMyJH VI:

(VI)

WM eT0 COJIb MM CTEepeoM30OMep, ITIe:

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

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

B HeKOTOPHX BOIJIOUMEHMAX HACTOAWEeTO M3I00pEeTeHUda COeOUHEHUd

MMelT CTPYKTYpHy dopmyty VII:
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Rag

o

D,C”

(VII)

WM eT0o COJIb MJIM CTepeou30oMep, ITOe:

Ryo BHIOpaH M3 TpPYNOOH, cocTodmen m3 —-C(0)O-ankmiaa u —-C(0)-Ci-
cAJIKMJIA, WJIM TPYIIIH, PacCHellJIgseMOV B (OUMBMOJIOTHMUECKMX YCJIOBMUAX, TIe
YKa3aHHBEM aJKuJl WiIn  Ci ¢aJIKMJI HeoOA3aTeJIbHO 3BaMelleH OIOHMM WMJIM
HECKOJIbKMMM SBaMeCTUTEJIAMU BHOPAHHBEIMM U3 TPYIIIL, COCTOSMeN u3 -
NH-C (NH)NH,, -CO,H, -COz;-ajaxkwmyia, -SH, -C(O)NH,, -NH,, denmya, -0H,
4d-runpoxkcubeHmIIa, VMMUOABOJIMIIA M MHIOAWUIIA, U JIOOOM 3aMeCTUTeJIb Rag
OOTOJIHUTEJILHO HeobOsa3aTeJIbHO 3aMelleH IelTepueM.

CoenuHeHMs, ONMCAaHHEE B IaHHOM JOKYMEeHTe, MOTYyT TakKxe
comepXaTh MeHee pPaclpOCTpaHeHHBEe W30TONE IJS IOPpYyTUX DJIEeMEeHTOB,
BKJIOUas, 6e3 orpaHMUeHMd yKasaHHeM, °C wium 4C mng yriepoma, 333,
33 yym 3°S pmna cepw, N mig asora m Y70 wim 180 mia xkucsopogna.

KuHeTHUyeCKUM M3O0TONHBEM 20OeKT merTepus

DerTepun (D) ABJIAeTCH eCTeCTBEeHHEM, HepalIMOoaKTUBHEM,
cTabuiIbHEM M30TOIOM Bomopoma (H), KOTOPHM COOEPXMT KakK I[IPOTOH,
TaK M HeUTPpOH B Anpe. [IpHUCYTCTBUE HEWTPOHa YyIBaMBaeT Maccy D 1o
CpaBHeHMIO C¢ H, uYTo, B CBOKL OuUepelb, YBeJMUMBaAeT UYacTOTy
KoJileBaHMli KOBAJIEHTHOM CBA3M CD IO CpaBHEHMIO C KOBAJIEHTHOM CBA3LID
CH. VBeJlMUeHMe UYaCTOTH KoJieGaHMUM KOBAJIEHTHOM CBSA3U IIPUBOOUT K
YVBEJIMUEHUID DSHEPIUM aKTUMBaALUM, HeOoOXOIMMOM IJIS pPaspyIeHUS DTOou
CBA3M, WU, Kak CJeICTBMe, K YBeJUUEHU I[IPOYHOCTM CBA3M. ITa
IIOBHIIEHHAS CHMJIa KOBAaJIEHTHOM 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 IMHOpMBeCTM K 3HauMMoMy KIE gnelTepusa. BoJgapmon KIE

HeﬁTepMH IOJIA JIEKAPCTBEHHOTI'O cperncTea, KOTOpHﬁ ABJIAETCA



69

cybcrpatom CYP450, MOXeT B HEKOTOPHX ClydYadax IIPUBOIUTHL K
VIYUleHUD (QapMakKOKMHEeTUUYeCKUX [lapaMeTpOoB 5STOor'o IIpellapaTa, 4YTo
MOXeT IIOTeHLMaJIbHO TIPUBeCTU K IubdbepeHUMallMM »OeVTepUMPOBAHHEIX U
HeOelTepHPOBaHHEX JIeKapCTBEHHHX CpelcTB. KoBaJleHTHHe cCBA3u CD B
DeyTeTpabeHasVHe YIOBJIETBOPALT PALY XUMUUECKUX U OUOJIOTUYECKUX
KPpUTEepUeB, KOTOPHEe paboTamwT COBMECTHO, UYTOOH oOecneunTs 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 U/WUJIN
VIIYUIIeHHEM OMOJIOTUMUECKUM PasJIMuUAM.

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

B d6-TerpabeHa3MHe WeCThb aTOMOB BOINOPOLa 3aMeHAKTCS aToMaMu
oenTepus, KakKk IIOKa3aHO Ha  BHIIEIPUBEIEeHHOW Oourype. VmerTCAa
CYIIECTEBEHHEE HOOKa3aTeJIbCTBa Toro, uTo d6é-TeTpabeHas3uH obpasyeT
cTabujbHEE KOBAJIEHTHHE CBA3M UM UTO eT0 TpulelTepoMeTUJIbHAas
rpynna (-CDs;) OpencTaiBjigeT coOoOM KOBaJIEHTHO CBSASAHHHBM CTaOUJIbHEM
bparMeHT 06e3 KakKUX-JMOO pPaszJInMuUNi WIM KBaJUOMKALUNM DTOM CBA3U IO
CpaBHEeHUI C MeTWUJIbHOM rpynmnon (-CHs) .

Bo-mepBHX, KOBAJIEHTHYK HIpupoly CBA3M CD MOXHO yCTaHOBUTE C
[IOMOIIEBID CIEKTPOCKOIMUECKUX MEeTOIOB, TaKMUX Kak WMHOpakpacHad (MK)
CIIEKTPOCKONMA. XapakTepHoe MWK-morjomeHMe BaJIeHTHHX KoJe®aHum C-D
nprMepHoO B MHTepbaje 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 BaJIeHTHHEM koJiebaHuaMm C-D. 3T  IIOJIOCH
IOTJIOWEHMSA OTCYTCTBYRT B UWK-CchnekTpe HeleWTepUMPOBaAHHOM  QOPMH
TeTpabeHasMHa.

BO-BTOpPHX, dé-TeTpabeHa3nMH He  ABJIAeTCHA COJIeBOM  dopMoMm
TeTpabeHasuHa . Macc-crnekrp neyTeTpabeHas3nHa OEeMOHCTPUPYET

NPOTOHVPOBAHHEY MOJIEKYJISPHEM MOH npu m/z 324,18 [M+1]. BTo
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corJjlacyeTcsa C IpelIcKa3aHHBEM MacCCOBEM UYMCJIOM d6-TeTpabeHa3MHa B
BUIOEe HEIIOBPEXIESHHOWM MOJIEKYJIH.

B-TpeTbuX, aTOMEL nenTepusa B dé-TeTpabeHa3nHe He
ODOMEHVBAKTCS C BOOOPOIOM B HOPMAJIBHEX QU3MOJOTUUECKUX YCJIOBUAX.
pKa HEKOHBIOTUPOBAHHBIX anmmpaTUIECKUX CH-cBa3en HaxXOIOUTCHA B
omnarnasoHe 45-50, dYTO O3HauvaeT, UYTO IIPM PaBHOBECUM OTHOIIEHUE
OVCCOLUMUPOBAHHEIX K HEeOUCCOLUMMPOBAHHEIM BMIOaM COCTAaBJIAET MeHee uUeM
10-45. [Ina cpaBHeHusda, CH-CcBA3M MEeTOKCUTPYIIL TeTpabeHasMHa U,
cyjenoBaTeJIbHO, CD-CBA3M MeTOKCUIPYNIl dé-TeTpabeHa3MHa elle MeHee
KUCJIEle, IIpuuyeM 3HadeHMe pKa npmubimxaercsa k 50. 3To o3HauvaeT, UTO
HeoOXOoOMMO YBeJMUMTE PH BOIDHOTO pacTBOpa OO 0OoJjiee ueM 45, npexne
ueM JioOOM M3 aTOMOB IOeuTepusd B »OeyTeTpabeHasMHe MOXeT HadaThb
oOMeH C aToMaMM BOOOpoIa.

Haxkonel, d6-TeTpab®eHasuH WIM IJeyTeTpab®eHa3MH BBOOWIM JIOOAM
B KJMHUUECKUX MCCJIeOOBaHMAX ¥ INOoOBepTrajiM PasJIMUHHM 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. 5T MeTaboJMTH CHUHTE3MPOBaJIM ¥ IOOTBEpPXIaJIu
comepXxaHue OXIM T aEMBIX TpUIeNTepOoMe TUJIbL HEIX TPYIII (-CDs) ,
NOOTBEPXKIAKIME, UTO KOBAJIEHTHHEe CBA3M C-D B »OeyTeTpabeHas3uHe
ABJIARTCA CTaObWMJIBHEIMM W IIEPEeHOCATCS B HMXeCcToOAmMe MeTaboJIMTH
ODeyTeTpabeHasuHa . ODeyTeTpabeHasmH uMeeT oubbepeHINPOBAHHEIM
npodmiib papMakKOKMHETUMKM 10 CpaBHeHMIO C dO-TeTpab®eHa3MHOM.

Nz-3a KMHETUUECKOT'O M30TOIIHOTO sbbexTa meTepud (KIE)
3amMedHa H Ha D B KoBaJleHTHOM cBA3M CH B mHOpenapaTe Cc HeOOJbIION

MOJIEKYJIOV MMeeT IIOTeHUMraJl OJg ocjlabjeHus MeTadoJMsMa IpeliapaTa

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

3aBUCHMOCTHY OT IIPMPONH pa3pymaeMoV 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

HOJNyBHBeOeHMS (tl/2), skcmosmumsa (AUC [mIomambk I[IOL KPUBOM YPOBHS
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B IIJIa3ME€ OT BPEMEHM]) ¥ TIIMKOBasg KOHIEeHTpaluud B IJasmMe (Cmax)
MOTYT OHITH VI3MEHEHE OTHOCUTEJIBHO HelelTepupOoBaHHOM bopMEI
JekapcTBeHHOTO cperncTBa (Kushner et al., 1999; Baillie, 1981).
SaMemeHrMe D Ha H B OlIpeleJIeHHBIX I[IOJIOXKEHUMAX B JIeKapCTBEHHOM
CpeICTBe TakxXe MuMeeT IOTeHUMaJl OJg ocJjabjieHMsa pachlala OelTepum-
comepxXamux MeTaboJIMTOB 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 peJlIeBaHTHEE pe3yJbTaTH 1n
vivo. TeTpabeHasmuH COOEPXUT MHOT'OUMCJIEHHEIE C-H-KOBaJIeHTHHE
CBA3M, KOTOPHE IIOOBEPXEHE OKUCIUTEJIBHOMY MeTaboJn3My GepMeHTaMM
CYP450. TIlo 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 neTepupoBaHMU A MOTYT

MCIIOJIE30BaThCAd IOJIA (a) YyMeHBUIEHUS WU YCTPaHeHMA HeXeJlaTeJlbHEIX

MeTaboJIMTOR, (b) yBeJMueHMa HOepuoma MOJYXKUBHM POOUTEJILCKOTO
JIEKapPCTBEHHOTO cpencTBa, (c) YMEeHbIIeH KOJIMUECTBO oos,
HeOBXOOMMEIX IOJIS OOCTWXeHMS MCKOMOTo »sbbekTa, (d) yMeHbBIIEeHMUS

KOJIMUECTBO 03, HeOOXOIOMMEIX OJIS IOOCTMXEHMS MCKOMOIO 9®®6KTa, (e)

YBeJIMUeHn S obpaszoBaHUsa aKTUBHEIX MeTadoJIUTOR, ecJn OHU
oBpa3zynTCcH, (f) ymMeHbmeHMsa oOpa30BaHMA BpPEeIOHEIX MeTaboJIMTOB B
onpemeJyIeHHHX TKaHgdxX  M/UJIu (g) cosmaHua HoJjiee  20PeKTUMBHOTO

JIeKapCTBEHHOTO CpencTBa u/miau 0oJiee ©0e30MacHOTO JIEKAaPCTBEHHOTO
cpencTtea oJj4 nDoaubpapMalmMM, He3aBUCHMMO OT TOI'O, 4ABJAETCA JIU
nosmbapMauma HaMepeHHOM’ NI HeT. Hooxon neTepUpOoBaHUA
NIPONEeMOHCTPUPOBAJl CIOCOOHOCTE 3aMemJidThk MeTabosiM3M TeTpabeHasMHa
¥ YMEeHbBIIaTh M3MEHUMBOCTL MeXDOY IIallMeHTaMM.

CokpalleHrsa U OolpenesjieHud

Hiig oBJlerueHm A [IOHMMaHU I PaCKPEITUA, pran TEPMUHOB u
COKpalleHUM, MCIOJIbL3YyEeMEHX B ITaHHOM OOKYMeHTe, OINpeneJieH HIKe:

Bce nyGmukalMM WM CCHJIKM, I[IPMBEIOEHHBE B ITAaHHOM IOKYMeHTE,
ABHO BKJIOUEHH B HacCTOoAllee ONMCaHMe IIOCPENCTBOM CCBUIKM B IIOJIHOM

obwemMe. OnmHako B OTHOIEHUN JIOBIX AHAJIOTMUYHEX WJIM MIOEHTUWYHBEX
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TEPMVHOB, HaMIeHHHX Kak BO BKJIOUEHHEIX nyOJIMKaLumMax MJIN
MCTOUHMKAX, ¥ B MABHOM BUIEe, MW3JIOKEHHHEX WIM OIpeleJIeHHEX B DSTOM
OOKYMEHTe, OIlpelelJIeHUSa TepMMHOB WMJIM 3SHaudeHMsa, SBHO WM3JIOXKEeHHHE B
STOM OOKYMEeHTe, OyIOyT KOHTPOJMPOBATLCS 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
oBo3HaueHUsa «OoT nl... OO n2» MM «nl-n2», e nl M n2 gBJSOTCH
umcJiaMy, TOoTHma, ecIu He YyKasaHo MHOE, chife) ofo3HaUeHME
NpenHasHaueHO OJIA BKJIIOUEHMI CcaMMX UMCeJl M OMalas30OHOB MeXOy HUMM.
OTOT OMalasoH MOXeT OBHTbL MHTEeTPaJIbHBEM MJIM HENPEPHBBHEM MeXIy
KOHEUHEMM 3HaUeHMAIMM UM BKJIOUATL MX.

TepMUH «¥/WIM» IIPY MCIOJIL30BAHMM B CIMCKe M3 IOBYX WIM OoJiee
2JIEMEHTOB O3HauvaeT, uTo JioOoW M3 IepeuMrCIIeHHBEX DJIEMEHTOB MOXeT
MCIIOJIE30BaATLCA CcaM II0 cebe MM B KOMOMHaUUM C JIOOBIM OIOHMM WJIU
HEeCKOJIbKMMIM I[IepPeuMCJIEHHEIMM BJieMeHTaMM. Hanpumep, BHpaxXeHMe «A
u/unu B» HOpelHa3HAUEHO OJId O0O03HAUEeHMS OIOHOTO MM OOOUX M3 uMcia
A m B, TO ecTb TOJBKO A, TOJBKO B wmim A m B B KOMOMHAaAIIMM.
BopaxeHre «A, B u/mam C» OpenHasHaueHO OJIS 00O03HaUeHMdI TOJILKO A,
TOJILKO B, Tosibko C, A m B B kxoMOumHauumm, A um C B koMOMHauuM, B u
C B xkoMOuMHauum mjmm A, B m C B KOMOMHaALUMA.

TepMUH «IPUMEPHOY», MCIOJb3YEeMbl B IaHHOM IOKYMeHTe, KoIma
OH OTHOCUTCA K UBMepaeMOoV  BeJIMuMHe, TakoM KaK KOJUUYECTBO
CoeIVHeHUsd, IO3a, BpeMda, TeMmiepaTypa UM T.I., [OpedHasHaueH OJ4
oxXBaTa Bapmaumm 20%, 10%, 5%, 1%, 0,5% wmium maxe 0,1% oT
YKas3aHHOTO KOJIMUeCTBa.

VcrnoJb3yeMel B OaHHOM HOKYMEHTe TepMMH «IIaToJIOTUUeCKUM»
OTHOCUTCSH K AaKTMBHOCTM WJIM T[IPU3HAKY, KOTOPHE OTJUUaAKTCId OT
HOPMAaJIbHOM aKTUMBHOCTM MM IpU3HaKA.

VcrioJb3yeMel B HOAaHHOM HOOKYMEeHTe TepMMH «IIaToJiornueckas
MBIIEeUYHad AaKTMBHOCTL» OTHOCUTCS K MBIIEYHOM aKTMBHOCTM, KoTopas
OTJINYaeTCH oT MBIIEUHOM AKTUBHOCTU N 3O0POBOTO ODBEeKTa.
IIaTojloTMUecKkas aKTMBHOCTBL MOXeT OHTb YMEHBIIeHHOW MM YBeJIMUeHHOM
10 CpaBHEHMIO C HOPMaJIbHOM aKTMBHOCTLI. YBeJMUeHMe  MBIIeUuHOMN

AKTVMBHOCTM MOXeT IIPMBECTM K UYPEe3MEPHEM IIaTOJIOTMUYEeCKMM IOBVIXXEHNMAM,
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Yype3MepPHHEM HOPMAaJILHEM OBWXKEHUSM WM MX KOMOMHALINU.

TepMMH  «HexeJlaTeJIbHOe  ABJIeHVEe» («AE») o3HauaeT Jmwoboe
HexeJlaTeJJbHOe MeIMIMHCKOe SBJIeHMe Yy IallMeHTa, KOTOPOMY BBOIMJIIN
JlekapCTBeHHOEe CpeacTBO, He3aBUCMMO OT TOTO, MMeeT JM  OHO
NPUUVHHYID CBA3b C DTUM JeueHreM. Takym of0pas3oM, HexejaTellbHOe
ABJIEHME  MOXeT ObBTh JIOOHM HeXeJlaTeJIbHBM U HelpelHaMepeHHBM
brsrueckuM MNOPMBHAKOM, CHMITOMOM WM J1a®opaTOpHHEM [IapaMeTpoM,
KOTOPHI pas3sBUBAETCA WIM yXyOmlaeTcs I[I0 TSKeCTV B XOIe IaHHOTO
UCCcJIenoBaHUA, I 3HAUUTEJIbLHBM YXyOmeHeM MCCJIeayeMoTo
zabojieBaHMa WM JI0OOTO CONYyTCTBRyKMero 3afojieBaHMsa, He3aBUCHMMO OT
TOT'O, CUMTATCAd JIM OHM CBS3aHHBEIMM C MCCJIeIyeMbM JIeKapCTBEHHBM
cpeIcTBOM. HoOBOe CoOCTOSHME WM yXyIIleHMe paHee CyllecTBYWOIETO
cocTogHMA OyOoyT CUMTAaTLCA HexeJlaTeJIbHHM fABJIeHreM. CTalujibHHE
XPOHMUECKME COCTOSHMA (TakMe KaK apTpUT), KOTOPHE MMeJu MeCTO
nepel BKJIOUEHMEM B MCCJelOoBaHMe ¥ He yXyOllaJluChb BO BpPeMsa STOTO

mccijiegoeaHm4g, He OyoyT CUMTaTeCAa HeXeJlaTeJIb HEIMIM ABJIEHMAMI .

Ciabele AE - 5TO0 Te€, KOTOpPHE He OI'paHUUMBAKT OeATeJIbHOCTH
oOBeKTa; yMepeHHHe AE - 5TO Te, KOTOPEE BHSBHBAKT HeKOTOpoOe
orpaHMueHMe OOLHUHOM HOedTeJIbHOCTM; U TsSxeJite AE - 5T0 Te, KOTOPHE

neJjamnT OOBLEeKT HEeCHIOCOOHBM BHIIOJHATL OORUHHE OeMCTBUS.

«CBSg3aHHOE C JIeUeHMEeM HexXeJjlaTeJIbHOe ABJICHUE» ABJIAETCHA
HeXeJlaTeJIbHEIM ABJIEHMEM, KOTOpOe, [0 MHEHMK Bpauda WM KIMHULIUCTA,
CBSA3aHO C Ha3HaAUeHHBM JIEKapCTBEHHHM CPelOCTBOM. TaKoe OIlpeneljieHue
cljlemlyeT IIOHMMATL Kak uYacTo He cBomdmeecd K BOMNPOCY «Ia/HeT», HO
MOXeT JieXaThk Ha KOHTMHYYMe, B KOTOPOM OoJiee WM MeHee BEepPOATHO,
uTo AE CBS3aHO C JIeUeHMEM, BKJKOUadg OJIM30CTHL MNIPOSABJIEHMS COOHTHUS K
BEEIEHMK  IO3H, MCUe3HOBeHMe AR TI@Ipu IOpeKpalleHur [OpueMa WIn
YMEHBIIEHUNY  OBHE JIEKAPCTBEHHOTO CpPpenOcTBa U HECOCTOATEJILHOCTHU
OpYyTHUX baKTOPOR (HanmpuMep, paHee CYyIeCTBOBABIINX YCJIOBUM,
bakTOpPOB OKpyXawmeM cpelbl M T. O.), OJa OOBLACHeHUS AR.

TepMmmH KUHTUBUTOP CYP2D6» OTHOCUTCHA K JIEKapCTBEHHOMY
CpencTRry, KOoTopoe VHTUOUPYET CYP2Do, 102 TOMY meJjaer ero
HEeOOCTYNHEM IOJIg MeTabolmMsMa OpyTux  CyOCTpaTHEX coeIMHEeHUN ;
COBMECTHOE BBeIOeHMe JIEKapCTBEHHOTO CpelcTka, MeTaboJIn3upyeMoTo
CYP2De, BMeCTe C wuHIMOuTOopoM 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, KOIEMH, 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,

BUHKPUCTHMH, BMHOPEJIOMH ¥ MNOXMMOUH. CHUJIbHHEe 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 CUHOHMMOM «KYPOBHA».

Vcrionb3yeMHl B IaHHOM IOKYMEeHTe TepMMH «pPacCTPOMCTBO», Kak
npaBuUJIio, ABJIAeTCHd CUHOHMMUUHBEIM WM B3aMMO3aMeHdeMBM C TepMMHaMU
«z3abojeBaHue, KCUMHIPOM» M  «KCOCTOAHUE» (kak B MEOMUMHCKOM
COCTOAHUM) , IIOCKOJIBKY BCe OHM OTpaxaloT I[IaTOoJIOTMUeCKOe COCTOAHUE
opraHmu3Ma UYeJIOBeKa WJIM KMBOTHOTO WMJIM OOHOM M3 eIro uYacTeH,
KOTOopad yxXyollaeT HOpMaJlbHOe OQYHKUUMOHMPOBaHME, OOBUHO IIPOABJIAEMOE
noyTeM pasjiMueHMd [IPU3HAKOB UM CUMIITOMOB.

TepMMHEl «JIEUMTB» U «JIeUeHMe» IoIpas3yMeBanT ofJjleTyeHMe WU
yCTpaHeHUe pacCTpOMCTBa WM OIMH MJIM  HECKOJIBKO  CUMIITOMOB,

CBA3SaHHEX C paCCTpOﬁCTBOM; Wi ofJieryeHre WU YCTPpaHeHMe TIIPUMYMHEI

(mpUumH) CaMoTO  pacCTpOoMCTBaA. Ipy  MCHOJIL30BaHUM B  JTaHHOM
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,
DeyTeTpabeHasrHa) WM IOPpyT'OI'O JIEKapCTBEHHOI'O CpencTBa (HallpuMep,
3aMelleHHOTO HOenTepueM uHIHOMTOpa VMAT wmimM BajdbaHas3MHa), KOTOpoe
IPUBOOUT K HM3KOM YacCTOTe HexXeJlaTeJIbHHX SABJIEHMM, 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 IeUTepul-3aMelleHHOTO TeTpabeHasMHa WU
OpyToro JIEKapCTBEHHOTO cpencTea. OenTepuli—3aMeneHHBM
TeTpabeHasnH Takxe cumMTaeTCcda  IIePEeHOCUMEBM, ecJM  Kakume-Jmbo
OCHOBHEle CHMIITOMEl, Takle KakK IelpecCHusa, TpeBoTla, CYyULUMIOAJILHOCTEL,
IIapKMHCOHU3M Yy IIalMeHTOB C 3aboJjleBaHUMAMU MM COCTOSHUAMM, TaKUMU
Kak 0OoJjie3Hb XaHTMHI'TOHAa, I[IO3OHAA OUCKMHE3UA WIM CcHUHIOpoM TyperTrTa,
He YXYOWaKnTCA. [lepeHOCUMEI UM  I[IePeHOCHMOCTD TaKxe O OJDKHEL
OTHOCUTBCA K TaKOMy KOJIMUEeCTBY HeyTeTpabeHa3MHa (MM IOpyIToTro
JIEKapCTBEHHOT'O CpelnCcTBa, eCJM BTO IIPMMEHMMO), KOTOpOoe He TpebOyerT
HUCXOOAMEN KOPPEKTUPOBKM B OOBUHOM (HalpuMep, eXeOHeBHOM) Io3e
WIM K TIPUOCTAHOBKEe IIpMeMa IOO3H, HalpuMep, WMW3-3a HexXeJlaTeJIbHHX
ABJIEHUM . [TlepeHOCUMOE KOJIMUECTBO MOXeT BapbMpPOBATH MEXITY
oBBeKTaMM, ¥ Takke B I[Ipelejlax oOO0BeKTa B TeueHMe OOJIe3HU 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, aOeKBaAaTHOCTLE 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 OOBEeKT VCIIETEIBaeT IIPOTOKOJI,
onpeneﬂﬂmmmﬁ LKKIIMHNYECKU SHadYlVMoe» HeXeJlaTeJIEHOEe ABJIEHUE
(onpeneﬂeHHoe KakK CBA3aHHOEe C mcciie oy eMbeIM JIEKapCTBEeHHEM

CpelCTEOM) Kak JubOO a) yYMepeHHoe, JubOo TAXKeJIOe [0 MHTEHCHUBHOCTH,
i b) COOTBETCTBYKIIEE KPUTEPUSAM CEPBLE3HOTO HeBJIaroIpUATHOI'O
cobrTMa (SAE), Jmbo JocTUraeTcsa MakKcUMaJlbHasg »OOoIycTHMMas Jo3a.
ADeKBATHEM YPOBEHL MOXET BapbMpPOBATH MexOy OOBeKTaMy, U TakKke B
npenejiax oOBeKTa TeueHMe OOJIE3HUM WMIIM Kypca JIeUeHMUSA.

Ppas3H «YJAYyUllaTb», «YJIYUIEeHHBM», «YMEHbIATh», «yYMEHbIIeHHBII»
u T. o., VICIIOJIBE 3YIOTC A B OTHOIIEHUM  YPOBHA, CTelleHu  WJIn
KOJIMYeCcTBa, C IIOMOILI KOTOPOI'O HEKOTOpOe KaueCTBO YMeHbIlaeTCHd,
yJaydmaeTrca M T. O. Y 00BeKTa WM OOBEKTOB IIyTeM JieueHUud
COeOMHEHMEeM, I[IO0 CpPaBHEHUI C OOBEKTOM WM OO0BeKTaMM 0Oe3 JieueHUHd.
B umHOM cCJyyae, eCIM 5STO fABHO YyKas3aHO, DTM ©¢pas3s MOTYT OBTH II0
CpaBHEHMK C OOBEeKTOM WM OO0BeKTaMu, IIOJIydaBLIMMM CTaHOapTHOe
JedeHue. TakmMe MepeH MOT'YT OBTH CHeJlaHbl IIOCPEeOCTBOM CCHJIKM Ha
COOTBETCTRBRYINYID MKaJly WJIM OLIeHKY, M3BeCTHY B IaHHOM o0JjlacTu
(cM., HaopuMmep, IIPUMEPH, IIPMBeIeHHBEEe B »OaHHOM JOKyMeHTe, IJiA
mKaJl KOHEUHOM TOUKM pPacCTPOMCTBO-KOHTPOJIE U/MIM PacCcTpPOMCTBO-
yCTpaHeHMe, UM mKaJ JIukepTa) .

TepMmH «IIaToJIOTUUECKOe HEIPOMU3BOJILHOE OBIDKSHMED, npu
MCIIOJIL 30BaHUK B OaHHOM OOKYMEeHTe, BKJIIOUAET HEIPOU3BOJIbHHE
OBWXEHUS, CBA3aHHHE C IBUTATEJILHHMUM PacCTPOMCTBaMMA.

TepMuH KODOBEKT» OTHOCUTCH K  XMBOTHOMY, BKJIOUA A, ez
OTpaHMUeHMAa YyKa3aHHBM, I[IpyMaTa (HalopuMep, JeJioBeka, o00es3bsH,
mMMIriaHze, TOPWMJLJI UM T.II.), TPH3YHOB (HaIpuUMep, KPHC, MHIEN,
[IeCcyYaHoK, XOMSUKORB, XOPBKOB M T.II.), 3alieodpa3HuX, CBUHeM
(HanpuMep, CBUHeM, MMHMATIOPHBIX CBMHeWM), Jomandb, cofakKy, KOmMKY U’
T.11. TepMMHH «OOBEKT» U «IIalMeHT» WCIOJb3YyKTCS B3aMMO3aMEeHSAEeMO B
IOaHHOM OTHOIIEHMM OTHOCUTEJIBHO, HalpuMep, oO0BbekTa MIEKONUTAKMIeTo,
TaKOT'O KakK IalMeHT-UeJIOBEeK.

GTS-Q0OL cocToOMT M3 IOBYX uYacTen. IlepBasg uYacTb - 5BTO, Kak
NIpaBWJIO, IBaIllaTh CEMb BOIIPOCOB OIEHKM Pa3JIMUHEIX aclekKTOB TOTO,

KakK TUKM BJMAKRT Ha XWU3HL OOBEKTa, KaxOell U3 KOTOPEX OLeHMBaeTCA



17

1o naTmbaliJIbHOM — mKaJe: HeT npoBJIeMsl, HeOoJblasda npobisemMa,
yMepeHHasa npobjieMa, oOTUeTJIMBad INpobljieMa WJIM Ccepbe3Hasa nopobjeMa.
CyOmKaJE, COodUeTaKnlye HEKOTOPHE M3 3TUX AacClIeKTOB, MOTYT OHTH
COOKYCHUPORBAHEH, HalnpuMmep, Ha cyOmkae busmUueckom
AKTMBHOCTU/aKTUBHOCTHM IIOBCeOHeBHOM xm3HM (ADL). BTopas uyacTb -
5TO TIIPOCTOV PEeMTUHT YIOBJETBOPEHHOCTM XM3HM o0O0bekTa, rrme 100
UpesBHUAMHO yIOBJeTBopeH M 0 KpalHe HeyIOBJIETBOPEH.

lkajla OLEHKM OQOU3NUECKOTO OQYHKUMOHMpPOBaHMUA SEF-36. SEF-36
npelncTaBJIgeT cobour KpaTKoe HCCJleqoBaHue B oBiacTu
30PaBOOXPaHeHM C 36 BOIIpOCaMu, VCIIOJIb3YEMEIMU  IIJIA OLLeHKMU
KauecTBa XWU3HM, CBA3AHHOT'O CO 3H00poBbeM (Ware, 1996). SF-36 Orpula
[oJjie3Ha oJis CpaBHeHUSA KOHKpPETHBIX MOy JIALUUMN u CpaBHeHUHA
OTHOCUTEJILHOTO OpeMeHM pal3JMuHBX 3abojieBaHuM. OueHka SF-30,
KOTOpyl HOporomouiM y  HD-maumMeHTOB, nokasala, uTo oBiamaeT
HaOexXHOM OOCTOBEPHOCTEI KOHCTPYKLUU u HaOeXHOCTHIO TecTa-
[IOBTOPEHMA, M CIOCOOHO OTJIMUATh KOHTPOJIM, CBA3aHHEE C BO3pacToM,
¥ HOPMAaTMBHEE IaHHHE I10 IKaJje (U3UMUeCcKOoTo OQyHKUMOHMpoBaHMA M3 10
nyHkToB (Ho, 2004). B xome wuccJjemoBaHMsa Obvlla IIpoBeleHa II0JIHAA
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 SEF-36, B KOTOPHX pPacCCMaTpPUBAaKTCH
BOCIIPMHMMAaeMEle OOBEKTOM CBSA3aHHHE C 3I0POBBEM OTPaHMUYEHMSA B
dusmMUueckoM akTUMBHOCTM. OlleHKa (QUIMUECKOTO OQYyHKUMOHMPOBaHUS SEF-36
- 570 mkajla M3 10 OYHKTOB, C IIOMOILI KOTOPOM OOBLEKTH OleHUBAT
CBOK CIIOCOOHOCTE OCYHMECTBJATE OOBUHYH (UBUUECKYK AaKTHMBHOCTE,
TakKyn Kak xoIb0a, TIOOBeEM IIO JeCTHUIe, KylaHre WIM OJIeBaHUe.
YUuTHBAaSL, uTo Xopesd  MOXeT  IIOMEemaTb OCHOBHBIM  IBUTI'aTeEJIbHEM
HaBEIKaM, IIOXOIKe UM Xonok0Oe, He ABJAeTCHS HEeOXMIAaHHHM, UYTO OOBEKTH
c OBoJlee ocJadJieHHOM QYHKLIMEeM I[oJiyduaT OOoJIBIYI II0JIB3Y OT S3TOTO
rnokasaTelid.

OBmee KIMHMYECKOe BIIeUaTJIeHME I[allMeHTa C CHUMHIpOMOM TypeTTa
O TAXKECTHU 3aboJieraHusa (TS-PGIS) pencraBideT cobomn HOBYIO
naTuballJIbHYyo IKajJy, B KoTopoM 1 yka3nBaeT Ha OTCYTCTBUEe TUKOB, 2
YKas3HBaeT Ha cJabee THUMKM (He TPeBOXHEE, 3aMeTHHE WM Mellalnmye

IIOBCEIHEBHOM XM3HM), 3 VYKa3HBaeT Ha YMEPeHHHEe THMKM (MOTYT OHTH



78

TPEBOXHEMM, 3aMeTHBEIMM WM MHOTIOa BMEIMBAKIVMMCS B TIIOBCEIHEBHY
XM3HE), 4 yKa3HBaeT Ha 3aMeTHEE THKM (OUYeHb TPEBOXHBEE, 3aMeTHEHE
¥ BMENMBaKMMeCcs B IIOBCEeIHEeBHYID XM3HbL), a 5 yKasHBaeT Ha TIXeJbe
TUKM (KpallHe TpeBOXHBEE, BCeIl'lda 3aMeTHHe M Memalmye ©OOJIBIMHCTBY
[IOBCEeIHEBHHX =2aHATUM) .

VHTepBasl ©6e3 THUKOB - 5To OatuballjlbHasd mkaja, B KoTopon 1
yKasbeBaeT Ha MHTepBaJl 10 MeHbIEeM Mepe OIOMH IeHb II0CJle IIOCJIeIHeTo
TMKa, 2 YKa3BBaeT Ha MHTepBaJl OT 6 YacoB IO MEHee UeM OJIHOT'O IOHSA
C MOMEHTa IIOCJIeIHETO THUKa, 3 YKas3HBaeT Ha MHTepBall Mexay 1 uYacoM
M MeHee UYeM 6 UYacaMu IIOCJIe IIoCJIeHero Tuka, 4 yKa3eHBaeT Ha
MHTepBaJl MexXOy I[IATLID MHMHYTaMM OO MeHee UeM OIOHOTO uYaca IocJie
[IOCJIeOHETO THUKa, a b O3HauaeT MeHee IIATU MMHYT IIOCJEe IIOCJeIHeIO
THUKA .

TS-CGI - »T0 cemubajuibHad MKajJja, OlleHMBaeMasd BpauoM, B
KoTopoMm 1 yKaswWBaeT Ha HOPMaJIbHEHE WM OTCYTCTByIMEe TUKMK, 2
YKasHBaeT Ha TO, uTo TUKM  MOTYT NIPpUCYTCTBOBATH W He
IpUCYTCTBORBATEL, 3 YKa3HBaeT Ha YMEpeHHHe, HabJomaeMele MOTOPHEE
n/ i poHMUECKMe THKM, KOTOpHEe MOTYT OBTL SaMeTHEIMM MM He
3aMeTHEMM, He OyIOyT I[OIPMBJIEeKaThk BHMMaHME K MHIMBUIYYMY U He
CBA3aHBl C PACCTPOMCTBOM WM YXyIOmeHVeM, 4 yKasbBaeT Ha YyMepeHHHe
HabogaeMee MOTOPHEE U/MiIM (QOHMUECKMEe TUKM, KOTOPHe Bcerma OyOyT
3aMeTHEl, IIPMBJIeKalT BHMMaHMEe K UeJIOBEeKY M MOTYT OHTb CBS3aHHE C
HEeKOTOPHM PacCCTPOMCTBOM WM YXyIOlleHVeM, 5 yKa3hBaeT Ha 3aMeTHHE,
ypesMepHEe MOTOPHHE U/MIM QOHMUECKMe THUKM, KOTOPHE ABJILDTCS
OIMCTPYKTUMBHEMA, BCeT'Ia [PMBJEKAKT BHMMaHME K MHIVWBUIYYMY U
BCcerga CBSA3aHH CO 3BHAUMTEJILHBEIM PAaCCTPOMCTBOM WM YXYyOIeHueM, 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, WHBAJIUIVNIUPYIME TUKMA.

YGTSS [pencraBidgeT coboimt KOMILJIEKCHYK  OLIEHKY  Pa3JIMUHEX
aACIIeKTOB W Cepbe3HOCTM MOTOPHHEX WM QOHMUECKMX TMKOB. B OIHOM
acrileKTe Kaxoasd ns naTu KaTeropun - 4nCIIO, JacroTa,
VHTEHCHMBHOCTB, CJIOXKHOCTE M MHTepdepeHLMS - olleHuBaeTcsa oT 0 mo b5

Kar IIJI4 MOTOPHEX, TakKk M 0OJIA (]_)OHI/IquKI/IX THMKOB, cozmaBad MKaJly
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CTelleHM TsSxecTM TuUkoB oT 0 mo 25 Ijg KaxOoM M3 mMKaJk TSXeCTH
doHMUeckux THUKOB (VTSS) M mKaJH TSKEeCTM MOTOPHHEX THKOB (MTSS). B
COBOKYIIHOCTM OHM BKJIOUAT MKaJly OlleHKM ofmel TSXKeCcTHM THUKOB
(TTS) . OTmeJsIbHO YXYIOUeHMe XM3IHM IIallMeHTa OlleHMBaeTCsd II0 IKajle OT
O mo 50, mnpm »mToM O yKasHBaAeT Ha OTCYTCTBMe yxyameHud, 10
ABJISETCH MMHMMaJIbHEM, 20 - yMepeHHBEM, 30 - yMepeHHHM, 40 -
oTMedueHHEM M 50 - TaOXeJIBEIM yXYIOIIeHMeM, UTO IOaeT MKaJly YXYIIeHMSI.
Korma k mkaJjie TTS pobBaBiigeTcsd MKaJly YXYIOILIEeHMSA, DTO COCTaBJIAET
IIOJIHVIO MKaJly IJIoDaJIbHOM TIXEeCTM CcOCTOgHMA (GSS) m3 YGTSS.

Ofmasa olleHKa OMHaMUKM COCTOSAHMSA IDaluMeHTa CcHMHIOIpoMoM TypeTTa
(TS-PGIC) mnpexncTapjsgeT cobom ceMmbalUJIbHY MKally, B KoTopoum -3
yKas3eBaeT Ha OUeHb IJIOXOe, -2 yKa3eHBaeT Ha OOCTaTOYHO IJoxoe, -1
YKa3bEBaeT MUHVMAaJIbEHO [JIOXO0€E, 0 YKa3bBBaeT Ha OTCYTCTBHUE
u3MeHeHuM, 1 yKasHBaeT Ha MMHMMAJLHO YJIYUIIeHHOe, 2 YKal3HBaeT Ha
3HAUMTEeJIbHOe YJyulleHHoe, UM 3 yKal3HBaeT Ha CUJIbHOe YyJIyudlleHUe.

GTS- QOL cocToMT M3 »OBYX uyacTel. IlepBas uYacThb - DTO, Kak
npaBuUJIio, OBanllaTb CeMb BOIPOCOB OLIEHKM pPa3JIMUHEIX acCIeKTOB TOTO,
KaK THKM BJIMALT Ha XMU3HL OO0BeKTa, KaXOBM M3 KOTOPHX OlleHMBAaeTCH
no narmbalJiyIbHOM mKaJle: OTCYTCTBHMe IIpobJeM, HeboJsblasg opobJjeMa,

yMepeHHasa InpobijeMma, 3aMeTHasa IpobJjieMa WM CcepbesHasda IOpobJjeMa.

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

VHTepBasl ©6e3 THUKOB - DTo narmudbaliibHasd mKaJja, B KoTopoum 1

yKasbBaeT Ha MHTepBaJl 10 MeHbIeM Mepe OOMH IeHb II0CJle IIOoCJIeIHeTo
TMKa, 2 YyKas3eEBaeT Ha MHTepBaJl OT 6 YacoB OO MeHee uUeM OJHOTO IOHS
C MOMEHTa IIOCJIeIHETO THUKa, 3 YKal3HBaeT Ha MHTepBaJl Mexay 1 dYacoM
M MeHee uYeM 6 YacaMM IIOCJIe T[IOCJeIHero TuKa, 4 yKa3HBaeT Ha
MHTepRaJl MeXOy I[IATb MHUHYyTaMM OO MeHee ueM OIOHOI'O uYaca IIocje
[IOCJIEIHETO THUKa, a b O3HauaeT MeHee IMIATM MMHYT IIOCJIe IIOCJIeIHeTO
TUKA .

TepmmuH «VMATZ2» OTHOCHUTCH K Be3UKYJSPHOMY [I€PEHOCUUKY 2
MOHOaMMHOB, MHTeTpaJlbHOMYy MeMOpaHHOMY ©OeJIKy, KOTOPHM OelMCTBYyeT
I0JIs IepeHoCa MOHOAMMHOB, B UYaCTHOCTM HeWpOMeIMaTOpOoB, TaKMX Kak
IOOoraMmH, HOopaInpeHalluH, CEPOTOHMH ¥ ITUCTaMMH, M3  KJIETOUHOTO

INTO30JIA B CHHaAIITMUYeCKNMe Be3UMKYJIHL.
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TepMrH «VMAT2-0onocpenoBaHHOE PacCcTpoOMCTBO» OTHOCUTCHA K
PACCTPOMCTBY, KOTOPOe XapaKTepuslyeTcsa ODaTOJIOTMUECKOM aKTUBHOCTBI
VMAT2. VMAT2-omOoCpelOBaHHOE pPacCTPOMCTBO MOXeT OHTH I[IOJIHOCTEIO
WM dYaCTHUYHO OIIOCPpemoBaHO IIyTeM MomyJjdumumu VMAT2. B dYacTHOCTH,
VMAT2-onocpeloBaHHOe PpPacCCTPOMCTBO IpeICTaBJIgeT CcoDOM Takoe, IIpHU
KOTOPOM MHIUOMpOBaHMe VMAT2 HOPpUBOOUT K HEKOTOPOMY BJIMAHMI Ha
OCHOBHOE pPaccTpoMCTRBO, HalpuMep, BBeIeHME MHTHUOUTOPA VMAT?2
IPUBOOUT K HEeKOTOPOMY YJIYUNEHMIO II10 MeHBIIeM Mepe Y HeKOTOPHX U3
NauMeHTOB, KOTOPHX IOoOBepTralT JIeUeHMO.

TepMH KUHTUOUTOP VMATZ>», KUHIMOMPOBATH VMAT2» Wi
«UMHIHOMpoBaHMe VMATZ» OTHOCHMTCHA K CIOCOOHOCTM OIMCAHHOTO B
OaHHOM IOKYMEeHTe COeOMHEHMS WM3MeHATh OyHKUumo VMATZ2. WHITUOUTOP
VMAT2 wMoxeT OJOKMPOBATE WM YMEHBIIATE aKTMBHOCTL VMAT2 nyrTem
obpaszoBaHMa oOpaTHMMOV WMJIM HeoOpaTUMOM KOBAJIEHTHOM CBA3UM MeEXOy
VMHIVOUTOPOM u VMAT?2 W nyreM obpaszoBaHMA HEeKOBAaJIEHTHO
CBA3aHHOI'O KOMILJIEKCaA. Takoe MHIMOMPOBAHME MOXET I[IPOABJIATLHCA
TOJIbLKO B  KOHKPETHEHX TUIIaAxX  KJIETOK  MJIM  MOXeT 3aBUCETH oT
KOHKPETHOTO OMOJIOTMUECKOTO COOHTHA. TepMMH «UMHTUOUTOP VMAT2»,
«UMHITUOMpOBaTh VMAT2» mim «UMHIUOMpoBaHMe VMATZ2» TakXe OTHOCUTCH K
U3MeHeHu OyHKUMM VMAT2 3a cueT yMeHBIIEHMSA BEPOATHOCTM TOI'O, UTO

obpasyeTcsa KOMILIeKC Mexny VMAT2 u NpUPOOHEIM CyOCTPaTOM.

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

npreMjieMas COJIb» IIpelcTaBJIgeT cofoM (OPMEl COJIM WMJIM LUBUTTEPMOHHEE
DOPMEL PACKPHTHX B OaHHOM IOKYMeHTe COeIMHEeHMUIM, KOTOPHEe ABJISITCA
TepaleBTUUSCKM MIPpUEeMJIEMEMK, KakK OoIpelesleHO B HOaHHOM HOKyMeHTe.
ColM MOTYT OHTL I[OJIYYeHH 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 aOOUTHBHEE COJIM.

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

aurJIMpOBaHHEE AMVMHOKMCJIIOTEI, AIMNIIMHOBYIO KUMCIJIOTY , AJIBTVIHOBYIO
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KMCJIOTY, aCKOPOMHOBY KMCJIOTY, L-acnaparmHOBY KMCJIOTY,
OEeH30JICYJIEQOHOBYIO KMUCJIOTY, DeH30MHYI KMCJIOTY, 4-
aleTaMMIoDeH30MHYI0 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, LIMKJIOTE€KCaHCYJIbPaMMHOBYIO KUCJIOTY,
OONELNIICEPHYIO KNCJIOTY, sTaH-1, 2-OUcyJibE QOHOBYIO KMUCJIOTY,
DTaHCYJIBEOOHOBYIO KNCJIOTY, 2-TUIOPOKCUBTAHCYJIEQOHOBYIO 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,
BPOMOBOINOPOOHYI KUCIJIOTY, 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, 5-11cyJIbPOKMUCIIOTY, 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,

CTeapMHOBYD KMCJIOTY, SHTAPHYID KUCJIOTY, CEPHYID KUCIIOTY, OyOUJIbLHYIO

KUCJIOTY, (+) - L-BMHHYID KUCJIOTY, TUOIIMAaHOBYIO KUCJIOTY, -
TOJIYOJICYJIEQOKUCIIOTY, 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, TaKMe 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, M3O0IIpOoIIMJIaMVH, N-

MeTUIITJIOKaMH, TImapabamuH, l1H-mMvmnaszos, L-Jm3uH, MOpQoJMH, 4-(2-
TUOPOKCUD T ) ~MOPQOJINH, MeTWJIaMUH, NIUIIePULOVH, nuIlepasuH,
OPONWJIaMUH, NOUPPOJIUOUH, 1- (2-TUMOPOKCUDTWI) —[IUPPOJIUIVH, IUPUIVH,
XVHYKJIMOWH, XWHOJIMH, W30XMHOJIMH, BTOPMUHEHE aMWHE, TPUATaHOJIAMUH,
TpMMe THUIJIaM1H, TPUBTUIIaMUH, N-MeTwmi—-D-TJioKkaMumH, 2—-aMMHO—2-—
(IMOpOKCUMEeTWI) —1, 3-[IPONIaHONOJI U TPOMeTaMMH .

XOoTa BO3MOXHO, UTO COeOMHEeHMA I[I0 HacCToAlleMy W300peTeHUO
MOXHO BBOIMTE B KaueCTBEe MCXOIOHOT'O XMMUUECKOTO COeIMHEHMA, TaKxXe
MOXHO I[IpPeloCTaBUTE UMX B BUIe ObapMalleBTUUECKOM  KOMIIO3ULNU.
COOTBETCTBEHHO, B IAHHOM IOKYMEHTEe IIPeOCTaBJIEHH O¢apMalleBTUUYeCKUE
KOMIIOBULIMM, KOTOPBEE BKJOUAIT OOHO WM HECKOJIBKO OlIpeldeJIeHHEX
COeIMHEHUM, ONMCAHHHX B HOAHHOM IOKYMEHTe, WJIM OOHY WMJIM HEeCKOJILKO
bapMalleBTHMUECKM IpMeMJIEMEIX COJIel, [IpoJIeKapCTB WMJIM MX COJILBATOB
BMeCTe C OOHMM MM HECKOJIBKMMM QapMalleBTUUECKU  I[IpMeMIIeMBIMA
HOCUTeJIAMU u HeoO4ga3aTeJIbHO OOHVM  WJIM HEeCKOJIb KM OIPYIT'VIMI
TepalleBTUUECKUMY MHITpenOueHTaMr. I[IpaBUJIBLHEI COCTAaB 3aBUCUT OT
BHOpPAaHHOTO IIyTM BBeleHMsa. MoryT OBTb MCIOJIE30BaHE 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,

HanpuMep, C IIOMOmMbID OOHUYHHX CIIOCOOOB CMeNVBaHWSA, pPacTBOpPeHud,
TpaHyJIMpOBaHu4d, IpaXxXupoBaHUA, pacTrpaHus B TIOPOIIOK,
SMYJILTUPOBAHUA, MHKATICYJIALWNA, 3axBaTa VI IpecCcoBaHMUA.
PapMalleBTUUYECKME KOMIIO3UIIMM TakXe MOTYT OHTbH COCTAaBJIEHE B BUIE
JekapCcTBeHHOM GOPMH C MOOMOUIMPOBAHHEIM BHCBOOOXIEHMEM, BKJIOUAS
3aMenJIeHHOe, TIPOAOJIXKMTEJILHOTO, [NPOIJIEHHOTO, MNPOJIOHTHMPOBAHHOTO,
IJUTEJLHOTO, KOHTPOJIMPYEMOTO, YCKOPEHHOTO U OHCTPOTO, IeJIeBoTo,
3anpoTrpaMMUPOBAHHOTO BEICBOOOXIEHN A n JIeKapCTBEeHHOM bopwmer,
yIepXryBaeMor B XeJlyake. OSTUM JIeKapCTBeHHBEe (QOPMEI MOTYT OHTH
TIOJIydyeHH B COOTBETCTBMM C OOBUHBEIMM clocofamMy ¥ MeToIaMw,

M3BECTHEIMM CIlellajJucTaM B OaHHOM obJjacTu (.
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KomMriosmuumm BKRJIIDUY AT Inogxonm4dmre IJIA IepopallIbHOT'O,
IIapeHTepPaJIEHOIT'O (B TOM drcjie IIOOKOXHOTIO, BHYTPMKOXHOTIO,
BHYTPVIMEIIEYHOTI'O, BHYTPMBEHHOTO, BHYTPUCYCTaBHOI'O n
VMHTPpaMeIyJIJIAPHOI'O ) 1 BHyTpM@pIOH_IMHHOI‘O ’ TPaHCMYyKO3aJIEHOT'O,

TPpaHCOEeEPMaJIbHOT'O, PEeKTaJIbHOTO ¥ MEeCTHOT'O (BKJKUYad IOepMaJibHOE,
OyKKaJIbHOe, IOIOBA3EUHOE M BHYTPUIJIA3HOE) BBEeIOeHMs, XOTda Haubojlee
INIOOXOOAMNUM IIYTh  MOXeT 3aBMCEeTh, HalpuMmep, OT COCTOSdHMA U
paccTpoMcTBa peumunmMeHTa . Komriosmuiumm MOTYT OBITH YIOOOHO
IpencTaBJIeHE B CTaHOAPTHOM JIeKapCTBEeHHOM @QopMe M MOTYT OHTBb
IIOJIYUEHEl JIIOOEM M3 CIHOCOOO0B, XOPOWO M3BECTHHX B oOJjlacTu dapMalluu.
Kak mnpaBujio, 5THU CIOCOOH BKJIOUAT CTaouiln OO0BeOVMHEHUSA COeIMHEeHUI
1o HacToAmeMy N300peTeHND I ero bapMalLeBTUUECKHU coJu,
IpoJjieKapCTBa WJIM COJIbBaTa (KAKTUBHEM MHIPEIMEHT») C HOCUTeJIeM,
KOTOPBIM BKJIOUAET OIOVH WA HECKOJIBKO BCIIOMOT'aTeJIbHEIX
MHITpeIVMeHTOB. B ofmeM, KOMIIO3MUMM IIOJIydalT I[IYyTeM PaBHOMEPHOTO U
TIaTeJIEHOTO OOBEeOVMHEHU S aKTMBHOTI'O MHTpelIneHTa C KO KMMA
HOCUTEJIAMM MJIM TOHKOMI3MEJIbUEHHEIMY TBEePOBMY HOCUTEJIAMM MM U TeMU
u IpyImMHM, C [IOCJIE OYIONUM, npu HeoBXoOMMOCTH, dbopMOBaHMEM
IpOoNOyKTa B MCKOMEM COCTaB.

CocTaBH CoeInMHeHul, OIIMCAaHHEIX B IOaHHOM IOOKYMEHTe,
MNOOXOOAMMX IOJIS IIepopalJIbHOTO BBeIeHMsa, MOI'YT OBTHL IIPenCcTaBJIEHH B
BUIe OTIOEeJIbHEX eIMHMII, TakKMxX KaK KallCyJie, calle wWiIn TabJIieTKH,
Kaxoasd nus KOTOPHIX COINEPXUT 3aaHHOe KOJIMUECTBO AKTUBHOTI'O
MHTpeIMeHTa; B BUIe IIOpOIKa WM TpaHyJl; B BUIe pacTBopa WK
CYCII€H3UMM B BOIOHOM XMIKOCTM WJIM HEBOIOHOM XMIKOCTM, WIM B BUIE
XUIKOM SMyJIBCHMM THIIAa MacJIO—-B—BoIe WM XUIKOM 5SMyJIECHMM BOIa—-B-
MacJe. AKTHMBHBIM MHIPeOMeHT TakKxXe MoxeT OHTL IpedcTaBJIeH B BuUIe
foJca, DIJIeKTyapuid WM IacTH.

dapMalleBTUUECKME COCTAaBH, KOTOPHE MOT'YT OBTH MCIIOJL30BAHH
nepopalibHO, BRJIKUAKT TabJleTKM, TBepOEe KalcyJik W3 XejaTuHa, U
MATKME TepMeTHUHEEe KAaICYJIEl M3 XeJlaTMHa M IJlacTUuduKaTopa, TakKoTo
Kak TIUIMLEPVH WIKM copduT. TableTKyM MOTYT OHTE MI3ITOTOBJIEHH IYTEM
npeccoBaHmd W bopMOBaHUA, HeoO4d3aTeJIbHO C OIOHUM MJIN
HECKOJIbKUMMU BCIIOMOT'aTeJIb HEIMA MHTpeIueHTaMn . CrpeccoBaHHHE
TabJeTKky MOTYT OBTH IIOJIYUeHHB I[IYyTeM I[IpecCOBaHMA B IIOOXOOAMEN

MalllMHe aKTMBHOI'O MHIpPpeIMeHTa 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 IOOXOOAmMEN MallHe CMeCu
[IOPOMKOOOPAa3HOTO COenMHEeHUd, CMOUYEHHOTO VHEPTHEM KU KM
pazbapureseM. TabjeTkuM MOT'yT OBTL HeoO43aTeJIbHO IIOKPHEITHE  MJIM

M3TOTOBJIEHE C JIMHMEeM pas3JioMa ¥ MOTYyT OHBTE COCTaBJIEHE TakKuM
obpasoM, YTOOEL ODeCrieunTs MeOJIEHHOE WJIN KOHTPOJINPYEMOe
BEHICBOOOXIEeHMEe aKTMBHOI'O MHIpPEeOMeHTa W3 HMX. Bce cocTaBH OJid
[IEPOPalJIbHOTO BBENEHMS IOOJDKHE OBTH B IOO3axX, MIOOXOOANMX IJIA TakKoI'o
BBeleHUa. TBepIble KaIlCyJIHl MOTYT COIEepXaThk AaKTHBHEE MHIPEOMEeHTH B
CMeCM C HalloJIHUTeJIeM, TaKMM KaK JaKTo3a, CBA3YKIVMM BeleCTBaMu,
TaKMMM Kak KpaxMmaJikl, ¥/WMIM CMas3HBalIMYMM BelleCTBaMM, TaKVMKM Kak
TaJIbK WJIM CTeapaT Mal'HMsA, M, Heob4d3aTeJibHO, cCcTabuinmsaTopaMu. B
MATKMX KallcyJlax aKTHBHEE COeIMHEHMS MOTYT OHTb PaCTBOPEHH WK
CYCIeHIMPOBAaHH B IMNOOXOOAIMX XMAOKOCTAX, TakKMX KaK XMPHBEEe Macia,
KUOKUY HapaduH MIM XUIKMEe [DOJUBTUIIEHTJIMKOJIM. KpoMe TOoro, MOTYT
OBITH no6aBJIeHH CTadbuImM3aTOPH . Anpa opaxe MOTYT OHITH
IpenoCTaBJIEHH C IIOOXOOAMMMM IIOKPHTHUAMM . [IJIS STOM LeJIM MOTYT OHTb
VCIIOJIbL30BaHE KOHILUEHTPUPOBAHHHE PAaCTBOPH caxapa, KOTOPHE MOTYT
HeoOd3aTeJIbHO CcoepXaThk IyMMMapadbMuK, 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 OIS MISHTUOMKALIUM WMIM OJSA XapaKTepusaluu
Pa3JIMUHEIX KOMOMHALMM 003 aKTUMBHOTO COEOMHEeHUS.

CoemmMHeHUS MOTYT OBTE MOIPUITOTOBJIEHH IJIA IIapeHTepaJIbHOTO
BBEOEeHUA TIIyTeM WHBEKLMM, HalpMMep, IIYyTeM BBeIOeHUs OoJoca 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
HOCHUTEJIAX, W MOTYT CoOIepXaTb OQopMooOpa3yKime areHTH, TakKue Kak
CyCIeHIVpyKImne, CTabuUIM3Upyomre U/ OUCIepTHUPYINMe  aTeHTH.

CocTaBH MOTYT OHTBH IpenCTaBJIeHEI B OIOHOIOOIOBEIX WJIM MHOI'OIOO3OBEX
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KOHTelMHepax, HalpuMep, B TepMeTHMUHHX aMiyJjlax "M GJaKoHax, U MOTYT
XPaHUTLCSA B BUIe IOPOMNKa WIM B JMOOUIM3VMPOBAHHOM COCTOSHUMU,
TpebynmeM  TOJBKO  noOaBJIeHMs  CTEePMJIBHOTO  XMIKOTO  HOCHUTENH,
HallpUMep, COJIeBOMU NI CTEepPUIILHOM aIMpPOTeHHOM BOIEHL,
HelNoOCpeACTBEeHHO IIlepel IIpMMeHeHUeM. Pa30BHe MHBEKIMOHHEE PaCTBOPH
M CYCIeH3UM MOTYT OHTE IIOJIyUeHH M3 CTEPUJILHHX I[IOPOMKOB, IPaHyJ U
TaBJIeTOK, OIMCAHHEX paHee.

CocTaBH OJIA TIlapeHTepallbHOTO BBeOeHMS BKJIOUAIT BOIHHE U
HeBOJIHHE (MaCJSHUCTHE) CTepUJIbHEIE MHBEKIMOHHEE PAaCTBOPH aKTUBHEX
COoenMHEeHUN, KOTOPEE MOTYT COIOepXaTb aHTUMOKCUIAHTEH, Bydbeptl,
BakTepuoCcTaTUUeCKMe ¥ pPaCTBOPEHHHE BelleCcTBa, KOTOPHE HOeJaklT
IperapaT MW30TOHUUECKMM C KPOBBI IIpellnojlaraeMoro peluulIMeHTa; U
BOOHEIE ¥ HEeBOIHBE CTepWUJIbHBIE CYCIEH3UM, KOTOphe MOTYT BKJIOUATH
CyCHeHIMpyKIMe aT'eHTH U 3alycTuTenau. llogxomdamue  JIMIIOOMIIBHEE
PaACTBOPUTENM WM HOCUTEJNM BKJIOUAT XUPHEE Macja, Takue Kak
KYHXYTHOEe MacJiO WM CHHTeTHUeCcKMe DOUPH XUPHBEX KUCJIOT, TakKe Kak
3TUJIOJIeaT WM TPUTJIMUEPUIBL, WM JIMIIOCOMEL. BOIHEE CYCIeH3UM IJI4
VMHBEKUMY MOTYT COIEepXaTb BelecCTBa, KOTOPHE YBeJMUMBAKT BA3KOCTD
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
BHICOKOKOHIIEHTPUPOBAHHEX PacTBOPOB.

B @momoJiHeHMe K CoOCTaBaM, OIMCaHHBEM paHee, COelOMHEeHUS TaKxe
MOTYT OHTH IIPUTOTOBJIEHH B BUOe [OeNo-npenapaTa. TakMe COCTaBH
OJIVUTEJILHOTO oecTBUA MOTYT BBOIUTLCHA oyTeM VIMIIJIaHTalun
(HanlpuMep, TIOOKOXHO WM BHYTPUMHIIEUHO) WM [OYTEeM BHYTPUMBIIEUHON
WMHBEKIMM. Tak, HalpuMep, COeIMHEHUS MOTYyT OHTbH COCTaBJIEHH C
VCHOJIb30BaHMEM MOOXONAMUX [IOJIMMEPHHEX WM TUIPOOOOHHX MaTepuaJioB
(HanlpuMep, B BUIOe BMyJLCUM B IIPUEMIIEMOM Maclje) WIM MOHOOOMEeHHHX
CMOJI WMJM B BUIe MaJIOPaCTBOPMMEIX IIPOM3BOOHEIX, HaIpUMep, B BUIE
TPYOHOPACTRBOPUMOM COJIM.

O71a TpaHCOYKKaAJBHOTO WM [NOOBA3HUHOTO BBeOeHUS KOMIIO3ULIUU
MOTYT IMPMHMMATE OGopMy TabJeTok, Jelemek, [TacCTUJIOK WIM TeJlel,
IPUTOTOBJIEHHHX OOBUHHM CIOCOOOM. TakMe KOMIO3MIMKM MOTYT BKJOUATH

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

CoemMHEeHMsS MOTYT Takxe OHBTHL COCTABJIEHH B BHMIE PEeKTaJIbHEX
KOMIIOBULINY, TaKMX KaK CYMIIO3VTOPUM MM MUKPOKJIM3ME C YyIOepXaHMEM,
HanpuMep, comepxamye OOWUHEE OCHOBH IJIS CYIIIO3SUTOPMEB, TakKMe Kak
MAaCJIO Kakao, MNOJUITWJIEHIJVIMKOJIL MM OpYyTue TJIMLEePUIH.

OnpeneJleHHEIE COEIMHEHMSI, PAaCKPHTHE B HOAaHHOM OOKYMEHTe,
MOTYT BBOOMTLCSA MECTHO, TO €CTb IyTeM HEeCUCTEMHOI'O BBeIOeHUSI. ITO
BRJIDUAET I[IPMMEHEeHMEe COeIMHEHMSI, PacCKpPHTOI'O B HOAaHHOM MOOKYMEHTe,
CHapyXmu osSOMIepMuca WM MeYHOM IIOJIOCTM, U MHCTWUIIJIALUMM TaKoTo
coenMHeHMsS B YXO, IJla3 M HOC, TakK uToOH CoelIMHEHMEe CYMeCTBEeHHO
He IPOHMKAaJI0O B KPOBOTOK. HanpoTMB, CUCTEeMHOE BBeIeHMEe OTHOCUTCSH
K nepopajbHOMY, BHYTPUBEHHOMY, BHYTPUOPIOMMHHOMY n
BHYTPUMHIIEUHOMY BBEIESHMUIO.

CocTaBh, HOOXOOAmME MOJIS MECTHOTO BBeIeHMS, BRJOUAT XUIKUE
WM OOJYXMIKME IIpelapaTH, IIOOXOOAmMe MOJIsS [IPOHMKHOBEHUS uUepes
KOXYy B MeCTO BOCIaJIeHus, TakKue Kak TeJM, JWHUMEHTH, JIOCBHOHEH,
KpeMBl, Ma3M WM IacTH M KallJlM, [HOOXOoIAmMe IJiS BBeIeHMSa B IJiasz,
YXO WJV HOC.

Ois BBeOeHMUd IIYTeM  MHTaJSUUMK  COeOMHEeHUMSI  MOTYT OHTb
OOCTAaBJIEHE C IIOMOILI MHCYDOIATOPpa, PACHBUVIMTEJILHEX VYIAKOBOK IIOX
DaBJIeHMEeM MWJIM »OPYyTMX YIOOHHX CIOCOOO0OB HOCTaBKM CIPes—-al’po30Jid.
YnakoBKM IIOO IaBJIeHMEM MOTYT COIepXaTh IIOOXOOAMMM IIPOIeJIJIeHT,
TaKom Kak ouxJopondTopMeTaH, TpUXJopdTOPMETAaH,
ouxJjoprerpadTopsTaH, OMOKCHI yIJlepoma WIM OPpyTOoM INOOXOOANWNM 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 U300peTeHMK MOTYT IIPUMHMMATE (opMy

Cyxom IIOPOMKOBOM KOMITIO 3UITUH, HanpuMmep, TIOPOMKOBOM cMecu
coeIMHeHMA ¥ IOOXONAmeY  IIopomkooBpa3HOW  OCHOBH,  TaKoM  Kak
JaxkTo3a W KpaxmaJ. [TopomKkoBas KOMIIO3UINA MOXeT BHITE
npencTaBjieHa B CTaHOapTHOW JekKapCTBeHHOWM dopme, HalpuMep, B

Karncyljliax, KapTpuoxax, XeJJATHMHOBHX WM OJMUCTEPHHX VYIaKoBKax, M3
KOTOPHIX IIOPOIOK MOXHO BBOOUTH c TIOMOIIB K MHTalaTropa WJIN
MHCybdISTOPA.

HpeHHOqTMTeﬂbHBIMM CTaHIOapTHEIMN JIEeRapCTBEeHHEMN IpeliapaTaMm
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ABJIAKTCA KOMIIO3ULIMK, CcoIepXammre 300eKTMBHYKR OO3Y, Kak YyKas3aHO
HWXE, WM €& COOTBEeTCTBYHIYD OQPakKIMK aKTMBHOTO MHIPEeIMeHTa.

CoeIVMHeHMSA MOTYT BBOIMTLCSA IIepopaljlbHO MM IIYTeM MWHLEeKLUUN B
mozse ot 0,1 mo 500 Mr/xr B CyTKM. [Oranas3oH O3 IJ9 B3POCJHX
Jomell OoOBUYHO CcocTaBjigeT oT 5 MI' Jo 2 T/cyTku. TabJleTKM WK
oIpyrmre QOpPMEl MNIPenoCTaBJIEHMSA, KOTOPHEe ODeCleuMBaKnTCAaA B OUCKPETHHX
enMHUIlax, MOTYyT YIOOOHEM OOpa30M COINepXaThb KOJMUECTBO OIOHOTO WIIM
HEeCKOJIbKMX COeIMHEeHMNM, KoTopoe ABJgeTcaS 20OeKTHMBHEM IIPpU TaKou
OO3MPOBKE WM ABJIAEeTCS KpaTHBEM €M, HalIpuMep, eIOVHMIEH, CcoIepXalue
orT 5 mo 500 Mr, oOpuHO HpuMepHO 10 Mr 200 MT.

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  KOHKPETHOTIO criocoba
BBEeOEeHUA.

B HeKOTOPHX BOIUJIOWIEHMAX PACKPHTHE B HaCTOAIleM OOKYMEHTe
COeOMHEHMSI MOTYT OHTb COCTAaBJIEHE WMJIM BBeIeHH C UCIOJIbL30BaHUeM
JIIOOEIX COCTaBOB U CIOCOOOB, PAaCKPHTHX B 3adBKe Ha naTeHT CIA N
14/030322, mnomaHHOM 18 cenTdbps 2013 roma, KoTopasd BKJOUeHa B
HacToAllee ONMCaHMe IIOCPEeICTBOM CCBUIKM B IIOJIHOM OOBLeMe.

CoemomMHeHUS MOTYT OBTL BRBeIeHH C I[IOMOmMBLI Pa3JIMUHEIX CIOCODOR,
HaopuMep IepopalibHO, MeCTHO WM OyTeM MHBeKUIUM. 3a TouHoe
KOJIMYEeCTBO COoenOMHEeHusd, BBOOMMOTO naumMeHTy, fyner OTBEUYaTh
Jeuammy Bpau. KOHKPEeTHHM YPOBEHbL MHOO3H OJg JIoOOT0 KOHKPEeTHOTO
nanumueHTa ByneT 3aBUCETH oT MHOXEeCTBa baKTOpPOR, BKJIOUA A
AKTMBHOCTB KOHKPETHOTO MCIIOJIB3YEMOT'O COEeIMHEHMsS, BO3pacT, Maccy
TeJla, ofmee COCTOSHME 3O0POBLSA, IIOJI, IOMETH, BpeMa BBeIeHWUd,
crmoco® BBeIeHMA, CKOPOCTh D3KCKpelrM, JeKapCTBEHHYKD KOMOMHALVD,
TOUHOE paccTponucTBO, KOTOpoEe rnoaBepraeTcd  JIEUeHUD, u ero
TAXeCThL. Kpome Toro, crnoco® BBeIeHMS MOXET BapbUpPOBATBCHA B
3aBUCUMOCTM OT PAaCCTPOMCTBA M €TI0 TIKEeCTH.

B ciaydyae, koTI'Ia COCTOSHMEe TIallMeHTa He YyJydllaeTCcsa, TO IO
YCMOTPREHUIO Bpada BBEeIEeHUE CoenMHeHUN MOXET NIPOBOINTHCSH
XPOHUYUECKM, TO e€CThb B TeuUeHue IJMTEJIbHOT'O IIeprolda BPEeMEeHM, B TOM
uMcJie Ha TIIPOTSXEeHMM BCeT'O CpoKa XWU3HM IalMeHTa, 4YTOOH YJy4dllMTb

12Nz VIHEBEIM O@paSOM KOHTPOJIMPOBaThb i1 OTPAaHNUMTE CVIMIIT OMEL
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paccTpoMcTBa HaluueHTa.

B crydae, KoTma COCTOAHUE naureHTa yJydmaeTcs, o
YCMOTPEHUI Bpaua BBeIleHUE CoeIMHeHUMN MOXeT OCYIEeCTBIATECA
HelpepHBHO MJIM MOXEeT BpeMeHHO IPMOCTaHaBJIMBATLCHA Ha OIpedesIeHHHMN
[IEPUOT BPEMEHU (TO E€CThb «JIeKapCTBEHHHE KAaHUKYJIED) .

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 JIOOM IIOBTOPEHUM CHMIITOMOB.

B HacToOdAlleM HOOKYMEHTEe PacCKpPHTHE CIOCOOH JieueHusa VMAT2-
OIIOCPEelIOBaHHOT'O paccTpoicTBa, BKJIIOU A E BBeIIeHMe O0BBEKTY,
uMenmeMy MM OPenloJIOXMUTEJSIHLHO  MMellleMy  Takoe  pacCTpOoMCTBO,
TepalleBTUUYeCKM DOOeKTMBHOTO KOJMUEeCTBa COEeOMHEHMS, OIMCaHHOTO B
HacTodmeM IOKyMeHTe, WIM eTro dapMalleBTHUUEeCKM IpMeMJIeMOo¥ CoJIu,
COoJIbBaTa WM [NPOJIEKAPCTBEHHOT'O CpelcTBa.

VMAT?2-onocpeloBaHHEeE paccTpoicTBa BKJIIOUAKOT, HO He
OTPaHUUMBAKTCA STUM, XPOHUUECKMHE TIUIEPKMHETUUECKME IBUTATEJIBHOTO
paccrTponcTBa, OoJIE3HB XaHTMHI'TOHA, TeMuballin3M, CTapyuecKyn
Xopewn, TUKOBHE  pPacCTpOMCTBA, MIO3OHKKD  OUCKUHE3SUO, OVCTOHMIO,
cuHmpoM TypeTTa, Oernpeccumo, 3JI0KaueCTBEeHHOE HOBOOOpaszoBaHUE,
PEBMATOUIHEIM apTPUT, IICUX03, PacCCedHHHN CKJIepo3, acTMmy, W/ Uin
Jioboe PpaccTpoMCcTBO, KOTOPOe MOXeT YyMeHbLIAaThbCH, OcJadJiaTbCcad WK
IpenoTBpallaTeCAa I[IYTeM BBeleHUS MHIHUOuUToOpa VMATZ.

TakXe B HaACTOMAMEM NOOKYMEHTE  PAaCKpPHTH  CIHOCOOH  JIeUeHUd
IaToJIOTUUYECKOM MBIIEYHOM AKTUBHOCTH, NaToJIOTUUe CKUX
HeNPOU3BOJILHHX IBWXEHUN WMJIM OBUTATEJILHEIX PaCCTPOMCTB, BRJIOUAKIME
BEelleHVe OO0BeKTY, UVMeKIeMy WM OIPEeOIOoJIOKUTEJIEHO MMeKRIeMy TaKoe
PacCcTPOMCTBO, TepaleBTHUUeCKM 200eKTMBHOTO KOJIMUeCTBa COeIMHeHUd,
Kak OIOMCaHO B HaCcToOfdlleM OOKYMeHTe, Wi eTo QpapMalleBTUUECKNU
IpueMJIeMOM COJIM, COJIbBaTa, MM OIPOJIeKapCTBEHHOT'O CpelcTBa.

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

NapoKCU3MaJbHYD) ,  IOUCTOHUI (oBmyi, CcerMEeHTaJIbHYI, O0YaTroBYyD),



89

BKJIIOUA A Ornedpapocnasm, rpadocrasm (IMMOMUEeCKYIO OMCTOHMIO) ,
TOPTAHHYKD IMCTOHMIO (Cla3MaTUMUecKasd IOUCPOHMA) M OPpOMaHIMOYJISPHY
OVMCTOHWD, 3CCeHUMaJlbHEM TPpeMop, TeHMOCIIa3M, HacCJIeICTBEHHY
CllacTUUEeCKYyK IapallJleTVo, BoJIe3HBb XaHTUHIT'TOHA, MHOXECTBEHHYII
cucTeMHyl aTpoduio (cuHopoM Ias [Opeumxepa), MMOKJOHYC, OOJIe3Hb
[TapKMHCOHA, JIEBOOONIa~UMHIYLIMPOBaHHYI OV CKVHE 33U ©oJIe3HU
[TapKMHCOHA, [IapKMHCOHW3M, IpoTpecCUpyommn CyTIpaHyKJIeapHHM
nmapajud, CHHOPOM OeCHOKOWMHEX HOI', CHMHOIpPOM PeTTa, CIacTUUECKY
KpUBOIIel (LepBMKaJIbHad OUCTOHMSA), TIIOCTHUHCYJIBTHYK CIaCcTUUYHOCTE,
llepebpalJiIbHEM IapaJjMy, pacCesaHHHM CKJIepOo3, I[IOBpexXIeHMe CIMHHOTO
MO3Ta NIV T'OJIOBHOTO Mo3Ta, pPaccTpoOMCTBO CTEPEOTUIINUECKOTO
OBVDKEHM S, CTEepeoTUIIMD, XOpewn CunmeHxawMma, CUHKUHES, IO 3 IHI
OMCKMHE3U, TUKM, CcHuHIOpoM TypeTTa M 0O0Jie3Hb BUIIBCOHA.

B  HEKOTOPHX  BOILUICMEHMAX  CIOCOO JleueHMd  [IaToJIOTUUeCKOM
MEIIEUHOM AaKTUBHOCTM, IIAaTOJIOTUUECKUX HENPOMSBBOJILHEIX IBWXEHUN WU
OBUTATeJIbHEIX paccTpoMCcTB BKJIOUAET BBeIeHMe OBBEKTY
TepalleBTUUeCKM 5OPeKTUBHOTO  KOJMUEeCTBa  OIMCaHHOTO B TaHHOM
OOKYMEHTEe COeaMHEeHMS WJIM eTro dapMalleBTHUUeCKM IpMeMIeMOo¥ COJIM,
coJIbBaTa MWMIM TIIPOJIEKAPCTBEHHOTO CpeIacTBa, TaK UYTOOH BJMATL Ha:
(1) CHMXEHME MeX-UHIMBUIYAJILHOW  BapualuuMy YPOBHeM B  ILJla3Me
COeIMHEHMSA MM eTro MeTabosmTa; (2) yBeJIMUeHME CpPelHeIlo YPOBHHA B
JjasMe CcOoeIVMHeHUMS WM CHMXEeHMe CpeOHero YPOBHA B ILJla3Me II0
MeHbIlel Mepe OIHOTO MeTaboJiMTa COoeOMHeHMS Ha eIMHMUIY ITO3H,; (3)
CHMXeHMEe MHIUMOMPOBaHMS U/MiIM MeTaboJiM3Ma II0 MeHLIleld Mepe OOHOM’
n30popMEl  LUTOXpoMa P450 wmMiIM MOHOaAMMHOKCHUIAZH Yy O00OBEeKTa; (4)
CHMXeHMe MeTaboJiM3Ma uUepe3 I[I0 MeHblley Mepe OOHY IIOJIMMOPdHO
BHPpaXeHHy M30bopMy uLuTOoxpoMa 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

Wi IIOABJIEHMA 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 ofoTraleHHBEM COelOMHEeHVEM.
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B HeKOTOPHX BOIJIOUEHUAX MeX-MHIOVWBUIyaJlbHas Bapralusia YPOBHeN
B IJIasMe COeIWMHEHUM, OINMCAHHEIX B HACTOSAMEM IOOKYMeHTe, WIM UX
MeTabOJIMTORB, YMeHbBIIaeTCHd; CpelHMe YPOBHM B ILJlasMe COeIOMHeHUd,
PACKPHTOTO B HacCToAleM IOKYMeHTe, YBEJIMUeHH,; CpPelOHUM YPOBEHbL 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 MeHBIlel Mepe, Ha OIHY IOJUMOPPHO-3KCIPEeCCUPOBAHHYIO
nzopopmy umurToxpomMa P450 ymeHbmaeTcd; 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 0OoJjiee UeM
npuMepHo Ha 50% O CpaBHEHMIO 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
MonoubUKalMii, CcHOeJIaHHHX Ha MX OCHOBe.

[IpuMepsl wu30hopM LUTOXpoMa P450 y oO0OBekTa MIEKONUTAKIelo
BKJIOUAT, HO He oT'paHMumBawnTcsa wuwmm, 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,
CYyP7B1, CYPBAI1l, CYP8B1, CYPI11Al, CYP11B1, CYPI11B2, CYP17, CYP19,
CYpP21, CYP24, CYP26A1, CYP26B1, CYP27A1, CYP27B1, CYP39, CYP46 m
CYP51.

[IpUMepH M30MEePOBR MOHOAMMHOKCHIA3H Yy O0O0BeKTa MIeKONMUTAaKIero

BKJIOUAKT, HO He or'paHuumpanTcd umm, MAOA m MAOB.
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MuTubrpoBaHre M3000pMH LMTOXpoMa P450 mamepsioT o MeTony Ko

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

351). VHrIHMOMpoBaHMe uU3000opMH MAOA wuM3MepHdKRT 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).

[IpyMepH HNOJIMMOPQHO—3KCIPECCUPOBAHHEX M30bpopM LMTOoXpoMa P450
y OOBeKTa MIeKOIUTAKIETIO BKJIKUAKT, HO HEe OI'PaHMUMBAKTCA UMM,
CYP2C8, CYP2C9, CYP2C19 m CYP2D6.

MeTabosmnueckue aKTUMBHOCTHU MUKPOCOM [IeYeHu, n3odpopm
unrToxpomMa P450 m m300OpPM MOHOAMMHOKCHUIOAZH M3MEpAKT Ccrocobamiu,
OIIMCaHHEIMKM B HaCTOAlleM HOOKYMEHTe.

[IpyMepH  VJIYUIIEHHHX pPe3YJIbTAaTOB I[I0 KOHTPOJIO pPacCTpOoMCcTBAa
U/ UM 10 YCTPaHeHMI pPacCTPOMCTBa WM YJIIYUNIeHHEEe KJIMHUUYECKUEe
50beKTE BKJIIOUAKT, HO He OI'paHMUMBAKTCH VMM :

b. yJyUlleHHEe ToKazaTelM YHUOMUMPOBAHHOW  MKAaJH  OLIeHKU
BoJsie3HM XaHTMHI'TOHa (UHDRS) ;

C. VJyUdlleHHHE IIoKa3aTeJM IMKaJBl OlleHKM ofmel MaKCHMaJlbHOM
xopen (TMC) UHDRS;

d. yJydlleHHHE IIoKa3aTeJIM IKaJIbE OLeHKM ofmelr OBUIaTeJIbHOM
akTuBHOCTHM (TMS) UHDRS;

e. VYJy4dlleHHHEe TIoKazaTeJM MKaJkl OlLEeHKM ofmero BIedaTJIeHUsA
IalMeHTa O IOMHaMMke cocTosHusa (PGIC);

f. yJydlleHHHE TOoKazaTeJM MKaJEl OlLleHKM KJIMHMUYEeCKOT'O OoOfmero
BIIeUaTJIeHUs O IOMHaMMKe cocTosHusa (CGIC);

g. VIyUlleHHEEe  I[IoKa3aTe M  YHUOUIMPOBAHHOM  MmMKAaJIH  OlLIeHKU
BoJsie3HM I[lapKMHCOHA, BKJUASA OILEHKY ION3apTPuM;

h. YIIydlne HHEE nokKa3aTeln MK aJIEL IaToJIOTUUYECKOT O

HEINPOMU3BOJBHOTO HOBWMXeHMsa (AIMS) ;

i. YVJIYUlleHHBe IIoKaszaTeJM IKaJIkl l'oeTila (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 TIOKa3aTeJlM MKaJlk OlleHKM paBHOBecusa Bbepra;

n. VYJYUIeHHBEE TIIOoKaszaTeJM mKaJH SF-36 oleHKM (QU3UUECKOTO
OYHKIMOHUPOBAHUA ;

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

P. TIOHWXEeHHHEe IoKaszaTeJM KOJyMOMMCKOM MKaJlkl Cepbe3HOCTH
CYMUIMOAJIbHEIX HaMepeHutn (C-SSRS);

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

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

S. TIIOHMXeHHBEe IloKaszaTeJlM IKaJkl OLEHKM COHJIMBOCTHU JSIBOpPTAa
(ESS) ;

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

u. MoHpeallbCKafd KOTHMUTHMBHasd olleHka (MOK) ;

V. YyJy4YlleHHEE I[OKaz3aTeJu MeJbckol r1JoBalibHOM WmKajlkl OleHKM
TOXEeCTM THMKOB (YGTSS), BkJIOUasa OLEHKY TSXKeCTM MOTOPHHEX TUKORB,
TIKECTM BOKaJIbHEIX THMKOB, YXYIOIleHMe TSxecTu 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 TypetrTta (TS-CGI);

Y. YJyUYIIeHHHE I[IO0Ka3aTeJIM OlLEeHKM ofmero BIedaTJIeHMA IIalMeHTa
O TaxecTu cuHOpoMa TypetrTta (TS-PGIS);

Z. OINpPOCHMK 2 OlleHKM »OeTCKOoM nenpeccuu (CDI-2, BepcumM s
poouTeJie M CaMOOTUEeTH) ;

aa. KonyMmMBuyickas mkKajla OlLEeHKM CepPbe3HOCTM CYMIMIAaJbHHX
HaMepeHuM cpermu nmeTen (C-SSRS);

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

cc. Cuagpom Xwuiusa ne Jla 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
KOTHUTUBHOM CyOMKAaJIH;

IIpuMepH  IOMATHOCTHUUECKMX  KOHEeUHHX  Touek  TIenaToOuiIrapHOM
byHKLINNK BKJIOUAT, HO He OTpaHUYMBAaTCA VIMI,
aJlaHMHaMMHOTpaHCchepasy («ALT»), CHBOPOTOUHYIO TJIyTaMaT-—
nMpyBaTTpaHCaMMHaszy («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 W O0eJIoOK KpoBM. I'enaToOMIMapHBHE KOHEUHHE  TOUKU
CPaBHMBAKTCA C YKa3aHHBEMM HOPMAaJIbLHEIMM YPOBHAMM, KakK yKasaHO B
«Diagnostic and Laboratory Test Reference», 4th edition, Mosby,
1999. DSTM aHaJM3HE I[IPOBOOATCHA aKKpPeIMTOBaAHHEMM JabopaTopuaMM B
COOTBETCTEMUM CO CTaHOAPTHHM IPOTOKOJIOM.

IlommMMo  TOTO, UTO OHM IIOJIe3HHEL IJIA JIeUeHMSI  UeJIOBEKa,
HeKOTOpHE COeIMHEHMS UM COCTAaBH, OINMCAHHBIE B HACTOAmMEeM IOKYMeHTe,
Takxe MOTYT OBTH IIOJIE3HH IJIS BeTEepPMHAPHOTO JIeUeHUS XUBOTHEIX—
KOMIIaHbLOHOB, PKB0TUUECKUX KB O THEIX u CeJIbCKOX03AMCTBEHHEIX
XMBOTHEIX, BKJIOUAS MIEKONIMUTAKIMX, I'PH3YHOB UM TOMY IIOHOOHEX. BoJee
IpennouTuTeJIbHEEe XKMBOTHHE BKJIOUAIT Jiomamel, codak UM KOIekK.

KoMBuHUpOBaHHAaS Tepanmsa

CoeIVHeHMa, OIMCAaHHHE B HaCTOSAMeM IOKYMeHTe, TakXe MOTYT
BHITE o0beOMHeHE  MJIM  MCIOJL30BaHEL B KOMOMHALMM C  OPYTUMM
areHTaMm, [10JIe 3HEIMMI opu JIeUeHUNn VMAT2-omnocpeloBaHHEX
paccTpoMcTB. WM, TOJIBKO B KauecTBe IIpuMepa, TepaleBTUUecKad
50PeKTUBHOCTL OIOHOTO M3 COeIMHEeHUH, ONMCAHHHX B  HaCTOAIeM
OOKYyMeHTe, MoXeT OHTL YyCuJIeHa IOyTeM BBeIeHMSa albibBaHTa (TO eCcThb
cam 1o cebe aIBIOBaHT MOXeT VMeThb TOJILKO MUHMMAaJILHOE
TepalleBTUUeCcKoe IperMymecTBoO, HO B coueTaHUm C IpyTrM
TepaleBTUUEeCKUM areHTOM o0mmm TepaleBTHUUeCcKas II0JIb3a IJIs
nalMeHTa IIOBHIMIAETCH) .

TakMe OpyITMe areHTH, albloBAHTH WIM 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 IOKyMeHTe. Korma coenuHeHUe,
PacKpETOe B HaCTOANleM NOKYMeHTe, MCIOJb3YyeTCsa OIOHOBPEMEeHHO C
OOHUM WJIM HEeCKOJIBKMMM OPpYyIUMMM JIeKapCTBEeHHEMM CpelcTBaMu, TO
MOXeT OBTE MCIOJb30BaHa OGapMalleBTHUUeCKad KOMIIO3MUMSA, cCcolepXallasa
Takye IOpyIMe JIeKapCTBEHHEE CpPenCcTBa B IOOIOJIHEHME K OIMCAHHOMY B
HacTodAmleM OOKYMeHTe COeOMHEHMIO, HO He 0043aTeJIbHO.

B HeKOTOPHX BOIUJIOWIEHMAX PaCKpPHTEE B HaCTOAIEM TOKYMeHTe
COeIMHEHMA MOTYT OBTE OOBeIMHEHH C OOHMM WM HeCKOJIbKUMU
openuecTBeHHMKaMM OOIlaMMHa, BKJKUYasg, O0e3 OI'paHMUeHUd YyKa3aHHBM,
JIEBOIOIY .

B HeKOTOPHX BOIUJIOWEHMAX PaCKpPHTEE B HaCTOAIlEM TOKYyMeHTe
COeIMHEHMA MOTYT OBTbE OOBEOMHEHH C OOHMM WM HeCKOJIbKUMU
VMHIMOMTOpaMm DOPA-mexapOOKCHUIIAZH, BKJIIOUA I, Bes OT'paHMYEeHNU A
YKa3aHHBM, KapOUIOoIly.

B HeKOTOPHX BOIUJIOWEHMAX PaCKpPHTEE B HaCTOAIEM TOKyMeHTe
COeIMHEHMA MOTYyT OBTbE OOBEIMHEHH C OIOHMM WM  HeCKOJIbKUMU
MHITUOUTOpaMM  KaTexXoJI-O-MeTuJITpaHchepa sk (COMT) , BKJIOUA L, tes
OTpaHM4YeHMs YKa3aHHHEM, SHTaKallOH M TOJIKAaIlOH.

B HeKOTOpPHX BOIUJIOWEHMAX PaCKpPHTHE B HACTOAIEM TOKYMeEHTE
COeIMHEHMA MOTYT OHTE OOBEeIMHEHH C OIOHMM MM  HeCKOJIbKUMU
aTOHMCTaMn peluenTopa nornaMmHEa, BKJIOUA A, tes OTpaHnU4YeHM s
YKasaHHEM, alloMOop®rH, OPOMOKPUIITMH, POIMHMPOJ U IIpaMUIIEeKCOJI.

B HeKOTOpPHX BOIUJIOUWEHUAX PaCKpPHTEE B HACTOMAIEM TOKYMeEHTe
COeIMHEHMA MOTYT OBTE OOBeIMHEHH C OIOHMM WM HeCKOJIbKUMU
HeVpo3amMMTHEMM aTeHTaMM, BKJouas, 0e3 oT'paHMUeHUS YKasaHHHM,
ceJleTeJIMH UM PWUJIY30JI.

B HeKOTOPHX BOILUJIOWEHUAX PaCKpPHTEE B HACTOAMEM TOKYMeHTe
COeIMHEHMA MOI'YT OHTE OOBeIMHEHH C OIOHMM WM HeCKOJIbKUMU
aHTaTOHMCTaMn NMDA, BKJIOUAS, Bes OT'paHUYeHUs YKas3aHHEM,
aMaHTUIOVH .

B HeKOTOPHX BOILJIOWIEHUAX PaCKpPHTEE B HACTOAMEM TOKYMeHTe
COeIMHEHMA MOI'YT OHTE OOBeIVMHEHH C OIOHMM WM HeCKOJIbKUMU
HeVpoJIenTUKaMu, BRJIOUAS, Bes OT'paHUYeHUs YKa3aHHEM,
XJIOPIIpPOMa3U1H, JIeBOMEIIpOMa3UH, npoMas3suH, alelpoMasuH,

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

OpPOMIIEPUIOI, OeHIepnunoJ, OpOoIepmuno, bJIyaHn30H, OKCUIIEPTHUH,
MOJIMHIOH, CEepPTUHOOJI, SUINIPa3ULOOH, GIIYTIEeHTUKCOJI, KJIOIIEHTUKCOJI,
XJIOPIOPOTUKCEH, TUOTUKCEH, LIYKJIOIEHTUKCOJ, OGIYCIOUPUIIEH, NOIUMMO3UI,
NeHQIIYyPUIoos, JIOKCAaIIMH, 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 OOBEIMHEHH C OOHMM MWMJIM  HEeCKOJIbKUMU
OeH3oOMAa3elIMHaM (KTPaHKBUIIM3ATOPE ), BKJOUad, 0e3 OIpaHUYeHUHd
YKasaHHBM, aJjirnpasoJjiaM, ammHasoJiaM, OpoMaszernam, kamMaszeram,
kjofazaM, KJOHas3elaM, KJoTHasellaM, KJoKcas3oJjaM, IOuaseraM, DSTUi-
Jodiaszenar, 5sCcTM30JaM, QiaymmaszenaM, QIyHMTpasernaM, rajiaselam,
KeTasoJyaM, Jiopaseriam, Menaseram, mnasoJjamM, HUTpasernamy,
HopIoasellaM, OKcas3ellaM, KJjopas3elnaT Kajuda, I[IMHaselnaM, IIpaselawm,
TodMzOoIaM, TpMaszsojyiaM, TeMasellaM M XJIOPOMa3elloKCUI.

B HeKOTOPHX BOIUJIOWEHMAX PACKPHTHE B HaACTOAleM OOKYMEHTe
COEeOMHEHNI MOTYT OBTH OOBeOIMHEHH C OJIaH3alMHOM MM IUMO3UIOM.

CoemuHeHUA, ONMCAHHEHE B HAaCTO4lleM OOKYMeHTe, MOI'yT TaKXe
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 TYUHEBIX KJIETOK;
KCaHTHMHE; AaHTaATOHUCTH JIEMKOTPUEHa; JiedeHUe TIIOKOKOPTUKOMIAMU ;
MeCTHHE WM OO0IMe aHEeCTEeTHKM; HEeCTEePOUIOHHE IPOTUBOBOCIAJIUTEILHEE
aredTH (HIIBII), TakMe Kak HalPOKCeH; aHTuDaKTepMaJIbHEE al'€HTH,
TaKue KakK AMOKCULUMJIIJIVH ; VHIMOUTOPEL TPAHCIOPTHOT'O Oelka
XOJIECTEPUHOBOTO s0uUpa (CETP), TaKue Kak aHaleTpnuod;
OIPOTUBOTPUOKOBEE AaT'€HTE, TakMe KaK M30KOHAa30JI; CpenCcTBa JeueHUA
cerncuca, TakMe KaK IOPOTPEKOIMH-CTEPpOMIOHEE CpencTBa, Takue Kak

I'MOPOKOPTMISOH,;, MeCTHEHE WJIIN oflre aHeCTeTUMKM, TaKue 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  OOpaTHOTO 3axBaTa
HOopalpeHalMHa-momnamMmuHa (NDRI), Tako¥ kak OyNpPONMOH; MWHIUOUTOPH
oBpaTHOTO 3axeaTa CepOTOHMHA-HOPAIMHepMHaA—NOolaM/Ha (SNDRI),
TakKMe KaK BeHJadpaKCHMH; MHIUOMTOPH MOHOAMMHOKCHIOASZH, TakKMe Kak
CeJIeTUJINH; runoTajaMmMueckrue  QoCOOJIUIIUIOR; MHTUOUTOPHE  QepMeHTa
IpeppaleHusa sHOoTeMH (ECE), Takme kak ©QochopaMUIOH; OIMOUIH,
TakKye KaK TpaMaloJl; AaHTATOHMUCTHE pPelLelToOpOoB TpoMOOKCaHa, TaKue
Kak udpeTpobaH; aKTUMBATOPH KaJIMEBHX KaHAaJIOB; 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) ;
aHTUTPOMOOUMTaPHEE aTr'eHTH, Takme Kak OJIOKaTOPEL GPIIb/IIIa

(HanpuMep, abiurcumad, »OTudmbatun m THupodmbaH), aHTATOHUCTH 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 oMalartpmuijaTr M @ IeMoIaTpuiarT;
MHTUOMTOPE HMG CoA-pelyKTa3H, TakMe KakK IIpakacTaTuH, JoBacTaTHUH,
aTopBacTaTMH, cuMBacTaTuH, NK-104 (Takxe M3BEeCTHHM KaK BacTaTHUH,
HMCBACTaATUH WJIM HucOacTaTuH) U 2Z2D-4522 (Takxe M3IBECTHHM Kak
po3yBacTaTuH VI aTaracTaTUH I BM3acTaTUH) ; MHTUOUTOPH
CKBaJIEH-CHHTEeTasH,; O(uOpaTHE,; CeKBECTPAaHTH XeJIUHEX KMUCJIOT, TaKue
KakK KBeCTpaH; HMallMH; aHTUMATEPOCKIIEPOTHUUECKMEe AaTleHTH, TaKue Kak
MHTUBUuTOPE ACAT; wumMHTUOMTOPE MTP; OJIOKATOPHE KaJIbLMEeBHX KaHAaJIoOB,
TakKMe Kak OeswjigaT aMJIOIOUIIMHAE; AKTUBATOPHE KaJIMEBHIX KaHAaJIOB;
albdpa-MyCKapMHOBHE aT'eHTH; 0OeTa-MyCKapMHOBEE AaTeHTH, TaKue Kak
KapBeOuJioJl M MeTOIPOJIOJI; aHTHaAPUTMUUEeCKHe aleHTH,; IUYpPeTUKH,
Takue Kak XJIOpTJIasum, TUOPOXUOPOTUABUL, baymMeTHMasunm,
TUOpObIyMeTHa 3L, OeHOpodiIyMeTHa 31U, MeTUJIXJIOPOTHAa 3L,

TpHXmMopoMeTrasnno, IIOJMTHMasnng, OeH30TJIA3UnD, STaKpMHOBaA KMCJIIOTa,
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TpUukprHadpeH, XJIOPTaJINIOOH, bypocemmm, My COJIMMUH, ByMeTaHUI,
TpUaMTEepPeH, aMUJIOPMI WM CIVMPOHOJIAKTOH; TPOMOOJMTUUYECKME AT'€HTH,
TaKMe KaK aKTHMBATOP TKAHEeBOTI'O Ila3MMHOTeHa (tPA), pexoMOMHAHTHEIM

tPA, CTPenNToOKMHAaZa, YPOKMHABa, IIPOYPOKMHAB3a WM aHM30UJIMPOBAHHEIM

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

WMHCYJIMHE, MeIJIMTUMHUIE (HalpuMep, peHNalJiMHUI), CYJbOOHMUIIMOUEBUHE
(HanlpuMep, IDJMUMenoupun, IInbypuI M ITJIMOU3UI), TUO3OJIUIVMHIMOHE
(HalpuMep, TpOoIVIMTa30H, PO3UINIMTA30H M IIMOIJVIMTA30H) U al'OHMCTEH
PPAR-TaMMa; AaHTaTOHMCTH MMHEPAJOKOPTUKOMUOHEIX PELelTOPOB, TaKue
KaK CIVPOHOJIAKTOH M SIJIEPEHOH; CpelcTBa CeKpeluy I'OpMOHa pocTa;
MHTUOUTOPLE aP2; MHITUOUTOPH OGocdommscTepassl, Takue KakK MHIUOUTOPEH
PDE III (HanopuMmep, ULUMJIOCTas30JI) M MHITUOMTOpPH PDE V (HanopuMmep,
cuiimeHadm, Tagajadni, BapoeHadwui) ; VHITMOUTOPEL feJika

TUPO3MHKIMHAa3El; IIPOTUMBOBOCIIaJIMTEJIEHEIE AaI'€HTEH, aHTMHpOﬂM@epaTMBHHe

areHTH, Takue KakK MeToTpekcaT, FK506 (Takpoaumyc, mnOporpad),
Mode T MUKOQeHOoJIATa; XUMMOTepalreBTUuUYeCcKue aTeHTH;
VMMYyHOOEeIpeCCaHTH; IPOTUBOPAKOBHE areHTH " LUMTOTOKCHUUECKHME

aTl'eHTEL (HaanMep, aJIKMJIMpyrmme aT'eHTHI, Tarme Kak XJIOPMeTHUH,
aﬂKMﬂcyﬂb®OHaTH, HMTPO3OMOUEBMHE, STVII€e HVIMVHEBL n TpMaBeHH);
aHTUMeTaboJIMTE, TakKMe KaK aHTal'OHUCTH @onaTa, IIYPVMHOBEE aHaJIOT'U
n IIMPUIOVMHOBEE aHaJIoT'; AHTUOMOTUKH, Tarme Kakr AHTPaUuVKJIIMHEL,
OJIe OMULIMHHI, MMTOMMIIVIH, OTJaKTVMHOMMIIVIH 17 ITIJIMKaMMIIVIH ; @epMeHTH,
TaKNe Kak L—acnapaPMHaga; MHPM@MTOpH Tpch®epa3H

@apHeBMﬂHpOTeMHa; T'OPMOHAaJIBEHEIE aTl'€HTE, TaKMe KaK IJIIOKOKOPTUMKOMIEI

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

rnauurakces, IOoleTaKkceJl MM BIOTUMIIOHH A-F; pacTmuTeJIEHEEe TIIPOOYKTEHL,
Tarue KakK aJIKaJIOMOEL BMWHKa, SHMHOHO@MHHOTOKCMHH n TaKCaHEIL; n
MHPM@MTOPH TOIIOM3OMEPA3E, MHPM@MTOpH HpeHMHHpTeMHTpch@epaSH; 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 wmIM pacTBOPUMMEM pelienTop TNF, TakuMe Kak »STaHeplenT,
panaMuiamHe M JIeQJIYHVMMMI; W WMHIMOMTOPH LIMKJIOOKCUIeHasw-2 (COX-2),
TakMe KaK LeJIeKOKCUD M podeKOKCHD; M pa3JIMUHEE al'eHTH, TaKMe Kak
ITUOPOKCUMOUEBMHE, npokapbasuH, MUTOTAaH, rekcaMeTUIJIMeJIaMUH,
COeIMHEHMA 30JI0Ta, KOOPAMHALMOHHEE KOMILUJIEKCH ILJIaTHHE, TaKue Kak
UMCIJIaTHH, caTpallJlaTMH M KapOOoIlJlaTUH.

TakuM oOpasoM, B IOPYI'OM acCIlleKTe HeKOTOPHEe  BOIUICWEHUI
ofecreuMBaT CIHOCODH JeueHusa VMAT2-0OHNOCPEeNOBaHHHX PacCCTPOMCTB, VY
00BEeKTa, HyXOawnmerocqa B TakKoOM  JIeUeHUH, BKJIIOYUA A BBeleHUe
YKas3aHHOMY OOBEKTYy KOJIMUeCTBa COEeOMHEHMA, PaCKPHTOI'O B HaCTOAlleM
OOKYMEHTE, 30PeKTUBHOTO 0JIA YMEHBIIEHU S  WJIU npeloTBpalleHM
YKa3aHHOTO pacCcTpoMcTBa Y o00bekKTa B KOMOMHALUMM C TIIO MeHbIeM
Mepe, OOHMM  IOOIOJIHUTEJIBHEIM aTleHTOM IJIA JIedeHMd  yKazaHHOTO
paccTpo¥cTRa. B CBA3aHHOM acIeKTe HEKOTOPEHE BOIUJICEHN A
oBecrneuuBanT TepalleBTUUECKMEe KOMIO3MLMM, CoIepXalue, 10 MeHBIeN
Mepe, OOHO COeOMHeHMe, PacCKpHTOe B HacTodlleM IOOKYyMeHTe, B
KOMOMHaALUMM C OIOHMM WMJIM HECKOJIbKMMM OOIIOJIHUTEJIBHEMM aleHTaMy IOJIA
JeueHrsa VMAT2-0IIoCpedOoBaHHHX PacCTPOWCTB.

Ofmye CHUHTeTUMUeCKMe MEeTOIH IIOJIYUYeHMS COoeIMHEeHUM

CoelMHEeHM A, PAaCKPHTHE B HaCTOAlleM IOKYMeHTe, MOI'yT OHTBb
IIOJIydeHH chnocofamy, M3BECTHHMMU CIelMaJMCTy B »OaHHOM o00JacTu U
ero pPYTHMHHHEMM  MOIOIMOMKALMAMA, /UM CHenyolVMY  IpollelypaMu,
aHaJIOTMUHBIMM  OIIMCaHHBEM B  US 20100130480 (IIYHKTH [0012] -
[0121]), US 20120003330 (myHrTer [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 BKJIOUEHE B HACTOAMUM IOKYMEHT, U
CCRUIKM, TIPUBEINEHHHE TaM, M MX OOBUYHHE MOOMOUKALIWN .

V30TONHEM BOIOPOX MOXeT OHTL BBeOeH B COeIOMHEeHMe, Kak

OIIMCaHO B HacCcToAIleM ITJOKYMeHTe, CHMHTeTHN4Ye CKVIMNA MeTOoOoaMI, B
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KOTOPHX MCIOJb3YTCA IeUTepUpPOBaHHEHE pealeHTH, I[IOCPEeICTBOM UeTO
CTeleHb BKJIOUEHMS 3apaHee olpelneyieHa; ¥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
HeNoCpPpeACTBEeHHO M KOHKPETHO BCTAaBJIEHH C I[IOMOMBI TPUTUNPUPOBAHHEX
WM OeVTepUMPOBAHHEX pPealeHTOB C M3BECTHHM M3O0TONHEM COIepXaHMeM,
MOTYT IaBaThb BHCOKYK I[IPeOCTaBJIEHHOCTL TPUTUS WM HOeUTepud, HO
MOTYT OHTH OT'pPaHMUeHH TpebyeMom xumMmel. C IOpyT'OM CTOPOHH, MEeTOIH
oOMeHa MOIYT IIPMBOOMTL K 0O0Jlee HM3KOMY BKJIOUEHNID TPUTUA WK
oenTepus, YacTO C paclpenelJIeHMeM M30TOoIla Ha MHOIMX YydacTKax
MOJIEKYJIBL .

B HEKOTOPHX BOIUJIOHMEHMSAX KOHKPETHHE IIPUMEPH COeIMHEeHUM IIO
HaCcToAlleMy n300peTeHND BKJIOYAKT COoeIVHEHNE, BHOpaHHOE ns3
IlepeuHsda, ONMCaHHOTO B IHaparpade [0122] US 20100130480 wu B
naparpadge [0163] US 20120003330, KOTOpPEE BKJIOUEHE B HacTodllee
OnMcaHMe IIOCPeICTBOM CCBUIKM.

VizMeHeHMs B MeTaboJIMUeCKMX CBOMCTBax in vitro HeKOTOPHX M3
coenMHeHMM, ONMCAHHHEX B HaCTOANEeM IOKYMeHTe, I[I0 CPpaBHEHUMI C UX
He oOoTalleHHHMM M30TOIHO aHajJioTaMy U clhocofaMmy OIpelelIEeHUS TaKUX
M3MeHeHUN, ONMCaHBEl B naparpade [0125] us 20100130480 u
naparpadax [0165]-[0185] - US 20120003330, KOTOpPHE BKJIOUEHHE B
HacTOAIMM OOKYMEHT IIyTeM CCHUJIKMU.

CocTaBE

CoelMHeHMA MOTI'yT OHTBH BKJIOUEHE B COCTaB MOJd I[IPMMEHEHUS B
cxeMax IOO3MPOBaHMA M Cclocofax, PaCKpPHTHX B HaCTOAlleM HOOKyMeHTe,
C TIOMOWmBK CHOCODOB, MB3BECTHHEIX B IaHHOM o0O0JlacTH, HaIpuMep, Kak
onvicaHo B US 2014/336386. IIpMMEPH 3TUX COCTABOB NPWBEIEHH HIIKE.

15 w™Mr dé-Terpa®eHz3a3MH ['aCTPO-2PO3UBHEM C  3aMeOJIeHHHM
BHICBODOXIOeHMeM (Majias TabjerTka) (Cocrar A). B Tabmmuue 1 HUxe
PACKPHTHE  3JIeMeHTH 1mjsa 350Mr  ofmeM MacCH TaCTpO—-3PO3UMBHOTO
TPaHyJMPOBaHHOTO cocTaBa TabjeTku, comepxamer 15 M (RR, SS) -
1,3,4,6,7,11b-rexkcarungpo-9, 10-ou (MeTokcru—-d3) —3— (2-MeTUJIIIPONINII) —
2H-0eH30 [a] XMHOJIM3UH-2—0H.

Tabamuua 1
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MaTepuall Mr/Tab %
de—TeTpabeHz3a3UH (MU3MeJIbUeHHLM ) 15,0 4,3
[TopooOK MaHHMUTA 185,14 53,0
MUKPOKPpUCTAJIJIMUEeCKasa LeJIJIoJIio3a 61,8 17,7
PVP K29/32 14,0 4,0
Tween 80 (IlogmcopbaT 80) 3,8 1,1
Mannogem® EZ (MaHHMT, BHCYIIEHHLI
PaCIBEUIMTEJIEHOM CYIIKOM) 31,5 9,0
POLYOX® N60K 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 (llommcopBaT 80) B I'paHyndTope C OOJBIMM yCUJIMEM CIOBUIA
M M3HaAdYaJIbHO CMellMBaJlX B CyxXOM BMIe C BEHCOKOM CKOPOCTBK
JIOIIAaCTHOM  MemaJIKkMu M M3MeJbuuTeJis B TedeHre 5 wMuHYT. Ilpu
CMEeMMBaHUM C BHCOKOM CKOPOCTBI JIOIIACTHOM MeWaJlKM UM  HU3KOM
CKOPOCTBI M3MeJIbUNTeNd, no0aBJIAIN OUMIIEHHYIO BOLOY K
lepeMellrBaklyMC g [IopomKam 0JIA TPaHyJIMPOBaHUA MaTepuasa.
JOmOJIHNUTEJIbHOE CMellMBaHMe U IToOaBJIeHMe BOOH C BECOKOM CKOPOCTBIO
JIONIaCTHOM MemaJIKM M BECOKOM CKOPOCTBI M3MEJILUMTEJIA IPOOOJIKaJIM OO
Tex II0Op, IIoka He OyIeT OOCTUTHYTa XeJlaeMBM pesyJbTaT I'PaHyJIaLuMr.
[IoJIydeHHEM TPaHyJIaAT OpoCeuBajM BO  BJIAXHOM COCTOSHMM, UTOOH
paz3pyllUThs JOOEE KPYIIHHE aIlJIOMepaTh, M STOT MaTeprall Lo0aBJIAIM B
CYNMJIKY C TICEBIOOXVXEHHBM CJIOeM M CYNIWJIM IIpY TeMriepaType 60 °C mo
OOCTIVKeHUS XKeJjlaeMOoT'o 3HaueHuMsa LOD (moTepM HOpU BHCYLMBAaHUN) .
BHICYIIEHHHY MaTepuall IIPpOoCeMBallM uYepes CHUTO C ceTkor #20 wmem, a
KPYIIHEM MaTepuaj MW3MeJbyaJM OO pas3Mepa dYacTull, MeHee 20 Mem.
BHICYMeHHEM ¥ OTOOpPaHHEM IO pa3Mepy MaTepuall OoOBeIuHSAIM C
PACIHJIEHHEIM MaHHMTOM U POLYOX® N60K B muddysmMoHHOM MHKCcepe (V-
Blender), TIne OH CMemMBaJICA B TedeHMe 15 MmMHyT. CTeapaT MaTl'HUA
3aTeM IpolyckaJlu uyepe3 cuTo 30 Mem M »Jo0aBJIAIM K CMEIIaHHOMY
MaTepually B V-Blender. ComepxumMoe 3aTeM I[JIaCTUOUUPOBAJIMU B
TeueHMe 3 MMHYT M BHIPyXalM IJS KOMIpeccum TabjeTkKu. VCIoJb3ysAa
POTOPHEM TabJIeTOUHEM IpeccC, CHaOXeHHBEM [OyaHCOHaMM U MaTpHullaMu
xeJjlaeMoM QOPMH M pasMmepa, MJIacTUOMLUMPOBAHHYK CMeChb MIPeCcCCOBaliM B
Ta®JeTKM C TeopeTHUUecKoM Maccoum 350 mr.

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

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

TPaHyJMPOBaAHHOTO cCocTaBa obmer Maccom 350 MT, conepxamen 7,5 MDD

do-TerTpabeHa3mnHa. TOT Xe IIpollecc, 4YTO omnmcaH B IllpuMmepe 1.

Tabmuua 2
MaTepuall Mr/Ta6 (%
de- TeTpabeH3a3MH (M3MeJIbUeHHHN) 7,5 2,1
[lopOoWOK MaHHUTA 191,0 54,06
MUKPOKPpHUCTAJIJIMUECKAad LeJIJIoJjIio3a 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 (OoJspmasa TabjeTka) (CocTtar B). B Tabauue 3 HMXe
PACKPHTE  BJIEeMeHTH TabJeTKM TacCTPOPEeTeHTUMBHOTO CoOocTaBa ofmen
MaCCEHI 700 MT, comepxalen 15 MT d6-TeTpadeHa3nHa .
TacTpopeTeHTHURBHAS TabJjeTKa npencraBJgeT cobom YIJIVHEHHYIO

KarcyJy, HUMellyl pasMepd OpubimsauresbHo 0, 7087 moMMma [0 OJMHE Ha

0,3071 gpo¥iMa [0 MUPUMHE, C OKPYTIJIEIMM KOHLAMM C ITUIYyOMHOM UYallkM

0,0540 morMa Ha KaXIOoW MNPOTHBOIIOJIOXHOM CTOPOHE.

Tabiauua 3
MaTepual M/ Tab %
d . TeTpabeHza3uH (M3MeJIbLUEHHLM) 15,0 2,1
[TOpOoIOK MaHHMTA 357,5 51,1
MUKPOKPpUCTAJJIMUECKAaI LeJIJIJIo3a 119,0 17,0
PVP K29/32 26,0 3,7
Tween 80 (IlommcopbaT 80) 7,5 1,1
Mannogem EZ (MaHHMT, BHCYIIEHHBI
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
Tabauile 4 HWKe PAaACKPHTH 3JIEMeHTH TabOJIeTKM TaCTPOPRPETEHTUBHOTO
cocTaBa o6men Macce 700 wMr, comepxamen 7,5 Mr dé-TeTpabeHasuHa.
TlacTpopeTeHTUBHA A TabjleTKa IpencTaBJIAET cobomn YIJIMHEHHYO
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KarcyJsy, WVMeomyln pas3Meps OpuMepHo 0,7087 moMMa OO IOJMHe Ha
0,3071 moMMa IO WMPMHE, C 3aKpyTJIeHHHMM KOHLaAMM C TJIYOMHOM UYallkU
0,0540 moliMa. Ha KaXIoy IPOTHMBOIIOJOXHOM CcTOopoHe. ToT Xe IIpolecc,
uTOo omnmcaH B llpuMepe 1. Ho TeopeTnuyeckas Macca CXaTUSa COCTAaBJIAET

700 MT.

Tabauua 4
MaTepuan Mr/Tab |%
d ¢~ TeTpabeH3a3MH (MU3MeJIbUEeHHHM) 7,5 1,1
[lopOolOK MaHHUTA 363,0 51,9
MUKPOKPpHUCTAJIJIMUEeCKasa LeJIJIojio3a 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 d6é-TeTpabeHasVHa HeMeIJIeHHOT'O BECBOOOXIEHU.
B Tabuauue 5 HMXe PACKPHTHE DJIEMEHTH  TabJIeTKM HeMeIJIeHHOI'O

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

TeTpabeHasuHa.
Tabmuua 5

MaTepual M/ Tab (%
d . TerTpabeHza3z3uH (M3MeJIbUEHHHM) 6,0 4,8
[TOpOoIOK MaHHMTAa 75,0 60,0
MUKPOKPpUCTAJJIMUECKAaS LeJIJIJIo3a 25,0 20,0
[JIMKOJIAT HaTpMd KpaxMmala 2,5 2,0
PVP K29/32 6,0 4,8
Tween 80 (IlonmcopbaTt 80) 1,0 0,8
Mannogem® EZ (MaHHMT, BHCYIIEHHLI
PAaCIBUIMTEJILHOM CYIIKOM) 5,8 4,60
[JIMKOJIAT HaTpMa Kpaxmaa 2,5 2,0
CTeapaT Mal'HUA 1,2 1,0
NTOrOBHE @ 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 (Ilogmcopbar 80) B TI'paHyJgSTope
C BHCOKMM YCUIIMEM CHOBMI'a U MCXOHOHO CMellMBaJiM B CYXOM BHUIOe C
BEHICOKOM’ CKOPOCTBI  JIONACTHOM  MemaJKu U BHICOKOM CKOPOCTEBK
WU3MEeJIbUMTEeNIA B TedeHMe 5 MuHYT. IlpM CMemMBaHMM C  BEICOKOM

CKOPOCTE JIOIIaCTHOM MellaJIKM n HU3KOM CKOPOCTER MsMeJIbYeHNAg,
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OUMIIEHHYID  BOLY  OODaBJIAJIMU K I[epeMellBanlMC g nopomkamMm  OJig
TPaHyJIMPOBaHKUA MaTepMalsia. HONOJHUTEJIEHOE CMellMBaHMe U noOaBJIeHUE
BOOH C BEICOKOM CKOPOCTBK JIONAaCTHOM MeMaJIKM ¥ BHCOKOM CKOPOCTEIO
M3MeJIbUUTeJIA [IpOonooJrKajiM OO TexX IIop, I[IoKa He 0OyOoeT OOCTUIHYTa
XeJlaeMBEIM pelyJbTaT TpPaHyJaasuuMu. I[IoJIYUeHHBEM TPpaHyJIaT OpoceuBaJlM BO
BJIAXHOM BHMIOe, UTOOH paspyllUMTh JIOOHE KPYIHHE aTlJIOMepaThs, W HSTOT
MaTepMraJsl OODAaBJIAJM B CYIMUJIKY C IICEBIOOOXMKEHHEM CJIOEM W CYIIWUIINU
opu TeMmnepartype 60 °C Do IocTuxeHMsa XxejaeMou LOD (moTepu IIpu
BHICYIIMBAHUM) . BHCYIMEeHHHM MaTepMualJl NpoCeMBaJiM uUepe3 CUTO C CeTKOM
#20 wMem, a KpPYIOHHM MaTepuall M3MeJbUalM OO pa3Mepa UYacTHUll, MeHee
20 Mem. BHCYMEHHHM M OTOOPaHHHM I[I0 pasMepy MaTepuall OOBEeIUHAJU C
BHICYIIEHHHM pPaclbUIeHMeM MaHHUMTOM UM HaTPUM KpaxMalJl TJIMKOJISTOM.

Bo BCex ONMCaHHHX B IaHHOM INOKYMEHTe Cclocofax UM KOMIIO3ULMAX
C MCIIOJIb30BaHMeM OeyTeTpabeHasuHa neyTeTpabeHasMH MOXHO BBOOUTH
WM BRJIOUATL B COCTaB B BUIe UYacTM dGapMalleBTUUECKOM KOMIIO3ULIUN,
Kak omnmcaHo B Tabamuax 1-5 BoIue.

KimEnueCckMe MUCHOBITAHUA M pe3yJibTaTH

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 [ITaTax ¥ KaHale B COTpyIHMUeCTBe C lccieOoBaTeJbCKOM
Tpynno XaHTMHITOHA.

[lnmaH mccienoBaHUA

06wekTOB B First-HD mnomBepralu JedeHMid »OeyTeTpadeHasMHOM
iy mnjaanedo, HauMHad C 6 MI' OOMH pa3 B OeHb U TUTPYS eXeHeOeJIbHO
no mos 24 MI' @OBa pa3a B HOeHb (obmad cyTouHasd noz3a 48 MI' B
CyTKHM) . B obmel cioxHocTu 90 oBwmexkToB (o 45 B Kaxmou TIpyIIe)
OBLIIN BKJIIOUEHE B OLIEeHKY B TeueHre 13 Henelb . OOBEeKTH
VHIVBUOYAJBLHO TUTPOBAJM HOO3H OO OITMMAJILHOM IO3H B TeueHUue
nepuoma OO BOCBMM HemeJlb, I[IOoJydalsM [IOOOEPXMBAKIIYID TepalMun B
OINITUMAJILHOM HOO03e B TeueHMe UeTHpex HeOdejJb ¥ ObBJIM CHATH C

mnccilegyeMoIro IipellapaTa Ha nocjienHel HeneJjle MCIHTAHUA.



104

PacrnpenesieHue ODBEKTOR u OeMoTpapuueckrue u MCXOIOHEE
XapaKTepUCTUKN

V3 90 paHOOMUBMPOBAHHEIX OOBEKTOBR 87 3aBepllJiM MCCJeDOBaHMeE.
VccraenyeMasa MHOoNyJasaluuMsa ObJla TUIOMYHOM 1OJIS OOBEKTOB C XOopeewu,
CBA3aHHOM ¢ HD. Ha HadaJIbHOM DTalle CpPeOHMM BO3pacT OOBEeKTOB
cocTarJasasa 53,7 roma. BOJBIMMHCTBO OOLEeKTOB ObBUIM OejeMM (92,2%) u
MyXurHamu (55, 6%). CpemHad pmimHa T1noBTopa CAG cpelu OOBEKTOB
INOmyJIALMM cocTaBJabda 43,9. Ha MCXOOHOM YPOBHe CpelIHMM IIoka3aTeJlb
nmo mkajie TMC cocTaBaa 12,7 BO BceM NONyJSLUMM (OMamnasz3oH 8-19,5).

KoHeuHEIEe TOUKM MCCIelOBaHMA U U3MepeHUHd

[IepBMYUHOM KOHEUHOM TOUKOM D2QOeKTMBHOCTM MCCJIeIOBaHMSA OBJIO
V3MeHeHMe OTHOCUTEJILHO MCXOOHOTO YPOBHSA oo OO OepPXMBawIen
Tepaluu (cpenHee 3HauveHul Hemenu 9 m Hemesm 12) 1o mkajie OLIeHKU
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 TerTpabeHasmuH B 2008 romy (NDA 21894).

Ilkajla OlLleHKM oOfmel OBUTAaTeJIbHOM akTuBHOCTM (TMS) UHDRS Obula
ompenejyieHa B KauecTBe OOIIOJIHUT eJILHOM KOHEUHOM TOUKM
sppexrTUBHOCTM B First-HD. TMS olLeHMBaeT BCe MOTOPHHE OCOOEHHOCTU
HD, BKJIOUA A IPM3HaKM, OTHOCAMMECHS K  XapaKTEepPHHEM  MOTOPHEM
aHOMaJIMaM, OTJIMUHEIM OT XOpeMr, TaKMM KaK »IOMCTOHMA, TIIOXOIKa,
INapKMHCOHM3M M IIOCTypallbHad HeCcTabMJIbHOCTE.

KimmMHMUeCcKy® 3BHAUMMOCTE WM3MeHeHMSa B IIoka3aTejyie TMC olleHMBaJIM
C IIOMOMBI UYETHPEX IMIPelBapUTEJILHO OIlpele]JIEHHEX BTOPUUYHBIX KOHEUHEHX
TOUeK, KOTOPHE OIEHMBAJIM WM3MEeHEeHMS OTHOCUTEJIBHO MCXOIHOTO YPOBHS
0O KOHUa JieueHMsa (Henmesya 12). 5TM BTOPUYHEE KOHEUHEHE TOUKM OBIU
[IPOTECTUPOBAHE MepapXUUeCKN :

1.50pekTMBHOCTEL JIEUEHMSA, OCHOBaHHad Ha of0meM BIedaTJIeHUU
naliMeHTa O IMHaMMke cocTodgHma (PGIC);

2.900eKTMBHOCTE JedeHMs, OCHOBaHHasg Ha KJIMHUUECKOM OOIMeM
BIIeUATJIEHMM O IOMHaMMKe cocTogHmsa (CGIC);

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

PGIC m CGIC mpencTaBJIgT COOOM BOIPOCHUKM C OIHMM IIYHKTOM,
B KOTOPHX IMIpOoCAT OOBEKT M MCCJemoBaTesisd, COOTBETCTBEHHO, OLEHUTH

ofbmre cuMITOMEL HD oOBLekTa B OllpeneJIeHHEe BUMINVTE IIOCJIE Haudaljla

Tepaluu. B ofeux oOlleHKax MCIOJIE3YeTCd mKaJa Jlukepra wmu3 7
IIYHKTOB, C OILEHKOM OTBETOB OT OUeHb CHMJIBHOTO YyXyOmeHMs (-3) ©Oo
OUeHb CWMJIBHOTO VYJIIYUIIEeHUSA (+3) 1mjag oueHKuM ofmero oTeBeTa Ha

TepalMp. [lallMeHTOB M KJIMHMIMCTOB ClpallMBajiM: «UTO KacaeTcCsda Ballux
(M obwekTa) OOMMX CUMMITOMOB ©OO0JIe3HM 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
OIpelelialiM KaK OLeHKY CUJIBHOTO VYJIYUIleHMS WM OUeHb CUJIIBHOTO
yJydmeHusa Ha Hegmejie 12. CyOBekTH, KOTOPHE He MMeJM OTBeTa Ha
HepmeJie 12, cumMTalMCh HeyladuaMM JIeUeHMUS.

Taxkxe HabJonaian HexeJlaTeJIbHEle ABJIEHUA (AE) u 17D:4
IoTeHUMaJlbHasgd CBS3b C JeueHueM. KaTeropum AE o0coBoro BHUMaHUA
BKJIOUAJIM Te, KOTOPEEe, KaK WM3BECTHO, CBS3aHE C MCIIOJIbL30BaHUEM
TeTpabeHasMHa .

[lcuxmaTpUdecKue paccTpoicTBa: feccoHHUIIA,
menpeccusa/Bo30yKIeHHad HelNpeccus, HapylleHrMe CcHa, BO30YXKIeHUe,
BeclokoMCTBO, CyMUMIOAJEHEE MBICJIV, KOMITYJIbCUMH, VIMITYJIE CMBHOE
[IOBeIdeHre M pacCcTpoMCTBa CHa;

PaccTpoMcTBa HEPBHOW CUCTEMBI: COHJMBOCTL, TOJIOBOKPYXeHUEe,
akaTu3ug/0OeClIOKOMCTBO, KOTHUTUBHEHE pPacCTPOMCTBa, CJOHOTeueHUEe,
OMCKMHEe3MsA, MUITPeHb, TOJIOBHasA OO0Jb, I[IOTEepPSA CO3HaAHUA M CHHKOIIE
(oBbMOpOK) ;

ObmuMe pacCcTPOMCTBA: pPa3IpPaXuUTeJIbHOCTL, YCTaJIoOCTh, HapylleHHue
MOXOonOKM, ©OO0JIb B I'PYIM U MOXMeJIbe; U

XelyOoouHO-KMIIeUHHE PacCCTpoOMCcTBa: OMapesa, CYyXOoCTb BO PTY,
3ariopH, TOmMHOTa, ©OO0Jb B XMBOTE, -IOUCIENCUSA, UYaCTHEe HapyleHuS
KUIIEUHUKa, XeJJyIOUHO-KUIeUHEe OO0JIM, pBOTa, Iucharmsa, METEOPU3M U
TUIIEePCEKPEela CJIOHEH .

B pomnoJsiHeHMe kK oTueTaM AE, OILIeHOUHEE MKaJkl MCIOJb30BaM 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
rJoTaHusga (SDQ), YHMOUMUMPOBAHHYK IIKaJly OlleHkM O0oJie3HM I[lapkKMHCOHAa
(IyHKT OU3apTPUN) (UPDRS [muzapTpuAal), Wmkajla akaTu3MM bapHca
(BARS) M mKajla COHJMBOCTU 3IBOpPTa (ESS). Kpome TOTO, IIpHU
KJIOUEeBEIX BU3MTax HOpoBomouim UHDRS, KOTOpoOe BKJOUaeT B ceb4A
KOTHUTUBHEE, I[IOBelNeHUeCKMe M QYHKUMOHAJIBHEE IIoKasaTelu.

BonpocHUK 1o HapyleHMO TJIOTaHMA (SDQ) MCIIOJIL30BAaJICA
NIPOCIIEKTUBHO oJisa OLIeHKU HapylleHU TJIOTaHUA BO BpeMs
UCCJIeOoBaHusa, IIOCKOJIbBKY mOucoarms ABJageTcs ofbmel npobjemMor vy
nauvMeHTor ¢ HD. BSTa ouleHka u3 15 NOyHKTOB ObBUla MHOOTBEPXIOEHaA VY
nauueHToB C 0OoJie3Hb [lapKMHCOHa M, Kak OBUIO IIOKa3aHO, 4ABJIAeTCH
UYBCTBUTEJIBHEIM WM TOUHEM MHCTPYMEHTOM OJIS BHABJIEHUA IIallMEeHTOB C
HapymeHVAMM TJIOTAaHMS, BO3HMKAKIMVMKY M3-3a PAa3HHX D2THOJIOTHM. SDQ
PEKOMEeHIOBaH BJieMeHTaMu Of0mMMX OaHHBEX HalMOHAaJIbHOTO MHCTUTYTa
HEeBPOJIOTUUECKHUX PAaCCTPOMCTB ¥ MHCYJIbBTa OJS OLEHKM HapylleHUs
TJIOTaHua InOpu 06oJie3HM [lapKMHCOHAa, M, CJedoBaTeJIbHO, OH TaKxXe
MMeeT OTHOIleHMe K TIalueHTaM ¢ HD, T[TOCKOJIBKY OHM MOTYT MMETH
OpaIVKMHESVKD W JOPpyI'Me CHUMIITOMB [NIapKMHCOHM3Ma Kak 4YacThb UX
OoJIe3HN .

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

PesyJibTaThE

CpenmHad IOo3a B KOHIE Iepuola JIedeHusa cocTaBiasiaa 39,7 Mr (SD
9,3 MmMr, mmuamnaszsoH 12-48 wMr) B rpynne JeyTerpabeHazmHa M 43,3 MDD
(7,6 M, 1omanaszoH 12-48 wMr) B TIpyhlne maauebo. CpenHdas IJo3a OJIA
10 oBwexkTOoB TIpylne JeyTeTpabeHa3rHa C HapymeHHOW oQyHKUMelr CYP2D6
(mnoxme  MeTaboJM3aTOPHE MM  CUJIBHHE  JIEKAPCTBEHHHE CpeIncTrBa,
nHTMbupylome CYP2D6) cocrTaBagaya 34,8 Mmr (3,8 Mr, omamnazoH 30-42
MI) . OBmui ypoBeHb cobjmomeHus cocTaBui 94,1% u 95,1% njaa Tpyin
mnalnedbo u HeyTeTpabeHasVHa, COOTBETCTBEHHO.

JleueHMe ODeyTeTpabeHas3sMHOM IIPUBOLOUIIO K VITY Ul e HUK BCeX
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KOHEeUHHX TOUeK ¥ YMEHBIEeHMI UYaCTOTH HeXeJlaTeJIbHEIX ABJIeHUM. B
IIpMBEOEeHHEX HXe pesyJbsTarTax DTBZ=lleyTeTpabeHa3uH,
CI=HOBepUTEJbHEN MHTepBall (Ha OCHOBE t-pacrnpenesyieHnsa) ;
SD=cTaHmapTHOe OTKJIOHEHMe; MeTOL HaMMeHbIIMX KBaIpaToB U p-
BeJIMUMHa ObBUIM I[IOJIYUEeHH M3 OBYXCTOPOHHEI'O TecTa 50dexkTa JieueHUSI U
aHalM3a KOBapMalMOHHOM MOIeJIM CO CPOKOM JiedeHMs U 0Oa30BEM
nokasaTeJyieM B BMIe KoBapuara.

Iikajia ofmeM MaKCHUMaJIbLHOM  OlLeHKM XOpeu (TMC) . Jleuenme
HeyTeTpabeHasMHOM IIPMBOOMIIO K YCTOMUYNBOMY YIIy4le HU©
MaKCHMMaJILHOT'O IlokaszaTejyda xopeu. IllokazaTesbs TMC B HaHHBM MOMEHT
BpeMeHU onpenejydgeTcd nus IIYHKTa 12 UHDRS. 3MeHeHMe ™C
IpeIcTaBJigeT COOOM pas3HMuIy MeXIy 3HaueHUAMM MCXOIHOTO YPOBHA U
nonnepXuBawmey Tepaluu. JMCXOIHOEe 3HaueHMe — BTO CpelHee 3HaUYeHUM
ckpuHMHTa M OHga 0, a 3BHaueHMe IHOoOIepXMBaKIel TepaluM - CpelHee
3HaueHue Hemenmu 9 u Hemenm 12. [Jd I[IepBMUYHOM KOHEUHOM TOUKU
OOBEKTH, nojgyuasmme [JeyTeTpa®eHasuH, oocTurangrM SHaUYUTEJIBEHOTO
CHWXeHMS Ha 2,5 eIVMHMUH IO NHokazaTes TMS OTHOCUTEJIBHO MCXOIOHOTO
YPOBHSA @O TIOoOOepXuBallel Tepaluy II0 CpPaBHeHMIO C IJlauebo (p
<0,0001). O5TO CHMXeHME MAKCHUMAJILHOM Xopeu IMIpelcTaBJIajio cobom

CHWXeHMe Ha 21 I[OpOLeHTHHX IIYHKTOB IIO CpaBHeHMIO C ILIauebo (p

<0,0001). ODeyTeTpabeHasmH (DTBZ) BBOIOWJIN B KOoJIMUeCcTBe,
cocTaBJAKIEM OIPpUOIM3UTEJBEHO TIOJIOBUHY CYTOUHOM OO 3E
TeTpabeHasMHa. TakuMm oBpa3oM, 520PeKTUMBHOCTE JeyTeTpabeHasMHa

OOCTUT AN M IPYMMEPHO NPpM TOJIOBMHE CYTOUHOM HO3H TeTpabeHa3MHa.
Tabmuua 6 lIkaja OueHku O00mel MaKcHUMaJlIbHOM XOopeu - M3MeHeHUe

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

VizMeHeHMe o0f0mero

MaKCHMaJILHOTO Pas3HOCTE MeXxIOy

IoKa3aTeJId XOpeu CpeIHVMA

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

ABcoJioTHOE M3MeHeHMe Oo0mero MaKCHMMaJILHOTO IIoKazaTesId XOpewu
(KOHEeUHas TOouKa [NePBUYHOM 2DOeKTUBHOCTMN)

CpenHee -4,4 (3,0) -1,9 (2,7) -2,5 (-3,7, -1,3)
3HaueHue

HaVMeHbIIMX

KBampaToB (SD)

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

[IpoLleHTHOEe M3MeHeHMe OfWel'0 MaKCHMMaJIbHOT'O IIoka3aTelJid XOpeu
(DomoJIHMTEeJIbHaAad KOHeUHas ToukKa 20dekTMBHOCTU) (%)
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CpenHee =37 (25,7) -16 (19,6) -21 (-30,5, -11,1)
3HaueHue

HaVMeHbIMX

KBampaToB (SD)

pP-3HaueHNe - -- <0, 0001

Ikajia OueHky OOmeM »OBMUI'ATEJILHOM aKTUMBHOCTU (TMS) . Kpowme
TOTO, HabJnIanm CTaTUCTUUECKU 3HaUMMoOe YVIIyUlleH1 e ™S,
cocTaBJjdgpmee 4 eOuMHUIE, I[IO0 CpaBHeHu© C Iauedto. ToT dakT, UYUTO
yaydmesHue TMS O6vuio Oo0JIblle [0 BEJMUMHE, UYeM VYJIYUIleHMe OLEeHKU II0
mraje TMS ( - 2,5 eIMHMUH), CBUIETEJLCTBYeT O IIOJIb3e JieueHUd
OeyTeTpabeHas3MHOM OPYI'MX MOTOPHEX CHMMITOMOB HD B HOONOJIHEHME K
CHUWXEHM IO Xopeu. BoJjbllag dYacTb 5BTOIO VYJyudlleHMd OblJla BH3BaHa
YIIyUlleHMeM XOpeMu, HO OlleHka ofmelr MaKCUMMaJIbHOM OMUCTOHMM TakKXxe
3TOMY CIHOCOOCTBOBRAaJa, IIPM MCHOJb30BaHUM [JleyTeTpabeHasmHa Ha 0,9
(SE 0,24) mnOyHKTOB IO CpaBHeHM c Iaueto 0,1 (SE 0,32) nyHKTa
(p=0,02). OT MCXOOHOTO VYPOBHSA IO MIOoAIepXuBawmeyr Tepanuu TMC
YVIIYUIMIIOCH Ha 37% B rpynnax HeyTeTpabeHasuHa IPpOTUB 16%
yJydmeHusa B TIpylne 1mjaauedto (p <0,0001). WM3MeHeHUSI B OPYITHUX
MOTOPHEIX KOMIIOHeHTax UHDRS cCcymeCcTBEeHHO He pa3JiMualiMChk Mexny
TpymnaMmy JieueHmusd, BKJIOUAs OTCYTCTBME CYIEeCTBEeHHOV Pa3HMUIH B
M3MEeHEeHUAX B Cy0OmKaJle OlleHKM I[IapKMHCOHM3Ma (OLeHKM IIaJIbLeBOT0
TOINMHT-TeCcTa, npoHaluuu/cynruHalmm, PUTUMOHOCTH, OpaluKMHEe UM,
IIOXOOKM, TaHIeMHOM XOObOH M TecTa Ha YCTOMUMBOCTL IIPUM TOJIKAHUMA)
Mexny TpylnaMu IeyTeTpab®eHasMHa U IJalebo.

Tabimia 7: OueHka O0O0mel IBUIATEJILHOM aKTUBHOCTU - WM3MeHeHNe

OT MCXOIOHOIT'O YPOBHA IO HO,H,JIGp?KI/IBaIOH.[eIZ Tepallm

PasHoOCTE MexIy

CpeIHVMA
DTBZ [Inaunebo (DTBZ - mauebo) m

CTaTUCTHUKA (N=45) (N=45) 95% CI
CpenHee 3HauveHue -7,4 (6,3) -3,4 (5,5) -4,0 (-6,5, -1,5)
HaVMeHbIIMX
KBampaToB (SD)
pP-3HaueHUe -= -= 0,0023

OueHKa obmen IBUTATEeJILHOM AKTUBHOCTMN : CpaBHeHNE c

TerpabeHasmMHOM. HamnpoTus, B 12-HeleJIbHOM ILJIaleBO-KOHTPOJINPYEMOM
UccJenoBaHmMy OBJIO TPOOEMOHCTPUPOBAHO, UTO TeTpabeHa3MH YyJiydllaeT
OLleHKyYy Mo mKajie TMC UHDRS, HO JieueHue TeTpabeHa3MHOM He II0OKa3allo

CTAaTUCTUUECKM 3BHAUMMOTO VYJYUlleHMSa 10 mkaJe TMS (Huntington Study



109

Group, 2006). OTmM pes3ydabsTaTH OpeAnojiarawnT, UYTo TeTpabeHasuH
KOHTPOJMPYET XOpek, CBA3aHHy C HD, HO HalMEeHTH MOTYT WCIHTHBATH
BO3MOXHOE CHWXEHME MOTOPHOM dYHKLIUM, UTo KOMIIEHCHPYEeT
HabJoIaeMy®w IIOJIE3Y B OTHOIIEHUM XOPEU.

3akJIueHne . CJlegoBaTeJILHO, HDeyTeTpabeHasnH MOXeT
IpenCcTaBJIATE CcoOOOM MPeBOCXOIHHM BHOOP MOJS JeUeHMSa IOBUITaTeJIbHHX
paccTpoMcTE B UeJoM. CleayeT OTMeTUTL, UYTo J[leyTeTpad®eHasuH
nocturajg »0PeKTUBHOCTM I[IPUMEPHO IIPpM IIOJIOBMHE CYTOUHOM  IOS3H
TeTpabeHasMHa.

OBmee BIHeuUvaTJIeHMEe IIallMeHTOR O IMHaMuke cocTodaHusa (PGIC) wu
KJIMHUUeCKOe ofllee BIeUaTJieHMe O IOMHaMMKe cocTosHuga (CGIC). B
KOHLle Tepamuu 51% (23 wm3 45) DauMeHTOB, I[IOOBEPIUUXCH JIeUeHUO
ODeyTeTpabeHa3MHOM, I[IOUYBCTBOBAJIM CUJIBHOE YJIydlleHUe WM OUYeHb
CUJIBHOE YyJydlleHue Ha OcCHOBe PGIC, o cpaBHeHuo c 20% (9 m3 45)
nauMeHToOR B TIpyhlne 1miaanedto (p=0,002). AHaJOTMYHEE pPe3YJbTaTkH
OpUIM OOHaAPYXeHH JievamyMu BpadaMu, Tnoe 42% (19 mu3 45) naumMeHToB,
IIOOBEPIHYTHX JiedeHU JeyTeTpa®eHa3MHOM, OLeHMBAJIM KaK JOCTUTIINKE
>0bexkTa JeueHrMsa Ha ocHoBe CGIC 1o cpaBHeHuMiO Cc 13% (6 wm3 45)
IaluMeHTOB B TIpyhnne jaauebo (p=0,0022). 3TM pesyJbTaTH YKa3HBAT
Ha TO, UYTO OOBEKTH, I[IOIBEPIHYTHEe JeueHUn J[JleyTeTpabeHasMHOM,
VCIIEITaJIM KJIMHMYUECKM 3HauuMMyl II0JIb3Y OJIS CBOMX OOMMX CHMIITOMOB
HD, m wux Jlevamme BpauM TakXe MMeJIM BO3MOXHOCTE HabOJoOaTbk B3TY
IOJIL3Y .

YiydmeHMe DSTHUX OlleHOK Bpauel U IIalMeHTOB IeMOHCTPHPYEeT, UYTO
yiayulleHre, M3MepeHHoe ¢ 1nomomein TMC m TMS, TpaHCIMPpYyeTcd B
yIydlmeHre CHMMITOMOB HD u, KpoMe TOTO, IIOOTBEPXIAEeT KJIMHUUECKYIO
noJib3y lHeyTeTpabeHasMHa.

Tabauua 8: O90deKT JleueHMI B KOHIe Tepaluu, OIpelelJIeHHHBN C

noMmomesn PGIC m CGIC

PasHuila B IIpouneHTaXx

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

oflee BIIeUaTJIeHMe [NallMeHTa O IOMHAMMKE COCTOSAHUA: 5O0HeKT
JledeHrsa B KOHLe Tepalumn®

51 20 31 (12,4, 49,8)
pP—-3HaueHUe C -= -— 0,0020
oBllee KJMHUUECKOE BIleUaTJIEHME O IMHaAMMKE COCTOAHUA: 30deKT
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JIeUeHUS B KOHIle Tepanmm®
42 13 29 (11,4, 46,4)
pP-3HaueHUe C -— -— 0,0022

Mkaja SF-36 OleHKM OUM3UUECKOTO OQyHKIMOHUpOBaHuUA. IlIkaja SF-
36 OLEeHKM O(M3MUeCKOTO OQYHKUIMOHMPOBaHMSA OblJla BHEHOpaHa B KadecTBe
KJIOUEeBOM  BTOPMUHOM  KOHEUHOW  TOUKWU, IIOCKOJIEKY OHa  [ABJIAEeTCHA
CpeICTEOM OTUeTa [allMeHTa, KOTOopoe MCIOJB30BaJIOCkE BO MHOTUX
OOJI€ 3HEHHEIX COCTOAHUAX n OlLleHMBaeT OUBUUECKYIO AKTUBHOCTE,
OTHOCHAWYICA K [aliMeHTaM, XuBymmM ¢ HD. OueHka QUBMUECKOTO
GYHKUMOHMPOBAHMSA n3 10 IIYHKTOB 3anpammMeaeT MHOOPMALIAIO N
NalMeHTOBR B OTHOUWEHMM CaMOOOCIHYyXMBaHMA, TakKOoTo Kak KyllaHue,
omeBaHue, IHNOOBEM WM IIepeHOC IIPOOYyKTOB, IIOObeM Ha OIOUH WU
HEeCKOJIBKO JIECTHMUHEIX I[IPOJIETOB, HAKJIOHEHMEe, IIOJIOXeHMEe Ha KOJIEHAX,
xonbBa 100 sgpmor u 0OoJjilee M YyMepeHHas M 5SHepIMuHas aKTHMBHOCTE.
Bruio riokaszsaHo, UTo mKaJja SF-36 OLIeHKU dMUBMUEeCKOTO
GYHKUMOHUPOBAHUA U3MepAeT HapylleHMd, KOTOPHEEe MCIHTHBALT JIOOU,
xuBymme ¢ HD.

CpellHee M3MeHeHMe OT MCXOIOHOTO YPOBHSA IO Hemeiu 12 no mraje
SF-36 oOlleHKM @QU3NUeCcKOTo QYHKIMOHMPOBAHMSA IIPMBEIEeHO HWke, ITIe
ODBEKTH, IoJiydarume JHeyTeTpabeHasMH, IIPOOEMOHCTPUPOBAJIM CpelHee
yayumenue 0,74 y HalMeHTOB, I[IOOBEPTIHYTHX JIEUEHMID, II0 CPABHEHUI C
VCXOOHHEIM YPOBHEM, IIO CPaBHEHMID C YyXyIOmeHueM Ha 3,61 eIVHMI B
rpyne 1mjnaueto (pasHuua 4,3 enIuMHMUE) . Y HDaUMeHTOB C 0DojJiee
TAXEJION Xopeel Ha MCXOOHOM YpoBHe (TMC> MemOMaHb IIONYJIALUMM, WK
T™C> 12; n=49) [10JIbL 3a oT IDeyTeTpabeHasMHa B OTHOIIEHUN
dvsUUecKkoTO (QYVHKIMOHMPOBaHMA ObJla 0o0Jiee BHpPaXeHHOM, IIPpM CpelHeM
YIydmeHur Ha 7,1 eOIMHMUE IO CpaBHeHUB C ranedto (p=0,0075).

V3MeHeHMe OTHOCUTEJIBHO MCXOIHOTO YPOBHSA K Hemeje 12 110

mrajie SF-36 oleHKM (M3UUYeCKOTO OYHKUMOHMPOBAHMS II0KA3ajlo, YTOo VY

ODBEeKTOR, [IONBEPTHY THIX JIeueHM IO c MCIIOJIbE30BaHMeEM SD-809,
VIIYUIaJoCh dmusHUUecKoe OYHKUMOHMPOBAHUE T10 CPaBHEHUIO c
rauveHTaMM, roJlydaBUIIMMM  ILJIaliedfo (p=0,03) . AHaJn?3 SF-36 10

MCXOOHOM TAXeCTHM XOpeu TIokKasaj, dYTo SD-809 npuHOCHUT OOJblle
IOJIE3E OoBBekTaM C 0OoJiee TsaxeJon xopeer (p=0,0075). YumuTHBasg, 4YTO
Xopesd MOXeT TIIOMellaTk OCHOBHEM NBUT'aTeJIbHEIM HaBHKaM, I[IOXOOKe U

XonobBe, He 4BJIZeTCHS HEeOXMIaHHBM, UYTO OOBLeKTH C O0oJiee ocJadJieHHOM
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byHKILMeN nojJydyaT OOJIBIYI IIOJIB3Y OT STOM MEpPH.

YUUTHBASA 3HAUUTEJILHOE oTpUllaTeJIbHOE BJIMSHME XOopen Ha
KayeCcTBO KM3HU n dr3nueckoe OYHKIMOHMPOBAHME nalnmueHTa,
CTATUCTUUECKM 3HaAUMMOeEe YJIYUIIeHME OLIeHKM OOBeKTaMM MX CIOCOOHOCTHU
BHIIIOJIHATEL I[IOBCEOHEBHYID HeATeJIbHOCTL CHOCOOCTBYeT  KJIMHMUECKOM
noJyib3e leyTeTpabeHasMHa.

Tabmuua 9: IIkaja SF-36 OLeHKM OQOU3NUECKOTO (QYHKIMOHMPOBAHMA

- JVIsMeHeHMe OT MCXOIOHOI'O YPOBHA IO HeleJlrt 12

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

DTBZ [lnauedbo PasHOCTE MexIOy
(N=45) (N=45) cpenHuMm (DTBZ -
CTaTUCTHUKA mnauedo) m 95% CI
N 45 43
CpenHee 0,74 -3,061 4,34 (0,41, 8,27)
3HaUeHue (9,773) (9,669)
HaVMeHBINX
KBagpaToOBR (SD)
pP-3HaueHMe -= -- 0,0308
TecT paBHOBecud Bepra. BBT 1npencraBJigeT coBoy  OLEeHKY

paBHOBecHuAa M3 14 OYHKTOB, KOTOPYK MCIOJb30BaJM IJIS OLEHKM TOTO,
IIOBJIMAJIO JIM CHMXeHMe XOpeM Ha paBHOBecHe, IIOCKOJIBKY MHOTME
JleKapCTBeHHEE CpPencTBa, MCIIOJIbE3YEMEE B HacTodAlmee BpeMsa IOJIA
JedueHusa xXopeu, MOTYyT VYXYyIIMTE pPaBHOBecue. BBT oleHMBaJIM Kak
mokaszaTeJlb 0e30I0acHOCTM M KOHEeUHYyK TOukKy 5»0dekTMBHOCTHM. Kak
obobmeHo HMxe, JHeyTeTpabeHa3MH He VYXyOlaJl pPaBHOBeCHEe B KOHIE
JledeHuUsa, ¥ Ha CaMOM JeJle JaHHBEEe UMCJIEHHO OJIaTonpUATCTBOBAJIM
IeyTerpabeHasmMHy, XOTA VYJydlleHVMe He OBJIO CTaTUCTHUUYECKM 3HAUYVMBEM
(p=0,1415). KpoMe TOTO, He OBJIO CTATUCTUUECKM 3HAUMMOM pa3HUIIH
Mexny IHeyTeTpab®eHasmMHOM WM Iulallebo Ha BBT, HabaomaeMoM B XoIe
MCCIIeIOBaHUA .

Tabmuua 10: V3MeHeHMe IO IIKaJle OLIeHKM paBHOBeCHHA Bepra oT

VCXOOHOTO YPOBHHA IO Hemeau 12

MzsMeHeHMe rnokaszaTesigs BBT oT mMcXomHOTO
YPOBHA IO Henmeau 12

DTBZ [nauebo PasHoCTE MexIy
(N=45) (N=45) CpeIHVMU
(DTBZ - 1mJjaliedbo) u
CTaTUCTHUKA 95% CI

CpenHee 2,2 1,3 1,0 (=0,3, 2,3)
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3HaUEeHue (3,47) (4,04)
HaVMeHBIMX
KBampaToB (SD)
pP-3HaueHUe -= -— 0,1415
HexesaTesib HElE ABJIEHUA . HeyTeTpabeHasuH OBBUHO XOPOWO
nepeHocuM. OO0mMe TokKa3aTeJM HexeJlaTeJIbHHEX gBJeHuM  (AE) OBLIIN

OOVHAKOBHIMM MeXny TpyhnaMu J[JeyTeTpabeHa3mMHa U IJjaunedo, I[IpUUeM
(60%) OOBEKTOBR B KaXOoM TIpPYyIIe MUCIHTHBAJM II0 MeHbIley Mepe OIHO
AE. B wucclemoBaHMM He OBJIO CMepTeM. BrUl OIMH OOBEKT C OBYMS
cepbesHEMM AE (XOJeuucTUT U BO30YyXIeHHas Ielpeccud) B TpPYIIle
OeyTeTrpabeHasuHa, M OOMH OOBEKT C OIHMM cCcepbe3HeM AE (obocTpeHMe
XPOHNYUECKOV OOCTPYKTHMBHOM OoJie3HM JeTkux wuiam COPD) B TpyIIe
mianeto. ToT Xxe caMbli OOBEKT, MUCIHTHBAKIMUM CcepbesHble AE B I'pyIine
ODeyTeTrpabeHasuHa, Takke CooOmMMII O CYMUMIOAJIBHEIX MIOEAX, KOTOPHE He
CUMTaJIMCh Ccepbe3HeMM AE, ¥ BIOCJEeICTBMM BHIIEJI M3 MCCIeOOBaHUA
n3-3a AE B BHUIe BO30yXIOeHMdA. B Dpynne mwnauedbo oOIOMH OOBEKT
coofmajJl O CyMUMIOaJbHEX MIOedxX B  KOJYMOMMCKOM IIKaJle OLeHKM
CepbesHOCTHY CyMUIMIOAJbLHEX HaMepeHUM, U OIMH OOBeKT OTKasaJICad OT
MCCJIeoOoBaHMUA n3-3a AE B BUIE MepllaTeJbHOM APUTMUN .
IokaszaTeJECTBA Xopomen [IEPEHOCUMOCTHM  IOOIOJIHUTEJIBEHO BEISIBJIEHE
TaKMMM Ke TIIoKasaTeJiaMuy AE, KOTOpPHE IMIPUBOOAT K CHUXEHMIO IO3H,
NIpMOCTAaHOBKe IIpMeMa TO3E M K IIpeKpalleHuK IIpueMa. HaKoOHell,
TeHeTHuUeckuy crTaTtyc CYP2D6 He BJMAJI Ha JO3UPOBaHMEe B IaHHOM
MCCJIeIOBaHMM WM Ha [oka3zaTejau AE. Kak M OXMIOaJIoCh, «MeIJIeHHBIE»
MeTabon3aToOpPH, JHKUOO C IIOMOIEBK TEeHEeTUKM, JKMOO CONYTCTBYIIMUX
JIEKApCTBEHHEX CpPencTB, OO3UPOBaJIM Ha HECKOJBKO 00Jiee HU3KOM
YPOBHe M 0e3 IOONOJIHUTEJIBHEX AFE, DoOmepXuBasa OpelcTaBJIeHMEe O TOM,
uTo OO3UpOBaHME DeyTeTpabeHasmHa MOXeT pPeryImupoBaTsLCAd
KJIMHWUECKM, He IoJlarafdchb Ha OOPOTOoCTOodllee TeHOTUIIMPOBAaHUE.

Tabmuua 11: O030p HeXeJlaTeJIbHEX SABJIeHUM, BO3HUKAKMUX IIPU

JedyeHUNn
DTBZ Innauebo

(N=45 (N=45)

TUn coBHTUS n (%) n (%)

Jiobre BO3HMKaKmMMe Opu JedeHmn AE (TEAE) 27 (60,0) 27 (60,0)
JIoOble TICcUXMUecKHMe paccTporcTBa TEAE 8 (17,8) 8 (17,8)
JioOble HapylmeHMS HepBHOM cucTeMmbl TEAE 8 (17,8) 10 (22,2)
JIlobele cepbesHble TEAE 1 (2,2) 1 (2,2)
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Jiobeie TEAE, BO3HMKAKIMEe IPU YMEHLIIeHUU 3 (6,7) 3 (6,7)
OO3H

Jiobeie TEAE, BO3HUKAKIMEe IIPU 1 (2,2) 1 (2,2)
[IPMOCTAaHOBKE IIpMeMa OO3H

Jiobeie TEAE, KOTOpPHE MPUBEIM K BHBOOY M3 1 (2,2) 1 (2,2)
VCCJIeIOBaHUA

AHaJIOTMUHEEe TokKazaTeau AE HabmomaluM TakKXe Ccpelu CUCTEM
[ICUXUYECKMX ¥  HEPBHHX CUCTEeM OpTlaHu3Ma, KOTOPHE ABJIATCA
OCOOEHHO BaXHBEIMM [OJIA DallMeHTOB ¢ HD. Uucijo OOBEKTOB, COOOIAKIINX
06 AE B HEeKOTOPHX TIpyllax CBSA3aHHHX C IICUXMKOM OpPIaHOB HEPBHOM
CUCTEMEl, O KeJYOOUHO-KMUIIEUHEX M IPpyIMx OoO0mMX PpacCTpoMCcTBax,
npmeeneHo B Tabimie 12 HMXe. OTM CUCTEMH OpPITaHM3Ma BHIOEJAKTCSH,
[IOTOMY UYTO OHM BKJIOUaAKT B Ccebd MHOIME M3 OCHOBHHEX CHUMIITOMOB,
HabJiomaeMeIX Yy IHaumMeHTorB ¢ HD, a Takxe TaM HabJaogaonTciad dYacTee AR
IpM MCIOJIb30BaHMM TeTpabeHasmMHa. OOBEKTH, IIOOBEPITHYTHE JIeUeHU
ODeyTeTpabeHas3MHOM, nMeJin HU3KHKE rokaszaTesu OeCCOHHUILIHL,
oenpeccun, BecrokoMcTBa, BO30OYXIOeHWd, CyUUMOaJIbHEIX MEICJIEN,
axKaTuU3uM, Pas3mpaXUTeJIbHOCTM UM YyCTaJloCTM, W DTKM [oKa3zaTelin OBJIU
IIOXOXU wmiIm cJjabee, UYeM B CJydadax, HabOomaeMeHXx Yy O0OOBEKTOB,
noJiy4daBInx muanedo. BaxHo OTMETUTE, UTo B TpyIe
IDeyTeTpabeHasMHa He CoofmaljioCbk O IIapKMHCOHM3MEe WM »Oucoarmum.
HamboJiee pacrnpocTpaHeHHBEM AE, HaOJonaBIIVMC 9 B rpyIrine
IeyTerpabeHasuHa, OBJIa COHJIMBOCTL, KOTopasd Habomajgack y 11,1%
NauMeHTOB B CpaBHeHuM c 4,4% B Tpynne IJjanedbo MIM C pasHUlEN
MexIy IpellapaToM M Ijauebo 6, 7%.

Tabiauua 12: HexejaTeJbHEE ABJIEHMA, BOS3HMKIIME B pe3yJjibTaTe

JeueHuns
DTBZ (N=45) [Mnauebo
Kitacc cucTeMBl [IpennouTUTeJIbHEM n (%) (N=45)
OpT'aHOB TepMVH n (%)
[ICUXMATPUUECKIVE BeccoHHULIa 1 (2,2 0
3ABOJIEBAHUVA Demnpeccus/axutupo 1 (2,2) 0
BaHHasd IOelpeccusd
HeoOOBUHEE 0 3 (6,7)
CHOBMIEHMS
AXMTalUMA 0 1 (2,2)
TPeBOXHOCTE 0 1 (2,2)
CyuumnaJbHasa mumes 3 (6,7 6 (13,3)
KoMy Jib crumn 3 (6,7 2 (4,4)
VIMITYJIE CUBHOE 1 (2,2 0
IoBeIeHue

PaccTpoMCTBO CHa 1 (2,2) 0
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3ABOJIEBAHUVA COHJIMBOCTD 1 (2,2) 0
HEPBHOM T'oJIOBOKPYXeHNUE 4 (8,9 0
CUCTEMEL AxaTusua/Bosdyxnoe 4 (8,9) 3 (6,7)
HHOE COCTOSHUE
KorHUTUBHEE 2 (4,4) 1 (2,2)
paccTpocTBa
CJIIOHOTEeUeHne 1 (2,2) 2 (4,4)
OVCKMHEe3US 1 (2,2) 0
MUTPEHb 1 (2,2) 0
T'ostloBHasg O0JIb 1 (2,2) 0
[ToTeps CcoO3HaHUA 1 (2,2) 0
CUHKOIIe 0 3 (6,7)
OBIIME PaznpaxmTesibHOCTE O 1 (2,2)
PACCTPOMCTBA YcTanocTs 0 1 (2,2)
HapymeHue noxomku O 1 (2,2)
BoJsbr B TpyIn 1 (2,2 0
[ToxMeJibe 1 (2,2 0
XKEJIYIOOYHO- [ToHOC 0 3 (o6,7)
KUIMEYHBE CyxXoCTb BO PTY 0 1 (2,2)
SABOJIEBAHUA 3arnop 0 1 (2,2)
TomHOTa 3 (6,7 6 (13,3)
BoJib B BepxHeM 3 (6,7 2 (4,4)
JyacTU XMBOTa
Iucnencmusda 1 (2,2 0
YacTeEe OBUXEHUS 1 (2,2 0
KUIIeUHMKA
KesgynoouHo— 1 (2,2) 0
KumedHasa ©Oo0JIb
pBOTAa 4 (8,9) 0
Iucoarmsa 4 (8,9) 3 (6,7)
MeTeopusM 2 (4,4) 1 (2,2
T'nnepcexkpeums 1 (2,2) 2 (4,4)
CJIIOHEL

BesomnacHoCTkE. B mornoJjiHeHMe kK oTueTaM 060 AE, OLIeHOUHHE IKAaJB
VCIIOJIE 30BaJinu OJis MOHUTOPMUHT A IIOTeHIIMAaJILHOM CYOKIJIVMHUUECKOM
TOKCHUUYHOCTM M3—3a UPEe3SMEPHOT'O MCTOIEHUSI MOHOAMMHOB. TakKMe IMKAaJIB
0e30IaCHOCTM MCIOJIE30BRaJIM B HOpoTrpaMMe pa3paboTku TeTpabeHa3MHa.
STy mKaJbl, IIpMMeHeHHHe B First-HD, BKJOUAJIM TOCIMUTAJILHYID KAy
TPEBOTU n Oerpeccun (HADS) , KOJIyMOUMCKYIO mKaJjay OlleHKU
CepbesHOCTY CYUMUMIANBHEX HaMepeHutt (C-SSRS), ONPOCHUK HapylleHUI
rJoTaHua (SDQ), YHMOMUMPOBAHHYK mKaJly OlleHku O0oJie3HM I[lapkKMHCOHAa
(IyHKT OU3apTPUn) (UPDRS [muzapTpusal), Wmkajlly akaTu3uM bapHCa
(BARS) M WKajly COHJIMBOCTU 3SIBOPTa (ESS). Kpome TOTO, TIIpHU
KJIOUEBEIX BU3MTax HOpoBonouiau UHDRS, KOTOpoOe BKJOUaeT B cebd
KOTHUTUBHEE, TIIOBelNeHUEeCKMe U QYHKUMOHAJIbHEE IIOoKas3aTelu.

STM WKaJIel B6e30IacHOCTM [oKa3alu, uro JIeyTeTpab®eHasmMH He
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BEI3EIBAJI OEIpecCcur, TpeBOI'M, CYMUMIOAJIBHOCTM, akKaTU3UM, COHJIMBOCTU
WM 3aTpyIHeHUM peuM, IIOCKOJbKY pasHMlla MexXOy TpyldlaMud COoIJIacHO
mKaJjaM Obla HeOOJbIOW M KIMHMUECKM He 3HauuMMoM. Ha camoM gnee,
OYHKLIM A TJIOTaHWA, KoTOopad aBJIgIeTcHd BaXHOM IPUUVHOM
3ab0JIeRaeMOCT UM CMEePTHOCTM Y IHalumMeHTOB ¢ HD, OBJIa 3HAUUTEJIBHO
yIyudlleHa y HallMeHTOB, oJydaBmux JeyTeTpa®eHasMH, I[I0 CPaBHEHUI C
mnaunedbo, M BTO COIJIACOBHBAJIOCEH C VYIyulleHMeM, HabOloDaeMeM OJI9
IOBUTATeJIbHOM (QyHKUMM. KiIMHMUeCKasd SBHAUMMOCTL DSTOTO YIIYUIIeHUS
oInMcaHa HIWXe.

HapymeHue T1JIOTaHUA. BOINPOCHMK II0 HapylleHu IJoTaHusa (SDQ)
MCIIOJBE30BaJICA IIPOCIEKTMBHO OJI4 OLEeHKM HapylleHUd TJIOTaHUA BO
BpeMsa MCCJIeNOBaHMuA, IIOCKOJIBKY Oucdarmsa ABjgeTcd obmeMr npobiieMon
y naumeHToB C HD. O9Ta oueHka M3 15 NOYHKTOB OBJIa HOAOTBEPXIEHA Y
nauueHToB C 0OoJie3Hb I[lapKMHCOHa M, Kak OBUIO IIOKa3aHO, 4ABJIAeTCH
YYBCTBUTEJILHEIM M TOYHEIM MHCTPYMEHTOM -IJIA BEABJIEHUA IIalMeHTOB C
HapymeHVAMM TJIOTAaHMS, BOS3HMKAKIMMKY M3-3a PAa3HHX 2THOJIOTHM. SDQ
PEKOMEeHIOBaAH BJieMeHTaMu Of0mMX TaHHBEX HalMOHAaJIbHOTO MHCTUTYTa
HEeBPOJIOTUUECKUX PaCCTPOMCTB ¥ MHCYJIbBTA OJS OLEHKM HapylleHUs
TJIOTaHua Inpu 6oJie3HM [lapKMHCOHa, M, CJedoBaTeJIbHO, OH TaKxe
MMeeT OTHOIleHMe K TIrnaumeHTaM ¢  HD, T[TOCKOJIBKY OHM MOI'YT WMMETH
OpaIVKMHESVD W JOPpyI'Me CHUMMIITOMHB I[IapKMHCOHM3Ma KakK 4YacTb UX
BoJye3HM. Ha Odurype 2 nOpencTaBJIeHO CpelHee M3MeHeHMe OT MCXOIOHOTO
YPOBHA B SDQ CO BpeMeHeM, IOeMOHCTPHUPYSd SBHAUUTeJIbHOEe YJIyUlleHMe
TJIOTaHUAa IIpU JiedeHuM IeyTeTpa®eHa3MHOM I[IO CPaBHEHMI C Ijialebo.

HomnmoJIHUTeJIbHEEe olleHkM UHDRS. C TIIOMOIBI OLEeHOYHOM MKAaJIH
UHDRS NpoBOOMJIM OlIeHKY Ha INIPOTSXEeHMM BCeIl'o MccJjlenoBaHmsa First-HD
OJI1 MOHMTOPMHTa ©0e30IacHOCTH. OLleHKa CyOmkKaJe [HapKMHCOHM3MA
MKAaJIEl OlleHKM IBUIaTeJIbHOM akTuBHoCTM UHDRS (uacTs 1) He BHABMUIIA
[IPU3HaAKOB [IapKUHCOHM3MA N ODOBEKTOB, IIOOBEPI'HY TEIX JIEUEHUIO
ODeyTeTpabeHasMHOM WM IJaledbo, UTO COoIJlacyeTcsa C OTCyTCcTBUMeM AE
B BUIE SKCTpalupaMmualibHEX CUMIITOMOB . oTHU pPe3yJbLTaTE B
DaJibHelmeM TIOOTBepXIallM OTCYTCTBMEM SHAUMMHEX M3MeHeHMM B obeux
I'pylllax JieueHud, Kacawommuxcda ousapTpuu UPDRS.

PesyJbTaThH KOTHUTHMBHOM olLeHKM UHDRS (yacTe II) Takxe He
IPOOEeMOHCTPUPOBAIM SHAUMMEIX M3MeHeHUM OT MCXOOHOTO VYVPOBHSA WM

COIJIaCOBaHHEIX TeHIeHLMM MeXIoy I'pyIiliaMm JIeUeHMA, dTo
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CBUIETEJLCTBYET 00 OTCYTCTBMM CHWXEHUS KOTHUTHMBHOM OQYHKUUNM IIPU
JIEUEeHUHN .

[loeemeHueckasa oleHka UHDRS (uacTte III) [DpomeMOHCTpUpOBAalia
YIIydimeHme CpenHeTro oBmero MMOBENEHUECKOTO rnokasaTelid oJis
OBBEKTOB, IIOOBEPITHYTHX JieueHUI JJeyTeTpa®eHa3MHOM I10 CPABHEHMUIO C
Tpynnou miaanedo, oOHAKO pal3HMIla He OoCTHIajla CTaTUCTUUeCKOM
3HAUMMOCTM. BaXHO OTMETUTH, UYTO He OBUIO YXYIUIEHUS OEeIpeCCUBHOTO
HacTpOeHMs, allaTuM, CaMOOILIEHKM, pPa3IpaXUTeJIbLHOCTM, al'pPeCcCCHUBHOTIO
IIOBeOeHra, CYMUMIOAJbHEX MEICJEN, TaJJIoLUMHALUY WIM OpedOoBHX HKIeM.
YiydmeHMre o0mel oOlleHKM OBJIO O0O0YCJIOBJIEHO pPa3JIMUMAMM B TpeBOTe U
KOMIIYJIbLCUBHOM IoBeleHun (durypa 4 AC).

MxaJjiel QyHKUIMOHaJbLHOM olleHkM UHDRS (uvacte IV), IIKaJH OLIEHKMU
He3aBUCHMMOCTM (YacTb V) U mKaja oleHKM ofmer GYHKUMOHAJLHOM
crnocobHocTM (yacTh VI), KOTOpPHEe OBJIM OILIEHEHH Ha MCXOIOHOM YPORBRHEe
¥ CHOBa Ha HezeJle 12, He TIoKaszsaJM KIVMHMUECKM 3HAUMMBX WM3MeHEeHUM
OT MCXOOHOTO VYPOBHSA B JOOM TpyIlle JeUeHMS WIM Pas3JIMuui Mexny
TpylllaM JIeUeHUd.

Bo BpeMsa wuccienoBaHMAa Habjomalj He3HauuTeJIbHBEe KoJieOaHusAa
XM3HEHHO  BaXHHX IIPU3HAKOB (apTepualibHOE  OaBJIeHUE, cepleuHHM
PUTM, JacToTa JOHXaHMA UM TeMIepaTypa) ; 2T  M3MeHeHUS, KakK
IpaBMJIO, OBJIM CXOOHHEMM B Tpylnax JiedeHusa [JeyTerpa®eHal3MHOM U
mjnane®o M He OlLleHMBAJMCh KaK KIMHMUYECKM 3HauuMele. He HaOIomaim
COTJIACOBAHHOCTM MeXIy TPYIINOBHMM pasiMuuaMu. KpoMe TOTO, He OHJIO
OoKaz3aTeJIbCTB TOT'O, UYTO TUIIOTEH3MA, TOJIOBOKPYXEeHMEe WMJIM OpTOoCTas
OBJIM CEBA3aHB C JieueHueM leyTeTpa®eHasMHOM.

Macca Tesa. ITo CpaBHeHMID C TpPyoIou [miaanedo  JeueHHue
INeyTerpabeHasMHOM IPUBONMIIO K CpPeIHeMYy YBEJIMUYEHMI MAaCCH IIPVMMEPHO
Ha 2,1 KI' IO cCpaBHeHUI C ILaluebo (Ha Hemejyie 12 cpenHee (SD)
M3MeHeHMe MaccCH Teja +1,8 (3,4) xr nnsa JeyTerpabeHasMHa OPOTUB -
0,30 (2,5) xr B rmpynne maaneto (mddexT JeueHusa+2,1l kr). Illpubarka
MaCCH KOPpeJMPYeT C VYJIYUNeHHBEMU pPe3yJbTaTaMM JedeHUMS UM 3O0PpOBbSA
Yy IallMeHTOB C XOopeel UM MOXeT IIPMBOOMUTL K UYAaCTHMUHOMY CHWKEHUO
XOopen (IIpM 2TOM VYJYUIIEHHOE TJIOTaHMEe MOXEeT IMPUMBECTH K JIydlleMy
noTpedjleHMIO [IMIM, KOTOpoe B COUeTaHMM C MeHblled [nDoTpebiiseMomn
SHepIMeM KaJIopuy, UTO IIPOUCXOOUT M3-3a YMeHbIeHUS [1aTOJIOTUUYeCKUX

HelIpOM3BOJIEHEIX ,JIBI/DKeHMﬁ, MOXeT IIpMBeCTM K anGaBKe MaCCHI) 7 B
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OOIOJIHEHMEe K VJIYUNIeHHOM OYHKIUMM MM IIOBedeHUeCKMX CUMITOMOB,
TaKMxX KaK TpeBOT'a, KOTOPHE MOT'YT I[IONaBJIATH alllIETHUT.

HexeJlaTeJb HElE ABJIEHUSA n ©e30MacHOCTh : CpaBHeHNE C
TeTpabeHas3MHOM. BapmabesibHasa (apMaKOKMHeTHKa TeTpabeHa3MHa MOXeT
BJIMATE Ha €TI0 II€PeHOCUMOCTBb W OT'PaHMYMBAaTE eI'0 KJIMHUYECKOE
IprMeHeHMre . Ileprol TIOJYXM3HU LIUPKYJIMPYRIMX aKTUBHEX MeTaboJIMTOB,
o- ¥ P-murumporeTrpabeHasuHa, ABILSEeTCAI KOPOTKUM. DITH KOPOTKME
[IEPUOIOE TIOJIYXM3HM TpedylonT dYacToIl'o HO3MPOBaHMA U IIPUBOOAT K
BoybmMM  KoJieBaHMAM  KOHIEeHTpaluuy B ILJla3Me. BEICOKME  [MKOBEE
KOHIeHTpaluu ¥ BapuabellbHOCTL YPOBHEM B ILJla3Me, CBSA3aHHEX C
TeTpabeHa3MHOM, MOTYT CriocofCcTBOBATH ILJIOXOM [IEPEHOCUMOCTH,
KOTOpad vacTo HabjmomaeTcd.

COOTBETCTBEHHO, yKa3aHudg 1o NIpYMeHEeHNIO TeTpabeHas3MHa
COOEepPXUT HEeCKOJIbKO npenyrnpexieHnn 0 ITOBOOUHHIX adberTax u
IIOTEHUMAaJILHEIX [pobjieMax 0e30IacHOCTH:

BrimeJieHHOEe IpenOylpeXIeHMe YyKal3eBaeT Ha TO, UYTO TeTpabeHasuH
yBeJIMUMBaAEeT PUCK HOelpecCUur U CyMUIMOAJILHHX MHCJIEeM ¥ IIOBeIeHUS
(cyMumMpmaJIbHOCTE) VYV IalMeHTOB ¢ HD.

BricokMe IIoKal3aTelJIM HexeJlaTeJIbHHX SBJIEHUVM, BOSHMKAKLIUX IIPU
JedueHur, HabomaJuchk VYV I[DallMeHTOBR, I[IOJIydaBIMX TeTpad®eHa3MH, IO
CpaBHEHUD c naumMeHTaMu, oJIy4YaBIIMMA miauedo, BKJIOUA g
COHJIMBOCTL/CemaTUBHEI 5bbekT, OeCCOHHMIY, Ielpeccun, akKaTU3uo,
TPEeRoOTY WM YCTaJIOCTh (cMm. Tabauuy # Hmuwke Ommubra! Ccoulka Ha
VCTOUHMK He oOHapyXeHa.) .

S3ckajalMia JO3H I[IpeKpamajlack WM OO3UMPOBKA MCCIedyeMOT'O

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

52% (28 "3 54) IalMeHTOoB, PAaHIOMU3UPOBAHHEX o4 npreMa
TeTpabOeHa3MH.
B 12-HeneJIbLHOM PaHOIOMU3MPOBaAHHOM KOHTPOJINPY EMOM

VUccieloBaHuM TeTpabeHa3MHa HeXeJlaTeJIbHHE SBJIEHUS, YKas3HBaKmye Ha
MapKMHCOHM3M (HanopuMep, I[IapKMHCOHM3M, OpaIMKMHEes3sUsa, TUIIepPTOHUS,
PUTMOHOCTE) , HabJmonalm N 15% ralumMeHTOB, MCIIOJIb 3YIOIINX
TeTpabeHasMH, 10 CcpaBHeHM®© Cc 03 HauMeHTORB C Ianebo.
[lpenynpexneHre ¥ OpOoOMIIaKTMKa IPUMBOOAT K PUCKY Iucharmu,

JexameMy B OCHOBe cuMIITOMa HD M M3BECTHOMY I[IOOOUHOMY 30bekTy
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YMEHBIIEHHOW  IONaMMHEePTHMUeCKOM  HeMpOTPaHCMUCCUMU. Xora B 12-
HeOeJIbLHOM MCCJIeNOBaHMM COoOOmMajioCck O HM3KOWM CTeleHM Oucharmm, B
OTKPEITHX MCCJIeNOBaHMAX Oucharms Habmomalack y 8%-10% DaluMeHTOB,
IOOBREPTHYTHX JIeUeHUID TeTpa®eHa3MHOM, BKJOUYas HEeKOTOpHEe CJydawu,
CBA3aHHEE C AaCOUpalMOHHOM IIHeBMOHMEeMN. HedCHO, CBS3aHH JIM 5BTHU
ciydam C JledeHueM, OonOHako FDA Brepaswmia OOECIOKOEHHOCTL TeM, UTO
ABJIEHUA OUCharuM, KOTOPHE MOTYT MMETH pPas3pylUMTeJIbHHE KIMHUUeCKUE
IIOCJIEOCTBUA, MOTYT OHITH 3HAUUTEJILHO HeIOOOlLleHEHE B NDA
TeTpabeHasVHa. Ciiemyer OTMETUTE, uTo B PETPOCIIEKTUBHOM
uccyienorauuu 98 HDaUMEeHTOR, I[OOBEPTHYTHX JIeUeHUI TeTpabeHa3MHOM
s PacCcTpoOMCTB TUIIEPKUHETUUECKOTO OBVXEHUS, nucharmsa
HabjmopaJjack vy 19% HDaluMeHTOB.

Ip 50 M TeTpabeHa3MH BH3BHBAJ CpelHee YBeJIMUeHMe MHTepBaja
QTc npubiamauTesbHO Ha 8 Mc (90% IBRYXCTOPOHHMM HOOBEPUTEJILHHM
uHTepBana [CI]: 5, 10,4 wmc).

[Mpoduib Bes3onacHOCTM TeTpabeHasuHa, HabJooaeMell B 12-
HeIOeJIbHOM KOHTPOJIMPYEMOM MCCJIeODOBaHUM, OTpaXeH B MHCTPYKUUM O
IPpUMeHeH M, KakK M3JIOKEeHO HIKe.

Tadbmuia 13: BO3HMKHOBEHUE B pesyJjbTaTe JleueHm A
HexeJlaTeJILHOM peaxruun y NalureHTOB, IOABEPTHY THX JIeUeHU IO
TeTpabeH3a3MHOM, IIPOABJIAJIOCH c OoJbmer YacTOTOM, yeM Ipu
MCIOJb30BaHuM IJjlaledo, B 12-HeOeJIbHOM, HOBOMHOM CJIeNoM, Iujlalebo-—

KOHTPOJIMPYEMOM MCIIEITaHNNM TeTpaéeHBaSMHa

CUCTEMA OPT'AHV3BMA IIpelloUuTHUTeJIbHEN TeTpabeHasuH [naued
TepMVH (N=54) o
n (%) (N=30)
n (%)
IICUXUATPUUECKHUE Cepmalnsa/COHJIIMBOCTE 17 (31) 1 (3)
PACCTPOVICTBA BeCcCcoOHHMIIA 12 (22) 0
Denpeccusda 10 (19) 0
TpeBoTa/yCUJIEHHOE 8 (15) 1 (3)
BeCIlIoOKOMCTBO
PasmpaXuTelIbHOCTE 5 (9) 1 (3)
CHMXeHMe alllleTuTa 2 (4) 0
Harga3umeasga peakKLUmsd 2 (4) 0
OEHTPAJIBHAA U AkaTmsaug 10 (19) 0
INEPUOEPUUECKAA [MpobieMbl yIoepXaHMsa 5 (9) 0
HEPBHAA CUCTEMA PaBHOBECUA
[lapKUHCOHM3M/ Opalukmud 5 (9) 0
e3us

T'OJIOBOKPYXeHNUE 2 (4) 0
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IusapTpmUda 2 (4) 0
HeycrTomumMBasg noxonka 2 (4) 0
T'ostloBHasa O60JIb 2 (4) 1 (3)
PACCTPOVICTBA TomHOTa 7 (13) 2 (7)
KEJIYOOUHO- ProTa 3 (6) 1 (3)
KUMEYHOM CHUCTEMH
OPI'AHV3M B IIEJIOM YCcTaJloCTh 12 (22) 4 (13)
I[TlameHMne 8 (15) 4 (13)
OBIIME CraJbnMpoOBaHHasa paHa 3 (6) 0
(TOJIOBHI)
SKXMMO3 3 (6) 0
3ABOJIEBAHVIA VNHpeKUMI BepXHUX 6 (11) 2 (7)
IHXATEJILHON OEIXAaTeJIbHEIX IIYyTen
CUCTEMEL COuBUMBOEe OHIXaHME 2 (4) 0
BpoHuxut 2 (4) 0
PACCTPOMUCTBA pPaccTPOMCTBO 2 (4) 0
MOUEBHIEJIMTEJIBHOM ModYeMCIyCKaHUA
CUCTEMEH
ITo CpaBHEHUD C ODeyTeTpabeHasMHOM, TeTpabeHasuH, Kak

IpencTaBJIgAeTCa, BEBEBaeT OoJiblle NOOOUHHX 50OeKTOB.

ARC-HD

BO BTOPOM KJIMHMUECKOM MCIBETaHUM OBl NPpMMeHeH MeTOoI Ilepexola
NaumMeHTOB c ameKBaTHBEM KOHTPOJIEM Xopeun c IprMMeHeHVEeM
TeTpabeHal3MHa Ha JleueHue JeyTeTpabeHa3MHOM. AJIbBTEPHATUBOM IJIA
CHWXeHMS xopeu B 0OoJie3HM XaHTMHI'TOHa (ARC-HD) OBJIO OTKPHTOE,
HeCpaBHMTeJIbHOE MCCJeloBaHMe, B KOTOpOM OOBLeKTH Cc gBHOW HD,
KOTOPHE TIoJydaJu onodpeHHBe FDA 1o3w TeTpabeHas3MHa OJIS JIeUueHUS
XOper WM YCIEeMHO 3aBepmuiyM First-HD, OwJIM HOpHUIVIAMeHH K YydacTHUO.

TakuM oBpasoM, MUCCJIegOoBaHMe  COCTOAJIO M3 IOBYX  KOTOPT.
JomoJIHUTeJILHAa A KoTopTa (75 0BOBEKTOR) YCIIEIHO 3aBepmmiia
nuccJenoBanme First-HD, oIMCaHHOEe BHIIe, B TOM UMCJIe OIHOHeIeJIbHOe
BHIMEIBAHME; KoropTa HepekiiwodeHMa (37 OOBEKTOB) Iepekjiodallacbk B
TedeHME HOUM CO CTabuMJILHOTO IO3MpOoBaHMA (28 Hemesib) TeTpabeHa3MHa
Ha [JeyTeTpabeHasmMH IO MeTony IIepexola, paspaboTaHHOMY  OJId

OJOCTVIXEeHNMA CPaBHMUTEJIEHOTO CHCTEeMHOTI'O BO3OEMCTBUA CYMMapHEX

MeTa®oJIMTOB o u B. IpyTue KJIIOUeBHE KPpUTEpUM  BKJIOUEHUHA
MCCJIeIOBaHMA  BKJIOYAJN: IMaTHOCTUPOBAHME aBHOM  HD, o ueMm
CBUIETEJILECTBYIT XapaKTepHHe ocoBeHHOCTHU MO TOPUKU pu

oBcyenoBaHMM; HOOKYMEHTAaJIbHO TIOATBEPXIEHHHN pPaCIMPeHHHY IIOBTOP

LMTO3MH amgeHMH TyaHuH (CAG) (237) m oleHKa IO IIKajle ofmen
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byHKILMOHaIbHOM crnocobHocTn (TFC) =5 BOo BpeMa WMIM IO CKPMHMHTA;
BOBMOXHOCTL IIepedBUTaThbCcad 0e3 IIOCTOPOHHEM IIOMOMM II0 MeHLIIeM Mepe
Ha 20 sgpmooB (JonyckKalTcsa BCIOMOTaTeJIbHEEe YCTPOMCTBa, Takue Kak
XOOYHKM WMJIM TPOCTHU); M YV 00BeKTa eCTb HaIeXHH OIeKyH, KOTOPHM’
B3auMMOIecTByeT C OOBeKTOM KaxIhlM IeHb, KOHTPOJIMPYeT BBeIdeHUe
MCCIJIeoyeMOoT'0 JIeKapCTBEHHOI'O CpencTBa, ofecrneurpBaeT IIPUCYTCTBUE
Ha  BU3UTaAx MCCJIeOOBaHMA UM ydacTByeT B  OlleHKax, o Mepe
HeoOXoOouMOCTHM . KilloueBEEe KPUTEPUM MCKIIIOUEHMA BKJIIOUAJIM TIXeJBle He
roopeprapmmecd JIeUEeHUIO IZNRZ! [IepeHeCeHHEe [cUuxmuaTpmuueckme
3aboJieBaHMAa (HalpuMep, Oelpeccusa) IIpM CKPUMHMHITE WMJIM Ha MCXOIHOM
YPOBHe; IIpMeM COIYyTCTBYIMX AaHTA'OHMCTOB pelelTopa IollaMMHE,
aT'OHMCTOB HIOOIlaMMHa, JIeBOIOIIE, pe3eplMHa, aHTarOHMCTOB pelelTopa

N-mMmeTus-D-acrnapraTa WK I/IHI‘I/I@I/ITOpOB MOHOAQMMHOKCHMIOIA3EI B TeUeHNe

30 @nHeM TMocJie CKPMHMHITA WJIM MCXOOHOTO YPOBHSA; M oleHKa =>11 1o

cyfumkale OelipeCccCnumn TOCOUTAJILHOM MKAaJIB TPEBOXHOCTM WM HOellpeCCHUlM

(HADS), oueHka =11 B BOIPOCHMKE O HapylleHuMM TJiIoTaHug (SDQ) miIM II0
VHUOULIMPOBAHHOM IMKaJie OlleHku ©0OoJiesHu IlapkuHcoHa (UPDRS) olieHKa
OIU3apTPUM >3 OPpU CKPMHMHTE WJIM Ha MCXOIHOM YPOBHE.

YyacTHUMKaMM Ovuir  58% Myx)umMH, 95% OeJIhxX U UMeJIU CPeOHUM
Bo3pacT 54 r1oma. CpenHsas oleHka (SD) no mkaje TMC Ha MCXOOHOM
YPOBHe cocTaBuila 12,2 (4,6), a cpenHas (SD) mamHa noeBTopa CAG
cocTraBmya 44 (3,7)

[lnmaH mccienoBaHUA

PYKOBOICTBO IJISI MCCJemoBaTeJleM IO Iepexoly OOBLeKTOB OT
CTabMJIBLHHX HO3 TeTpabeHasuHa Ha JJeyTeTpad®eHasMH B MCCIeOOBaHUU
Switch ARC-HD Oruio pa3paboTaHO C LeJblo MMHMMMBAlUUM pHUCKa TOoTo,
UTO Iepexol OO3H IpMBedeT K IIoTepe 200eKTUBHOCTY WJIM YBeJMUeHUO
HexeJlaTeJIbHEX ABJIeHUM. I[IpMMeHSeMEM MeTOI IIepexoda OCHOBHBAJICA Ha
MOOEJIMPOBAHUM M CUMYJIALUUM (apMaKOKMHETUUECKMX IaHHHX ®as3u 1 104
DeyTeTpabeHasnHa u TeTpabeHasMHa. HUeJib bapMakKOKMHETUUECKOTO
aHaJMza 3akjodajlacb B TOM, UTOOH MISHTUOULMPOBATL HaUaJlbHHM
pexyM nosupobaHMsa IeyTeTpabeHa3MHa, KOTOPHM, KaK IPOTHORUPYETCH,

obecreurMBaeT BO3IOeMCTBUE IIpr yCTaHOBUMBIIeMCA COCTOAHUMM aKTHMBHEX O

U - MeTaBoJIUTOB, M KOTOPOE MeHbIle WM PaBHO IPpOoTHO3UpyeMon AUC

IIpM yCTaHOBUMBIIEMCA COCTOAHNVMM AKTHMBHEX a.]'H:(]_)a— 1 BeTa-MeTaboJIMTOB
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TerpabeHas3MHa, HO C OoJjlee HU3KOM Cmax.

B OOHOILIEHTPOBOM OTKPHTOM nepekpeCcTHOM KJIMHVUECKOM
VCCIIeIOBaHUM dazu 1 KaxXIbI us3 24 0OBLEeKTOB - 3IO0POBEIX
OOOPOROJIBIIER, I[IOJIyYall OIOHOKpaTHHE IO3H 25 MI TeTpa®eHas3sMHa M 15
M JeyTeTpabeHa3zuHa. OOHOM M3 lieJle¥ KJIMHUUEeCKOTO MCIHTaHMA OBJIO
OLIEHUTEL W CpPaBHUTBH 0e30IacHOCTE [JleyTeTpabeHasMHa OTHOCUTEJBHO
TeTpabeHasMHa.

OBBEKTEL B KOTOpPTEe IIEePeKJINUeHMd 3BaBeplMJiM IIOJIHYK OLEHKY
CKPMHMHTA . OBBEKTH, KOTOpPHE VIMEJIN npaeo Ha ydyacTue B
MCCIJIeIOBaHNM, BIIOCJEOCTBUM OBUIM IIepeBelleHH CO CXEMHl IIpueMa OOS3H
TeTpabeHasMHa Ha CcxeMy IpueMa J[JeyTerTpabeHasuHa, KoTopasd, IO
IpOoTHO3aM, OwlIa corocTaBMMa C CymecTBYyKIENW CXeMOM  IIpueMa
TeTpabeHasrHa. OOBEKTH NIPUHMMAaJIM TeTpabeHa3MH 110 CYIeCcTBylmen
cxeMe B TeueHMe HouM nOHA 0 M [ODepekJoyallMChb Ha Ha3HadeHHYKn UM
cxeMmy JeyrerpabeHa3MHa Ha clenyiomee yTpo (IdeHb 1 mcclemoBaHUA) .
HauvasrHaga @pDosza OvJla OCHOBaHa Ha MeTome Ilepexola, olIpenellgeMOM
bapMaKOKMHE TUUECKUM CpaBHeHMEM dasm 1 HDeyTeTpabeHasMHa u
TeTpabeHasuHa, IOpenlojlarasd, 4YTO HauaJlbHas »nosza JHeyTeTpab®eHa3MHa
cocrTapiygeT npubiausmTesbHO 50% oT cymecTByoIel DO3u TeTpadeHasMHa
(Tabumua 15). Ilocijle IHepBOM HemeJM JeueHua pos3y IeyTerpabeHa3MHa
paspemalylock CKOPPEeKTUPOBATE BBEepX WJIM BHM3 OIMH pas B HeIOeJln C
maroM 6 MI/CYyTKM OO Tex IIop, I[OKa He MUISHTUOHMLMPOBAaJIM IO3Y,
KOTOopafad aIeKBaTHO KOHTPOJUPYET Xopewn, Yy o00BbekTa OHJI YCTaHOBJIEH
IIPOTOKOJI, oIpenesamni KKJIMHUYECKU 3HAUMMOE» HexeJlaTeJIbHOe
ABJIeHME WM MaKCUMMaJIbHYKD OONYyCTMMyK IOO3y. JccjemoBaTeJb Ha
KOHCYJIbTauuu C OOBEeKTOM WM  OIEeKYyHOM Olpenesydan, Korma - O
OOCTUTHYT aIeKBATHEM VYVPOBeHL KOHTPOJA Xopeu. Ecamu vy oObLekKTa
HabJmwaaloch KKJIMHUYECKU 3HaAUMMOE» HexeJlaTeJIbHOe ABJIeHUE,
cBA3aHHOe Cc JeyTeTpabeHasMHOM, TO MCCIeIOoBaTelb oTIpenessan,
TpebyeTcsa JIM CHMXeHME IO3H WM [peKpalleHre IIpMeMa .

Tabauua 15. MeTon lepexona [IalyeHTOB C Tepalnuu

TeTpabeHasVHa Ha Tepanuvwo [JeyTeTpabeHa3MHOM

Bxomgma s HavaJjpHEM OOmMM .
oOmad HauajibHasg ofmag | CYTOUHLI DPEXMM [locnenymommn
CyTOuHad CcyTodHas Io3a npueMa pexnM IprieMa
no3a meyTeTpabeHas3mMHa IeyrerpabeHasnHa nieyTeTpabeHasy
TeTpabeHa3MH YTpeHHAA | BeuepHAA e
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a mosa nosa

12,5 Mo © MT © MT No3za

25 MT 12 Mr 6 ™MD 6 MID CROPPEKTVMPOBAHA

37,5 Mr 18 Mr 9 Mr 9 MDD BBCPX MJIM BHUS

50 mr 24 MT 12 Mr 12 wmr (npupamenre 6

62,5 MT 30 MT 15 Mr 15 Mr T/CYTKM OIOVH

75 MT 36 M 18 Mp 18 Mr pas B Hemesmo)

87,5 T 12 T 51 um o1 o 119 DOCTUXKEHUA

100 mo 18 o >4 i 51 TO3H, KOTOpas
AIeKBaTHO
KOHTPOJIMPYET
XOpeI

OOBLeKTEH B IOOMOJHUTEJNBHOM KOTOPTEe 3aBepmuiM 1-HeleJIbHOoe
BHIMBEIBAHME B 3akJoueHuu First-HD, BO BpeMa KOTOPOTO CpeIHAad
OlleHKa 1o mraJje TMC BepHyJlachk K MCXOOHOMY YPOBHD. Hosy
DeyTerpabeHal3MHa OJ9 2THUX OO0BLEKTOB TUTPOBAJM OT HAUAJILHOM IOOBH 6
MI' B CYTKM OO IO3E, KOTOpad KOHTpOJMpoOBaljla XOpeKrn U XOpolo
nepeHoCcusacs.

IOns obeux KOTOPT MCIOJL30BaJM IepopalibHbe TabJleTKM I030M 6
M, 9 Mr m 12 wMr. Jo3e 12 MI' M BHIIE BBOOMJIM C IIOMOmBI IBYX
pasielJIeHHBEX OO3 NPpUOIM3UTEeJIbEHO C MHTepBaJioM 10 uacoB. Bce cxeMsl
MUCCJIeOYyeMOTO JeueHms BBOOMJIU nepopajibHO BO BpeMsa enH.
MakcuMaJIbHYID OOmMykln CYTOUHYK 103y JlHeyTeTpab®eHa3MHa yCTaHaBJIVBAaJIK
Ha YpPOBHe 72 MI' B CYTKM, KpPOMe CJllydyaeB, Korga OOBEeKT IIoJydall
CUJILHEM MHTUOMTOP CYP2D6 (HanpuMmep, I[IapoOKCeTuH), ¥ B cjydae
KOTOPOTO MakCHMalJlbHad ofOmasd CyTOUHas »Oo3a CcocTaBJgalja 36 MI.

OBBEeKTH MNPUCYTCTBOBAJIM Ha PETYJSAPHHX BU3UTaAxX B KIMHUKY IJIS
OLIEHKMU fe30MacHOCTHA u YCTaHOBJIEHUA OIITUMAJILHOM OO3H.
VcciemopaTelslb Ha KOHCYJIbTallMM C OOBEKTOM WM OIEKYHOM OIpenesdn,
KOoTma J»OOoCTUTAaJICA aIleKBaTHHM YPOBeHL KOHTPOJIA Xopeu; mno3y DTBZ
MOXHO OBJIO TIIOBHIMATE E€XEeHeleJIbHO IO Tex IIop, IIoKa He OyIoer
aoeKBaTHOTO KOHTPOJA Xopeu, y obwekTa OBJI YCTaHOBJEH IIPOTOKOJI,
ompenesygmui  KIMHMUYECKM  3HauuMMoe  HexeJlaTeJIbHOe  fgBJIeHMe WM
MaKCHMaJIbLHY® OONYCTUMMyK HO3y. I[IpM IOOJTOCPOYHOM JIEUEHUM Yy BCeX
IalMeHTOR OBJI TOCTOSHHHM KOHTaAKT C MeCTOM MCcJledoBaHMA 1OJIA
OLIeHKM O6e30IIaCHOCTM M KOHTPOJA Xopeu. JoJITOCPpOUYHOe JiedueHMe OymeT
NIpOOOJIKaTECSa IO Tex Iop, noka JleyrTerpa®beHa3MH  He CTaHEeT
KOMMepUYeCKM IOOCTyIHbEM B CIA

Bcero 37 o0OBEKTOB C Xopeewu, cBsg3aHHOM C  HD, KOoTOopasd
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amexBaTHO KOHTPOJIMPOBAJIach TeTpab®eHas3MHOM, KOTOPHE OBLIIN
nepepeleHs C JiIedeHMsa TeTpabeHa3MHOM Ha JeueHMe JleyTeTpad®eHasUMHOM
B ARC-HD Switch, OpuIM BKJIIOUEHH B aHaJM3, I[IPOBEeIeHHHM IJS OleHKU
NoOmepXaHMsa KOHTPOJIA XOpeM IIocjie IIepeBoba Ha IIpueM »OpyTroTo
JeKapCTBEHHOTO CpencTBa. Kaxmoro w3 OOBEKTOR, BKJIIOUEHHEIX B
aHaJn3s, I[IepeBOOUJIM C JeueHMd TeTpab®eHasMHOM Ha CYTOUHYKD TO3Y
HDeyTeTpabeHasmHa, KOTOPHM BBOIOUIIU oBa pasa B IOeHb, uTo
COCTaBJAJNIO HOpubim3uTesgbHo 30% - 50% oT uUX OpedHOylley oOmen
CYTOUHOM IO3H TeTpabeHasUHa.

PesyJibTaTE

Ooza M 500eKTHUBHOCTL. VYUMTHBAA pa3JMuMa B [IpedlecTBYIMeNn
TepanlMy U OXMIaeMEe WM3MeHeHMI B KOHTPOJIe XOpeM IIOoCJe Hauvaja
Tepanuu JeyTeTpabeHa3MHOM B IOBYX KOT'OpTax, IOaHHHe 50OeKTUBHOCTU
CyMMMPOBAJIM OTIOEJILHO IJIAd BTUX IOBRYyX TIpyll. JaHHBEEe OT OBYX KOI'OPT
IpUBEeIeHE  HUXe oo Henmesn 15. IIOCKOJIBKY  BTO MUccijiegoBaHMe
IponojkaeTCsa, IOaHHEEe I[IOoCJelyllux HeOeJlb BCe elle cobupalnTca U
AHAIM3UPYITCA, a pes3yJbTaTh BKJIIOUAKLT CJAMIIKOM MaJjio [HallMeHTOB OJIA
[NpoBEeOeHMI 3HaUMMBEIX BHBOIOB Ha OaHHOM >Talle.

Hozsa - Koropra neperkiywoueHmnd. 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 IeperiueHrnd u3 TBZ OpUBEeOeHEl HUXEe B
Tabauue 15.

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

DTBZ u TUTpOBaHUE

Hoza TBZ CyTouHasa posa DTBZ (Mmr)

Ha
MCXOIOHOM
YPOBHE IDenus 1 - Henmesns Henmeiia Henmesia
CTaTUCTHUKA (MT) Hemesqa 1 4 8 15
N 37 37 36 22 15
CpenHsad 42,1 20,3 29,7 33,5 36,0
nosa (SD) (19,58) (10,23) (10,44) (11,306) (14,70)
MUHMMYM, 12,5, 100 6, 48 12, 48 12, 48 12, 60
MakCcrmMyM
Hoza - HOmmoJIHUTeJIbHA g KoTropTa. CpenHue CYTOUHEHE OO 3H

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

npuBeleHE Huxe B Tabiuue 16.
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Tabauua 16: TUTpOBaHME CYTOUHOM O3 DTBZ

CyTouHasd pmo3a DTBZ (mMr)

CTaTUCTHUKA Hemesa 2 Hemessa 4 Henmesnsa 8 Hemesig 15
N 62 56 44 34
CpenHsad mosa 11,8 24,2 38,9 41,1
(SD) (1,07) (4,57) (11,009) (9,24)
MUHMMYM, o, 12 6, 36 6, 48 18, 48
MakcuMyM
Ilixaja OlLeHKM of0mel MakcuMajbHOM xopeu (TMC) - KorTopTa

[lepekJiueHa. UYepes HeOeJIw IIOCJe IIlepeBona Ha HGYTeTpaéeHaBMH B
TO BpemMAa, KoT'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 CcTaHIapTHad omubka [SE] OT MCXOOHOTO YPOBHA

COCTaBMJIO - 0,72 + 2,0), yTo YyKas3sBaeT Ha TO, yTo N4
oeyTeTpabeHasyHa COXPaHAeTCs KOHTPOJIE XOpeM Y BTUX OOBEeKTOB.
lMoorpymnna w#u3 35 o0OBEeKTOB TakXe OlIeHMBaJIM XOpPeKn UYepe3 UYeTHpPEe
HelleJlM TIOCJIe IIepeBoha Ha neyTeTpabeHasmMH. B sToM Habope OOBEKTOB
cpenHee (+ SE) wmM3MeHeHMe OT MCXOOHOT'O YyPOBHA cocTaBJjajo - 0,7 =*
3,0 Ha HegjmeJe 4, uTOo o0B0eCHeuMBaJIO MNOIMNOJHUTEJILHYID OeMOHCTPAaLMO
InIommepXaHMs KOHTPOJIS xXopeu. KpomMe ToOTo, HaHHEEe 10 21 [alMeHTy
BpUIM  IOOCTYIHH Ha Hemejle 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 cpenHeln
OLIEHKM  XOpeu, " CpenH4as CyTouHasa Oo3a TeTpabeHas3MHa WU

ODeyTeTpabeHasMHa, COOTBETCTBYKIIAS OIlleHKe XOpeu, IIpencTaBJIeHa Ha

durype 6.
Tabmmuua 17: OueHka of0mel¥ MaKCUMaJILHOM  XOpeu (koTopTa
[IEPEKIIVUEHN )
Obmui MakKCHMMaJILHHM ITOoKa3aTellb XOpewu
CpenHee (SD)
“3MeHeHUe OT
MomMeHT CpelHee 3HaueHUe NCXOOHOTO p-
BpeMeHU N (SD) N  ypoBHA 3HaueHUe?
ucxonmHemt 37 12,47 (5,26) -— - -
YPOBEHE
Hemena 1 37 11,76 (5,11) 37 -0,72 (2,59) 0,1007

Hemenga 4 36 11,86 (5,23) 36 -0,74 (3,01) 0,1507
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Hegesgaga 8 21 10,10 (5,56) 21 -1,86 (3,52) 00,0252
Hepensa 15 10,87 (5,99) 15 -1,17 (4,07) 0,2850
15

OBmasa MakcuMaJibHad xopesa (TMC) - mponojgHuTelnbHasda (Rollover)

KoropTa. Ha 2-¥ Hepmeje HabaoOalM CTaTUCTHUUECKM 3HauMMOe CpeOHee
(SD) CHWXEHMEe OT MCXOIHOT'O YPOBHS Ha 1,9 (3,0) e OVHUIL (p
<0,0001). DToT »5ddbexKT COXpaHANCA B TeueHMe 15-¥ Hemesmu, Korza
cpenHee (SD) CHWXeHMe OT MCXOOHOT'O YpoBHA cocTraBuio 4,5 (5,0)
enuHaul,  (p=0,0001). 3TM pe3yJdbTaTH COIJIACYTCSHS C pe3yJibTaTaMu,
IOoJIydeHHBEIMM 1Jis DTBZ B First-HD. Pe3yJabTaTH OPMBEOEHH HMXE B

Tabamuiie 18.

Tabmnua 18: OueHka o0OmeM MaKCUMaJIbBHOM XOpeMu (OOMNOJIHUTEeJIbHAaM

KoTopTa)
OBmuM MaKCHMMaJIbHEI Oalljl Xopeu
CpenHee (SD)
N3MeHeHMe OT
MomeHT CpellHee 3HaueHME VMCXOIOHOTO P-
BpEeMeHM N (SD) N  ypoBHA 3HaUeHue?
Uexomuemr 71 12,0 (4,25) -— - --
YPOBEHDb
Hepmesnig 2 ©1 10,1 (3,41) 58 -1,9 (2,95) <0,0001
Hepmesigs 4 55 9,8 (3,69) 52 -2,5 (3,21) <0,0001
Hepmesigs 8 43 7,9 (3,91) 40 -4,5 (3,34) <0,0001
HeneJss 34 7,9 (4,05) 33 -4,5 (4,04) <0, 0001
15
OLleHKa obmer IOBUIaTeJILHOM AKTMBHOCTH (TMS) - KOoTopTa
[IepekKJIoUeHN I . Kpome TOTO, obmue OBUTATeJIbHBE CHUMIITOMEI,

OlleHMBaeMEle C IoMomsiln TMS, DoOODepXMBaJIMChL IIOCJe IIepeBola OO3 WU,
KaK TIpelcTaBJIgAeTCHd, VYJydllaJIMCh Ha Heneje 8, KakK TIIoKaz3aHOo C
IIoMOmb cpenHero (SD) WM3MeHeHMS OTHOCUTEJIbLHO MCXOOHOTO YPOBHS B
™S -3,7 (7,8). PesyJbTaTH NPUBeIeHH HWke B Tabimuie 19.

Tabimia 19: OlueHka ofmel OBUTaTeJIbHOM AKTMBHOCTU C TeUeHMeM

BpeMeHNM (KOPOpTa HepeKﬂquHMH)

O6mui nokasaTeslb OBUT'aTeJIbHOM

AKTUBHOCTM

CpenHee (SD) P-
MomMeHT CpelHee 3HaueHUe M3MEeHeHre OT 3HaUueHue
BpEeMeHU N (SD) N MCXOOHOTO YPOBHA a
ucxomHer 37 38,49 (18,679) - - -

YPOBEHD
1 Hepmesia 37 36,35 (18,043) 37 =-2,14 (5,414) 00,0218
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4 Hepmena 36 37,14 (19,516) 36 -1,85 (8,419) 0,19660
8 Henmesa 24 34,58 (18,268) 24 =3,73 (7,787) 0,0279
15 15 35,00 (22,984) 15 -1,93 (10,910) 0,5037
HepeJd

KpaTkoe M3JIOXEHVE MSMEHEHNA HabJogaeMon cpenHeIZ OLIEHKMU
Xopen, u CpellHAA CyTOUHaA TO3a TeTpabeHasnHa I

HGYTeTpaéeHaBMHa, COOTBETCTBYKIIad OlLleHKe Xoper, IIpedCTaBJIEHE Ha

durype 7.
OueHka ofmeyV OBUTATEJILHOM akKTMBHOCTM (TMS) - IOONOJIHMTEeJILHAaSA
Koropra. CTaTHUCTHUUECKH 3HauMMoe CcpelHee CHUXeHMre ™S T10

CpaBHEHMK C MCXOIHEIM YPOBHeM HabJjmomaljM YxXe Ha Heneje 2 (3,9
enuHuiEe, p <0,0001) m OHO cCcoxXpaHA4JIOChE OO Hemesm 15 (8,0 enmHwMi,
p=0,0001). PesynbTaTH OpMBeOeHH HMWXe B Tabmauue 20.

Tabnnua 20: OueHka oBmen IBUTATEeJILHOMU aKTUMBHOCTHU

(DONIOJIHUTEeJIEHaA KOoIopTa)

OBmuit rnokaszaTesib OBUTaTeJILHOM

AKTUBHOCTU

CpenHee (SD)

M3MEeHeHMe OT
MomMeHT CpenHee 3HaueHUe NCXOOHOT'O -
BpeMeHU N (SD) N YPOBHSA 3HaueHme?
mcxonmHemt 71 35,3 (16,34) -— - ——
YPOBEHD
2 Hemeyja ©1 32,4 (15,23) 58 -3,9 (0,07) <0, 0001
4 Hemejysa 55 32,1 (16,84) 52 -5,9 (7,88) <0, 0001
8 HemeJsizs 43 31,0 (18,07) 40 -8,3 (8,58) <0, 0001
15 35 30,5 (17,70) 33 -8,0 (8,41) <0, 0001
HeneJs

ToT ¢axkT, UTO cCcpelHee VyJiayumeHue TMS ((-3,7 eouHMl Ha 8-#

HemeJle B KOTOpPTe TIepekKJIoueHrsa UM -8 eOuHul Ha 15-7 Hemeje B
OOTIOJIHUTEJILHOM KoTopTe) OBJIO OO0Jbklle IO BeJMUMHE, UYeM CcpelHee
VIIVUIIeHMe OlLeHKM 10 mkaje TMC (-1,9 emmHML Ha 8-¥ HemeJjle B
KOTOpTe IHepekyioueHusa ¥ -4,5 eIuMHMI Ha Heneje 15 B IONOJHUTEJLHOU
KoropTe) OpennojiaraeT IPeMMylmecTBO JiedeHua DTBZ npu IOpyTuUx
MOTOPHEX cuMIITOMax HD B IOOIOJIHEHME K CHUXEHNKD XOpPeu.

OxMmaeTCcsa, UYTO OpyTMe »OeliTepuli-3aMeleHHEe TeTpa®eHa3MHE U
BaJyibeHazMHE OyOyT 50beKTUBHE IIPU JIEUEHUM XOpeM U OPpYyI'UX
CUMIITOMOB, CBS3aHHEIX C BOJIE3HEBIO XaHTUHI'TOHA u Oy I'VIMM
IBUTATEJILHEMM pPacCTPOMCTBaAMM UM [HATOJIOTMUECKMMU HENPOM3BOJELHEMA

IOIBVDKEeHVMAMIM B L eJIOM.
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HexeJiaTeJIbHEE ABJICHUA. DTBZ, Kak IpaBmio, XOPOoIo
IEPEeHOCUTCHA, U pe3yJbTaTH ©0e30IacHOCTM KaK B OONOJIHUTEJIbHBIX
KOoropTax, TaK M B KOTOpTax IIepeKJIvUeHMSI COoIJIacylnTcid C OpoduieMm
feszornacHoOCTHM, HabOJjowmaeMsM B First-HD.

B nmonoJsHMTeJdbHOM kKoTopTe 39 (52,0%) O0OBLEeKTH MCIOHTHBaJM AE,
npu 2TOM AE OLIeHVBAJIUCH Kak JleTKMe I YMepeHHHE o
MHTEHCUMBHOCTM y 36 (92,3%) 3 2Tux 39 0oOBLEeKTOB. HawmboJsiee

pacrnpocTpaHeHHEIMY AFE B IOOMNOJHUTEJILHOM KOoTopTe OvUIM IameHme (10

OBOBEKTOB, [13%]), conmmuBoCcTb (6 [8%]), &»enpeccuda (6 [8%]) wu
BeccoHHMLIA (6 [8%]) . AHaJIOTUYHEMN IIPOLIEHT OOLBLEKTOB B

OOIIOJIHUTEJILHOM KOTOopTe MCHOHTHBaJl AE ¢ 1 mo 8 Hepmesmo (45,3%) 1o
CpaBHeHMIO C 8-1 HeOeJey IO BM3UTa IOaTH 3aBepmeHua cbopa ITaHHBIX
(43,2%). TIlare o0O0BekTOB uMeJdu AE, KOTOpPHE IIPUMBOOMIIM K CHMKXEHUIO
OOBEl WM K IIPMOCTaAaHOBKe IIpMeMa HDO3bkl. Tpu 0O0BeKTa MCIBETHBaJNU
cepbesHble AE (TpeBory, OOJblyld IOeNpeccCHio, CyMUMOaJIbHEE MBCIN,
00e3BOXMEAHME, DHIedaJoNaTUR ¥ CYMUUOAJbHYK OEIOPecCHUur), IIpUYeM
OOHO M3 BTUX CepbesHBX AE (OoJbmas OEeNpeccHusd) IIPMBEJIO K BHBOOY
U3 UCCJeOoBaHUA. TpM  OONOJIHUTEJILHEIX 00BeKTa O0OTKa3aJIMCh OT
uccyjengopaHusa wum3-3a AE (yxyOmeHre Xopeu, CcyuluOaJibHBEE MBCJIU U
nernpeccusd) .

B kxoropTe mneperkjoueHus 21 (56,8%) o00OBEKT WMCIBTHBAJ IIO
MeHbllelt Mepe onmHo AE, npu 5ToM AE OlLeHMBAJIMUCL OT JIeTKMX K
YyMepeHHEIM II0 WMHTeHcuBHoCcTM nmjusa 20 (95,2%) w3 21 nDaumeHTa.

HamBoJiee pacHpocTpaHeHHEMM AE B KOTOPTe IIEePeKJIoUeHMsS  ObUIM

COHJIMBOCTEL (9 o6bwexkToB [24%]), TpeBora (3 [8%]) mu nazmenue (3
[8%]). BOJBINMHCTBO M3 5STUX OOMMUX HABJIEHUV OIPOMUI3OIJIO B TeueHHue

IIepBLHIX 8 HeOeJib MCcJIeloBaHMA (22 o0bekTa KOTOPTH IIepeKJIoUueHNS
OOCTUIJIM 8-¥ HeIeJM K MOMEHTY BM3UTa 3aBepmeHMsa cbopa OaHHBEX) .
HamboJiee pacrapocTpaHeHHEe AE IIPOUCXOOUIIN c aHAaJIO TUYHEIMU
mokKasaTeJIAMM, HauMHad C IOHS 1 BCK HeleJio 1, C HemeJu 2 [0 HeOeJwo
4 m Cc HemeJu b5 mno Hegjemo 8. He ©OBJIO HMKaKMX HeXeJlaTeJIbHEBX
ABJIEHUM XOpeMr WM YXYIONEeHMI XOpeu B TeueHMe OTUeTHOTO IIepuoma, B
TOM UMCJIE B TIIepBYK HeNeJIk IIOCJIe IIepeBolda C TeTpabeHasuMHa Ha
neyrerpabeHasuH. J[Ba 0OOBeKTa WMCIBTHEHBaJIM Cepbes3sHele AE (IIHEBMOHUD
u 06e3BOXMBaHME), HM OIMH OOBLEKT He BHEXOIWMJI M3 MCCJIeOOoBaHUS U3-—

3a AE, a y ueTHpex 00BexkTOB Opuio AE, KOTOpoOe IIPUBEJIO K
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YMEHBIIEHVIO OO3H MJIIM K IIPMOCTAHOBKE IIpMeMa TO3H.

He OmUIO OUeBMOHOTO YBeJIMUeHMs oOOmeM pacOpoCTpaHeHHOCTH AE y
[IallMeHTOB C HapylleHueM MeTabojsm3Ma CYP2D6 (Briwouas OOBEKTOB,
VCHOJBb3YINX CUJIBHEM MHTHUOMTOp CYP2D6 u ciabble MeTad®oJM3aTOPH
CYP2D6) .

YacTo BCTpevawnmmecd BO BpeMsa JIeUeHN A AE, KOTOPHE
OIpenelIdnTCa KakK SABJIEHMs, I[IPpOMCXOoOAmMe, I[IO0 MeHblley Mepe, y 4%
OOBEeKTOB BO BCe IIE€PMOOE BpPeMeHM B JIOOOM KOTOpTe, CYMMMPOBAHE
Huxe B Tabmmue 21. HaumboJjiee paclopocTpaHeHHEle AE B TeueHMe BCeTO
nepmrola JiedeHMS B OOIOJHUTEJILHOM KOTopTe OBJIM  CHWKEeHE (10
oBbwekTOB, [13,3%]), conmuBocTh (6 [8,0%]), menpeccus (8 [10,7%])
n OeccoHHMua (6 [8,0%]). Haubojiee pacnpocTpaHeHHEe AE B TeueHUe
BCeTO IepMrola JIedeHUs B KOTOPTe IepeKJIodeHud Halaiau (3 oOwekTa,
[8,1%]), COHJIMBOCTL (9 [24,3%], HO OOJBINMHCTBO M3 HHUX OBJIU

BPEMeHHHMM M He TpeboBaljlM KOPPEKTHMPOBKM I@O3H), menpeccus (8

[10,7%1) M TPEeBOXHOCTHb (3 [8,1%]). HabiaomaeMmele TUIHE OOMUX
HexeJlaTeJIbHBIX ABJICHUMN OBLIIN COBME C TUMEL c TeMH, KOTOpPEHE

HabJogaJuchk IOpu JeueHUM »OeyTeTpadeHasmHoM B First-HD. Ilamenus
TPYIHO OLEHUTL B DTOM IMONYJALUUM MCCJeloBaHMsa C xXopeew wum  HD;
BOJILIIMHCTRBO nmageHuy  He cumTaJoch CBSA3a@aHHHM C  MCCJelyeMBM
JIeKapCTBEeHHEM CPelICTBOM.

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

0OBEeKTOB B JIOOOM KOTOpPTe

HomnmoJHuTeJIbHad KoropTa

KOoTopTa [epeKJInUYeHN A
CobBuTHE (N=75) (N=37)

n (%) n (%)
I[lagmeHMne 10 (13,3) 3 (8,1)
Denpeccud a 8 (10,7) 2 (5,4)
COHJIMBOCTD 6 (8,0) 9 (24, 3)
BeccoHHMIa 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)
CyxXoCThs BO pPTY 3 (4,0) 2 (5,4)
PasmpaXuTellbLHOCTE 3 (4,0) 2 (5,4)
PBoTa 3 (4,0) 1 (2,7)
YcTaJloCcTh 3 (4,0) 1 (2,7)
PaccTpoMCcTBO CHa 3 (4,0) 0
Hasz0bapmUHIUT 2 (2,7) 2 (5,4)
ODeszopueHTalUA 0 2 (5,4)
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HomoJIHUTeJIbHEe IokKa3aTesn ©O0esomnacHoCcTr. lIkaJe ©0e30IaCHOCTHU
OBUIM BKJIOUEHHE B ILJIaH MCCJHIeIOBaHMA OJS MOHUTOPMHIA CYOKJIMHUUECKOM
TOKCUUHOCTHM, CBA3aHHOW C JieueHMeM »OeyTepabeHa3mMHoOM. OHM BKJIOUAJIU
HabmoomaeMele 3HaueHUsa UM m3MeHeHusa B UHDRS, SDQ, B omnpocHuKe UPDRS
10 IMz3apTpuM, Wkajie bBapHca oLeHKM akaTusum (BARS), HADS, wmkaje
COHJIMBOCTHK OSmnBopTa (ESS), KOJIyMOMMCKOM MKaJie OlLIeHKM Cepbe3HOCTU
CYMLIMIOAaJIbHEIX HaMepeHUuMn (C-SSRS) " MoHpeaJlbCKOM KOTHUTUBHOM
olleHKe (MoCA ©). OOmmMM aHaJdM3 mKaJ O0e30IacHOCTM He I[oKasal
[IOBHIIEHHOT'O PHUCKa JieueHud neyreTpadbeHa3MHOM IO Hemejau 28,
COOTBETCTRYIIEN mnaTe 3aBepleHn I cBbopa OaHHBIX oI 2TOTO
uccJenoraHusda. BoceMb MHalMEeHTOBR M3 OOMIOJIHMTEJILHOM KOTOPTH MMEJIN
ABHOE CHWXeHMe B OBYX U3 UeTHpex KOTHUTUBHHX Ioka3aTejel (MoCA u
3ajava Ha BepbajbHYyH O0eIJIoCTh) Ha 28-11 HemeJe. J2OTHM MW3MeHeHUS
JyacTo OBUIM CBA3aHE C AE (HanpuMep, COHJIMBOCTE, YyCTaJjloCTh,
MHOEeKIrS MOUEeBHX IIyTel) U, Kak I[IpaBujlo, He OBJIM CBA3aHH C
TIOHWKEHHOM 50PeKTUBHOCTLIO GYHKUMOHAJIbHEIX Mep. B xome
uccyenoBaHMa He HabOJoOalM KIMHUMUYECKM 3HAUMMBHX M3MEHEeHUM XM3HEeHHO
BaXHHX IIokaszaTejier, OKI' MM KIMHUUECKMUX JIabopaTOpPHHX OlLeHOK. UTo
KacaeTcsa MacCCH TeJla, OT MCXOOHOTO YPOBHS mo 15-11 Hemesm, TO
Macca TeJla YBeJMUMBAJACh B OOMNOJHUTEJILHOM KOTOPpTe ¥ MMHMMAaJbLHO
MU3MeHAJIack B KOTOpTe IepekJioueHMus. Ilocye 15-1 Hemesin HabJmomau
TeHIeHUIMIO K TIIOTepe MacCH Ha 28-1 Hemejle B o00eux KoTopTax
(DonoJIHMTeJIbHasa kKoropTa, 1,4 KI', KOTopTa I[epekJwoueHud 1,9 k1),
OOHAKO YMEHBIIeHMe umucia OOBeKTOB, IJoCcTuUrmmx pydexa Hemenm 28,
OTpaHVUMBAET MHTEepPIpeTallMin STUX Pe3YJIETaTOoB.

B COBOKYIHOCTM pPe3yJbTaTH DSTOTO MCCIeOOBaHUA TIIOATBEPXIAT
20HEeKTUBHOCTD neyTeTpabeHa3MHa B KauecTBe 50PeKTUBHOTO
TeparleBETMUeCKOTO BapMaHTa ¢ OJIaTolIpUATHEM OpodmiieM Oe30MIacHOCTHU
OJI  JIeueHUMsa  XOpewu, cBasaHHOM Cc  HD. [ToJIyyeHHEIe  pPesyJIibTaTH
IIOOTBEePXIAT 0e30IIacCHOCTD HOUHOTO Ieperona C TBZ Ha
NpoTHOCTHUUEeCKYl AUC-mnmomod®paHHYK OO3y IeyTepabeHasMHa, KoTopad
MOXeT OHTHL NOCTHUIHYTa 0e3 MIOoTepM KOHTPOJS XOPpeu.

[To3mHAS OUCKMHE3USA

OTKpHTOE HeCpaBHUTEJILHOE nccijenoBaHue, B KOTOPOM

YydacTBOBaJIA OO BEKTEL MY XYM HEL 17 KeHIIVHEBL C I/IH,JIyLU/IpOBaHHOﬁ
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JIEKAapCTBEeHHHM CPeIOCTBOM I[IO3OHeM »OuCKuHesuen (TD) B dopMe OT
YMEpEeHHOM OO TaXeJIOM, M[IpOBOIMIIM IJS OlleHKM 0e300acHOCTUM U
[IepPeHOCUMOCTH OOJITOCPOUHOM HNOOIePXVBaKIen Tepalnun
ODeyTeTpabeHasuHa u nid OLlEHKU 20PeKTUBHOCTHA OOJITOCPOUHOM
IoInepxXrBaKmel Tepanouu nmeyTeTpabeHa3MHa IJIS CHUMXEHUMS TIXeCTHUu
IaTOJIOTUUECKUX HENPOM3BOJILHHX OBMXeHUM TD.

[IJJaH uccJaedoBaHMA. KpuUTepuM BKJIOUEHMSA BKJIOUAJIM: BO3pacT IIO
MeHbIen Mepe 18 JeT; YCIIellHOe 3aBeplIeHre Npenenymero
KOHTPOJIMPYEMOTO uccJenoBaHusa  OeyTeTpabeHasUHa bopmel  TD oT
YMEPEHHOM OO TAXeJOM; B aHaMHe3e MCIOJIb30BaHMe aHTaroHMCTa
pelenTopa OollaMMHa B TedeHMe KaK MMHMMYM 3 MecdueB (uiam 1 MecHll
y ob6mwekTOoB 60 JeT M cCTaple); KIMHMUEeCKUM IOmarHo3 TD M HaJIuuue
CUMIITOMOB B TeueHMe I[I0 MeHbllel Mepe 3 MecsaleB; OJa O0O0BLeKTOB C
VMEKRMVMUCSA MNICUXVNYUECKUMU 3ab0JIeBaHMAMA &

[ICUXVATPUUECKHU CTa®UJILHEM U Btes V3MeHeHUM B npueMme
IICUXOaKTUBHHX JIeKAPCTBEHHHX CpeIcTB B TeueHue 30 QOHeM 1O
CkpuHMHTAa (45 mHeM OJisg aHTUIENpPeCcCaHTORB) ;

00BEeKTE Ha OOJITOCPOYHO IeMCTBYIMMUX (Oero) JeKapCTBeHHHX
cpeIncTBax HaxXOOIMJIMCL Ha CcTabujibHOM Tepanuu (Josa, YacToTa) B
TeueHMe >3 MecHleBR OO0 CKPMHMHTA; U

00BLEeKT UMeeT IICcUxXMaTpa, KOTOPHM ocBemoMjieH 00 YyyYacTul
00BLeKTa B MCIHOHTAHUM M He OXMIaeT KaKux-Jmubo M3IMEeHeHUM B CcxXeMe
JleueHrs  O0OBeKTa (JlekapCcTBeHHOE CpPpelcTBO, nosa, yacToTa) B
TeueHMe CcJleIVIIMX 3 MecsdleB;

ucropmsa  cobiuogeHMsS — OpellMCaHHHX  JIeKapCTBEHHHBX  CPelCcTB;
CIIOCOBHOCTL TUIOTAaTh McCcJedyeMoe JieKapCTBeHHOe CPpelCTBO LeJIMKOM;
XMBET B CTa®MIJILHOM OKPYXEHUMM ¥ MMeeT COOTBEeTCTBYWMMM HaO30p,
KoTroa HeoOXOONMO cobJomaTh BCe IpOoLEenyPE ruccJenopaHusd,
IpUCYTCTBOBATE Ha BCExX BUBUTAX  MCCJIeOoBaHUSA u BesomnacHoO
yuyacTBOBaTL B MCIBTAHUN; IOCTAaTOUHLE  HaBHKM  UTeHUS, UTOOH
OCMBICJIMTEL  OlLleHOUHHEe  IKaJlHl, 3aloJIHSAeMEle OOBLeKTaMM; KeHITMHBI—
00OLEeKTE IOeTOPOIHOTO IOoTeHLMalJla COIJIACHH MCIOJIL30BaTh OIMH U3
cIenyiommMx IIpUeMJIeMBIX MeTOINOB KOHTpallellMM, HauMHasgd OT MOMeHTa
CKPMHMHTAa IO 3aBepmeHusa MccJeldoBaHuLg, ecJM OHM CeKCcyaJlbHO

AKTVIBHEIL:
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IUD MM BHYTPUMATOUHYID CHUCTeMy B TeueHMe II0 MeHblel Mepe 3
MecsdlleB OO0 CKPMHUHTA;

00BLEeKT WM IapTHep, VCHOJIbL3YImMMM  OapbepHHM  MeTOon co
CIIepMMLIMOOM B IepMOI CKPUMHMHITA M OO 3aBeplleHud MCCIeIOBaHUSg;

Y mapTHepa eCcTh 3alOKyYMeHTHMPOBaHHASa Ba3eKToOMMA > 6 MecslleB
0O BKJIOUEHMSA B MCCJelOoBaHMe; WU

CrabuibHada TOpMOHaJIbHasa KOHTpallenlnsa (c omoBpeHHOM
mepopalibHOM, TpaHCOepPMaJlbHOW MM IOello—CXeMOMN) B TeUeHMe IIO0
MeHbIeM Mepe 3 MecCcsdlleB OO0 CKPMHMHTA.

KpurTepur MCKJIOUEeHMS BKIOUaAJIM: OOBEKT IoJiydaJl TeTpad®eHasMH B
TeueHMe 7 IOHeM Haudajla MCCJeOoBaHMAa WM Jmoboe U3 CIeIyImMX
JIEKAPCTBEHHHX CpeICTB B TeueHre 30 1»OHeM HauvajJla MCCJIeIOBaHUA:
pesepnrH, Oo-MeTuJI-p-TuposuH (AMPT), OOTYJIMHMUECKMM TOKCUH (B
TeueHMe 3 MecCsAleR IIOoCJe Hauvajla MCCJeOOoBaHuA) U JIeKapCTRBEHHHe
CpeICTEa c CUJILHOM’ AHTUXOJIMHEePTUUECKOM AKTUBHOCTEIO
(TPUrekCcHUbeHMOnII, BOeH3TPONINH, opbeHanpuH, IPOLUUKININH u
funepmnneH) , MeTOKJIOIpaMN, IpoMeTasuH, IpOXJIOpIlepa3nH,
CTUMYJISTOPE (T. e. MeTuiabeHumarT, ambeTaMMH/IekCcTpoaMbeTaMmH,
JMmagekcampeTaMyMd M T. O.), UHIMOMTOPE MOHOaAMMHOKCHUIA3H 1 (MAOI),
ATOHUCTH JIEBOIOIIH WJIM OollaMMHa,; OOBeKT MMeeT HeBPOJIOTUUecKoe
CoCcTOAHMEe, OTJMUHOe OoT TD, KOTOpOe MOXeT MelaTh OlLleHKe TSKeCTH
IVCKMHEe3UM; Ccepbe3HHe He IIOOBEePTHYTHE JeUeHMID WM IIepeHeCeHHbe
ncuxmarTpuueckmue  3abojieBaHMS Ha  MOMEHT  HauaJjla MCCJIeIOBaHUS;
AKTMBHEIE CYMUMIAJIbHEE MIeM Ha MOMEeHT Hauajla MCcJedoBaHuLg;
ucropmsa Joboro M3  CIenyNMUMxX IeCTBUM B TeueHMe 6 MecsleB C
MOMEHT HauaJla MCcJiedOoBaHMA: IpeIHaylee HaMepeHMe OelCTBOBATL IIO
CYMUMOAJLHEM HaMepeHMSAIM C KOHKPEeTHHM IIJJaHOM (IIOJIOXUTEJILHEIM OTBeT
Ha Bomnpoc 5 mo C-SSRS), He3aBUCUMO OT YPOBHS aMOMBAJIEHTHOCTHU BO
BpeMsa CYULIMOAJIBLHOTO MBIIIJIEHU I, Ipensgymme IIOOTOTOBUTEJILHEE
OeMCTBUA CYMUMIOAJLHOTO XapakKTepa WIM CyulMOaJIbHOe IIoOBeleHMue WJIu
IpenuIyIyo bakTUUeCKYIO, IpepBaHHYIO WIIN COPBAHHYIO TIOIIHTKY
cyuMumma; olleHka =211 B cyOmkajle »OeOpecCurM TOCIUTAJLHOM MKAJIH
TPEeBOXHOCTM W nenpeccum (HADS) Ha MOMEeHT HaudaJa MCCJIeIOBaHUMA;
00LEeKT ABJIAETCHA MHBAJIMIOM WJIM MMeeT IMIpM3HaKKM cjadoyMusa; OOLeKT

mMeeT HeCcTabuJIbHEE i CepEbEe3HEEe MeIVMIVHCKNME 3aboJjieBaHuA Ha
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MOMEHT HauaJla WMCCJeIOBaHMA; MUCTOopMA (B TeudueHMe 3 MECHAILEB) WK
HaJlMure arpeCcCHMBHOTO IOBeleHMHA; 3HaueHue QTcEF> 450 mMc (MyX4JMHH)
> 460 Mc (keHmMHH) wian> 480 McC (C OJIOKOM OTBETBJIEHUS NIPaBOTO
nyuka [RBBB]) Ha »ziekTpokapiuorpaMMe (9KI') ¢ 12-oTBemeHMAMM Ha
MOMEHT Hauvajla VCCJIeIOBaHUA; I0oKazaTeJIbCTBO [IeyeHOUYHOM
HENOCTATOUYHOCTM IIpU CKPUMHMHIE, KOTOpOe BHABJEHO C IIOMOIBI:
acrnaprarT-TpaHcaMuHaszse (AST) WM ajlaHMHaMMHOTpaHcdepasws (ALT)> B
2,5 pasa mOpeBHlaKmel BepxXHUM IIpenej HOPMaJlbHOTO ypoBHa (ULN),
meJiouHom QocdaTasu (ALP) wmam obmero OuampyobmHa (TBil)> B 2 pazsa
Oogsbme  ULN (HO OOBEKTH C CcHHOpOMOM ImjipBepTa MMeT IIpabo
ydyacTBOBaThb, €CJUM OHM OHOOpeHH MeIMUMHCKMM OOCJIeDOBaHMEM, a
OBBEKTE C OTKJIOHEHMAMU B IOByX WIM 0o0Jiee M3 DTUX aHaluToB (AST,
ALT, ALP, TBil) znoJpkHE OHTbH OHOOPEHH MeIMLUVMHCKMM OCMOTPOM IJIS
BKJIIOUEHUSA) , M IOPpOTPOMOMHOBOE BpeMd [IPOJIOHTHMpoOBaHo > 4 C;
[IOJIOXMU T &JIb HEIM IIOBEPXHOCTHHM AHTUTEeH reriaTmUTa B (HBsAqg) ;
CBUIOETEJILCTBO S3HAUUTEJILHOTO HapylleHU A GYyHKLIUM ouex npu
CKPMHUHTE, BHABJIEHHOE C IIOMOIbLI KJMpeHca KpeaTuHuHa <50 wmi1/MuH,
1o oueHkaM  OQopmysiel Kokpodora-T'osra; M3BEeCTHAa4 ajieprusa Ha
TerpabeHal3mMH WM Ha Jio®oM M3 KOMIIOHEHTOB IeyTeTpabeHa3uHa;
ydyacTBOBAaJ B uccJeloBaHUM, MIOCBAMEHHOM VCCJIeIOBaHUIO
JIeKapCTBEeHHHX CpeIncTB VI YCTPOMCTB (Ba VCKJIIOUEHMEM
MCCJIeIOBaHMA, MCIOJbL3YyeMOTO OJAa JedeHusa »OeyTreTpabeHa3MHa), U
nmoJydalyl MccJleyeMull IpernapaT B Teuduenue 30 mHeM (MM 5 [epromoB
IOJIY XM 3HU JIEKapCTBEHHOTO cpencrra) c MOMeHTa Hauaja
MCCJIeIOoBaHMAa, B 3aBUMCHMMOCTM OT TOTI'O, 4YTO OoJiee MNPOOOJIKUTEJIBHO;
0BBeKT 4ABJIAeTCHa OepeMeHHHEM WM KOPMUT TpyIObl Ha MOMEHT Hauaja
MCCIIeIOBaHUA; u B HacTodmee BpeMsda VICTIOJIb 3YIOT He3aKOHHHE
npernapaTH Ha MOMEHT HauajJla MCCJIeldOBaHUA.

Cxema OO3UPOBAHNUA . TabjeTKM neyTeTpabeHas3MHa OBLIIN
npencTapJieHEl B OO3ax o, 9, 12, 15 m 18 wMr. Bo Bpewms#
KOPPEKTUPOBKHY/ TUTPOBAHUI OO3E JOeyTeTpabeHa3MH  IIOCTaBJIAJICH B
OIMCTEPHEX YIaKOBKax Ha HeJeJlo. B TeueHMe OOJITOCPOUYHOTO JIEUEeHUS
oeyTeTpaeHasMH OyIeT IIOCTaBJIATBCAS B eMKOCTSAX, pPacCuMTaHHHEX Ha 30
enuHulL. lccienyeMoe JIeKapCTBEHHOE CPEeICTBO BBOOWIM CJeIyKIUM
oBbpazoM. Bce pexumsl JedeHMS BBOOIWJIM OBa pa3a B »OeHbs (BID) c

HI/IH_[eﬁ, HpM@J’IMSMTeﬂbHO C VHTEePpBaJIOM 10 JacoB B TeUeHN e IHA.
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HavajibHag Oo3a MNOpelcTaBidia cobol meyTeTpabeHasmH 12 MI/CYTKU (6
M BID) He3aBMCMMO OT TPENHOYIETO JIedeHMS B IIepBOHAYaJIbEHOM
VCCJIEeIOBaHUM . OlLleHKa TIpelHOymero JIEUeHUS M3 IIepPBOHadYaJlIbHOTO
uccJegoBaHMUA oCTaBajlach cJielloM. MakcuMalJibHadg ofmasd CcyTouHasd Oo3a
ODeyTeTpabeHasuHa cocTaBJidlla 48 MI'/ CYTKU (24 MI BID), 3a
VUCKJIIOUeHMeM CJlyyaep, KoT'oa OO0BeKT OBJI Ha CUJIBHOM MHIUMOMTOPE
CYP2D6 (mapokceTuH, OQJIYOKCETUH WM OYIIPOIMOH), B Cllydae KOTOPOIO
MaKcHMaJIbHa A obmasa CYTOUHad mosa CcOoCTaBJIAET 36 MI'/CYTKHU.
CyTOUHEEe HO3H OO 36 MI'/CYyTKM Ha3HavaJuM B BUIe OIHOM TabJeTKU
BID, Torma KaK CYTOUHHe OO3H 42 MI'/CcyTKM UM 48 MIT/CYTKM HasHauvaJu
B BuUIe »OBYX TabjeTok BID. Bo BpemMa nepuola TUTPOBaAHUA LTO3Y
neyrerTpabeHasMHa CJelyeT IIOBHIIATE EeXeHeleJIbHO C IIpHUpalleHuAIMU I10
6 MI' B CYTKM IO TexX IOp, IOKa 1) He OyIoeT aleKBaTHOT'O KOHTPOJIA
Hag »OUMCKUHesuelM; 2) o00beKT He OyIeT MUCIOHBTHBATL OlpedeJieHHOe
IPOTOKOJIOM KJIMHMUYECKM 3HaumumMmoe AE (omopelneljieHHOe KaK OTHOCAMEeeCH
K MCCJIeOyeMoOMy JIeKapCTBEeHHOMY CPenCTBY, U JHubOO a) yMepeHHOe WU
TAXEJIOE TIO0 MHTEHCHMBHOCTHM, JMOO D) COOTBeTCTBYeT KpuTepusam SAE);
i 3) OymeT OOCTUTHYTa MaKcuMaJlbHasg JoIIycTmuMas Jo3a. Eciu
oBBeKT VICTIEITEIBAJI KJIMHUYECKU 3HAUMMOE AF, OTHOCAMEeeCHd K
oeyrerpadeHa3nHy, TO MCCJIedoBaTellb onpenesn, TpebyeTcsa JHU
CHWXEeHMe OO3H MM NPMOCTaHOBKAa IpMeMa OO3H.

HoJrocpouHoe JieueHue. [ia Bcex OOBEKTOBR, YUACTBYKRIMUX B
OOJITOCPOUYHOM nepuome JIeueHusd, oosza neyTeTpabeHasMHa MOXET
peryJupoBaTkECAa (BBEepX WJIM BHM3) C maroM 6 MI' B CYTKHU, €CJIu
HeoOXOoOMMO, IJA OINTHUMM3ALMM KOHTPOJA OUCKMHE3UM I[IPYM MUHUMU3AaLUU
AF. OpmHakKO TakKMe WM3MeHeHMSA IOO3H MOTYT IMIPOMCXOOMTE He dYale OIHOTO
pasa B HeleJo.

[Tepuorn TUTPOBAHMUA (mo 6 HeneJb) . OOBLEKTH, YCIIENHO
3aBepIIMBIIME [I€pPBOHAUAJIbHOE WMCCJIeIOBaHME, MMEJM IpaBO y4aCTBOBAThH
B DBTOM MCCJIelIOBaHMM II0CJie 1-HeIeJIbHOTO IIepuolla BHMHEHBAHMA WU
OKOHUATEJILHOM OlleHKM. I[IOCKOJbKY OOBLEeKTH MIPpeKpaTuJIM MCcJIeloBaHUue
JIEKapCTBEHHOTO CPEeNCTBa WM IIauebo B TeueHMe 1 Henelr, wWMM OBLIO
[IPOBEeIeHO TUTPOBaHMe IOO3H HOeyTeTpabeHasMHa B STOM MCCIENOBaHUM.
Bo BpeMa THUTPOBaAHMA MCCJIEOOBATEJE IIPM KOHCYJBbTAllMM C OOBEKTOM
ompenesyals, KoT'Da OBJI OOCTUIHYT aIeKBATHHM YPOBEeHbL KOHTPOJA HaL

IOIVCKMHesuel. Josy IeyTeTpabeHa3MHa peTryJMpPOBalM (BBepxX WMJIM BHUS)
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C maroM 6 MI' B CYTKM IO OIHOTO pa3a B HeleJlo OO Tex IIop, IIoka He
OOCTUTAaJNIM aleKBaTHOT'O KOHTPOJA IUCKMHE3UM, KIMHUUECKM 3HaAUMMOTO
HexeJaTeJIbHOTO SABJIeHMS, CBA3aHHOTO C MCCJelIyeMHM JeKapCTBeHHBM
cpencrteoM, (ambo a) yMepeHHOoOe, JMOO TAXKeJIOe II0 MHTEHCHUBHOCTH,
Jm6o b) CepbesHoe HexXeJlaTeJIbHOe aBJIeHUE) , VI OoCTUTalIn
MaKCUMaJIbHOV IOINIYCTUMOM HOO3H. ECaIM o0O0BeKT MCHHTHBAJ KIMHUUECKU
3HauuMoe AE, oTHocHAmeecd K JeyTeTpabeHa3MHY, TO MCCIeIOoBaTelb
omnpenesnsals, HeoOXOOMMO JIM CHMWXEeHMe IO3H WIM [IPpMOCTaHOBKa IIpHeMa.
OOBLEeKTH MMeJM TeJIeQOHHBEM KOHTAKT Ha Henmeje 1 M BU3UT B KIMHUKY
Ha Hepmeye 2, d4ToBOH OLEHUTH 0e30IacHOCTL M YCTAHOBUTEL IOO3Y
MCCIIelyeMOTO JIEKapCTBEHHOTO cpencTea, KoTOpada ameKBaTHO
KOHTPOJMPOBaJla IUCKMHE3MI M XOPOIOo IIepeHOoCuJacb. XOTA OOBEKTH
BCTYOMIM B IEepMOO HOOJTOCPOYHOTO JIeUueHMsa IIoCJie Hejelu 2,
TUTPOBAHME IMIPOOOJDKAJIOCH OO Helmesu 6, UTOOH ONTHUMM3UPOBATH IOO3Y.
OOJITOCPOUHHY IIepuon JeueHUd (o 52 Hegjmejsgb). Bo BpewMmsa
OOJITOCPOYHOTO JiedeHud OOBeKTH OyOyT OPpOIOoJIKaTh TUTPOBAHME IO
Hemesmu 6. B TeueHMe 5DTOIO IIepuomda CO BCeMM OOBEKTaMM CBIXKYTCSH IIO
TeJlepoHy Ha Hegneje 3 (mepBad HemeJyid OOJT'OCPOYHOTO IIepuona
JledueHUsa) ¥ HegdeJle 5, M OHM BepHYTCS B KJIMHMKY Ha Heznmeje 4, 6,
15, 28, 41 m 54 njia oueHkM ©Oe30MINaCHOCTM M KOHTPOJSA IUCKUHE3UM.
OOBLEeKTH, KOTOPHE He NOCTUIJIM YPOBHS IO3H, KOTOPHM OB aJeKBAaTHO
KOHTPOJIMPOBAJI IUCKMHE3MUI0 M XOPOMOo IIePeHOCUJICS K MOMEHTY BMU3UTA
Hemesqm 6, IOOJIXKHEL MMEThL He3allJIAHMPOBAHHBIE BUSUTH MM TeJedOHHEBE
KOHTAKTH IOJIg IJajJlbHellel KOPPeKTHUPOBKM MX OO3H BBEepxX WMJIM BHUS.
BzamMomelcTBME C KJIMHMUECKUM YyUupexXIeHMeM IJIS KOPPEeKTUPOBKM O3
OOJIKHO uUepeloBaThbCsa MexXOy TeJleQOHHHMM KOHTaKTaMM WM BUBUTAMU B
KJIMHUKY . [IpM OOJTOCPOUHOM JeUeHMM OOIIOJIHUTEJILHEE PeTryJIMPOBKU
OO3H IeyTeTpabeHas3MHa MOTYT OHTB CHeJIaHH, €CJM HeoOXOOMMO, HO He
yame, uYeM pa3 B HeOeJw, ¥ TOJBKO C mmaroM 6 MI' B CYTKH.
KoppekTupoBKa IOOBH  OOJDKHA OCHOBHBATLCS Ha BCeM  IOOCTYIIHOM
MHOOPMallMM, B TOM UMCJIe Ha oTueTax OOBLEeKTOB UM OIeKYyHOB (ecJM 2TO
HeobOxonouMo) o6 AE M KOHTPOJIe Hal IUCKMHesueM, U uHbopMalum U3
OLIEHOUHHX IKaJl M OlleHOkK 0e30IIacHOCTHM, KoT'Da OHM OOCTYIIHEH.
[locnenyromee HabomeHMe 0e30MIaCHOCTM IIOCJe JiedeHUMdA. Bce
OOLEeKTH IIPpeKpaTAT IIpMeM MCCcJelyeMOoT'o JIeKapCTBEHHOTO CcpelcTBa B

Bu3UT Hemesm 54 u BO3BpPATATCA IIJIA MX KOHEUWHOI'O BUM3NVTa B KIIMHHMKY
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Ha Hepmejsyie 55 1y ouUueHkM Oe30IaCHOCTHM, KOHTPOJSA OUCKUMHE3UM U
MOTOPHOM OGyHKIUMM. B TedeHMe 2TOT0 l-HeleJIbHOTO I[IepMola BHMHEBAHUA
OOBLEKTE He I OJDKHEL [IPUHVMATh 3allpelleHHEE CONIYyTCTByKIME
JIeKapCTBEeHHHEe CpeAcTBa. ODOBEKTH Takxe OyOyT MMETh I[IOCJeIyKlni
TesleQOHHHM KOHTAKT Ha Heneje 58, uepes UYeTHpe HeleJu IOCie
IOCJIeOHEeY HO3H MCCJEeIYyeMOTO JIeKapCTBEeHHOTO CpeICTBa, IJS OLEHKU
AE ¥ CONYyTCTBYKIIETO MCIIOJNIE30BaHUA JIEKAPCTBEHHHX CPEeNCTB.

KoHeuHrle  KpUTepMM  OLEHKM  0e30IlaCHOCTHU. BesonacHoCcTs M
[IEPEeHOCHUMOCTE OyIOyT OLEHMBATHLCHA Ha IIPOTAXKEHUM BCeI'O MUCCIeIOBaHUA
IyTeM MOHMTOPMHIA CJEeOyRlMxX IapaMeTpOoB: HexXeJlaTeJIbHEE ABJIEHUA
(AE) , KJIMHUYeCKMe  JIaDOopaTOpHEE  aHaJIM3H, busnueckuy  OCMOTD,
XM3HEHHO BaXHble IokaszaTeny, OKI' B 12 oTBemeHUAX, YHUOUIMPOBaAHHAHA
mKajia oOleHKu O0oJje3HM IlapkuHcoHa (UPDRS) UYacTe III (oOciiemoBaHUE
MoTOopuKkHM) , llkajla BapHca oUeHKM akaTusuu (BARS), TocHOuUTallbHad
mKajia OlleHKM TPeBOXHOCTM U »Oemnpeccumn (HADS), Koayumbumckas mKalJa
OLIEHKU Cepbe3HOCTH CymUMIOaJibHEX HaMepeHUM (C-SSRS3), mKaJa
CoOHJIMBOCTKM JSnsopTa (ESS) m MoHpeasibCKad KOTHUTHMBHasA OleHka (MoCA
©) .

Kpurepmnu KOHEeuUHOM OLIeHKMU >20bexkTMBHOCTH. IR OLIEHKMU

30OEeKTUBHOCTHM MCIOJbL30BaJIM WX OYyIOYyT MCIOJIL30BaThL CJelyilue

noxkasaTesu: M3MeHeHue K aJIBL OLIEHKU IaToJIOTUYECKOTO
HEeIIPOU3BOJILHOTO IOBMXeHUda (AIMS) (OyHKTH 1-7) OT MOMeHTa HadaJjla
MCCJeOoBaHMAa OO OKOHUAHMA HOOJITOCPOUHOM Tepaluu (Henmemns 54),

KOTOpOEe OlleHMBaJM C IIOMOUWBI CJIelNoM LeHTpaJiM30BaHHOM BUIOEOOLEHKU;
noJiga OOBeKTOBR, KOTOPHE OoCTUIUIM sbdexkTa B JIeUeHMM B  KOHILE
OOJITOCPOUHOM Tepaluu (Heleasa b54), Ha OCHOBe KIMHMUECKOTO oBmero
BIleUaTJieHUsa o060 M3MEeHEeHUAX (CGIC) (B KOTOpOM 320dekT JIeueHusd
OIpeneliseTCcsas KaK CWJIBHOE YJlydlleHVe WM OUeHb CUJIbHOEe YJIyJlleHHue) ;
M3MeHeHMe B MOIMOMLUMPOBAHHOM mKajle KpaHMAaJIbHOM U LepBUKAJILHOM
OVCTOHUU (CDQ-24) OT MOMEHTa Hauajla MCCJIeOoBaHMsa OO KOHIa
OOJITOCPOUHOM Tepanuu (Hemessa 54); 1nojsa oBbekToB, Yy KoTopmx 50%
W DoJiee CHUXEHU A rnoxkasaresda ATMS oT MOMEHTAa HayvajJa
MCCJIeNOBaHMAa @O KOHIla »OOJITOCPOUHOM Tepamnuu (Hemems 54); 1noJs
OOBEKTOB, KOTOPEHE OOCTUTJIN shberTa B JIeUeHUN B KOHIIE

OOJITOCPOUHOM Tepallnu (Hemenda 54), OCHOBaHHa#A Ha oBmeM
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BII€EUATJIEHMM O IMHaAMMKe COCTOSaHMA nalmeHTa (PGIC) (B KOTOpPOM
20PeKT JIedeHMHA OIpeleIfeTCsa KaK CUJIBHOe VYIIYUIIeHMEe WJIM OUYeHb
CHMJIbHOE YyJIyulleHHue) ; [IPOLLEHTHOE M3MeHeHMre B OlleHke AIMS oT
MOMEeHTa HauvajJla 2TOI0 MCCIeIOBaHMA IO KOHIla IOJIOCPOUHOM TepalllM
(HegeJyia 54); M Ha OCHOBaHMM M3MeHeHMAa olleHkum AIMS oOT MOMEHTa
HauvaJla B»TOTI0 MCCJeloBaHMA OO OKOHUaHMA IOOJIIOCPOUHOM Tepaluu
(HepeJisg 54), Kak OlleHMBaeTCcHd I10 cJiernomn LeHTpaJM30BaHHOM
BUIEOOLIEHKEe, COBOKYIIHaAd -IOJIA PECIIOHIEHTOR BapbupyeTcd oT 103
YVIIYUNeHMsS  OTHOCUMTeJILHO MOMEeHTa  HauaJjla MCccjlegoBaHMSa OO 90%
OTHOCUTEJIbLHO MOMEHTAa Hauvajla MCCJIenoBaHusg C maroM B 10 MOPOLIeHTHHX
I[IYHKTOB.

PesyJbTaTH . PesyJsbTaTe IOpUBeOeHE Ha durype 9, KOoTOopad
IOeMOHCTPHUPYeT, UYTO K 6-M HemeJle McclenoBaHus ©Oojee 50% o00BLeKTOB
VMeJIn CUJIbLHOE yJIlydlieHue NI OUeHb CUJIbHOE yIlydleHme B
coorBeTCcTBMM C PGIC m CGIC.

ARM-TD

Bruto paszpaboTaHO UM IIPOBEeOEeHO OONOJIHUTEJIbHOE KJIIMHUUeCKOe
uccJleIoBaHMe «C lLeJIblo COKpalleHMS IOBMXEHUM B II03OHEM IUCKUHEIUM»
(ARM-TD) njusa oueHkM 2>0pexkTuMBHOCTM SD-809 (meyTerpabeHas3MH) IIPpU
JleUueHUM IOo3IHeM IUCKMHe3uu B (opMe OT YMEepeHHOM OO TAXeJION.
VccnenoBanve ARM-TD ©6wuio 1:1 paHIOMM3UPOBAHHEM, MOBOMHEM CJIEIHM,
M1anedfo—-KOHTPOJIMPYEMEM, HapalljieJIbHEIM TPYINOBEM MCcJemoBaHueM 117
IaumMeHTOB B LeJioM (M3 HuUx 104 naluMeHTa, 3aBepUIMBIIMX MCIBTaHUE) C
bopMo¥ Mmo3mHEV OVUCKMHE3UM OT YMEPeHHOM OO TIXKeJION.

OO BEKTEL OBLIN OoTOBOpPaHH OJIsa BKJIOUEHU S B nccienoBaHue
ciaenyomyM obpazoM. KpuTepuyr BRJIOUYEHMS BKJOUYAJM: BO3pacT oOoT 18 1o
75 JleT BKJIOUUTEJILHO; B aHaMHe3se MCTOpuS I[IPpMMeHeHMS aHTaIl'OHMCTa
pelleriTopa IollaMyMHa B TeueHMe I[I0 MeHblel Mepe 3 Mecsdler (mm 1
MecAaln y o0nekToB 60 JleT M CTapme); KIMHMUECKMM IOuarHo3 TD, wu
HaJlMuMe CHMMIITOMOB B TeueHMe I[I0 MeHbllel Mepe 3 MecsalleB IO
CKPUMHUHTA ; CHIMIITOMEI TD BecCrokoaT obBeEKTa VI BEI3BEIBAOT
GYyHKIMOHAaJIbLHOE VYXYOMeHre; IOIpu o00cCJemoBaHUM B MOMEHT BM3MTa B
HayvaJle WMCCJeIOBaHMA Y O0O0BeKTa MMEKTCHS YMEPEeHHBEEe WM TsSKeJIHe
IaToJIOTMUYECKME  IOBVMXEHMS, KOTOPHE, o MHEeHMK MCCcJemoBaTeJid,

OCHOBaHH Ha IIyHKTe 8 AIMS U CyMMapHOM KOHTPOJIBHOM 3HaueHuu AIMS
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(>0) (B COOTBeTCTBMM C IIOyHKTaMM 1-7) IO OlleHKe OTBeTCTBEHHOTO
nccJenoeaTesis; 0JIs OOBEKTOB C VIMEIVMAC 5 [ICUXNYEeCKUM
3aboJleBaHMEeM OOBEKT I[ICUXMUECKM CcTabujleH M He UMeeT HUKaKUX
M3MeHeHNM B I[ICUXOaKTMBHEX IIpelapaTax (BrJoUasg, 0e3 OT'paHWUEeHUS
YKas3aHHEM, HeVpPOJIeNITUKHA, OeHz30OMa3ElINHEL, IIPOTUBOCYOOPOXHEE
CpeICcTBa ¥ CTabuiIM3aTOpPH HACTPOeHMsa) B TeueHue =30 1OHeM IO
CKPMHMHTI'A (45 oHeu o4 AQHTUOENIPEeCCaHTOB) ; OOBEKTEL Ha
JIEKapCTBEHHHX CPenCcTBax OJIUTEJIEHOTO HeMCTBUA (Oelo) HaXOOUJIUCH
Ha cCcTabuJIbHOM TepallMM (Oo03a, YacToTa) B TeueHMe =23 MeCAleB IO
CKPMHMHTa; U O0BeKT MMeeT IICcuUxXuMaTpa, KOTOPHM OCBedoMJieH 0O
ydacTun OOBeKTa B MCIHTAaHUM M He NPEelBUAOUT KaKUX—JUOO WM3MeHEeHUM
B CxeMe JledeHusa oOBeKTa (JIekapCTBO, IO3a, dYacToTa) B TeUueHHUe
CIIe IYIOMMUX 3 MeCcAlLeB; ncropma COOJIIOOEeHN A NpennmMcaHHBIX
JIEKapCTBEHHEIX CPencTB; CIIOCOOHOCTB TJIOTaTh nuccJjenyemoe
JIEKapCTBEeHHOE CPenCTBO  LIeJIMKOM; NIMCBbMEHHOE, MHOOPMUPOBaAHHOE
corjiacue; OOBEKT MMeeT Xopollee oOmee COCTOAHME 3OOPOBLA, XUBET B
CTabWUJILHOM OKpyXalllel cpele, KaK OXMIOaAaeTCsa, 3aBepllUT BCe OLEeHKU
uccyienoBauuy o BymoeT MMeTh HalJiexamuy KOHTPOJIbL, KoTJga BTO
HeoOXoOouMO IJIS COOJIOeHMSs BCeX Ipolelyp MCCIelOBaHMA, Y4dacCTUd BO
BCeX BUBUTAX MCCJeOoBaHMs M 0e30lIaCHOI'O YydYacTHd B MCCJIeOOBaHWUN;
OOCTAaTOUHHE HAaBEKM UTEHMS, UYTOOB OCMEICJMTE OLIEHOYHEE IKAaJIH,
3alloJIHSAEMEE oOBEKTAMN ; u, ecJyiM  XeHIVHa VMeeT 0eTOPOOHEM
IoTeHLMaJl, TO OHa CcoIJlallaeTCsd MCIOJIBE30BaThE [IPMeMIIeMble METOIEL
KOHTpalelluy C MOMeHTa CKPMHMHI'a OO 3aBeplleHVs MCCJeNoBaHusdg,

eCJIM OHa CeKCYyaJIEHO aKTHMBHa.

Kpurepun  MCKJIKOUYEHUS BKJIOUAJIN : OlleHKa >11 B cyfmkae
TOCIUTAJILHOM WKaJItl TPEeBOXHOCTU U Oenpeccum (HADS) OpM CKPUHUHTE
MM Ha MOMEeHT HauvajJla MCCJeOoBaHMA; C 3alepXKoM pal3BUTUS WK
VIMEIOmM IPU3HaKU OEeMEHLINN ; HeCTaOUIIbLHEE I cCepbe3HEe
MeMULUMHCKNE 3aboJiIeraHuAa Ha MOMEHT CKPUHMHT A ZNEZ) Hadajya
VCCJIeIOBaHMAa; B aHaMHe3e MCTOopUA (B TeueHMe 3 MEeCHIEeB) WM
HaJlMuMe arpecCHMBHOTO IoOBeleHMHA; 3HaueHre QTcEF> 450 mMc (MyX4JMHH)
> 460 Mc (KeHmMHE) wWiam> 480 Mc (¢ OJOoKaOoOM HOpaBOM HOXKM IIydKa
[RBBB]) Ha OSKI' ¢ 12 oTBemeHMAMM IIPM CKPMHMHIE; IOOKa3aTeJIbCTBO

[IeUeHOUHOM HeIOCTaTOUHOCTU IIpM CKPUMHHMHIE, BEHIABJIEHHOM C IIOMOULIO:
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AST wmnm ALT> B 2,5 pasza NpeBHMAaceT BepxXHUNM Opelell HOpMHE (ULN) wmiau
ALP wmiau obmui Omampy®dmH> B 2 pasa ©Oojgpme ULN (T'Ie aHOMaJVM B
OByx wiIm ©oJjee wmu3 »TMx ACT, ALT, ALP, TBil OOJIXHE OHTHL
MIONTBEPXIEHE MENUIMHCKMM OCMOTPOM IIPM BKJIIOUEHMM B MCCJIeOOoBaHUE,
HO OOBEKTH C CHMHIPOMOM IminbepTa COOTBETCTBYT KpuUTepusaMm oToopa,
ecJiM OHM OnoOpeHH MeIOMIUMHCKMM OCMOTPOM), WM IIPOTPOMOMHOBOE
BpeMsa> 4 CEeKyHIIH, WM  TIOJIOXUTeJIbHHEM  HBsSAg; CBUIOETEJIECTBO
SHAUMUTEJIEHOTO HapylleHUd OQYHKLUMM IIOUYEK I[IPM CKPUMHUMHI'E, BHABJEHHOE
C IIOMOmbI KJIMPeHCa KpeaTuMHMHa <50 MI/MMH, II0 OIlleHKaM (QOpPMYJIE
Kokpodra-T'osiTa; C MIBECTHOM aJuleprMer Ha TeTpab®eHasMH WIM Ha
JIOO0M M3 KOMIIOHEHTOBR JIeyTeTpabeHa3MHa; OOBEKT MIPMHMMAJ ydacTue B
MCCIelOBaHMM, IIOCBAIWIEHHOM MCCJeIOBaHM JIeKapCTBEHHHEX CPelCcTB WMJIU
YCTPOMCTE, ¥ IoJIydaJsl MCcJlenyeMoe  JIeKapCTBEeHHOe  CpelCcTBO B
TeueHue 30 OHeM (i 5 I[IeproIOB  IOJIYXU3HM JIeKapCTBEHHOTI'O
CpeICTEa) CKPMHUHT A, B 3aBUCHUMOCTM OT TOTO, uTo QoJible ;
OepeMeHHOCTEL WM KOPMJIeHMe TIpPyIObl IIPU CKPUHMHITE WM Ha MOMEHT
Hauvajla MUCCJeOOBaHWUA,; IIPM3HaHMe IIpMeMa 3allpelleHHBEX HaAPKOTUKOB IIPU
CKPMHMHIEe; B aHaMHe3e MCTOPpMA 3JIOYNOTPpeOJieHMA aJIKkOTOJIEM WJIU
HapKOTMKaMM B HOpensoymme 12 mMecsdleB, Kak oIpemnejeHo B DSM-V, wuinu
0BBEeKT He MOXeT BO3IepPXMBATBHLCA OT 3JIOYyHOTpebJIeHMS IICUXO0aKTUBHBEMMU
BelecTBaMM BO BpeMsS MCCJIeOOBAaHUS; U IIOJIOXUTEJILHEY CKPUHMHIOBLIM
aHaJ M3 MOUM Ha  HapKOTUKU (mas amMbpeTaM1HOR, BapbuTypaTos,
feH3O0OMazRelMHa, OQeHUUMKIMIVHA, KOKaMHa MJIM OIMAaTOB) IIPUM CKPUHUHIE
WY Ha MOMEeHT Hauajla MCCJIelNOBaHMSA, 3a MCKJIKUYEeHMEeM CJIydaeB, KoI'ma
O0OBEKT IOJIydaeT CTabUIIBHYKR HO3y OeH30IMa3ellMHa.

NosupoBaHMe. BkJIUeHHBEIE B MCCJIeIOBaHME TIIallMeHTH [OJIy4daJu
JIMBo oDeyTeTpabeHa3uH, JInBo iauedo, KOTOPEM TUTPOBAJIA oT

HavaJlbHOW HO3H 6 MI' J»OeyTeTpabeHasuHa (KOTOpPHI, Kak ¥ B

Npemsnymnux MCCJIenoBaHuax, obecneumBaeT AUC obmero (o+f) -HTBZ,
UyTO CpaBHMMO Cc 12,5 M TeTpa®eHasuHa) IO OITHMMAJLHOM OO3MPOBKU
or 12 mo 48 MI'/CYyTKM B TeuUeHMe MeCTM HeleJlb C MaroM 6 MI/CYTKM B
HeleJo. 3aTeM JekKapCTBeHHOEe CpPpeldCTBO BBOIMJIM B STOM J03e B
TeUueHME ele MeCTUM HeIeJlb IJIA JIEUeHMS B TeueHMe B IeJIoOM 12 Helelb
C T1ocyuelyomyM 1-HeOeJIbHEIM I[I1ePMOIOM BHMBEBAaHMA. PaHIOIOMM3alLWMSa OJIS

Kaxmon T'OYIIIIEL cocTaBMJIa 1:1 n OBUIa CTpaTI/I(]_)I/ILU/IpOBaHa IIyTEeM
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VICIIOJIE30BaHUA aHTaAaTrlOHMCTOB pPelenNTopa »OolaMMHa (IIpMHMMawIue B
HacToAlee BpeMsa [IPOTUB He MPVMHVMAaKINX ) . TabeTKu
neyrerpabeHasyHa WM IJ1alefo [OCTaBJIAIMCE B Buae TablleTok 6, 9,
12, 15 m 18 mMr m ux BBOOMJIM BID C mnprMeMaMM OUIIM YTPOM M BeUEpPOM
(pexkoMeHyeTCcsa C MHTepBajioM 10 YacoB, MMHMMYM 6 YacoB) . Breulo
pas3pemeHo IIpepHBaHMe IOIpMeMa IOO3H OO0 OOHOWM HeneJM, ecJM OO0BeKT
VICIIEITEIBAJI KJIIMHMUECKM 3HaUMMOe HexXeJlaTeJIbHOe SBJIEHUE.

lenmn wMcCCcIelOoBaHMad M  KOHEUHHE TOUKM. leJM MuCCJIeOoBaHuUsAa
3aKJIoUaliMCk B OlleHke 3bdekTUMBHOCTM SD-809 B CHUMXEHUM TAKECTU
IaTOJIOTUYECKUX  HENPOU3BOJIBHHX  OBWXEHUM, CBA3aHHBIX C I[IO03OHEN
OVICKVHe3ueu, 7 0e30MIaCHOCTM U [IE€PEeHOCUMOCTHU TUTPOBaAHUA WU
IOOIePXUBaKIle Tepalnn oeyTeTpabeHa3MHOM N OOBEKTOB C
VMHIYVIMPOBAHHOM  JIEKAPCTBEHHHM CPEeICTBOM IIO3IHEeV  IOUCKUHe3Uel.
[IepBUUYHOM  KOHEUHOM  TOUukOoM 5OOEeKTMBHOCTM  ABJSETCS  MU3MeHeHUe
oueHkr AIMS (OyHKTH 1-7) OT MCXOIOHOTO YPOBHSA OO Hemeau 12, dYTO
OlleHMBaeTCss C TIIOMONmbBI  CJIeNoM  LeHTPpaJIM30BAaHHOW  BUOEOOLEHKU.
McxomHad oueHka AIMS omopepmesigeTcd OJS KaXOor'o o0oOBbeKTa KaK OlleHKa
IOug 0. AIMS cocTouT M3 12 Ha3HAUEHHHX KJIMHMLUMCTOM M OlLIeHMBAaeMBIX
IOYyHKTOB. IIyHKTH 1-10 olLeHMBAWTCS 10 5-0alIJIbHOM mKaJle C IIPUBI3KOM
VM COCTOAT M3 CJIeOylnmero:

[IyHKTE 1-4 olleHMBalT opodallMalJibHEE OBIVKEHUSI;

[IYHKTE 5-7 KacawnTcsH OVCKMHERUM  HIMKHUX KOHEUHOCTeN U
TPYHKAJLHOM IUCKUHE3UM;

I[IyHKTEL 8-10 KacawnTrcd ofmen TSIXKEeCTH, Kak OolleHMBaeT
MCCIIedoBaTENb, u OCBeIOMJIEHHOCTHU naumMeHTa e OBVKEHU X u
CBABAHHHX C HUMM HapPYUEHUAX; U

OyHkTel 11-12 - [OpencTaBJasaRT CcoBoOM  BOIPOCH C  OTBeTaMu
ma/HeT, KacawomMecd OpobJjieM, CBS3aHHEX C 3ybaMy MU/MIM OpOoTe3aMu,
[IOCKOJIBKY  TaKue MOpoOJIeMH  MOTYT OHITH OmMMOOYHO  IMNPMHATH  3a
OMCKMHE3SND.

OBmada olleHka IIYHKTOB 1-7 (opodalMralibHEE IOBMXEHMS, OBWKEHUS
HVMXHMIM KOHEUHOCTEeM M TpPYHKAaJIbHEEe IOBMXeHMS) MOoXeT OHTL paccuMTaHa
M TIpenOcTaBjigeT cobo¥ HabgomaeMmbele OBWXeHMS C 0oJjiee  BHCOKKMMU
OlleHKaMM, CBUIOETeJILCTBYIVMM O OoJjiee TAXeJIOM OUCKMHEe3UM. IIYHKT 8
MOXeT MCIOJL30BaThLCA Kak obmui MHOeKC TSXecTu; IOyHKTE 9 u 10

comepxartT OOIIOJIHUTEJILEHYIO MHOPMAaLINIO lole} MHBAJIMOHOCTHU u
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OCO3HaHHOCTHU NauvMeHTORB; n I[IYHKTEI 11 u 12 NpenoCcTaBJIART
MHOOPMAalLIMIO, KOTOopas MOXeT OHBTL II0JIe3HOM MIpM OolIpelelJIeHUM IBVXKeHUMN
Ty0, UeJliocTel M S3HKa.

KioueBEIMM BTOPUUYHBEIMKM KOHEUHHMM TOUKaMM SBJIARTCA: 1) OOJI4
0OLEeKTOB, KOTOpHEe uMenau >0dpekT B JedeHMM Ha 12-1 HemeJe, Ha
OCHOBE KJIMHMUECKOT'O ofmero BIeUaTJieHMsa 00 M3MEeHEeHUSIX COCTOSHUA
(CGIC); 2) moyna OOBEKTOB, KOTOpHEe uMeJU 30PeKT B JIEUEHMM Ha
HepmeJie 12, Ha OCHOBe of0mero BIeUYaTJIeHMS O IMHAMMKE COCTOSHUSA
naueHTa (PGIC); m 3) HU3MeHeHMEe B MOIUOUIMPOBAHHOM BOIIPOCHMKA O
KpaHMaJIbHOM M LepBUKaJbHOM AOUCTOHMM (CDQ-24) OT MCXOIOHOTO YPOBHHA
OO0 Hemeimu 12. Kak M B IOPeOHOYIIMX MCCIeOoBaHUAX, 5ObeKT JieueHUs
PGIC/CGIC wmoxeT OHTbL OIpedesleH KaK CWUJIbHOEe MWMJIM OUeHb CHJIBLHOEe
yJyumeHre 1o 7-0aJjiJIbHOM mKaJe JIMKepTa, HauMHas OT OUeHb CMJILHOTO
YXYOmNeHusa OO OUeHBb CMJIBHOTO VYJIyUlleHMsS Ha HemeJjie 12. CDQ-24 - 2T0
crielMdUUHHY 038 3aboJieBaHMSA BOIPOCHUMK IJIS ONpeneJieHMsa KauecTBa
XM3HY, paspa®oTaHHHY IJIS [IallMeHTOB C KpaHMaJbHOM U LepBUKaJIbLHOM
OVCTOHUEN, BKJIOUAA KakK LepBUKAJLHYID  OUCTOHMI (CD), Tak U
BiepapocnazMm (BPS). CDQ-24 Owil BHOpaH OJ4 IPMMeHeHMS B HaCTOAIeM
VccJeloBaHuM, [IOCKOJIBKY OH BKJIOUaeT JOMEHH, KOTOPHE  MMEIT
OTHOIIeHre He ToJIbko kK CD m BPS, HO m k TD, TakmMe Kak CTHUIMA,
SMOLMOHaJIbHOe  OJarornojydue, BoJib, MIOBCeIHEeBHHE AaKTMBHOCTU U
couMasibHasg/ceMelHasa XM3HL. IJid HaCTOAmeTro McojenopaHuda CDQ-24
OBJI MOIOMOUUIMPOBaAH TakKuM o00pasoM, UTO BOIPOCH (QOKyCHPYITCA ©OoJjiee
KOHKPETHO Ha BJIMAHMM TD (B omiamume oT CD/BPS) Ha KaueCTBO XMU3HU.

IoTIOJIHU T eJIb HEE BTOPUUHHE KOHEUHHE TOUKMU BKJIOYAJIN 1)
IPOLIEHTHOE M3MeHeHue B oOlleHKe AIMS (LeHTpaJIbHEM PeuTUMHT) OT
MCXOIOHOTO VYPOBHA OO Hemeau 12; 2), OCHOBAHHEM Ha M3MeHeHUU
oueHku AIMS (LeHTPaJbHEM PeVTUHT) OT MCXOIOHOTO YPOBHSA IO HeIelu
12, KxyMyJaTMBHas @OOJIS PECIOHOEHTOB IJIS YPOBHEWM pPeclOHOEeHTOB B
npeneyax oT 10% yJaydlleHMS OTHOCUTEJIBHO MCXOIHOTO YPOBHA mo 90%
YIIYUIIeHUS OTHOCUTEJIEHO MCXOIHOTO YPOBHSA C maroM B 10 MIpOlleHTHHX
IIYHKTOB; ¥ 3) l3MeHeHMe B oOlleHke AIMS (OYVHKTH 1-7) OT MCXOIDHOTO
YPOBHA IO Helelu 12, KaK OlleHMBaeTCsd JIOKaJIbHEIM BSKCIEPTOM, TIIOe
OLleHKa  MCXOLOHOTO rnoxkasareyd AIMS onpenejyideTcda  OJi4 Kaxnooro
oBBeKTa B KauecTBe olleHkM OHA 0.

HakoHelr, B KaXIoM KIIMHMYEeCKOM VYUpeXIcHNN mcciiegopaTeJlb,
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VIMEIOmM OTIHIT OLIeHKU IBUTATEJILHHX  PacCTPOMCTB, oTBeYal 3a
NOOTBEepPXIOeHVe nOuarHo3a TD, BHIIOJHAJI BCe KJIMHUUECKHMEe OLeHKU U
IPUHATHE PemeHrM I[I0 I[IOBOOY KOPPEeKTUPOBKM IO3H MCCIedyeMOoTO
JIeKapCTBEHHOTO CpelcTBa. be30IacHOCTE TakKXe KOHTPpOJIUpOBaiu C
MIOMOIIL 0 OTUEeTOB o HeXeJlaTeJIbHEIX ABJIEHUAX u Ha OpYyTUX
rokasaTeyadx, BKJKUad, HO He orI'paHMumMpadachb, UPDRS, BARS, HADS, C-
SSRS, ESS m MoCA.

NsMepeHMda ¥ cCcTaTUCTHUKa. [IuOpoBEHEe BUIOeO3alMCU OLeHOK AIMS,
CHOeJlaHHHE IIpUM BCexX BU3UTAxX B KJIUMHUKY (BO BpeMsa CKPUHMHIEe, Ha
MOMEHT HauaJjla MCCJIeIOoBaHUMAg, B Hemeqmn 2, 4, 6, S u 12),
OLeHUBAJIUCh napaMm LIeHTpaJIbHEIX  BKCIEPTOR, KOTOPHE ABJIATCA
DKCIepTaMM I[I0 HapylleHMAM OBWXEeHMA U OPOBOOWJIIM CJIENYID OLEeHKY II0
TpylrnaM JieueHusa, [NOCJemOBaTeJIbHOCTM BUIOeO WM IO OlleHke AIMS
nuccJjenoBaTesi. Ananms IPOBOOMIIN c MCIIOJIb30BaHueM JIMHEMHOM
CMemaHHOM MOIOeJM MOJIS IIOBTOPHHX u3aMepeHutr (MMRM) C M3MeHeHMNeM
nokasatTessa AIMS B KaueCTBe BaBUCKMOM IepeMeHHOM. MonmeJsk BKJOUaja
drKCHUpOBaHHEE 50QEKTH OJIS TPYINHE JEeUeHMs, BPEMEHHYI TOUKYy (IATh
ypoBHeW: Hemesmu 2, 4, 6, 9 um 12), Tpyomny JeueHUS II0 BPEMEeHHOMY
B3aUMMOIENCTBUIO UM IIepPeMeHHYID pPaHIoOMU3aAlUuM IJIS CcTpaTUdUKaLUN.
McrnoJib 30Bain HECTPYKTYPUPOBAHHYIO KOBaApMaLMOHHYIO MomeJib, u
IIePBUUHLEM aHaJlM3 CPpaBHUBAJ TPYINH »eyTeTpab®eHaszuHa U ILj1anebo Ha
HeneJle 12 C MCHOJb30BaHMEM OBYXCTOPOHHETO TecTa C 5S5%—HHM YPOBHEM
3HAUVMMOCTH .

PesynbTaTH 520OeKTUMBHOCTM. JaHHEE BepXHEeI'0 YPOBHA IIoKasalwu,
UTO MCcJeldoBaHMe COOTBeTCTBOBAJIO €TI0 IIePBUUYHOM KOHEUHOM TOouKe.
[lalilMeHTE, [OPMHMMAaBIIMe »OeyTeTpabeHa3MH, OOCTUIJIM VYJydlleHud B 3
[IyHKTa I[I0 mKajie AIMS oT MOMeHTa Hauvajla MCCJIeIOBaHM4Ad OO KOHIa
TepallMM I[I0 CpaBHeHMKO C 1,6 Oajuia B I'pyllle jgauebo (p=0,0188) nisa
KJIMHUUECKM 3SHauuMoro sobexkTa. KpoMe TOTO, BTOPUUHEE KOHEUHHE
TOUKM UUCJIEHHO OJIaTonpUATCTBOBAIM IOeyTeTpabeHa3uMHy. Pe3yJbTaTH
npuBeleHsl B Tabimue 22.

Tabauiia 22

DTBZ nmauedo PasHuila B
(N=506) (N=57) JIeUeHUNn
N3meHenme AIMS (cpenHee -3 -1,6 -1,4
3HadeHue LS) (p—3HaueHUe
0,0188)
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SbderT Jseuenra PGIC N (%) [42,90% 29,80% 13,00%
SbpexT JseweHus CGIC (%) 48,20% 40,40% 7,90%
VM3MeHeHNVe OT Haudajla

-11,1 -8,3 =-2,7
uccJenmoBadmusa mCDQ-24 * ! ! !
PesynbTaTH 0e30IacHOCTH. VccienoBsaHue TaKxe IokKasajo
BJIaTonpPMAaTHREM OpodUiib 0e30IacHOCTHU u [IePEeHOCHUMOCTH nig

neyrerpabeHasrHa, BKJKUYad HU3KYKR CTEIEeHb OelNpecCuy, COHJIMUBOCTH,
e CCOHHUIIE u axKaTU3UN . MeHbe naleHTOR, [IPMHVMAaBIIMX
neyrerTpabeHasMH, uYeM IuIalebo, MCIHTHBAJIM Cepbe3HBEe HeXeJlaTeJIbHHE
ABJIEHUA (SAE) (4 mnaumeHTa [6,9%] B TI'pyllle IOeyTeTpabeHasuHa
npotue 6 [10,2%] B rpymne mganedo, HM y OOHOTO M3 SAE He OBUIM

CBABaHEL C JleueHueM), Jubo y KOTOPHIX HaOoOaJlMCh HexXeJlaTeJbHEEe

ABJIEHUA, T[PUBOOANMe K IIpeKpaleHuio OpueMa (1 nmaumeHT [1,7%]
OpoTUB 2 HauueHTOB [3,4%]). HelMponcuxmaTpUUeCKMe HexeJlaTeJlbHbe

ABJIEHMS B DTOM MNONYJALUMM [NalMeHTOB OBJIM pPeIKOo CBSA3aHH C JeUeHMreM
SD-809 mno cpaBHeHUH C IUlale®o U BKJIOYAIM COHJIMBOCTL/CelaTUBHLI
sbdpexT (9 [15,5%] mportuB 6 [10,2%]), OGeccoHHuuy (4 [6,9%] nOpoTuR
1 [1,7%]), arKaTU3UL (3 [5,2%] IpPOTUB 0 [0,0%]) (o
menpeccun/nenpeCcCUMBHOM HaCTPOEHUM COOOMMII OOMH MHallMeHT B KaXmoon
TpyIre JieueHUdI, a O CYMUMOAJbLHOM KIee CcoofmmJI OIOMH IalMeHT B
Tpylne Ijalebo IO CPpaBHEHMIO C OoTcyTcTBMeM B SD-809. Tpm naumeHTa
IpeKpaTuIM JeueHMe M3-3a HexXeJaTeJIbHHX ABJieHur ( 1 B IpyIe
oeyrTerTpadeHas3MHa IOIPOTMB 2 B Tpylmlde mwaauebo). g Bcex IOPpyTUxX
MNOBOOUHHX 20PeKTOB, O KOTOPHX COOO0MalJIoCk B MCCJeIOBaHMM, OLEHKM B
Tpylne neyreTpad®eHasMHa ObBUIM ONMHAKOBEIMM WM HWXEe, YeM B TpPYIIIe
mjnanedo. PesydbTaTH OpenOcTaBJIeHH HMXe B Tabimue 23, KoTopasd
BKJIOUAET HeXeJlaTeJIbHHEe  [ABJIeHMsa, HabaomaeMele Yy 3 wmiIm  0OoJiee
ODBEKTOB.

Tabauila 23.

DTBZ [Mnauebo

(n=58) (n=59)
JIiobele TEAE (HexejJlaTeJIbHBEe SABJIEHUSA, 41 36
[IOSBUBIIMECS 3@ BPeMsA JIedeHUd) (70,7%) (61,0%)
CepbesHule TEAE 41 36

(70,7%) (61,0%)
TEAE, BO3HUKAKIME IPU CHATUU C 4 (6,9%) 0
MCCcJenoBaHmusa (10,2%)
HapymeHrsa HepBHOMU 1 (1,7%) 2 (3,4%) o
CHCTEMEL (10,2%)
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o 6
9 (15,5%) (10,2%) (10,2%)
o
4 (6,9%) (10,2%) 3 (5,1%)
2 (3,4%) 3 (5,1%) 0 (0,0%)
IIcuxraTpuuecKue 3 (5,2%) 0 (0,0%) 4 (6,8%)
paccTpoyicTea 3 (5,2%) 4 (6,8%) 1 (1,7%)
Xesly IOUHO -~ KMIIe UHEE 6
paccTpoMcTBa 4 (6,9%) 1 (1,7%) (10,2%)
o
2 (3,4%) (10,2%) 3 (5,1%)
3 (5,2%) 3 (5,1%) 2 (3,4%)
2 (3,4%) 2 (3,4%) 2 (3,4%)
2 (3,4%) 2 (3,4%) 3 (5,1%)
OBmme paccTPOMCTBa 1 (1,79%) 3 (5,1%) | 5 (8,59)
4 (6,9%) 5 (8,5%) 2 (3,4%)
VMHbeKLUMY ¥ MHBA3UM
(1,7%) (3,4%) 4 (6,8%)
(3,4%) (6,8%) 1 (1,7%)
(3,4%) (1,7%) (3,4%)

Ha oOCHOBaHMM MCCJIeIOBaHUM, PAaCKPHTHX B HACTOAMNEM IOKYyMeHTe,
oXumaeTcHd, uTO IOeyTeTpabeHasuH, IpyIre 3aMelleHHBe IelTepueM
TerTpabeHa3MHE M BajJibaHa3MH OyIyT 5OOeKTUBHE IPU JIeUeHUM II03OHEM
OVCKMHE3UU U IOPYIUX PAaCCTPOMCTBE ¥ CUMITOMOB IBWXEHMS, TaKUX Kak
OVUCKUHE3UN, Kak npaBuo, OMCTOHUA, faJnsM, AKMHEe3UA "
MNapKMHCOHM3M, ¥ UTO CXEMH HOO3MPOBAHMSA WM CIOCOOH, OIMCAHHEE B
HaCToOAmleM IOKYMEHTe, IIPMHECYT 3HAUMTEJIBHYK I[IOJIB3Y IJIS IMallMeHTOB.

CurgpoM TypeTTa

CungpoM TyperTa (TS) - DTO HEBPOJIOTUUECKOE PacCTpPOMCTBO,
XapaKTepu3yrileecsd IIOBTOPAKIMMUCSI, CTEPEOTUIHEMM, HEIPOM3BOJIbLHEMA
OBMXEeHUAMM ¥  BOoKaJIM3aluaMu, HasHBaeMbBIMM  THKaMMU, KOTOPHE IO
KpuTepusaM DSM-V  BOepBHEe TNPUCYTCTBYRT Yy HOeTerm p»mo 18 JeT.
HeckoJIbKO MCCIemOoBaHMM ObUIM WMJIM MOTJIM OBTHL MCIIOJBL30BAHH — OJIA
OeMOHCTpalur 5SOOeKTUBHOCTU M I[IEePEeHOCUMMOCTU IOeyTeTpab®eHasuHa OJd
YMEHBIIEHUSA  CHUMIITOMOB, cBA3aHHEX ¢ TS, BKJIOUAS MOTOPHHE U
boOHUUECKME TUKHU.

OTKPETOE NMIIOTHOE MCCJeNOoBaHMe 0e30NaCHOCTU UM 30PeKTUBHOCTHU
Ha nauveHTax TS

BEUIO TIPOBEINEHO OTKPHTOE IMMJIOTHOE MCCJIemoBaHMe 1) IJIA OLIeHKMU

0e30IlaCHOCTY M IIePeHOCHMMOCTM JIeUeHUA HeyTeTpabeHa3MHOM U 2) IJid
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OLleHKU 5OPeKTUMBHOCTU OeyTeTpabeHasMHa OJA I[IONaBJIEHUSA MOTOPHHX U
QOHMUEeCKUX TUKOB Ipu TS.

[l;maH wuccJenoBaHMA. KpUTepuM BKJIOUEHUS (IIPpU CKPUMHMHI'E, ECJU
He yKasaHo MHoOe) : oT 12 oo 18 JjeT BKJIOUMUTEJILHO DSM-V
OMarHocTMKa TS ¥ BEHPAXEHHHX MOTOPHHX WM QOHUUECKMX TUKOB B
TedyeHMEe 3 MeCHAleB IO CKPMHMHI'a; oOmad OlleHKa TuMKa 19 MM BHIIE II10
YGTSS; TS-CGI oueHka 4 wix BeHle (B COOTBETCTBMM C YMEPEHHO-
OOJIBHEIMI ) ; TSXKECTH THMKOB M dYacToTa OBUIM CTabOMIIBHEIMM B TeUeHMe II0
MeHbIen Mepe 2 HeneJb; CIIOCODHOCTD TJIOTaTh nccijenyeMoe
JeKapCTBEeHHOEe CPeICTBO LEeJIMKOM; XeJjlaHMe IIPpUIOEePXMBATLCA peXuma
JeueHUsa ¥ coOiomaTk BCe IIPOoLenyphl; Xopollee of0mee COCTOAHUE
3O00POBLA, O UeM CBUIOETEJILCTByeT MeOUMUMHCKas U OICUxXxmMarTpuueckas
ucrTopua O60JIe3HM, U (U3MUeCKOe M HeBpOJIOTMUeCKoe oOOcJjemoBaHUE;
NMCbMeHHOe, MHOOPMUPOBAHHOE coIJlacue (0OBEeKT ¥ POONTEJIb/ONeKyH) ;
u KEeHIMHE— OO BEeKTE OeTOPOOHOTO rnoTeHUMaJa corJiamarnTCcA
MCIIOJIL30BAaTh IpreMJIEMEIN MeTOon KOHTpalellunumn oo 3aBepleHmnd
nccJengoraHusd, BKJIIOUA A BOo3OepXxaHue, IUD NI BHYTPMMaTOUHYIO
cucTeMmy, IIO MeHbIelM Mepe, 3a 3 Mecdla OO BTOoTo; OOBeKT WM
IapTHep, WUCHOJbL3YyIMM OapbepHHElM MeTon (HaopuMmep, IIpe3epBaTUB,
ovadparMy MM DIeeUHBM KOJIIIAauokK) C MCIOJbL30BaHMEeM ClIepMMLMIa;
napTHEP MeeT OOKYMEHTUPOBAHHYI  Ba3BKTOMMUIO> 6 MecsdlleB oo
BKJIOUEHMA; CTabMIbHYK TOPMOHAaJIBHYID KOHTpalelnluuio (Cc oIoOpeHHHM
IepopallbHEM, TpaHCOepMaJlbHBEIM WM Oelo-pPeXVMOM) II0 MeHbllel Mepe
3a 3 Mecsdlla OO BKJIKUEHMA.

Kpurepun wucCKJIOUeHMS (IpM CKPMHMHITEe WJIM MCXOIOHOM YPOBHE,
ecJiM He YyKasz3aHO MHoe) BKJIOUAKT @ Cepbes3HOe He IIOOBEpPTHYTOe
JIeUeHUI WM TIepeHeCeHHOe IICUXMUeCKoe 3abojieBaHMe, TaKoe Kak
nenpeccus, mM30peHUs WM OUIIOJIAPHOE PpaccTpoMcTBO (HO OOBLEeKTH,
noJjiyyawnimre aHTUOENPeCCaHTHYKR Tepaluin, MOTYT OBTH BKJIIOUEHH, eCJUu
IPUHYMAKRT CcTabuJIbHYID OO3Y B TeueHMe II0 MeHbllel Mepe 8 HemeJlb IO
BKJIOUEHUSA); MCTOPUA CYULUMIOAJLHBEIX MHCJIEeM WIM I[IOBeIeHud, B TOM
upcJle Npelbnyilee HaMepeHMe IeMCTBOBATH I[10 CYMUMIOAJLHBEIM MKIeaIM C
KOHKPE THEM [IJIaHOM (IIOJIOXU T eJIb HEIM OTBET Ha BOIIpPOC 5 o
KOJYMOUMCKOM mKaJie OleHKM Cepbe3HOCTUM CYMUMIOAJILHEX HaMepeHun [C-
SSRS1), He3aBUCHUMO oT YPOBHHA aMOMBaAJIEHTHOCTHA BO BpeMA

CyminmnoaJlb HEIX BABICJ'Ieﬁ, IIpenmeCcTByKIMe IIOOT'OTOBMUTEJIEHEIE OeliCTBUSA
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WV  TIOBeIeHMe WM [Opeldsnymas (aKTuyecKasd, npepBaHHadgd WM
COpBaHHAasdA IONHTKa Ccyuluia,; OOBeKT MoJydal Joboe M3 CJIelyRlux
CONYTCTBYKIMX JIeKapCTBEHHEIX CpeldCcTB B TeueHue 14 1OHeM 1O
CKPMHMHI'a WM MCXOIHOTO  YPOBHSA: TeTpabeHas3uUH, HeMpOoJIeNITUKNA
(rmepopaJibHEIE WMJIM HOEINO, TUIIMYHHE WM aTUIIMYHEE, -OEI0 B TeueHue 3
MeCHdlleB IIOCJIe CKPMHMHTa), TIyaHbpallMH WM KJIOHMIVMH (B TedeHue 7
OHeM TIIocJle CKPMHMHIAa MJIM MCXOOHOTO YPOBHA), ©OeH30IMa3elMHH,
TakKMe KakK KJIOHaszelaM, TOonMpamaT, MeTOKJIONIpaMII, VHITMOUTOPEL
MOHOaMMHOKCHIIA3H (MAOT), aT OHMCTHL JIEBOIOTIEL VI ooramMmHa,
pesepnuH (B TeueHMe 21 @OHS CKPMHMHI'a WM Hadajla MCCJIeOoBaHuLg),
BOTYJIMHUMUECKUIM TOKCUH (B TeueHMe 3 MeCAlleB IOCJe CKPMHMHIA WK
HadvaJla MCCJemoBaHMAa); OOBeKT I[oOBepIraeTcsd JedeHuo C ITJIyOoKou
CTUMYJISLIMEY MOoB3Ta OJIsS KOHTPOJIS TUKOB, MHTEJJIEKT WM YMCTBEHHHE
CIIOCOOHOCTM HWXKe CpelOHel'o YPOBHSA, IO MHEHMIO MCCJIemoBaTelid;
Iporpeccupynlmee WJIM OeTeHepaTUMBHOE HEBPOJIOTUUEeCKOe pPacCCTPOMCTBO
WM CTPYKTYPHOE PacCTPOMCTBO TOJIOBHOTO MO3Ta; O0O0BLeKT, IIoJIydalmui
BoJiee OIOHOTO areHTa oJjis JleueHn A KaXIooIo COIIYTCTBYKIET O
[IOBEOEHUECKOT'O CHMIITOMa; OOBEKTY TpebyeTcd JieueHMe IIpelapaTaMy,
KOTOPHE, KaK WM3BeCTHO, OpoaJjeBalT MHTepBaJ QT (HO LMTaJIoONpaM u
CUMTaJIoNpam paspemeHH npu BBeIOEeHUNU B COOTBETCTBUU c
YTBEepPXIeHHON MapKMPOBKOM) ; 3SHaueHUe QTcE> 440 MC Ha
RJIeKTpokKapInoTrpaMMe C 12 oTBemeHusaMu (OKI'); wum3BeCTHasa aJlleplusd
Ha Jiobo¥ M3 KOMIIOHEHTOB MCCJIeOYyeMOI'Oo JIeKapCTBEHHOTO CpPeIcTBa;
yuacTMe B TIIpPOOHOM MCCJIeOOBaHMM IIpellapaTa  WIM YCTPOMCTBa B
TeueHMe 30 1nHeM (i 5 1[eprMoOoB IOJYXM3HU JIE€KapCTBEHHOTO
CpencTra) CKPUHMHTAE, B 3aBUCUMOCTHA oT TOTO, UTo DoJiee
IPOOOJIKUTEJNIEHO,; OepeMeHHOCTHb WM KOPMIIEHMEe TIpPyIbkl; WMCIOJb30BaHNUE
HEe3aKOHHHX IIpelapaToB; WM MWCTOPMA 3JIOYNOTPelJIeHUS aJIKOTOJIEM WM
HapKOTMKaMy 3a I[Ipelsnymre 12 MecsalleB, KaK DTO ollpenejieHO B DSM-
Vv, VI ecym He MOTYT BO3IOEPXMBATHCSA oT 3JI0yTIoTPebJIeHN A
[ICUXOAaKTMBHEIMM BelleCTBaMM B TEeUEeHMe BCeI'0 MCCJIeOOBaHMA.

OBBEKTHL, 3aBepIMBIILE VccleloBaHue, MoJIy4daJin JeueHme
uccJenyeMueM JIeKapCTBeHHHM CpeldCTBOM B OOmMel CJOXHOCTM 8 HeIeJlb U
NpOoBOIMIIM HabJIeHMe 3a ©0e30laCHOCTh uYepe3s 4  HeleJlr I[ocJIe
JeueHrsa. Ha OpoTaXeHMM BCeI'O MCCJIeOOBaHMSA, He3aBUCHMHM DSKCIEepT

OLleHWMJI TAXeCTb THMKOB IIO meﬂbCKOﬁ JI00aJIbHOM mKaJle TSXeCTUM THMKOB
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(YGTSS) ™M BIIMAHME Ha THMKM IO mKaJle TS-KiMHMUecKoTro IJofajlIbHOTO
BreuvaTjieHusa (TS-CGI). HesBaBMCHUMBEIM DKCIepT He OyOoeT 3HATb O
KJIVMH/MYUECKOM TIoMOmM OOBLEeKTY, BKJOUAs JeKapCTBeHHHEe CpeldcTBa WK
coofOmeHMsa O HeOJIaTONPUATHHX COOHTUMAX (AE).

CxeMa J03MpOBaHMA. lMccielyeMoe JIEKAPCTBEHHOE CPencTBO OBLIO
OOCTYIIHO B IATHM noszax: 6, 9, 12, 15 m 18 Mr, kaxmasg M3 KOTOPHX
OpJla MOEHTHMYHa IO pa3Mepy, oGopMe u uBeTy (Besem) . OBBekTaM,
KOTOpPHE OBJIM KBaJIUOUMUMPOBAHHE IOJIS MCCJeOOoBaHMsA, OBJIO Ha3HaYeHO
JieueHue JHeyTeTpab®eHa3MHOM, U IIPOBOIOWIIM TUTPOBaAHME B TeUeHME 6
HeleJlb IO YPOBHA HO3H MCCIeIyeMOoTO IIpelapaTa, KOTOPHM aIeKBaTHO
nomaBJigjl THUMKM U XOPOIO IIepeHOCUuJICA (TO eCcThb, OITMMaJlbHas n$o3a).
3aTeM OOBEKTH I[IOOOEPXUBaJIM DTOT YPOBEHL O3B B TeUueHMe BCETO
nepmona JiedeHmsa. OO0BekTaM, IHOJydaBIMM Tepammio CBIT (KOMILJIEKCHOE
[IOBedeHUeCcKOoe BMEMaTeJIbCTBO IOJIS TUKOB), pa3pellal]loCk yJdacTBOBATh,
ecJaM Tepanmsa ObUla CTaOWMJIbLHOM/MNpPOoIoJikKajlaCk B TeueHMe KaK MUHUMYM
4 HejeJ b IO CKPMHMHTA M, Kak OXumgaeTcsda, OymeT cTabuJIbHOW Ha
IIPOT SIKEeHUN BCETO MCCIeooBaHnd. VccrenyeMoe JeKapCTBEeHHOe
CPeOCTBO HDO3UPOBaJM CJeOylruM oO0pa3oM. Bce »OO3H JIeUeHUA BBOIWUIIU
BO BpeMA enfH. ExemHeBHYK I03y 6 MI' Ha3HadvaJM OIVH pas3 B IeHb
YTPOM, a eXeIHeBHHe IO3H 12 MI' M BHIIe BBOIMJIM OBa pa3a B OeHbL B
pasieJIeHHEX »0OO3ax, IIPMMEPHO C MHTepBaJioM 10 YacoB B TeueHME OHSA.
HauvajnkHasg »Do3a cocTaBJaja 6 M- geyTreTpabeHasmHa B AM. Josy
MCCIIelIyeMOT O JIeKapCTBEHHOTO CpelOcTBa Heo043aTeJIbHO peTlyJMpoBaJM
eXxeHeleJILHO C maroM 6 MI'/CYTKM B TeueHMe IIepuola TUTPOBaHMA IJId
omnpeleJleHMA  YPOBHS  IO3H, KOTOPHM  IIOIaBJSAJ TUKM M XOPOUO
[IEPEHOCHUJICH . Io3El yMeHBIIaJIMCh c maroMm 6 MI'/cyT. B zTOoM
MCCJIeIOBaHMM MaKCHMMaJibHas ofOmasd CcyTodHas Io3a neyTrTeTpabeHas3MHa B
BM3UT HemeJu 5 MM TIO3Xe COCTaBJAla 36 M (18 MI' mBa pas3a B IeHb
[BID]) .

CKPUHUHT /VCXOOHEIM BU3UT. Ilocjle IIOJIyUeHMS MHOOPMUPOBAHHOTO
coTJlacua/IUCEMEHHOTO COIJIaCHMS YUAaCTHUKM, KOTOPHE COOTBETCTBOBAJIM
KpuUuTepusaM oTbopa, WMeJIM BCEeCTOPOHHKK OIIeHKY, BKJKOUASg QU3NUECKOe
¥ HeBpoOJOTMUeckoe obcieloBaHMe. 3aTeM oO0beKTaM OvblJla IpOoBeIOeHa
OlleHKa WMCXOOHOTO YPOBHSA TSXKECTM TUKOB (MIpoBeldeHHad He3aBUCHUMEM
SKCIEepTOM) U COINYyTCTByMUX OoJes3Hel. Ilocjle 3TOM OlleHKM OOBLEeKTH,

[IponoJrkawnime OTBEeUaTh KpUTepUAM oTbopa, OBLIN ofecrieueHH
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neyrerpabeHas3MHOM, M MM OBJIO JaHO YyKasz3aHMe HadaTb JIeueHMe B IEHb
1, Ha cJjenoyomui IOeHb II0CJe MCXOIHOTO BUBUTA.

[lepron THUTPOBaHMUA (6 HemeJib) . OOBLEKTH UM MX POOUTEJIL/OMNeKYyH
eXEeHEeNEeJIEHO Of0MalMCh C KJIMHUMUECKMM MCCJIeOOBaATEJIbECKMM II1epPCOHAaJIOM
Jmnbto no TenedpoHy, JMOO MNOCPEOACTBOM BUBMTOB B KJIMHMKY, IO MMeCTOu
HeneJun nepuona TUTPOBaAHUS, YTOOR OLLEHUTH ©e30MaCcHOCTh u
YCTaHOBUTE 03y HOeyTeTpabeHasWHa, KOTopas alekKBaTHO IIodaBJidjia
TUKM M XOPOIO IepeHocuJlack. OleHKM O0e30INacHOCTU IIPpU TUTPOBaHUU
BKJIOY aJIN OLIeHKY KM3HEHHO BaXHBIX [IPU3HaAKOB, OTCJIeXMBaHME
HeOJIaTONPUATHEX COOBTUM ¥ mKaJIE OLIeHKM IelpecCUM U CYyMUIMIaJIbHHX
umey u noeemeHusa. O3HAKOMUTEJIBHHE BUBUTH OBJIM 3allJIaHMPOBAHH B
Henmequ 2 u 4 1ocjie Haudajla TepaluM, U TeljleQOHHBEE KOHTAKTH OBUIM
3allJIaHMpPOBaHEl B HemeJu 1, 3, 5 M 6 T1[ocje Hadvajla TepanouuM OJ4
OLIEHKM IIOIAaBJIEHMS TUKOB M HeXeJlaTeJIbHHEX SBJleHuMr. YGTSS m TS-CGI
OLleHUBAJIM He3aBUCHUMHEE 5HBKCIEpPTH. lccienmoraTellb B KOHCYJIbTaUUU C
O0BEeKTOM M poOuTesieM/ONeKyHOM OIpenesisay, KoTga ObJI IOCTUTHYT
aleKBaTHHN YPOBEHD onaBJIeHUA THKA . Hosy oeyTeTpabeHasnHa
YBeJIMUMBaAJIM Ha eXeHeIeJIbHOM OCHOBe, IIoKa He OBJIO aleKBaTHOTO
nomaBJIeHMS  THUKOB, 00BEeKT MCHOHTHBAJ OIpelejlIeHHOe  IIPOTOKOJIOM
KKJIMHMUYEeCKM 3HauuMmoe» AE (omnpeneynsercsa kak AE, KoTopoe CBA3aHO C
uccJenyeMeM JIeKapCTBEHHBIM cpelcTBoM ¥ Jmdo (1) yMepeHHOM WM
TAaXEeJION  IIo VHTEHCUBHOCTU  WMJIMU (2) COOTBETCTBYET KPpUTEPUAM
CepLE3HOTO HeXeJlaTeJIbHOTO ABJIEHUSA [SAE] ), I OoCcTUITanmu
MaKCUMAaJILHOY HOIYyCTUMMOM HO3H. XOTS KOPPEKTUPOBKM IO3HE MOIJla OHTH
opoBeleHa ITO M BrJOUasg TeJleQOHHEM 3BOHOK HejeJu 5, ecm
cTabuibHagd »Jo3a OvrJla OOCTUIHYTa OO DSTOT0, TO ODOBEKT MIPOIOoJDKaJI
IPMHMMATE STy J03y B OCTaBIYRCS UYacCThk IIepuMolda TUTPOBaAHMA M Ha
IPOTAXEeHMM BCETO IOONEPXMBAKIETO OO3MPOBaHMA. Korma JocTuUIralmu
ameKBaTHOTO IIOoHaBJIeHMSA THMKOB, O3y MCCIEeOYyeMOT'Oo JeKapCTBEHHOTO
CpelCTBa -OOIOJIHUTEJBHO He YBeJlMUYMBaJlIM. Eciau oOBEeKT MCIBTHBAJ
KKJIMHWYECKM 3HaumMoe» AFE, koTopoe OBJIO CBS3aHO C MCCJIEeNYyeMHM
npernapaToM, TO MCCJIeIOBaTeJlb MCIOJB30BaJl CBOE  pPelleHue  OJA
orpelleJleHMA HeOoOXOIOMMOCTM  YMEHBIEeHUMS HOO3H WM I[IPUOCTAHOBKU.
KoppekTupoBKa OO3H IOOJIKHa ObJla I[IPOM3BOIMTLCS Ha OCHOBEe BCeM
OOCTYIIHOM MHOpMAllMM, BKJIOUaAd OTUEeTH OO0BeKTa U POIOUTeJIS/OlIeKyHa

o6 AE u I[ODOIaBJIEHMM TMKOB, KJIVMHUUECKOM OlLleHKM 0e30MnacHOCTM U
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S0OEeKTUBHOCTU MCCJeloBaTessa, ¥ MHOOPpMALMI M3 OLIEHOUHEIX IKaJ. B
KOHIle IIeprola TUTPOBaHMA OO3a O00BeKTa OvJla YCTaHOBJIEHa Ha IIepuol
nognepxaHmd.

llepuon nonnepxaHusda (2 Hepmean). OOBEKTH NIPOIOOJDKAJIM II0OJIy4aTh
NOOOEPXUBAKIY0 oosy B TeueHue CJIeoymnx 2 Henelb, X0oT4a
OOIIYyCKaJIOCh CHMXeHUe OO3H mOJiga AE. CyOBeKTE BO3BpallaJiicCh B
KJIMHMKY Ha HeneJe 8 @OJg TIOJHOM OlleHKM, BKJIOUad OQUaUUecKoe U
HEBPOJIOTUUECKOE obciienoraHue, u OLIEHKU 20PEeKTUBHOCTHU BCex
OLIEHOUHEIX mKaJ, BKJIIOUA A YGTSS " TS-CGI, KOTOpPHE OlleHMBaAaJl
He3aBUCHMHM D2KcCIepT. OOBeKTH OpeKpallaJM IPUMHMMATL MCcJedyeMoe
JIeKapCTBEHHOE CpPelCTBO BO BpeMsa BU3UTa Ha Henmesie 8.

[Iocynenyrmee HabmoneHve (4 Hepmeu). OOBEKTH BO3BpallajiChb
yepes3 HeOeJw Iocie BU3UTa Hemeam 8 1OJa OLIeHKM ©Oe30IaCHOCTU U
nomapJieHU A THUKOB. OBBEeKTH Takxe HabJonalInch [IOCPEenCcTBOM
TeslehOHHOTO KOHTaKTa uepe3 4 HeleJ M IIoCJie IIpMeMa IOoCJemHel IO3H
HUCCIelyeMOTO JIeKapCTBEHHOTO cpelcTBa. OOBEKTH, KOTOPHE 3aBepliiu

mccijiegoeaHme, IIOTEHIMAaJIBEHO MO T'JIMN YydacCTBOBaTh B OJOJITOCPOUYHOM

UCCJeloBaHUN 6e30IacHOCTH, ecJyu Taxkoe McCcJeloOBaHMe OBLIO
IPOBEOEeHO.
dapMaKOKMHE THKA . Bruyto  npoBemeHo — PK-nonmcciiemoBaHMe — IJIA

oueHk PK gmeyrerTpabeHa3MHa M eTro MeTaboJIMTOB YV  BKJIIOUEHHBX
0BBEeKTOB B kKoJMUecTBe o 9 m3 21. 00wekTH B PK-nommccienoBaHUU
IIOOBEePIJIMCE IOoCJemoBaTesJIJbHOMY OTOOpYy KpoBM Ha PK B TeueHue 6
JyacoB IIocJie BM3UTa Ha Hemejse 8. g 00BEeKTOB, He YUaCTBYIOIMUX B
PK-niommccienoBaHMM, OIOMH oOpasell PK OwJI IMOJIyUeH Ha 8-¥ HemeJle BO
BpeMsa 3abopa KPOBM OJIA KIMHUUECKUX JIabOopaTOPHHX MCIHTaHMUM.

Kpurepunm oLeHKM 0Oe30IaCHOCTM. Be30IaCHOCTL M IIEPEHOCHUMOCTDb
OLIeHMBAJIM Ha NIPOTIXKEeHUM BCEeTO MCCIeOOBaHMa IOIyTeM MOHUTOPUHTA
cIenyiomMx IapaMeTpoB: HexXxeJlaTeJIbHBEIX ABJieHuM (AR), KIMHUMUECKUX
JatopaTOopHHX TeCTOB, GUBUUIECKOTO oCMOTPa, KUBHEHHO BaXHEBIX
nokaszaTejiel, OSKI' ¢ 12 oTBeOeHUAMM, KOJIYMOMMCKOM MKaJEl OLIeHKMU
CepbesHOCTM CYyUIMIAJLHEX HaMepeHUM (C-SSRS), mKaJH JIelpeccuu
Eexa, Bropon Bepcum (BDI-II) um OOCECCHMBHO-KOMIYJBCHMBHAsS MKaja
Mena-BpayHa (CY-BOCS).

Kpurepun 30DeKTUMBHOCTHA . Hiis OLIEHKM 50bEeKTUBHOCTHA OBIN

VMCIIOJIE SOBAaHE cilenymomre IIoKazsaTeJIn: Menbckas mJjobanbHada mrajlia
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TaxecTM THMKOB (YGTSS), IIkajsta ofmem Taxectu TukoB (TTS) YGTSS,
I'moBajsyibHasg mkaJjla TaxecTu (GSS) YGTSS, mkaja KIMHMUeCKOTO ofmeTro
BIIeUaTJIeHUA IIpM CcHUHIOpoMe TypeTTa (TS-CGI) ¥ mKaJja ofmero
BIIeUaTJIEHUA DalMeHTa O IOMHaMMKe COCTOSAHMA IIpM CHHOpoMe TypeTTa
(TS-PGIC).

PesynbTaTH. VcxonHele pe3yJibTaTH [IOKa3eBawT, Lie)
ODeyTeTpabeHas3snH 20OeKTUBEeH NOpPpU JIeUeHUM  THUKOB, CBABAHHEIX C
cuHgpoMoM TyperTa. [loCTOSAHHasa TeHIOEHIMA YIydlleHMsa Habjaomajack B
OBUTATeJILHOM, BOKAaJILHOMI, ofmell TAXKeCTM THUKOB U B JeJbCKOU
roBasibHOM mKaJie ofmer TAXeCTHM TUKOB OTHOCUTEJIBHO MCXOIOHOTO
YPOBHSA OO KOHIIAa BOCBMOM HeneJu ©Qas3e JeueHMa. OTo IIPpMBeJIO K
cpenHeMy wu3MeHeHuto -10,4 enuHuly B OOmMeN TAXKeCTHM THKOB. Kpowme
TOTO, IpeKpalleHue JeueHUsa IIocJie 8 HeldeJb IIPUMBOOMIIO K HeOOJIBIIOMY
YCUJIEHMID TMKOB. PesyJlbTaTH IIpUBeIeHH Hmke B Tabauue 24; ND
YKa3beBaeT Ha OTCYTCTBME IOaHHEIX.

Tadnuiia 24

B mejgom (N=23)

Buszsur MTSS VTSS TTS YxynomeHne GSS

B * N 23 23 23 23 23
CpenmHee 17,4 14,2 31,6 34,3 66,0
(SD) (3,95) (5, 060) (7,92) (9,45) (15,99)
MeIMaHa 18 15 31 30 68
Muu 10, 24 0, 22 19, 46 20, 50 39, 96
Makc

Hemo. 2 N 21 21 21 ND 21
CpenmHee 15,9 13,5 29,4 ND 59,4
(SD) (5,006) (5, 04) (9,81) (19,45)
MeIMaHa 16 14 28 ND 57
Mmy 0, 24 4, 22 4, 46 ND 4, 96
Makc

AB- N 21 21 21 ND 21

Hem. 2 CpenHee -1,9 -1,0 -2,9 ND =-7,7
(SD) (2,067) (3,29) (5,37) (12,25)
MeIMaHa O 0 0 ND 0
Mmu -10, O -11, 4 -21, 4 ND -41, 12
Makc

Hem. 4 N 21 21 21 ND 21
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CpenHee 14,2 12,1 26,3 ND 51,1
(SD) (6,30) (6,60) (11, 91) (22, 04)
MenomaHa 14 12 277 ND 51
MuyH 0, 25 0, 25 0, 50 ND 0, 100
Makc

AB- N 21 21 21 ND 21

Hen. 24 CpenHee -3,5 -2,5 -6,0 ND -16,0
(SD) (4,32) (4,55) (8,18) (18,84)
MeOomMaHa -2 0 -3 ND -12
MyH -15, 2 -12, 4 -25, 4 ND -55, 4
Makc

Hem. 8 N 23 23 23 21 23
CpemHee 12,0 9,2 21,2 22,9 45,1
(SD) (5,35) (6,64) (10, 95) (11, 406) (21,71)
MeIMvaHa 11 9 23 20 47
MyH 0, 24 0, 24 0, 48 0-50 0, 98
Makc

AB- N 23 23 23 21 23

Hen. 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

Hem. 9 N 18 18 18 ND 18
CpemHee 13,9 11,7 25,6 ND 51,7
(SD) (4,94) (7,30) (11,06) (22,98)
MenmaHa 14,5 10,5 26 ND 51
MuH 5, 25 0, 25 10, 50 ND 14, 100
Makc

ABR- 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)
MeOMaHa -3 -2,5 -5 ND -10,5
MuyH -11, 1 -11, 3 -22, 4 ND -45, 4
Makc

* B=MCXOIHHV YpOBeHL; Hen.=Henejs
Kpowme TOTO, IpenBapuUTeJIbHEE pPes3yJIbTaTH YKa3HBalT Ha

VIyUlleHMe HEeKOTOPHX OPYTMX COOTBEeTCTBYIMMX IIokaszaTejel. B PGIC

HabOJonaJloCk CpelHee VyJydlleHrMe Ha 1,8 TIIYHKTOB (o 7-0aJuibHOM
mKajle  BHIIE, Ioe l=MMHMMAJIBLHO VJIYUIIeHO, 2=CHJILHO YJIYUlleHO,
3=04YeHb CMJIBHO YJYUYIIeHO), Ipennojaras, YTO COCTOSHMEe I[allMeHTOB

OBBUHO YyJIydllaeTCHd IIOCJIE 8 HeIeJlb JieueHMHd (COCTOSHME IIPUMMEPHO 75%
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CUJIBHO yIyulmaeTcsd  MIIn OUeHb CMJIBHO  yJlyudllaeTcsd) . B TS-CGI
HabJomaly CpelHee YJydlleHMe OT MCXOIOHOTO ypoBHA oT 4,7 mo 3,7 Ha
8- HegnmeJsie (o 7-0aJUIbHOM mKaJle, I'Ie uYeM HIWXe, TeM Jyule) .
HaxkoHer, npoduniib HeXeJlaTeJIb HEIX ABJIEHUN, Kak npaBuUiIo,
COOTBETCTBOBAJI MNPEeIHIOYIIMM MCCIENOBaAHUIM.

OxumaeTCcsa, UYTO HOeyTeTpabeHaswuH, IpyTMe IelTepul-3aMelleHHBe
TeTpabeHa3MHE U BaJjifeHa3MH OynoyT 5S0OeKTUBHE [IPU JIeUEeHUM CHHIPpOMA
TypeTTa ¥ IOPYI'MX PAacCCTPOMCTBE ¥ CHMIITOMOB IBWXEHMS, TaKMxX Kak
TUKM, CTepeoTUIMd, akKaTu3usda, OUCKMHEe3UMSI WM CHUHIOPOM OeCIOKOMHEIX
HOT, M CXEeMH [JO3MpPpOBaHMA ¥ MEeTOHOE OIMCaHHEE B  HaCTOAIleM
OOKYMEHTe, IIPUMHECYT NallMeHTaM 3HAauUMTeJIbHYK II0JIb3Y.

12-HeneJibHOE PaHIOMM3MPOBaAHHOE basm 2/3 uccyenopaHue
feszoracHoCTM U 30PeKTUBHOCTM Yy HaumMeHTax Cc TS

HeJsib . OCHOBHa#Aa eJib B5TOTO nccjaenoBaHmg - OLLEHUTH
50beKTUBHOCTD neyrTeTpabeHas3rHa oI CHUWXEHU A MOTOPHEIX u
boHMUEeCKMUX TUKOB, CBA3aHHEIX ¢ TS, BTOPUUHOM  1LeJblo  BTOTO
HCCcIeloBaHn g ABJIAeTCH OLleHKa 0e30IIaCHOCT U [IEPEHOCUMOCTH
TUTPOBAHUA U MOOIEepXMBawIel Tepanuy IeyTeTpabeHa3VHOM.

Ilad ucciedoBaHMd. 2To dasa 2/3, paHIOMUSUPOBaAHHOE IBOMHOE
cJjiernoe mJanedfo—-KOHTPOJIMPYEeMOoEe napaJjuieJibHoe TPYIIIOBOE
VUccJeloBaHMe, B KOTOPOM IIallMeHTH C THKaMM, CBA3aHHEMM C TS,
OyoyT IpUITJIalleHE K y4acTH . VccienoBaHue OyoyT BKJIOUATH
NaluMeHTOB—MYXUMH ¥ KeHIWH B BO3pacTe oT 0 oo 16 JeT
(BKRJIIOUMTEJILHO) C TMKOM, CBS3aHHHEM C CcHHOIpoMoM TypetrTta (TS).
[MaumeHTH OyIOyT PaAHIOMM3MPOBAHE M CTPAaTUOMIIMPOBAHH I[1IO0O BO3pPacTy Ha
2Tale MOMeHTa HaudaJa MuccJemoBaHusa [oT 6 mo 11 Jjer, orT 12 mo 16
JeT]). Josa umcciaenyeMoro JeKapCTBEHHOT'O CpeIcTBa IJA KaXIoTI'o
nauveHTa OyIoeT TUTPOBATLCHA OO OITHMMAJILHOTO YPOBHA C IIocJenyimen
nognepXrBaplel TepaluMel STOM »Oo30M. OOmui nepuond JedeHusa Oymer
IponoJkaTkCsa 12 HeznmeJb. Illepyol TUTPOBaAHMSA COCTaBUT / Helelb, a
nepuon IHnonmepXaHud - 5 HemeJgbk, 3a KOTOPEM CJenNyeT I[epUorn
BEIMEIBAHMA 1 HeleJsd.

KpurTepun BKIKOUeHMSA I[TalUMeHTOB. I[lalMeHTH MOT'YT OBTH BKJIIOUESHE
B MCCJIelOBaHMe, €CJM OHM OTBedanT BCEeM CJEeOYIRIVM KPpUTEPUSIM:
Bo3pacT oT 6 gpmo 16 JeT, BKJIOUNTEJIBHO, Ha MOMEHT HauvaJla

MCCJIeOOBaHMsA; Macca I0 MeHvmed Mepe 44 dyHTa (20 KI') Ha MOMEHT
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HauaJjia MCCIenoBaHnd; oTBEeUaeT OVaTHOCTUYE CKUM KPUTEePUAM
OVaTHOCTUKU n CTaTUCTUUECKOTO PYKOBOLCTBA 1o [ICUXWYEeCKUM
paccTponcTBaM, naToe M3OgaHue (DSM-V) oga TS u, o MHEHU
MccyenopaTesd, nauyeHTa M  OIeKyHa/B3pOoCJoTo, aKTUBHEE  THKU
maluMeHTa BEHEBHEBAKT HapylleHVe WM yxyOueHre; TTS 20 wim BhIle IO
YGTSS mpM CKPMHMHI'e M Ha MOMEHT Hauajla MCCJIeOOBaHMAg; CIOCOOHOCTH
TJIOTaThk MCCJleOyeMoe JIeKapCTBEHHOE CPpenCTBO LEeJIMKOM; [aluMeHT U
OINeKyH/B3POCJIE TOTOBH IPUIEPXKMBATHCSA CXEMB JedeHUS U CcoOJIomaTh
BCe MNpOoLenyph MCCIJeOOBaHMA,; Xopollee o0mee COCTOAHME 300POBBA, O
UueM  CBUIOETEJILCTBYET MeOMUMHCKad ¥ I[IcUXMaTpudeckKas ncTopmAa
OoJjiesHH, 1z dpmsmueckoe n HEeBPOJIOTHUUECKOEe oBcJjienoBaHue;
CIIOCOOHOCTE IIOHMMATE XapaKTep MCCJeIOoBaHMA M ero IIpOoLelypH U,

Kak OXHMIoaeTCHd, 3apepImMTs MCCIJIIeOOBaHME, KaK 3allJIaHMPOBaHO (mo

MHEeHUID MccJlefoBaTesid) ; IMCbMEHHOEe  MHOOPMMPOBAHHOE  COIJlacue;
KEHIIWMHEL/ TeBYIIKA c IEeTOPOOHEM IO TEeHIIMAaJIOM (He CTEepPUJIbHEE
XUPYyPIUUeCcku (= 3 Mecdla) - uUepes3 IIepeBA3Ky Tpyd, ITHUCTEP3KTOMUI,

OOQOPBAKTOMUIK WMJIM BPOXIEHHYK CTEPUJIBHOCTB), UYbM IIapTHEePH—MYXUMHEL
C IOEeTOPOIOHEIM IIOTEeHLMAaJIOM OOJIDKHBEL MCIIOJIB30BAThL KOHTpAaAlellUMio Ha
IPOTSKEeHUM BCeIl'o MccJlefoBaHuMa M B Teuenme 30 1»OHeM T1Ioce
[pexKpaleHmna rnpuema HUCCIIenyeMoTo JIEKAPCTBEHHOTO cpencrea
(MpueMJIeMBEIMM  MeTOOaMM  KOHTpalelUuuu  SBJISRTCSH TE, Y  KOTOPEIX
CTelleHbk HaOeXHOCTM COCTaBJISeT MeHee ueM 1% B Ton, Hanpumep, 1UD,
nepopalibHuM, VIMILJIAHTUPOBAaHHEIM, TpaHCcOepMaJlbHEM WJIn
MHBEIVMPOBAHHEM  TOPMOHAJILHEIM  KOHTPALEeITUB, DapbepHHlL MeTono C
CIIEPMULIMIOIOM M Ba3BKTOMUA IIapTHeEpaA.

Kpurtepun MCKJIOUeHUA. [lalMeHTH He OYyOyT BKJIKUEHH B 3TO
ncciaenoBaHue, ecJm OHU OTBEeUanT KakoMy—Jnbo nus3 CJIe OV X
KpUTepMueB: HeBPOJOIMUeCKOe pacCTpOMCTBO, OTJMUHOe oT TS, KOTOopoe
MOXeT MacCKMPOBATE OLIEHKY THKOB; Ipeobjlamaniliee HapylleHMe IBUKEeHUSA
rnalMeHTa - CTepeoTUullnd (CKOOPIVMHVMPOBAaHHEE IOBVXEHUS, KOTOpPHE
[IOBTOPAKTCA TIIOCTOAHHO WM MIOEHTMYHO), CBSA3aHHad C 3aboJIeBaHUEM
ayTUUEeCKOTO CIIeKTpa; IOOTBEPXIeHHEIM OMarHoO3 OUNIOJIAPHOTO
paccTpoMcTBa, mr30dpeHUn WJIN OIpYyToTo IICUXOTUUECKOTO
pacCcTpOoMCcTBRAa; KJIMHMUECKM 3HauMMas OelpeccHua OIPpM CKPUHMHITEe WMIM Ha

MOMEHT HaudaJla MccJjlegoOBaHMA (HO ITIallMeHTEI, IIPMHVMaKmre
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aHTHUIeNpeCcCaHTH, MOTYT OHRTb BKJIOUEHH, €eCJIM OHM Ha CTabuJIbHOM
Io03e B TeueHMe II0 MeHbIleM Mepe 6 HeleJlb OO0 CKPMHMHIAa (CM. CIMCOK
HVKe IJIA 3alpelleHHHX aHTUOEOPeCcCaHTOB), MUCTOPUSA CYMUIMIOAJILHOTO
HaMepeHMsa WJIM CBA3aHHOTO C HMM IOBeOeHMsS B TeueHMe 2 JeT IO
CKPMHMHTA : openunymnee HaMepeHue OeCTBOBAThH COTJIaCHO
CYMUIMOAJbHEM MIesaM C KOHKPeTHHM ILJIaHOM, He3aBUCUMO OT YPOBHA
aMOMBaJIEHTHOCTM, BO BPEMS CYMIMIAJLHOTO MHIJIEHMSA; IIpelllecTRBYIIMe
IIOOTOTOBUTEJIbHEE CyMUIMOaJbHEHE »OeMCTBUA WJIM IIOBeIdeHMre; MUCTOPUA
IpelmecTBYyKIe (aKTUUeCKOM, IIpepBaHHOM WJIM COPBaAHHOM IIONBETKU
cyuumma; POOCTBEHHMK IIepBOM CTelNeHM, KOTOPHM COBEpmNMJI CYMUMUI,
KJIMHMYUeCKM 3HaumMoe OKP Ha DTale BKJIOUYEHMS, KOTOpoe, I[I0 MHEHMUO
MCCJIeIoOBaTENA, ABJIAeTCS OCHOBHOM IMNPUMUMHOM YXYIUEHWS; IIalMeHT
nojgyuajl CBIT nmuga TS wmiam CBT mig OKP B TeueHMe 4 HeIellb
CKPMHMHTA; [HaluMeHT HOoJydaJ Joboe M3 CJIeOyolUX COIYyTCTRBRYIIMMX
JIEKAPCTBEHHHX CPeOCTB OJ4 TMKOB B YKa3aHHHX MCKJOUAKIMX OKHax
CKPMHMHTA :

B rTeueHmMe 3 MecCcsAleB: HeWPOJENTUKM Oeno, OOTyJIMHUUEeCKUN
TOKCHMH MJIM TeTpab®eHa3UH;

B TeueHue 21 OHA: pe3epluH;

B TeueHMe 14 IHEeN : VHTVOUTOPH MOHOAMMHOKCUIA 3H,
HEMPOJIENITVKY ([IepopaJIbHEE) , TUIMUYHHE W AaTUIMUHEE HEeWPOJISIITUKMA,
MeTOKJIOIpaMmy, JieBomolla ¥ HOOIIaMVMHOBEE AaTlOHMCTH  ([IpMMedaHMe:
UCIIOJIL 30BaHME GeH30IMAa3ENINHOB noIyckaeTcHd, ecJm IIepPBUYHOE

VCIIOJIEL30BaHMe IIpeldHal3HaueHO He JId TUKOB, M IO3MPOBKa CcTabuJbHa
B TeueHMe II0 MeHbIleM Mepe 4 HenmeJslb IO CKPMHUMHTA, MCIOJb30BaHUe
TonmmMpaMaTa (mo 200 MIP/cyT) OOOyCcKaeTCs, eCiM OO3UMPOBKa CcTaduibHa
B TeueHMe IO MeHblleV Mepe 4 HeIeJlb IO CKPMHMHIA, a MCIOJb30BaHUe
I'vyaHbpallMHa WM KJOHMIMHA -OOIIYyCKaeTCsd, €CJIM OO3UMPOBKa cTabMIIbHa B
TeueHMe IO MeHbllel Mepe 4 HemeJlb OO CKPUMHMHTA) ;

JeueHMe C MHTEHCHMBHOM CTHUMYJISLMEeM TOJIOBHOT'O MO3Ta, WK
TpaHCMalHUTHAa S CTUMYJISLM S VI TpaHCKpaHMaJIbHa s CTUMYJISLM S
IIOCTOSHHEIM TOKOM IOJII YMeHBIIeHMS TUMKOB B TeueHMe 4 HeOeJik IOcJe
OCMOTpa; HecTabuJIbHasS WJIM Cepbe3HOe MeIMLIMHCKOe 3aboJleBaHMe IIpU
CKPMHMHI'E WJIM Ha MOMEHT HauvajJla MCCJIeNOBaHMA; IMNallMeHTy TpebyeTcs
JieueHue JIeKapCTBEeHHBMU CpencTBaMi1, KOTOPEHEE, Kak M3BECTHO,

MIPOJIOHTUPYIT MHTepBaJl QT (COMCOK HMXe); 3HaueHMe MHTepBalla QTck>
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440 Mc Ha 3KI' ¢ 12 oTBeOeHMAMM [IPpUM CKPUHMHIEe; (KakK yKasz3aHO C
nomomeio AST mam ALT> 2,5 X BepxHMM IOpelell HOPMaJbHOTO IMalla3OoHa
(ULN) npuM ckpuHMHTe uau ALP wim obmum OunaupyomH (Tbil)> 2 x ULN
IpU CKPUHMHIE, XOTHd I[alUMeHTHE C CHHIOPOMOM I'mjibepTa M HNaAaUMEHTH C
OTKJIOHEeHUAMM Ha 2 wulum ©0ojee 1o ACT, ALT, ALP m Tbil wmoryT
y4acTBOBATE, eCcJm OHU OonoOpeHH  MeOUUVMHCKMM  OOCJieDOBaHMEeM;
CBUIOETEJILCTBO  KJMHMUECKM  3BHAUMMOM IIOUEUYHOM  HeOOCTaTOUHOCTH,
BHIABJIEHHOM KpPeaTMHOM CHBOpOTKM> 1,5 x ULN 0OpM CKPMHMHTE,
n3BeCTHad aJiepIrug Ha Jodon U3 KOMIIOHEHTOB NCCJIenyeMoTro
JIEKApPCTBEHHOTO IponykKTa, IaluyeHT IIPUHVMAJ ydacTue B
MCCJIeNOBaHuUM, IIOCBAMEHHOM MCCJEeNOBaHMI JIEKAPCTBEHHBX CPEeNCTB WM
YCTPOMCTE, " roJjiyyas nccijenyeMoe JIEKapCTBEeHHOE
CpeInCcTBO/BMENATENLCTBO B  TeueHre 30 [OHeM wiIM 5  [eproOOoB
IIOJIYXUBHU JIEKapCTBEHHOTO CpencTBa OT MOMEHT Hauajla MUCCIeIOBaHUA
B 3aBUCUMOCTM OT TOI'O, UYTO HOJiblle; OEpPeMeHHOCThL WM KOPMIIEHUE
TPpYyIblD;  3JIOyHOoTpelJieHMe aJIKoTOoJIeM B aHaMHe3e WM [IPpU3HaHHOe
3JI0YNIOTPpelJIieHMe  aJIKOTOJIEM MJM  3JIOYyHOTpelJieHMe  IICUXOaKTUBHEMM
BelleCcTBaMM B TeueHMe IMIpelOymrx 12 MecsdleB, KaK OIpeleJIeHO B
DSM-V; TIOJIOXUT &JIb HEM pesyaeTaT aHaJM3a MOUM Ha Hajmuue
3alpelleHHEX [IpelapaToB WM OTCYTCTBME BO3MOXHOCTHU BO3IEPXUBATHCSH
OT 3JIOYNOTpeOJIeHUA IICUXOaKTHMBHEIMM BeMeCTBaMM Ha [IPOTSXEeHUM BCeTO
uccyenoBaHMa; M OuarHo3 DSM-V  Ha ocHoBe MINI Kid Inventory
MonyJen, BHITIOJIH A eMBIX npu CKPMHUHTE, KOTOPEHE, 1o MHEeHUIO

mccilegopaTeJid, OeJjlaloT IIalMeHTa HEeIIPUMI'OOHEBEIM IJIA MCCJIeOOBaHWMA.

3anpemeHHHE npernapaTH BKJIOUAIOT : aA3UTPOMULIVH,
XJIOPOXUH/MedIJIOXUH, KJIAPUTPOMUIIVH, OOMIIEPUIIOH, OpOoIIepnIod,
SPUTPOMULIVH, MOKCHUQJIJIOKCALIUH, ceBoQIIypaH, npoByKoJ,

criapdigorcaumH, XJIOpPIIpOMasImH, apuIiMIIpasoJI, rraJiornepmnnoJi, asallliHa

MaJleaT, JIOKCallH, KJIO3allMH, MOJIMHIOOH, MJIOIIEePMIOH, Hep@eHaSMH,

JIypaClrMiooH, IImMMo3snno, OJIaH3alllH, IIpOoXJIOpPIiepasiH,
OﬂaHSaHMH/@HYOKCGTMH, THopMaoasmH IIaJIMIiepmMioH, TUOTHMKCEH,
KBeTHallllH, TpM@ﬂyOHepaSMH, puUcCIlepMnaooH, IIpoMeTasVMHCOIIepXalme

COenMHEeHUs, 3UMNPa3UOOH U TUAIPUI.
Kpurepmn 50PEeKTUBHOCTH . [TlepBUUYHOM KOHEeUHOU TOUKOM
MccJegoBaHMa OyIeT M3MeHeHMe II0 IKaJle OlleHKM ofmmx THukoB (TTS)

MesbCckoM  MmKAaJIH OlleHKM ofmell TSKeCcTHM TUKOB (YGTSS) oOT MCXOIHOTO
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YPOBHA IO 12-%1 HemeJiM C LeJbo YMEHEBIIEHMA KOJIMYeCTBa MOTOPHEX U

boHMUEeCKMUX/BOKaJIbLHEIX TUKOB . BTopMUHBEIMM KOHEUHHBIMI TOUKaMM
30PEeKTUMBHOCTHA OyIoyT M3MeHEeHNUS 10 mKaJje OLIEHKU oBmero
KJIIMHUUECKOTO BIIeUaATJIEHUS CHUHIOpOMAa TypeTTa (TS-CGI), oBmero

BlleUuaTJIeHUsa I[alMeHTa C CcuHOpoMoM TypeTTa o TaxecTu (TS-PGIS) wm
IO OOIOJIHUTEJIBHOM WIKaJie OlleHKM KadecTBa XM3HM OpM CHHIOIpoMe Xuiis
me Ja TyperTra (GTS - QOL) OM3MUECKUX/aKTUBHOCTEM eXeIHeBHOM
xm3HM (ADL), BCe OT MCXOIHOTO YPOBHS OO 12-¥ HeIeJu.

Kpurepnn OLIeHKU 0e30IIaCHOCTHA. KoHeuHsMM TOUKaMU
Be3omacHOCTM OyIOyT: YacToTa HeXeJlaTeJIbHHX HABJIeHUM; HabJmogaeMee
3HaAUEHMA U W3MEHEHMA OTHOCUTEJIBHO MCXOOHOTO YPOBHA IIO XWU3HEHHO
BaXHHM I[IpM3HaKaM; HaOJomaeMble 3SHAUEHMA UM M3MEHEHNA OTHOCHUTEJIBHO
MCXOOHOTO YPOBHSA IIO OIPOCHUKY 2 COCTOSHUSA IelpecCUM neTel IKaJb
oueHkM (CDI-2, BepCHMM POIUTEJIEM ¥ CaMOOTUETH); HabjoIaeMble
3HaUeHUA B KOJYyMOUMCKOM mIKajle OLEHKM Cepbe3HOCTU CYyMUMIAJIbLHEX
HaMepeHMM cpenu HeTel (C-SSRS); HabOmomaeMbe 3HadeHUA IIapaMeTpOB
BJleKTpoKapIMorpaMMel (3KI') M COBUIM OTHOCUTEJIBHO CKPMHMHIA IJI4
KJIMHUYECKU 3HaUMMEIX AHOMAaJIBHEX  pPe3yJIbTaTOB; u HaOJogaeMuele
3HaueHMsa ¥ M3MEHEHMSA OTHOCUTEJIBHO CKPMHMHIAa B  KJIMHUUECKUX
JJabopaTOpHHEX IHapaMeTpax (IeMaToJIOTMSa, XUMUSA M aHaJlMu3 MOUM) .

[lepmon TuTpoBaHMsA (7 HeneJb) . llalMeHTH, KOTOPHEe OYyOYyT MMETH
IpaBO Ha ydYacTHe B MCCJeNoBaHuM, OyIOyT PaHIOMMU3MPOBAHEL Ha BU3UTE
BKJIIOUEHM A (l1-m pmeHn), M B TOT Beuep (T. e. TIocJe BU3KUTA,
IpenyCcMOTPEHHOTO VCCJeIOBaHUEM) rnoJjyyar c Iumen 0 MT
MaCKMPOBAHHOT'O MCCJEeOYyeMOI'O JIEKAPCTBEHHOTO CPenCcTBa.

Hoza wmccienyeMoro JIEKApCTBEHHOT'O CpelcTBa OyleT yBeJlMdeHa
0O Tex IIop, Ioka 1) He OymeT ONTMMAaJIbBHOT'O COKpalleHUs THUKOB, Kak
oIpeneJieHO  MCcJlemoBaTeJieM, 1o COIJIaCOBaHMK C  IIalMeHTOM U
OTeKYyHOM/B3POCJHM,; 2) I03a HellepeHOCHUMA.

[lepron  nonmepXaHWA. B KOHLle IIepuoma TUTPOBaHMUSA  [OO3a
nauyveHTa OyleT yYyCTaHOBJIEHa Ha IIepMOon IonnepXaHusa. [laluyMeHTH OyOoyT
IPOOOJIXKATE IIOJIYYaTh CBOK IIOOOEPXMBAKIYID O3y B TeueHMe CJeNyKRIINX
5 HeneJsb, XOTA HOOIyCcKaeTcd CHWXeHMe IO3H [IPpU HeXeJlaTeJlbHEX
ABJIEHMAX . [lallMeHTH BO3BpallaldTCHA B KJIMHMKY Ha 9 u 12 Hepmenax ojs
OlLeHKM ©OesonacHoOCTM M »d0bexkTUBHOCTM. Ha 12-11 He@meljle DalMeHTH

HpOﬁHYT IIOJIHOE obcrienoraHue, BRJIIOUa4d MEPEI 0e30IacHOCTHA u
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30PeKTUMBHOCTHA .

[lepron BHMHBaHMA. Bce NallMEHTH [IPEKPaTHAT IIPHMEM MCCIIENYeMOT O
JIEKAPCTBEHHOT'O CpelcTBa B BM3UT Ha HeOejle 12 U BepHyTCcsa depe3s 1
HeIeJllo IOJIS OlleHKM 0e30INacHOCTM M yMeHBbIIeHMS TMKOBR (HemeJjsa 13).

CxeMma OO3UPOBaHNUA . Kak 0BCYyXIaJIoOCh BHIIIE, VCCIIeNyeMoe
JIEKapCTBEHHOE CpPelCTBO OyIOyT BBOIMTB B BUIE IIepOopalJibHEIX TabJIeTOK
C HauvaJIbHOM HO30M 6 MI' OOMH pa3 B CYTKM UM TUTPOBATH. TabjleTKu
neyrerpabeHasyHa OyIOyT OOCTYIIHEL B CJeOyonlMxX TO3UMpoBKax: 6, 9,
12, 15 w 18 wMr, oTAMUYanIMecs MapKMPOBKOM ¥ LBeTOM. Byner
NpenJIOKeHa MWHCTPYKUUA OJsa obecledeHMd TOT'O, 4YTOOB: HadaJibHasd
mosa 6 MI' BCeM IlallMeHTaM BBOIOWUJIaCk BedepoM B OHM 1 m 2, cC
nocjleIynmyM BBeIOeHUMeM AM B OCTaBIIYIOCA YacTb Heleilu 1 (ecjau Macca
TeJjla cocTaBJaAga < 40 Kr); uHccIegyeMoe JIeKapCTBEHHOEe CpPelCcTBO
clyenyeT IPOTJIATHBATE LEeJMKOM M OPMHMMATE C OUIey; [DocJenyiomue
CYTOYHEE HO3H 12 MI' M BHIEe OyIOyT BBOIMTLCS IOBa pa3a B OeHb B 2
opueMa, B TedeHMe IOHA C OpubIM3UTeJIbHEIM MHTepBaJioM 8-10 uYacop;
MeXny IOo3aMu  OOJDKHO IPOMTM MMHMMYyM 6 4YacoB; €CJIM IallMeHT
OPOIYyCTUJI O3y, M B TeueHMe 6 UYacoB IIocJe cJlelyomel O3B, TO
INPOIyleHHYK OO3Y He cJelyeT IIPUMHMMATL; eCJIM HallMeHTH MCIBTHBAT
fecCcoOHHMULY, IIPMHMMAasa HadaJlbHYD JO03y ©6 MI' BeuepoM, OHM MOT'YT
IepeTM Ha IOpMeM B KauecTBe YTPeHHeM @»OO3W B TeueHMe 2 IOHeM;
nocjyie 1-#% HejeJM yBeJIMUeHMe IOS3H He IOJIKHO IIPOMCXOIUTL ualle, uUeM
Kaxnee 5 nHew; " CHIDKEeHMEe IOO3HL, ecJm TpebyeTC4d, IOOJIKHO
COCTaBJIATE 6 MT.

MackupoBKa WM paHIoMM3allMg. IlallMeHTH OYyOYyT PaHIOMU3UPOBAHE
OJIS TIOJIYYEHMS JIeueHud OeyTeTpabeHas3MHOM WM MIOOXOIOAMMM ILjIalunebo B
cooTHomeHun 1:1.

OxupmaeMee pe3yJbTaTH. OXuUOaeTCHd, UYTO BBeIOeHMe II€pPeHOCUMOTO
KoJIMuecTBa JeyTeTpabeHasMHa B IMalas3oHe oT 6 @§mo 48 wMr B
BHIIEYKa3aHHOM MCCJIelIOBaHMM IIallMeHTOB C CHHIOpoMoM TypeTTa OyIeT:
YMEHbBMATh oIy TIKECThH TUKOB, Kak MOTOPHEIX, Tak u
boHUUECKUX /BOKAJILHEIX TUKORB, HapylmeHnusd n/ OlLLEHKY obmemn
TIKEeCTH, YJIydllaTb KadecTBO XM3HM, o0O0mee yIOBJETBOPEHME XU3HU
U/ WM KIMHMUeCKoe WM oOllee BIeuYaTJIeHMe IIallMeHTa O IOMHaMUKEe U
yJIydmaThb (YOJIMHATE) VHTEepBaJ Btes TUKOB. OxmpmaeTcHd, uTo

fe30MnacHOCTL OyIOeT COOTBEeTCTBOBATE TOMY, UTO OBJIO OTMEUeHO B
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NpenuHOylMx MCCIedOBaHuIx .
IonrocpouHoe IIalebo-HEeKOHTPOJIMPYEeMOoe MCcenoBanve dase 3

0e30IIacCHOCTUY U 20PeKTUMBHOCTM Yy HaluMeHTOB C TS

Uernsb. OCHOBHa4d LneJb 3TOTO MCcCcJIegoBaHmsa - OLIEHUTH
0e30IIacCHOCTD nu [IEPEeHOCUMOCTE OOJITOCPOUHOM Tepanmmn C
VCIIOJIL 30BaHueM oeyTeTpabeHasuHa; BTOPUUHASA LLeJib - OLIEHUTH
30PEeKTUMBHOCTE .

[lman wuccienoBaHudag. JVccienoraHue OyOoeT BKJIKOUYATL I[IallMeHTOB
MyXCKOTO ¥ XeHCKOT'O IIojla C THKaMM, CBA3aHHEMM C CUHIOIPOMOM
TyperTa (TS), KOTOpPHE paHee B3BaBepllJiXM ydacTue B JIOOOM U3
BHIIEYKAa3aHHEIX KIMHUMUECKUX MCCIJIeOOoBaHUM OeyTeTpabeHasMHa.

CKPUMHMHT . VuHdopMMpPOBaHHOE cormJlacue/paspelleHne OynmeT
[IOJIYYEeHO OO TOI'o, Kak OyIOoyT BHIIOJIHEHH KaKMe-JIMOO IIpOoLedypEhl
nccJjenoBaHmd. [MauveHTH, KOTOPHE HaxXOOWUJINCh BHe NnpUMeHeHUd
HUCCJIeoyeMOoT o JIeKapCTBEHHOT'O cpencrTrea B TeueHMe HEeCKOJIbKUX
MecsdleB Ha MOMEHT 3auMcJIeHUd, ¥ KOTOpHEe CTabuJILHE C MeOMLIMHCKOM
U I[ICUXMATPUUECKOM TOUKM 3peHus, OyIOyT IIOIOBEepPTHYTH OlleHKe C
MCIIOJIE30BaHMEeM CKPUHMHI'a, KaK OIIMCAHO BHIle, B PaHIOMU3UPOBAHHOM
nuccJenoBaHmm. UToOB CHM3MTE Har'py3Ky Ha TIallMeHTa, HeKOTOpHe
OaHHBEe, COOpaHHBE B PaAaHIOMUSUMPOBAHHOM MCCJIeOOBAHUM BHIIE, OYIOYyT
MCIIOJIE30BATECA OJIS [NIPeldOoCTaBJIEHUMA COOTBETCTBYIRIMX OaHHHX B DTOM
anedo—HEKOHTPOJIUPY EMOM MCCJIeOOBaHUNA . [NauMeHTH MOTYT OBITH
MNOOBEPTHYTH  I[IOBTOPHOMY  CKPMHMHIY Ha  OCHOBaAHMM  MEOULIMHCKOI'O
obcrienoraHusa. KpUTepuM BKIOUEHMS WM MCKIOUeHUI OYOYT aHaJIOTUUHE
KPUTEPUAM, OINMCAHHBM BHIIE [IJIS PaHIOMU3MPOBAHHOTO WMCCJIeOOBaHUMI,
3a MCKJIUEeHMeM TOT'0, UTO yduacTue B JIOOOM U3 BHIIEIPUBEIEeHHBX
UCIHTaHUM ABJIAETCSA KpUTEPUEM BKJIOUEHWU S, a He KpUTepueM
MCKJIOUEHMA, M YUTO IOaHHBEE O IOUCKBaJUPUKALUM IOUATHO30B DSM-V MOI'YT
OHITH MOJIYUEHH "3 CKPUHMHITOBOTO BU3UTA PaHOOMU3UPOBAHHOTO
HccJaenoBaHmd.

VCXOOHEM BU3UT. Ioosa nalreHTOoR, BKJIIOUEHHBIX B
PaHOOMM3UPOBaAHHOE HCcCcJenoBaHme BHIIE, VICXOIHEIM BUSUT oymeT
NIPOUCXOIONUTHL OOHOBPEMEHHO C 13-HenmeJsIbHBEIM oCelleHeM 3TOTO
uccJenoBaHmsa. OlUeHKM HeOeJ 13, yKasz3aHHBEe OJS 5DTOTOo, TakKxe
YKasaHe OIS MCXOOHOTO BU3MTa HSTOTO MCCIEeOOBaHMA, M MX He HYXHO

IIOBTOPATE . HJId BCeX IalMeHTOB VMCXOOHHEM BUSUT oymeT IIPOMCXOIOVTE B
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TOT Xe HIOeHb, 4YTO U 3allJlaHMpOBaHHad IlepBasd J03a MCCIedyeMOoTIO
JIEKapCTBEHHOTO CpelcTBa (meHp 1). [IJg HODaluMeHTOB C KJIMHUYECKU
3HaUYMMEIMU JIabopaToOpPHEMA aHOMaJIU M Ha 12-1 HeneJe B
PaHIOMM3VMPOBAHHOM MCCJIENOBAHMM BHINIE 3HaUeHMe HeneJdu 13 0OyIer
CIIYXUTE B KadeCTBe MCXOIDHOTO B 3TOM MCCJIEeOOBaHUM. [JOMNOJIHUTEJIEHOE
ydyacTue IJIA TaKuxX I[IalMeHTOB HOOJDKHO OBTBh OIOOPEeHO MeIMIMHCKUM
OCMOTPOM M MOXeT OBTE OTJIOXEHO.

[lepuon TUTPOBaAHUS (7 HeneJb ) . [IOCKOJIBKY  TIallMEHTH U3
IMJIOTHOT'O MCCJIENOBaHMA He OyOyT CoIpuKacaTbCad C MCCIenyeMbM
JIEKapCTBEHHEIM CPENCTBOM B TeUeHMEe HECKOJIbBKMX MeCcdlleB Ha MOMEHT
oTbopa, MM Tak KaK IIallMeHTH H’3 pPaHIOMU3MPOBAHHOI'O WMCCJeIOBaHMUA
npepBali1 I[IPMMeHeHMe MCCJeOyeMoI'o JIEKapCTBEHHOTO CpencTBa WU
njaaned®o B TeueHMe 1 HemeJM, TO BCe [NAallMeHTH B STOM MCCJIeIOBaHUU
OyoyT IOIBepraThbCad TUTPOBAHMIO HO3H. I[lallMeHTH IoJydYaT 6 MDD
oeyTeTpabeHas3uHa C IUlleM BeuepoM 1-TO OHA.

[lepuon nonnepxaHusa (47 HenmeJsib). B KOHLe Hepuona TUTPOBaHUA
OyomeT yCTaHOBJIeHa HauaJlbHad HOOo3a OJA I[DalMeHTOB Ha IIepuon
nonmepxaHusga. KoppeKTHMpoOBKa HOO3H OeyTeTpabeHasuHa (BBEpX WM
BHM3B) MOXeT OHTb IpOM3BeIeHa B TeueHMe IepMuona IoOIepXaHWsa, eCJu
2TO0 HeoBxXOoIOMMO, HO He ualle, UYeM KaxXOwe 5 OHeM M TOJIbKO C IaroM 6
MI'. KoppeKTHMpPOBKa HOO3H OOJIKHA IIPOM3BOIUTLCS Ha OCHOBE BCeM
OOCTYIIHOM MHpoOpMalLMM, B TOM UMCJIe OTUeTOB OT IIallMeHTOB U
ONEeKYHOB/B3POCJHX O HexXeJlaTeJIbHHX 9BJIeHMAX U YMeHBIIeHUUM TUKOB,
KJIMHUMUECKOM OlleHKM 0Oes0omnacHOCTM U 520OeKTMBHOCTM CO CTOPOHEH
MCCJIenoBaTelisi, MacCChH IallMeHTa W COCTOSHMA IIpelapaTta CYP2D6, wu
MHOOPMAallMM M3 OILIeHOUHEIX MKaJl. B TeueHMe TIMepuona NIOOOepXaHUI
VHOMBUOY aJIbHHE (BHY TPUKJIIMHUYECKUE ) BU3UTH, npenyCMOTPEeHHEE
uccieigopaHveMm, OynyT 3allJlaHMpoBaHH Ha 8, 15, 28, 41 m 54 Hepmenax
OJIs OlleHKM 0e30HacHOCTM M »20PekTMBHOCTM. Ha 54 HemeJse MNalMeHTH
IpoMaOyT [IOJIHOE oBcriemoBaHue, Kak YKa3aHo BHIIIE, B
PaHIOMM3VMPOBAHHOM MCIIEITaHUM .

BEmMEIBaAHMEe M IOocJenyplee HabOoIeHMe. Bce MNalUMeHTH OIPeKpaTHaT
IPMHMMATE JIEKAPCTBEHHOE CPEeICTBO B BU3UT Ha b4 HeneJyle M BEPHYTCHA
K npuemy 1 Hepmeao crnycTtsa (Hemens 55) 1yid ouLeHKM ©Oe30MaCHOCTU U
YMeHBIIeHS TMKOB. I[lallMeHTH OyIOyT MMeTh I[IOCHeIyimui TeJe@OHHBM

KOHTAKT IJIA OlLleHKM ©0e30MIaCHOCTU uUepes 1 Henmenw I10cCJe OKOHYAaHUA
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nepuozna BEIMEIBAHW A (uepes 2 Hemejgu  IIOCJe nocJienHen OO3BEL
VCCIIelyeMOT'O JIEKAPCTBEHHOTO CpelcTBa [Henmeyda 56]) .

CxeMa -DO3UPOBaHUA. lMccielyeMoe JIeKapCTBEHHOE CpPencTBO OyIeT
BBOIOUTLCH, KaK yKa3aHO BHIIE, IJS PaHIOMM3MPOBAHHOT'O MCIIHTAaHWUA.

Kpurepum OLIEHKU MCCJIeIOBaHUA . B PaHIOMU3UPOBAHHOM
VCCJIeIOBAHUM KOHEUHHE TOUKM ©Oe30IacHOCTM OyIyT TaKuMM Xe, Kak
YKa3aHO  BHIIE. KoHeuHEle TOUKM 20OEKTMBHOCTM OyIOyT  BKJIIKUATH
KOHEUHEe TOUKM IIePBMUYHOM M BTOPUUYHOM 0PeKTMBHOCTM, KaK yKa3aHOo
BHIIE, B PaHIOMM3MPOBAHHOM MCCJIEOOBaHMM C Le&JIb CHMWKEHUS TIKEeCTU
MOTOPHEIX 7 boHMUeCKUX /BOKAJILHEIX TUKOB. SKCIIepUMEeHTaJIbHEE
KOHEeUHEle TOUKM IJOOJIDKHE OBHTB TaKMMM Xe, KaK YyKa3aHO BhHIIe, B
PaHIOMM3MPOBAHHOM MCCJeOOBaHMM, OT MCXOOHOT'O YPOBHSA IO KaXIoI'o
BU3UTA .

OxumaeMee pesyJbTaTe. OXuOaeTcd, UYTO BBeOeHMe IOIIYyCTUMOI'O
KOJIMYeCTBa JHeyTeTpabeHa3MHa B OManasoHe oT 6 @mo 48 M- B
BHIIEYKa3aHHOM MCCJIelOBaHMM I[IalMeHTOB C CHHOpoMoM TypeTTa OynerT:
YMEeHbIIAaTh oIy TSIKEeCTh TUKOB, Kak MOTOPHEIX, Tak u
boHMUeCcKUX/BOKAJBHEX TUKOB, HapymeHUM u/miau ofmre IIoKa3aTesn
TIKECTH, YJIydllaThb KadeCTBO XM3HM, OOmMYyKn YIOBJETBOPEHHOCTH XMU3HBLIO
n/nar oflmee BleUvaTJIeHMe IallMeHTa O TSXeCTM WM KIMHUUecKoe obmee
BIleUaTJieHVe IMHaMMKM COCTOSHMSA U VYJydllaThk (YOJIMHATE) WMHTepBaJl
0e3 THUKOB. OxmMmaeTcd, UYTO ©0e30MIacHOCThE OYyIOeT COOTBETCTBOBATH
TOMy, YTO OBJIO OTMEUEHO B IMNPEelBOYyIMX MCCJIeIOBaHMAX.

[lposionranma QT

BzaumMonmelicTBUE MeXny JIeKapCTBeHHEMM CpeldCTBaMM IIpM JIeUeHUN

IaLMeHTOR c HD u OpyTUMU paccTpoMcTBaMHA, B KJIIOY AI0IMMA
IaToJIOTHNUEeCKME HEeIIpOMU3BOJILHEE OBIVKEHN S, TaKxe MOXeT OHTH
cepbesHOM mOpobieMoM. [Ielpeccusa ABJgeTcda ofmeM CONyTCTBYIMeN

naToJjioruen npmu  HD, M HaluMeHTOB  YacTo JiedaT  CeJIeKTUBHEMU
MHIMOMTOpaMmM  Oo0paTHOI'O  3axkaTa CepOTOHMHAa (Cmosc) , BKJIOUA
uMTaJonpaM U BCUMTalionpaM, KOTOPHE MMelT pPUCK OpoJioHTauuu QT.
KpomMe TOTO, ™3-3a UYaCTHX I[IOBEIEeHUECKMX aHOMallMi B HEeCKOJBbKUX
MCCJIeOBaHMAX YyKa3HBaJIOCh, UYTO HalMeHTH ¢ HD YacTo [IoJydalT
JledeHVe C MCHOJIB30BaHMEM HeWpPOJIeNTUUeCKUX IIpelapaToBR (0T OIOHOM
YeTBepTM OO IOBYX TpeTeM OaluMeHTOB HD T[NOJYyUMIIM HeWpPOJIeNTUKU) .

VI3BeCTHO, UTO HEWPOJIENTUKM IPOJIOHTUPYIT MHTepBaJ QT. CoTrjacHO
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pykoBoncTBRy FDA, NOpoJiIoHTauMiad MHTepBaja QT MOXeT CHOoCODCTBOBATH
Pa3sBUTHUID CepOeyuHEX apUTMUM, TaKUX Kak OIBYHallpaBJIeHHad
TaxXUKapOnsa, KOTOPHE MOTYT BHPOIUTLCS B QUOPUMIIIIALMID XeJIYIOUKOB U
npmuepecTt K cMepTu. B CoenmmHeHHEX [TaTax B MHCTPYKUUMM-BKJIQIOBIIE II0
[IpUMMeHeHUID IIpellapaTa ykas3aHo, YTo TeTpabeHa3MH  He cJlenyer
MCIIOJIBE30BaTL B CcoUeTaHMM C al'eHTamMy, KOTOPHeEe, Kak M3BEeCTHO,
NIPOJIOHTUPYIOT MHTepBaJ QT.

[llmaw wuccJegoBaHMA. YUUTHBAaSA M3BECTHHEM PUCK  TOTO, UTOo

TeTpabeHa3MH YyBeJUUUT uHTepBaldl QT, y 48 3I0pOBHX HOOPOBOJILIER

ORBLJIO IpoBeeHOo TQT nccijlegoBaHIMe HGYTeTpaGQHaBMHa, KOTOpOe
BRJIIOYAJIO TeTpa@eHaBMH B KrauecTBe T'OYIIIIEL JIEUEeHNMA. 3TO OBLIIO
OOHOUIEHTPOBOE PaHIOMMIMPOBaAHHOE OBOMHOE cJjielrioe rrauedo-

KOHTPOJIMPYEMOe " C [IOJIOXUTEJIBHEIM  KOHTPOJIEM  WEeCTUIIEPMOOHOE
[IepeKpeCTHOEe MCCJIeOoBaHMe IJIS OLEHKM BJIMSAHMSA HM3KMX 103 (12 wMID)
M BHCOKMX »HO3 (24 wMr) pmeyTerpabeHa3MHa Ha penojiapu3almuio cepnla
Ha OCHOBe ILJIalefOo-CKOPPEKTUPOBAHHEX, CBA3aHHEX CO BpeMeHeM
VBMeHeHUN OTHOCUTEJIEHO MCXOOHOM TOUKMU B MHTepBale QTcF.
UyBCTBUTEJIEHOCTE aHaJMza  OpUla YCTaAHOBJIEHa C  MCIOJb30BaHMEM
MokcupsokcaumuHa 400 MI' B KadueCTBE IIOJIOXKUTEJIBHOT'O KOHTPOJIA.

KioueBol 1Lesiblo  OBJIO ONpenesyiMTh BJIMAHME OOHOKPATHHX 03
neyTeTpabeHasnHa Ha MHTeprkaJ QTc. Bubupanu nos3y TeTpabeHas3mHa 50
MI', TakK Kak »To OvJla MaKCHMaJlbHasg I03a, MCIOJIb30OBaHHas B
nccJenoBaHmnm TQT oA TeTpabeHasMHa u NIPpUBOOMBIIA A K
openylpeXOeHn M OCOOBM YyKas3aHMAM Ha JIMCTKe-BKJIAIbBIIE. BHOMpaJu
0o3y oeyTeTpabeHasMHa 24 MT, IIOCKOJIBEKY OHa obecreunBaeT
CpaBHMMOe CHUCTeMHOe Bo3meMcTBue (AUC) miau 50 Mr TerpabeHasuHa,
HO ¢ BoJiee HMBKOM IIMKOBOM KOHIeHTpaluel (Cmax) .

PesyJbLTaTH. Ina nmeyTerpabeHasMHa HO3H 12 M- u 24 MDD
OIPUBOOVMIIM K ILJIaleBOo-CKOPPEKTUPOBAHHOMY COIJIACOBAHHOMY IIO0 BpeMeHU’
MaKCHUMaJIb HOMY YBEJIMYEHND BpEMEHU QTc 2,8 MC " 4,5 MC,
COOTBETCTBeHHO. g neyTeTpabeHasMHa, I[LJalueb®o-CKOPPEeKTHUPOBAHHOE
M3MeHeHMe OT MCXOOHOTO ypoBHA B QTcF wm BepxHAS  I'paHulla
IOIBYCTOPOHHETI'O HOOBEPUTEJIEHOT'O MHTepBajia 90% OwUIM HMWXe IIopora
PETYJIATOPHOTO  3aTpPpyLHeHUSd (5 wMc) oJjas oboux  YypPOBHEeM  OO3H.
Hanporus, MaKCuUMaJIbHOe corJiacoBaHHOE 1o BpeMeHU aunefo-

peryJamupyeMoe M3MEeHeHHue oT MCXOOHOTO YPOBHSHA B QTcF oJid
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TeTpabeHasMHa 50 Mo COCTaBJIAJIO 7,6 MC B COOTBETCTBUM C
nHbpopMalMer O HasHaueHMM TeTpabeHa3uHa. Pe3yJbTaTH [IPUBEIeHE
Hmxe B Tabiuie 25.

Tabmuua 25: MakcuMallbHOe IJIallefo-pernylIMpyeMOe WM3MeHEeHUe II0
CpaBHEHUD C VICXOIHBEM YPOBHEM B QTcF C VICIIOJIb 30BaHMEM

ODeyTeTpabeHasuHa UM TeTpabeHa3MHa

TeTpabeHa MokcudJOKCall

DTBZ DTBZ 3UH MH
napaMeTp 12 Mr 24 Mo 50 Mo 400 Mn
[naunedo- 2,8 4,5 7,6 14,0
CKOPPEeKTUPOBAaHH
Oe M3MeHeHUue OT
MCXOOHOTO
YPOBHA (MC)

90% (0,7, (2,4, (5,6, (11,9, 16,0)
IBYXCTOPOHHUM 4,8) 6,5) 9,5)

OOBEPUTEJIbL HHM

MHTepBaJ

B mnpuBepmeHHON Bome Tabimuile AAQTcF omnpenesysaM KakK pPasHULY
MeXOy CpeOHMM 3HaueHMeM HaMMeHBIUX KBaIpaToB OT MCXOIOHOTO YPOBHSA
OJIS aKTUBHOTO JIEKAPCTBEHHOTO CpelcTBa U IJauebo. HeyTeTpabeHa3MH
CpaBHMBaJIM C IJlalle®o meyTeTpabeHasMHa (BBOOIWIJIM B YCJIOBUAX IIpMeMa

oumm) , a TeTpabeHas3MH CpaBHUBAJNU c riamnedo TeTpabeHasMHa

(BBOOIMIIM HaTomakK) . MakcuMaJibHOEe AAQTcF HabJsomalm B  MOMEHT
BpeMeHM, COOTBETCTByWIMM 8 uacaM OJg IeyTeTpabeHa3MHa M 3 dYacaMm
oid TeTpabeHasMHa. BepxHuit npeneJ 95% OIOHOCTOPOHHETO
IOOBEPUTEJILHOTO MHTepBaJla — 5TO BepxXHUM nOpenel 90% IBYCTOPOHHETO
OOBEPUTEJILHOT'O MHTepBala.

3aKkJInueHHKe . STV pPel3yJbTaTH IIOoATBepXmamnT ToT dakKT, uTo
InbdepeHIMPOBAHHEM (apMaKOKMHEeTHUEeCKUM Opoduiib u 0oJee HM3KAaA
Cmax, CBA3aHHada C neyTeTpabeHa3MHOM, 1o CpaBHEHUID C
TeTpabeHas3VMHOM, VYJydlliaeT TOIpoduiis O0e30IaCcCHOCTU »OeyTeTpabeHasrHa
IyTeM CHWXEHUS PHUCKa OIMNacCHHX IJIS XU3HU apUTMUNM.

V3 BHIIENPUMBEOEHHOTO OIMCAHUA ClIelraJrucT B »aHHOM ofJjlacTu
MOXEeT OINpelNelJIMTh OCHOBHEE XapaKTepUCTUKM STOTO U300peTeHusa U, He
OTXOOda OT ero CymHoCTM ¥ obweMma, MOXEeT BHECTM pPa3JIMUHHE
M3MeHEeHMA MM MOOMOUKALUMM B M300peTeHMe, UTOOH MNPUCIOCOBUTE eI'0 K

PasJIMUYHEIM IIPVIMEHEHMAM UM YCIJIOBMAM.
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SOPMYJIA MN3OEBPETEHNA

1. NeyTeTpabeHasmH, VIV KOMIIO3UILIVSA, comepxama s
neyrerpabeHasuH, nJis JleueHunus naToJIOTMUeCKUX HENPOU3BOJIbHEX
OBMXeHUM Yy OoO0beKkTa IIyTeM:

a) BBeIeHUSA ODBEeKTY HadvaJIbHOTO CYTOUHOT'O KOJIMYECTBA
neyTeTpadbeHasrHa, COCTAaBJAKMETO II0 MeHbIel Mepe IOIPpYMMEepHO 6 MI' B
CYTKM;

b) omnpenejyieHMd OIPMMEPHO UYepes OIOHY HeOeJlld CTelleHM KOHTPOJIA
IaToJIOTUUeCKUX HENPOU3BOJIbHBIX OBVDKeHUN, OOCTUTHYTOM c
MCIIOJIE30BaHMEM HauvaJIbHOTO CYTOUHOT'O KOJMUEeCTBa, M IIePeHOCHMOCTH
HadvaJIbHOT'O CYTOUYHOI'O KOJIMUeCTBa;

C) VyBeJIMUeHUSa CYTOUHOTI'O KOJMUeCTBa HIeyTeTpabeHa3MHa Ha 6
MIT'/ CYTKU oo [IoCJIeoyKnIero CYTOUHOTO KOJIMYeCTBa, ecim
naToJIOTUUeCKMeE HEIIPOU3BOJILHEE OBIVOKEHU S He YMeHbBIanTCHd, a
HauvaJlbHOEe CYTOUHOE KOJMUECTBO ABJIAETCAHA IIePeHOCHUMEBIM;

d) Heobs3aTeJIbHO IIOBTOPEHMA IIPUMMEPHO dYepes OOHY HeleJo
cramu¥ b) ®M C) OpM YCJOBUM, UTO MNAaTOJOTMUECKMEe HEeNPOM3BOJIbHHEE
OBVKEHMA YMEHBIAKTCI, WM CYTOUHOE KOJIMUeCTBO IOeyTeTpabeHasuHa
ABJIAETCSA [IEePEeHOCHUMEIM; U

e) YMeHbIeHMS CYTOUHOT'O KOJIMUeCcTBa II0 MeHblley Mepe Ha 6
MT'/CYTKM OO IOCJeOy mero CYyTOUHOTO KOJMUeCTBa, ecM KakKoe-Jmdo
nmocjenyrimee KOJMUECTBO CTAHOBMUTCSH HENepPeHOCHMEM.

2. INeyTeTpabeHasuH VI KOMIIO 33UV, comepxamas
neyrerpabeHasuH, TIIo0 .1, oTAMUanmMecsd TeM, UYTO I[1aTOJIOTUUECKME
HelIpOU3BOJIbLHEHE OBMXEHMS BE3BAHH OBUTATEJILHEIM PacCTPOMCTBOM.

3. INeyTeTpabeHasuH VI KOMIIO3ULINSA, comepxamas
neyrerpabeHa3uMH o 1.2, oTJIMYUaKnmMecsa TeM, 4YTO IBUIaTeJIbHOe
pPaccTpoMCTBO BHOPAHO M3 akaTu3uM, akKuMHe3WM, aTakKCcumu, aTeTosa,
BaJjmsMa, OpaluKMHESUN, epebpaJibHOTO napajanua, Xopeu,
KOopTUKOOAa3aJIbHOM nereHepalun, OMCKVHE 3UM (HanpuMep,
IapoKCU3MaJIbHOM) , IOUCTOHMM (oBmelM, CceTMeHTHOM WM (QOKaJILHOM),
BKJIOUA L Brnedpapocnasm, Trpadocrasm (DucTOoHMUSA KOHeuHOCTelM) ,
TOPTAHHYKD IMCTOHMI (CHacTUMUEeCKyl OUCOPOHMK) M OPOMaHIMOYJISPHY
OVCTOHMIO, DSCCeHUMaJILHOTO TpeMopa, I'eHMOoclasMa, HacJedCTBeHHOMN
crlacTMUeckoyM  HnapalJjeruu, foJjiesHn  XaHTMHI'TOHA, MHOXEeCTBEHHOM

cucTeMHOM aTpobdum (cuHopoM lasg-Ipelmxepa), MUMOKJIOHMM, OOJIe3HU
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[lapKMHCOHA, JIeBOOONa-MHIYIUPOBAHHOM  OUCKUHESUM  IIPpU HoJie3HU
[lapKMHCOHA, IapKUHCOHM3MA, NPOTPEeCCUPYRIMEeT0o  CYNPaHyKJIEapHOTO
napajuya, CHUHIpPOMa OeCIOKOMHEX HOT, CHHIpOMa PeTTa, CHacTUUYeCKOM
KpUBOmeM (LepBUKaJbHad OUCTOHUL), IIOCTHMHCYJIETHOM CIAaCTHUUHOCTH,
11epedpalIbHOTO rnapajanua, paccesHHOTO CKJIepo3a, IOBPEeXIeHN S
CIMHHOTO  WJIKM  TOJIOBHOTO  MO3Ta, CTEPEeOTUNHOTO  IBUTATEJLHOTO

PACCTPOMCTBA, CTEepeOTUIIMM, xXopeu CHIeHTaMa, CHUHKUHE3UM, II03OHeM

OVUCKMHERUN, OVUCTOHUN, TUKOB, CHUHIOpOMAa TypeTrTa " BoJIe3HU
BusibcoHa.
4., HDeyTeTpabeHasmH I KOMIIO3ULINA, comepxalas-a

neyrerpabeHasuH, IO II.2, OTJMYAKMMeCcs TeM, UYTO »IBUTaTeJIbHOe

paCCTpOﬁCTBO ABJIAeTCHA TUIIEePKMHeTHNYe CKIVM IBUT'aTeJIbHBEIM
PAaCCTPOMCTBOM.

5. IeyTeTpabeHasmuH VI KOMITOBULUA, comepxamas
meyrerpabeHasmH, IO 1.2, OTJMUaIMecd TeM, UYTO OBUTAaTeJIbHOEe

PACCTPOMCTBO BHOpaHO U3 0OoJie3HM XaHTMHITOHA, [HO3OHEeM IUCKUHEe3UU,
cuHnopoMa TypeTTa, IUCTOHUM U JIeBIONA-UHOYLUMPOBAHHOW OUCKUHE3UU
npmu 6oJiesHu [lapKMHCOHA.

6. IeyTeTrpabeHasuH WU KOMIIO3ULIMSA, conepxamas
oeyrerpabeHasuH, IO .5, oTJMUanmMecs TeM, UYTO »OBMUI'aTeJIbHOEe
PacCTpPOMCTBO BHOpaHO M3 0o0Je3HM XaHTUMHI'TOHA, IIO3IHEM IUCKMHE3UU
n cuHIpoMa TypetTrTa.

7. INeyTeTpabeHasuH VI KOMIIO 33UV, comepxamas
neyrerpabeHas3uH, O .6, oTJMUaKIMecsa TeM, 4YTO »OBMUI'aTeJIbHOE
pPacCcTpOMCTBO HOpelcTaBjsgeT coboy 06oJje3Hb XaHTUMHITOHA.

8. INeyTeTpabeHasuH VI KOMIIO3ULINSA, comepxamas
neyrerpabeHasuH, IO 1.2, OTJIMYaKnIMecsd TeM, UYTO I[IaTOJIOTUMUECKOEe
HEIIPOM3BOJBHOE IBMXEeHME BEHOpPaHO M3 XOpeMu, aKaTU3uu, IUCKUHE3UU,
TpeMopa M THKa.

9. NeyTeTpabeHasuH VI KOMIIO 33UV, comepxama s
neyrerpabeHasMH, IO 1.8, OoTJAMUanmMecsd TeM, UTO I1aTOJIOTUMUECKOEe
HelpOoU3BOJILHOE IOBMXEeHMEe MIPpeldcTaBjisgeT coboy xXopeo.

10. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasa
neyrerpabeHasuH, IO 1.9, oTJAMUanmMecsd TeM, UYTO I[IaTOJIOTUMUECKOEe
HelpOu3BOJILHOE IOBWXeHMe IMIpedcTaBJgeT coboM Xopewn, CBA3aHHYID C

DOoJle3Hb XaHTMHI'TOHA.
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11. ODeyTeTpabeHasmH VI KOMIIOBULINA, conmepxanasga
neyrerpabeHasuH, IO 1.2, OTJMYaAKIMeCcd TeM, UYTO IIaTOJIOTUMUECKOEe
HeNpOou3BOJILHOE IOBRMXeHMe IIpedcTaBJgeT coboM THMK, CBSA3aHHHM C
cuHopoMoM TypeTTa.

12. HDeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxana g
neyrerpabeHasuH, o JgoboMy u3 nmn.l-11, oTJauuamnmmMecsd TeM, 4YTO
OTCYTCTBME yMEHBIIEHMSA HadaJIbHOTO WM IIOCJEeOYyKRIEero CYTOUHOTO
KOJIMUEeCTBa WJIM OTCYTCTBUE IIPMOCTAHOBKM IIpMeMa YyKas3HBawT Ha TOo,
UTO CYTOUHOE KOJIMUECTBO SABJIAETCH I[I€PEeHOCHMEBM.

13. HDeyTeTpabeHasmH WJIN KOMIIOBULINA, comepxama g
neyrerTpadbeHas3uH IO II.1l, oTJMUanmyecsd TeM, 4YTO I03a He 4gBJIAeTCH
[IepPeHOCHMOV, €CJM IPUCYTCTBYET OOHO WMJIM HECKOJIBKO M3 CJeOyomero:
oenpeccusd, TpeBOTa, BeccoHHMLIA, COHJIMUBOCTE, YCTaJIOCTh,
TOJIOBOKPYXEHUEe, BeCclIoKOMCTRBO, BO30OYyXIOeHNEe, pasopaXmMTelJIbHOCTE,
akaTusuga, ITJIOTaHue, I[NapKMHCOHM3M, pBOTa M TOIHOTA.

14. ODeyTeTpabeHasuH, MJIN KOMIIOBULINMSA, conepxalmasa
neyTeTpabeHasyH, IO .13, oTJMUYAKIMECS TeM, UTO I03a He SABJSETCH
IIepeHOCUMOM, €eCJIM INPUCYTCTBYET COHJIMBOCTL WMJIM T'OJIOBOKPYXEHUE.

15. ODeyTeTpabeHasmMH MJIN KOMIIOBULINSA, comepxaina g
oeyrerpabeHasuH TI[o Jwobomy u3 Omn.l-14, oTJauMyanmMecs TeM, YTo
HauvaJlbHOe CYTOUHOEe KOJIMYeCTBO neyTeTpabeHasnHa COoCTaBJISAET
opuMepHo oT 30% nOpuMepHOo mo 70%  oT CyWleCTBYyKIMEIo OBmWeIro
CYTOUHOTO KOJIMYeCcTBa TeTpabeHa3MHa, KOoToOpoe obecrneurBaeT
aleKBaTHHM KOHTPOJIL MIaTOJIOTMUECKOTO HEeNPOU3BOJILHOTO IBMXEHMUI.

lo6. ODeyTeTpabeHasMH WJIn KOMIIOBULINA, conmepxaina g
neyrerpabeHas3suH 1o Jwobomy M3 Omn.l1-15, oTanMuamnmmMecs TeM, 4YTO
CYTOUHOE KOJUUEeCTBO HeyTeTpadeHasuHa BBOOAT B OOHOM IJO3e WK
IOBYyX IO3ax.

17. ODeyTeTpabeHasmH WA KOMIIOBULINA, conmepxanasa
neyrerpabeHas3suH 1o JwobomMy M3 O.1-16, oTJaMUanmMecs TeM, 4YTO
HauvaJlbHOe CYTOUHOe KOJMUEeCTBO HeyTeTpabeHasWHa  BHOUpawLT U3
[IPUMEPHO 6 MI', OpUMepHO 12 MI', IIpMMepHO 18 MI', OpuMepHO 24 wMT,
npuMepHo 30 MI', [IPpMMEPHO 36 MI', OpUMepHO 42 MI' M HOpuMepHO 48 Mr.

18. ODeyTeTpabeHasmH VI KOMIIOBULIUA, comepxana s
neyrerpabeHasuH, no 1m.l7, oTJIMYAaKIMeCcsa  TeM, yTO  HauaJIbHOe

CYTOUHOE KOJIMYEeCTBO HGYTeTpaéeHaBMHa BBOOAT B IBYX To3sax,
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COCTOAMMUX M3 IepPBOM HOO3H M BTOPOW OO3H.

19. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanaga
neyrerpabeHasMH IO I1.18, oTJAMYanmMecsd TeM, UYTO:

Iepeasg no3a COoCTaBJISgeT IIPUMMEPHO 6 MT, a BToOpas Hnos3a
COCTaBJISET IMIPMMEPHO 6 MI';

epeasd no3a COoCTaBJIgeT IIpUMepHOo 9 wMrT, a BToOpas Hnos3a
COCTaBJISET I[IPMMEPHO 9 MI';

eprasg no3a COoCTaBJIgeT IIpMMepHO 12 wMI', a BTopas bo3a
cocTaBJIgeT IIPMMEpHO 12 Mr;

neperasg nos3a CcocTaBJIgeT IIpuMMepHO 15 wMI', a BTopasa o3a
CoCcTaBJIgeT IIpMMepHO 15 Mmr;

epepasg nosza CcoCcTaBJigeT IIpuMMepHO 18 wMI', a BTopasa nbo3a
COCTaBJIAeT IIPpUMEPHO 18 MT;

nepBad IO03a COCTaBJIAeT IOpuMepHO 21 MI', a BTopasd »Oo3a
COCTaBJIAET IIPpMMepHO 21 MI'; u

nepBad Io03a COCTaBRJIAeT IHOpuMepHOo 24 M, a BTopasd Io3a
CoCTaBJIAeT IIPUMEPHO 24 MT.

20. ODeyTeTpabeHasmMH I KOMIIOBULINSA, comepXxalna g
neyrerpabeHasuH 1o m.1, oTJIMYaKIMeC TeM, UTo CYTOUHOEe
KOJIMUEeCTBO BBOIMMOTO IeyTeTpab®eHa3MHa COCTaBJISeT MeHee UeM WK
pPaBHO IIpuMepHO 48 MI' MJIM MeHee UeM MM PaBHO IIPpMMEPHO 36 MI' IOJIg
00BeKTa, OOHOBPEMEHHO IIOJIyualnmeI'o CUJILHEYM MHTUOUTOpP CYP2DG6.

21. ODeyTeTpabeHasnH WJIN KOMIIOBULINA, comepxaina g
neyTeTpadbeHasuHd 1o n.20, oTJMUalmMecs TeM, YUTO CUJILHBNM UMHTUOUTOP
CYP2D6 BEIOpaH U3 OQIYOKCETHMHa, apOKCeTHHa, OyNpOolIMOHa, XMHMIVHA U
UMHaKaJlblleTa.

22. DeyTeTpabeHasnH WMJIN KOMIIOBULIUA, conmepxaina g
neyrerpabeHas3suH 1o Jwobomy M3 Omn.l1-18, oTJaMyamnmmMecs TeM, 4YTO
Xopesa CcHMXaeTcsa, IIo0 MeHbmel Mepe, Ha 0,5 OyHKTa, UYTO MBMEepPeHO C
[IOMOIIEL IO MK aJIEL OLIEHKU obmen MaKCHUMaJIbLHOM XOpen (TMC)
VHUOUUMPOBAHHOM MKAaJIH OlleHKM 0OoJie3HM XaHTUTToHa (UHDRS) .

23. ODeyTeTpabeHasmH WA KOMIIOBULINA, comepxanasa
neyrerpabeHas3MH IO I1.22, OTJUUYAKMMEeCHd TeM, UYTO CHIMKEeHMEe TII0 MKaJe
TMC cocTaBJISeT IO MeHbIeW Mepe 1 MOYHKT.

24. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasd

neyrerpabeHas3MH IO I1.23, OTJUUaKMMeCd TeM, UYTO CHIKeHME II0 MKaJle
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TMC cocTaBJIgeT IO MeHbmelr Mepe 1,5 OyHKTa.

25. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, comepxanaga
neyrerpabeHas3sMH IO I1.24, oTJUUaKmMecd TeM, YTO CHIMKEeHME II0 MKaJe
TMC cocCTaBJISeT IO MeHBIIeM Mepe 2 OyHKTa.

26. HDeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxana g
neyrerpabeHas3sMH 10 II1.25, oTJMUaKmMecsd TeM, UYTO CHMXKEeHME II0 MKaJe
TMC cocTaBJIgAeT IO MeHbIeM Mepe 2,5 OyHKTa.

27. HDeyTeTpabeHasmH NI KOMIIOBULIVA, comepxamasga
neyrerpabeHasuH, IO JoboMy u3 Omn.l-18, oTjauuamnmmMecsd TeM, 4YTo
XOopesd CHWXaeTCHd, IO MeHbIel Mepe, Ha 10%.

28. HDeyTeTpabeHasmH WJIN KOMIIOBULINA, comepxamasgd
neyrerpabeHasuH IO II.27, oTJMUaKlUecs TeM, UTO XOopes CHUXaeTcsd,
10 MeHblle¥ Mepe, Ha 15%.

29. ODeyTeTpabeHasuH I KOMIIOBULIMSA, conepxala s
neyTeTpabeHasyH IO II.28, OoTJMUYaKIMeCcs TeM, UYTO XOopesd CHMWXaeTCHd,
II0 MeHblle¥ Mepe, Ha 20%.

30. ODeyTeTpabeHasuH I KOMIIO3ULIM A, conepxalmasa
neyrerpabeHasuH, o JodoMy u3 On.l-18, oTJauMyammyuecs TeM, UYTo
MOTOPHasa QYHKUMS yJIydllaeTCH.

31. ODeyTeTpabeHasmMH WJIN KOMIIOBULINSA, comepxaina g
oeyrerpabeHasuH 1o n.30, oTaMuawnmmMecs TeM, YTO MOTOPpHasa OQYyHKLUA
yiydmaeTcs, UTO I0Ka3aHO M3MEepPeHHHM CHMXeHMEeM II0 MeHbIlel Mepe Ha
1 I©yHKT I@mKaJE OLeHKM ofmel »OBUIAaTeJIbHOM  aKTHMBHOCTU (TMS)
VHUOULIMPOBAHHOM MKAaJIH OlleHKM ©OoJie3HM XaHTUTToHa (UHDRS) .

32. ODeyTeTpabeHasMH WJIn KOMIIOBULINA, conmepxaina g
neyrerpabeHasuH, o .31, oTJMUaKmyuecsd TeM, UYTO CHWXEeHMe IIO
mKajJjie oueHkM TMS cocTaBJigeT 10 MeHblleM Mepe 2 IIYHKTa.

33. ODeyTeTpabeHasnH WJIN KOMIIOBULIUA, comepxanasa
neyrerpabeHas3MH IIO0 II.32, OTJMUUaKMMeCcd TeM, UYTO CHIMKeHMEe II0 MKaJe
olleHku TMS cocTaBJgeT IO MeHblel Mepe 3 IIYyHKTAa.

34. ODeyTeTpabeHasmH WA KOMIIOBULINA, comepxana s
neyrerpabeHas3MH IO II.33, OTJMUaAKMMEeCHd TeM, UYTO CHIMKeHME II0 MKaJe
olleHkr TMS cocTaBJgeT IO MeHblleV Mepe 4 OYyHKTA.

35. ODeyTeTpabeHasmH VI KOMIIOBULIUA, comepxana s
neyrerpabeHasuH, o JoboMy wu3 nOmn.l-18, oTJuMUamnmmMecsd TeM, 4YTO

JIeUeHle He yXyIllaeT PaBHOBeCHe.
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36. ODeyTeTpabeHasmH VI KOMIIOBULINA, conmepxanasga
neyrerpabeHas3MH IO II.35, OTIMUaKIMeCs TeM, UYTO JeUeHUe YJydllaeT
pPaBHOBECHE.

37. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, comepxanaga
neyrerpabeHasuH 1o JwobomMy M3 O.1-18, oTJauyanmmMecs TeM, 4YTO
JIeUeHMe YyJIydllaeT (QU3NUYeCKOe (QYHKIUMOHMPOBAaHNE.

38. ODeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxama g
neyrerpabeHasuH, no .37, oTJIMYUaKImMecsa TeM, UYTO (u3uUecKoe
GYHKUMOHUPOBaHUE 0OOBeKTa YyJydllaeTCHd, UYTO M3MEPEHO C IIOMOIBI
MKAJIEl OLIEHKM (QUBUUECKOTO QYHKUMOHMPOBaHMUA SF-36.

39. HDeyTeTpabeHasmH WJIN KOMIIOBULINA, comepxamasgd
neyrerpabeHasuHd IO I1.38, oTJIMYUaKIMecsa  TeM, yToO  QU3UUECKOe
GYyHKUMOHUPOBaHUEe 0OO0BeKTa YyJydllaeTcHd, UYTO M3MEPEHO C IIOMOILI
mMKaJEl  OLIeHKM (QU3NUECKOTO OQYHKIUMOHMPOBaHMA SF-36 1[ocje Hadaja
MCCIIenoBaHu4d.

40. ODeyTeTpabeHasuH I KOMIIO3ULIMSA, conepxalmasa
neyTerTpabeHasuHd, o0 JmoboMy M3 Omn.l-18, oTjauyanmmecs TeM, UYTo
JleueHne yJlydllaeT ITJIOTaHMue.

41. ODeyTeTpabeHasmMH MJIN KOMIIOBULINSA, comepxaina g
oeyrerpabeHasuH TI[o Jwobomy M3 On.l1-18, oTJauMuanmmMecs TeM, UYTo
JeueHue He BEIBHIBAET 3HAUUTEeJILHOTO YBeJIMUeHU e CcCOHHUIIEL,
oernpeccun, TPEeBOTH, BO3OYXIEeHUs, CYyULIMOAJILHOTO MBIIIJIEHM S,
aKaTU3UM, Pa3IPaXUTEJIbHOCTU MM YyCTaJIOCTH.

42 NeeTeTpabeHasuH VI KOMIIO 33UV, comepxama s
neyrerpabeHasuH, o JgwoboMy wm3 nmn.l-18, oTjmuakmbtcda TeM, UYTO
JIeUeHMe He BH3HBAaeT 3HAUMTEJIBHOTO IMMapKMHCOHM3MAa MM Oucharuu.

43. DeyTeTpabeHasnH WMJIN KOMIIOBULIUA, conmepxaina g
neyrerpabeHasuH, o JoboMy wu3 Omn.l-18, oTJuMUamnmyuecsd TeM, UYTO
JiedeHre CYIIeCTBEeHHO He M3MeHdAeT 3HaueHusa QTcCE.

44, ODeyTeTpabeHasmH VI KOMIIOBULIUA, comepxanasa
neyrerpabeHasuH, oJIg JIedeHMsSa I[aTOoJIOTMUEeCKOT'O HEeNPOM3BOJILEHOTO
OBIMKESHIM S nIyTeM IIepeBola obBeKTa, MMoJIyJamme o CylmeCcTRBYyKIlEe
CYTOUHOe KOJMUeCTBO TeTpabeHa3MHa IJIS KOHTPOJIA I[IaTOJIOTUMUYECKOT O
HEMNPOM3BOJBHOTO IBMXEeHMSA, C TeTpabeHasMHa Ha »OeyTeTpabeHasuH,
UTO BKJIOUAET:

a) OTMeHY CYTOUHOT'O KOJMUeCTRBa TeTpabeHasnHa;
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b) Ha clemyommi OeHbL, BBeldeHMe OOBEKTY HauaJlbHOTO CYTOUHOTO
KOJIMYecTBa JIeyTeTpabeHa3MHa, KOTOpPOe COCTaBJISeT IMIpuMepHo oT 303
npMMepHo no 70% oT CymecTByKmero ofmero CyTOYHOT'O KOJMUEeCTBA
TerpabeHal3MHa M COCTaBJIgeT I[I0 MeHbIlelM Mepe IIpMMepHO 6 MI' B
CYTKM;

c) IIPMMEPHO UYepe3 OIOHY HelOeJllo OollpeleJieHMMe CTellIeHM KOHTPOJIA

IIaToOJIOTMYEeCKOTI'O HelIpOM3BOJIEHOTI'O IBVMXEeHNA, HOCTMPHVTO% C
MCIIOJIESOBaHMEM Ha4daJIELHOI'O CYTOUWHOT'O KROoJIM4YeCTBa neﬁTepMﬁ—
SaMelleHHOT'O TeTpa@eHaBMHa, n IIepeHOCMMOCTHU Ha4daJIELHOI'O
KoJIMyecTBa,

d) eCJIn CTelleHb KOHTPOJIA IIaTOJIOTNYEeCKHUX HelIpOM3BOJIBE HEIX
OBIVDKeHUM CpaBHIMa C KOHTpPOJIEN, ROT'oa OOBEKT I1oJjiydaeT

TeTpabeHas3MH, WIM HealeKBaTHa, M HauaJlbHOE KOJMUEeCTBO HABJISEeTCSH
[IePEeHOCUMEIM, TO YyBeJIMUeHMe CYTOUHOTO KOJMUeCTBa Ha 6 MI'/CYTKM IO
[IOCJIeOyRIIero CYTOUHOTO KOJMUeCTRBa OeyTeTpabeHasMHa;

e) TIpPMMEPHO Uepe3 OOHY Hemeyw HeoOA3aTeJIbHO TIOBTOPEHME
cramu c) u d) HOpu YCJOBUM, UTO IMNAaTOJOTMUECKOe HEeNpPOM3BOJLHOE
OBMXKEeHMEe YMEHBIIaeTCHad M KOJUUECTBO ABJAETCH IIEPEHOCUMEBM,; U

f) HeobdazaTesbHO, ecau Jobdoe IocJelyKlee KOJIMUECTBO He
ABJIAETCSA II€PEeHOCUMBEIM, TO YMEeHBIIeHMe CYTOUHOT'O KOJMUeCcTBa Ha 6
MT'/CYTKM OO HOCJIeOy IeTro CYTOUHOT'O KOJMUeCTBa.

45. ODeyTeTpabeHasmMH WJIN KOMIIOBULINA, comepxaina g
oeyrerpabeHasuH, o .44, oTJuMUamnmyuecsd TeM, UYTO IIaTOJIOTMUEeCKOoe
HelIpOou3BOJIbHOE IOBMXEHME BE3BAHO IOBUTATEJILHEIM PacCTPOMCTBOM.

46. ODeyTeTpabeHasMH WJIn KOMIIOBULINA, conmepxaina g
neyrerpabeHasuH, o .45, oTanuawnmmMecs TeM, UYTO »OBMUI'aTeJIbHOE
pPaccTpoMCTBO BHOPaAHO M3 akaTu3uM, akKuMHe3WM, aTakKCcuu, aTeTosa,
BaJmsMa, OpaluKMUHE 3NN, epebpaJibHOTO napajanua, Xopeu,
KOpTUKOOAa3aJIbHOM nereHepalun, OMCKMHE 3UM (HanpuMep,
IapoKCcU3MaJIbHOM) , IOUCTOHMM (oBmelM, CeTMeHTHOM WM (QOKaJILHOM),
BKJIOUA A Ornedpapocnasm, rpadocrasm (DucTOoHMUSA KOHeuHOCTel) ,
TOPTAHHYKD IMCTOHMI (CHacTUMUEeCKyl IOUCOPOHMK) M OpPOMaHIMOYJISPHY
OVCTOHMIO, DSCCeHUMaJILHOTO TpeMopa, I'eHMOoclasMa, HacJedCTBeHHOMN
crlacTMUeckoM  HnapalJjeruu, foJjiesun  XaHTMHITOHA, MHOXEeCTBEHHOM
cucTeMHOM aTpodum (cuHopoM lasg-Ipenmxepa), MMOKJIOHMM, OOJIe3HU

HapKMHCOHa, ﬂeBOHOHa—MHHyHMpOBaHHOﬁ IVICKMHE 3V Inpn ©oJIe3HU
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[lapKMHCOHA, IapKUHCOHM3MA, NPOTPEeCCUPYRIMETO  CYNPaHyKJIEapPHOTO
napajuya, CHUHIpOMa OeCIIOKOMHHEX HOT, CHHIpOMa PeTTa, CHacTUUYeCKOM
KpUBOmeM (LiepBUKaJbHad OUCTOHUL), IIOCTHMHCYJIETHOM CIAaCTHUUHOCTH,
11epebpalIbHOTO rnapaanua, paccessHHOTO CKJIepo3a, IOBpEeXIeHN S
CIMHHOTO  WJIM  TOJIOBHOTO  MO3Ta, CTEPEeOTUNHOTO  IBUTATEJILHOTO

PACCTPOMCTBA, CTEepPeOTUIIMM, Xopeu CHIeHTaMa, CHHKUHE3UM, II03OHeM

OMCKMHe 31N, OMCTOHUH, THUKOB, CHMHIOpOMa TypeTTa u BoJie3HHM
BuibcoHa.
47 . HDeyTeTpabeHasmH I KOMIIOBULINSA, comepxama g

neyrerpabeHasuH, o 11.45, omMuawnmuecs TeM, UYTO IOBUI'aTeJIbHOe

PaccTPOMCTBO IpencTaBJsgseT coOO0O¥ TUIEepKMHeTHMUYeCcKoe IBUTaTeJIbHOe

pPacCcTpoOMCTRO.
48, ODeyTeTpabeHasuH I KOMIIO 3L A, conepxaia s
neyTeTpabeHasud 0o 11.45, oTJauyanmmecs TeM, UTO IOBUITAaTeJIbHOE

PaCCTPOMCTBO BHOpaHO U3 0OoJie3HM XaHTMHI'TOHA, I[IO3OHEeM IUCKUHEe3UU,
TMKOB, CBA3aHHEX C CHHOpoMOM TypeTTa, OUCTOHUM U OUCKMHE3UU,
JIeBONONa-MHAOYIMPOBAHHOY OUCKUHesuM OoJie3HU I[lapKMHCOHA.

49, ODeyTeTpabeHasmMH I KOMIIOBULINUSA, comepXxalna g
neyrerpabeHasuH, 0o 1I.45, oTanuawnmmecs TeM, UYTO »OBMUI'aTeJIbHOE
PacCTPOMCTBO BHOpaHO M3 00Je3HM XaHTUMHI'TOHA, IO3IHEeM IVUCKMHE3UU
VM TUKOB, CBA3aHHHX C CHHOpoMOM TypeTTa.

50. ODeyTeTpabeHasmMH WJIN KOMIIOBULINA, comepxaina g
neyrerpabeHasuH, 0o .49, oTanuawnmmecs TeM, UYTO »OBMUI'aTeJIbHOE
pPacCcTpOoMCTBO HOpelcTaBjsgeT cobo¥ 6oJje3Hb XaHTUMHITOHA.

51. ODeyTeTpabeHasMH WJIn KOMIIOBULINA, conmepxaina g
neyrerpabeHasuH, o .44, oTJuMUaKnmyuecsd TeM, UYTO I[1aTOJIOTMUECKOEe
HEIIPOM3BOJBHOE IBMXEeHME BEHOpPaHO M3 XOpeM, aKaTU3uu, IUCKUHE3UU,
TpeMopa M THKa.

52. ODeyTeTpabeHasmH WA KOMIIOBULINA, conmepxanasa
neyrerpabeHasuH, TIo II.51, oTJMUamnmyuecsd TeM, UYTO I1aTOJIOTUMUECKOEe
HelpOou3BOJILHOE IOBMXEeHMEe IMIPpeldcTaBjisgeT coboy xXopeo.

53. ODeyTeTpabeHasmH WA KOMIIOBULINA, comepxanasa
neyrerpabeHasuH, IO II.52, oTJMUaKmyMecsd TeM, UYTO I[1aTOJIOTUMUECKOEe
HelpOMU3BOJILHOE IOBWXEeHMe IMIpeldcTaBJIgeT cCcoOoM Xopewn, CBA3aHHYID C
OOJIe3HBD XAaHTHMHI'TOHA.

54. ODeyTeTpabeHasmH VI KOMIIOBULINA, comepxanasga
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neyrerpabeHasuH, IO II. b1, oTaMUawmMecs TeM, UYTO I1aTOJIOTUMUECKOE
HelpOou3BOJILHOE IOBMXeHMe IOIpedcTaBJgeT coboM THMK, CBSA3aHHHM C
cuHopoMoM TypeTTa.

55. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, comepxanaga
neyrerpabeHasuH, 1o Jwodbomy w3 nmn. 44-54, oTjauuamnmmMecsd TeM, 4YTO
[IEPEHOCUMOCTE OIpenesIgnT IIYTEeM OLIeHKM OIHOTO WM HEeCKOJBKUX U3
YPOBHA  Oerpeccum oOBeKTa, TPEeBOTIH, ©eCCOHHMUIIH, COHJIMBOCTH,
YyCTaJIOCTM, TOJIOBOKPYXeHMs, OeClIOoKOMCTBa, BO30YXIEeHMSA, aKaTU3UN,
Io30HeM IOUCKMHEes3UM, ITJIOTAaHMA, [IapKMHCOHM3MAa M TOMHOTH.

56. HDeyTeTpabeHasmH WJIN KOMIIOBULINA, comepxama g
neyrerpabeHasuH, o JwodboMy wu3 nmn.44-54, orTjauuamnmmecsd TeM, 4YTo
CYTOUHOE KOJMUECTRBO HeyTeTpabeHasrHa BBOOAT B OOHOM O3 WK
IOBYyX IO3ax.

57. OeyTeTrpabeHasuH VIV KOMIIO3MLU A, comepxalmasd
neyTerTpabeHasuH, O JwboMy wu3 nmn.44-54, oTjauyanmyecs TeM, UYTo
HauvaJlbHOe CYTOUHOe KOJMUeCTBO HOeyTeTpabOeHasMHa  BHOUpaAKRT U3
IIPMMEPHO 6 MI', IIpPMMEPHO 12 MI', IIpMMepHO 18 MI', IOpuMepHO 24 wMT,
npuMepHo 30 MI', OpMMepHO 36 MI', OpMMepHO 42 MI', OpuMepHO 48 wmr,
npuMepHo 54 wMr, npuMmepHo 60 MI', OpMMEpPHO 66 MI', IIPUMEPHO 72 MI U
IIPpUMEPHO 78 MI.

58. ODeyTeTpabeHasmMH MJIN KOMIIOBULINSA, comepxaina g
neyrerpabeHasuH, DO IO. 56, oTJAMUanmMecsd TeM, UYTO HaudaJlbHoe
CYTOUHOEe KOJIMUeCTBO HeyTeTpab®eHasMHa BBOOAT B IOBYX IO3ax,
COCTOAMMUX M3 IIepPBOM HOO3H M BTOPOW HOO3H.

59. ODeyTeTpabeHasMH WJIn KOMIIOBULINA, conmepxaina g
neyrerpadbeHasuH, IO II.58, oTaMUamnmMecsa TeM, YTO:

neprasd QOo3a COoCTaBJIgeT IIPpUMMEPHO 6 MT, a BTopas Hno3a
COCTaBJISET IMPMMEPHO 6 MI';

IepBasd nOo3a COoCTaBJgeT IIpuMepHo 9 wMT, a BTopas Ho3a
COCTaBJISET MPMMEPHO 92 MI';

IepBasg no3a COCTaBJAeT IpMMepHO 12 MI', a BTopas Jo3a
cocTaBJigeT IIPMMEPHO 12 MI;

IepBasg no3a COCTaBJgeT IpuMMepHO 15 wMI', a BTopas 1o3a
cocTaBJigeT IIPMMEpHO 15 Mmr;

epBasg no3a COCTaBRJAeT IpMMepHO 18 wMI', a BTopas JHo3a

cocTaBJigeT IIPpMMepHO 18 Mmr;
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lepBad Lo3a COCTaBJgeT IIpuUMepHO 21 M, a BTopad »no3a
cocTaBJigeT IIpMMepHO 21 Mmr;

lepBad Lo3a COCTaBJgeT IIpuMepHO 24 MI', a BTopad »Oo3a
cocTaBJigeT IpMMepHO 24 Mr;

lepBadg Lo3a COCTaBJAeT IIpUMepHO 27 MI', a BTopad »Oo3a
cocTaBJigeT IIPMMepHO 27 MI';

lepBadg Lo3a CoCTaBJjgeT IOpuMepHo 30 M, a BTopad nOo3a
cocTaBJgeT IpuMepHO 30 Mr;

lepBad OoO3a COCTaBJAeT IIPUMMEepHO 33 MI', a BTopad »nos3a
CoCTaBJIgeT IIPMMEPHO 33 MI';

lepBad Lo3a COCTaBJAeT IIPUMMEepHO 36 MI', a BTopad nos3a
COoCTaBJIgeT IIPMMEPHO 36 MI'; U

lepBasdg Jo3a COCTaBJAeT IpuMepHO 39 M, a BTopas Io3a
COCTaBJIAeT IIPUMEPHO 39 MT.

60. ODeyTeTpabeHasuH, I KOMIIO3ULIM A, conepxalasa
neyTerTpabeHasuH, 0O JoboMy M3 nmn. 44-54, oTauuammmecsd TeM, UYTO:

CylecTBYyKIee ofmee CYTOUHOE KOJIMYECTRBO TeTpabeHa3MHa
cocTaBJgeT IOpuMepHOo 12,5 MI', a HauaJlbHOE CYyTOUHOE KOJMUUeCTRBO
neyTeTpabeHasyHa COCTABJAET IIPMMEPHO 6 MI';

CYLIEeCTRYKIEE obmee CYTOUHOE KOJIMUECTEO TeTpabeHa3MHa
cocrTaBJigeT IIpMMEepHO 25 MI', a HaudaJIbHOe CyYTOUYHOe KOJIMUEeCTBO
DeyTeTpabeHasrHa COCTABJSAET IIPMMEPHO 12 MI';

CyLeCTRYKIEE obmee CYTOUHOE KOJIMUECTEBO TeTpabeHa3MHa
cocrTamJjfgeT IIpuMepHO 37,5 MI', a HaudaJlbHOe CYyTOYHOe KOJIMUeCTBO
DeyTeTpabeHasyHa COCTAaBJSAET IIPMMEepHO 18 MI;

CyleCcTRYyKIEe olmee CYTOUHOE KOJIMUECTEBO TeTpabeHa3MHa
cocraBjfgeT InOpuMepHo 50 M, a HaudaJIbHOE CYTOYHOe KOJIMUeCTBO
DeyTeTpabeHasrHa COCTaBJISEeT IIpMMepHO 24 MI';

CylleCcTRBRyKIEee ofumee CYTOUHOE KOJIMYECTBO TeTpabeHa3MHa
cocTaBJjigeT IPUMEPHO 62,5 MI', a HaudaJlbHOe CYyTOYHOe KOJIMUeCTBO
DeyTeTpabeHasrHa COCTaBJSAeT IIpuMepHO 30 MI';

CylleCcTByKIEee ofmee CYTOUHOE KOJIMYECTBO TeTpabeHa3MHa
cocTaBJjigeT IIpMMEepHO /5 MI', a HadaJlbHOe CYTOYHOe KOJIMUeCTBO
DeyTeTpabeHasyHa COCTAaBJISAET IIPMMEPHO 36 MI';

CylleCcTByKIEee ofmee CYTOUHOE KOJIMYECTEBO TeTpabeHa3MHa

cocTaBJIgeT TIpuMMepHOo 87,5 MI', a HauaJlbHOE CYTOYHOE KOJMUECTRBO
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DeyTeTpabeHasMHa COCTAaBJSAEeT IIPUMMepPHO 42 MI'; Wiu

CyIeCTRYyKIEe oBmee CYTOUHOEe KOJIMYECTBO TeTpabeHas3MHa
cocTaByugeT nOpuMepHo 100 wMI', a HadaJIbHOE CYTOYHOe KOJMUECTEBO
neyrerpabeHasMHa COCTaBJISET NPMMepHO 48 wMr.

6l. HDeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxana g
neyrerpabeHasuH 1o Jwowbomy w3 nmn.4d4-54, oTiuuanmmMecsd TeM, 4YTO
CYTOUHOE KOJIMUECTBO BBOIOMMOIO IOeyTeTpabOeHasMHa COCTaBJISET MEHee
UyeM WM pPaBHO IIpMMepHO 48 MI' MM MeHee UeM WM PaBHO IIPUMEPHO 36

MT IOJIA OOBEKTOB, OOHOBPEMEHHO ITOJIydarninXx CUJIb HEIM I/IHI‘I/I@I/ITOp

CYP2Do.
62. ODeyTeTpabeHasmH, I KOMIIOBULINSA, comepxamasgd
ODeyTeTpabeHasuH, infe) m.ol, oTJIMUaKmmecs TeM, uTo CUJIL HEIM

nHruomTop CYP2D6 BuOpaH M3 (QJIYOKCeTMHa, apoKCeTHHa, OyIpoIMoHa,
XUMHUIVHa U LMHaKaJlbleTa.

63. ODeyTeTpabeHasuH I KOMIIO3ULIM A, conepxalasa
neyTeTpabeHasuHd, IO JwdoMy u3 non. 44-62, oTjaMUanmyecs TeM, UYTo
KOHTPOJIb XOpeu YyJyumaeTcs, UTO IIoKazaHO CHWXeHMeM II0 MeHbIen
Mepe Ha 0,5 myHKTa TI[IO mKaJje OleHKM ofmel MaKCHUMaJIbHOM XOopeu
(TMC) .

od. ODeyTeTpabeHasmMH WJIN KOMIIOBULINSA, comepxaina g
oeyrTerTpadbeHas3MH 10 II.63, oTJMUaKmMecsd TeM, UTO CHIXKeHMe II0 MKaJe
TMS cocTaBJIfeT IO MeHbIleM Mepe 1 MOYHKT.

65. ODeyTeTpabeHasnH WJIN KOMIIOBULINA, comepxaina g
neyrerpabeHa3mMH o Ioo. 64, oTJAMUanmmMecsd TeM, UYTO CHWXeHMe IIO0
mraJjie TMS cocTaBJigeT IIo0 MeHbmel Mepe 1,5 OyHKTa.

66. ODeyTeTpabeHasnH WJIN KOMIIOBULINA, conmepxaina g
oeyrerpabeHas3MH IO II.65, oTJMUaKnmuMecsd TeM, UYTO CHIMKeHMe II0 MKaJe
TMS cocTaBJISeT IO MeHBbIeM Mepe 2 OyHKTa.

67. ODeyTeTpabeHasmH WA KOMIIOBULINA, conmepxanasa
neyrerpabeHas3MH IO II.66, oTJMUaKMMecd TeM, UYTO CHIKeHMEe II0 MKaJe
TMC cocTaBJIgeT IO MeHbIleM Mepe 2,5 OyHKTa.

68. ODeyTeTpabeHasuH, WA KOMIIOBULIUA, comepxanasa
neyrerpabeHasuH, 1o JoboMy w3 nmn. 44-62, oTJauUamnmyMecsd TeM, 4YTO
Xopesa CcHUXaeTCcd, 10 MeHbel Mepe, Ha 10%.

69. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasd

HGYTeTpaéeHaSMH no 1.68, oTJaMJanmmMecsd TeM, UYTO X0opeAd CHUMXaeTCHd,
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10 MeHblel Mepe, Ha 15%.

70. ODeyTeTpabeHasuH, I KOMIIOBULNA, comepxanaga
ODeyTeTpabeHasuH, 1o II. 09, oTJIMYaKnmmecs TeM, yTo xoped
CHMXaeTcsd, IO MeHbmen Mepe, Ha 20%.

71. HDeyTeTpabeHasmH NI KOMIIOBULIMSA, comepxana g
neyrerpabeHasuH 1o JwboMy 3 nOmn. 44-62, oTjauyarnmmMecsd TeM, 4TO
yJydlaeTcd MOTOPHasa QYHKLUA.

72. HDeyTeTpabeHasmH NI KOMIIOBULIVA, comepxamasga
neyrerpadbeHasuH, IO II.71, oTJuUUaKnmMecsd TeM, UYTO MOTOpHasas OQYyHKUMA
yJydmaeTcsa, UYTO IOoKa3aHO M3MEepeHHHM CHIMXEeHMEM IO MeHbIleM Mepe Ha
1 nOyHKT @mKaJeE OLeHKM ofbmel OBUIAaTeJIbHOM aKTHMBHOCTU (TMS)
VHUOMUMPOBAHHOM MKAaJIH OLleHKM O0JIe3HM XaHTHMHI'TOHa (UHDRS).

73. ODeyTeTpabeHasuH, I KOMIIO 3L A, conepxaia s
neyTerTpabeHasud IO O. 72, oTJuYammMecsd TeM, UYTO CHWXEeHME TIIO
mxkaJjie TMS cocTaBJiZeT IO MeHLbIel Mepe 2 IIyHKTa.

74 . ODeyTeTpabeHasuH MJIN KOMIIOBULIMSA, conepxalmasa
neyTerTpabeHasud IO IO. /3, oTJUUamomMecsd TeM, UYTO CHWXEeHME TIIO
mxajie TMS cocTaBJISeT IO MeHbIeM Mepe 3 IIyHKTa.

75. ODeyTeTpabeHasuH, I KOMIIOBULMA, comepxaina g
oeyrerpabeHasuH, OO .74, oTJuUaKnmyuecsa TeM, UYTO CHWXeHMe IIO
mxajie TMS cocTaBJIAeT IO MeHbIeW Mepe 4 IOyHKTa.

76. ODeyTeTpabeHasmMH WJIN KOMIIOBULINA, comepxaina g
oeyrerpabeHasuH, o JgoboMy w3 nmn. 44-62, oTJuUaKnmyuecsd TeM, UYTOo
JleueHMe He YyXyOmaeT paBHOBecHe OOBEeKTa.

77. ODeyTeTpabeHasuH, I KOMIIOBULNA, conmepxaina g
neyrerpadbeHas3MH, IO II.76, oTJMUUaKMMECHd TeM, UYTO JIeUeHMe YyJydllaeT
paBHOBEeCHE.

78. ODeyTeTpabeHasuH, I KOMIIOBULNA, comepxanasa
neyrerpabeHasuH, TI1o JodboMy w3 nmn. 44-62, oTJuUUaKnmyuecsd TeM, 4TO
JIeUeHMe yJydllaeT (U3NYecKoe QYHKIMOHMPOBAaHNE.

79. ODeyTeTpabeHasmH WJIN KOMIIOBULNA, comepxana s
neyrerpabeHas3mMH TI1o TII. /8, oTJIMYaKnmMecsa TeM, 4YTo QU3UUEeCKOoe
OYHKIIMOHUPOBaHME OOBEeKTa YJYydlleHO, 4YTO WM3MepPeHO C IIOMOIBK MMKAaJIH
OLIEHKM OQUBUUECKOTO (QYHKUMOHMpPOBaHMA SEF-36.

80. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasd

neyrerpabeHa3smMH 1o II. /9, oTJauyanmMecsa TeM, 4YTOo QU3UUECKOoEe
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OYHKIIMOHUPOBaHME OOBEeKTa YJYyUdlleHO, 4YTO WM3MepPeHO C IIOMOMBK MKAaJIB
dr3MUeckoTo QYHKIMOHUPOBaHUA SF-36 Mmocje Hauvaljla MCCJIeNOBaHMUA.

81. HDeyTeTpabeHasmH WJIN KOMIIOBULINA, comepxanaga
neyrerpabeHasuH, 1o JwboMy w3 nmn. 44-62, oTjauUarnmmMecsd TeM, 4TO
JIeUeHMe yJydllaeT TJIOTaHue.

82. HDeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxama g
neyrerpabeHasuH, 110 JwodboMy 3 nmn. 44-62, oTjauyamnmmMecsd TeM, 4TO
JieueHue He BHI3HBAaET 3HAUMTEJILHOTO YBeJIMUEeHU A ©eCCOHHMUIIEL,
nernpeccun, TPEeBOTIH, BO30OYXIEeHNH, CYyULIMOAJIbHOTO MEIIIJIEHU S,
aKaTu3uM, pas’OpaXUTeJIbHOCTU MM YyCTaJIOCTH.

83. HDeyTeTpabeHasmH WJIN KOMIIOBULINA, comepxamasgd
neyrerpabeHasuH, I[I0 JoboMy wu3 nmn. 44-62, oTjauuamnmuecsd TeM, 4YTo
JIeueHMe He BH3HBaeT 3HAUUTEJIBHOTO I[MapKMHCOHM3Ma MM Oucharuum.

84. ODeyTeTpabeHasuH I KOMIIOBULIMSA, conepxala s
neyTeTpabeHasuHd 110 Jodomy M3 nOmn. 44-62, oTjauMyawnmyecs TeM, UYTo
MaKcHMaJIbHOe yBeJsimueHMe QTcFEF cocTaBJjgeT MeHee ueM 5 MC.

85. ODeyTeTpabeHasuH I KOMIIO3ULIM A, conepxalmasa
oeyTeTpabeHa3uH, OJIs JleueHus OBUTATEJIbHOTO paccTpoMcTBa N4
oBbwveKkTa, TI'Oe JedeHMe BKJUaeT BBeldeHMe CYTOUHOTO KOJIMUecTBa
neyTeTpabeHasyHa B OMalla30He OT IIPMMEPHO 6 OO IpuMMepHO 78 wMT,
Toe Jmbo:

Xopes CHMXaeTCs II0 MeHbleV Mepe Ha 10%, U BHIIOJHSAETCS OIOHO
MM HECKOJIbLKO U3 CJeOyllMX YCJIOBUM:

MOTOPHaa OYHKUMSA yJydlmaeTcs, I[I0 MeHblel Mmepe, Ha 10%;

prsmUeckoe QYHKUMOHMPOBAHME OOBEeKTa YJydllaeTCsd;

ylydmaeTcsa TJIOTaHue;

pPaBHOBECHE He yXyOllaeTCHd;

JledueHMe He BHEBHBaeT 3HAUMTEJILHOTO YBeJMueHMSI OeCCOHHMUIIH,
oernpeccumn, TPEeBOTH, BO30YXIeHNH, CYULIMOAJILHOTO MBIIIJIEHM S,
axKaTus3un, pasipaXmuTesIbHOCTH, yCTaJIOCTH, MapKMHCOHMU3MAa WM
oucoharvum; u

MaKCHMaJlbHOe yBeJMmdeHMre QTcF cocTaBJIgseT MeHee UeM 5 MC;

JIMOOo @

MOTOPHasa OGyHKUMA YyJydmaeTcs, I[I0 MeHbme Mepe, Ha 10%, wu
BHIIIOJIHAETCSA OOHO MJIM HEeCKOJIbKO M3 CJIeOVIIUX YCJIOBUM:

Xopesa CHUXaeTCcd, 10 MeHblelr Mepe, Ha 10%;
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pusmMUeckKoe QYHKUMOHMPOBAHMEe OOBLEeKTa YJydllaeTCHd;

yJydmaeTcsd TJIOTaHue;

PaBHOBECHE He yXyHNllaeTCHd;

JIeUeHMe He BH3HBAEeT 3HAUMTEJIBHOTO YBeJMUeHUS OeCCOHHMUIIE,
nernpeccumn, TPEeBOTH, BO30YXIeHNH, CyULMOAJIbEHOTO MBIIJIEHU A,
axKaTmusum, pasipaXxmuTesIbHOCTH, YyCTaJIOCTH, MapKMHCOHM3MAa VI
oucoharum,; u

MaKcHuMaJIbHOe yBeJimdeHre QTcFE cocTaBJsgeT MeHee ueM 5 MC.

86. HDeyTeTpabeHasmH, WJIN KOMIIOBUILINA, comepxama g
neyrerpadbeHasuH, IO II1.85, oTIMUawnmuecs TeM, UYTO IOBUI'aTeJIbHOe
PacCTpOMCTBO HOpelcTaBJsgeT coboy 6oJie3Hb XaHTUMHI'TOHA.

87. HDeyTeTpabeHasmH I KOMIIOBULINSA, comepxama g
neyTerpabeHasud o . 85, oTaAMuawmmecs TeM, UYTO IBUIAaTeJIbHOE
PACCTPOMCTBO IpencTaBJisgeT coboM XxXopek, CBA3aHHYID C O0JIe3HbIo
XaHTUMHI'TOHA .

88. ODeyTeTpabeHasuH, I KOMIIO3ULINA, conepxalmasa
neyTeTpabeHasuHd, IO .85, oTJMUawpmMecs TeM, UYTO JIOBUIaTeJIbHOE
PaccTpoMCTBO IpelcTaBJgeT coBoM TUMK, CBASAHHHM C CHUHIPOMOM
TyperTa.

89. ODeyTeTpabeHasmMH WJIN KOMIIOBULINSA, comepxaina g
oeyrerpabeHasuH, o JodoMy u3 On.85-88, oTjaMUammyuecsd TeM, UYTOo
CYTOUHOE KOJUUEeCTBO HeyTeTpab®eHasMHa BBOOAT B OIOHOM IJO3e WM
IOBYyX IO3ax.

90. ODeyTeTpabeHasMH WJIN KOMIIOBULIUA, comepxaina g
neyrTeTpabeHasuH 1o 1.89, oTJIMUaKnmmecsa TEeM, yTo HauvaJlbHOe
CYTOUHOEe KOJMUECTBO IeyTeTpabeHa3MHa BHOMpPaKLT M3 IIPMMEPHO 6 MT,
OpuMepHO 12 Mr, nOpuMepHo 18 wMr, npuMepHOo 24 Mr, npumepHo 30 wMr,
IPUMEPHO 36 MI', IIpuMepHOo 42 MI', OpuMepHO 48 Mr, npmuMmepHo 54 wMr,
npuMepHo 60 MI', [IPpMMEPHO 66 MI', IPUMEPHO /2 MI' U IIPpUMepPHO 78 MI.

91. ODeyTeTpabeHasmH VI KOMIIOBULIUA, comepxanasa
neyrerpabeHasmMH IO II. 90, oTJMUaKnImmMecsa TeM, yTO HauvaJIbHOe
CYTOUHOe KOJIMUECTBO HeyTeTpabeHasMHa BBOOAT B IOBYX I03ax,
COCTOAMMUX M3 MIepPBOM HOO3H M BTOPOW OO3H.

92. ODeyTeTpabeHasuH, VI KOMIIOBULINA, comepxana s
neyrerpabeHasuH o 11.91, oTaMyapmmMecsd TeM, UYTO:

IepBad ITJO3a coCcTaBJideT IIPMMEPHO © M1, a BTOpa4d To3a
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COCTaBJISET IMPMMEPHO 6 MI';

Ieprasg no3a COoCTaBJISgeT IIpUMepHo 9 wMT, a BToOpas Hnos3a
COCTaBJISET MPMMEPHO 92 MI';

Ieprasg no3a COCTaBRJAeT IIpMMepHO 12 MI', a BTopas Jo3a
cocTaBJigeT IIPMMEpHO 12 MI;

epeasg no3a COoCTaBJIAeT IIpuMMepHO 15 wMI', a BTopasa Ho3a
cocTaBJigeT IIPpMMepHO 15 Mmr;

eperasg no3a CoCTaBJIgeT IIpMMepHO 18 wMI', a BTopasa o3a
cocTaBJigeT IIpMMepHO 18 Mmr;

neprasg nos3a CoCTaBJIgeT IIpMMepHO 21 MI', a BTopas bo3a
CoCTaBJIgeT IIpMMepHO 21 Mmr;

epepasg nosza CcocTaBJigeT IIpuMepHOo 24 MI', a BTopasa bo3a
COCTaBJIAeT IIpPpUMEPHO 24 MT;

IlepBasd DoO3a COCTaBJAeT IpMMepHO 27 MI', a BTopas Io3a
COoCTaBJIAeT IPUMEPHO 27 MT;

nepBad IOo3a CcoCTaBRJsgeT npuMepHo 30 M, a BTopasd »Oo3a
cocTaBJdeT NpuMepHO 30 MT;

nepBas QOo3a CcOCTaBJIgeT IIpuMMepHO 33 MI', a BTopas zo3a
cocTaBJIgeT IIPMMEPHO 33 MI';

nepBasg QOo3a COCTaBJsgeT IIpMMepHO 36 MI', a BTopas zo3a
cocTaBJIgeT IIPMMEPHO 36 MI'; U

nepBasg QOo3a COCTaBJsgeT IIpuMMepHo 39 MI', a BTopas »o3a
cocTaBJigeT IIPMMEPHO 39 Mr.

93. ODeyTeTpabeHasMH WJIN KOMIIOBULIUA, comepxaina g
neyrerpabeHas3uH TI[o JwobomMy M3 MOI.89-92, oTJMUaKnmyuecsd TeM, UYTO
KOHTPOJIL XOopeu yJydllaeTcs, UTO II0OKa3aHO CHMWXEeHMEM II0 MeHblen
Mepe Ha 0,5 nOyHKTa IO mKaJe ofmel MaKCUMAaJILHOM OlLIeHKM XOPewu
(TMC) .

94, ODeyTeTpabeHasmH WA KOMIIOBULINA, conmepxanasa
neyrerpabeHa3smMH o . 93, oTJIMYanmmMecsd TeM, UYTO CHWKeHMEe IIO0
mxajge TMC cocTaBJAeT IO MeHbIelV Mepe 1 IIyHKT.

9b. ODeyTeTpabeHasmH WA KOMIIOBULINA, comepxanasa
neyrerpabeHasuH 1o n. 94, oTaMyanmmMecsd TeM, UYTO CHWXeHMEe IIO
mraJjie TMC cocTaBJigeT IO MeHbIleM Mepe 1,5 OyHKTaA.

96. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasd

neyrerpabeHas3MH IO II.95, oTJMUammMecsd TeM, UYTO CHIMKEeHME II0 MKaJle
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TMC cocTaBJISeT IO MeHbIeM Mepe 2 OyHKTa.

97. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, comepxanaga
neyrerpabeHas3MH 10 I1.96, oTJMUaKMMecd TeM, YTO CHIMKEeHME II0 MKaJe
TMC cocTaBJIAeT IO MeHbIleM Mepe 2,5 OyHKTa.

98. ODeyTeTpabeHasuH, NI KOMIIOBULIA, comepxana g
neyrerpabeHasuH, I[10 JwbOoMy M3 . 85-92, oTjauuamnmmecsd TeM, 4YTO
Xopesa CHUXaeTCcda, 10 MeHblel Mepe, Ha 15%.

99. HDeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxamasga
neyrerpabeHasuH II0 I1.98, omMUawnmuecs TeM, UTO XOpes CHMXaeTcsd,
10 MeHbIel Mepe, Ha 20%.

100. HeyTeTpabeHasmH WJIIN KOMIIOBULINA, comepxamasgd
neyrerpabeHasuH, IO JmobOoMy M3 IMOI.85-92, oTjuuamnmmecsd TeM, 4YTo
MOTOpPHAasa OYHKIUMA YyJydllaeTcs, UYTO II0Ka3aHO CHMWXEeHMEeM II0 MeHbllen
Mepe Ha 1 OYHKT IO mIKaJle OlLeHKM ofmel OBUIaTeJIbHOM aKTUBHOCTU
(TMS) .

101. ODeyTeTpabeHasuH I KOMIIO3ULINA, conepxalmasa
neyTerpabeHasud 1o o. 100, oTauuanmyecs TeM, UYTO CHWXeHMe IIO
mxajie TMS cocTaBJIgeT IO MeHbIeM Mepe 2 IIyHKTa.

102. ODeyTeTpabeHasMH MJIN KOMIIOBUILINSA, comepxaina g
oeyrerpabeHasuHd no n. 101, oTauyamnmyuecsa TeM, UYTO CHIMWKeHMe IIO0
mxajie TMS cocTaBJIAeT IO MeHbIeM Mepe 3 IIyHKTa.

103. ODeyTeTpabeHasmMH WJIN KOMIIOBULIUA, comepxaina g
neyrerpabeHasuH 1o 1.102, oTJuyamnmyuecsd TeM, UYTO CHWXEeHMe IIO
mxaje TMS cocTaBJIAeT IO MeHbIleM Mepe 4 IOyHKTa.

104. ODeyTeTpabeHasMH WJIN KOMIIOBULIUA, conmepxaina g
neyrerpabeHasuH, TIo JodboMy M3 nmn. 85-92, oTjMUamnmyuecsd TeM, UYTO
JIeUeHMe yJydllaeT PaBHOBECHUE.

105. ODeyTeTpabeHasnH WMJIN KOMIIOBULIUA, comepxanasa
neyrerpabeHas3suH 1o JwobomMy M3 IrI.85-92, oTJMUamnmyMecsd TeM, 4YTO
prsmMUeckoe OQYHKUIMOHMPOBaHME OOBLEeKTa VYJyudllaeTCcsd, UTO WM3MEPeHO C
[IOMOWLI MKAaJIH OLIeHKM OM3UMUeCKOTOo OYHKIMOHMPpOBaHMS SEF-36.

106. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasa
neyrerpabeHas3suH 1o 1. 105, oTiaMuamnmmecsa TeM, UYTO QU3UUECKOoEe
OYHKIIMOHUPOBaHMe 0OOBeKTa YyJydllaeTCHd, UYTO M3MEPEHO C IIOMOIBI
MKAaJIEL OLIeHKM OUM3UMUEeCKOTOo OQYyHKIMOHUPOBaHUA SF-36 1nocie Haudala

MccJjlegoOBaHMA.
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107. HDeyTeTpabeHasmH VI KOMIIOBULIUA, conmepxanasga
neyrerpabeHasuH 1o 1. 105, oTianMuamnmmecs TeM, UYTOo QU3UUECKOoe
OYHKIIMOHUPOBaHMe 0OOBEeKTa YyJydllaeTCHd, UYTO M3MEPEHO C IIOMOIBI
MKAaJIEl OLIEHKM OQUBUUECKOTO OQYHKUMOHMpOBaHMA SEF-36, [0 CpaBHEHUID C
oBBeKTaMM, He IIOINBEPTIHYTHMM JIEUEHUD.

108. ODeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxama g
neyrerpabeHasuH, Io JwoboMy 3 nmn. 85-107, oTiauyawmmMecs TeM, 4YTO
JIMoOo @

Xopesa CHWXaeTcs, II0 MeHbmeM Mepe, Ha 10%, ¥ BHIIOJHAOTCH
JIobHe OBa wiIM 0OoJiee U3 CJeOyllMX YCJIOBUM:

MOTOPHasa QYHKUMA yJydllaeTCs, I[IO MeHbmeV Mepe, Ha 10%;

pusmMUIecKOoe QYHKUMOHMPOBAaHMEe OOBeKTa YJydllaeTCHa;

yJydllaeTcad DJIOTaHue;

pPaBHOBEeCHE He yXyOllaeTCHd;

JledueHMe He BH3HBaAeT 3HAUUTEJIBHOTO VYBeJIMueHUSI OeCCOHHUIH,
oenpeccuun, TpeBOTIH, BO3OYXIEeHUSI, CYyULIMOAJIBHOTO MEIIIJIEHU S,
axKaTusuu, pasipaXuTesIbHOCTH, yCcTajocTu, NapKMHCOHU3MA W
oucharmm; u

MaKcuMaJlbHOe yBeJMmdeHMe QTcCF cocTaBJifseT MeHee ueM 5 MC;

JIMBo :

MOTOPHasa OGyHKUMS YyJydlmaeTcs, I[I0 MeHbmel Mepe, Ha 10%, wu
BHIIIOJIHALTCSA JioOBe OBa MM OoJjiee U3 CJIeIYINUX YCIJIOBUMN:

Xopes CcHUXaeTCcsa, 10 MeHbmel Mepe, Ha 10%;

pusmUeckoe QYHKUMOHMPOBaHME OOBEeKTa YJydllaeTCs;

ylydmaeTcsa TJIOTaHue;

pPaBHOBEeCHE He yXyOllaeTCHd;

JledueHMe He BHEBHBaAeT 3BHAUMUTEJILHOTO YBeJMueHMSI OeCCOHHMUIH,
oernpeccumn, TPEeBOTH, BO3OYXIEeHUS, CYyULIMOAaJILHOTO MBIIIJIEHM S,
axKaTus3un, pasipaXmuTesIbHOCTH, YyCTaJIOCTH, MapKMHCOHM3MAa WM
oucoharvm; u

MaKcCHMaJIbHOe yBeJimueHMe QTcFE cocTaBJsgeT MeHee ueM b MC.

109. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasa
neyrerpabeHasuH, OJIg JIedeHMSa IaTOoJIOTMUEeCKOTO HEeNPOM3BOJIEHOTO
OBMKESHM S v obweKTa oyTeM BBeIeHUSA CYTOUHOT'O KOJIMYEeCTBA
neyrerpabeHasmMHa OOBEKTY, KOTOpOe:

a) agekKBaTHO YMEHEIIaeT IIaToOJIOTMYECKOEe HelIpOM3BOJIEHOE
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OBMXeHMe ODBeKTa, U

b) yiydumaeT OIOMH WMJIM  HeCKOJIBKO CHMIITOMOB OOBEeKTa U3
nenpeccun, OECCOHHMIIE, COHJIMBOCTM, YCTaJIOCTU, TOJOBOKPYXEHUS,
BecrokoMcTBa, BO30YXIEeHNH, axKaTU3UU, MapKMHCOHU3MA, TOWHOTEHI,
TPEBOTH, HapyluleHn s TJIOTaHUA, yBeJIMUueHue MaCCEHI TeJa,
pasipaXmuTesSJbHOCTY M KOMIIYJIbBCUBHOT'O IIOBEIEHNA.

110. HDeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxama g
neyrerpadeHasuH 1o 11.109, I'Ie BKJIIUYEHH OOIIOJIHUTEJIBHEE CTaIuM:

C) oIpeneJsieHUS IIPUMEPHO UYepe3 OIHY HeNeJln JeueHUS CTEeleHU
KOHTPOJIA I[IaTOJIOTMUECKOT'O HENPOM3BOJILHOTO OBMXEHMHA, ITOCTUI'aeMOoI'o
C VCIIOJIE 30BaHUEM CYTOUYHOTO KOJIMYecTBa neyTeTpabeHasnHa
(HauaJIbHOe CYTOUHOEe KOJIMUeCTEO), ¥ I[IEePEeHOCUMOCTM HadaJIbHOI'O
CYTOUHOT'O KOJMUECTBa, U

d) YyBeJIMUEeHUS CYTOUHOTO KOJMUEeCTBa »OeTepuM—3aMeleHHOTO
TeTpa®eHas3MHa I[IO MeHbIle Mepe Ha 6 MI/CYTKM OO MOCJIeIyomeIro
CYTOUHOTO KOJIMUeCTBa, ecJu naToJIoTUuUYecKoe HENPOU3BOJILHOE
OBMXEeHMEe He YMeHBIlaeTCsa UM HauvaJlbHOEe CYTOUHOE KOJIMUEeCTBO SABJISEeTCH
[IepPEeHOCHMEIM;

e) uepe3 OIHY HeIeJlo, Heo®g3aTeJIbHO, IOBTOPEHUS CcTamum b) wu
c) OpM YCJIOBMM, UTO TIaTOJOTMUEeCKOe HelpOM3BOJILHOEe  IOBMXeHME
yMeHblIlaeTCcHd, u CyTOUHOe KOJIMUECTBO OenTepuii—-3aMeleHHOTO
TeTpabeHas3MHa ABJIAETCH [IE€PEHOCHMEIM; U

f) ecu Jmoboe mocJjenymoiee KOJIMUECTBO He ABJISIETCA
[IePEeHOCKUMEM, YMeHLIIeHUMI CYTOUHOTO KOJMUYecTBa Ha 6 MI/CYTKM IO
[IOCJIeIyRIEeTro CYTOUHOTO KOJMUECTRBA.

111. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, conmepxaina g
OeyTeTpabeHasuH 1o m.109 W 110, oOTJIMYaKIIneCs TeM, Le)
IaToOJIOTUUYECKOE HENPOMU3BOJILHOE OBIDKEHME BEI3BaHO IOBUTaTeJIbHBM
PacCcTPOMCTBOM.

112. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasa
neyrerpabeHasuH 1o n. 111, oTauMyaommecsd TeM, UYTO IOBUI'aTeJIbHOE
PacCcTpPOMCTBO BHOPAHO M3 XOpeM, CBA3aHHOM C 0oJie3Hbl XaHTMHITOHA,
Io3gHel IOMUCKUHEe3UM, cuHIOpoMa TypeTTa, IOUCTOHUM W JeBoJoIla-—
VHOYLUMPOBAHHOMW OUCKUMHe3UM O00Jie3HU [lapKMHCOHA.

113. ODeyTeTpabeHasuH, WA KOMIIOBULIUA, comepxanasd

neyrerpabeHasuH, o . 112, oTanyanmmMecs TeM, UYTO IOBUI'aTeJIbHOE
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PacCcTpOMCTBO BHOPAHO M3 XOpeM, CBA3aHHOM C 0oJie3Hbl XaHTMHITOHA,
Io30HelM IUCKMHEe3UM M CHuHAOpoMa TypeTTa.

114. ODeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxanaga
neyrerpabeHasuH 1o n. 111, oTauMuyawmMecs TeM, UYTO I1aTOJIOTMUEeCKOe
HeNpOou3BOJILHOE IOBWXEeHMe I[IpedcTaBJIgeT CcoboM Xopen, CBA3aHHYID C
OoJIe3HBI XaHTMHITOHA.

115. HDeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxama g
neyrerpabeHasuH 1o n. 111, oTiauuawnmmMecs TeM, UTO I[1aTOJIOTUMUeCKOoe
HeNpOou3BOJILHOE IOBRMWXEeHMe IIpencTaBJgeT coboM THK, CBS3aHHHM C
cuHopoMoM TypeTTa.

116. HeyTeTpabeHasmH WJIIN KOMIIOBULINA, comepxamasgd
neyTerpabeHasuH, o Jwdomy m3 nmn.l09-115, oTamMuammmecs TeM, UYTO
CYTOUHOE KOJUUeCTBO HeyTeTpabeHaszyHa BBOIAT B OOHOM MHOO3e WU
IOBYX IO3ax.

117. ODeyTeTpabeHasuH I KOMIIO3ULIM A, conepxalasa
neyrerpabeHasuH IO II. 116, oTJMUawpmmMecsa TeM, YTO HauaJlbHoe
CYTOUYHOE KOJMUECTEBO JIeyTeTpabeHa3MHa BHOMpaRT U3 IIPMMEpHO 6 MI,
IpMMepHo 12 MT', OpuMMepHO 18 wMr, npuMmMepHo 24 wMr, nopumepHo 30 wmr,
IpUMEPHO 36 MI', IpMMepHO 42 MI' M IPMMEPHO 48 Mr.

118. ODeyTeTpabeHasmMH WJIN KOMIIOBULINSA, comepxaina g
oeyrerpabeHasuH, 0o JgoboMy M3 nOmn.l19-117, oTaMuanmmecsd TeM, UYTO
HavaJlbHOEe CYTOYHOEe KOJIMUeCcTBO IeyTeTpab®eHa3MHa BBOIOAT B IOBYX
oo3ax, COCTOANMUX M3 MNepBOM HOO3H M BTOPOM MOSBH.

119. ODeyTeTpabeHasnH WJIN KOMIIOBULIUA, comepxaina g
neyrerpadeHas3MH o . 118, oTaMuanmuecsd TeM, UYTO:

neprasd QOo3a COoCTaBJIgeT IIpUMMEpPHO 6 MT, a BToOpas HOos3a
COCTaBJISET IMIPMMEPHO 6 MI';

nepBasd nOo3a COoCTaBJIgeT IIpuMepHo 9 wMT, a BTopas HOo3a
COCTaBJISET IMPMMEPHO 92 MI';

eprasg no3a COCTaBJgeT IpMMepHO 12 MI', a BTopas JHo3a
cocTaBJigeT IIPMMEPHO 12 MI;

neprasg no3a COoCTaBJgeT IpuMMepHOo 15 wMI', a BTopasa JHo3a
cocTaBJigeT IIPMMEpPpHO 15 Mmr;

IepBasg no3a COCTaBJAeT IpMMepHO 18 wMI', a BTopas JHo3a
cocTaBJigeT IIPpMMepHO 18 Mmr;

IepBad ITJO3a coCcTaBJideT IIPMMEPHO 21 M1, a BTOpPaA To3a
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cocTaBJigeT IIpMMepHO 21 MI; u

Ieprasg no3a COoCTaBRJdgAeT IHpuMepHo 24 wMI', a BTopas JHo3a
cocTaBJigeT IIpMMepHO 24 Mr.

120. ODeyTeTpabeHasmH WJIN KOMIIOBULINA, comepxanaga
ODeyTeTpabeHasmMH IO II. 119, oTJIMYUaKmmecs TeM, yTo CYTOUHOEe
KOJIMUECTBO BRBOIMMOTO JIeyTeTpabeHa3MHa COCTaBJISeT MEHee UeM WK
PaBHO IpUMEePHO 48 MI' WMJIM MEHEee UeM WM PaBHO IIPUMEPHO 36 MI' IOJIS
00BeKTa, OOHOBPEMEHHO IIOJIydalmeIo CUJbLHHM MHTUOMTOP CYP2D6.

121. HDeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxama g
ODeyTeTpabeHasuH 1o n.120, oTJIMUaKmmecs TeM, UTo CUJIL HEIM
nHIubuTop CYP2D6 BHOpaH U3 (QIYOKCETHMHa, apoKceTMHa, OYyIpOIIMOHAa,
XUMHUIVHa UM LMHaKaJlbleTa.

122. ODeyTeTpabeHasuH I KOMIIO 3L A, conepxaia s
neyTerpabeHasuH o . 114, oTJauMyawnmyecs TeM, UYTO KOHTPOJIbE XOpeu
yJyumaeTcsa, UYTO II0Ka3aHO M3MEepEeHHHM CHMWXeHMEeM 10 MeHbLIeM Mepe Ha
0,5 myHKTa II0 mKajle OlLeHKM ofmel MakKcuMaJbHOM xopeu (TMC) mKaJs
ouLUeHKM OoJiesHM XaHITMHITOHa (UHDRS) .

123. ODeyTeTpabeHasuH I KOMIIO 3L A, comepxamasa
neyrerpabeHasuH 1o no. 122, oTJauyamnmyuecsa TeM, UYTO CHIWKeHMNe II0
mxajie TMC cocTaBJfAeT IO MeHbIlel Mepe 1 MIyHKT.

124. ODeyTeTpabeHasmMH WJIN KOMIIOBULIUSA, comepxaina g
neyrerpadbeHasuH o n. 123, oTJuyamnmuecsd TeM, UYTO CHWKeHMe II0
mraJjie TMC cocTaBJigseT IIO0 MeHblel Mepe 1,5 mOyHKTa.

125. ODeyTeTpabeHasnH WJIN KOMIIOBULIUA, comepxaina g
neyrerpabeHas3uH 1o n. 124, oTJuyamnmyuecsd TeM, UYTO CHWKeHME II0
mxaje TMC cocTaBJISeT IO MeHBIeM Mepe 2 IIyHKTa.

126. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, conmepxaina g
neyrerpabeHas3mMH o . 125, oTJuyamnmyuecsd TeM, UYTO CHWKeHME II0
mraJie TMC cocTaBJigeT 10 MeHblleM Mepe 2,5 OyHKTa.

127. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasa
OeyTeTpabeHasuH 1o II. 114, oTJIMYamnmmecs TeM, yTo xoped
CHMXaeTcsd, IO MeHblel Mepe, Ha 10%.

128. ODeyTeTpabeHasmH WA KOMIIOBULINA, comepxanasa
OeyTeTpabeHasuH 1o Il. 127, oTJIMyamnmmecs TeM, yTo xoped
CHMXaeTcsd, IO MeHblel Mepe, Ha 15%.

129. ODeyTeTpabeHasmH WJIN KOMIIOBULINA, comepxanasga
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ODeyTeTpabeHasuH 1o Il. 128, oTJIMYamnmmecs TeM, yTo xoped
CHMXaeTcsd, IO MeHblel Mepe, Ha 20%.

130. ODeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxanaga
neyrerpabeHasuH 1o 1.114, OTJIMUAKIINECS  TEM, UTOo YIYyUllaeTCAd
MOTOPHasd QYyHKIMA.

131. ODeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxama g
ODeyTeTpabeHasmMH IO II. 114, oTJIMYaKiImecs TeM, UyTO MOTOPHAasd
OYHKLMA yJIydllaeTCsa, UYTO IIOKa3aHO M3MEepeHHBM CHIKeHMEeM II0 MeHbIen
Mepe Ha 1 OYHKT I[IO0 IIKaJle OlleHKM ofmel IBUTaTeJbHOWM aKTUBHOCTU
(TMS) mkaJbkl OLleHKM OoJie3HM XaHI'TMHITOHa (UHDRS) .

132. HDeyTeTpabeHasuH, WJIIN KOMIIOBUILINA, comepxamasgd
neyrerpabeHasuHd, o . 131, oTiauuawnmmecs TeM, UTO CHMXeHMEe II0
mkaJie TMS cocTaBJigeT IO MeHLbIel Mepe 2 IIyHKTa.

133. ODeyTeTpabeHasuH I KOMIIO3ULIMA, conepxala s
neyTerTpabeHasud IO IO. 132, oTJuUUYamMecs TeM, UYTO CHWXeHUe IIO
mkaJie TMS cocTaBJiZeT IO MeHbIel Mepe 3 IIyHKTa.

134. ODeyTeTpabeHasuH I KOMIIO3ULIM A, conepxalmasa
neyrerpabeHasuH 1o n. 133, oTJauyamnmyuecsa TeM, UYTO CHIWKeHMe IO
mxajie TMS cocTaBJIAeT IO MeHbIeM Mepe 4 IOyHKTa.

135. ODeyTeTpabeHasmMH WJIN KOMIIOBULINSA, comepxaina g
oeyrerpabeHasuH 1o n. 114, oTauuanmMecs TeM, UYTOo JeueHre He
yXyIOmaeT pPaBHOBECHUE.

136. ODeyTeTpabeHasmMH WJIN KOMIIOBULIUA, comepxaina g
ODeyTeTpabeHasmMH IO II. 135, oTJIMYamMecsa TeM, yTo  JIeUeHue
yJydlmaeT PaBHOBECUE.

137. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, conmepxaina g
ODeyTeTpabeHasmMH IO II. 114, oTJIMYaKIMecsa TeM, 4TO  JIeUeHUue
yIydmaeT (U3ndYeckKoe QYHKILIMOHMPOBAaHNE.

138. DeyTeTpabeHasmH WA KOMIIOBULINA, conmepxanasa
neyrerpabeHa3smMH 1o II. 137, oTJaMYaKnmMecsa TeM, UYTOo QU3UUECKOoe
OYHKIIMOHUPOBaHMe 0OOBeKTa YyJydllaeTCcHd, UYTO M3MEPEHO C IIOMOIBIO
MKAaJIEl OLIEHKM (PU3UUECKOTO (QYHKIMOHMPOBaHMA SF-36.

139. ODeyTeTpabeHasmH WA KOMIIOBULINA, comepxanasa
neyrerpabeHasmMH 1o II. 137, oTJauyaKnmMecsa TeM, UYTOo QU3UUEeCKOoe
OYHKIIMOHUPOBaHMe 0OOBeKTa YyJydllaeTCd, UYTO M3MEPEHO C IIOMOIBI

MKAaJIEl OLIeHKM OQUM3UMUEeCKOTO QYyHKIMOHUPOBaHUA SF-36 T1ocie Haudala
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MCCIIeIOBaHUA .
140. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, comepxanaga
ODeyTeTpabeHasmMH IO II. 114, oTJIMYaKnimMecsa TeM, U4TO  JIeUEeHUue

yJydlmaeT TJIOTaHue.

141. HDeyTeTpabeHasmH WJIN KOMIIOBUILIUA, comepxana g
neyrerpabeHasuH 1o n. 114, oTiauyanmMecs TeM, YTO JIeueHMe He
BEIBHBAET 3HAUUTEJILHOTO yBeJIMUeHn ©eCCOHHMUIIHL, nernpeccun,
TPEBOTH, BO3OYXIEeHUA, CyMLIMIOAJILHOTO MBIIIJIEHU A, axKaTU3UN,
pPasipaXuTesIbHOCTY MM yCTaJIOCTU.

142. HDeyTeTpabeHasmH, WJIN KOMIIOBULINA, comepxama g
neyrerpabeHasuHd, 1o . 114, omiauuawnmuecs TeM, UYTO JieueHMe He
BHIBHBAET SHAUUTEJILHOTO I[MapKMHCOHU3Ma WM Oucharuu.

143. ODeyTeTpabeHasuH I KOMIIO 3L A, conepxaia s
neyTerpabeHasud 1o no. 114, oTJuyUawpmMecs TeM, UTO JeueHMe He
IPUBOIUT K CYIeCTBEeHHOMY M3MeHeHMI 3HaueHuda QTcE.

144, ODeyTeTpabeHasuH, I KOMIIO3ULINSA, conepxalmasa
oeyrTeTpabeHasuH, OJI yMeHbIIeHMS XOoper U VYJYUIeHMS MOTOPHOM
OYHKLIMM Yy o0OBbekTa ¢ 0oJie3Hb XaHTMHI'TOHAa, BKJIOUAKIEIO BBeIeHMre
CYTOUHOTO KOJMUeCTBa IeyTeTpabdeHas3uHa.

145. ODeyTeTpabeHasmuH, WJIN KOMIIOBULINSA, comepxaina g
neyTeTpadeHasuH, OJg VJIYUIIeHMS MOTOPHOM OQYyHKIUMM VYV 00BeKTa C
foJie3HEK XAHTUMHI'TOHA, C I[O3OHeM OUCKMHe3MeM WJIM CHUHIPOMOM
TypeTTa, BKJIDUAKIMETO BBeOeHMe IIPMMEPHO CYTOUHOTO KOJMUEeCTBa
oeyrerpadbeHasuHa.

146. ODeyTeTpabeHasuH, WJIn KOMIIOBULIUA, conmepxaina g
neyrerpa®beHasMH, IOJI9 YMEHBIIEHUS MOTOPHHX WMJIM QOHMUECKMX TUKOB VY
oBvekTa C CcuHIpoMOM TypeTTa, BKJIDUaAKIEI'O BBeIeHUEe JIIPUMMEPHO
CYTOUHOTO KOJMUeCTBa IeyTeTpabeHas3MHa.

147. ODeyTeTpabeHasuH, WJIN KOMIIOBULIUA, conmepxanasa
neyrerpadbeHasnH, IO 1I.146, oTaMYamnmMecs TeM, UYTO TUKU SBJIAOTCH
MOTOPHEIMM TMKAMH .

148. ODeyTeTpabeHasuH, WA KOMIIOBULIUA, comepxanasa
neyrerpabeHasuH, o . 146, oTJaMUanmyMecsd TeM, 4YTO THUKM SBJIAOTCH
GOHUUECKUMHA .

149. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasd

neyrerpabeHasuH, 1o JwoboMy m3 nmn. 146-148, oTauMyamnmmMecs TeM, 4YTO
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0BBEKT MMeeT BO3pacT OT 6 mo 16 Jjer.

150. ODeyTeTpabeHasuH, WJIN KOMIIOBULINA, comepxanaga
neyrerpabeHasuH, [0 JwoboMy m3 nmn. 146-148, oTauMuanmmMecs TeM, 4YTO
00BEeKT MMeeT BoO3pacT oT 12 mo 18 Jer.

151. HDeyTeTpabeHasmH WJIN KOMIIOBUILIUA, comepxana g
neyrerpabeHasuH, [0 JwoboMy mu3 nmn. 146-148, oTiauyawnmmMecs TeM, 4TO
O0OBLEeKT MMeeT BO3pacT OoT 6 no 18 JjeT.

152. HDeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxamasga
neyrerpabeHasuH, 1o JwoboMy mu3 nmn. 146-151, oTiauyawmmecs TeM, 4YTO
CYTOUHOE KOJIMUECTBO IeyTeTpabeHasMHa COCTaBJISAeT OT © mo 48 MI.

153. HeyTeTpabeHasmH WJIIN KOMIIOBULINA, comepxamasgd
neyTerpabeHasuH, o JmoboMy M3 mnmn. 146-152, oTauyammmMecsd TeM, UYTO
CYTOUHOE KOJMUECTBO meyTeTpad®eHa3MHa BBOOAT C IIMIMEN.

154, ODeyTeTpabeHasuH I KOMIIO3ULIMA, conepxala s
neyTeTpabeHasuH, IO JmoboMy M3 mnn. 146-153, oTauyammmMecsa TeM, UYTO
CYTOUHOE KOJIMUECTBO IeyTeTpabOeHa3MHa pas3nelidloT Ha IOBe IOO3H.

155. ODeyTeTpabeHasuH I KOMIIO3ULIM A, conepxalmasa
neyrerpabeHasuH, 0o Jwobomy m3 nmn.l46-154, oTaMuawnmmecsd TeM, UYTO
MOTOPHEIE MM QOHMUECKMEe TUKM CHMWKalTCad Ha 2>25%, dUTO UM3MEpeHO C
[IOMOWBI0 MKaJIE OlLleHKM OOmMX TUKOB JMeJbCKOM TJIOBaJIbHOM  MKaJibl
OLlIeHKM TSKeCTM THKOB.

156. ODeyTeTpabeHasuH, WJIN KOMIIOBULIUA, comepxaina g
oeyrerpabeHasuH, o JwoboMy m3 nmn. 146-155, oTamuanmmecs TeM, UYTO
MOTOPHEIE WMIM QOHMUeCKMe TUMKM CHWXKalTCd Ha 2 win 0o0Jiee IIYHKTOB
MKaJIEl Oof0lMero KJIMHMUEeCKOT'O BIeUaTJIeHMSA O CUMHIpoMe TypeTTa.

157. ODeyTeTpabeHasnH WMJIN KOMIIOBULINA, conmepxana g
neyrerpabeHasuH, o JwoboMy M3 nmn. 146-156, oTaMuammmMecs TeM, 4YTO
CHMXEeHMEe IIPOMCXOIMT OT HauvajJla MCcJeOoBaHMA IO II0 MeHbIleM Mepe
IOBYX HeIeJlb.

158. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasd
ODeyTeTpabeHasmMH IO II. 157, oTJIMUapmmecsa  TeM, yTO  CHMXeHUe
IPOUCXOOUT OT Hauajla MCCIeIOBaHMA OO IO MeHblleM Mepe UeTHpex
HeneJkb .

159. HDeyTeTpabeHasmH VI KOMIIOBULINA, comepxana g

ODeyTeTpabeHasmMH IO II. 157, oTJiMUuapmmecsa  TeM, yTO  CHMXeHUe
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InpomucxxoomMT OT HadaJla MCCJIedOBaHMA OO IIO MeHbIIen Mepe BOCEMU

HenmeJb.
160. ODeyTeTpabeHasmH NI KOMIIOBULIMA, comepxanaga
ODeyTeTpabeHasmMH IO II. 157, OTJIMYAKIINECS TEeM, U4TO CHIMWXEHUE

IPOUCXOOUT OT Hauvalla MCCJIeOoBaHMA OO II0 MeHbIleM Mepe IBeHanOllaTu
HeneJkb .

lel. ODeyTeTpabeHasuH, WJIN KOMIIOBUILINA, comepxama g
neyrerpabeHasuH, OJI4 YMEHBbIIeHMS MOTOPHHEX ¥ QOHMUECKUX TUKOB VY
oBBekTa C cuHIpoMoM TypeTTa, BKJIOUAKIET'O BBeIeHUEe JIIPUMMEPHO
CYTOUHOT'O KOJMUeCTBa OeyTeTpabeHasMuHa.

le62. HeyTeTpabeHasmH WJIIN KOMIIOBULINA, comepxamasgd
ODeyTeTpabeHasuH IO II. 161, oTJIMYUaKIMeCcsa TeM, yToO CYTOUHOE
KOJIMUECTRBO IeyTeTpabeHa3MHa CocTaBJgeT OoT 6 mo 48 wMr.

163. ODeyTeTpabeHasuH I KOMIIO3ULIMA, conepxala s
neyTeTpabeHasud 1o . 161 wmiam 162, oTJMUaKIMeCs TeM, UTO OOBeKT
MMeeT BO3pacT OT 6 mo 16 JjerT.

164. ODeyTeTpabeHasuH I KOMIIO3ULIM A, conepxalmasa
neyrerpabeHasuH o n.l116 wmam 162, oTjaMUaKnmMecs TeM, UYTO OOBEeKT
nMeeT BoO3pacT oT 12 mo 18 Jer.

165. ODeyTeTpabeHasmMH WJIN KOMIIOBULINSA, comepxaina g
oeyrerpabeHasuH o n.l116 wmam 162, oTjaMUanmMecs TeM, UYTO OOBEeKT
MMeeT BO3pacT oT 6 no 18 JeT.

l66. ODeyTeTpabeHasmMH WJIN KOMIIOBULIUA, comepxaina g
neyrerpabeHasuH, 10 JwobOoMy M3 nOmn. 161-165, oTanMuammmMecs TeM, YTO
CYTOUHOE KOJMUECTBO OeyTeTpabeHal3MHa BBOOAT C IUIEN.

1l67. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, conmepxaina g
neyrerpabeHasuH, 10 JobOoMy M3 . 161-166, oTaMUamnmMecs TeM, 4YTO
CYTOUHOe KOJIMUECTBO IeyTeTpabeHas3MHa pa3deligdoT Ha IBe IO3H.

168. DeyTeTpabeHasmH WA KOMIIOBULINA, conmepxanasa
neyrerpabeHasuH, 10 JoboMy M3 nOrn. 161-167, oTanMyammmMecs TeM, 4TO
MOTOPHEIE M OQOHMUECKMEe TUKM CHMXAKTCd Ha >25%, UYTO WM3MEepeHo C
[IOMOIBI MKaJll OLleHKM OBMMX TUKOB MeJbCKOM TJIoBajlbHOM MKAaJH
OLIeHKM TSKeCTM THKOB.

169. ODeyTeTpabeHasuH, VI KOMIIOBULINA, comepxana g

neyrerpabeHasuH, [0 JoboMy M3 . 161-168, oTauMuawmmMecs TeM, 4YTO
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MOTOPHEE WJIM QOHMUECKMEe THKM CHMXAKTCHd Ha 2 WM O0oJiee IIYHKTOB IIO
mKajie ofmero KJIMHMUEeCKOT'O BIIeUaTJIEHMSA O CUMHIpOMe TypeTTa.

170. ODeyTeTpabeHasmH WJIN KOMIIOBUILINA, comepxanaga
neyrerpabeHasuH, 10 JwoboMy M3 . 161-169, oTauuawmmMecs TeM, 4YTO
CHMXEeHMEe IIPOMCXOIMT OT HauvaJla MCCJIeOoBaHMA IO II0 MeHBIIeM Mepe
IOBYX HeIeJlb.

171. ODeyTeTpabeHasuH, I KOMIIOBULINSA, comepxama g
ODeyTeTpabeHasuH, 1o n.170, oTJIMUaKmmecs TeM, yTo CHMXeHMe

npomucxoomMT OT HadajJla MCaJIeOBaHMA IO IIO MeHbIIen Mepe UYeTHpeX

HemeJb.
172. HeyTeTpabeHasmH I KOMIIOBULINSA, comepxamasgd
ODeyTeTpabeHasuH rio n.170, OTJIMYaKIreCd TeM, UTo CHIDKEeHUE

InIporucxXxoomMT OT HadajJla MCCJIeOOBaHMA OO IIO MeHbIen Mepe BOCBEMU

HenoeJb .
173. ODeyTeTpabeHasuH, I KOMIIO3ULIMSA, conepxalasa
oeyTreTpabeHasuH, no .170, oTJMYaKpmmecsa  TeM, yTo CHIDKEeHUE

IPOMCXOOMT OT Hauajla MCCIeOoBaHMsa IO II0 MeHbIley Mepe OBeHanallaTu
HenoeJb .

174. ODeyTeTpabeHasuH, MJIN KOMIIOBULINSA, comepxaina g
oeyrerpabeHasuH TI[o Jwobomy M3 nOmn.l-173, oTJuMUaKnmyuecsa TeM, UYTo
neyrerTpabeHasuH sABJIgeTca dopMon (+)-mM3oMepa HeyTeTpadeHasMHa.

175. ODeyTeTpabeHasuH, MJIN KOMIIOBULIUA, comepxaina g
neyrerpabeHasuH, Do n.l174, oTaunyawnmMecsa TeM, dYTo ¢Qopma (+) -
n30oMepa neyreTpabeHasMHa HABJISeTCS aJlbda-M30MEPOM.

176. ODeyTeTpabeHasMH WJIN KOMIIOBULIUA, conmepxaina g
neyrerpa®beHas3MH, NOJ49 CHWXEeHMS TAIXeCTM THMKa, YTO M3MEepeHo C
[IOMOWBI IMKAJIH OLeHKM of0mero BIedaTJIEHMS MallMeéHTa C CHUHIPOMOM
TyperTa O THAXEeCTHM COCTOLAHUA (TS-PGIS) y oOBekTa C CHHIOPOMOM
TypeTTa, OyTeM BBeIeHMS CYTOUHOT'O KOJMUeCTBa IeyTeTpabeHa3MHa.

177. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasa
neyrerpabeHasMH, NOJ9 CHWXKEeHMS TAIKeCTM THKa, YTO M3MEepeHOo C
[IOMOWBI IMKAJIH OLeHKM Oofmero BIedaTJIEHMS IMallMeéHTa C CUHIPOMOM
TyperTa O THAXEeCTHM COCTOLAHUA (TS-PGIS) y oOBeKTa C CHHIOPOMOM
TyperTa 1o n.l176, HIOCPeldCTBOM:

a) BBeIeHMAa CYTOUHOT'O KOJMUeCTBa HeyTeTpabeHa3VHa; U

b) 1o MeHbmel Mepe exeHeIeJIbHOM OIleHKM TAXeCTM TUKOB C
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rnomonen TS-PGIS.

178. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, comepxanaga
neyrerpabeHas3syH 1o II. 177, TIOCPeIdCTBOM OOIIOJIHUTEJIBHO :

c) IIPMMEPHO yepes HeeJmn, ecmn CYTOUHOEe KOJIMYECTBO
neyrerpadbeHa3MHa ABJISETCSH [IEPEHOCHUMEIM, YBEJINYEHNU A CYTOUHOTO
KOJIMUeCTBa OeyTeTpadeHasMHa IO MeHbIeM Mepe Ha 6 MT/CYT;

d) HDOBTOpeHMA cCcTaauM b) m c) 1o Tex nOop, Ooka TS-PGIS He
OyneT OOIIOJIHUTEJIBHO YMeHBIIaTbCH, VIV CYTOUHOEe KOJIMYECTBO
neyrerpabeHasHa He HGBJIAETCHA I[IePeHOCUMEM,; U

e) HeobOdA3aTeJIbHO, ecau Jodoe Iocjenyrlee KOJUUEeCTBO He
ABJIAETCHA [IEPEHOCHUMEIM, YMeHbIIeHN CYTOUHOTO KOJIMYeCTBa
meyTeTpabeHasmHa Ha 6 MI'/CYyTKH.

179. ODeyTeTpabeHasuH I KOMIIO 3L A, conepxaia s
neyTeTpabeHasuHd o JodbomMy M3 NOn.176-178, oTaMyuammmecs TeM, UYTO
TUKM SABJIAIOTCA MOTOPHEMM THMKaMM.

180. ODeyTeTpabeHasuH, I KOMIIO3ULINSA, conepxalmasa
neyTeTpabeHasuH, 0 JmoboMy M3 . 176-178, oTauyamommMecsa TeM, UYTO
TUKM ABJIAITCSA QOHMUECKMMM TUKaMM.

181. ODeyTeTpabeHasMH MJIN KOMIIOBUILINSA, comepxaina g
oeyrerpabeHasuH, o JwodboMy M3 nmn. 176-180, oTauuanmmMecs TeM, UYTO
0BBEeKT MMeeT BO3pacT OoT 6 mo 16 Jer.

182. ODeyTeTpabeHasmMH WJIN KOMIIOBULIUA, comepxaina g
neyrerpabeHasuH, o JwodboMy m3 nmn. 176-180, oTanMuanmmMecs TeM, UYTO
00BEKT MMeeT BO3pacT oT 12 mo 18 Jer.

183. ODeyTeTpabeHasuH, WJIn KOMIIOBULIUA, conmepxaina g
neyrerpabeHasuH, 1o JwoboMy m3 nmn. 176-180, oTaMuammmMecs TeM, YTO
0BBEeKT MMeeT BO3pacT oT 6 mo 18 Jer.

184. ODeyTeTpabeHasuH, WJIN KOMIIOBULINA, comepxanasa
neyrerpabeHasuH, 10 JoboMy M3 nrn. 176-183, oTaMUamnmMecs TeM, YTO
CYTOUHOEe KOJIMUECTBO IeyTeTpabeHasMHa COCTaBJSeT OoT 6 mo 48 MrT.

185. ODeyTeTpabeHasmH VI KOMIIOBULIUA, comepxana s
neyrerpabeHasuH, 10 JoboMy M3 nOrn. 176-183, oTaMuammMecs TeM, 4YTO
CYTOUHOE KOJMUECTBO OeyTeTpabeHas3MHa BBOOAT C IUIMEN.

186. HDeyTeTpabeHasmH VI KOMIIOBULINA, comepxana s
neyrerpabeHasuH, o JwobomMy M3 Mmn.l176-183, oTaMuanmmMecsd TeM, UYTO

CYTOUHOEe KOJIMUEeCTBO eyTeTpabeHa3MHa pasnesignT Ha OBe OOS3H.
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187. HDeyTeTpabeHasmH VI KOMIIOBULIUA, conmepxanasga
neyrerpabeHasuH, nJis nonmepXaHn g KOHTPOJIA IaToJIOTUUYECKMX
HENPOM3BOJIbHEIX OBWXKEeHUN Y oO0BeKTa-4JeJIOBeKa C IOBUT'aTeJIbHEM
PacCcTpOMCTBOM IIYTeM BBeleHUS OOBLEeKTY TepaleBTHUUeCcKM 20PeKTUBHOTO
KOJIMYEeCTBAa neyrerpadbeHa3VHa B TeueHNe nepuona BpeMeHU,
OOCTATOUYHOT'O [JIA BEHIIOJIHEHMSA OINHOT'O WJIM HECKOJBKUX U3 CJIEeNYyRIMX
YCJIOBUM ;

YMEHBIIEHU S XOPeM IO MeHblleM Mepe Ha 10%;

YIIy4dlleHV I MOTOPHOM OGyHKLUMM II0 MeHbIlell Mepe Ha 10%;

YIydlleHU S QUBUUECKOTO (QYHKUMOHUPOBAHUA;

YIIyUdlmeHusa TJIOTaHUA;

YIIyUlleHUS PaBHOBECUSL;

YMeHbBIIeHN 4 IaToOJIOTUYECKUX HENPOM3BOJIbLHEX OBYVKEHUM N
O0BOBLEeKTOB C IO3OHEeM OMUCKUHEe3UelN;

YMEHBIIEHMSA MOTOPHHX THKORB;

YMEHBIIeHV A BOKAJILHEX/DOHUUECKUX TUKOB;

YMEHBIIEeHV S MOTOPHEX ¥ BOKaJILHEX/QOHUUECKUX TUKOB;

YMeHbIeH I YXyOmeHM s COCTOSAHUSA OBOBEKTOB c CUHIPOMOM
TyperTa;

YMEHBIIeHUS TSKeCTM CUMHIOIpoMa TypeTTa;

YMEeHbIIeHV I[I0 IKaJe OLleHKM oO0mero BIedyaTJIeHMsa HallMeHTa C
cuHopoMoM TypeTTa O TSXeCTM COCTOSHUA; U

CMJIBHOTO WJIM OUEeHBb CWJILHOTO YJYyUlleHUsa Oofmero KJIVMHUUEeCKOT'O
BIIeUaTJIeHMA O IMHaMMKe COCTOSHMUSA MNalMeHTa-o0BeKTa.

188. ODeyTeTpabeHasMH WJIN KOMIIOBULIUA, conmepxaina g
neyTeTpabeHasuHd, o o.187, oTauMuanommecsa TeM, UYTO PacCCTPOMCTBO
BHOpaHo u3 0oJes3HM XaHTMHI'TOHA, I[IO03IOHeM OUCKUHE3UM ¥ CHUHIpOMA
TyperTa.

189. DeyTeTpabeHasmH WA KOMIIOBULINA, conmepxanasa
neyrerpabeHas3mMH TIIo II.187, oTJMUaKmMecsd TeM, UYTO YJyUlleHrEe B
KaxIo¥ M3 VKa3aHHHX BHIIEe KOHEUHHX TOUeK U3MepsaeTcd CJedYMyM
obpasoM:

YMeHBIIeHEe XOpeu Hu3MepsaeTcsa N0 YHUOMUMPOBAHHOM mMKaJe OleHKU
BoJjiesHnu XaHTuHIToHa (UHDRS) MM ee cyOmKaJH;

YMeHBIIeHVE XOopen V3MEPAETCH infe) mKaJje OLLEHKMU obmemn

MakcuMaJIbHOM xopem (TMC) UHDRS;
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VIydleHrue MOTOPHOM OYHKIMM M3MepseTcd IO MKaJle OleHKM obmen
IOBUTATeJIbHOM aKTMBHOCTM (TMS) UHDRS;

YIIydleHre QU3UUECKOTO OQYHKIMOHMPOBAHMA W3MepSeTCcs II0 MIKalle
OLIEHKM OQUBUUECKOTO QYHKIUMOHMpOBaHMA SEF-36;

YIIydlnmeHune TJIOTaHUS  WM3MEepPSIeTCsd  BOIPOCHMKOM O  HapyIleHUM
rJjioTaHusa (SDQ) ;

YIIydlleHe PaBHOBECUSA U3MepSeTCsa C IIOMOIBI TecTa pPaBHOBECUSA
Bepra (BBT) ;

YMeHbIIeHKE [IaToJIOTUYECKMX HENPOU3BOJIbHEX OBVDKEeHUMN N
OOBEKTOB C IIO3IOHENW OUCKMHE3MEeM U3MepAeTCcsa C IoMombin AIMS;

YMeHbBIIeHVEe MOTOPHHX THUKOB Y OOBEKTOB C CUHIOIpoMOM TypeTTa
nsMepsaeTrca c nomompilo MTSS YGTSS;

YMeHbIIeH e BOKAJIbHEX/ QOHNUE CKUX TUKOB N4 OBBEKTOR c
cuHnpoMoM TypeTTa mM3MepdeTcd ¢ nomMomeio VISS YGTSS;

YMeHbIIeHre OOmMX (MOTOPHHX ¥ BOKAJBbHHX/DOHMUECKUX) TUKOB
nsMepdercd ¢ nomMomein TTS YGTSS;

YMeHblIeHVe YXYIOIeHUSa COCTOSAHMA OlLeHMBaeTCd II0 MKaJle OLIeHKU
YXYOLEeHUusa CcoCcToAHuA YGTSS;

yMeHbIleHVe TSXKeCTM CHUHIpoMa TypeTTa WM3MepseTcs [0 MKaje
OlleHKM ofme¥ TsxecTn YGTSS; m

YMeHBIIeHMe of0mero BIeUaTJIeHMS IHallMeHTa O TSXKeCTUM COCTOSHUA
OBBEKTOB C CHHIOIPOMOM TypeTTa M3MepdeTcd C IoMombiln TS-PGIS.

190. ODeyTeTpabeHasmMH WJIN KOMIIOBULIUA, comepxaina g
neyrerpabeHasuH, o Jwobomy m3 nOmn.l1l87-189, oTauMuawnmmecsd TeM, UYTO
OOCTATOUHHM I[Ieprol BpPeMeHM COCTaBJISeT II0 MeHbllel Mepe YeTHpe
HeOoeJu.

191. ODeyTeTpabeHasmH WJIN KOMIIOBULIUA, conmepxaina g
neyrerpabeHasuHd, oo 11.190, oTjauuawnmyecs TeM, UYTO OOCTATOUHHM
Ieprol BPEeMeHM COCTaBJISeT 10 MeHbIlel Mepe BOCeMb HeIeJlb.

192. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasa
neyrerpabeHas3suH 1o 11.191, oTJIMYUaKnIMecd TeM, UYUTO ITOCTATOYHEI
IepMrol BPEMeHM COCTaBJISeT IO MeHbIlel Mepe OBeHanllaTh HelelJlb.

193. ODeyTeTpabeHasmH WA KOMIIOBULINA, comepxanasa
neyrerpabeHasuH, o JwobomMy M3 Omn.l187-192, oTaMuaommecsd TeM, UYTO
YMeHBIIeHVE VI yIIydlmeHne COOTBETCTBYKIIETO rnokasaTelid VI

IokKasaTeJIe COCTaRJIAeT 1[I0 MeHbmen Mepe 10% 10 CpaBHeHMI C
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VICXOIOHEIM YPOBHEM.

194. ODeyTeTpabeHasuH, WJIN KOMIIOBULINA, comepxanaga
neyrerpabeHasuH, IO I1.193, oTaMUanmuecs TeM, 4YTO YMeHBbIIeHUE WU
yIydleHrue COOTBETCTBYKMEeTO IIokKa3aTeJIi WMIM II0 MeHbLIIeM Mepe OIHOTO
13 IoKaz3aTeJIeM COCTaBJIAeT IO MeHbmer Mepe 20% 0O CpaBHEHUMBO C
VICXOOHEIM YPOBHEM.

195. ODeyTeTpabeHasuH, WJIN KOMIIOBUILINA, comepxama g
neyrerpadbeHasuH, IO I1.194, omaMuanmmMecs TeM, UYTO YMeHBbIIeHUE WU
yIydleHrue COOTBETCTBYKMETO IIoKa3aTeJii WMIM II0 MeHBIIeM Mepe OIHOTO
13 IoKa3aTeJIeM COCTaBJIAeT IO MeHblmem Mepe 40% 0O CpaBHEHUMIO C
VMCXOOHEIM YPOBHEM.

196. HDeyTeTpabeHasmH WJIIN KOMIIOBULINA, comepxama g
neyrerpabeHasuH 0o n.195, oTauuamomMecsd TeM, UYTO YyMeHblleHue WJIU
yJyuleHre COOTBETCTBYKIETro IIoKa3aTeJld MM II0 MeHbIel Mepe OIHOTO
13 Iokasz3aTeJIeM CcocTaBjigdeT IO MeHbmeM Mepe 50% O CpaBHEeHUMIO C
MCXOOHEIM YPOBHEM.

197. ODeyTeTpabeHasuH, I KOMIIO3ULIMSA, conepxalmasa
neyrerpabeHasuH, o Jwobomy m3 Omn.l1l87-196, oTaMuawnmmMecsd TeM, UYTOo
PacCcTpoOMCTBO MHOpelcTaBjisgeT coboM 06oJie3Hb XaHTUMHITOHA.

198. ODeyTeTpabeHasmuH, WJIN KOMIIOBULINSA, comepxaina g
oeyrerpabeHasuH, o Jwobomy M3 nOmn.l1l87-196, oTaMuanmmecsd TeM, UYTO
IaToJIOTUUYECKOe HEIIPOM3BOJILHOE OBVDKEeHME ABJIAETCSH Xopeeln,
CBA3aHHOM Cc 0oJie3HbI XaHTUMHI'TOHA.

199. ODeyTeTpabeHasnH WJIN KOMIIOBULIUA, comepxaina g
neyrerpabeHasuH, o JwobomMy m3 0Omn.l1l87-196, oTaMuanmmMecsd TeM, UYTO
PacCcTpOMCTBO HOpelcTaBJgeT coBoM MO3OHIKD IUCKUHE3UO.

200. ODeyTeTpabeHasuH, WJIN KOMIIOBULIUA, conmepxaina g
neyrerpabeHasuH, o Jwobomy m3 nOmn.l1l87-196, oTaMuaommMecsd TeM, UYTO
pPacCcTpOMCTBO HOpelcTaBljfgeT coboM cuHApoM TypeTTa.

201. ODeyTeTpabeHasmH WA KOMIIOBULIUA, comepxanasa
neyrerpabeHasuH, o Jwobomy M3 nOmn.l187-196, oTauMuaommMecsd TeM, UYTO
IaToJIOTHMUEeCKOoe HelPOM3BOJLHOE IBMXeHMe IMOIpelcTaBJjsgeT coboM TUK,
CBA3aHHEM C CHMHIpOMOM TypeTTa.

I[Io DOBepeHHOCTH



MBSMEHEHHAST $OPMYIJIA M3OBPETEHNMA

[I0 19 CTATBE PCT

1. NeyTeTpabeHasmuH, VIV KOMIIO3ULIVSA, conmepxama s
neyrerpabeHasuH, nJis JIeUeHn s IaTOJIOTUUECKUX HEeNIPOU3BOJILHEX
OIBMXKEeHUN y OoOBekTa IyTeM:

a) BBEIOEeHMSA OBBEKTY HadvaJIbHOT'O CYTOUHOTO KOJIMYECTBA
neyTeTpabeHasrHa, COCTAaBJAKMETO II0 MeHbIIeM Mepe IOIPVMMEepHO 6 MI' B
CYTKU;

b) omnpenejyieHMd OIPUMMEPHO UYepe3 OIOHY HeOeJlld CTeleHM KOHTPOJIA
IaToJIOTUUYEeCKUX HeIpOoM3BOJIbLHEX OBWXEHUM, OOCTUTHYTOM c
MCIIOJIE30BaHMEM HauvaJIbHOTO CYTOUHOT'O KOJIMUeCcTBa, U IIepPeHOCHMOCTH
HavyaJIbHOT'O CYTOUHOT'O KOJIMUeCTRBa;

C) YBeJMUYeHMsS CYTOUHOT'O KOJIMUeCTBa HeyTeTpabeHasmHa Ha 6
MI'/CYTKM OO MHOCJIeOylmelo CYTOUHOTO KOJIMUeCTBa, eCJM NaToJIOTMUeCKUe
HEINPOMU3BOJIbHEE IOBMWKEHMSA He YMeHBIalTCsa, a HadajlbHOe CYTOUHOe
KOJIMUECTBO ABJIAETCH [IePEeHOCHUMEM;

d) Heo®A3aTeJILHO IOBTOPEHMS MIPMMEPHO uUepes3 OOHY HemeJo cTalun
b) m c) npm YyCJIOBMM, UTO INaTOJIOTMUECKMEe HEeIPOM3BOJIbLHHE OBWKEHUSI
YMEeHBMAalTCa, M CYTOUHOe KOJMUeCTBO HeyTeTpabeHasMHa SABJIAETCH
[IePeHOCUMEIM,; U

e) YMeHbIeHMS CYTOUHOT'O KOJIMUeCcTBa II0 MeHblley Mepe Ha 6
MT'/CYTKM OO IOCJeOy mero CYyTOUHOTO KOJMUeCTBa, ecyM KakKoe-Jmdo
mocjenyrinee KOJMUECTBO CTAHOBUTCSH HE IIepPeHOCHMEBM.

2. NeyTeTpabeHasuH VI KOMIIO 33UV, comepxamas
neyrerpabeHasuH, oJis JIeUeHU IaTOJIOTUUYECKUX HEeIpPOU3BOJIbLHEX
OBWXEHUM IIyTeM IIepeBola O00LeKTa, [NoJIydallero CYMecTBYylIee CYTOUHOE
KOJIMYEeCTBO TeTpabeHa3MHa oIS KOHTPOJIA IaToJIOTUUYECKMX
HelpPOU3BOJILHHX OBMWXEeHMM, C TeTpab®eHasuHa Ha IOeyTeTpadeHasMH, UYTO
BKJIOUAET :

a) OTMEeHY CYTOUHOT'O KOJMUeCTBa TeTpabeHas3MHAa;

b) Ha cienmyomuy OeHb, BBeldeHMe OO0OBLEKTY HauaJlbHOTO CYTOUHOTO
KOJIMYecTBa JIeyTeTpabeHa3MHa, KOTOpOe COCTaBJISeT IMIpuMepHOo oT 30%
nprMMepHo pno 70% oT CcymecTByKmero ofmero CyTOYHOTO KOJMUECTBA
TeTpabeHa3MHa ¥ COCTABJIAET II0 MeHLIeM Mepe IIPUMMEPHO 6 MI' B CYTKU;

C) TIPMMEPHO UYepe3 OIOHY HeOeJlo OIpelleJIeEHMe CTelleHM KOHTPOJIA

IIaTOJIOTMUE CKNMX HelIpOM3BOJIBEHEIX ,]IBI/DKeHI/Iﬁ, ,JIOCTMI‘HyTOﬁ C



VCIIOJIL 30BaHueM HavaJIbHOTO CYTOUHOTO KOJIMUYeCcTBa oenTepui—-
3aMelleHHOTO TeTpabeHasMHa, U IepeHOCHMMOCTM HauvaJIbHOTO KOJIUUeCTBa;

d) eCJIM CTelleHb KOHTPOJIS [NaTOJIOTUUEeCKMX  HelIpPOU3BOJbLHBIX
OIBWXEHUM CcpaBHMMAa C KOHTpPOJIEM, KoI'Ima OoBBLeKT MoJydaeT TeTpabeHa3uH,
WM HealeKBaTHa, ¥ HadaJlbHOE KOJIMUeCTBO ABJIAETCHA [IepPeHOCHMEM, TO
yBeJIMUeHMe CYTOUYHOTO KOJMUeCTBa Ha 6 MI/CYyTKM IO I[HOCJenyoleIo
CYTOUHOT'O KOJIMUEeCTBa HOeyTeTpabOeHasMHa;

e) MPMMEPHO uUepe3 OIHY HeleJilo HeoOg3aTeJIbHO IOBTOpeHMe CTalun
c) m d) mOpmM yCJIOBMM, UTO I[IATOJIOTMUECKME HEIPOM3BOJIbLHEE IBMWXEHUS
YMEHBIIAKTCA, U KOJMUECTBO SABJIAETCH I[IE€PEHOCHUMEM; U

f) HeobgazaTesbHO, ecau JwboOe TIoclyenywlee KOJIUUeCTBO He
ABJISETCSI II€PEeHOCUMEIM, TO YMEHLBIIeHMe CYTOUHOT'O KOJIMUecTBa Ha 6
MI'/CYTKM OO IOCJeOyilmeTo CYTOUHOTO KOJMUeCTBa.

3. ODeyTeTpabeHasuH I KOMIIO3ULIN A, comepxamasgd
neyTerpabeHasuH, OJIA JeueHUd OBUTATEJILHOTO pPacCcTpoMcTBa y oO0bmeKTa,
roe JleueHue BKJIIOUAET BBeIeHUE CYTOUHOTI'O KoJIMueCcTBa
neyTeTpabeHasuHa B IMalla30He OT IIPUMEPHO 6 OO IPMMEpHO 78 MI', IIOe
JImbo :

Xopes CHMXaeTCcsa 10 MeHbmel Mepe Ha 10%, ¥ BHIIOJIHAETCHS OIHO
MM HECKOJIbLKO U3 CJeOyllMxX YCJIOBUM :

MOTOPHasa OOYHKIUMS yJydlmaeTcs, II0 MeHbllel Mepe, Ha 10%;

pusmueckoe QYHKLUMOHMPOBaHMEe OOBEKTa YJydllaeTCs;

YyIydlaeTCcsa TJIOTaHue;

PaBHOBEeCHE He YXYOUAaeTCs;

JIedueHMe He BH3HBaAeT 3HAUMTEJIBHOTO YBeJMueHUs OeCCOHHMUIE,
Oernpeccun, TPpeBOoTM, BO3OYXIEHMSI, CYMUMIOAJBHOT'O MHIJIEHUS, akKaTU3uu,
PasmopaXmuTesILHOCTH, YCTAaJIOCTM, I[NapKMHCOHM3MAa WM oucharmm; u

MaKCHMaJlbHOe yBeJimdeHMe QTCF cocTaBJsgeT MeHee UeM 5 MC;

JIMOOo @

MOTOPHasa OQyHKUMA YJyulmlaeTcs, I[I0 MeHbIlleM Mepe, Ha 10%, wu
BHIIIOJIHAETCSA OOHO MJIM HECKOJIbKO M3 CJIeIYyNUX YCIJIIOBUMN:

Xopesa CcHUXaeTcd, 10 MeHblel Mepe, Ha 10%;

prsmrUeckoe QYHKUMOHUPOBaHME OOBEKTa YJydllaeTCHa;

yIaydlmaeTcsa TJIOTaHue;

PaBHOBEeCHE He YXYOlaeTCs;

JIeUeHVe He BEISEIBAeT SHaAUYMTEeJIEHOT'O YBeJIMUeHNA OEeCCOHHULH,



Oenpeccunr, TPpeBOTM, BO3OYXIEeHWA, CYUUUOAJLHOTO MBIUJIEHWSA, akKaTU3UN,
PasmopaXmuTesILHOCTH, YCTaJIOCTH, [NapKMHCOHM3MAa WM OUucharmm; u

MakcHuMaJibHOe yBeJiMueHMe QTcF cocTaBJgeT MeHee ueM 5 McC.

4. ODeyTeTpabeHasmH I KOMIIO 3L, comepxana g
ODeyTeTpabeHa3uH, OJIA  JIedeHMS [HaTOJIOTMUECKOT'O  HEeNpOM3BOJBHOI'O
OBIVKEHU A N4 obBeKrTa oyTeM BBEeIIeHUA CYTOUHOT'O KoJIMdecTBa
ODeyTeTpabeHasuHa OOBEKTY, KOTOpoOe:

a) aleKBaTHO YyMeHBIIaeT IIaTOJIOTMUECKMEe HEIPOMU3BOJIbHEE IBVKEHMSA
obBeKTa; u

b) vyayumaeT oOIOMH WMJIM HECKOJIBKO CHMMITOMOB 00BeKTa M3 UMcIa
Oenpeccun, OEeCCOHHMULE, COHJIMBOCTHM, YCTAJIOCTM, TOJIOBOKPYXEHNUS,
BecriokomcTBa, BO3OYyXIOEeHUSI, axKaTusuy, MNapKMHCOHM3MA, TOWHOTEL,
Tperoru, HapylleHn A TJIOTaHu4g, YyBeJIMUeHue MacCCH TeJsa,
PasmopaXmuTeJIbHOCTM M KOMIIYJIECUBHOT'O IIOBEeOeHUd.

5. ODeyTeTpabeHasuH, I KOMIIO3ULIN A, comepxamasgd
neyTeTrpabeHasrH, OJIsS YMEHBIIEHMS XOpeu UM YJIYUlleHMS MOTOPHOM GyHKIUU
y oOBekTa C 0o0JIe3HBI XaHTMHITOHAa, BKJOUAKIIETO BBeleHMe CYTOUHOI'O
KOJIMUeCcTBa OeyTeTpabeHasMHa.

6. ODeyTeTpabeHasuH, I KOMIIO3ULINU A, comepxaina g
neyrerpadeHasuH, OJg VJIYUIEeHVMS MOTOPHOM OQYyHKUMM YV 00BeKTa C
BoJie3HbI XaHTUMHI'TOHA, C NO3IHEeM OUMCKUMHEe3MeM WJIM CcUHIpoMoM TypeTTa,
BKJIOUAKIIETO BBeIleHUE [IPUMEPHO CYTOUHOT'O KOJIMUYeCcTBa
ODeyTeTpabeHasuHa .

7. ODeyTeTpabeHasuH, I KOMIIO3ULIN A, conmepxana g
ODeyTeTpabeHas3uH, OJIS9 YMEHBIIEHMS MOTOPHEX WM QOHUUYECKUX TUKOB VY
oBwekTa ¢ cuHOpoMoM TypeTTa, BKJIOUAKIIETO BBeIeHMe JIIPUMEPHO
CYTOUHOT'O KOJMUEeCTBa HOeyTeTpabeHasMHa.

8. ODeyTeTpabeHasuH, I KOMIIO3ULIU A, comepxanasa
ODeyTeTpabeHa3uH, OJS YMEHBIIEeHWS MOTOPHHEX WIM QOHUUECKUX TUKOB VY
oBwekTa ¢ cuHOpoMoM TypeTTa, BKJIOUAKIIETO BBeOeHMe JIIPUMEPHO
CYTOUHOT'O KOJMUeCTBa IeyTeTpabeHasMHa.

9. ODeyTeTpabeHasmH VI KOMIIO 33U, comepxanasa
ODeyTeTpabeHas3uHd, IOJSI CHUXEeHMA TIKeCTM TUMKOB, UTO M3MEepeHo C
NOMOIIBI MKAJIE  OLleHKM OofmMero BIeUuaTJIeHMd T[allMeHTa C CHUHIOIPOMOM
TyperTa © TaxecTM cocTodAHMA (TS-PGIS) vy oOBeKTa C CUHIPOMOM

TyperTTa, IIyTeM BBeIEeHMS CYTOUHOTO KOJMUeCTBa ImeyTeTpabeHas3MHA.



10. ODeyTeTpabeHasmH WJIN KOMIIOBULINSA, comepxanasa
DeyTeTpabeHasuH, 0JIs IonnepXaHusa KOHTPOJIA [IaToJIOTUYeCKUX
HeIlIpOU3BOJIbLHEX OBVXEeHUM Yy  0O0BeKTa-uejloBeKa C  IOBUI'aTeJIbHEM
PACCTPOMCTBOM IIyTeM BBeIeHUsS OOBeKTy TepaleBTUUeCKM 2OOeKTMBHOTO
KOJIMYeCTBa oeyTeTpabeHas3MHa B TedeHNre nepuona BpEeMeHHU,
OOCTATOUHOT'O IJIS BEHIIOJIHEHMSA OOHOT'O MWMJIM HECKOJIBKUX M3 CJeOyKRIINX
YCJIOBUM ;

YMEHBIIEHU S XOPeM IO MeHbmled Mepe Ha 10%;

YJIy4dlleH I MOTOPHOM OGyHKUMM IIO MeHbllel Mepe Ha 10%;

VIYUleHU S QU3UUECKOTO QYyHKUMOHUPOBAHMUL;

YIIYyUlleHUa TJIOTaHuAg;

YIIYUIleHUS PaBHOBECHUA;

YMeHbBIIeHU S MNaTOJIOTUUeCKUX HENPOU3BOJILHHX OBMXEHUM Y OOBLEKTOB
C NOB3OHEW IOUCKUHEe3UEN;

YMEHBIIEHMA MOTOPHBX THUKOB;

YMEHbIIEHN S BOKAJIBLHEX/QOHUUECKUX TUKOB;

YMEHBIIEHNS MOTOPHHX M BOKAJIbHEX/DOHMUECKUX TUKOB;

YMEHBIIeHMA YXYIOIEeHMA COCTOAHMA OOBEeKTOB C CHMHIOpPOMOM TypeTTa;

YMEHBIIeHMA TAXKeCTM CHMHIOpoMa TypeTTa;

YMEHBIIeHMA I10 [IKaJle OlleHKM Oofmero BIedaTJIeHUs [alMeHTa C
cuHipoMoM TypeTTa O THAXEeCTM COCTOSHUSA; U

CUJIBHOTO MWMJIM OUeHb CWMJIBHOTO VYJIYUIEHVSa OOMero KJIMHUYUECKOTO
BlleUaTJIeHUS O IMHaMMKe COCTOSHUA IalMeHTa-o0BeKTa.

IIo mOBepeHHOCTHU
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OUI.5

MoKasarenb WKanb! OLEHKM 00LeH MAKCUMANbHOR XOPen
(cpeaHee u3MeHeHMe OTHOCHTENBHO NCXOAHOTO YPOBHS)

37 NaUneHTOB:
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HouHoe nepexnioyenme Ha SD-809
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Mokasarenb LWKanbI OLeHKM 00Len ABUraTeNbHON (YHKLMK
(CpeaHee M3MeHeHUe OT UCXOAHOTO YPOBHS
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OUr.9

U3meHeHue nokasaTenen obwWwux TUKOB, ABUraTeNbHbIX U BOKANbHLIX TUKOB
C TeYEHMEM BPEMEHH
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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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