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2420-559499EA/011
SAPMAILIEBTUUECKNE KOMIIOBMLIMNM JIEBE TUPALIE TAMA [MIPOJIOHT'MPOBAHHOI'O
BEICBOBOXIEHUA

[0001] OTa 3afgBKa MCOpallMBaeT IPUOPUTET M IIPeUMyIlleCTBO
NpelBapUTEeJIbLHOM I[aTeHTHOM 3asaBku CIIA 62/165812, nomaHHOM 22 Masd
2015 rToma, ¥ OOLUHOM INaTeHTHOM 3adBkm CIIA 15/160424, nomanHHOM 20
Masg 2016 rToma, cCcoIepXaHMe M PACKPHTHME KOTOPHX BKJIOUEHO B MOaHHEM
IOOKYMEHT IIOCPeICTBOM CCHUIKM BO BCeM MX IIOJIHOTE.

O6JlacTh TeXHUKM, K KOTOPOM OTHOCHUTCS M300peTeHMre

[0002] D310 wMBOOpeTeHMEe OTHOCUTCHA K HOBEM OQpapMalleBTUUeCKUM
KOMIIOB3ULMAM JeBeTHUpalleTaMa I[IPOJIOHTMPOBAHHOTO BECBODOOXIEHUS W UX
npernapaTaM ¥ XapaKTepUCTUKaM. Kpome  TOTO, 3T0 M300peTeHMUEe
OTHOCHUTCS K  MCIOJb30BAHUID STUX  dQapMalleBTUUECKMX  KOMIIO3UIIUM
JeBeTHUpalleTaMa MIPOJIOHTMPOBAHHOT O BEHICBOOOXIIEHU A nJis JIleueHn s
KOTHUTUBHOTO HapylmeHus, acCOLMMPOBAHHOTO C paccTpocTBaMM
LIeHTpaJlbHOV HepBHOM cucTeMbl (IJHC) y HyXIJawomeTocs B STOM OOJBHOTO
WV C PUCKOM €TI0 Pa3BUTHUAL.

YPOBEHE TEXHUKU M300peTeHMs

[0003] KorHuTHBHEE CIIOCODHOCTHU MOT'YT CHMXaTbCH KakK
HOpMaJIbHOe CJIEOCTBME CTapeHMa WJIM KaK CJIeICTBMe PpacCTpoMCcTBa
IHC.

[0004] Hanpumep, 3HaUMTEeJIbHAa4g INONYJISLMSA  IIOXWMJIBEIX  JIoOeM
UCIHTHBAET CHMWXEeHME KOTHUTUBHHX CIIOCOBHOCTEM, KOTOpOe IIPEeBHIIaeT
TUIIMYHOE IIJIS HOPMaJIbHOTO cCcTapeHMsa. Takasd Bo3pacTHasa TIIoTepd
KOTHUTUBHOM (QYHKUUM KIMHUUECKM XapaKTepu3yeTcs IpoTrpeccHupylmen
IoTepel namMaTH, IIOBHAHUA, PacCCyXIeHMSa UM CcyXIeHus. CpeIlu TpyI,
CBA3aHHEIX C TakoM BO3PaCTHOM ToTepe¥ KOTHUTHMBHOM  QyHKIUM,
HaxoOAaATCd YMEepeHHOe KOTHUTUMBHOE HapylleHMue (MCI), BOBpacTHOE
HapylleHne naMaTu (AAMT) , BO3pacTHOE CHMXeHUe KOTHUTUBHEIX
crnocoBHocTer (ARCD) MIM aHaJIOTMUHEE KJIMHUUEeCKMe TPYNNHE. COTJIacHO
HEKOTOPEIM OIlleHKaM, B o&gHux CIIA wmMmMeeTcd OoJjiee 16 MWUIIJIMOHOB
yeJioBek ¢ AAMI (Barker et al., 1995) m oueHmBaeTcsa, uTo B CIIA B
BO3pacTe cCTapme 65 Jger MCI 1nopaXeHO OkoJIo 5,5-7 MAJIJIMOHOB
(Plassman et al., 2008).

[0005] KorHnuruBHOE HapylleHue TakKxe CBA3aHO c IpyI'MMMK

paccTpoMCcTBaMM LIeHTpaJIbHOM HepBHOM cucTemel (IJHC), TakuMM Kak



OeMeHUud, O0oJIe3Hb AbuTeNMepPa (AD) , nponpoMaJjibHaA AD,
IIOCTTpaBMaTHUUECKOEe CTpeccoBOe paccTpo¥cTeo (PTSD), mm3o0dpeHmUd,
BUIIOJIAPHOE pPacCTPOMCTBO (Halop., MaHMA), ©OOKOBOM aMMOTPOOMUECKUN
CkJiepo3 (ALS), KOT'HUTMBHOe HapylleHMe, CBA3aHHOEe C JIeUeHUMEM paka,
3amepXKa YMCTBEHHOTO pasBuUTHA, O0o0Jie3HL IlapkMHCOHa (PD), ayTmusuM,
KOMIIYJIbLCUBHOE IIOBeIeHMe M 3aBUCUMOCTE OT IICUXOAKTUMBHEIX BeUleCTB.
[0006] BciaencTBHUe 3T0OTO, cymecTByeT NOTPebHOCTD B
S20OPEeKTUBHOM JIEUEHUNM KOTHUTMBHOTO HapylleHUsa, acCCOUMMPOBAHHOTO C
paccTpoicTBaMM LeHTpaJlbHOM HepBHOM cucTeMu (IHC) ¥ Ojs yJIydlleHUS
KOTHUTUBHOM OOYVHKUMM VY IIalMeHTOB C IUMATHOCTHMPOBAHHBIM, HaIpUMEpP,
BO3pPaCTHEM KOTHUTMBHEM HapylleHmeMm, MCI, aMHecTuueckmMm MCI, AAMI,
ARCD, @pmeMeHuLuel, OoJjesHb AjblreldMmepa (AD), mnpoIpoMajibHOM AD,
IIOCTTPaBMaTUUECKVM CTPEeCCOBEM paccTpoycTtBoM (PTSD), mmusodpeHMUel,
OUNIOJIAPHEM pPacCcTpPOMCTBOM (Hanp., MaHuen) , OOKOBHM

aMMOTpO®quCKMM CRJIEPO30M, KOTHUTHVMBHEM HapylleHMeM, CBA3aHHEIM C

JleueHNEeM paxka, 3anepXKon YMCTBEHHOTO Pa3BUTHUA, BoJIe3HB
I[TapKMHCOHA (PD), ayTHU3MOM, KOMITYJIbL CUBHEIM IoBeOeHreM u
3aBUCHUMOCTBIO oT IICUXOaKTUBHEIX BemecTB u aHaJIO TUYHEMA
paccTpoCcTBaMu LeHTpaJIbHOM HepBHOM CUCTEMEL (IHC) ,

aCColMrMpoOBaHHEBEIMN C KOT'THMU TV BHEM HapyllieHlreM mJinm C PUCKOM nx

Pa3BUTUA.
[0007] JleBeTUpaleTaM ABJIAETCH MMPOKO VICIIOJIb 3y eMBIM
IPOTUBOSIUIIEIITUUECKNM JIeKAapCTBEHHEIM IIpelapaToM. Ero HasBaHUe

COTJIaCHO MexOyHapoIHOMY COI3Y TeOopeTUMUeCKOW U IIPUKIagHOM XUMUU
(IUPAC) (28) -2- (2-oKCONUPPOIMIMH—1—1JI) fyTaHaMmMm) , a ero
XMMHUUeCKad CTPpYKTypa [IoKaszaHa B dopMyJie 1.
CHs
O H,

%,

y NH,

)

QopmyJia I

[0008] JleBeTrpalleTaM IIOKa3aH B KauecTBe OONOJHUTEJLHOM
TepallMy IIPU JeUeHUM IaplMalJlbHBEIX I[IPUCTYIIOB, WJIM MMOKJIOHMUECKUX
[IPUCTYIIOB, WY [EPBUUHEIX TIE€HepaliM30BaHHEX TOHUKO—KJIOHUUYECKUX

I[IpMCTyIioB . PexoMeHODOBAHO, UTOOHE TakMe BUIOH JIeUeHMSI HauMHaJUCh C



CYTOUHOM IO3H, cocTaBJgwnilen 1000 MT'/OEeHb . IOMIOJIHUTEJILHOE
yBeJIMueHue OO3UPOBKU MOXHO HazHadaThb oo MaKCHUMAaJILHOM
PEKOMEHIOBaAHHOM CYTOUHOM IOO3H, cocTaBJIgnImen 3000 MT.

JlepeTupalleTaM B HacCTofllee BpeMa HOOCTyIeH B BUIe IIpellapaToB
HEeMEJIEHHOTO ¥ IIPOJIOHTMPOBAHHOTO BECBOOOXIOEHUS OJS IIepOopalJIbHOTO
IprMeHeHMA. JlekapCcTBeHHad dopMa JieBeTHpalleTaMa IIPOJIOHIMPOBAHHOTO
BHICBOOOXIEeHMS OOCTyNHa B »os3upoBkax 500 mr, 750 mr m 1000 M o4
VICIIOJIL 30BaHMUA OOMH pas B IOEeHb . JlekapcTBeHHasa dopma
JeBeTUpalleTaMa HeMeIJIEHHOT'O BECBODOXIOEeHMS HOOCTYIIHAa B OO3UPOBKAX
250 w~mr, 500 wMr, 750 Mr m 1000 Mr @OJsa MCIOJbL30BaHMSA IOBaAXIH B
IOEHb .

[0009] MexnoyHapOooHEeE BaaBKU JUEE PCT/US09/05647,
PCT/US12/24556 m PCT/US14/29170 packKpw¥, UYTO JIeBeTHpalleTaM, IIpu
BBeIeHUM B [Oo03e 0OoJjiee HM3KOM, UYeM TepalleBTHUYecKMe OO3H MJIA
JIeUeHn s SMMJIETICUMA, MOXET JIeUUNTh KOTHUTUBHOE HapylleHue,
accolMMpOBaHHOEe C pPacCcTpOMCTBaMM LeHTPpaJIbHOM HepBHOM CUCTEeME
(IHC) vy HyXmawomerocsa B 3TOM OOJIBHOTO WMJIM C PUCKOM €TI0 pPa3BUTHUA.

[0010] B HacTodlee BpeMsa KOMMEPUECKU OOCTYIIHEIE
JIeKapCTBEeHHEE bopMEL C [IPOJIOHTUPOBaHHEM BEHICBOOOXIeHNEM
JepeTHpaleTaMa conmepxaT 500 mr, 750 mMr m 1000 Mr JiepeTupalieTama.
Takme JleKapCTBeHHEEe GOPMBEL C IIPOJIOHITUMPOBAHHEM BHCBOOOXIEHMEM He
NIOOAXOOAT MOJS JileueHMS KOTHUTHMBHHX HapymeHUM. BcjlencTBUe 5BTOTO,
CymecTBYyeT IIOTPpeB®HOCTL B HOBHX KOMIIOBULIMAX C OIPOJIOHTMPOBAHHEM
BHICBOBOXIEHMEM JieBeTHupalleTaMa JIS JieUeHUS KOTHUTUBHEX HaPYIEeHUM.

CymHOCTE M300peTeHud

[0011] B omHOM acHekKTe HacTodAmee WU300peTeHMEe NIPeOOCTaBJIAET
bapMaleBTUUECKYIO KOMIIO 3ULINIO [IPOJIOHTUPOBAHHOT O BHICBOOOXIEeHN A,
comepxXxamym : a) 220 MI' JIeBeTHpalleTaMa; b) 280 wMr-350 MO
TUOPOKCUIIPOIIUIIME TUJILEJIJIIIO 3H ; c) 1,2 Mr-1,4 MT KOJIJIOMIOHOT'O
OMOKCHUIAa KpeMHU A ; d) 92,8 Mr-119,2 MT CUJIMKOHU3VPOBAHHOM
MUKPOKPUCTAJIJIMUECKOM ILeJJI0JIOBE,; U ) 6,0 w™Mr-6,7 M cCcTeapaTa
MaTHMA . B OpyToM acriexKTe IpencTaBJIEHHOE n3obpeTeHue
IpenoCTaBJIgEeT bapMalleBTUUYECKYIO KOMIIO 3ULINI0 [IPOJIOHTUPOBAHHOT'O
BHICBOOOXIeHNd, colepxXamywn: a) 220 MI JieBeTupalleTaMa,; b) 280 wMr
TUOPOKCUNIPONIMIIME TUJILEJIJIIJIOSE,; ¢) 1,2 MI' KOJUIOMIHOTO IMOKCHIA

KpeMHMA; d) 92,8 MI' CWIMKOHM3UPOBAHHOM MUKPOKPUCTAJIJIMIECKON



LIeJUJII0JIO3E; U e) 6,0 Mr cCcrTeapaTa MaT'HMA. B IOpyT'OM acleKTe
npencTaBJIeHHOE n3obpeTeHue IpenocTaBJIgeT bapMalleBTUUECKYIO
KOMIIOBULMUI IIPOJIOHTMPOBAHHOT'O BEICBODOXIEHMS, colepxamywo: a) 220
MI' JleBeTUpalleTaMa; b) 347,55 MI' I'MOPOKCUIIPONIMIIME TUJILIEJIJIOIIOS3E,; C)
1,4 MT KOJIJIOMIOHOTO IOMOKCHIAa KPEeMHU A ; d) 119,2 MT
CUJIMKOHUBVPOBAHHOM MUKPOKPUCTAJIIMUECKOY LeJJIJIo3k,; UM e) 6,7 Mo
CTeapaTa MaTHMULg. B HeEKOTOPHX BapMaHTax OCYIEeCTBJIEHUS  STUX

acCIleKTOB MSO@peTeHMH TI'MIOPOKCHUIIPOIIMIIME TMJIIIIeJIJII0JIO 3a IIpegCcTaBJIdeT

coBot Methocel™ KI15M CR wmium Methocel™ KI100OM Premium CR. B

HeKOTOPEIX BapMrMaHTaxXx OCyImeCTBJIECHMA OTHUX acCIIeKTOB MSO@peTeHMH

TUIPOKCUIPOIUIME TUIILIEJIJIINIIO3a IIpedcTaBjdeT coboir Methocel™ KI15M
CR. B HEKOTOPHIX BapmuaHTax OCymeCTBJIEHU S STUX acCIIeKTOB

MSO@peTeHMH CUIJIMKOHNM3MPORBaHHaAd MVKPOKPpHMCTaJIJIMYeCKaA LIeJIJIIJIO3a

nopencraBjgeT cobor ProSolv™ HD90.

[0012] B IpyTOoM acriekTe npencTaBpJIeHHOE n300peTeHMne
IpedoCTaBJIAEeT bapMalleBTHUUECKY KOMIIO 3ULINID IIPOJIOHTHPOBAHHOTO
BHICBOOOXIeHNd, colepxamywn: a) 190 M JeBeTupalneTrama; b) 300 wMr
TUOPOKCUNIPONMIIME TUJILEJIJIIJIOBE,; ¢) 1,2 MI' KOJUJIOMIHOT'O IMOKCHIA
KpemHus; d) 102,8 MI' CHUIMKOHM3MPOBAHHOM MMUKPOKPUCTAJIIMIECKON
LeJUI0JIOSE,; U e) 6 MI' CTeapaTa MarHuga. B IOpyT'OM acIeKTe
IpeIcTaBJIEHHOE n3o0peTeHMne IpeloCTaBJIAeT bapMalleBTUUECKYIO
KOMIIOBULIMIO IIPOJIOHI'MPOBAHHOT'O BEHCBOOOXIEHMS, coIepxamyo: a) 190
MI' JleBeTHupalleTaMa; b) 300 MI I'UMIPOKCUIIPOIMJIME TUIILEJJIIJIORE,; C)
1,2 MI' KOJJIOMOHOTO HOMOKCHUIOa kKpeMHusa; d) 102,8 wMmMr 06e3BOIHOTO
oukaJlvlinibochbara; u e) 6 MI' CTeapaTa MaTHMSA. B HeKOTOPHX
BapMaHTax OCyImeCTBJIEHU S DTUX ACIeKTOB n300peTeHnsd
TUIPOKCUIPOIUIME TUIILIEJIIIINIIO3a MIpedcTaBjdeT coboit Methocel™ KI15M
CR wmimm Methocel™ KI100M Premium CR. B HEKOTOPHX BapMaHTax
OCyIeCTBJIEHUS STUX ACIeKTOB n300peTeHns
THUIPOKCUIPOIMIME TUIILIEJIIIINIIO3a MIpeldcTaBjdeT coboir Methocel™ KI15M
CR. B HeKOTOPHIX BapraHTax OCyleCTBJIEHU S BTUX ACIeKTOB
n300peTeHUsa CUJIMKOHM3UPOBaAHHASA MMKPOKpPUCTAJJIMUecKasd  LeJlJinjio3a
npencraBjageT cobor ProSolv™ HD90.

[0013] B HeKOTOpPHX BapMaHTax OCVYIIeCTBJIEHMA MU300peTeHUd

@apmaueBqueCKaq KOMITOSMIINA IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHUA



MBO@peTeHMFI COCTaBJIeHa IOJI4d BBelIc€HMA OIMH pPa3 B IOEHb.

[0014] B HeKOTOpPHX BapMaHTax OCVYIEeCTBJIEHUA MU300peTeHUd
bapMalLeBTHUUECKA A KOMIIO3ULM A IIPOJIOHIMPOBAHHOTO BHICBOOOXIOEHN A
n300peTeHnud COCTaBJIeHa 0JI4 BBeeHUA OOVH ras B IOeHb

JleKapCTBEeHHOM GOPMEI B BMAE OIHOM e€IOMHMIE HDO3H.

[0015] B HeKOTOPHX BapMaHTax OCylWeCTBJIEHUS U300peTeHusd
bapMalleBTHUUYECKA A KOMIIO 3ULM A IIPOJIOHTMPOBAHHOTO BHICBOOOXIOEHN A
n300peTeHNns VMeeT bopmy TabJIeTKN . B HEeKOTOPHX BapMaHTax
OCyWeCTBJIEHU A bapMalLleBTHUUECKA S KOMIIO3ULIM A IIPOJIOHTMPOBAHHOT'O
BEICBOOOXIOEeHMA UN300peTeHUd UMeeT QopMy TabJIeTKM M CcOCTaBJIeHa OJIA
IPVMMeHeHV s OOHOM TabJIeTKM OOVH pas B OeHb.

[0016] B HEeKOTOpPEHX BapMaHTax OCVYIECTBJIEHUI MU300peTeHUd
bapMalLeBTHUUECKAH KOMIIO 3L A IIPOJIOHI'MPOBAHHOT'O BHICBEOOOXIEHN A
n300peTeHrsa COCTaBJIeHa IJIA I[I€pOpaJIbHOI'O BBeleHUS.

[0017] B HEKOTOpPHX BapMaHTax OCVYIEeCTBJIEHUI MU300peTeHUd
bapMalleBTUUECKAA KOMIIO3ULM A IIPOJIOHIMPOBAHHOTO BHICBOOOXIEHN A
n300peTeHnsa  He COOEPXUT TUOPOQOOHE  PeryIMPpyKRIUM  CKOPOCTH
BHICBOOOXIEHUA IIOJIMMED .

[0018] B HeKOTOpPHX BapMaHTax OCVYIEeCTBJIEHUA MU300peTeHUd
bapMalLeBTUUECKA A KOMIIO3ULMA IIPOJIOHTMPOBAHHOTO BLHICBOOOXIOEHN A
N300peTeHN A He COONEPXUT QYHKLMOHAJIBHOE IIOKPHTHE.

[0019] B nmOpyroM aclekTe 5BTO M300peTeHMe IPeldOoCTaRJIAET
CIIOCOOH YIIydJIle HU 4 KOTHUTUBHOCTHU v BOJILHOTO, CTpalaprmero
KOTHUTUBHEIM HapylleHVMEM, WMJIM C PUCKOM eI'0 pPas3BUTUA IIOCPeICTBOM
BBeleHUS bapMalleBTUUECKUX KOMIIO 3ULIUM IIPOJIOHTMPOBAHHOT'O
BHICBODOOXIOEeHNA M300peTeHMsa. B HEKOTOPHX BapMaHTax OCYyIeCTBJIeHU
BOJILHOM CTpalaeT OT KOTHUTHMBHOTO HapylleHusd, acCCOLUUMPOBAHHOTO C
PacCTPOMCTBOM lLIeHTpaJlbHOM HepBHOM cucTeMul (IHC), WIM C PHUCKOM
ero paseUTUA. B HEeKOTOPHX BapMaHTax OCYWeCTBJIeHUS KOTHUTUBHOE
HapylleHVe aCCOLUUMPOBAHO C BO3PACTHEM KOI'HUTHEBHEM HapylleHMeM. B
HEKOTOPHX BapMaHTax OCYyWeCTBJIEHNA BO3pacTHOe KOTHUTUBHOE
HapylleHVe TIIpelcTaBJgeT coBoM yMepeHHOe KOTHUTHMBHOe HapymeHMe. B
HEKOTOPHX BapMaHTax OCYWeCTBJIEHNA YMEPEHHOe KOTHUTHUBHOE
HapylleHVe IIpelcTaBJIgeT CcoB0OM aMHeCTUMUeCKOe YMEepeHHOe KOTHUTHUBHOE
HapylleHNKeE . B  HEeKOTOpPHX BapMaHTax OCYIWEeCTBJIEHVA  KOTHUTHBHOE

HapylieHre acCcoumMmMpoBaHO C oeMeHLVeN, OOJIE3HLID AnbureﬁMepa,



mmMs3odbpeHnen, OOKOBHM aMMoOTPOdMUEe CKUM CKJIEPO30M,
IIOCTTPaBMaTUUECKMM CTPECCOBEM pPacCCTPOMCTBOM, JleueHreM paka,
OUIIOJIAPHEM PacCcTpOMCTBOM, 3anepXKon YMCTBEHHOTO pPasBUTHUHA,
BoJie3HBD [lapKMHCOHAE, ayTU3MOM, KOMIIYJIbLCUBHEIM I[IOBeleHMEeM WMJIU
3aBUCHMOCTBI OT IICUXOaKTUBHEX BelleCTB.

[0020] B mpyroM aclekTe 5BTO M300peTeHMe IIPeldOoCTaBRJIAET
CIIOCOOH JIeUEHUMS YMEPEHHOTO KOTHMTMBHOI'O HapylleHus BCJIeOCTBUE
BoJjiesHu AJbliTeVMepa VY HyXOaomeMcsa B 5STOM OOJIBHOTO UeJioBeKa
IOoCpelCTBOM BBEIEeHMA bapMalleBTUUYECKMUX KOMIIO 3ULIUM
IIPOJIOHIMPOBAHHOT'O BEHCBODOXIEHUSA U300peTeHUs.

[0021] B OpyroM acrekTe DBDTO M300peTeHMe NIpeOoCTaBJIAEeT
CIIOCOOH JIeUEeHMHA aMHEeCTUUECKOI'O YMEPEHHOTO KOTHUTUBHOI'O HapylleHUS
BCJIeOCTBMe OoJIe3HM AJblLTelMepa Yy HYXJaKmeMcs B 5STOM OOJBHOTO
yeJioBeka [IOCpenCcTBOM BBEeleHUA bapMalleBTUUECKMX KOMIIO 3ULINM
IIPOJIOHIMPOBAHHOT'O BEHCBOOOXIEHUSI U300peTeHus.

[0022] B OpyroM aclekTe BTO UM300peTeHMe IpeOoCTaBJIAeT
CIIOCOOH  3aMelJIeHUs  IIpOoIpeCCUPpOBaHUI  YMEPeHHOTO KOTHUTUBHOT'O
HapymeHrsa BCJeOCcTBue OoJie3HM AJNblLTredMepa VYV HYyXIaKIeMCcd B STOM
BOJIBHOTO JeJjioBekKa [IOCpPenCcTBOM BBeeHUA bapMalleBTUUYECKUX
KOMIIO3ULNY IPOJIOHTMPOBAHHOT'O BECBOOOXIEHMA M300peTeHud.

[0023] B @OpyroM aclekTe 5BTO KM300peTeHMe MIPeloCTaBRJISET
CIIOCOOE 3aMelJIEHMA [IPOTPeCCUPOBaHMA aMHEeCTUUECKOTO YMEPEHHOTO
KOTHUTUBHOTO HapylmeHmus BCJIEOCTBME BoJIe3HU AnpurelMepa Yy
HyXOoawomeMcs B 5SToM OOJIBHOT'O  UeJloBeKa IIOCPelNCTBOM BBEIOEHUHA
bapMalleBTUUECKUX KOMIIO 3ULIUM IPOJIOHTMPOBAHHOTO BHICBOOOXIEHN A
n300peTeHud.

KpaTkoe omnmMcaHMe UYepTexen

[0024] durypa 1 npencraejgeT cobomr BJIOK—-CXeMy  OIHOI'O
BapuaHTa OCyWleCTBJIEHU npolecca [IOJIYYEHU A KOMIIO 3ULIUN
JiepeTHpalleTaMa I[IPOJIOHI'MPOBAHHOT'O BHCBODOXIeHMA (Halp., TabJIeToK
190 Mr m 220 MI', HepeuMCJIEHHEX B Tabjuuax 1 u 3).

[0025] Odumrypa 2 [HokKa3HBaeT CpelHMe KOHLEHTpalUuM pa3JIMYHBEIX
TOTOBHX OQOpM JleBeTHpalleTaMa B ILJla3Me II0CJe [IepOopalJibHOI'O BBEeIeHUA
camuaMm cobak. TecTupyeMEIMM TOTOBHMM  QopMaMM JieBeTHpalleTaMa
ABJIAJINCE & 250 MT TabjeTKa JepeTHUpalleTaMa HeMeIJIEHHOTO

BHCBOOOXIOeHrd (LEV IR), BBOIDMMas B Bule 250 MI' IepopalJlbHO IIO



cxeMe BID (mpaxnel B HOeHB) (obmasg noz3a cocTarBJgasgeT 500 mr); 500 wmr
TabJjleTKa JieBeTHpalleTaMa IIPOJIOHIMPOBAHHOTO  BHCBOOOXIECHUA (LEV
XR), BBOIOMMAas B BMIEe OINHOKPATHOM IIepopallIbHOM HO3H, COCTAaBJIAKIEN
500 mMmr; Tabjgerxku 190 mMmr A, B m C Tabgumuel 1, BBOIVMEE B BUIE
OIOHOKpaTHHIX repopaJlib HEX nos, COCTaBJIARINUX 190 MI'.
PapMaKOKMHeTHUEeCKMe of0pasls I[IJlasMel cofOMpakT 0O [IpMeMa  OO3H
(r.e., 0), uyepes 0,25, 0,5, 1, 2, 4, 6, 8, 12, 13 (LEV-IR 250 mMr
ToJIbkO BID), 18, 24 m 48 uyacoB IIocJe BRelDeHMS »no3b. IOina LEV-IR
250 w™Mmr BID 12-uacoBoy ofpa3el KpoBUM cobupaioT ToTuac Iepen
BBeIeHMEeM BTOPOM IO3H.

[0026] Odurypa 3 [okas3HBaeT CpelHMEe KOHLEHTpaluuM pa3JIMYHEIX
TOTOBHX QOpPM JieBeTUpalleTaMa B ILJIa3Me IIOCJe IIepOopalJibHOT'O BBEIeHUS
camuaMm cobak. TecTupyeMeMM TOTOBHMM  QopMaMM JieBeTupalleTaMa
ABJIAJIUCE & 500 wMr TabjleTKa JleBeTHpalleTaMa I[IPOJIOHTUPOBAHHOTO
BHCBOOOXIOeHrsa (LEV-XR), BBOIMMas B BUIe OINHOKPATHOM IIepopallbHOM
oO3H, cocTaBjggiomer 500 wMr; 220 mMr Tabjerkm D m E Tabamun 3,
BBOOMMEIE B BUIEe OINHOKPATHBEIX IIepOopaliIbHHX 03, CcocTaBJadgomux 220
MI'.

[0027] durypa 4 Toka3HBaeT BpeMeHHHe [OpoduiIM  CcpelHeln
KOHLeHTpaluuy JeBeTUpalleTaMa IIocjie BBeneHusa 190 M1 TabileTku A
TabauLE 1 B YCJIOBMAX HaTomak (I'pynna 1/Jleuenue A: Al) m 190 wmr
TabjgeTky A Tabauue 1 B yCJOBMAX OMTaHug (I'pynmna 1/JledueHure B:
B1).

[0028] durypa 5 IIOKasEBaeT BpEeMeHHEE npoomim cpenHemn
KOHILEHTpaluuM JeBeTupalleTaMa IIocjie BBemeHusa 220 wMr TabjgeTku D
TabIMUE 3 B YCIJIOBMAX HaTomak (I'pynna 2/Jleuenre A: A2) um 220 MT
TabjeTka D Tabiuue 3 B YCJIOBMAX OMTaHudg (I'pynna 2/JleueHnre B:
B2) .

[0029] Oourypa 6 IIOKasHBaeT IMalaszoHH 20PeKTUBHEX YPOBHEMN
Jja3Mel Ha OCHOBE MCCJeOOoBaHUM CTapbXx KpPHC C HapylleHMeM WU
rcciyengoraHusa ¢asu 11y IDaumMeHToOB ¢ aMCI. IlejleBOM [OOIIYCTUMEIM
Oraras30oH IJIA WMCCJeOOBaHMA BIMAHUA MM B (pa3e I TOTOBHX (QOpPM C
[IPOJIOHTMPOBAHHEIM BEICBOOOXIEHMEM YCTaHOBJIEH Ha OCHOBe IOualia3oHa
50PeKTUBHEIX YPOBHEM IJJasMH Yy CTaphxX KpPHC C HapylleHueM U Y
rnaueHToB ¢ aMCI, T.E. Mexoy 1,9 wu 4,4 MKD/MII. LeJieBOM

HpeHHOqTMTeﬂbHHﬁ IMalilasOH JIA MCCJIeIOBaHMA BIIMAHMA IIMIV B q)aBe I



TOTOBHX GOPM C TIIPOJIOHTMPOBAHHEIM BHECBODOXIEHMEM YCTAHOBJIEH Ha
OCHOBe IMrala30Ha 20OeKTUMBHHX YPOBHEeM ILJIa3Mel y OalueHToB c aMCI,
T.e. Mexmy 2,9 u 4,4 Mxr/miI.

[0030] durypa 7 I[OKas3HBaeT MOIeJUMPOBaHME CTalMOHAPHOTO
cocroaHua OK mpoomyga 190 Mmr Tabinerku A Tabiaumus 1, OKa3HBaKilee,
uTO DTa TabjlieTKa COOTBETCTBYET LeJIEBOMY IIPpUMeMIIeMOMYy Oualla30HY,
T.e. Mexnoy 1,9 m 4,4 MT/MII.

[0031] durypa 8 TIIOKas3HEBaeT MOIeJIMPOBaHME CTalMOHAPHOTO
cocToaHmusa OK mnpodmisa 220 Mmr TabjgeTku D Tabiauue 3, I[DOKa3BBaKIee,
uTo aTa TabJjieTKa COOTBETCTBYET 1eJIeBOMY IpenrnouyTUTEeJIbHOMY
oMarnasoHy, T.e. Mexnoy 2,9 u 4,4 MrD/MII.

[0032] Oodurypa 9 mnpencraBJageT coboM OJIOK-CXeMy elle OIHOTO
BapraHTa OCYIEeCTRBIJIEHUA crocoba [IOJIYYEHU T KOMIIO 3ULIUN
JeBeTUpalleTaMa I[IPOJIOHTMPOBAHHOT'O BHCBOOOXIeHMA (Hanp., 190 M u
220 MI TabJIeTOK, IIepeuMCJIeHHEX B Tabjmuax 1 u 3).

[lonpoBHOe oNMCaHMe M300peTeHMA

[0033] 3T0 mM300peTeHMe NPeNOoCTaBJIAeT HOBHEe OdapMalleBTUUECKUE
KOMIIOBULIUKM JieBeTHpalleTaMa IIPOJIOHIMPOBAHHOT'O BHEHCBOOOXIEHMSI. J3TO
n300peTeHMe TaKXe I[IPeloCTaBJIgSeT  CIOCOOB  MCIOJIB30BaHUA  BDTUX
bapMalleBTUUECKUX KOMIIO 3ULIUM JeBeTupalieTaMa [IPOJIOHTUPOBAHHOT'O

BEHICBOOOXIOEeHNA OJIA JIeUeHUS KOTHUMTMBHOTIO HapylmeHrAa WM YJIy4dlleHMA

KOTHUTUBHOM byHrUuMHM, aCCOoUMMPOBAHHOM c paccTpocTBaMHU
LIeHTPpaJIbHOM HepBHOM cucTemel (IHC), v HYyXJaomerocs B  STOM
BOJILHOTO WMJIM C PUCKOM €T0o pPa3BUTUL. OTO M300peTeHMe TakKxke

IpenoCTaBJISeT MCIOJIbL30BaHMe 52TUxX dapMaleBTUUECKUX  KOMIIO UMY
JeBeTUpalleTaMa I[IPOJIOHTUMPOBAHHOTO BHCBOOOXIEHMSA B IIPOM3BOICTBE
JIEKAPCTBEHHEX CPeICTB IJIA JIedeHMSA KOTHUMTMBHOTO HapylmeHUd WU
VIYUNeHUS KOTHUTUBHOM OQYVHKIMM, AaCCOLUMMPOBAHHOM C pacCcTpOoMCTBaMMU
LeHTpaJlbHOM HepBHOM cucTeMbl (IJHC) y HyXIJawomeT'oCs B STOM OOJBHOTO
VIV C PUCKOM €TI0 Pa3BUTHUA.

[0034] Ima Toro, 4YTOOH wM300peTeHMe, OIMCAHHOE B ITaHHOM
OOKYMEHTEe, MOIJIO OBTH TIIOJIHOCTBK IIOHATHO, IIPUBEIEHO CJenyniee
nonpoBHOe OIMCaHME.

[0035] Eciam B OaHHOM JIOKYMEHTE He OTI'OBOPEHO MHOE, HayuHHEe U
TexXHUUYeCKMe TepMMHE, MCIOJIL30BaHHEE B STOM 3asgBKe, MOOJDKHH WMMETDH

SHaAUeHNMA, KOTOPEHE OOBIUHO IIOHATHEL PAOOBEIM ClIlelilaJiiCTaM B obJjiacTH,



K KOTOPOM OTHOCUTCA 9DTO u30b6peTeHMe. B o0meM, TEepMMHOJIOTUA WU
MEeTOIOMKM, MCIOJb3yeMbe B CBA3M C KYJLTYPOM KJIETOK M TKaHel,
MOJIEKYJIAPHOM ouoJiormen, fuoJjiormen KJIETOK, fuoJiormen paka,
Helpo®uoJoTuen, HeVpoxXUMHUen, BUPYCOJIOTHMEN, VIMMYHOJIOTHUEN,
MUKpPOOMOJIOTHEN, TeHeTUKOM, xXuMrel OeJIKOB U HYKJIEMHOBHX KMUCJIOT,
xuMre ¥ dpapMakKoJIOTMeM, OIMCAHHHX B HaHHOM IOKYMEHTe, XOpPOIOo
M3BECTHBE ¥ OOBUHO MCIOJL3YITCS B IaHHOM objgacTu. KaxOwuli BapMaHT
OCYMeCTBJIEHUS U300peTeHuM, ONMCAHHEIX B IaHHOM IOKYMEHTe, MOXeT
OBITEL B3AT OTIOEJIBHO WM B KOMOMHALMM C OOHMM WM O0o0Jiee IOPpYI'MUMU
BapMaHTaMM OCYIeCTBJIEHUS U300peTeHUN.

[0036] Ecam He yKazaHO MHOE, CIOCOBOE M MeTOOMKM HaCTOAmMeIo
n3o0bpeTeHns OCYMeCTBIIANTCSA B obmem cormJiacHO OOMEeNPUH A THM
criocobaM, XOpPOUO M3BECTHHM B IaHHOW 00JlacTU, M KOTOPHE OIMCAHHE B
Pa3JIMUHEIX O0mMx M ©OoJiee KOHKPETHEX CCHJIKAX, KOTOPHE IIepeuMrClIeHE
1 ofbcyxOmanTcd IO BCceMy SToMy onmcaHuio. CM., Hanop. «Principles of
Neural Science», McGraw-Hill Medical, New York, N.Y. (2000);
Motulsky, «Intuitive Biostatistics», Oxford University Press,
Inc. (1995); Lodish et al., «Molecular Cell Biology, 4th ed.»,
W. H. Freeman & Co., New York (2000); Griffiths et al.,
«Introduction to Genetic Analysis, 7th ed.», W. H. Freeman &
Co., N.Y. (1999); Gilbert et al., «Developmental Biology, 6th
ed.», Sinauer Associates, Inc., Sunderland, MA (2000).

[0037] XuMMUeckKMe TEepMMHE, MCIOJIbE3YEeMHe B OaHHOM IOKYMeHTe,
UCIIOJIbL3YITCA COIJIaCHO OOHUHOMY YyIIOTpedJleHMIO B »OaHHOM oB6JjlacTH,
Kak IIpouJIIoCTpupoBaHo B «The McGraw-Hill Dictionary of Chemical
Terms», Parker S., Ed., McGraw-Hill, San Francisco, C.A. (1985).

[0038] Bce nmpuBeIeHHEEe BHIIe U JOBEe »OpyTMe OyoOJaMKaluu,
IIaTeHTH ¥ ONyOJIMKOBaHHBE IIaTeHTHHEe 3adBKM, Ha KOTOpHe OejlaeTCHd
CCHJIKA B DTOM 3adBKe, KOHKPEeTHO BKJIOUEeHH B HaHHHM IJOKYMEHT
IIOCpPeICTBOM CCHJKM. B cJydyae KOHQJIMKTa HacTofAMlee OIMcCaHue,
BKJIIOUASA €TI0 KOHKPEeTHHEe olIpelelieHUd, OyIeT MMeTh IPpeMMyIeCTBO.

[0039] [lo BCceMy ©BTOMy OIMCAHMID CJIOBO «COOepXaTb» WU
BapUaHTH, TakMe KakK «COOepXMT» WM  «COOepXaluuy, ciaenyer
IIOHMMATEL B SBHAUEHMM BKJIOUEHMS YKasaHHOTO LeJloTo uucjiaa (Mim
KOMIIOHEHTOB) WJIM TPYINNH LeJEX uuceJ (MM KOMIIOHEeHTOB), HO He

HUCKJIOUeHVe JIodoTro IOpyI'or'o LeJIolo UYMcJa (MM KOMIIOHEHTOB) WJIM
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TPYIIH LEJIEIX UYMCEJ (MM KOMIIOHEHTOR) .

[0040] EoMHCTBeHHEe (QOPMHEL  «a», «an» u «the» BrImOUAaALT
MHOXECTBEHHEE UMCJIa, €CJIM B KOHTEKCTE SBHO He yKa3aHO MHoe.

[0041] TepMMH «BKJIOUAKMMUMY» MCIOJb3yeTca IJa oD03HAUeHUM
«BKJIOUAKMMM, HO 0e3 OoTpaHUUeHMA». «BRIOUAKINVYY» UM «BKJOUAMNUM, HO
0e3 OT'paHMUEeHMA» MCIIOJb3YITCA B3aMMO3aMeHAEeMO .

[0042] Hnsg Toro dYTOOB HOOMIOJIHMTEJIEHO HaThk XapaKTepUCTUKY
n300peTeHnn, B IaHHOM IOKYMEeHTe IIpeOOoCTaBJIeHH CJlelylliMe TepMUHE
U oInpeneJIieHusd.

OnpenejsieHnd

[0043] TepMMH <IPOJIOCHI'MPOBAHHOE BHCBOOOXIOeHUME», «dopMa C
[IPOJIOHTHPOBAHHEM BHCBOOOXIEHMEM» WM <«JIeKapCTBeHHasd ¢opMa C
[IPOJIOHTHPOBAHHEM  BEICBOOOXIEHMEM»  MMPOKO I[NIPM3HaHE B  06JacTu
bapMalleBTUUECKMX HayK B KadeCTBe CHUCTEM, KOTOPHE MNOIIepPXMBAKT

TepalileBTMYEeCRIME YPOBHM JIEKAapPCTBEHHOTI'O cpelcCcTBa B KpoBM MJIn

rjiasMme I TKaHU B TeueHue IPOOOJIKUTEJIEHOTO nepuozna.
JlekapcTBeHHaA dopma C NPOJIOHTHMPOBAHHEM BEICBOOOXIOEHMEM
[IOTeHUMaJIEHO obecrieunBaeT OOJIBIYIO 20OEeKTUBHOCTD JleueHn4d

XPOHMUECKUX 3aboJjieBaHUM WJIM IIaTOJOTHUUYECKMX COCTOAHMM,; OoJibllee
YOOOCTBO; YMeHbIaeT I[NOOOUHHE 2QOeKTH M o0ecleuMBaeT [IOBHIIEHHEE
YPOBHU COoOBIIOeHN A ©O0JIbHEM pexmuMa u CXEeMH JleueHunsda VI
20DEeKTUBHOCTL JieueHUd BCJEICTBME YIPOUEHHOM CXeMbl IPUMMeHeHUS II0
CPpaBHEeHMI C I[IoKa3aTeJIIMM JIEKAPCTBEHHHX CPeICcTB C HeMeOJIeHHBEM
BEICBOOOXIOEHMEM. dapMalleBTUUECKMEe TIPOOYKTE C  IIPOJIOHTUMPOBAHHBEM
BEICBOOOXIOEeHMEM IIOJIyYalnT B BUIe TOTOBEHX (QOPM C IIOCTEIEeHHBEM U
IIPOTHO3UPYEMEIM BEHCBOOOXIOIEHMEM AaAKTMEBHOTO MHIPEeIMeHTa B TeueHMe
IPOOOJIKUTEJILHOTO IepMuolla BPeMeHM, Halpumep, 24-4acoBOTO IIepuona.
[0044] TepMMH IPOJIOCHI'MPOBAHHOE BHCBOOOXIOeHME», «dopMa C
IPOJIOHTUPOBAHHEIM  BHCBOOOXIEHMEM» WM «JIeKapCTBeHHasa ¢dopmMa C
NIPOJIOHTUPOBAHHEIM BECBOOOXIEHMEM» MUCIOJBE3YyeTCd B ITaHHOM OOKYMeHTEe
OJIA CCHUIKM Ha peryaupyeMoe BHCBODOXIOeHMe JieBeTHpalleTaMa M3
JIeKapCTBEeHHOV OGOPMH B OKpPYXaAWMyln Ccpely B TeueHMe (Ha OPOTSIXKEHUU
WV BO BpeMd) IIPONOJIKMTEJIBHOT'O IIepuola BPeMeHM, Hallp., OBalllaThb
UeTHpe Jaca. JlekapcTBEeHHAA dopmMa C IPOJIOHTUPOBaAHHEIM
BEICBOOOXIOeHMeM OyOoeT BECBOOOXIOATEH JIeKapCTBEHHOEe CpPencTBO IIO

CymecTBY C IIOCTOSAHHOM CKOPOCTEIO B TedueHNre IIPOOOJIXMTEJIEHOT'O
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Ineprnona BpeEMeHN, I 10 CymmecCTBY IIOCTOAHHOE ROJIMYEeCTBO

JIEKApPCTBEHHOT'O cpellCTBa OymeT BEICBOOOXOATHLCA IIOCTEIIEHHO B

TedeHNre IIPOOOJIXMTEJIEHOT'O Ineprnona BpeMEeHN . TepMmrH
KIIPOJIOHTVMPOBAHHOE BEICBOOOXIeHME», VCIIOJIb 30BaHHEM B TJaHHOM
ITOKYMEHTE, BKJIIOYaeT TePMMHEL «KperyJimMpyeMoe BEICBODOXIEHME,

KIIPOJIOHTMPOBAHHOE BHEICBODOXIOEHUE», «3aMelJIeHHOe BHCBOOOXIECHUEY,
«MeInJIeHHOe BEICBODOXIEHME» WIM «MOIMOUMUIMPOBAHHOE BHCBOOOXIEHME,
KaK »TM TEepPMMHBE MCIIOJb3YITCI B papMalleBTMUeCKMX HayKax.

[0045] TepMrH «aKTUBHLIL MHTPpEeIneHT» KaKTUBHBIM
bapMalleBTUUECKUM MHITPeIMeHT» WiIn «API», KaK MCIOJIE3YeTCHd B
IOaHHOM IOOKYMEHTEe, OoIpeneyiseTcsa KakK BEeIeCcTBO, KOTOpOE WMEET
TepaleBTUUeCKUM 20dekT, Takoe Kak JieBeTupalleTaM.

[0046] «IlaumeHT», «OOJILHOM» WM <«UHIUBUIYYM» MCIIOJL3VIOTCH
B3aVMMO3aMeHSIeMO M OTHOCATCH JMOO K UeJIOBEKY, JMOO K XMBOTHOMY,
He ABJIARIEMYCS UYeJIOBEKOM. 3TM TEepMMHE BKJIOUALT MIEKONIMTAKINX,
TaKMxX KaK JIoauM, I[IPpWMMATE, »OOMAaIHMX MXWUBOTHHX (BKJIOUAS JKBAUHHX
XMBOTHEIX, CBUHEM M T.O.), CONOYTCTBYKIMX XMBOTHHX (Hamop., cobak,
KOmeK M T.O.) M TPH3YHOB (HaIp., MHIEVW M KPHC) .

[0047] «KorHuruBHa 4 OYHKLIMA» WJIN KKOTHUTUBHEIM cTaTyc»
OTHOCUTCH K JIIOOOMYy MHTEJJIEKTYaJIbHOMY MO3TOBOMY IIPOLIECCY BEHCIIETO
nopsankKka WM COCTOSAHMIO MO3Ta, COOTBETCTBEHHO, BOBJIEUEHHOMY B
obyueHue u/WIX [aMAaTh, BKJoYasg, HO 0e3 OTpaHMUYeHUSd, BHYMaHUE,
[oJIydyeHue uHOOpMaLUM, obpaboTky mMHOOPMaALMM, pabouyrn TIIaMAaThb,
KpaTKOBPEMEHHYIO naMAaTh, OOJITOBPEMEHHYIO naMAaTh, CTapuecKyn
IaMAaTh, peTporpamHy naMAaThk, U3BJIeUeHN e namMsaTu, obydueHMe
pacrio3HaBaHMio, IIPUMHATHUE peleHuM, MUHIUMOMTOPHHM KOHTPOJL OTBeTa,
[IEPEKJIVUAEMOCTEL BHMMaHMA, OOyUeHMe C OTCPOUYEHHBEM I[IOINKpPEeIlJIeHMEM,
Iepenenky HaBHKA, VHTeTpPUPOBaHKe 1o BpeMeHU IOOPOBOJILHOTO
IIOBeIdeHVsa ¥ BHpaxXeHMe MHTepeca K Ubel—-TO OoKpyXaomel oOCTaHOBKEe U
yxony 3a cobou, CKOpOCTE 0bpaboTkH, paccyxoeHre U pelleHue
npo®JjieM M ColiMaJIbHOE TIO3HAaHME.

[0048] VY oJmomeM KOTHUTHMBHaS OQyHKUMSA MoxeT OHTH M3MepeHa,
HamnpuMep u 0e3 OoI'paHMUeHMs, IIOCPEeOCTBOM WM3MEPEHUS IIOBPEeXIeHU
HeMpOHOB, U3MepeHusa M3MeHeHMS  TOJIIMHE SHTOPMAJIbLHOM  KOPH  C
IpUMeHeHMeM CTPYKTypHOM MPT (Hanp., OJIS OLIEHKM IIOBPEeXIeHUS

HeﬁpOHOB); MKaJItL Ofmero KIMHMUECKOT'O BIeUaTJIeHMS 00 M3MeHEeHMAX
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(CIBIC-plus scale); kpaTKOM mWKaJIH OLEHKM IICUXMUECKOTO CTaTyca
(MMSE) ; HeVpPOICUX1aTPUUIeCKOTO OIIPOCHUKA (NPI) ; KJIMHUYECKOM
PENTUHTOBOM MK aJIB OeMeHLVN (CDR) (oGmel, BJIOKa namMsaTu) ;
KeMOpumxcKom aBTOMATUBUPOBAHHOM BaTapeu HeMPOIICUXOJIOTUUECKUX
TEeCTOB (CANTAB) ; TrepraTpUUueCKON MK aJIE KJIMHUYECKOM OLLeHKU
koMmnaHum Sandoz (SCAG); TecTa Bylke Ha CeJIEKTMBHOEe 3allOMMHaHMe
(Buschke and Fuld, 1974); rogrecTa Ha CJIOBECHHEe apHHE
accouMaluuM,; IIOoOTeCcTa Ha JIOTMUeCKYID I[IaMiaThb; I[IOOTeCTa BM3yaJIbHOTO
BOCIIPOM3BEIEHNSA II0 IIepPeCMOTPEeHHOM mKajle namMsaTu Bekciepa (WMS-R)
(Wechsler, 1997); TecTa BuU3yaJlbHOM peTeHIUMM BeHTOHa; WM SBHO
3amaHHOM  3alaur 3-aJlIbTepHaTMBHOTO  BHbOpa IO YCTaHOBJIEHHOMY
KpUTEepHUD; WIM coTJlacoBaHHOM MATRICS OGaTapeM HeVpPOICHUXOJOTUUECKHUX
TEeCTOB; MM  MKAaJH  OLleHKM KOTHMTUMBHHX  OYHKUMM IOpu  ©OoJe3HU
AjplurerMepa #3163 OYHKTOB; JioTMyueckow mnamMatu I wu  II 110
BexkcJyepy; BSP-0; HeWPOINCHUXOJOTHMUECKMX TeCcTOB (McOuTaHuga A u B,
BNT, SR, CFT, R-0, mapHbee accoluMalumu), IpyTMUxX IokaszsaTejen MRI,
DTI, fMRI B nokoe um GDS. CM. Folstein et al., J Psychiatric Res
12: 189-98, (1975); Robbins et al., Dementia 5: 266-81, (1994);

Rey, L'examen clinique en psychologie, (1964); Kluger et al., J
Geriatr Psychiatry Neurol 12:168-79, (1999); Marquis et al.,
2002 and Masur et al., 1994. Taxxe cM. Buchanan, R.W., Keefe,
R.S.E., Umbricht, D., Green, M.F., Laughren, T., and Marder,
S.R. (2011), The FDA-NIMH-MATRICS guidelines for clinical trial
design of cognitive-enhancing drugs: what do we know 5 vyears
later? Schizophr. Bull. 37, 1209-1217.

[0049] B cucTeMax C XWMBOTHHEMM MOIEeJIAMM KOTHUTMBHAaA OQYHKLMA
MOXeT OHTBH WM3MepeHa pPa3HEMM OOMEeNPUHATHMY OYTAMM, W3BECTHHMM B
maHHOM of0JacTy, BKJIOUad [IpMUMMeHeHMe BONHOTO JabupuHTa Moppuca
(MWM) , KpyTOBOTO JabupuHTa BapHcCa, IIOOHATOTO ramnajsHOTO
BOCEMMPYKABHOTO JabupuHTa, T-naduprHTa I JIIOOBIX OIPpYyTUxX
JaBUPUHTOR, B KOTOPHX XMBOTHHEHE MCIOJL3YRT NIPOCTPaAHCTBEHHYK
nHpopMauuon. KoTHMTHMBHaSA OQyHKUMS MOXeT OHTH OlleHeHa I[IOCPeICTBOM
lepeneJIKMI HaBHKa, BSKCTPaMEepHOI'O CIOBUI'a, YCJOBHOPeOIEeKTOPHOTO
oOyueHUd peakKUMM pa3JIMdeHMsda M OLEeHKM OXMIOaHMA HaTlpalbl. [Oid

OLIeHKM KOTHUTHBHOM (l)'y'HKI_U/H/I Takxe MOTYT OHTH MCIOJE30BAaHE npyrniue
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TeCTEHL, M3BEeCTHEIE B OaHHOM obJjacTu, Tarue KakK HOBEIE sSalladl

pPacllosHaeBaHMA OOBLEKTOBR U PacllOsHaBaHMA 3allaXoB.

[0050] KorumTMBHad OQYHKIUMS TaKXe MOXeT OBTE WM3MEpeHa C
IpUMeHeHVEeM METOOUK BU3YyaIM3aluy, TaKUx Kak IIO3UTPOHHO—
SMMCCHMOHHAa4A TOMOT'padmsa (PET) , byHKUMOHAJILHASA MarHUTHO-
Pes30oOHaHCHasda TOoMOTpadpmsa (fMRI), OODHOGOTOHHAaSA SMMCCHOHHAHA
KOMIIBIOTEepHAa4d TOMOTPadMa (SPECT) uim  JuoboM OpyIroM MeTOIUKU
BMU3yaJlM3aumum, KoTopad IO3BOJIAeT U3BMEePATh OYHKLIVID MO3T'a. Y

XMBOTHEIX KOTHMTMBHAaA OQYHKIMA TaKXe MOXeT OBTb M3MepeHa C [IOMOUBLI
DIIEKTPOPUBUOIIOTUUECKUX METONUK .

[0051] «ComencTBUE» KOTHUTUBHOM OYHKLIUM OTHOCUTCH K
BOBIEMCTBUID Ha HaPYMEeHHYID KOTHUTMBHYID OQVHKIMIO Tak, UYTOOB OHa
QoJlee CWJIBHO TIOXOOMJia Ha (QYHKUMKD HOPMaJlIbHOTO, obwexkTa 0Oes
HapymeHusa. KoTrHMTMBHaS OQYVHKIMA MOXeT OHTL YyCujeHa B Jiodon
obHapyXMBaeMoOM CTeleHM, HO VYV JIoOel OpelllouTHUTeJIbHO YCUJIMBaeTCs B
IOCTAaTOUHOW  CTeleHu, UyTOOBE TIO3BOJIMTE OOBEKTY C  HapyIeHUEM
OCYIECTRBJIATE IIOBCEIOHEBHYK IeATeJIbLHOCTH HOPMaJILHOM  KM3HM  Ha
YPOBHE yMeHMHd Kak MOXHO OJIMKe K HOpMaJlbHOMY, 0O0BekTy 06e3
HapylleHUS WM COBIajawnleMy I[I10 BO3pacTy HOPMaJIbHOMY, OOBeKTy 0es
HapylleHVd .

[0052] B HEKOTOPHX CJYyYaax «COIEeMCTBME» KOTHUTUBHOM QYyHKIUU
y 00BeKTa, IOPaXeHHOTO BO3pPacCTHHMM KOTHUTHBHEIMM HapYULIEeHUAMN,
OTHOCHTCS K BOS3IEMCTBMIO Ha HAPYIEHHYID KOTHUTHUBHY OYHKIMIO Tak,
uyTOoOH OHa 06o0Jiee CHMJIBHO HaloMMHAaJla QYyHKIMIO COBIajanmero II0
BO3pacTy HOpMaJIbHOTO, OOBekTa ©0e3 HapymleHMSa WM QYyHKIMI MOJIOIOTO
COBEPIIEHHOJIETHETO O0OBeKTa. KOTHUTHMBHaS QyHKUMA 5STOTO OOBEeKTa
MOXeT OHTL YyCuJIeHa B JoboM oOHapyXMBaeMOV CcTelleHM, HO Y JoIen
IpenrnouTUTEeJIbHO YCUIIMBaeTCH B IOCTAaTOUHOM CcTelleHu, UTOOH
[IO3BOJIUTH ODBEKTY c HapylleHUeM OCYIMECTBJIATH [IOBCEIHEBHYD
IesaTeJIbHOCTL HOPMaJIbHOM XKM3HM Ha YPOBHe YMeHMSI KaK MOXHO OJIMKe K
HOpPMaJIbHOMY , ODOBEKTY tes HapylleHMd WJIN MOJIOIIOMY
COBEPIIEHHOJIE THEMY OBBEKTY VI CORINanawnimemy 1o BO3pacTy
HOPMaJIbHOMY, OOBeKTy 06e3 HapylleHWUSd.

[0053] «CoxpaHeHUE» KOTHUTUBHOM OYHKLIUM OTHOCUTCH K
BOBIEVCTBUI Ha HOPMAJIbHYID WJIM HAaPYNEeHHYID KOTHUTUMBHYILD (QYHKIIMIO

TaKVIM O@paBOM, yTOOE OHa He yXyOomajach i He TIlagaJla HUMXe
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OYHKLIUNA, HabJogaeMon N odBeKTa pu [IepBOM OIIMCaHUU I
[IOCTAHOBKE OMarHo3a, WM 3alepXMBaeT TakKoe yXyIOlleHUe.

[0054] «VYiayulmeHMe» KOTHMTHMBHOM (QYHKLUMM BKJIOUAET COLOEWCTBME
KOTHUTUBHOM  (QYHKUUM U/WIM COXPaHeHMe KOTHUTUBHONM (QYHKLUM VY
oBBeKTa.

[0055] «KoTHUTMBHOE  HapylmeHMe» OTHOCUTCS K KOTHUTHMBHOM
dyHKIMM Yy O0OBEeKTOB, KOTOpasa He CTOJIb CHMJbHa, KkKak QyHKIMKA,
oxumaeMas Yy HOpMaJlbHOTO, o0O0OBekTa ©0e3 HapylmleHMsa. B HEeKOTOPHX
Cllydyasax KOTHUMTMBHAaA OQVHKLUMA CHMXaeTCHd OIPpUOJIM3UTEJIEHO Ha %,
npubamsuresibHO 10%, npubiusmurensHo 30% uiam OoJiee, IO CPaBHEHUI C
KOTHUTUBHOM  QYHKLMEN, OXMIOaeMo¥ Y  HOPMAaJIbLHOTO, obbekTa 0Oe=3
HapymeHnd . B  HeKOTOPHX clydaax KKOTHUTHUBHOE HapymeHue» Yy
OBBEKTOR, MMopaXxeHHHBM BO3pPaCTHHEM KOTHUTUBHEM HapyleHnueM,
OTHOCHUTCS K KOTHMTMBHOM OYHKIMM Yy O0O0BEeKTOB, KOoTOopas He CTOJb
CUJIBHA, Kak OQYHKLIWA, oxumaeMasd |y COBIazaKnmero II0 BO3pacTy
HOPMAaJIbHOTO, oBBeKTa ez HapylmeHus, VIV GYyHKLIMSA  MOJIOIOTO
COBEPIIEHHOJIETHETO oBBeKTa (T.e. OBBEKTOR co CpeIHVMU
mokKaszsaTeJIAsMM OJIS OaHHOT'O BO3pacTa B KOTHUTUMBHOM TeCcTe) .

[0056] «JleueHMre» IIaTOJIOTMUECKOT'O COCTOSHMSA WIM IallMeHTa
OTHOCUTCH K IPUHATHIO Mep IOJA IIOJIYUEeHMSA IIOJIE€3HEIX WM XeJaTeJlbHBX
pPesyJLTaToB, BKJIOUA A KJIMHUUECKME pesyJbTaTH . [ToJie3HEE VI
XeJlaTeJIbHElE KJIMHUUECKME pPe3yJibTaTH BKJIOUAKT, HO 0e3 OI'paHMUeHUd,
yIIydlneHme KOTHUTUBHOM byHKIMM, 3aIepPXKY VI 3aMelJIeHne
IpOTpPecCUpoOBaHMsa KOTHUTHMBHOTO HapylleHM, yMeHbIIeHEe CKOPOCTU
YVXYOMNEeHUS KOTHUTUMBHOM (QYVHKUUM, IpedoTBpalleHMe WMJIM 3aMeOJieHue
oporpeccupoBaHmusa 3adojieBaHUsa WMIM pPaccTpoicTBa, WIM obJelueHue,
YMeHbIIeHVE WHTEHCUBHOCTHU WJIM 3aMelJIEHMe I[IpOT'PeCCUPOBaHMA OIHOTO
VI BoJiee CHMIITOMORE, CBA3aHHHX c KOTHUTUBHEM  HapylleHMeM,
CBA3aHHEM C paccTpocTBaMu oHC, TaKVUMMU Kak BO3pacTHOE
KOTHUTUBHOE HapylleHMe, YMepeHHOe KOTHMTMBHOe HapymeHune (MCI),
aMHeCTHuuecKoe MCI, oeMeHLW, BoJIe3Hb AJblLTelMepa (AD) ,
nponmpoMalibHaga AD, PTSD, mm3odpeHMUS WIM OUIIOJAPHOE PacCCTPOMCTBO
(B UacTHOCTHM, MaHHULg), OOKOBOM aMMOTPpOdMUecCKUM cCckJIepo3 (ALS) wWiIu
CBA3aHHOE C JIeYeHMEM paka KOTHUTUBHOE HapylleHNe. JleueHne
BO3pPaCcTHOTO KOTHMUTMBHOTO HapyleHns OOIIOJIHUTEJIbEHO BKJIOUAET

3aMelJIeHNe TpaHCCbOpMaLU/H/I BO3pPaCTHOTI'O KOTTHUTMBHOI'O HapylmeHMA
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(BrJOUass, Ho 0es orpaHmueHmsas MCI, ARCD wu AAMI) B IOEMEHIIMIO
(ganp., AD).

[0057] «JleueHne KOTHUTUBHOT'O HapyleHU a» OTHOCUTCH K
OPUHATUIO Mep NOJ4 VYJYUYIeHMS KOTHMTMBHOM QYHKUIMM Yy OOBEKTa C
KOTHUTUBHEM HapylleHMeM TakK, UYTOOH (aKTHUUeCKMe pe3yJibTaTh o0BeKTa
B OOHOM WM 0oJlee KOTHUTHUBHEIX TecTax YJydmaJuck B JioOou
oOHapyXMBaeMom CTeIlleHu, W npenoTBpamajioch X oaJibHeMinee
yXyOomeHue . IpelrnodTuUTeJIbHO, UYTOOE KOTHMUTUMBHasA OYHKUMA OOBEeKTa
nocjie JIeUeHMsSa KOTHUTMBHOTO HapyilleHrusa 0oJiee CWMJIBHO HalloMMHalla
OYHKLIVID HOPMAaJIbBHOTO, o0O0BLeKkTa 0e3 HapylleHMdA. JleueHMe KOTHUTUBHOTO
HapymeHrsa Yy Jiogel MoXeT YJIyUllaTh KOTHUMTUMBHYID OQYHKLIMIO B JoOOM
obHapyXMBaeMoM CTelleHM, HO OPedlouTHUTeJIbHO OHa YyJydllaeTca B
OOCTATOUHOM  CTelleHH’, YTOOE IIO3BBOJIATHE ODBEKTY C  HapyleHVeM
OCYMEeCTBJIATEL CYTOUHYI AKTMBHOCTL HOPMaJLHOM XM3HM Ha TakKoM Xe
YPOBHe YMeHMd, KaK VY HoOpMallbHOTO, o0OLekTa 0e3 HapylmeHusa. B
HEKOTOPHX CIIyYadax «JieueHMe KOTHUTUMBHOTO HapyUeHMA» OTHOCUTCHA K
OPUHATUIO Mep OJg VYJYUIeHMS KOTHUMTMBHOM QVHKIMM Yy OOBeKTa C
KOTHUTUBHEM HapylleHrMeM TakK, UTOOH QaKTUUeCKMEe Pe3yJbTaThH O0BeKTa
B OIHOM WM ©0oJilee KOTHMTMBHEIX TecTax VYJyullaJuMck B JHoOOM
oOHapyXMBaeMou CTeIlleHN, ZNRZN OpenoTBpamajoch "X OaJlbHeWmme e
yxXyOueHue . IIpeOnouTuTesIbHO, UYTOOH KOTHMTMBHaA OYyHKUMSA OOBeKTa
[IOCJIe JIeUeHUs KOTHUTHMBHOIT'O HapylleHusa 0oJiee CUJIBHO HalloMMHala
OYHKLVIO HOPMAJIbBHOTO, OOBeKTa O0e3 HapylleHusa. B HEeKOTOPHX Ccliydasdax
«JleueHue KOTHUTUBHOTI'O HapyleHU » N4 obbrekTa, MIOPaXeHHOTO
BO3PACTHHM KOTHUTUBHEIM HapylleHMeM, OTHOCUTCH K TIIPUHATHUIL Mep OJI4
VIIYUIIEeHM S KOTHUTUMBHOM (QYyHKUIMM YV o0O0beKTa Tak, UTOOH IIOCJe JIeUeHUS
KOTHUTUMBHOT'O HapVyIleHMS KOTHUTUMBHasA QYHKIMA oOBeKTa 00Jiee CUJIBHO
HaloMrHaJla O(YyHKIMI COBIamawnlero 10 BO3pacTy HOPMAJIBHOTO, OOBEeKTa
0e3 HapylleHUsa, WM QYHKIMID MOJIOOOTO COBEPIEeHHOJIeTHEeTO oObekTa. B
HEKOTOPHEX CJydasxX «JIedeHre KOTHUTUMBHOTO HapyIeHusa» Yy oOBeKTa
OTHOCUTCHA K NIPUHATUO Mep ojidg 3alepPXKU W MENJIEHHOTO
OpOTpPeCcCUPOBaAHMA KOTHUTUMBHOTO HapyIleHMsS Yy O0O0BeKTa C KOTHUTUBHEM
HapyleHrMeM. B HEKOTOPHX CIIyUaiaxX <«JIeUeHUe KOTHUTUMBHOTO HapyULeHUI»
Yy O0OBeKTa OTHOCUTCHA K IIPUHATHUIO Mep OJ4d 3aMeldjieHMd CKOPpOCTH
YXYOIeHN I KOTHUTUBHOM OYHKLIUM N oOBeKTa C KOTHUTVMBHEM

HapylieHreM.
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[0058] TepMMH «aT'eHT» MCIOJBE3YETCHS B HOaHHOM JIOKYMEHTe IJId
0003HaUeHUa XUMNUUECKOIT'O COeOMHEHMA (TaKoIl'o KaK oplaHuuecKoe WM
HeopT'aHNUeCKoe COeIVHEHNE, CMeChb XVIMUUEeCKUX COenMHEHUM) ,
OMOJIOTMUECKOM MaKpPOMOJIEKYJIE  (TakKoM Kak HyKJeMHOBas KUCJIOoTa,
aHTHTeJla, BKJOUaAd €er'0o YacTH, a TakKXe I'YMaHM3MPOBAHHEE, XMMEPHEE
M JUeJIOBEUEeCKMEe aHTUTeJla M MOHOKJIOHAJIbHBE aHTUTeJla, OeJIOK MM eTo
JyacThk, Halp., OeNTun, JUlIMO, yIJIEBOL) WM B3KCTpaKTa, I[IOJYUYEeHHOTO
1“3 OUMOJIOTUUYECKMX  MaTepualJioB, TakMx KaK KJEeTKM WM  TKaHU
BaxkTepun, pacTeHuu, IpubosB nimn XM BOTHEIX (ocoBeHHO
MJIIEKONIMTAKMKMX ) . ATEeHTH BKJIOUAT, HalpUMep, al'€HTH, CTPpyKTypa
KOTOPEX M3BEeCTHa, M al'eHTH, CTPpyKTypa KOTOPHX He M3BeCTHA.

OnucanHue Kommnoszsuuuil M300peTeHUS

[0059] 270 n3obpeTeHMe openocTaBigeT KOMIIO 3ULIUN
JiepeTHpalleTaMa [IPOJIOHIMPOBAHHOT'O BECBOOOXOeHMsa. KOMIIO3MUUNM STOTO
n300peTeHMa MOXHO MCIOJB30BAThH MJA YJYyUIleHMS [O3HaBaTeJIbHOM
CIIOCOOHOCTM y IIalMeHTOB, KOTOpPEE CTpalakT OT KOTHUTUMBHOIO
HapymeHMs, acCCOUMMPOBAHHOTO C PAaCCTPOMCTBaMM LeHTpPaJIbHOM HepBHOU
cucteMel (IIHC), y HyXmawmerocd B 5TOM OOJBHOT'O WMJIM C PUCKOM €TI0

prasBmuTHA. KomMmniosuimm STOT0 MSO@peTeHMH BBOOAT OIOMH pPa3 B IIE€Hb

(T.e., oOUH pa3 kaxgee 24 yaca) oJIg  YJYyUlleHMS KOTHUMTUMBHOM
CIIOCOOHOCTH .
[0060] B OIOHOM acriexkTe nsobpeTeHne IpenoCTaBJIgEeT

bapMalleBTHUUECKUE KOMIIO 3ULIUU IIPOJIOHTMPOBAHHOTO BHICBOOOXIEHUS,
comepxamue: a) 220 Mr JepeTupaleTama; b) or 280 mMr nmo 350 wMr
TUIOPOKCUIIPONUIIME TUJILEJIJIIJIORE (MM TUIPOMEJIJIOBH) ; C) OoT 1,2 MI' OO
1,4 MI' KOJUJUIOMOHOTO IMOKCHUIA KPEeMHUH; d) 92,8 wMr-119,2 wMr
CUJIMKOHUBUPOBAHHOY MUKPOKPUCTAJIIMUECKON LeJJIJIO3kH; u e) oT 6,0
MT oo o, 7 MT cTeapaTa MarTHMA . B HEeKOTOPEIX BapMaHTax
OCYWECTBJIEHUA  TIMIPOKCUIIPONIMIIME TUJILIEJIJIIIIO3a (M TUIIPOMEJIJIO3a)
npencrapiasgeT cobom Methocel™ KI5M CR. B HEeKOTOPHEX BapuaHTax

OCYMECTBJIEHUS  TUIPOKCUMIPOIUIIMETUIILEJIIOIIO3a (MM ITUIIPOMEJIo3a)
npencrapiageT cobdom Methocel™ KI100M Premium CR. B HEKOTOPHX
BapMaHTax OCYmMEeCTBJIEHVS CUJIMKOHU3UPOBAHHAA MUKPOKPUCTAJIIMUECKAS
LIeJJloJio3a  [IpencTaBJjsgeT  cobor  ProSolv™  HD9O. B HEeKOTOPHX

BapMMaHTax OCymeCTBJIEHMA cTeaparT MaT'HMA InpencTaBJIideT coboun
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HyQual®. B HEKOTOPHX BapMaHTax OCYMEeCTBJIeHUS GapMalleBTUUeCKas
KOMIIO3SMIIMA IIPOJIOHTMPOBaAHHOTI'O BHCBO@OXHGHMH HaXoIMTCA B TBepHOﬁ
@opme. B HEeKOTOPEX BaplaHTax oCcyleCTBJIeHMA @apMaHeBTquCKaH
KOMITIOSHMIIMA IIPOJIOHTMPOBaAHHOTI'O BHCBO@OXHGHMH MeeT @opMy TabJIeTKU
WM KarllCyJIH .

[0061] B IpyroM acriexkTe n3obpeTeHUe IpenoCTaBJIgEeT

@apMaueBqueCKme KOMIIO 3L IIPOJIOHTHMPOBAHHOTI'O BEICBOOOXIEHNS,

comepxalmue : a) 220 MI JieBeTHpalleTama; b) 280 M
TUOPOKCUIIPOIIUIIME TUJILEJIJIIOJIO 3E (M TUIPOMEJIJIO3H) ; c) 1,2 wMr
KOJUIOMOHOTO IOUOKCUIOa KpeMmHUsa; d) 92,8 MI' CUIMKOHU3UPOBAHHOMU

MUKPOKPUCTAJIJIMUECKON LeJJIJIo3k,; U e) 6,0 Mr cTeapaTa MarHUA. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUS TUIPOKCUNIPONIWIIME TUIILEJIIIIIIOo3a
(M TUIPOMEeJIo3a) OpelcTaBjsgeT cobor Methocel™ KI5M CR. B

HeKOTOPEIX BapMaHTax OCymeCTRBJIEHMA T'MOPOKCHUIIPOIIMIIME TVMIIIEJIJIIIIO 3a

(MM THUIpOMEeJIo3a) OpencTaBsgeT codol Methocel™ KI1IO00M Premium

CR. B HeKOTOPEIX BaplMaHTax OCyImeCTBJICHMA CMJIMKOHMSMPOBaHHAA

MUKPOKPUCTAJUIMUECKAas 1eJUInjIo3a IpencTaBjsgeT cobor ProSolv™ HD9O.

B HeKOTOPEX BapMaHTaX OCYHmMEeCTBJIEHMA CTeapaT Mal'HMA IIpeldCTaBJideT

cobon HyQual®. B HEeKOTOPEIX BapraHTax OCYyIeCTBJIEHUA
bapMalLleBTHUUECKA A KOMIIO3ULM A IIPOJIOHTMPOBAHHOTO BLHICBOOOXIOEHN A
HaxoOouTcsa B TBeploM OGopMe. B HeKOTOPHX BapMaHTax OCYyIeCTBJIEHUS
bapMalleBTUUECKA A KOMIIO 3ULIMA [IPOJIOHTUPOBAHHOT'O BHICBOOOXIEHN A
uMeeT QopMy TabJIeTKM WM KallCyJIH.

[0062] B OpyT'OM acriexkTe n300peTeHne IpenoCTaBJIAET
bapMalleBTUUECKUE KOMIIO 3ULIUM IIPOJIOHIMPOBAHHOTO BHICBOOOXIEHWS,
comepxalmue : a) 220 MDD JieBeTHpalleTama; b) 347,5 M
TUOPOKCUIIPOIIUIIME TUJIL & JIJIIJIO 3H (MM TUIIPOMEJIJIO3H) ; c) 1,4 wMr
KOJUJIOMIOHOTO IOMOKCUOa KpemHusa; d) 119,2 MI' CHMIMKOHU3UPOBAHHOMU
MUKPOKPUCTAJIJIMUECKOM LeJJIJIO3E,;, U e) 6,7 MI CTeapaTa MaTrHUA. B

HeKOTOPEIX BapMrMaHTax OCymeCTRBJIEHMA T'MOPOKCHUIIPOIIMIIME THMIIIEJIJIIIIO 3a

(M THUIpPOMeJIo3a) OpencTaBjsgeT cobor Methocel™ KI5M CR. B

HeKOTOPEX BapMMaHTax OCymeCTBIJIEHMA TI'MOIPOKCHUIIPOIIMIIME TUMIILEJIJIIIIO 3a

(MM TUIpoOMeJIo3a) OpencTaBsgeT cobdoim Methocel™ KIOOM Premium

CR. B HEeKOTOPEX BaplaHTax OCYyImeCTBIJIECHUA CMJIMKOHM3MPOBaHHAA

MUKPOKPUCTAJUIMUECKas LeJUIojio3a OpencTaBjsgeT cobor ProSolv™ HDIO.
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B HeKOTOPEX BapMaHTaX OCYHmMEeCTBJIEHMA CTeapaT Mal'HMA IIpeldCTaBJIdeT

cobon HyQual®. B HEeKOTOPEIX BapMaHTax OCyIeCTBJIEHUA
bapMalLeBTHUUECKA A KOMIIO3ULM A IIPOJIOHTIMPOBAHHOTO BHICBOOOXIOEHNA
HaxOIMUTCSA B TBepHoM oGopMe. B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUSI
bapMalLeBTUUECKA A KOMIIO3ULMA IPOJIOHTMPOBAHHOTO BLHICBOOOXIOEHN A
nMeeT QopMy TabJIeTKU WM KallCyJIbl.

[0063] B OpyT'OM acriexkTe n300peTeHne [IpenoCTaBJIAET
bapMalleBTUUECKUE KOMIIO 3ULIUM IIPOJIOHTMPOBAHHOTO BHICBOOOXIEHUS,

comepxalmue : a) 220 M JieBeTHpalleTama; b) 280 M

TUOPOKCUIPONIMIIME TUJILEJIJTIONOBE (MM  TUIpoMeJJlo3e) Methocel™ KI15M

CR; c) 1,2 MI' KOJJIOMOHOTO IOMOKCHMIA KpPEeMHUHA; d) 92,8 ™MD
CUJIMKOHUSUPOBAHHON MUKPOKPUCTAJIJIMUSCKON LeJJIJIO3H ProSolv™ HD90;

u e) 6,0 Mr crTeapaTa MarHMA (Hanp., HyQual®). B HEKOTOPHX
BapMaHTax OCyImeCTBJIEHUS bapmalleBTHMUECKASA KOMIIO3ULIN A
IPOJIOHTHMPOBAHHOTO BEICBOOOXIEHMSA HaxXOOUTCHA B TBepnon odopme. B
HEeKOTOPHX BapMaHTax OCYMeCTRJeHUsa OfapMalleBTUUeCcKasd KOMIIO3ULIMS
IIPOJIOHTUPOBAHHOTO BHICBOOOXIEHU A VIMEET bopmy TabIeTKHU NI
KalCyJiH .

[0064] B IpyToM acriexkTe nzsobpeTeHMe IpenocTaBiifgeT
bapmMmalleBTHUUECKUE KOMIIO3ULMM  [IPOJIOHTMPOBAHHOTO BEHICBODOOXIOEHNU S,
conepxamue : a) 220 MDD JleBeTHUpalleTaMma ; b) 347,5 MT
TUOPOKCUIPONIMIIME TUJILIEJIJIIONIOBE (MM  TUIpoMeJJlose) Methocel™ K15M

CR; c) 1,4 MI' KOJUJIOMOHOTO IMOKCHUIA KpPeMHWUS; d) 119,2 wMT
CUJIMKOHUSUPOBAHHON MUKPOKPUCTAJIJIMUECKON LeJJIJIo3s ProSolv™ HD90;

u e) 6,7 Mr cCTeapaTa MarHMA (Hanp., HyQual®). B HEeKOTOPHX
BapuaHTax OCYWeCTBJIEHU I bapMaleBTUUECKA A KOMIIO 3L A
IPOJIOHTHMPOBAHHOTO BEICBOOOXKIEHMSA HaxXOOUTCHA B TBepnon odopme. B
HEeKOTOPHX BapuaHTax OCyWeCTBJIEHNA OJQapMalleBTUUYeCKad KOMIIO3UILINA
[IPOJIOHTMPOBAHHOT'O BHICBODOXIEHM A nMeerT bopmy TabJIeTKU VI
KallCyJIEL.

[0065] B IpyIT'OM acriexkTe n300peTeHre IpenoCcTaBJIsgeT
bapMalleBTUUECKUE KOMIIO 3ULIUM IIPOJIOHIMPOBAHHOTO BHICBOOOXIEHW S,
comepxalmue : a) 190 MDD JieBeTHpalleTama ; b) 300 MT
TUOPOKCUIIPOIUIIME TUJILLEJIJTIOJIO 3E (MM TUIIPOMEJIJIO3H) ; c) 1,2 wMr

KOJUJIOMOHOTO IOMOKCHMIOa KpemHusa; d) 102,8 MI' CHMIMKOHU3UPOBAHHOU
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MUKPOKPUCTAJIJIMUECKOW LeJJIJIO3H; M e) 6 MI' CcTeapaTa MarHua. B

HeKOTOPEIX BapMMaHTax OCymeCTBJIEHMA I'MOPOKCHUIIPOIIMIIME TUMIILEJIJIIIIO 3a

(M THUOpoOMeJIo3a) OpencTaBjsgeT cobon Methocel™ KI1I5M CR. B

HeKOTOPRIX BapMMaHTax OCymeCTBIJIEHMA I'MOPOKCHUIIPOIIMIIME TUMIILLEJIJIIIIO 3a

(MM TUIpoMeJsIo3a) ImpencraeyiseT cobor Methocel™ KI100M Premium

CR. B HEeKOTOPEHX BapraHTax OCYyIeCTBJIEHNA CUMIJIMKOHM3VMPOBaHHAaA

MUKPOKPUCTAJUIMUeCKas leJUIjIo3a OpelcTaBjsgeT cobor ProSolv™ HD90.

B HeKOTOPEX BapMaHTaX OCYyHmMeCTBJIEHMA CTeapaT Mal'HMA IIpeldCTaBJjideT

cobom HyQual®. B HEKOTOPEIX BapMaHTax OCyIleCTBJIEHU A
bapMalleBTUUECKA A KOMIIO 3L A IIPOJIOHTMPOBAHHOTO BEHICBODOXIEHNU A
HaxOIUTCS B TBepOoM ooopMe. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS
bapMalleBTUUECKAH KOMIIO 3ULM A IIPOJIOHIMPOBAHHOTO BEHICBODOXIEHNU A
nMeeT QopMy TabOJIeTKU WIIM KallCyJibl.

[0066] B OIpyT'OM acriekTe n300peTeHre IpenoCcTaBJIsgeT
bapMalleBTUUECKUE KOMIIO 3NN IIPOJIOHI'MPOBAHHOTO BEHICBOOOXIEHN S,
comepxalmye : a) 190 MDD JieBeTHpalleTama; b) 300 M
TUOPOKCUIIPOIUIIME TUJIL & JIJTIJIO 3H (MM TUIIPOMEJIJIO3H) ; c) 1,2 wMr
KOJIJIOMIOHOTO OVOKCHIOa KpeMHU A ; d) 102,8 MT 0e3BOOHOTO
ouxkaJcuupochara; u e) 6 MI' CTeapaTa MaTHMA. B HeKOTOPHX
BapmaHTax OCYIIEeCTBJIEHN A TUOPOKCUIIPONINUIIME TUJILLEJIJII0IIO 3a (nm
TUIIpOMEJIJIo3a) MNOpelcTaBigeT cobor Methocel™ K15M CR. B HeKOTOPHX
BapuaHTax OCYIeCTBJIEHNA TUOPOKCUIIPOIMIIME TUIILLEJIIIIIIO 3a (mm
TUIIPOMEJIJIO3a) IMpeacTaBysgeT codor Methocel™ K100M Premium CR. B

HeKOTOPEIX BapMaHTaX OCyleCTBJIEHNUA CTeapaT Mal'HMA ITIIpelcTaBJIdeT

cobomn HyQual®. B HEeKOTOPEIX BapMaHTax OCyIleCTBJIEHUA
bapMalleBTUUYECKA A KOMIIO 3L A IIPOJIOHI'MPOBAHHOTO BHICBOOOXIEHN A
HaxOIUTCS B TBepOoM ooopMe. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS
bapMalLeBTHUUECKAH KOMIIO3ULM A IIPOJIOHIMPOBAHHOT'O BHICBOOOXIEHN A
nMeeT QopMy TabOJIeTKU WM KallCyJibl.

[0067] B OIpyT'OM acriexkTe n300peTeHre IpenoCcTaBJIsgeT
bapMalLleBTUUECKUE KOMIIO 3ULIUN IIPOJIOHIMPOBAHHOTO BLHICBOOOXIEHW S,

comepxamue : a) 190 M JieBeTHpalleTama; b) 300 MI

TUOPOKCUIPONIMIIME TUJILEJIJTIONIOBE (MM TMHpoMeJio3e) Methocel™ K15M

CR; c) 1,2 MI' KOJUJIOMOHOTO IMOKCHUIA KpPeMHUS; d) 102,8 wMr
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CUJIMKOHU3UPOBAHHON MUKPOKPUCTAJIJIMUSCKON LeJJIJIO3H ProSolv™ HD90;

n e) 6 MI' CTeapaTa MaTrHMA (Hamp., HyQual®). B HEKOTOPHX
BapMaHTax OCYIWEeCTBJIEHN A bapMalLeBTUUECKA A KOMIIO3MLM A
IIPOJIOHTMPOBAHHOT'O BECBOOOXIEHMSA HaxXOoOUTCHA B TeBepnou odopme. B
HEeKOTOPHX BapMaHTax OCYIeCTBJIeHNA (QfapMalleBTUUeCKad KOMIIO3ZUILINA
IIPOJIOHTVPOBAHHOTO BHICBODOXIEHUA nuMeeT bopmy TabJeTKU NI
KarllCyJIH .

[0068] B OpyT'OM acriexkTe n300peTeHne IpenoCTaBJIAET
bapMalleBTUUECKUE KOMIIO 3ULIUM IIPOJIOHIMPOBAHHOTO BHICBOOOXIEHUS,

comepxalue : a) 190 MDD JieBeTHpalleTama; b) 300 M

TUOPOKCUTPONIMIIME TUJILEJIJTIONIORE (MM  THUIIPOMEeJIJIo3k) Methocel™ K100M

Premium CR; c) 1,2 MI' KOJJIOMOHOTO IMOKCHMIa kpemHMUsa; d) 102,8 wr
CUJIMKOHUSUPOBAHHON MUKPOKPUCTAJIJIMUSCKON LeJJIJIO3H ProSolv™ HD90;

n e) 6 MI' cCcTeapaTa MaTHMA (Hamp., HyQual®). B HEKOTOPHX
BapMaHTax OCYIECTRBJIEHUA bapMalleBTUUYECKASA KOMIIO 3ULIM A
IPOJIOHTMPOBAHHOTO BEICBOOOXIEHMSA HaxXoIMUTCA B TBeplon ¢opme. B
HEKOTOPEIX BapMaHTax OCYIEeCTRBJIIEHUS (QapMalleBTUUeCKasd KOMIIO3ULIMA
[IPOJIOHTUPOBAHHOT'O BEICBOOOXIEHNU A VMeeT bopmy TabJIe TKA VI
KallCyJIkl.

[0069] B IpyTroM acriexkTe n3obpeTeHue IpenoCTaBJIgeT
bapMaleBTHUUECKUE KOMIIO 3ULIUN IIPOJIOHTUPOBAHHOT O BEICBOOOXIEHN S,
comepxamue : a) 190 MI JeBpeTHpalieTaMma; b) 300 MI
TUIOPOKCUIPOIUIIME TUIILEJIJIIONIO 3  (MJIM  ITHUIPOMeJIJIosH) Methocel™ K100M
Premium CR; c) 1,2 MI' KOJJIOMOHOTO IMOKCHMIa kpemHUs; d) 102,8 wmr

Bes3BOOHOTO IOMKaJblUuMbpochaTa; M e) 6 MI' CcTeapaTa MarHMA (HaIp.,

HyQual®). B HEKOTOPHX BapMaHTax OCYHeCTBJIEHVA GapMalleBTUUYeCKas
KOMIIO3ZUIIMA TIPOJIOHTHMPOBAHHOTO BHCBOOOXIESHMSA HaAxXOIOUTCSA B TBepIon
bopMe. B HEeKOTOPHX BapMaHTax OCYWeCTBJIeHUA dapMalleBTHUUeCKas
KOMIIOBULIMA IIPOJIOHTUMPOBAHHOT'O BEHCBOOOXIOEHUA MMeeT QOpMy TabJleTKU
WV KallCYJIHL.

[0070] B IpyIT'OM acriexkTe n300peTeHre IpenoCcTaBJIsgeT
bapMalleBTUUECKUE KOMIIO 3ULIUM IIPOJIOHIMPOBAHHOTO BHICBOOOXIEHW S,
comepxamme 100-350 MI JeBeTUpaleTaMa, ofbpaszynmui MaTpuULly
[IOJIMMED, CIIOCOOCTBYyKIlee  CKOJIBXEHMID  BeEIeCTBO, paszbaBuTeslb U

CMa3EBaKlee BeleCTBO. B HeKOTOPHX BapMaHTax OoOCymeCTBIJIEHNA



21

ofpasynmniyl MaTpHUIly [IOJIMMEP SABJISeTCH BOINOPACTBOPMMEIM. B HEKOTOPEHX
BapMaHTax OCYIeCTBJeHMA pasfaBUTelb ABJAETCHS BONOPaACTBOPMMEM. B
HEeKOTOPHX BapMaHTax OCYWMeCTRBJIeHKS KOJMUEeCTBO JieBeTHpalleTaMa B
bapmMalleBTUUECKUX KOMIIO 3L AX IIPOJIOHTUPOBAHHOTO BEHICBODOXIEHN A
cocTaBJyfgeT 125-250 M JieBeTHpaleTaMa. B HEKOTOPHX BapMaHTax
OCyIEeCTBJIEHUA IIPOLEHTHOE CcolepxXaHue oOpasywlmelo MaTpuLly IIoJiMMepa
B  (QapMaleBTUUECKUX KOMIO3UUMAX MNIPOJIOHTUMPOBAHHOTO BHCBOOOXIEHMS
cocTaBJidgeT JHoOOM IuanasoH Mexnoy 45% M/M-70% M/M, Hanopumep, 45%,
46%, 47%, 48%, 49%, 50%, 55%, 60%, 65% umum 70% M/M.

[0071] B OIpyT'OM acriekTe n300peTeHre IpenoCTaBJIAgAEeT

@apMaueBqueCKme KOMIIO 3L IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHNUSA,

comepxamue ; a) 30-40% M/ M (Hamp., 31,7-36,7% M/ M)
JleBeTHUpalleTaMma ; b) 45-55% M/ M (Hamp., 46,7-50% M/ M)

TUIPOKCUIPOIUIME TUJILEJIJIIONIOSH (MJIM TUIPOMEJIJIosH) ; ¢) 0,01-5% M/M
KOJIJIOMOHOTO IMOKCHOa KpeMHud (Hamnp., 0,2% Mm/M); d) 15-20% M/M
(15,5-17,1% M/ M) CUJIMKOHUBUPOBaHHOM MUKPOKPUCTaJIJIMUEeCKOM
neJuoJiosu; u e) 0,01-5% wM/M creapaTra MarHug (Hamnop., 0,96-1%
M/M) . B HEKOTOPEIX BapuaHTax OCYIIECTBJIEHN A

I'MOPOKCUIIPOIIMIIME TVIILLEJIJII0JIO 3a (nam PMHpOMeﬂHOBa) IIpenacCcTraeJjideT

cobort Methocel™ KI15M CR. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUS

TVMIOPOKCUIIPOIIMIIME TUIILLEeJIJIIJIO 3 a (nnm rmnpomenﬂosa) ImpeocrTaejdeT

cobort Methocel™ KI100M Premium CR. B HEKOTOPHX BapMaHTax

OCYMECTBJIEHUS CUJIMKOHMBUPOBAHHASA MUKPOKPUCTAJIJIMYeCcKasa LeJJIoo3a
npencraBiasgeT cobor  ProSolv™  HD90. B  HEeKOTOPHX  BapMaHTax

OCymeCTBJIEHUS CTeapaT MaTHMA OpencTaBjgeT coboi HyQual®. B
HEeKOTOPHX BapuaHTax OCYHWeCTBJIEHNA OQapMalleBTUUeCKad KOMIIO3ULNA
IPOJIOHTHMPOBAHHOTO BEICBOOOXKIEHMSA HaxXOoOUTCHA B TBepnon odopme. B
HEeKOTOPHX BapuaHTax OCyWeCTBJIEHNA OJQapMalleBTUUYeCKad KOMIIO3ULNA
[IPOJIOHTMPOBAHHOT'O BHICBODOXIEHU A nMeerT bopmy TabJIeTKU VI
KallCyJIEL. B HEKOTOPEHIX BapMuaHTax OCYyWeCTBJIEHUA oBmmM BeC
bapmalleBTHUUECKOM KOMIIO 3ULIUN IIPOJIOHI'MPOBAHHOTO BHICBOOOXIEHN A
cocrasjydgeT 250 Mr-1000 Mr. B KOHKPETHOM EBapuaHTe OCYWeCTBJIEHUI
oBmmM BeC bapMalleBTUUECKON KOMIIO 3ULIUM IIPOJIOHTVPOBAHHOT'O
BHICBOOOXIEHN A cocTaBJideT 600 MI'. B HEKOTOPEIX BapMaHTax

OoCymeCTBJIEHNMA KOMIIO3MIINMA IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHN A
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comepxuT 125-250 MI' JieBeTHpalleTaMa.
[0072] B IpyToM acrexkTe n300peTeHNre IpenocTaBJIfgeT

@apmaueBqueCKme KOMITIO SN IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHNUS,

comepxamue : a) 36,7% M/M JiepeTupalieTama; b) 46,7% M/M
TUOPOKCUIPONIMIIME TUJILLEJIJIIOJIOBE (MM ITMOpoMeJuJiosH); c¢) 0,2% wM/M

KOJUJIOMOHOTO OMOoKcuma KpemHus; d) 15,5% M/M CHIMKOHU3VPOBAHHOM
MUKPOKPUCTAJUIMUECKOM LeJIJIoJIOSH,; ¥ e) 1% M/M cTeapaTa MaTHMA. B
HEKOTOPHX BapMaHTax OCYMeCTBJIEHUA TUIPOKCUIIPONIMIIME TUIILEJIIIInI03a
(M TUIpPOMEeJIJIo3a) OpencTaBjsgeT cobor Methocel™ KI5M CR. B
HEKOTOPHX BapMaHTax OCYMeCTBJIEHUA TUIPOKCUIIPONIWIIME TUIILEJIIIII0o3a
(MM THUIOpOMEJJIo3a) OpencTaBjgeT codoi Methocel™ KI1I00M Premium
CR. B  HeKOTOPHX BapMaHTax OCYMeCTRBJIeHUSA CUIMKOHU3UPOBAaHHAS
MUKPOKPUCTAJUIMUECKas 1eJUIJIo3a IpencTaBjsgeT cobor ProSolv™ HD90.
B HeKOTOPHX BapMaHTax OCYMeCTRBJIeHMSA CTeapaT MaTlHUSA OpeICTaBJIAET
cobomn HyQual®. B HEeKOTOPEIX BapMaHTax OCYyIeCTBJIEHUA
bapmalleBTHUUECKASA KOMIIO3ULIN A IIPOJIOHTHPOBAHHOTO BEHICBODOXIEHNU A

HaXoIMTCA B TBepHOﬁ @opme. B HEKOTOPHX BapMaHTaX OCYIMeCTBJIECHNA

bapmalleBTHMUECKAS KOMIIO 3L A IIPOJIOHTMPOBAHHOT O BHICBOBOOXICHM A
uMeeT  dopMmy « TabJeTKM MM KallCYJIH. B HEKOTOPHX BapMaHTax
OCYMEeCTBJICHUS o O BecC bapmalleBTHUUECKOM KOMIIO 3ULIUM

IIPOJIOHTMPOBAHHOTO BEICBOOOXOeHMA cocTapjsgeT 250 wmr-1000 wmr. B
KOHKPETHOM BapMaHTe OCYMeCTBJIeHMsa ofmul Bec obapMalleBTUUECKON
KOMIIOBULIMM IIPOJIOHIMPOBAHHOT'O RBEHCBOOOXIOEeHMSA cocTaiBJgsgeT 600 mMr. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMS KOMIO3MUUA [IPOJIOHTUPOBAHHOTO
BHICBOBOXIOEHUA CcomepxuT 125-250 MI JieBeTupalleTaMma.

[0073] B OpyIT'OM acriexkTe n300peTeHne IpenoCcTaBJIsgAeT
bapMalleBTUUECKUE KOMIIO 3ULIUN IIPOJIOHIMPOBAHHOTO BHICBOOOXIEHWS,
comepXxamue : a) 31,7% M/ M JeBeTUpalleTama ; b) 50% M/ M
TUIPOKCUIPOIUIME TUJILEJIJIIONIOSH  (MJIM TUIPOMEJIJIOsH) ; ¢) 0,2% M/M MT
KOJUIOMOHOTO HOMOKCHUIa KpeMmuusa; d) 17,1% M/M CUIMKOHM3UPOBAHHON
MUKPOKPUCTAJUIMUECKON LeJUIoJo3s; ¥ e) 0,96% M/M CcTeapaTa MaTHUA.

B HeKOTOPHX BapMaHTax OCYUWEeCTBJIEHMId I'MIPOKCUIIPOIIMIIME TUJILIEJIJIIIIOS3a

(M THUIpPOMEeJIo3a) OpencTaBjsgeT cobon Methocel™ KI5M CR. B

HeKOTOPRIX BapMMaHTax OoCymeCTBJIEHMA I'MOPOKCHUIIPOIIMIIME TUMIILEJIJIIIIO 3a

(MM TuUIpoMeJio3a) OpencrTaBjsgeT cobdor Methocel™ KIOOM Premium
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CR. B HeKOTOpHX BapMaHTax OCYUeCTBJIEHMA  CUJIMKOHU3UPOBaHHASA
MUKPOKPUCTAJUIMUECKAasa leJUInjIo3a OpencTaBjsgeT cobor ProSolv™ HD9O.
B HeKOTOpPEHX BapMaHTax OCYWeCTBJIEHMI CcTeapaT MaTHMA IIpencTaBlIsgeT
cobour HyQual®., B HEeKOTOPHX BapraHTax OCYIIeCTRBJIEHUA

@apMaueBTquCKaq KOMIIO3MINMA IIPOJIOHTHMPOBAHHOT'O BEICBOOOXIEHM A

HaXoIoInTCA B TBep,]IOTZ @OpMe. B HeKOTOpPEHX BapMaHTax OCYUeCTBJIeHUd

bapmMmalleBTHUECKAS KOMIIO3ULIM A IPOJIOHTMPOBAHHOT O BEHICBOBOXIEHMA
uMeeT  popMy «TabJeTKM MM  KalCYJIH. B HEeKOTOPHX BapMaHTax
OCYIMEeCTBJICHU I o BmmM BecC bapmMmalleBTHUECKOM KOMIIO 3ULIUU

IIPOJIOHTUPOBAHHOTO BECBOOOXIOeHUS cocTaBjgdger 250 wMmr-1000 wmr. B
KOHKPETHOM BapMaHTe OCYIeCcTBJeHMsa ofmuM Bec dapMalleBTHUUECKOM
KOMITO3ULIUKY IIPOJIOHTMPOBAHHOTO BEHCBOOOXIEeHMS cocTaBJgeT 695 mMr. B
HEKOTOPEIX BapMaHTax OCYIEeCTRBJIEHMS KOMIIO3MIMSA IIPOJIOHITMPOBAHHOTO
BHICEODBOXIOEeHUA comepxuT 125-250 MI JieBeTHpalleTama.

[0074] B IpyIT'OM acriekTe n300peTeHne IpenoCcTaBJIsgeT
bapMaleBTUUECKUE KOMIIO 3ULIUN MIPOJIOHTMPOBAHHOT O BEHICBOOOXIEHN S,
comepxamue : a) 36,7% M/M JeBeTHpalieTama ; b) 46,7% M/M
TUIOPOKCUIIPOIUIME TUJILEJIJIIONIOZH  (MJIM  TUIPOMEJIJIO3H) Methocel™ KI15M
CR; c¢) 0,2% M/M KOJJIOMIHOTO mOMOKCHUIa kpemHus; d) 15,5% wm/M
CUJIMKOHU3MPOBAHHON MUKPOKPUCTAJIJIMUECKON LIeJlojo3s ProSolv™ HD90;

u e) 1% M/M cCcTeapaTa MarHMA (Hanp., HyQual®). B HEKOTOPHX
BapuaHTax OCylleCTBJIEHU A bapMalleBTHUUECKA S KOMIIO 3L A
IIPOJIOHTMPOBAHHOTO BEICBOOOXIEHMS HaxXoIUTCAd B TBepion ¢dopme. B
HEeKOTOPHX BapMaHTax OCYIeCcTBJIeHUS dapMalleBTUUeCKas KOMIO3ZUILINSA
IPOJIOHTUPOBAHHOTO BHICBODOXICHM I uMeeT bopmy TabJeTKU W
KaricyJisl. B HEKOTOPEIX BapMaHTax OCyMeCTBJIEHU S oBmum BecC
bapMalleBTUUECKOM KOMIIO 3ULIUA IPOJIOHTMPOBAHHOTO BHICBOOOXKIEHN A

cocrasjydgeT 250 Mr-1000 Mr. B KOHKPETHOM EBapuaHTe OCYWeCTBJIEHUSI

o0mum BeC @apmaueBTquCKoﬁ KOMIIO 3L IIPOJIOHTMPOBAHHOTI'O
BEICBOOOXIEHM A CcOoCTaBJIdaeT 600 MTI'. B HeKOTOPEIX BapMaHTax
OCymeCTRBJIECHMA KOMIIO3MIINA IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHN A

comepxuT 125-250 MI' JieBeTHpalleTaMa.
[0075] B IpyToM acriexkTe n300peTeHNe IpenocTaBJIfgeT
bapMalLleBTUUECKUE KOMIIO 3NN IIPOJIOHTMPOBAHHOTO BLICBOOOXIEHW S,

comepxamue : a) 31,7% M/M JeBeTHpalieTama; b) 50% M/M
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TUOPOKCUIPONIMIIME TUJILEJIJIIONIOBE (MM TUHpoMeJJio3e) Methocel™ KI15M
CR; c¢) 0,2% M/M KOJJIOMOHOTO OMOKCHUIa kpemHus; d) 17,1% wM/M
CUJIMKOHM3VPOBAHHONW MUKPOKPUCTAJIJIMUECKON LeJulojo3s ProSolv™ HD90;

nu e) 0,96% M/M cTeapaTa MarHug (Hanp., HyQual®). B HeKOTOPHX
BapraHTax OCYIECTRBJIEHU A bapMalLleBTHUUECKASA KOMIIO 33U A
IIPOJIOHTMPOBAHHOTO BEICBOOOXIEHMS HaxOoOUTCS B TBepnon odopme. B
HEeKOTOPEX BapMaHTax OCYIEeCTBJIeHMA (apMalleBTUMUeCKasd KOMIIO3ULIMA
IPOJIOHTHPOBAHHOTO BEICBOOOXIEHIM S uMeeT bopmy TadJIeTKU MM
KallCyJibl. B HEKOTOPHIX BapMaHTax OCyMeCTRBJICHU S o B BeC
bapMalleBTUUECKOM KOMIIO 3L [IPOJIOHTUPOBAHHOTO BEICBOOOXIEHM A

cocrasjydgerT 250 Mr-1000 Mr. B KOHKPETHOM EBapuaHTe OCYWeCTBJIEHUS

o0muMm BeC @apMaueBTquCKoﬁ KOMIIO 3L IIPOJIOHTMPOBAHHOTI'O
BEICBOOOXIEHM I CcoCcTaBJIdaeT 695 MTI'. B HeKOTOPEIX BapMrMaHTax
OCymeCTRBJICHMA KOMIIO3MIINA IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHN A

comepxmuT 125-250 MI' JleBeTHpalleTaMa.
[0076] B IpyIT'OM acriexkTe n300peTeHre IpenocTaBJIsgeT

(]_)apMaLI,eBTquCKI/Ie KOMIIO 3L IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHNUSA,

comepxamue : a) 31,7% M/M JeBeTHpalieTama; b) 50% M/M
TUOPOKCUTIPOIIUIIME TUJILEJIJIIOJIOBE  (MJIM  TUIIPOMEJIJIOSEH) ; C) 0,2% w™M/Mm

KOJUIOMOHOTO HOMOKCHUIa KpeMmHusa; d) 17,1% M/M CUIMKOHU3UPOBAHHOMN
MUKPOKPUCTAJIJIMYECKON LeJJIoJIOsH,; M e) 1% M/M cTeapaTa MarHMSa. B
HEeKOTOPHX BapMaHTax OCyWeCTBJIEHUS IUIPOKCUIIPOIIMIIME TUIILEJIII0JIO3a
(M TUIpOMeJIJIo3a) OpelcTaBjsgeT cobor Methocel™ KI5M CR. B
HEKOTOPHX BapMaHTax OCYMeCTBJIEHUA TUIPOKCUIIPONIMIIME TUIILEJIIIII03a
(MM THUIpoOMEeJIo3a) OpencTaBsgeT cobdol Methocel™ KI1IO0OM Premium
CR. B HeKOTOPHX BapMaHTax OCYMeCTRBJEeHUSA CUJIMKOHU3UPOBAHHAS
MUKPOKPUCTAJUIMUECKAas 1eJUIJIo3a OpencTaBjsgeT cobor ProSolv™ HD90.
B HeKOTOPHX BapMaHTax OCYMeCTRBJIeHMSA CTeapaT MaTlHUSA OpelCTaBJIAeT
cobomn HyQual®. B HEeKOTOPEIX BapMaHTax OCyIeCTBJIEHUA
bapmalleBTHUECKAS KOMIIO 3ULIN A IPOJIOHTHPOBAHHOTO BEHICBODOXIEHNU A

HaXoIMTCA B TBep,]IOﬁ (]_)OpMe. B HEeEKOTOPEHX BapMaHTaX OCYmMeCTBJIECHNA

bapMmalLeBTHUECKASA KOMIIO 3L A IPOJIOHTMPOBAHHOTO BHICBOBOOXICHM A
uMeeT  popMmy — TabJIeTKM MM  KallCYJIH. B HEKOTOPHX BapMaHTax
OCYMEeCTBJIEHNS o B BecC bapmMmaleBTHUUECKOMN KOMIIO 3ULIUM

[IPOJIOHTUPOBAHHOT'O BHCBOOOXIOeHUs cocTabjger 250 wmMr-1000 wmr. B
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KOHKPETHOM BapMaHTe OCYMeCTBJIeHUS OO0muM BeC OGapMalleBTUUeCKOM
KOMIIOBULMM IIPOJIOHI'MPOBAHHOT'O BEHCBOOOXIOEeHMA cocTabBjgeT 600 Mr. B
HEeKOTOPHX BapMaHTax OCYWeCTBJIEHMA KOMIO3MUUA IPOJIOHIUPOBAHHOTO
BHICBOBOXIOEHMA comepxmuT 125-250 Mr JieBeTHpalleTaMma.

[0077] B OpyT oM acriexkTe n3obpeTeHUe IpenoCTaBJIgET

@apMaHeBTquCKMe KOMIIO SN IIPOJIOHTHMPOBAHHOT'O BEICBOOOXIEeHM S,

comepXxamue : a) 31,7% M/M JleBeTUpalleTaMma ; b) 50% M/M
TUIOPOKCUNIPONUIIME TUJILEJIJIIOJIORE (MJIM  TUIIPOMEJIJIOBH) ; C) 0,2% wM/M
KOJIJIOMIOHOTO OMOKCHUIA KpeMHU A ; d) 17,1% M/M 0e3BOOHOTO
IuKaablUuibpochaTa; U e) 1% M/M CTeapaTa MarHug. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIEHUA TUOPOKCUIIPOIIMIIME TUJILEJIJIIIIO 3a (mm

THUIIPOMEJIJIO3a) NOpelcTaBiigeT cobol Methocel™ KI15M CR. B HEKOTOPHX
BapuaHTax OCYWeCTBJIEHUSI TUOPOKCUIIPOIIMIIME THUJILEJIJIIIIO 3a (mm
TUIIPOMEJIJIO3a) IMpeacTaBisgeT codor Methocel™ K100M Premium CR. B
HEeKOTOPHX BapMaHTax OCYWeCTBJIEHUA CcTeapaT MalHMa IIpelcTaBlideT
cobomn HyQual®. B HEeKOTOPEIX BapMaHTax OCYyIeCTBJIEHUA
bapMalleBTUUECKAA KOMIIO3ULM A IIPOJIOHIMPOBAHHOTO BHICBOOOXIOEHN A

HaXoIMTCA B TBep,]IOﬁ @OpMe. B HEKOTOPHX BapMaHTaX OCYIMEeCTBIJIECHNA

bapmalleBTUUECKAS KOMIIO 3ULIM I IPOJIOHTUPOBAHHOTO BLICBOOOXICHN A
uMeeT  dopmy  TaBJEeTKM WM KAalCYJIH. B HEeKOTOPHX BapMaHTax
OCYyIIeCTBJIEHU I o BmuM BecC bapMmalleBTHUUE CKOM KOMIIO 3ULIUU

IIPOJIOHTMPOBAHHOTO BEICBOOOXOeHMA cocTapjsgeT 250 wmr-1000 wmr. B
KOHKPETHOM BapMaHTe OCYmeCcTRBJIeHMsS ofmuM Bec dapMaleBTHUUECKOM
KOMIIOB3ULUKY IIPOJIOHTMPOBAHHOTO BECBOOOXIOeHMS cocTaBJggeT 600 mMr. B
HEKOTOPEIX BapMaHTax OCYIMEeCTRBJIEHMS KOMIO3MUIMSA IIPOJIOHIMPOBAHHOTO
BHICBOBOXIOEHUA CcomepxuT 125-250 MI JieBeTHpalleTaMma.

[0078] B OIpyIT'OM acriexkTe n300peTeHre IpenoCTaBJIsgAeT
bapMaleBTUUECKHUE KOMIIO 3ULIUN [IPOJIOHTMPOBAHHOT O BHICBOOOXIeHN A,
comepxamue : a) 31,7% M/ M JeBeTHpalleTama ; b) 50% M/ M
TUIOPOKCUIPOIUIME TUJILEJIJIIONIOZH  (MJIM TUIPOMEJIJIO3H) Methocel™ KI15M
CR; c¢) 0,2% M/M KOJJIOMIHOTO OMOKCHUIa kpemHusg; d) 17,1% wM/M

CUJIMKOHMU3UPOBAHHON MUKPOKPUCTAJIJIMUSCKON LeJJIJIO3H ProSolv™ HD90;

u e) 1% ™M/M cTeapaTa MarHMA (Hanp., HyQual®). B HEKOTOPHX
BapmaHTax OCYIWEeCTBJIEHN I bapMalLeBTUUECKA A KOMIIO3MLM A

IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHMA HaXOOUTCHA B TBepHOﬁ q_)opMe . B
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HeKOTOPEIX BapMrMaHTax OCYyIeCTBJICHMA @apMaHeBTquCKaH KOMITIO 3MIINA
IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHN A rmMeeT @opmy TabJIe TKU MJIn
KRallCyJIEL . B HEeKOTOPEIX BaplaHTax OCyImeCTBIJIECHNA oBmmn BeC
@apMaHeBTquCKOﬁ KOMIIO 3L IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHNUA

cocTaBjygeT 250 mMr-1000 Mr. B KOHKPETHOM BapMaHTe OCYIeCTBJIeHUA

oBmu BeC @apMaHeBTquCKOﬁ KOMIIO 3NN IIPOJIOHTMPOBAHHOT'O
BEICBOOOXIEHM A cocTaBJideT 600 MT'. B HeKOTOPEIX BapMrMaHTaxXx
oCymeCTRBJIEHMA KOMIIO3MII A IIPOJIOHTMPOBAHHOTI'O BEICBOOOXIEHU A

comepxuT 125-250 MI' JieBeTUpalleTaMma.

[0079] B OIpyT'OM acriekTe n300peTeHre IpenoCTaBJIAgAEeT
bapMalleBTUUECKUE KOMIIO 3ULIUN IIPOJIOHI'MPOBAHHOTO BHICBOOOXIEHWS,
comepxamue : a) 31,7% M/ M JeBeTHUpalleTama ; b) 50% M/ M
TUIPOKCUTPONIMIIME TUJILEJIJTIOIIOBE (MM  THUIIPOMEJIJIo3k) Methocel™ K100M
Premium CR; c¢) 0,2% M/M KOJJIOMOHOTO IOMOKCUIa KpemHmus; d) 17,1%
M/M CUJIMKOHM3VPOBAHHOW MUKPOKPUCTAJIJIMUECKON LeJUIJI03s ProSolv™M

HD90; m e) 1% M/M cTeapaTa MarHMS (Hamop., HyQual®). B HeKOTOPHX
BapMaHTax OCyIMEeCTRJIEHUA bapMalLleBTUUYECKASA KOMIIO3ULIM I
IIPOJIOHTVMPOBAHHOTO BEICBOOOXIEHMSA HaxXoIMUTCA B TBeplonm o¢opme. B
HEKOTOPEIX BapMaHTax OCYIEeCTRBJIIeHUS (QapMalleBTUMUeCKasd KOMIIO3ULMA
[IPOJIOHTUPOBAHHOT'O BEICBOOOXIEHM A uMeeT bopmy TabJeTKN W
KarliCyJibl. B HEKOTOPHIX BapMaHTax OCYIECTRBJIEHUA oBOmun BeC
bapmalleBTHUECKOMN KOMIIO 31U IPOJIOHTUPOBAHHOTO BEICBOOOXIEHU A

cocraBjygerT 250 Mr-1000 Mr. B KOHKPETHOM BapuaHTe OCYUeCTBJIEHUS

o Omm BeC @apmaueBqueCKoﬁ KOMIIO 3L IIPOJIOHTMPOBaAHHOTI'O
BEICBOOOXIEHN I coCcTaBJIAaeT 600 MTI'. B HeKOTOPEIX BapMrMaHTaxXx
OoOCymeCTRBRJIECHMA KOMIIO3MIINMA IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHNU A

comepxuT 125-250 MI' JieBeTHpalleTaMma.

[0080] B OIpyIT'OM acriekTe n300peTeHne IpenoCTaBJIsgAeT
bapMalleBTUUECKHUE KOMIIO 3ULIUN IIPOJIOHI'MPOBAHHOT'O BHICBOOOXIEHWS,
comepxamue : a) 31,7% M/M JeBeTHpalleTama ; b) 50% M/ M
TUOPOKCUTPONIMIIME TUJILIEJIJTIONIOBE (MM THUIIPOMEJIJIo3k) Methocel™ K100M
Premium CR; c¢) 0,2% M/M KOJJIOMOHOTO IOMOKCUIa kKpemHus; d) 17,1%
M/M ©e3BOOHOTO IOUKaJgbLMMpochaTa; U e) 1% M/M CcTeapaTa MaTHHUS
HyQual®. B HEKOTOPHX BapMaHTax OCYMEeCTBJIeHUS GapMalleBTUUeCKas

KOMITIO3SMIIMA IIPOJIOHTMPOBaAHHOTI'O BEICBOOOXIEHMA HaXOOUTCHId B TBepHOﬁ
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@opMe. B HEeKOTOPHX BapMaHTax OCyImeCTBJICHUA @apmaueBqueCKaﬂ
KOMITIOSMIIMA IIPOJIOHTMPOBaAHHOTI'O BEICBOOOXIEHMSA MMEET @opmy TabJIETKNU
MJin KallCyJIEL . B HEeKOTOPEIX BapMMaHTaxXx OCYyImeCTBIJIECHNA oBmmn BeC
@apmaueBqueCKoﬁ KOMIIO 3L IIPOJIOHTMPOBAHHOT'O BEICBOOOXIEHNUA

cocTaBjygeT 250 mMr-1000 Mr. B KOHKPETHOM BapMaHTe OCYIeCTBJIeHUA

oBmu BeC @apMaHeBTquCKOﬁ KOMIIO 3NN IIPOJIOHTMPOBAHHOT'O
BEICBOOOXIEHM A cocTaBJideT 600 MT'. B HeKOTOPEIX BapMrMaHTaxXx
oCymeCTRBJIEHMA KOMIIO3MII A IIPOJIOHTMPOBAHHOTI'O BEICBOOOXIEHU A

comepxuT 125-250 MI' JieBeTUpalleTaMma.

[0081] B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS B M300pEeTeHUN B
KaueCcTBe pPEeryJiMpyolero CKOPOCThE  BHCBOOOXIEHMA  IIOJIMMepa  MIMU
ofpasynlero MaTpPUILy [IOJMMEepa B KOMIO3MUMAX IIPOJIOHIMPOBAHHOTO
BHICBODOXIEHUSA  MUCIIOJIbL3YyeTCH TUOPOKCUNIPOIMIIME TUIILLEJIIIIIIO 3a (mm
TUIIPOMEJJIO3a) . B HEeKOTOPHX BapMaHTaxX OCYWeCTBJIEHUS B KOMIIOBULIMAX
3TOTOC M300peTeHuda BMeCTe C IOPYIVMMKM PelyYIVPYRILVMMU  CKOPOCTDb

BEICBOOOXIEHN I IIoJIMIMepaMI1 MJIn O@paSVDMMMM MaTpPHUILY ITOJIVIMEep aMI1

MOXHO MCIIOJIE30BaTh I'MOPOKCHUIIPOIIMIIME TMJIIIEJIJII0JIO 3Y (nnm
PMHpOMGHHOBy). B HeKOTOPHX BapMaHTax OCYIIeCTBJIEHMA B KOMIIO3UIMAX
STOIO MBO@peTeHMﬂ I'MOPOKCHUIIPOIIMIIME TMIILIEJIJIINJIO 3a MOXeT OHTH

3aMeHeHa IOIPpYyIT'VMM pel'YVJIMPpYIIVMM CKOPOCTDB BEICBOOOXIOEeHN I ITOJIVIMEPp aMI1
VI O@paBYDMMMM MaTPUILy IIoJIMIMepaMI . B HeKOTOPEIX BapMaHTax
OCYmeCTBJIEHMA pelyJiMpyKlre CKOPOCTB BEICBOOOXIEHN A IIOJIMMEPEL WJIN
o@paBymmme MaTpUILy I1OJIMMIMEPEI, KOTOPHEEe MOTYT 3aMeHATb
TMIOPOKCHUIIPOIIMIIME TMJILEJIJIIOJIIO3Y WJIM MOI'YT OBITE MCIIOJIE30BaAHEH BMECTE
C PMHpOKCMHpOHMﬂMeTMHHGHHDHOSOﬁ, MeKnT CBOMCTBRA I
XapakKTeprUCT1UKM, aHaJIOT'MUHEIE TI'MIOIPOKCHUITPOIIMIIME TUJIITEJIJIINJIO3E «
[IpMEPH HBTUX PEeryIUPpYyRIX CKOPOCTH BEICBOOOXIOEHM A IIOJIMMEPOB WMJIM
O@paBYDMMX MaTpHUIly IIOJIMMEPORB BRJIIIOWAKT Des OT'PaHM4YeHMA LIeJIJIIJIO3Y,
HelleJJIIJIO 3HEIM InoJimcaxXapmno, IOJIMBUHMIIOBEI I1oJIMMEpP, IrmMmoporeJis,
MOHOJIMTHEIM IIOJIVIMED I ux CMeCH. B HeKOTOPEIX BapMaHTax
OCymeCTRBJIEHMA B KOMIIOSMINMAX MBO@peTeHMH B KaduecCcTBe pel'yJIMpyKIeIro

CKOPOCTE BHCBOODOOXIEHMA NOJMMepa WM 0o0pa3yrilleld MaTpULy IIoJIMMepa

MOXHO MCIIOJIE30OBaTh I'MIOIPOKCHUIIPOIIMIIME TMIILEJIJII0JIO3Y ,
I'MOPOKCHUS TMIILEJIJIIIIO3Y , I'MOIPOKCHUIIPOIIMIIIEJIJIINIIO3Y , MeTWMJIINEeJIJIInIJIO3Y ,
HaTpHreBYIO KapOOoOKCUMe TUJILLEJIJIIIORY, aJlbI'MHaT HaTpn4a, kapbowmep,

KCaHTaHOBYHD KaMeIb, IYapoByl KaMeIb, KaMenb O0000B POXKOBOTO
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ITepepa, KaMellb POXKOBOI'O IIepeka, apaBMﬁCKym KaMellb, CTepPKYyJIMEeEBYIO
KaMelb, TITOJIMBUMHWIITIMPPOJIMIOOH, IIOoJIMBMHWIIalleTaT, IIOJIMBVMHIWIICIIMIDT,
IIOJIMS TMIIEHOKCH IO I nx CMeCEhE . B HeKOTOPEX BapMrMaHTax
OCymeCTBJIEHNMA TUMIOPOKCHUIIPOIIMIIME TMIILIEJIJIINIIO3a (nm PMHpOMeHHOBa) B

KOMIIO3MIMAX HaCTOAmMEeI'O MBO@peTeHMH MOXeT OHTb BM@paHa "3 TPYIIIH,

cocTosdmen m3 Methocel™ K4M, K15M, K100M, E4M, E10M, K4M CR, KI15M
CR, K100M CR, E4M CR, E10OM CR, K4M Premium, K15M Premium, K100M
Premium, E4M Premium, E10M Premium, K4M Premium CR, K15M Premium
CR, K100M Premium CR, E4M Premium CR, EI1OM Premium CR wm K100
Premium LV.

[0082] B HEKOTOPHX BapMaHTax OCYIeCTBJIEHMS B M300peTeHUN B
KOMIIOBULIMAX IIPOJIOHTUPOBAHHOTO BEHICBOOOXIEHU A B KauecTBe
CIIoCOOCTBYKIETO CKOJILXEHMI0O BellecTBa  MCIOJb3YeTCd  KOJIJIOMIHEM
OVOKCHUI KpeMHU S . B HEeKOTOPEIX BapuaHTax OCYyIIECTBJIEHN A B
KOMIIOBUIIMAX BTOT0 U300peTeHMSa KOJJIOMOHBEM OUMOKCUI KPEeMHMS MOXHO
VICIIOJIE30BaTh BMeECTe C Ipy TVIMU CIIoCcoOCTRYRIIMMUA CKOJIBXEHUIO
BemecTBaMM. B HEKOTOPHX BapMaHTax OCYIMeCTBJIeHUSI B KOMIIO3ULMAX
STOTO M300peTeHMsa KOJUJIOMOHHEM OMOKCUI KPpeMHMSA MOXeT OHTL 3aMeHeH
OPYTVMMM  CIOCOOCTBYKIIMMM  CKOJIBXEHUID  BelleCTBaMM. B  HEeKOTOPHX
BapMaHTax  OCYIEeCTBJIEHUS CIIOCOOCTRYyKIIEE CKOJIBXXEHMIO  BElleCTBO,
KOTOpOEe MOXEeT 3aMeHATb KOJUIOMIHHM IMOKCUI KPeMHMUS WM KOTOopoe
MOXHO MCIIOJIE30BaTh BMeCTe C KOJJIOMIOHBEIM OMOKCUIOM KPEeMHMUS, UMeeT
CBOMCTRBa WJIM XapaKTepPUCTHKM, aHaJIOTUUHHE KOJJIOMIHOMY IMOKCHUIY
KpeMHUS . [IpuMe P DTUX CIIoCcOoOCTBYRIMX CKOJIBXEHUIO BEMeCTB
BRJIOUAT, 0e3 OoTpaHuMUeHMsI, KYKYPY3HHM KpaxMmaJ, Tajlbk, KaJblusa
CUJIMKAT, MaTHUSA CUJIMKAT, aJIlOMMHUS CUJIMKAT, CUJIMKOHOBHM IMIPOTeJb
WM UX CMEecChH.

[0083] B HeKOTOPHX BapMaHTax OCYIMECTBJEHMA B M300peTeHUM B
KOMIIOBULIMAX IIPOJIOHTUPOBAHHOTO BEHICBOOOXIEHN A B KauecTBe
paszbaBUTEeJIS MCIOJb3YyeTCHd CUMJIMKATURMPOBAHHAS MUKPOKPUCTAJLIMUECKAaS
LIeJJIJIo3a. B HEKOTOPHX BapuMaHTax OCYMEeCTBJIEHMS B KOMIIO3ULIMAX
2TOTO n3obpeTeHus BMeECTEe c IpyT'VMMM paszbaBUTeIaMA MOXHO
VCIIOJIE30BATE CUIIMKATU3UPOBAHHYKR MUKPOKPUCTAJIJIMUYECKYID LIEJJIJIO3Y .
B HEeKOTOPHX BapMaHTax OCYIIEeCTBJIEHU A B KOMITO3UILMAX 2TOTO

MBO@peTeHMH CUIJIMKATU3INMPOBaHHAaA MVKPOKPpHMCTAJIJIMYeCKaA LIeJJInJIO3a
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MOXeT OBTB 3aMeHeHa Iy IT'ViMI1 paB@aBMTeﬂHMM. B HeKOTOPHX BapMaHTaxXx
OoOCymeCTBJIECHNMA paB@aBMTeﬂb, KOTOpHﬁ MOXeT 3aMeHATEb

CMJIMKATU3SVMPOBaAHHYID MNMKPORPUMCTAaJIJIMYECKYIO L eJlJIJIO3Y mJmm KOTOpHﬁ

MOXHO MCIIOJIE30BaATh BMeCTe C CMHMKaTMBMpOBaHHOﬁ
MMKpOKpMCTaHHquCKOﬁ L eJIJII0JIO 301, rMeeT CBOMCTBa I
XapaKTepUCTUKN, TaxKme Kak PacTBOPVMMOCTE B BOIOE, aHaJIOTMYHEE

CUJIMKATU3UPOBAHHONM MUKPOKPUCTAJIIMUECKON LeJlojo3e. [IpUMEepH DTHUX
pazbaBuTeNey (MJIM BOIOPACTBOPMMEIX pasbaBuTeliel) BKJIoJaklT, 0es3
OTpPaHNUYeHusa, MUKPOKPUCTAJIJIMUECKYK LeJUJInJIo3y, JaKTo3y, MaHHUTOJI,
KCUMJIMTOJI, IeKCTpo3y, caxaposy, CcopduToJ, IIpeCCOBaHHHM caxap,
[IOPOWKOODPa3HYK LeJJIIII03Y, KYKYPY 3HHM KpaxMall,
OpexejlaTeHU3VMPOBAHHEM  KpaxMaJl, oexcTparT, OEeKCTpaH, HOeKCTPUH,
OeKCTpO3y, MaJIbTOOEKCTPMH, KaJbLUug KapOoHaT, I[IOJUDTUIIEHOKCUL U
X CMeCh.

[0084] B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHMS B M300peTeHUN B
KOMITO 3ULIMAX MIPOJIOHTMPOBAHHOTO BEHICBOOOXIIEHN A B KadecTBe
CMaszbEBanller'0 BelleCTBa MCIOJbB3YeTCd CcTeapaT Mal'HMA. B HEeKOTOPHX
BapMaHTax OCYWEeCTBJIEHUS B KOMIIO3ULMAX DTOIO M300peTeHMsa BMeCcTe C
OPYTVMM  CMas3HBaKIVMK  BelleCTBaMM  MOXHO  MCIOJIB30BaThH  CcTeaparT
MaTrHMS. B HeKOTOPHX BapMaHTaxXx OCYIEeCTBJIEHMSA B KOMIIOBUILIMAX DSDTOIO
n3obpeTeHmA CcTeapatT MaTrHUA MOXeT OBITE 3aMeHeH OPYTVIMI
CMaszBBalMMKY BelleCTBaMM. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUI
CMa3HBaKllee BeleCcTBO, KOTOpOe MOXeT 3aMeHUTh CcTeapaT MaTlHUS WK
KOTOpPOE MOXHO MCIIOJIE30BaTE EBMeCTe CO CcTeapaToM MalHMA, UWMEET
CBOMCTBa WM  XapaKTepUCTUKH, AHAJIOTUYHHE CcTeapaTy  MaTHHUSA.
[lpyMepH 5BTHUX CMa3HBakIMX BeMecTB BKJOYaknT, ©0e3 OoI'PaHMYeHUHd,
KaJIbLUUA CTeaparT, HaTpuU4 CTeapuidyMapart, TJINLLEPUJIOBEIM
naJjeMUTOCTEapaT, TJIUL e PUIIO BRI CTeapartT, MUHepaJIbHOe MacJo,
CTeapMHOBY KUCJIOTY, CTeapaT LMHKa M UX CMeCh.

[0085] KommozsulmMM, OIMCAHHEE B »TaHHOM »OOKyMeHTe, MOI'YyT
OOTIOJIHUTEJILHO COHOepXaThk OGapMalleBTUUECKM I[IPUEeMIIEMEN SKCLUUIIMEHT
(PKCUIMIIMEHTH) ¥ MOT'YT COHOEepXaThb JOpyI'Me aTleHTH, KOTOPHE CJIYyXaT
IJIS YCWJIEHVA W/WMIM IOOTOJIHEeHUS DOOeKTHMBHOCTU JeBeTupalleTaMa WIn
nJis YCUIIEHU A VI YIIydlne M S npodmis [IPOJIOHTUPOBAHHOT O
BHICBOOOXIOEHUA WM QapMaKOKMHETUUECKOTO HNpoduiid JeBeTHpalleTaMa.

[0086] B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMS (apMalleBTHUUeCKasd
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KOMIIO3UILMSA HaCTOoAmeTro M300peTeHMsa MOpelcTaBJIgeT Cco00M TOTORHE
bopMEL B Tabaule 1. B OOHOM BapuaHTe OCYIeCTBJIEHNUHA
bapMalleBTUUECKOM  KOMIIO3ULMEN HAaCTOAMEIO M300peTeHUs  ABJIAeTCH
roropasa fopma B Bume 190 MI' TabjeTku A.

[0087] B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHUA GapMalleBTHUUeCcKad
KOMIIO3ULMSA HAaCTOAMETo WU300peTeHMsa OpelcTabiageT coBo¥ TOTORHE
bopMEL B Tabamie 3. B OOHOM BapuaHTe OCyIEeCTBJIEHUA
bapMalleBTHMUECKOM  KOMIIO3UIMEN HaCTOoAmMeTro M300peTeHMs  ABJIAeTCH
roroeas ¢opma B BuIOe 220 MI TabiieTku D.

[0088] B HeKOTOPHX BapMaHTax  OCYIWEeCTBJIEHMA  KOMIIO3ULUN
JlepeTHpalleTaMa IIPOJIOHTVMPOBAHHOTI'C BECBOOOXIEHMs IIOJIydanT B BUIE
TOTOBHX GOPM IJiA BBeOeHUMs OINVH pas3 B OeHb. HalpuMmep, KOMIIO3ULUU
IIPOJIOHIMPOBAHHOT'O BEICBOOOXOeHMsa conepxaT 190 MI' JiepeTupaleTaMa WU
ofecreurBamwT CYTOUHYH IOO3MPOBKY 190 MI' IOpM BBeleHUM OIOMH pa3 B
IoeHb (T.e., KaXIee oIBanuaTh UeTHpe uaca) . Kowmrmiosmuum
IIPOJIOHIMPOBAHHOT'O BEICBOOOXIOEeHMA comepxaT 220 MI' JiepeTupalleTaMa U
obecrneurBamwT CYTOUYHY INO3MPOBKY 220 MI' IpM BBelOeHUM OIOVH pa3 B
IOeHb (T.e., KaxObe IOBangllaTh YeTHPE UYaca). B HEKOTOPHX BapMaHTax
OCYIeCTBJIEHUA KOMIIO 3ULIUN JieBeTHpalleTaMa IIPOJIOHTMPOBAHHOT'O
BHICBOOOXIOEHMA  IIOoJydalT B BMIOe TDOTOBEX (opM OJjd  BBeOeHUA
JleKapCTBeHHOM GOPMEl OOMH pas B IeHb B BMIOe OOHOM eOMHMUE OO3H. B
HEeKOTOPHX  BapMaHTax  OCYUWeCTBJIeHMI  KOMIO3ULMM JeBeTHpalleTaMa
IIPOJIOHTMPOBAHHOT'O BECBOOOXIEHMS IIOJIydalT B BMIE TOTOBHX QOPM IJIA
IPpVMMeHeH s OIHOM TabjleTKM OIWMH pa3 B IeHb. Hamopumep, OOJBbHHE,
KOTOPEHE cTpanawnT KOTHUTVBHEIM HapylleHVEM, ByoyT IIPUHVMAThE
KOMIIOBULMID IIPOJIOHI'MPOBAHHOTO BHCBOOOXIEeHMA WM300peTeHMsa (HaIp.,
Tabjilerk A, B m C B Tadbguue 1 miam Tabjgerxkm D m E B Tabjmile 3) IO
OnHOV TableTke OIOMH pas3 B HOeHb. Kaxmad TabjeTKa OIpelCTaBJIAET
coboM JIeKapCTBeHHYHD GOpMy C TIPOJOHTMPOBAHHHEM BHCBOOOXIEHUEM,
comepxamyrn 190 Mr miam 220 MI' JieBeTHpalleTaMma.

[0089] B HeKOTOPHX BapMaHTax  OCYIEeCTBJIEHMA  KOMIIO3ULUN
JiepeTHpalleTaMa I[IPOJIOHIMPOBAHHOT'O BEHCBOOOXIOEHMSA BBOLAT YTPOM.

[0090] B  HeKOTOPHIX BapMaHTax  OCYIEeCTBJIEHMA  KOMIIO3ULUN
JieBeTHpalleTaMa IIPOJIOHIMPOBAHHOTO BHICBODOXIEHUA HaxoOATCH B
TRBepOo¥ GopMe, HaIpMMep, OpeICcTaBJAIT coboM TabJieTKM, KaIlCyJIH,

MUHUTABJIEeTKY, MUHMUTAOJEeTKM B KalcyJje, »Ipaxe, OWJIOIM, [IaCTUIIKM,
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TPaHyJIEl, IUJIEHKM WJIM pPacTBOPUMEE ILJIEHKM. B HEKOTOPHX BapMaHTax
OCYIIECTRBJIEHNA KOMIIOBUIMM HACTOSAIEIro M300peTeHUsS HaxXOOATCS B BUIe
TabJIETKHA . B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHUS TabjieTKa
npencraBJgeT CcoOoM OIHOPOIOHYI CMECH.

[0091] B  HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHUMA  KOMIIO3ULIN
JeBeTuUpalleTaMa [IPOJIOHTUPOBAHHOT'O BHCBOOOXIEHUA IIOJIydalT B BUIE
TOTOBHX QOpM mOJisS IIepopalJIbHOTO BBeleHMSA. B HEeKOTOPHX BapMaHTax
OCYIEeCTBJIEHUS bapMalleBTHUUECKME KOMIIO 3ULIUN IPOJIOHTUPOBAHHOTO
BHICBOOOXIEeHMSA II0JIyYalnT B BMIE TOTOBHX (QOPM B TBepIOM BUIe OJIA
[IEPOPaJIbLHOTO  BBEeIOEeHWUA. B HekKOTOpPHX BapMaHTax OCyMeCTBJIEHUS
KOMITO 3ULIUA JeBeTHpalleTaMa [IPOJIOHTUPOBAHHOT O BHICBOOOXIEeHM A
IpencTaBJIgT coboM MHepopalibHEle TabJeTKM. B HeKOTOPHX BapMaHTax
OCYIEeCTBJIEHUA KOMIIO 3ULIUN JeBeTHUpalleTaMa [IPOJIOHTUPOBAHHOTO
BEICBOOOXIEHMU A [IpenCcTaBJIgdnT cobom rrepopalibHEE KallCyJIbL. B
HEKOTOPEX  BapuaHTax OCYIECTBJIEHUA KOMIIOBULIMKY  JIeBeTHpalieTaMa
[IPOJIOHTHPOBAHHOT'O BEICBOOOXIEHMSA I[I0JIYYalT B BUIEe TOTOBHEHX (QOPM IJIA
VHBEKIVMU WMJIM CYOJMHI'BAJIBHOT'O BBeleHMHA. B HEeKOTOPHX BapMaHTax
OCYIIECTBJIEHUA KOMIIO 3ULIUN JeBeTupalleTaMa [IPOJIOHTUPOBAHHOT'O
BEHICBOOOXIEeHNA I[IOJIydamT B BUIe IT'OTOBHX (QOPM IJiS BBeIeHMHA B BUIe
[LJIACTHPA WJIM TIOMIIH .

[0092] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA GapMalleBTUUECKHUE
KOMIIO3UILIMKM  M300peTeHMsa He colepXaT TUIPOOOOHE pelyMpYyIommn
CKOPOCTBL BEICBOOOXIEHMSA IIOJIMMEP.

[0093] B HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHMS (QapMalleBTUUEeCKME
KOMIIO3ULUKX M300peTeHMusI He colepXaT (QYHKIMOHAJBbHOE IIOKPHTHE.

OnmcaHue CIOCODOB M300peTeHUA

[0094] Crioco0Ou 3TOTO n300peTeHnsd BKJIIOUAOT BBeIeHNe
KOMIIOBUIIMM JieBeTHpalleTaMa I[IPOJIOHTUMPOBAHHOTO BHCBODOXIEeHMS IJIA
JIeUeHM s KOTHUTUBHOTO HapylmeHus, aCcCoOLMMPOBAHHOTO C
paccTpoMcTBaMM LeHTpaJIbHOM HepBHOM cucTeMbel (IIHC) y HyXOawomeTrocsd
B 2ToM OOJBHOTO WMJIM C PUCKOM €TI0 pPas3BUTHUA, BKJIoOUasg, 0e3
OT'paHMueHNrsa, OOJIBHEX, MMEKIMX BO3PAaCTHOE KOTHUTUMBHOE HapPyIeHUE,
YMEpeHHOe KOTHUTHMBHOe HapymeHue (MCI), amHecTuueckoe MCI (aMCI),
BO3pacTHOe HapylleHne raMaTu (AAMTI), BO3pacTHOe KOTHUTMBHOE
yXyIOmeHue (ARCD) , IOeMeHLMIOo, BoJie3Hb AJblLITelMepa (AD) ,

IIpoopoMaJIbBHYIO AD, IIoCTTpaBMaTMUYECKOE CTpeccoBoe paCCTpOﬁCTBO
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(PTSD), mM30bpeHno, BuUIogapHoe pPaccTpoMCTBO, BoxkoBOM
aMMOTpOdMUeCcKMU CKJepo3 (ALS), KOTHMUTMBHOe HapylleHUe, CBSI3aHHOE
C JIleueHMEM paka, 3a0epXKy  YMCTBEHHOTO pasBUTUSA, BoJIe3Hb
[TapkuHcoHa (PD), ayTmMs3M, KOMIYJIECUMBHOE IIOBEIEHME ¥ 3aBUCHMOCTH
OT ICUXOAKTUBHEX BeleCTB WM PUCK MX pPasBUTUA.

[0095] B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUA JieUdeHMe BKJUaeT
yJydlmeHrue KOTHUTHMBHOM OOYHKUMM Yy [alMeHTOB, CcTpajallux WU C

PMCKOM KOTHUTKMBHOT'O HapylleHMsa, CBS3aHHOTO C paccrTporcTBoM IHC,

TaKoI'o Kak BO3pacTHOe KOTTHUTHUBHOE HapylleHU1E, YMEepeHHOoe
KOTHUTUBHOE HapylleHMre (MCI), aMHeCTHuUecKoe MCI (aMCI),
BO3pacTHOE HapyleHue raMaTu (AAMTI), BO3pPAaCTHOE KOTHUTUBHOE
VXY OIeHne (ARCD) , oeMeHLWA, HoJIe3Hb AJbLITelMepa (AD) ,

nponpomaJjibHasa AD, IOCTTpaBMaTUUECKOe CTPeCCOBOE& PacCTPOMCTRO
(PTSD), mr30dppeHmd, BUogapHoe pPaccTpoMCTBO, BoxoBOM
aMMOTpoOdMUecKkuy crJjepo3 (ALS), KOTHUTMBHOe HapylleHMe, CBA3aHHOE
C JIeUeHUEeM paka, 3aepXKa YMCTBEHHOTO passmuTHUA, OOJIe3HEL
[lapkmHcoHa (PD), ayTu3M, KOMIYJECHUBHOE IIOBEIEHUE M 3aBUCHMOCTH
OT TIICUXOAKTMBHHX BelleCTB. B HEKOTOPHX BapMaHTax OCYIIEeCTBJIEHUA
JleueHue BKJIOUAET 3aMeJIeHre VI 3aIePXKY OIporpecCcUpoOBaHmdg
paccTporcTBa I[THC. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS JiedueHue
BKJIOUAET npenorBpalleHue, 3aMenJieHne W 3aepPXKY
nporpeccrupoBaHmd KOTHUTMBHOTO HapylleHud, CBA3aHHOTO C
paccrporcTBoM IHC. B HEeKOTOPHX BapMaHTax OCYHEeCTBJIEHMS JieUueHHre
BRJIIOUAET YMEHBbIIeHVEe CKOPOCTHM YXYIONEeHMS KOTHUTHMBHOM  QYyHKLUM,
CBA3aHHOTO C PaCCTPOMCTBOM OHC. B HEeKOTOPEIX BapMaHTax
OCYIIEeCTBJIEHU I JeueHMe BKJIOUAET oBJierueHue, YMEHBIIeHUE
VHTEHCHUBHOCTM WJIM 3aMelJIeHMe IIPpOTpeCcCHUPOBaHMA OIOHOTO MM 0OoJee
CUMIITOMOB, CBSA3aHHEX C paccTpoycTeoM [HC, TakMM KaK KOTHUTHUBHOE
HapylleHue .

CrioCcoOOH OLIEHKM KOTHUTHMBHOTO HapPyIleHUSA

[0096] XMBOTHEE MOIOeJM CJyXaT B KadecTBe BaXHOTO pecypca
OJIA pas3paboTKM M OLEHKM BUIOOB JeUeHUSa KOTHUTMBHOTO HapylleHUd,
CBA3aHHOTO C paccTporcTBamMm [HC. IIpM3HaKM, KOTOPHE XapaKTepu3yloT
KOTHUTUBHOE HapylleHue B XM BOTHEIX Momenax, OOEUHO
PacCIpoOCTpPaHAnTCA Ha KOTHUTUEBHOE HapylleHue y JIomen. Taxkwum

obpasoM, OoOxumaeTcsd, UYTO 2OPOeKTUBHOCTL B TaKMX XKMBOTHHX MOIEJISAX
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OyoeT TPOTHOCTUUYECKOMW nOJja 52bbexTMBHOCTM y  JIOIEN. CTeneHb
KOTHMTMBHOTO HapylWeHMSa B XMBOTHOM MOIOeJM IJsS paccTpoy¥cTBa UHC u
5bbekTUMBHOCTEL cHnocoba JeueHUd YKas3aHHOTO paccTpolcTBa UHC MoTyT
OEITE I[IPOTECTUPOBAHEL M I[NOATBEPXIEHH C MCIOJB30BaHMEM MHOXECTRA
KOTHUTUBHEX TeCTOB.

[0097] IloBemeHueckasd 3alada B pPaIuaJlbHOM BOCBMUPYKABHOM
JabupuHTe (RAM) nOpencTaBjgeT cof®o¥M  OOMH IIpMMep KOTHUTHMBHOTIO
TecTa, KOHKPETHO TeCTUPOBaHME IMIPOCTPaHCTBeHHOM namaATH (Chappell
et al. Neuropharmacology 37: 481-487, 1998). VcTpoMcTBO RAM
COCTOUT us, Hamp., BOCBMM  pPaBHOYIAJIEHHHX PYKaBOB. PykaB
JabupMHTa BHCTYIaeT M3 KaXIo¥ T'paHM lLeHTpaJlbHOWM MNONaTOOopMH. JIyHKa
C eIoM pacIoJioXeHa Ha OUCTaAJBLHOM KOHIe KaXIoT'o pyKaBa. Iuma
WCIOJIB3YEeTCSa B KadeCcTBe HaTrpanu. g OpeloTBpalleHVMs BXoda B
JboM  pykKaB  MOTYT OBTL  PAacCIOJIOXeHHE  IIPenNsaTCTBUA. Takxe B
JabuUpMHTE MOTYT OHTH IPelOCTaBJIeHH MHOTOUMCIIEHHHEE ITOIIOJIHUTEJILHEE
METKM, OKpyXalmye YCTPOMCTBO. Ilocie (a3 TMPUBHKAHUSA M TPEeHUPOBKU
IIPOCTPaHCTBEHHAad [aMATh OOBEeKTOBR MOXeT OHTH NIpOTeCTHUpOBaHa B RAM
B YCJOBMAX 00pa®OoTKM KOHTPOJIEHHEMM WMJIM TeCTUPYEeMBEMM COeOVHEHUSIMH.
B kxauecTBe YacCTM TecTa OOBEKTH IIlepell MCHHTaHUAMM [IpedBapUTeJIbBHO
obpabaTeBajiM KOHTPOJIBHOM HeCcylleM Ccpeno¥ WM OOHOM U3 pAala
OO3MPOBOK TeCTUPYEMOT'O COeIMHeHMA. B Hauajle KaXOoI'O MCIHTaHUA
BJIOKMPYIT I[IOATPYIIY PYyKaBOB BOCEMMPYKABHOTO JlabupuHTa. OOBeKTaM
IIO3BOJIEHO I[IOJIyUeHMe UM B He3abJIOKMPOBAHHHX pPykKaBaxX, B KOTOPHE
BO BpeMsad BTOM IIepBOHAUAJILHOM «MHOOPMAIIMOHHOM (Qa3b» MCILHTaHUA
OOCTYIl paspemeH. OOBEKTH 3aTeM yOaldoT K3 JabuMpMHTa B TeueHUe
nepuonma OTCPOUYKM, HalIp., OTcpouka 60 cekKyHO, OTCpouka 15 MHMHYT,
OTCpOYKa OIOMH Yac, OTCpoUKa JIBa UYaca, OTCpoUka IecTh YacoB,
oTcpouka 24 Yaca WIM IOoJblle MexIy MHOOpMaluMOHHOW da3oM wu
IOCJIENYKRIUMM «TEeCTOM pPeTeHUUM», BO BpeMsa KOTOpOoTo B JIabMpPHUHTE

yoajugaonT OapbepH, NNO3BOJIAA TakMM o00pasoM OOCTYyII BO BCe BOCEMb

pykaeoB. Ilocjie mHepmoa OTCPOYkM OOBEKTH IIOMellaldT Has3al Ha
LIeHTPallbHY mraToopmMy (c yIoaJle HHEIMI DapbepamMmu B paHee
3abJI0KUPOBaHHEE pykaga) n [IO3BOJISAT [IOJIyUYEeHM e B Harpany

OCTaBIEVCS IIMIM BO BpeMA 2TOM (]_)aBBI TeCTa peTeHUVNM WCIIEITaHMA.
VNOeHTUYHOCTE M KOH(l)I/II‘ypaLU/IF[ SaGJ'IOKI/IpOBaHHBIX PYKaABOB BaApBUMPYKT Ha

IIPOTAXEHNNM VCIIEITaHUM . OTciiexmBanT UncCJIo KOWMUBOOK, KOTOPEE
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OBBEKTH IOeJlalT BO BpeMsa ¢a3eH TecTa peTeHuur. OmmbKa IPOUCXOOUT B
VCIHTaHUM, eclIrM OOBEeKTH BXOIAT B pPyKaB, M3 KOTOPOTO IIMIa YXe
OpJla M3BJIeUeHa B COCTABJAKIEN MCIBTaHMSA IIepeld OTCPOUYKOM, WU
eCcJIM OH IOBTOPHO B IepMoI IIOCJIe OTCPOUKM BXOIMUT B PYyKaB, KOTOPHM
yXe TIoceTuJi. MeHbllee UMCJIO OWMOOK HOOJIKHO IIOKa3HBaThL JIYUIIYIO
IPOCTPAHCTBEHHYID [aMATb. UMCJIO omMbOK, CHOeJIaHHHEX TEeCTUPYEMBM
00BEKTOM B pexrMax o0pab®oTKM pPasHBIMM TeCTUPYEMBIMM COeOMHEHUSIMU,
3aTeM MOXHO CPaBHMBATL IJIS 20OEeKTHMBHOCTM TeCTUPYEeMOTO COeIdVHEeHUSI
Opu JeUeHUM KOTHUTUMBHOTO HapPVIIEHUs, CBSI3aHHOTO C PacCTPpOMCTBaMM
OHC.

[0098] Eme OIIHVM KOTHUTMBHBEM TEeCTOM, KOTOPHIM MOXHO
MCIIOJIL30BATEL OJIA OLEeHKM BJIMAHUA TeCcTUPYeMOT'o COeOMHeHMS Ha
KOTHUTMBHOE HapylleHMe XMBOTHOTO B MOOeJM paccTpoucTBa IHC,
ABJISeTCA BOIHEM JIa®MPUHT Moppuca. BOOHHM JabUPUMHT IIPeOCTaBJISET
codom faccemnH, OKPYXEeHHBI HOBHM HabopoM  mabJIOHOB BOKPYT
JabupuHTa. I[IPOTOKOJ TPEeHMPOBKM IJIA BOOHOTO JabupMHTa MOXeT OHTb
OCHOBAaH Ha MOIMOUIMPOBAHHOM 3amjaue BOOHOTO JabupMHTa, KOTOPHIM,
Kak ORJIO IIOoKaszsaHO, ABJLIeTCcda IMINoOKaMIozaBucuMEM (de Hoz et al.,
Eur. J. Neurosci., 22:745-54, 2005; Steele and Morris,
Hippocampus 9:118-36, 1999). O0BeKT TPpeHUPpYT OOHApYyXMBATH
IIOTPYXEHHEM  BHXOIO C ILJIATOOPMEL, CINPpATAHHBM II00 IIOBEPXHOCTLIO
BaccerHa. BO BpeMa TPEeHUMPOBOUHOTO MCHHTAaHUA OOBEKT BHIIYCKAalT B
JIaOUPUHT (BaccelH) M3 CJIYYAMHBIX I[IePBOHAUAJIBHEX IIOJIOXEHWUM II0
IepuMeTpy BaccenHa. [lepBOHAYAJIBHO [IOJIOXEHUE BapbupyeT oT
UCHOHTAaHMUSA K MCIOBTaHUD. EcaM o8beKT He HaxXOOMT BHEXOI C ILJIaTOOPME
B IpelejlaXx YCTaHOBJIEHHOTO BPEMeHM, 3KCIEepPMMEeHTATOP HalpaBJIgeT U
[IOMEIaeT ODBEKT Ha IJlaThoopMy  IOJIS  KUBYUEHMA»  PacCIOoJIOXEeHUS
J1aTOOPME . Ilocie nepuona OTCPOUYKMU BCJIEen 3a MMoCJIeIHUM
TPEeHUPOBOUHLEM MUCIHTaAHMEM IJS9 OlEeHKM IIPOCTPaHCTBEHHOM IIaMATU
oaeTcsa PeTeHLUMOHHHM TecT B OTCYTCTBMM BHXOOa C ILJIAaTOOPMH.
YPpOBEHB NpenrnouyTeHn oBBeKTa nJis PacIoJIOXEHU I (Ternepb
OTCYTCTBYKIETO) BHXODA C IIJaTOOpMH, KOTOPHEM U3MepsaeTcd, Halp.,
10 BpeMeHM, I[IpOoBelIeHHOM B STOM MECTOIOJOXeHUM, WM I[I0 UUCIY
mepeceuyeHuUn 2TOTO MeCTOIIOJIOXEHM S, IO eJIbB aeMBIX MEBIIBIO,
[Iokas3eBaeT 00Jiee XOPOWyK IIPOCTPAHCTBEHHYK IIaMAThb, T.e&. JeueHue

KOTTHUTMBHOI'O HapyleHNMA. HpennhoeHme MeCTOIIOJIOXEHINMA BEIXOIIa C
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mIaTOOPMEl MIPM Pas3JIMUHEIX YCJOBUAX JIeUeHMS 3BaTeM MOXHO CpPpaBHMBATH
1o 5QOeKTUBHOCTHU TEeCTUPYEMOT O COenMHEHNUS nJisg JIeueHun
KOTHUTMBHOT'O HapylleHMa, CBSA3aHHOTO C paccTpoucTeamm ITHC.

[0099] @y OLeHKM KOTHMUTHMBHOM OQYyHKUMM VY JIOOEM CYIeCTBYIOT
pa3JIMUYHEIE TECTH, WM3BEeCTHHEe B »OaHHOM of6JjlacTu, HalpuMmMep, u 06e3
OT'paHMUeHMd, MKajla OOflel0 KIMHUUECKOI'O BIedaTJIeHUSI OO0 M3MeHeHUMAX
(CIBIC-plus scale); KkpaTkas IKajla OILEHKM IICUXMUIEeCKOTIO CcTaTyca
(MMSE) ; HeVpollcuxmaTpuide CKun OIIPOCHUK (NPI) ; KJIMHMUeCKasda
peTUuHTORBRAaL mKaJjia IOIeMeHUVM (CDR) ; KeMBbpumxckasa
aBTOMaTU3UPOBaHHasa 0OaTapes HeMPOICUXOoJIoTMUecKux TecToB (CANTAB);
TepraTpuUueckas MMKajla KJIMHUUECKOWM OlleHKM KoMIaHuuM Sandoz (SCAG),
TecT Byllke Ha CceJIeKTMBHOe 32aloMMHaHMe (Buschke m Fuld, 1974);
[IOOTEeCT Ha CJOBECHHE I[IapHHE acCColMaluM; I[IOOTeCT Ha JIOTMYECKYD
IaMaThk; TIOAOTEeCT BM3YaJIbHOTO BOCIPOM3BeIeHMA II0 IIepeCMOTPeHHOM
mKaJjie HnamMaTu Bexkcjepa (WMS-R) (Wechsler, 1997); TecT BU3yaJIbHOU
peTeHIIUN BeHTOHAa, NN corJlacoBaHHasd MATRICS OaTaped
HeMpPOIICUXOJIOTUUECKUX TeCTOB, KoTopasd BKJOUaeT TeCcTH pabouen
rnaM4aTu, CKOpOCTH 00paboTky, BHMMaHUAL, BepOaJIbHOTO OO0yueHuU4d,
BM3YyaJILHOT'O oByUeHMs, paccyxmeHms n peueHmns npobJieM u
couMaJiIbHOTO IO3HaHuA. CM. Folstein et al. J Psychiatric Res 12:

189-98, (1975); Robbins et al. Dementia 5: 266-81, (1994); Rey,

L'examen clinique en psychologie, (1964); Kluger et al. J Geriatr
Psychiatry Neurol 12:168-79, (1999); Marquis et al. 2002 u Masur
et al. 1994, MJIn coIJlacoBaHHAa4Aa MATRICS BaTapesd
HeMpPOIICUXOJIOTUUEeCKUX TeCTOB, KoTopasd BKJOUaeT TeCcTH pabdouel
rnamMsaTu, CKOpOCTH 00paboTkKH, BHMMaHWS, BepOalIbHOTO OO0yueHusd,
BM3yaJILHOTO oBbydeHMd, paccyxmeHMs u pemeHms npodjeM u
COLIMaJIbHOTO IIO3HaHuUA. FEme OIHMM TI[IPMMEPOM KOTHUTMBHOT'O TecTa VY
Jiogel SABJISeTCHA SBHO BalaHHafd 3aljada 3-allbTepHaTUMBHOTO BHOOpa IIOo
YCTaHOBJIEHHOMY KpUTepu. B 3ToM TecTe OOCJBHHEM [IPEeOOCTaBJIAKRT

IUBeTHEEe §QoToTrpadmm OOBUHEIX OOBLEKTOB, COCTOAlMe K3 CMeCu Tpex

TUIIOB  IHap  M300paxXeHMWN : IOXOXMe  IIapH, VMOEHTUYHEIE IIapH U
HeCBS3aHHEE IJIEHKM. BTopasd Iapa I[IOXOXMX OOBEeKTOB HAa3HBAaeTCHI
«IpUMaHKa» . CLiyZi I1ape n300paxeHmun TIOJIHOCTBIO cJIy4JarHee un

InpencTraBJIeHEL OTOEJIBHO B BHIOE InocJyiegoBaTeJIBHOCTU MBO@anQeHMﬁ.
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BOJIEHEIX UMHCTPYKTUPYIRT IIPUMHATE  pPeEOIeHue, ABJIATCSH JIM  BUIOUMHE
OBBEKTEH  HOBHIMM, CTaApEIMM  WMJIM  [IOXOXVMMU . OTBEeT «IIOXOXUM» Ha
IpenocTaBJIeHMe OTBJIEKAKIIETO CTUMYyJla O3HadvaeT YCIEelHOe WM3BJIeUeHME
oBBeKTa M3 DaMATu. HaOpoTuB, Ha3bEBaHMEe OTBJIeKaIleIro CTUMyJia
KCTapEM» WM <«KHOBBIM» IIOKa3HBaeT, UTO He IIPOUCXOIUT IIPaBUIIBHOTO
M3BJIeUEHNA U3 [IaMATHU.

[0100] B @»momoJiHEeHMe K OlleHKe KOTHUTHMBHOM HOeSTeJIbLHOCTM MOXHO
OTCJIEXMBATE IMPOTPEeCCHPOBaHMEe BO3PACTHOTO KOTHUTHMBHOTO HapPYMeHUS
M IOeMeHLUN, a Takxe TpaHchopMalMi BO3PACTHOTO KOTHUTHBHOTO
HapymeHrsa B IOeMeHINIO, I[IOCPeOCTBOM OLeHKM CYPPOTaTHHX M3MeHEeHUM B
TOJIOBHOM MO3Te TIaliMeHTa. CyppoTraTHHE W3MeHeHMHa BKJIO4JaonT, 0e3
OTpaHMUeHNd, WM3MeHeHMSA OOBeMOB 30H TOJIOBHOT'O MO3Ta, Jerpalalluio
nepdopUpyrRmero OyTHM WM M3MeHeHWUsa, BUIMMEE B (QYHKIMOHMPOBaHUU
TOJIOBHOTO MO3T'a nocpemcteoM fMRI B cocTogHumM T1okosa (R-fMRI) wu
IIOSUTPOHHO-SMUCCHOHHAS ToMoTpadmusa ¢ OTOPpOeOKCUIJIIOKO30M (FDG-
PET) . [IlpyMepsl OOBEMOB 30H TOJIOBHOTO MO3Ta, nogxonmamue  OJjidg
MOHMTOPMHI'a [IPOTPECCUPOBaAHMA BO3PACTHOTI'O KOTHMTMBHOT'O HapylleHUS
¥ IOeMeHLMM, BKJUAKT YyMeHblleHMe OO0BbeMa ITUINoKaMlla U YMeHBbIeHN e
obbeMa WM TOJIIMHEL DSHTOPMAJIBHOM KOPH. OTM o00BeMb MOTYT OHTH
M3MepeHE Yy OOJIbBHOTO, HalpuMep, IocpencrtesoM MRI. Aisen et al.
Alzheimer’'s & Dementia 6:239-246 (2010) . BrJIO TIOKaszsaHO, UTO
oerpaauma NepdopUpyRlero IIYTM CBA3aHa C BO3pacToM, a TakXe Co
CHMXEHHOV KOTHUTUBHOM OQyHKLUMeV. Hampumep, IOXWJIBE JHoOM C OoJbliel
nerpamaumen nepdoprpyrmero oyTH MenT TeHIeHIIW XyOmeTro
BHIIOJIHEHMSA  TeCTOB Ha  IUINOKaAMIIBaBUCHUMYyK  [IaMATh. MOHUTOPUHT
oerpamalumy  HepdopUpyrmero oyt y OOJIBHHX  MOXHO BEIIIOJIHATH
[IoCpenCcTBOM oIrbdy3MOHHO - TEHB30PHOM ToMOTPaduUM CBEPXBEICOKOTO
paspemenusa (DTI). Yassa et al. PNAS 107:12687-12691 (2010). fMRI
B CcocTOogHMM IIokoga (R-fMRI) BrJOUAEeT BMIyaJIM3alMid IT'OJIOBHOTO MO3Ta
BO BpeMs IIOKOS M PeTrMCcTpalMi CIOHTAaHHBIX HM3KOUacTOTHHX (<0,1 T')
baykTyauum curHaja IMRI ©OoJboM aMILIMTYOE, KOTOPHE BpeMeHHO
KOppeJIMpYyRT C OQYHKIMOHAJIEHO CBSA3aHHEMM objlacTaMM. J[JI9 BHABJIEHUS
OYHKIMOHAJILHOM CBA3HOCTM Mexny ofjlacTaMM TOJIOBHOT'O MO3Ta, a
Takke CTelleHM KOTHUTMBHOTO HapyMeHUd W/MUIM OeMeHLWM MCIOJb3YIIT

He'3aBUCHUMBIM KOMITIOHEeHTHHIM aHaJllns (]_)yHKLU/IOHaJ'[bHOﬁ CBA3SHOCTUM
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MHTepecyomelr ofJlacTy M/MIM aHaJlu3 YaCTOTHOTO MOrala30Ha CUTHAaJOB,
OCOBDEHHO Tex obJjactTen, CBA3HOCTL KOTOPHIX C BO3pacToOM
YBeJIMUMBAaeTCAa MJIn YMEeHBIIaeTCAd. B FDG-PET B KauecTrBe MEPEI
30HaJIbHOM AaKTMBHOCTM OOMeHa BENEeCTB B I'OJJOBHOM MO3Te MCIOJbL3YIT
norJiomeHmne FDG. BeUIO IDOKa3aHO, UTO YXYIOleHMe IoIJiomeHmuda FDG B
TaKMX 30HaxX, KaK 13aOHdgda I[I04dCHasd Kopa, BMCOUHO-TeMeHHasd Kopa u
npedpoHTaJIbHAA accouraTUBHaSA Kopa CBSA3aHO co CTEeIleHBI
KOTHUTUBHOTO YXYIOIEeHUdI M »OeMeHuMel. Aisen et al. Alzheimer’s &
Dementia 6:239-246 (2010), Herholz et al. NeurolImage 17:302-316
(2002) .

BOBpaCTHoe KOTHMUTHVMBHOE HapyIeHNMe

[0101] 3TO n300peTeHne npenocTaejgeT CIIOCOBOEL  JIeUueHUd
BO3PaCTHOTO KOTHMTUMBHOTO HapylIeHu s VI ero pUCKa C
VICTIOJIE 30BaHUEM KOMIIO 3ULUN JeBeTUpalleTaMa [IPOJIOHTUPOBAHHOTO

BEICBOOOXIOEHMA U300peTeHrsa. B HEKOTOPHX BapMaHTaxX OCYIeCTBJIEHUSA
JledueHMe BRJOUAET YIyulleHMe KOTHMUTHMBHOM OQYyHKUMM Yy IIalMeHTOB C
BO3pPaCTHEM KOTHUTVMBHEM HapylleHUEeM. B HEKOTOPHIX BapMaHTax
OCYIeCTBJIEHUI JleueHue BKJIOUAET 3aMenJjieHue IZNRZ! 3a0ePXKY
[IpOTIPeCcCUpPOBaAHMA BO3PACTHOTO KOTHUTUMBHOI'O HapylleHMId. B HeKOTOPHX
BapMaHTax OCYUeCTRBJIEHUA JeueHMe BKJIoUaeT YMeHbIleHMe CKOPOCTHU
YXYOIeHU I KOTHUTUBHOM byHKUIMM, CBA3aHHOTO C BO3paCTHEM
KOTHUTUBHEIM HapyIleHMEeM. B HeKOTOPHX BapMaHTax OCYIeCTBJIeHUI
JleueHre BKJIIUaeT IIPpeldOoTBpalleHMe WM 3aMelJieHMe IIpOoTIpeCcCUpOBaHUA
BO3pPacTHOTI'O KOTHUTUBHOT'O HapylleHUsd . B HEKOTOPHIX BapmMaHTax
OCYIIeCTBJIEHNI JieueHue BKJIKUAET obJlerueHue, YMEHBIIeHNE
VHTEHCUBHOCTHM WM 3aMenOjieHMre IMIPpOoTPpeCcCUpPOBaHMA OOHOTO MM O0oJee
CHMIITOMOB, CBS3aHHEX C BO3PACTHHM KOTHUTUBHEIM HapylleHreM. B
HEeKOTOPHX BapuaHTax OCyImeCTBJIEHU S JleueHud BO3pPacCcTHOTI'O
KOTHUTMBHOTI'O HapylueHnd BRJIKUAET 3aMeJIeHe TpaHchopMalmn
BO3PaCTHOTO KOTHUTMBHOTO HapylmeHMs (BKJIKOYasg, HO 0e3 OI'paHUUYEeHUSd
MCI, ARCD m AAMI) B pmemeHuuBw (Hamnp. AD). CnocoBel M KOMIIO3ULUU
MOXHO MCIIOJIL30BATL MOJIA IIallMeHTOB-JIOOel B KJIMHMUECKHMX BapraHTax
OpUMEeHeHUI I[IpU JIeUeHVM BO3PAaCTHOT'O KOTHUTHMBHOTO HapylleHMd [IPpU
TakKMxX I[IaTOJIOTUUEeCKMX COCTOdHMAX, kak MCI, ARCD m AAMI wmiam IOIpHU

prcCKre X BOBHMKHOBEHMA. ﬂOSOﬁ KOMIIO3VMIIMM WM UVMHTEePpBaJIOM MeXIy
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BBeIeHUeM 103 nOJa crnocoba, KakK OIMCaHO B JaHHOM JIOKYMEHTe,
ABJISETCHA MHTepBalJl, KOTOPHM ABJIAeTcsa Oe30nNacHEM UM 20DeKTUMBHLM B
DTUX BapuaHTax I[IPMMeHeHUHd.

[0102] B HEeKOTOPHIX BapraHTax OCYyIeCTBJIEHUS rnauueHT,
nomJjiexamuit JeueHuio crocofaMy ¥ KOMIOBUMUIMAMM STOTO UM300peTeHu4d,
OEMOHCTPUPYET BO3pacCTHOE KOTHUTHMBHOE HapVylleHue WIM MMeeT PUCK
TaKOT'O HapylleHMsS. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHMS BO3pPacTHOE
KOTHUTMBHOE HapyleHMe BKJKOUAEeT, ez oOTrpaHUUYEeHMUS, BO3pacTHOE
HapymeHre namMatu (AAMI), yMepeHHOe KOTHMTHMBHOe HapymeHme (MCI) m
BOBPAaCTHOE CHMXeHMe KOTHUTHUBHEIX clocobHocTet (ARCD).

[0103] XMBOTHEE MOOeJM CJyXaT B KauecTBe BaXHOTO pecypca
oJga pa3paboTKM M OLIeHKM BMIOB JedeHMSa IJISd TaKMX BO3PaCTHHX
KOTHMTMBHEIX HapymeHuM. [Tpr3HaxM, KOTOPHE XapaKTepnu3yoT
BO3pPaCTHOEe KOTHUTHMBHOE HapylleHMe B XMBOTHHX MOIEJAX, OOBUHO
PacIpOCTPaHgInTCSa Ha BO3pacTHOe KOTHUMTHMBHOe HapylleHMe VY Jloden.
TakuM oO0OpasoM, OXuOaeTcsa, 4YTo 2PPEeKTUBHOCTL B TaKMX XUBOTHHX
Momesax OyIeT MNPOTHOCTUUEeCKOM I 200eKTMBHOCTU VY JIOOeMn.

[0104] B maHHOM 006JIacCTM M3BECTHHE pPas3JIMUHHE XMBOTHHE MOIEJIU
BO3pPaCcTHOTO KOTHUTMBHOTO HapylleHUd . Hanpumep, pacurpeHHas
XapaKTepuCcTrKa IIOBeleHMS BHABUIIA €CTEeCTBEHHYI (GOpMYy KOTHUMTMBHOIO
HapymeHVs Yy ayTOpeIHOM IMIOPOOE CTaphxX Kkphc Long-Evans (Charles
River Laboratories; Gallagher et al., Behav. Neurosci. 107:618-
626, (1993)). Ilpu olleHKe IOBeOeHMsS C BOIOHEM JiabupMHTOM Moppuca
(MWM) , KpPHICH, HaIpaBJfgeMble KOHOUI'ypaluMel MNPOCTPAaHCTBEHHEX MeTOK,
OKpyXanmMx JabMpMHT, y4daT U 3aloOMMHAKT MeCTOHaxoXIeHMe BHxXOoIa C
mnaTdopMel. KOTHUMTUMBHYK OCHOBY 30PeKTHMBHOCTM TeCTUPYIT B MIPOOHHX
UCHOHTaHMAX C I[IPUMMEeHeHMeM IIoKa3aTejleM IIPOCTPaHCTBEeHHOTO CMeMeHNUS
XMBOTHEIX IIPM IIOMCKEe MECTOHAaXOXIEHMS BEXOIOA C ILJIAaTQOPMH. Y CTapBX
KpHIC B MCCJIeOyeMOM IIONyJALUMM HeT TpyIHOCTeM C ILJlJaBaHMeM K
BUOMMOM mIaTdopme, HO 3aBUCHUMOE oT BO3pacTa HapylleHue
oBHapyXMBaeTCH, KoT'ma IJiardpopMa 3aMaCKMpOBaHa, uyTOo  TpebyerT
VICTIOJIL 30BaHU A IIPOCTPaHCTBEeHHOM MHQOPMAallnM . S50PeKTUBHOCTE
OTHOEeJIbHHX CTaphHx KpPHC ayTdbpenHoM Iopons Long-Evans  CUMJIBHO
BapbupyeT. Hampumep, »OOJS BSBTUX KPHC CTOUT HapaBHE C MOJIOIBEMU
XMUBOTHEMM . OOHako HOpuOIM3mMTesbHO 40-50% BEXOOIUT 3a [Ipenejidl

OMMalia3oHa XapaKTepCTMKNU MOJIO OEIX KMBOTHEIX . JTa MSMEHUNMBOCTDB
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CpelM CTapHX KpPHEC OTpaXaeT HaleXHEe MVHIOUMBUIAYAJIbHEE pPa3JIMuMs.
TakuMm  o6pa30M, B npenejax BOBPACTHOM  IMONYJALUMM  HEeKOTOpPHE
XVMBOTHEE  MMET KOTHUTUBHEE paccTpoMcTBa U oBo3HavanTCHd C
BO3pPaCTHEIM  HapylleHUeEM (AI), a opyrue XMBOTHEE He VIMET
paccTpoMcTBa M o0o03HaualnTcsa 0e3 BO3PAaCTHOTO Hapymenus (AU). CM.,
Hamnp., Colombo et al. Proc. Natl. Acad. Sci. 94: 14195-14199,
(1997); Gallagher wu Burwell, Neurobiol. Aging 10: 691-708,
(1989); Gallagher et al. Behav. Neurosci. 107:618-626, (1993);
Rapp m Gallagher, Proc. Natl. Acad. Sci. 93: 9926-9930, (1996);
Nicolle et al. Neuroscience 74: 741-756, (1996); Nicolle et al.
J. Neurosci. 19: 9604-90610, (1999); wMexgyHapoIHasd IIaTeHTHAasd
nyonaukaurg W02007/019312 u MexOyHapoOHasd HaTeHTHad OyoJamMkaumsg WO
2004/048551. Takyrw RXAMBOTHYKD MOIEJIE BO3PACTHOTO KOTHUTHUBHOTO
HapyleHUsa MOXHO MCIOJIB30BATEL OJS aHalrs3a 5H0OeKTUBHOCTU CIOCODOB
n KOMIIO 3ULIUN 2TOTO n3obpeTeHmns npu JIeUeHUN BO3PaCTHOTO
KOTHUTUBHOTO HapyUIEHMUS.

[0105] S0PeKTUMBHOCTD criocobos u KOMIIO 3ULIUM B3TOTO
n300peTeHuUsa IIPU JIeUeHUM BO3pPacCTHOT'O KOTHUTUMBHOT'O HapylleHMS MOXET
OHTE OlleHeHa C IIPpMMeHeHMEM MHOXeCTBa KOTHMTMBHEIX TeCTOB, BKJIOUAA
BOOHHM Jla®MpUHT Moppuca ¥ palMallbHBEY BOCBMUPYKABHHM JIaOUMPUHT,
Kak 0O0CyXOaJIOCh BHIIE.

ODeMeHII I

[0106] 370 wmM30OpeTeHMe TaKXe IIpeloCTaBJIgeT CIOCOOH JIeUueHUS
OeMeHLUN c VICIIOJIL 30BaHMeEM KOMIIO 3ULIUM JieBeTHpalieTamMa
[IPOJIOHTHPOBAHHOTO BEICBOOOXIEHU A n3o0bpeTeHnd. B HEKOTOPHIX
BapMaHTax OCYIeCTBJIEHUS JeueHMe BKJIoOUaeT VYJIyUlleHMe KOTHUTUBHOM
byHKIMM Yy  [IalMeHTOB c neMeHIIMEeN. B HEKOTOPHIX BapraHTax
OCYIEeCTBJIEHUSA JeueHme BKJIOUAET 3aMenJIeHne VI 3alIepPXKy
[IPOTPECCUPOBAHMA IEeMEeHIMM. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEeHUA
JleueHre  BKJIOUaeT yMeHbIIeHMe  CKOPOCTM VYXYINeHVS  KOTHUTHMBHOMU
byHKIVMA, CBA3aHHOTO C oeMeHIIMeN. B HEKOTOPHX BapMaHTax
OCYIECTRBJIEHUA JIEUEHME BKJKUAET IIPENOTEBPAalleHMEe WM 3aMelJIeHue
[IPOTPECCUPOBAHMA IEeMEHIMM. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUSA
JIieueHue BKJIOUAET oBJleTUyeHME, YMEHbIIeHVE VHTEHCUBHOCTU  WJIU
3aMenJIeHue IpOoTrpecCcUpoOBaHmA OIOHOTO VI BoJiee CHMIITOMOB,

CBA3aHHEX C oeMeHLMel . B HEeKOTOPEIX BapMmaHTax OoCymeCTBIJIEHNUA
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CHUMIITOMOM, I[OOJIeXAallM JIeUeHUK, ABJIAeTCA KOTHUTUMBHOE HapyleHVe. B
HEeKOTOPHX BapMaHTax OCyMeCcTBJIEHUS IeMeHLMel 4gBJgeTcsa OoJIe3Hb
AnpurenmMepa (AD), cocyaucTasd IOeMeHUMsa, OeMeHLMA C TeJdbllaMu JleBu
W JIOOHO—-BMUCOUHAA OeMeHLVd . Crioco0Bul nu KOMIIO 3L MOXHO
MCIIOJIL30BAaThH oJid NaluMeHTOB—JIOeN B KJIMHUUECKUX BapMaHTax
IPpUMEeHeH s IIpY JieueHUM OeMeHUuM. HO30V KOMIO3ULUM U MWHTEepPBaJIOM
MeXIy BBeIOeHMeM 03 IJda crnocoba, KaK ONMCaHO B JaHHOM IOOKYMEHTE,
ABJISSETCA MHTepBall, KOTOPHM ABJdeTcs Oe3o0nacHeM U S0OeKTUBHEM B
2TUX BapMaHTax IIPMMeHeHUSd.

[0107] XMBOTHEE MOOEeJM CJyXaT B KauecTBe BaXHOTO pecypca
OJI pa3paboTKM UM OLEeHKM BUIOOB JIeueHMA JII OeMeHUuM. I[Ipu3HakKwy,
KOTOPHE XapaKTepu3ylnT IeMeHIMK B XUMBOTHHX  MOIOEJIAX, OOBIUHO
PacIpOCTPaHgnTCAa Ha »IeMeHIMb Yy Jiomei. TakuM o0pas3oM, OXuIaeTCs,
uyTo 50QEeKTMBHOCTE B TaKMX XKMBOTHHX MOIOeJax OyIeT OPOTHOCTUUECKOMN
0 200eKTUMBHOCTM Yy Jiomel. B madHHoM 006JacTM M3BEeCTHH pPa3JIMUHHE
XKMBOTHEE MOOEJIM IOeMeHUMM, TaKKue Kak TpaHCcI'eHHBle wMemuy PDAPP,
Tg2576, APP23, TgCRNDS, J20, hPS2 Tg u APP+PS1.
Sankaranarayanan, Curr. Top. Medicinal Chem. 6: 609-627, 2006;
Kobayashi et al. Genes Brain Behav. 4: 173-196. 2005; Ashe and
Zahns, Neuron. 66: ©631-45, 2010. TaxMe XMBOTHHE MOIEJIM IeMeHLMUM
MOXHO VCIIOJIE30BaTh oJis aHam3za 50beKTUBHOCTHU criocofosB u
KOMIIO3UILIMY 3TOTO MU300peTeHUd IIPpU JIeUeHUM IeMeHLUM.

[0108] S0PEeKRTUMBHOCTD criocofboB n KOMIIO 3ULIUM 3TOTO
n300peTeHnd IIpM JIeUeHUM OeMeHIUM WM KOTHUTHMBHOTO HapylleHud,
CBA3aHHOTO C »OeMeHLMrel, MOoXxeT OHTL OlleHeHa Ha XUMBOTHEX MOIEeJISX
oeMeHLIUM, a Takxke VYV OOJIbHHX JIOIEeV ¢ »OeMeHLMelM C I[IpMMeHeHMeM
MHOXEeCTBa KOTHMTUMBHHX TeCTOB, M3BEeCTHEX B IaHHOW of6jJlacTy, Kak
OBCYXOaJIOCh BHIIE.

I[IocTTpaBMaTUUYECKOEe CTPeCCOBOe PacCTPOMCTBO

[0109] 370 wmM300peTeHMe TaKXe IIPeloCTaBJISeT CIOCOOH JIeUeHUS
[IOCTTpaBMaTUUYECKOTI'O CTPEeCCOBOTO paccTpoicTBa (PTSD) C
VCIIOJIL 30BaHueM KOMIIO 3ULUM JepeTUpalieTama IPOJIOHTUPOBAHHOTO
BEICBOOOXIOEHMA U300peTeHrsa. B HEKOTOPHX BapMaHTaxX OCYIeCTBJIEHUA
JleueHMe BKJOUaeT YyJyudlleHMe KOTHUTMBHOM QYHKUMM Yy IIallMeHTOB C
PTSD. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMA JieUueHMe  BKJIUAaeT

s3aMenJjieHre WJIM @ 3alepXKy HOporpeccupoBaHma PTSD. B HeKOTOPEHIX
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BapMaHTax OCYUWeCTRJIEHUd JeueHMe BKJIOUaeT YMeHblIleHMe CKOPOCTH
YXYOMeHUS KOTHUTUBHOM OQYyHKLUMM, CBA3aHHOTO Cc PTSD. B HEeKOTOPHX
BapMaHTax OCYIeCTBJIEHUA JeUeHMe BKJIOUaeT I[IpeloTBpalleHUe - WUJIA
saMenJieHne IpoIrpecCcrUpoBaHMAa PTSD. B HEKOTOPHX BapMraHTax
OCYyIleCTRBJIEHUA JleueHue BKJIOUAET oBJleTrueHUE, YMeHbIIeHUE
VMHTEHCHUBHOCTM WJIM 3aMelJIeHMe IIPpOTpPeCCHUPOBaHMA OIOHOTO MM OoJee
CHUMIITOMOB, CBA3aHHEX C PTSD. B HeKOTOPEHX BapMaHTax OCYIIECTBJIEHUA
CUMIITOMOM, IIOIJIeXallUMM JIeUeHUIO, HABJIAETCS KOTHUTUMBHOE HapylleHUe.
Croco®e M KOMIIO3MIUIMWM MOXHO MCIIOJL30BATEL OJIS IHalUMeHTOB-JIOIEeV B
KJIIMHNUYE CKMX BapMaHTax IIPpMMeHEeHU S pu JIeUeHUN PTSD. Hozon
KOMIIOBULIMM WM MHTEepBAJIOM MeXOy BBeIeHMeM o3 g crnocoba, Kak
OIMCaHO B OaHHOM IOKYMeHTe, SABJISeTCd MHTepBaJl, KOTOPHM ABJIIeTCA
Oe30nacHEM U 20PeKTUMBHEM B STHUX BaprMaHTaxX NPpUMeHeHWS.

[0110] TMHaumenTts ¢ PTSD (M B MeHBIIEM CTeleHM IIepeHecHue
TpaBMy HaluueHTH ©Oe3 PTSD) uMenT MeHbIIMe OOBeMBl I'MIIIOKamia (Woon
et al. Prog. Neuro-Psychopharm. & Biological Psych. 34, 1181-
1188; Wang et al. Arch. Gen. Psychiatry 67:296-303, 2010). PTSD
TakXxe CBA3aHO C HapyleHHOM KOTHUTUMBHOM HeATeJIbHOCThI. CTaphe
VMHIOIVBUIOYYMEL C PTSD MMeT QoJiblme YXYOeHnd KOTHUTUBHOM
0eATeJIbHOCTM OTHOCUTEJIBHO KOHTPOJIBHEX [HalMeHTOB (Yehuda et al.
Bio. Psych. 60: 714-721, 2006) wu wuMmewnT OOJbIYID BepPOSTHOCTL
pazeuTusa neMeHuum (Yaffe et al. Arch. Gen. Psych. 678: 608-613,
2010) .

[0111] XuBOTHEIEe MOOeJM CJyXaT B KauecTBe BaXHOTO pecypca
oJsa  pa3paboTKM U OLEHKM BUIOB JieueHMda 1mJsga PTSD. IIpu3HaKWY,
KOTOpPHE XapaKTepusymnT PTSD B XMBOTHEIX MoImeJiax, OOBIUHO
pacrpocTpaHdinTcsa Ha PTSD y Jomed. TakuMm o6pasoM, OXMIaeTCs, UYTO
50PeKTUBHOCTL B TaKMX XUBOTHEX MOOEJIAxXx OyIeT NIPOTHOCTUUECKOW IJid
50PpeKTUBHOCTM VYV JomeM. B »maHHOM 00JlacTM M3BECTHH pas3JIMUuHbe

KMBOTHHEEe MoImeJin PTSD.

[0112] Momesnr PTSD ¢ OIOHOM KpPHECOM HOpelcTaBJgeT coboun
3aBUCUMYIO oT BpeMeHU CEeHCUDMIIN3AlIMIO (TDS) . TDS BKJIIOUAET
BO3OEeNCTBRUE Ha XMBOTHOE CUJILHOTO CTPEeCcCcoOBOTO COOBITUSA c

NOCJIEeOYIMM CUTYATHBHEIM HallOMMHaHMEeM IIpeXxHeIr'o cCcTpecca. [Halee
ciaenyeTr npuMmep TDS. Kpric nomemanu B QMKCATOP, 3aTeM IIoOMellain B

IJlaBaTeJIb HEM pezsepByap M 3acTaBJIAJIM IJIaBaTbk B TedeHIMMe HeKOTOpPpOI'o
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epmrolla BpeMeHM, Halp., 20 MmH. Ilocjie BTOTI0 KaxXOyl KpPECY 3aTeM
HeMeIJIeHHO I[OoOBepTrajiM BO3OEMCTBMK I'a3000pasHOTO aHeCcTeTHKa o
[IOTepM CO3HaHMA UM B KOHIUe obcymupaliu. XMBOTHHX He TPEBOXUIIUM B
TeueHMe pAOa IOHeM, Halp., OIHY HeOeJo. 3aTeM KpHC IOOBeplall
CeaHCy  «IOBTOPHOTO cTpecca», cocTodlleMy M3  I[IepBOHAYaJIbHOTO
crTpecc-dpakTOpa, HAIp., CeaHCy IJlaBaHMA B ILJlaBaTeJIbHOM pes3epByape
(Liberzon et al. Psychoneuroendocrinology 22: 443-453, 1997;
Harvery et al. Psychopharmacology 175:494-502, 2004) . TDS
OIPUBOIUT K YCUJIEHMI0 akKyCTUMUeCKOM peakuum ucnyra (ASR) y KPHCH,
KoTopas CcolocTaBMMa C IOpeyBeJIMUeHHOM  aKyCTUMUeCKOW  peakKlLuen
ucnyra, KoTopad OpelncTarjigeT coboM 3aMeTHHM cumnToM PTSD (Khan u
Liberzon, Psychopharmacology 172: 225-229, 2004). Takue XMUBOTHHE
MOIOeJn PTSD MOXHO MCIIOJIL30BAaThL ojisa aHamsa S0OEeKRTUBHOCTHU
CrOCOBOBR M KOMIIO3UIUM 3TOTO M300peTeHMA HOpu JiedeHum PTSD.

[0113] S0PeKTUMEBHOCTE criocobos u KOMIIO 3ULIUM 3TOTO
n300peTeHnd Ipu JIeUeHUN PTSD WJIIN KOTHUTUBHOTI'O HapyleHud,
cBA3aHHOTO ¢ PTSD, Takxe MOXeT OBTEH OLleHeHa Ha XVMBOTHEX MOOEJIAX
PTSD, a Takxe Yy OOJBHHX Jooger c PTSD C I[OpMMEeHeHMEeM MHOXeCTBa
KOTHUTUBHEIX TEeCTOB, WM3BECTHHX B IaHHOMW o6JacTu, Kak oOCyXIaJocCh
BHIIE.

MmzodppeHmAa

[0114] 370 n3006peTeHNe openocTaBJIsgeT CIIOCOOBL  JIeUueHUd
MM30QpeHnr WM OUIIOJISPHOTO paccTpoMcTBa (B YaCTHOCTHM, MaHUM) C
VCIIOJIE 30BaHUEM KOMIIO 3ULIUM JepeTuUpalleTaMa [IPOJIOHTUPOBAHHOTO
BEICBOOOXIOEHMA MU300peTeHrsaS. B HEKOTOPHX BapMaHTaxX OCYIeCTBJIEHUSA
JleueHMe BKJOUaeT YJyulleHMe KOTHUTUMBHOM QYHKLUMM Yy IIallMeHTOB C
mmMsodppeHnen . B HEKOTOPEIX BapmaHTax OCYIIeCTBJIEHU S JeueHMe
BKJIOUAET 3aMelJIeHMe MM SBaOepXKy IpOoTpecCUpoBaHMA mIM30ppeHUM. B

HeKOTOPEX BapMaHTaX OCyleCTBJIEHMA JiedUeHNre BRJIDUaeT YMeHBbIIeHNMEe

CKOpOCTH VXY IOIeHNA KOTHUTUBHOM OYHKLIUM, CBA3aHHOTO C
MMSO®peHMeﬁ. B HeKOTOPEIX BaprMaHTaXx oCymeCTBJIEHNA JISUEeHN1e
BRJIOUaAET IIpenoTBpallceHVEe I 3aMelJIeHNe IIpoIpeCCrMpOBaHMA

mM3odpeHnr WM OMIIOJAPHOTO pPAaccTpoMcTBa (B YacTHOCTM, MaHUM) .
nsodppeHnsa  xapaKTepusyeTcsd IMPOKMM  CIEeKTPOM  IICHMXOMIaTOoJIOTMM,
BKJIOUAS IIO3UTKUBHEE CHUMIITOME, TaKMe KaK OTKJIOHSKIMECS OT HOPME

i MCRaXeHHEBEIe MEHTaJIbHEE ITIpeldCTaBJIEeHNA (Hanp., raJiioaomMmHauvin,
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MaHWM) 1 HeT'aTMBHEIE CVIMIITOMEI, XapaKkTepusyoninmnecAa CHMXEeHNEM
MOTHMBalVII 12 alallTMBHOI'O LeJjieHallpaBJIEHHOTI'O OeVICTBUS (Hal‘lp .y
areioHnAa, OSMOILIMMOHaJIEHaAd TYIIOCTE, aéym/{,q) 1 n KOTTHMTVIBHOE

HapylleHre. B HEKOTOPEX BapMaHTax OCYMEeCTBJIEHUS JIeUueHMe BKJIUAET
ofJleTUyeHNe, YMEHBIIeHUE MHTEHCUBHOCTHU NI 3aMenJieHNre
NPOTPEeCCUPOBAHMA OOHOTO WM 0OoJjiee TMOBUTUBHEIX U/MJIM HeTaTUBHEHX
CUMIITOMOB, a Takxe KOTHUTUBHOTO HapymeHus, CBSA3aHHOTO c
mmu3obpeHmuet. KpoMe TOTO, CYMeCcTBYyeT pPAO IPYTUX IICUXMATPUUECKUX
3aboJjieBaHu, TaKUx Kak MM30TUINUECKOe 17 m3oadheKTUBHOE
PacCcTpOMCTBO, IOpyTUe OCTPHE U XPOHMUECKMe IICUXO3H U OUIOJIAPHOe
paccTpo¥cTBO (B UYACTHOCTM, MaHUA), KOTOPHE MMERT CHMITOMATUKY,
COBRNamanmyln C mM30obpeHMel. B HEKOTOPHX BapMaHTax OCYIeCTRBJIeHUI
JledeHMe  BKJIOUaeT  oOOJleTdeHUe, YMeHbIIeHMe  MHTEHCUBHOCTU  UJIU
3aMenJjieHre MOPpOTPEeCCHUPOBaHMA OOHOTO MM O00Jiee CHUMIITOMOB, a TakKXe
KOTHMTUBHOTO HapylleHUsd, CBASAHHOTO C OUIIOJAPHHEM PaCCTPOMCTBOM (B
YaCTHOCTHM, MaHMM) . CIOCOOH M KOMIO3MUMM MOXHO MCIOJB30BATEH MJIA
NaUMEeHTOB-JIOOEM B KIMHMUECKMX BapMaHTax I[IpMMeHeHUSd IIpK JIeUeHUU
mM3obpeHM WM OUMIOJAPHOTO paccTpo¥cTBa (B YacTHOCTM, MaHUM) .
Joz30M KOMIIO3MUMM M MHTEePBaJIoOM MexXOy BBeIeHMeM O3 IJsa crnocoba,
Kak OIMCaHO B IaHHOM IHOOKYMEeHTe, fABJIAETCS MHTepRBajl, KOTOPHM
ABJigdeTca Oe30NnacHBEM U 50OeKTMBHEM B STUX BapMaHTax [IPUMeHEeHUd.
[0115] C mmMBodpeHMEM CBA3aHH KOTHUTMBHHE HapymeHus. OHU
ONpeImecTBYOT HauaJly IICHMX03a UM MMelTCS Y He IIOpPaXeHHHX ©OO0JIe3HLI
POICTBEHHUKOB. KOTHUTHMBHEHE HapyleHMsa, CBA3aHHBHe C mm3obpeHUen,
ABJIAITCHA XOPOMUM MIPeIUKTOPOM OGYHKUIMOHAJLHOTO MCXOoIOa M ABJIARTCH
KJIIOUEeBEIM IpM3HaKOM paccTpoMCcTRBaA. KOTHMTHUBHEE IpU3HaKU B
mm3obpeHUn oTpaxanT IUCOYHKIMIO B JoBHOM KOPTUKAJIBLHOM u
TUIIOKaMIIaJbHOM Hensax. TauMeHTH c mm3obpeHMeNn Takxe
DeMOHCTPUPYIT [DAaTOJIOTHI THINOKaMIa, Takyk KakK YyMeHbIleHVe oObeMa
THUNOIOKaMIla, YMEHBIIeHMS pas3Mepa HeWpPOHOB M IUCOYHKUMOHAJBLHAS
TUIEePakKTUBHOCTL . HOucBajlaHC BO3OYyXIeHMS M TOPMOXEHMS B DTHX 3BOHax
TOJIOBHOTO MO3Ta Takxe OBJI IOKYMEHTAJIbHO IMONTBEPXIeH Y IIallMeHTOB
c mm3o0bpeHMen, OpennoJjarasd, uTo JIeKapCTReHHEE CcpencTea,
HalleJIEHHHE Ha MHTUOUpPYIe MeXaHW3MH, MOTYT ABJIATHCSA
TepaneBTUUeckuMm. CMm. Hanp., Guidotti et al. Psychopharmacology

180: 191-205, 2005; Zierhut, Psych. Res. Neuroimag. 183:187-194,
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2010; Wood et al. NeuroImage b52:62-63, 2010; Vinkers et al.
Expert Opin. Investig. Drugs 19:1217-1233, 2009; Young et al.
Pharmacol. Ther. 122:150-202, 2009,

[0116] XMBOTHEE MOIeJIM CJyXaT B KauecTBe BaXHOI'O pecypca
oJjiga pas3paboTKM U OLEHKM BUIOOB JiedeHMHA mHU30bpeHMM. IIpU3HAKH,
KOTOPHE XapaKTepusyonT MIU30QPeHMI B XKMBOTHHX MOINEJIAX, OOBUHO
PacIpoCTPaHSanTCa Ha MM30PPEeHNO N4 Jionen . Taxkum oBbpazoM,
oxumaeTcsa, dYTO D20PeKTMBHOCTL B TaKMX XKMBOTHHX MOIeJax OyIer
IPOTHOCTUUECKOM IJig 5bdekTMBHOCTM Yy Jigel. B maHHOM o6JjacTu
VM3BECTHE Pa3JIMUHHE XVMBOTHEE MONEJM MU30PPEHUM.

[0117] OnHOM KMBOTHOM MOIIeJIbo mrU300pPeHnNn aBJIAeTCH
OJMTeJIbHas obpaboTka MEeTMOHMHOM. [Monyyammye METMOHVH  MBIIN
IOIEeMOHCTPUPYIOT HeIOoCTaTOUHVID DKcIpeccuo GAD67 B JIODHOM Kope H
TUMIIOKaMIle aHaJIOTMYHO TOMY, UYTO OBJIO BapelMCTPUPOBAHO B T'OJIOBHOM
MO3Te IOOBEPTHYTHX BCKPHTHIO IIallMeHTOB C mU3odpeHrel. OHM Takxe
OEMOHCTPUPYRT  IIPEMMIIYJIBCHOE  MHIMOMpOBaHMEe MCOyT'a W  IedUuUuuT
couMaJIbHOTO B3amMomencTBusa (Tremonlizzo et al. PNAS, 99: 17095-
17100, 2002). Eme oOOHOM XMBOTHOM MOIeJIbID IM30QpeHUM SBJISEeTCA
oBpaboTka KpPHC alleTaTOM MeTuJjlaloKcuMeTaHoJsla (MAM). BepeMeHHBEM
caMKaM KpeC BBOIAT MAM (20 MI'/KI', BHYTPUOPKMMHHO) Ha 17 »OeHb
BepeMeHHOCTH. OOpaboTka MAM HOBTOPAET MIPOLECC Pas3BUTUA IaTOJIOTUU
B WM30QPeHOMOPQHEE (eHOTUIIH B IIOTOMCTBE, BKJIUAA aHaTOMUUeCKHUe
V3MEeHeHUsd, IIoBemeHUeCKUM oeduumuT u V3MeHeHHasda obpaboTka
HeMpOHHOM wMHopMaluuM. Bojlee KOHKpeTHO, oOpaboTaHHue MAM KPBICH
OEMOHCTPUPYIT  IIOHWXEHHYI IIJIOTHOCTHL IIapBaJbOyMMH—-TIOJIOXUTEJIbHEIX
TAMK-2pI'MUeCKUMX MHTEPHEeMPOHOB B YUYacTkax IIPpedpOoHTaJIbLHOM KOPH U
TUIIIOKaMIla . B moBenmeHUeckux TecTax obOpaboTaHHEle MAM  KPHCH
IEMOHCTPUPYIT CHIMWXXEHHOE JJaTeHTHOe TOPMOXEHNE . JlaTeHTHOE
TOPMOXeHMe  TIpelcTaBjisgeT coboM TMoBeleHUeCKUM  dpeHOMeH, KoToa
YMeHbIlaeTCsa IIo3HaHMe O CTUMYJIe, BO3IeMCTBUIO KOTOPOTO IIoIBepTrallu
paHee C KakuMM-JIuOO T1ocyielncrtBueM. CumMTaeTCcs, UYTO BTa TeHIEeHLUA
UTHOPUPOBATE paHee Oe3BpelHBHE CTHUMYJIE UM YMEHbBIATE QOPMMPOBAaHME
accoumrauum c TaKVMU CTUMYJIaMU nperoTBpalmaeT CEeHCOPHY
[IEPETPY3Ky. HMBKOe JIaTEeHTHOE TOPMOXEHMe HABJISETCS IIOKa3aTeJIeM
ncmxosa. JlaTeHTHOe TOPMOXEHME MOXHO TeCTUPOBATh Y KPHC CJeOYRIMM

obpasoM. Kpric meJssaT Ha @OBe Tpynne. OOHY TPYIINYy B HECKOJbLKUX
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WCHHTAaHUAX [OpelIBapUTeNIbHO [IOOBEepTraknT 3BYKOBOMYy BO3IeMCTBUMO. B
IpyTOM TpyIle BOCIPOM3BeNeHMSA 3ByKa HeT. 3aTeM o00e TpyNIH
IoOBepranT IIpoledype BHPabOTKM CJIYXOBOI'O YCJOBHOTO pediiekca B
CBA3U C epexXxmBaHreM crTpaxa, B KOTOPOM TaKoM  Xe 3BYK
BOCIIPOMUBBOOAT ONOHOBPEMEHHO C  OOJIEBHM pa3mpaXuTeseM, HaIlp.,
yIapoM BSJIEKTPUUYEeCKOTIO TOoKa B HOT'Y. Brnocrjencreuu o0eMM TpylillaM
BOCIIPOU3BOOAT 3BYK u OTCJIeXUBAIT M3MeHeHue IBUTATEJbLHOM
aKTMBHOCTHM KPHC BO BpPeMsa BOCIPOM3BeIeHUS 3BYKa. Ilocjie BHpabOTKU
YCJIOBHOTO pedljiekCa B CBA3M C IIepeXMBaHMEM CTpaxa KPHCH pealupyloT
Ha BOCIpPOM3BEeIeHre 3BYKa C CUJIBHO YMEHBIIEHHOM OBUTI'aTeJILHOM
aKTMBHOCTBI. OOHAKO Tpylla, KOTOpyk MIOIBepTallM BO3MeVCTBMI 3ByKa
lepeld I[IepMOnOM  BHPaOOTKM YCJOBHOT'O pedlekca, OEeMOHCTPUPYET
CHUJIbLHOE JIaTeHTHOEe TOPMOXEHMe: IIoIaBJIeHMe IOBUTATEeJIbEHOWM aKTUBHOCTHU
B OTBET Ha BOCIPOM3BeleHUMEe 3ByKa CHMXaeTcd. OOpaboTaHHEe MAM
KPEICH, HaAPOTUB, LOEeMOHCTPUPYIT OCJabJIeHHOe JIaTeHTHOEe TOPMOXEeHMeE.
To ecThb 3BYKOBOE BO3OEUCTBUE lepen IpoLenypon BHPaBOOTKU
YCJIOBHOT'O pedilekca C CBA3M C I[epexyBaHMeM CcTpaxa He MVMeerT
3HaAUUTEJIEHOTO sbdberTa opu [IonaBJIeHUU BHPaOOTKHU YCJIOBHOT'O
pedsiekca C CBA3KM C IepeXMBaHMeM cTpaxa (cMm. Lodge et al. J.
Neurosci. 29:2344-2354, 2009). Takue XMBOTHHE MOIEJM IU30OPEHUN
MOYXHO MCIIOJIE30BaTh 0JI4 aHamsza 30PerTUBHOCTHU CIIOCOOOB n
KOMIIOBULUY M300peTeHUsa IIpU JIeUeHUM MIM30QpeHUM WM OUIIOJISAPHOTO
paccTpoMcTBa (B YAaCTHOCTM, MaHUM) .

[0118] O6paboraHHHe MAM KpPHCH IEMOHCTPUMPYKRT 3HaUYUTEJIBHO
YCHUJIEHHEM  OBUTATEJILHHM  OTBET (.  abeppaHTHYK  OBUTATEJIEHY
AKTMBHOCTBL) Ha BBeIOeHMe HUBKMX 103 D-ampeTamMmHa. OOpaboTaHHHE
MAM KPEICH TaKxe OEMOHCTPUPRYIOT 3HaUUTEJILHO BoJibliee UMCJIIO
CIIOHTAHHO aKTUBUPOBAHHHX »OobaMMHOBEIX (DA) HeMpPOHOB BeHTpPAaJIbHOM
IIOKPHIIEeUHOM o6JacTu. ECTE OCHOBaHMA IIOJaraTh, YTO BTU pPe3yJbTaTH
ABJIATCHA CJIEOCTBUEM UYPEe3MEPHOM aKTUMBHOCTM THMIINOKaMIa, IOTOMY UTO
y o06paboTaHHHX MAM KpPEHC MHaKTUBalLUMg (Halp., I[IOCPEeOCTBOM BBeIcHUA
B VHipp ©OJjgokaTopa HaTpMEeBHX KaHaJIOB, TETPOOOTOKCHHA (TTX),
obpaboTaHHEM MAM KpHCaM) BeHTpaJlbHOM ofjacTu Tunnokamna (vHipp)
nomBeprajia I[IOJHOMYy OOpaTHOMY Pa3BUTHME IIOBBIIEHHYI AKTHUBHOCTD
nonyynauny DA HeVWPOHOB, a TakXe HopMaJlM30Balla aKTUBUIUPOBaAHHOE

VMHOYLIMPOBaHHOE amMmbpeTaMMHOM JIOKOMOTOPHOE I[IoBeIleHle. CumuraercHd,
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UTO B OCHOBE YCWJIEHHOTO OTBeTa Ha aMbpeTaMrH y oOpaboTaHHEX MAM
XMBOTHEIX M IICMXO03a Y I[NalMeHTOB C MM30QpeHMeN JIeXUT KOoppelsaluus
OVUCOYHKLUMM TUIIIOKaMIla M ITHUlleppeakTMBHOCTM cucTemel DC. Cm. Lodge
D. J. et al. Neurobiology of Disease (2007), 27(42), 11424-
11430. MVcnoojgb30BaHMe 0OpaboTaHHEX MAM KpPHC B  BHIIEONMCaHHOM
MCCJIeOOBaHUM MOXeT OHTb IIPUIOIOHEM IOJIA MCIOJB30BaHMA B aHajlusze
20DeKTUBHOCTM CIOCOOOB ¥ KOMIOBMUIMUNM HACTOAmMEeTo M300peTeHUus IIpU
JeueHUM mMU300peHUr UM OUIIOJIAPHOTO paccTpoMcTBa (B YaCTHOCTH,
MaHuM) . Hamnpumep, CHOCOOB M KOMIIO3MUUM BTOTO M300peTeHUSI MOXHO
OLEHUTL C I[IpuUMeHeHVeM 00paboTaHHExX MAM XMBOTHEIX B aclekTe UuX
BIMAHUSA Ha pPeTyJalMio LeHTpallbHOM o6JacTy TuUllnokawmmna (vHipp), Ha
YBEJIMUEeHHYD aKTUMBHOCTE NONyJaaumMy DA HeMPOHOB UM Ha TIUIePaKTHUBHHMN
IBUTATEJILHEM OTBEeT Ha aMbpeTaMrH y 0O0paboTaHHEIX MAM XMBOTHHX .
[0119] V¥V ob6paboTaHHEX MAM KpHC IOMCOYHKLIMA TuNnokammna (HPC)

OPUBOOUT K TUIEPaKTUBHOCTY IOQaMMHOBOWM CUCTEeMH. BeH30IMas3elMH—
IOBUTUBHEM aJIJIOCTEPUUECKUN MonoyJaTop (PAM), CeJleKTUBHBEM IJIS Ob-
cybbenuumis  GABAa-peunenTopa, SH-053-2'F-R-CHsz, HOpoTeCcTHMpOBalM Ha
ero BJMAHMEe Ha paboTy THUIIoKaMIla (HPC) . Takxe McCcJeIoBan
nevicTBue SH-053-2'F-R-CHz: Ha TIMIIEPakTUBHBEI IOBUTATEJILHEM OTBET Ha

aMbeTaMmH Yy o6paboTaHHBIX MAM XMBOTHEIX. O5S5GABAAR PAM yMeHBIIAeT
YMCJIO CIIOHTAHHO AaKTMBHEIX DA HeMpPOHOB BEeHTPAaJIbLHOM [IOKPHIIEUHOM
obinactu (VTA) y obpaboTaHHEX MAM KpHC OO YPOBHeM, HabJmoIdaeMBx Y
KPHIC, 00paboTaHHEX (OU3MOJIOTUUYECKMM pPacCTBOPOM XJiopuIa HaTpuia
(KOHTpOJIbHas TIpyllla), KakK IIpM CUCTEMHOM BBeIEHUM, TaK U MHQY3UU
HelloCpPeOCTBEHHO B BeHTpalJlbHyl obJjacTh, HPC. Bojlee TOTO, HEWPOHH
HPC kak y oOpaBOoTaHHEX OQOU3MOJIOTUUYECKMM PacTBOPOM XJIOpUIa HaTpuid,
Tak My o00OpaboTaHHEX MAM KMBOTHEX IEMOHCTPUPYIT OCJabJIeHHEE
KOPTUKAJIbHEE BE3BAHHEE OTBETH I[10ocJe o0paboTkm ob5GABAAR PAM. B
OOIIOJIHEHUE, YCUJIIeHHEN OBUTATeJIbLHEN OTBET Ha aMbeTaMuH,
HabmonaeMell y oOpaboTaHHEX MAM KpHIC, YMeHBIIAeTCA IM0oCje 00paboTKu
ab5GABARR PAM. CMm. Gill K. M et al. NeuroPsychopharmacology
(2011), 1-9. HcnojsbszoBaHMe o0O0paboTaHHEIX MAM KPEC B BHIIEONNCAHHOM
MCCJIeOOBaHUM MOXeT OHTH IIPUIOOHEM IJIA MCIOJBE30BaHMA B HaCTOAIeM
nzobpeTeHUn OJA aHaJu3a 20PeKTHMBHOCTM CHOCO0O0OB ¥ KOMIIO3ULNUN

n306peTeHrs B JIeUEeHUM MUB0QPEeHUM UM OUIIOJAPHOTO PacCCTpOMCTBa (B
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Y4acTHOCTH, MaHUM) . Hanpuwmep, CIIOCOBEL U KOMIIO 3ULIUA BTOTO
n300peTeHnsa  MOXHO OLLEHUTH C [IpUMeHeHMeM o0paboTaHHEX  MAM
XMBOTHEIX B acCIlleKTe MuX BJMAHMA Ha paboTy runnokamna (HPC) m Ha
TUIIEPaKTUBHEM IOBUTATEeJIbHEIN OTBeT Ha aMbeTaMmH y o0O0paBoTaHHEHX MAM
XMBOTHEIX .

[0120] BBezmenue MAM OepeMeHHEIM KpHCaM Ha 15 @»OeHb pasBUTUA
sMbpuoHa (E15) cymecTBeHHO YXyOmaeT IOIPOCTPAaHCTBEHHYK I[HaMATbh WK
CIIOCOBOHOCTD n3ydaTh IPOCTPAaHCTEBEHHOE PacIioJIOXeHue UeTHpEeX
OpeIMeTOR B palXallbHOM BOCBMUPYKABHOM JiabMpMHTe Yy I[IOTOMCTBa. B
OOIIOJIHEHMe, Ha 17 neHb pas3BuTusa 5SMOpMoHa (E17) obpaboTaHHEHe MAM
KPEICH CIIOCOOHH IOOCTUI'aTh YPOBHA 50PEeKTUBHOCTM KOHTPOJIBHEIX KPHC B
HauvaJIbHEX CTalusaxX TPeHMPOBKM, HO He CIOCOOHH o6pabaTHBaThk WU
M3BJIEKATh TPOCTPAaHCTBEHHYKD MHOOpMalLMil IIpM BBeleHuM 30-MUHYTHOM
3a0epXKH, UTO YKasHBaeT Ha 3HauUUTeJIbHOe yXyIlleHMe pabouen
namMsaTmu. CM. Gourevitch R. et al. (2004). Behav. Pharmacol, 15,
287-292. Takue XMBOTHBEE MOIeJIM WM30QPEeHMM MOXHO MCIIOJIbE30BAaThL OJId
aHanmMza 200eKTUBHOCTM CIOCOOOB M KOMIO3ULUM M300pPEeTeHUs IIpH
JIeUeHUNM MmMM30QpeHUM WM OMIIOJIAPHOTO pacCTpoMcTBa (B YaCTHOCTH,
MaHWUM) .

[0121] Eme oOOHOM XMBOTHOM MOIeJbH, NOIPUIOOHOM IJS STOTO
nz300peTeHUd, ABJAETCS MHOYyLMPOBaAHHOe aloMopdmHOM JazaHue (AIC) wu
CTepeoTUNnHoe TIoBemeHue (AIS) y MbmeV. ATeHTH BBOIAT MHIIaAM Ha
YPOBHE KeJlaeMBIX 0o3 (Hamp., [IOCPelCTBOM BHY TPUOPKMMHHOTO
BBeIeHUd) . Briocjsencreuu, HaIlp., uepes TPUOLATH MMUHYT,
SKCIIEPUMMEHTAJIbHEM MBIIaM BBOOAT anomMopdmH (Hamnp., 1 MID/KTD CeK).
Uepes NATE MMHYT IIOCJI€ MHBEKUMM aloMOpdMHa CUHIOPOM OOHIOXMBAaHWUA-
TPH3EHU A~ BEUIM3EBAaHU A (CTepeoTHUIIHOE [IOBeOeHNe) n Jlazawiee
[IOBeOeHVe, WHIOYLUPOBaAHHOE AallOMOPQPMUHOM, OLeHMBaKnT B Oajijlax WU
PETUCTPUPYIT IJS KaXIOOoTo XMUBOTHOTO. CUMTHBAHMA IoKa3aTeJlel MOXHO
[IOBTOPATE KaxOee 5 MMH B TeueHMe 30-MMH CeaHCa TeCTHMPOBaHMUA.
OLeHKM IJIS KaXOOoTOo XMBOTHOTO CYMMUPYITCS B TedeHre 30-MUHYTHOM

TEeCTOBOM CeCCUM OJId KaXIoTo CHUHIpOMa (CTepeOTMHHoe IIoBeIeHVe U

JazaHue) . Ecaum 20bexT mocTHUI IO MeHbmel Mepe 50% mHTHUOMPOBaHUA,
3HaueHue ID50 (ODoBepUTeJBHEIM MHTepBall 95%) pacCuMTHBaeTCS C

VMCIIOJIE 3OBaHMEM pracueTa HeJIMHEeMHEX HaVIMeHBIINMX KBallpaTOB C

OoOpaTHEIM IIpelckasaHueM. CpelHMe OLeHKM Ja3awlelo M CTepeOTUIIHOTO
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NOoBeIeHMsa MOTYyT OBTL BEHpPaXeHEl B BHIOEe IIPOLEeHTa KOHTPOJIbHBIX
3HaueHuu, Ha OO aeMBIX N 00paboTaHHEIX HOCUTEJIEM (Hamnp.,
00paBoOTaHHEX OU3MOJIOTHUUECKYM PacTBOPOM XJIOpMIa HaTpud) MeIeN,
KOTOPHE rIoJIyuamnT aritoMoOpQuH. CM. Grauer S. M. et al.
Psychopharmacology (2009) 204, 37-48. 3Ty MBIIMHY MOIEJIb MOXHO
MCIIOJIb30BATE IJId aHaavza 200eKTUMBHOCTM CHOCOOOB ¥ KOMIIO3ULUN
n300peTeHns OPKM JIeUeHUM MUB0QPeHMM WM OUIIOJISPHOT'O PacCcTpoMcTBa
(B YacTHOCTHM, MaHUM) .

[0122] S0PeKRTUMBHOCTD criocofos " KOMIIO 3ULIUM 3TOTO
n300peTeHnd IOIPpU JeUeHUM MIU30QpeHUMr TaKXe MOXeT OBTH OlleHeHa B
XMBOTHEIX MOIEJIAX MU30QpeHuM WM OUIIOJIAPHOTO paccTpoycTBa (B
YacTHOCTM, MaHUM), a Takxke Yy OOJbLHHX Jiogel ¢ mm3odpeHuer, C
IpUMeHeHMeM MHOXeCTBa KOTHMTUMBHEIX TeCTOB, W3BECTHHX B ITaHHOM
oBJjlacTM, Kak 0OCyXIaJIOChL BHIIE.

BEOKOBOM aMMOTpOOMUeCKUN CKJIepo3 (ALS)

[0123] OBTo wm30OpeTeHMe NOMNOJIHUTEJIBEHO IIPemoCTaBJISET CIIOCOOEH
JIeueHUa ALS C MCIIOJIE30BaHMEM KOMIIO 3ULIUM JiereTHUpalieTaMa
IPOJIOHTUPOBAHHOTO BEICBOOOXIOEHMU A n300peTeHnd. B HEeKOTOPEIX
BapMaHTax OCYIEeCTBJIEHUA JeueHre BKJoUaeT YyJydlleHMe KOTHUTUMBHOM
OYHKUIMM Yy HauMeHTOB ¢ ALS. B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUA
JleueHre BKJIOUaeT 3aMelJIeHMe MM 3alepXKy IIporpeccupoBaHma ALS. B
HEeKOTOPHEIX BapMaHTax OCYIeCTBJIEHMA JeueHMe BKJUaeT YMeHbIeHMe
CKOPOCTHU VYXYIOMEeHVS KOTHUTUBHOM QYHKUMUM, cBga3aHHOTO ¢ ALS. B
HEKOTOPEIX BapmaHTax OCYIIECTBJIEHU A JleueHue BKJIOUAET
NpenoTBpalleHMe WM 3aMeldJleHMe Ipol'peccuporaHmua ALS. B HeKOTOPEX
BapMaHTax OCYIEeCTBJIEHUA JIieUeHMe BKJIUaeT O0OJleTueHMe, YMeHBbIeHue
VHTEHCUBHOCTHM WM 3aMenOjieHMre IMIPpOoTpeCcCUpOBaHMA OOHOTO WM OoJee
CHUMIITOMOB, CBfA3aHHEX C ALS. B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUSI
CHUMIITOMOM, TOIJIeXallMM JIeUeHUIO, MABJIAEeTCHI KOTHUTUMBHOE HapylleHUe.
Crnoco®e M KOMIIO3MUIIMM MOXHO MCIIOJIL30BATEL OJIA HalUMeHTOB-JIOIEeV B
KIIMHNUYE CKUX BapMaHTax IIPpMMEeHEeHU pu JIeUeHUN ALS. Oozon
KOMIIOBULIMM ¥ MHTEepBAaJIOM MeXOy BBeIeHMeM o3 OJjd crnocoba, Kak
ONIMCaHO B MHOaHHOM IOKYMeHTe, HABJISeTCd MHTepBaJl, KOTOPHM S4BJISeTCH
Oe30nacHEM ¥ 20PeKTUMBHEM B STHUX BaprMaHTax NPpUMeHeHUd.

[0124] IToMMMO OeTeHepaluu IOBUI'aTeJIbHBX HEeMpOHORB, ALS

XapakKTepusyeTcsa  OeleHepalMel  HeMpPOHOB SHTOPMAJIBHOM  KOPH U
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TUINIOKaMIIa, OedUUMTOM IIaMATUM ¥ TUIepBO30YIMMOCTLID HEWPOHOB B
PasJIMUHEX OB0JlacTAaX TOJIOBHOT'O MO3Ta, Takux Kak Kopa.

[0125] S0PeKTMBHOCTD criocofos u KOMIIO 3ULIUM 3TOTO
nz3obpeTeHms npu JIeUeHUN ALS W KOTTHUTMBHOT'O HapyleHus,
CBA3aHHOTO ¢ ALS, TakXe MOXeT OHTb OLeHeHa B XUBOTHHX MOINEJIAX
ALS, a Takxe Yy OOJbHEX Jioner ¢ ALS, Cc IOpuMMeHeHMeM MHOXeCTBa
KOTHUTUBHEIX TEeCTOB, M3BECTHHX B IaHHOM o06JacTu, Kak oOCyXIaJloCh
BHIIIE .

KorHuTMBHOE HapyleHMe, CBS3aHHOe C JIeUueHMeM paka

[0126] OTo wm30OpeTeHMEe MOOMNOJIHMTEJIBHO IIPemoCTaBJIAET CIOCOOH
JIeUeHuUsS KOTHMTHMBHOT'O HapylleHMd, CBHA3aHHOTO C JedueHMeM paka, C
VICTIOJIE 30BaHUEM KOMIIO 3ULIUM JeBeTHUpalleTaMa [IPOJIOHTUPOBAHHOTO
BHICBOOOXIeHNa M300peTeHMsa. B HEeKOTOPHX BapMaHTaxX OCyMeCTBJIEHUS
JleueHMe BRJIOUAET YIyulleHMe KOTHMUTHMBHOM OQYyHKUMM Yy IIalMeHTOB C
KOTHUTUBHEM HapylleHVMeM, CBS3aHHEIM C JEeUeHMeM paka. B HEeKOTOPHX
BapMaHTax OCYIECTRBIJIEHUA JIEUEHMEe BKJIOUAET 3aMelJIeHMe WM 3alepPXKy
IIPOTPECCUPOBAHMA KOTHUTMBHOTI'O HapPyUMeHMSa, CBA3AHHOTO C JIEUEeHUEM
paka. B HeKOTOpPHX BapMaHTax OCYIECTRBJIEHUS JeUeHVEe BKJIOUAET
YMeHBIIeH e CKOpPOCTHU VXY OIEeHN S KOTHUTUBHOM dYHKUIUM,
AaCCOLMMPOBAHHOM C KOTHMTMBHEIM HapylleHMeM, CBSA3aHHBEM C JIeUeHNEM
paka. B HeKOTOPHX BapMaHTax OCYIEeCTRBJIEHUS JeueHMe BKJIOUAET
nIpenoTBpalleHNe VI 3aMelJIeHue IpoTpecCUpOBaHMA KOTHUTUBHOTO
HapylmleHusd, CBSA3aHHOTO C JiedueHMEeM pakKa. B HEeKOTOPHX BapMaHTax
OCYIEeCTBJIEHU S JeueHue BKJIOUAET oBJyerueHue, YMEeHbBIIeHN e
VHTEHCHMBHOCTM WJIM 3aMelJIeHue I[IpOoTpecCHUpOBaHMA OIHOTO WMIM OoJee
CMMIITOMOB, AaCCOLMMPOBAHHEX C KOTHMUTMBHHM HapyleHMeM, CBSA3aHHHEM C
JedeHueM paka. CroocoOe M KOMIO3MIMM MOXHO MCIIOJIB30BaTh IJIA
NalMeHTOR-JIogel B KJIMHUUECKMX BapMaHTax IIPpUMMeHeHUS IOIpKY JIeUueHUU
KOTHUTUBHOTO HapymeHU5d, CBA3aHHOTO C JIEUEHMEM paka. Ho3zom
KOMIIOBULIMM WM MHTepBaJIOM MeXOy BBeIeHMeM 03 5nOJd crnocoba, Kak
ONIMCaHO B MOaHHOM IOKYMeHTe, HABJISeTCd MHTepBaJl, KOTOPHM ABJISgeTCA
fe30MacHEM M 20QEKTMBHEIM B 2TUMX BapMaHTax IIPVMMEeHEeHN.

[0127] Bunoe TepalmMy, KOTOPHE MUCIOJNB3YIRTCH B JIeUeHUMM paka,
BKJIIOUAKIIME XVMMUOTEPAMK, JIYUYEBYK TepalMp WIM M¥X KOMOMHaLWM,
MOTYT  BHSB3HBATL KOTHUTMBHOE HapylleHMe y IIallMeHTOB B  Takux

OYHKLUMAX, Kak IIaMaTh, ofOyueHMe UM BHMMaHMe. OCHOBOM IJIS IaHHOM
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GOpPMEI KOTHMTMBHOTO HapylleHUs, KoTopasd MOXeT COXpPaHATBCSA B
TeueHNre OecAaTuIeTun, ABJISAITCSH IUTOTOKCHUUYHOCTE u opyTrue
HeOJIaTONPUATHEE  [HOOOUHEE  HOEeMCTBMA Ha  TOJOBHOM  MO3T  BUIOB
OpOoTHUBOpakoBon Tepanunu. (Dietrich et al. Oncologist 13:1285-95,
2008; Soussain et al. Lancet 374:1639-51, 2009).

[0128] KOTHMTMBHOe HapylleHMe II0CJe I[IPOTMBOPakKOBOM Tepaluu
oTpaxaeT IUCOYHKIMIO B JIOOHOM KOPTUKAJBHOM WU TUINOKaMIaJbHOM
1ernsax, KOTOPHEe ABJATCSA o00S3aTeJIbHEMM OJIS HOPMaJlbHOM KOTHUTHBHOM
OeATeJIbHOCTM. B XMBOTHHX MOOEJIAX BOB3IOEMCTBHME XUMMOTepanuen Jmoo
oBIIydeHMEM HeBJIaTonpUaTHO BO3OEMCTBYET Ha nccienyemMymo
50DeKTUMBHOCTEL KOTHUTUBHOM MHOeATeJJbHOCTHM, KOHKPEeTHO 3aBUCHAMEN OT
STUX CHUCTEeM TOJIOBHOT'O MO3Ta, OcoOeHHO IuInokammna (Kim et al. J.
Radiat. Res. 49:517-526, 2008; Yang et al. Neurobiol. Learning
and Mem. 93:487-494, 2010). TakuMm  oBpasoM, JIeKapCTBEHHEEe
CpencTBa, HalleJJeHHHEe Ha BTM KOPTUKAJIBHYK ¥ ITUINOKaMIaJbHYK
CHUCTEMEH, MO TJIN OH OHITH HeVpONpPOTEeKTYBHEMY vy IalMeHTOR,
IoJIydamnmyx IPOTHUBOPAKOBYKR Tepaluil, U »200eKTHUBHHMM OpU JIeUeHUU
CHUMIITOMOB KOTHMTMBHOTO HapylleHus, KOTOpOe MOXeT IMIPOHOJIKATHECH
I0CJIe  BMENAaTeJIbCTB, WCIOJIb3YEMHX B KadeCTBe I[IPOTUBOPaKOBOM
Tepaluu.

[0129] XMBOTHEE MOIEJM CJyXaT B KaudecTBe BaXHOI'O pecypca
oJia pas3paboTKM M OLEeHKM BUIOB JIedeHMS KOTHUTMBHOI'O HapylleHUHd,
CBA3aHHOTO C JileueHMeM paka. IIpM3HaKM, KOTOPHE XapaKTepus3ylT
KOTHMTMUBHOE HapylleHue, CBA3aHHOEe C JledeHMeM paka B XMBOTHEIX
MOIEeJax, OBHUHO pPaCHpPOCTPaHAKTCA Ha KOTHUTMBHOE  HapylleHHue,
CBA3aHHOEe C JIeUeHMeM paka y Jwoned. TakuMmM oBpasoM, OXumaeTcCs, UTO
50DeKTUMBHOCTE B TaKMX XMBOTHHX MOOeJIAX OyIeT MNPOTHOCTUUECKOW MOJId
sbbexTUBHOCTM Yy JioIel. B maHHOM 00JlacTM WM3BECTHH pPa3JIMUHHE
XMBOTHEIE MOOEJM KOTHUTMBHOTO HapylleHusd, CBA3aHHOTO C JeUYeHUeM
paka.

[0130] TlpuMepH XMBOTHHX MOOEJIeV KOTHMUTMBHOTO HapylleHUHd,
CBA3aHHOTO C JleueHueM paxka, BKJIIOUAOT oBpaboTKy KM BOTHEIX
AHTMHEOIJIaCTUUYEeCKMMM aTleHTaMM, TakKuMu Kak nukjodpochavmn (CYP),
Wi ofJyyeHMEeM, Halp., TraMmgma-Jydamu ©9Co. (Kim et al. J. Radiat.
Res. 49:517-526, 2008; Yang et al. Neurobiol. Learning and Mem.

93:487-494, 2010). BaTeM KOTHMTMBHaA OQYVHKLUMSA XMBOTHHEX MOIeJIen
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KOTHUTMBHOTO HapylleHud, CBA3aHHOTO C JiedeHMEeM pakKa, MOoXeT OHTh
IpOTeCTUPOBaHa KOTHUTUBHEIMM TecTaMM IJIS aHaluz3a >00eKTMBHOCTHU
crioco6oB UM  KOMIIO3MLUMM M300peTeHMd IOIpM JiedeHUM KOTHUTMBHOTO
HapylleHusa, CBA3aHHOTO C JedueHMeM pakKa. IJ0PeKTHMBHOCTBE CIHOCODOB U
KOMITO3UILINY DTOTO M300peTeHUs IPpU JIeUeHUM KOTHMTUBHOTO HapyMeHMS,
CBA3aHHOTO C JleUueHMeM pakKa, a Takke OOJBbHHEX JIoOeM C KOT'HUTUBHHM
HapyleHreM, CBSA3aHHBIM C JeueHMeM Ppaka, C I[IPpMMeHeHMEeM MHOXeCTBa
KOTHUTUBHEIX TEeCTOB, M3BECTHHRX B JaHHOM o06JacTH, HMU3ydYaliM, Kak
oBcyXxIaJIoOCh BHIIE.

Bosie3ubp IlapkmHcoHa (PD)

[0131] BoJie3HB [TapkMHCOHA (PD) npencTapjsgeT cobom
HeBpoOJIOTHUUECKOoe pPaccTpoMCTRO, XapakTepusywoieecs YMeHbIIeHEeM
IIPOMBBOJILHEX OBMXEeHMM. I[I0 CPpaBHEHMIO C HOPMAJILHBIM MHIOIMBUIYYMOM, Y
BOJILHOTO MMeeT MeCTO YMeHblleHMe IBMTaTeJIbHOM aKTHMBHOCTM U 0OoJiee
MeOJIeHHEe  I[IPOM3BOJILHEE  IOBWKEHMA. ITalMeHT wMMeeT XapaKTepHoe
«MackoobpasHOoe» JMIO, TeHIeHUMIO CIHelMThL IpUu xXoobde, COTHYTYD
103y U TeHepallM30BaHHYID MBIIeuHyl cJlaboCcThb. MMeeTcsa THUIMUHAA
PUTUIHOCTEL I[IaCCHMBHEX IBWXEHUM II0 THUIIY «CBMHIIOBOM TpyOe». Eme
OOHMM BaXHBEIM IIpU3HaKOM 3aboJjieBaHMA SABJSAETCA TpPeMop KOHEeUHOCTel,
BOBHUKAKIEN B IOKOEe M YMEHBIAKMUMCA BO BpeMsa OBWXEHUN.

[0132] BoJges3Hb IlapKMHCOHA, BSTHUOJIOTUSA KOTOPOM Heu3BeCcTHa,
OTHOCUTCHA K TpyIne HauboJee pacrnpoCTpaHeHHHX OBUT aTeJIbHHX
paccTponucTs, Ha3LHBaeMoM IapPKMHCOHUSBM, KOTOPLI mopaxaer
IpUBIN3UTEJILHO OOHOTO yeJloBekKa us THIC AU . LIS npoune
paccTpoicTBa, OOBbeIMHEeHHBEe B TPYIINY 100 Ha3BaHMeM I[IapKMHCOHMUS3M,
MOTYT OHTL CJeICTBMEM BUPYCHOM MHOeKLUUM, CcuduiImca, aTepocKJepo3a
M TPpaBMH UM BO3OEMCTBMSA  TOKCUUECKUX  XUMHMUECKMX  BelecTB U
HAapKOTMKOB. TeM He MeHee, CUMTAaeTCsa, UTO HelpueMeMas II0Tepsd
CUHAIITHUUECKOM CTabMJILHOCTM MOXEeT IIPMBECTUM K pPaspylleHMI0 HeVMPOHHBIX
lene u kK 3adojeBaHMAM TOJOBHOTO MO3Ta. Pe3yjabTaT JMU 2TO
TeHeTUKHU, MCIIOJIL30BaHMUSA JIeKapCTBEeHHEX CpeIcTB, BO3pPacTHOM
IVMCOYHKLMEN HEeMPOHHHEX B3aMMOIOEMCTBMM, OHa CuMTaeTCcsd OCHOBHOM
IPUUYMHOY  MHOTMX  HEeBPOJOTMUECKMX  3aboJieBaHUuM, TakMx kak PD
(Myrrhe wvan Spronsen and Casper C. Hoogenraad, Curr. Neurol.
Neurosci. Rep. 2010, 10, 207-214).

[0133] HesaBmucumMo oT IPUUMHEL 3aboJyieBaHmnA, OCHOBHOM
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IaToJIOTUUECKOMN OCOBEeHHOCTRI ABJISETCSH nereHepalus
ODopaMMHEPTMUECKUX KJIeETOK B 0OasaJIbHBEIX IT'aHIJIUAX, OCOOEHHO B
substantia nigra. BciencrTBue IpeXxIeBpeMeHHOMN CMepTH
nobaMMHCOOepPXamMx HEMPOHOB B sSuUubstantia nigra, Haubojlee KpyIlHad
CTPpyKTypa O0as3aJIbHEX TIaHIJIMeR, striatum, OyIeT MMeTh COKpalleHHOE
KOJIMUECTBO UMIIYJILCOB U3 substantia nigra, npuBoms K yMeHBIIEHUIO
BHICBODOXIOeHMS InodaMrHa. [IoHMMaHMe Jexamel B OCHOBe IIaTOJIOTUU
IIPMBEJIO K BHEeIPeHMI I[IepBOTO YCIENHOTO JIeueHUsa, KOTopoe MOXeT
oBJerunTs 0O0JIe3Hb I[lapKMHCOHAa. [IpaKTHUMUYeCKM BCe TIOOXOIOH K Tepaluu
3aboJieBaHMSA OCHOBAHH Ha  BO3MEMeHUM ITodaMMHa. JlekapCcTBEHHEE
CpeICTBa, WCIOJb3yeMEEe B HacTodAllee BpeMsa IIpM JIEUEeHUM, MOTYT
IpeRpamaTbCcsa B Oo@aMMH IIOCJIE I[IE€peCceuYeHMsa I'eMaTOBHIedaJlMdeCKoTo
Bapbepa JMOO OHM MOTYT YCWUJIUTE CUHTe3 nodaMMHa U YMEHBIIMTE €TI0
paspyleHre. K COXaJIeHVD, 2TO He rmoMoraeT npu OCHOBHOM
IaToOJIOTMUECKOM COOHTHM, OeTleHepaluM KJIeToK B substantia nigra.
BoJie3Hb TIIpomoJmkaeT IIpOoTpecCHupoBaTh, M UYacTO Uepes olpeldesIeHHHM
[IPOMEXYTOK BPEMEHM JIeUeHMe BO3MeleHMeM nodaMuHa OyIeT TepATh
30PeKTUMBHOCTE .

[0134] 3TO0 wM30OpeTeHMe NIPemoCTaBJigeT CIOCOOH JieueHusa PD cC
[IpMMeHeHMeM KOMIIO 3ULIUN JeBpeTupalleTaMa [IPOJIOHTUPOBAHHOT'O
BEHICBOOOXIOeHNA U300peTeHusa. B HEKOTOPHX BapMaHTax OCylleCTBJIEHUSA
JIeUueHMe BKJIOUaeT IIpenNoTBpalleHMe WM 3aMelJieHUue IpoTpecCUpOBaHUA
PD. B HEeKOTOPEHX BapMraHTax oOCYyIleCTBJIEHUA JieueHue BKJIIOUAET
oBJieryeHue, YyMeHbIIeHN e VHTEHCHUBHOCTHU VI 3aMelJIeHue
NIPOTPEeCCUPOBaAHUA OIOHOTO MM BOoJjilee CHMMIITOMOB, CBSA3aHHEX ¢ PD. B
HEKOTOPEX BapMaHTax OCYIECTBJIEHMSA CUMIITOMOM, IIOOJIeXallMM JIeUeHU o,
ABJIAETCH KOTHUTHMBHOE HapyleHMe. Hamnpumep, CHOCOOH UM KOMIIO3UINA
PaCKpPETUSA MOXHO VCIIOJIL30BAaTh nJjs YIIy4dlmeH g
IBUTaTEJbHEX/KOTHUTUBHBIX HapymeHun, XapaKTepPHEX nJisg BoJie3Hu
[TapkMHCOHa. BoJjiee TOTO, CHOCOOH M KOMIO3SUIMK PACKPHETUA MOTYT
OHTBE TIIOJIE3HEIMM MOJIS JIeUeHUMA HapylleHMa I[IaMATH, XapaKTepHOTOo IJIS
BoJsie3HM I[lapKMHCOHA.

[0135] o4 PD CYIIeCTBYET pan KM B O THEIX MoIeJien.
MImoCcTpaTUBHEE XUBOTHHE MOIOEeNM PD BKIKNUAKT PEe3EPIMHOBYI MOIEJb,
MeTaMbeTaMMHOBYK MOIeJb, 6-I'MOpOKCUIOOPaMMHOBYK (6—-0OHDA) wMomels,

l-MeTun-4-benun-1, 2, 3, 6-TeTpalMgpoKCcUiMpuoudosyrw (MPTP) wMomeJib,
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MO IIeJlb Ha OCHOBe BBeIl€HHMA IIapaKepaTa (PQ) -mManeba, POTEHOHOBYIO
MO IIeJlb, 3—HMTpOTMpOBMHOBym MO IIeJlb u I'eHeTn4YeCKlure MO IOeJIn C

IpVYMeHeHeM  TPAaHCITeHHBX  MBIIe. TpaHCT'eHHHEe MOOEeJM  BKJIOUAT
MBIIEN, KOTOPHE CBEPXDKCIPECCUPYIT  O-CUHYKJIEUH, SKCIIPEeCCUPYIOT

yeJIOBeueCKMe MYyTaHTHHE OGOpPMBE O -CUHYKJIeMHa, WJIM MHIIEeM, KOTOpPHEe
sKCIOpeccupyioT MyTaunuy LRKK2. CMm. 0030p 5»TUx MoImeJsie Ranjita B.
et al. (Ranjita B. et al. BioEssays 2002, 24, 308-318).
OonoJHUTeJIbHasS  MHOoOpMaLMs 006 STUX  XMBOTHEIX  MOIOEJIAX  JIETKO
OOCTYIIHa B Jackson Laboratories (cMm. Takxe
http://research.jax.org/grs/parkinsons.html), a TaKxke B
MHOTOUMCJIEHHEIX  OyOJIMKALKMAX, pPacKpHBAaMMUX  MCIOJL30BaHMe  BTUX
BaJIMOMPOBAHHEX MOIeJlel.

[0136] S50PeKTMEBHOCTE criocobos " KOMIIO 3ULIUM 3TOTO
n30bpeTeHns Ipu JleueHUn PD WIn KOTHUTUBHOTO HapymeHusd,
CBA3aHHOTO ¢ PD, MOXHO OLEeHUTL Ha JOBX M3 BHIIeYKa3aHHBX
XMBOTHEIX MoIOeJiax PD, a Takxke y OOJbLHEX Jioge¥ ¢ PD, C OpMMeHeHMNEeM
MHOXeCTBa KOTHMTMBHHX TeCTOB, M3BEeCTHEX B IaHHOM of6jJacTu, Kak

oBCcyXIaJIOCh BHIIE.

AyTH3M
[0137] KAYTU3M», KaK MCIOJIB3YeTCsa B ITaHHOM IOKYMEHTe,
OTHOCUTCH K PaCCTPOMCTBY AYTUCTUUECKOTO CIIeKTpa,

XapaKTepusylleMyCsa HapylleHMeM pPa3BUTUS HeVWPOHOEBR, NIPUMBOLAMNEMY K
HapymeHHOMY couMaJiE HOMY B3aMMOIEeNCTBUIO u KOMMYHUK ALK
[IOCpPelCTBOM OTPaHUYEeHHOTO u [IOBTOPAKIETOCSH [IOBEeIEeHUd.
«PaccTpoCcTBO aYyTUCTUUECKOT O CIleKTpa» OTHOCUTCS K TpylIille
HapylmeHUM pasBUTHUA, KOTOpas BKJWUAKLT: ayTuU3M; CHUHOPOM AcHeprepa;
IepBa3MBHOE PAaCCTPOMCTBO PAa3BUTUA HeYTOUHEHHOe (PDD-NOS wmm
ATUIINYUHEN ayTusm) ; CUHIPOM Perra; n Oe3MHTeI'paTUuBHOE
PacCcTpOMCTBO IeTCKOTO BO3pacTa.

[0138] AyTusM OpencTaBJIgeT CoO00M HapylleHMe Helpopa3BUTHUA,
XapakKTepusyomyecsa OUCOYHKUMENM B Tpex OCHOBHEIX [OBeIeHUeCKUX
N3MEepEeHU X : IIOBTOpPAKIeeC [IOBeOEeHNe, couMaJibHEIM ~ OeduuuT U
KOTHUTUBHEM »OeduumnT. OO0JacThk NOBTOPAKIEIOCS IIOBeOeHMS BKIOUAET
KOMIIYJIbLCHMBHOE IIOBeIeHMe, HeOOHUHHEe IIPMBA3aHHOCTM K OOBeKTaM,

KeCTKYIO IIPMBEPXEHHOCTD PYTVMHHEIM YIPpaXHeHNMAM mJinm prUuTyajiaM n
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IIOBTOpAKIIMMECA IOBUI'aTeJIbBHEE MaHEBEEepPU3MEL, TakKad KaK CTepeOTUIIMM U
CaMOCTHMYyJIMpyKliee IIOBeIlcHVE. C@epa COLMaJILHOTO nedmuiurTa BKJIOUAET
oedpuumT PEIUIIPOKHEIX ColraJlb HEIX BSaMMOHeﬁCTBMﬁ, IIOTEep
SPUTEJIBEHOTI'O KOHTaKTa, CHVMXEHHYIO CIIOCODHOCTE BeCTM Oeceny n
HapyleHHEE HaBEIKU IIOBCEeIHEeBHOTI'O oBmeHM . KoTHUTUBHELI He@MuMT
MOXeT BRJIOYATH pedeBEe HapylmeHNA . AyTHU3M InpencrTaBjdaeT cobon
MHBaJIMOVMSMpPYyKIlee HEeBPOJIOTMUYeCKOe paCCTpOﬁCTBO, KOTOpOe IIopaxXxaeT
TEICAYNM aMepPMKaHIeB VM OXBaTHEHBaeT HeCKOJIEKO IIOOTHUIIOB C pPa3JIMYHEMUA
IIpenriojiara eMbIMIM IIPpMYrHaMM u HeCKOJIbE KM ITOKYMEeHTAJIEHO
IIOOTBEePXIeHHBEIMN IIPVMHO C AIVIMI YIIydlIieHVe B IoaM1 JIEeUeHN1A.
PaCCTpOﬁCTBa AYTUCTUYIECKOTI'O CIIEKTpa MOTWYT IIPMCYTCTBOBATE I1pn
POXIEeHNM WJIM MOIT'YT VIMETHb DoJiee IIO3O0HEeEe HadaJlo, HalliprMep, B

BO3pacTe IOIBYX WIM TpeX JeT. Od ayTM3Ma HeT UYeTKUX OMOJIOTUUEeCKUX

MapKepoOB. InarHOCTHKA paccTpoicTBa [IPOU3BOOMUTCSA C y4aeToM
CTEIEHN, KOTOpOMn pebeHOK COOTBETCTBYET 1o [IOBENEHUECKOMY
CUHIPOMY, KOTOPHM XapakKTepnu3yeTcs [IJIO XM KOMMYHMKa TV BHBEMHU
CrIoCcoBHOCTAMH, OCOBOEHHOCT AMU COoLUMAaJILHOTO nu KOTHUTUMBHOT'O

IoTeHIMaJNa, a Takke MajJbaJalTUBHEMM T[OBeIeHUeCKMM MOIeJIAMA.
OmHOM M3 JIeXalMx B OCHOBe IIPMUMH ayTH3Ma CUMTalT OIUCOYHKLIUIO B
HeVPOHHOM Bs3auMomeuctTeum (Myrrhe van Spronsen and Casper C.
Hoogenraad, Curr. Neurol. Neurosci. Rep. 2010, 10, 207-214).

[0139] 370 n3006peTeHNe openocTaBJIsgeT CIIOCOOBL  JIeUueHUd
ayTu3Ma C IIPMMEeHEeHMEeM KOMIIOZUUUKY IIPOJIOHTUMPOBAHHOTO BHCBOOOXIESHMSI
JleBeTupaleTaM u300peTeHMsI. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUS
JledeHMe BKJOUaeT IIpeloTBpalleHMe WIM 3aMenjieHre IMIpoTpeCCUpPOBaHUSA
ayTu3Ma. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS JieueHMe BKRJIOUAET
obJjeryeHue, yMeHbIIeHrEe VMHTEeHCUBHOCTHU ZRINZ! 3aMenJjieHne
IpoTpecCcHpoBaHMsa OOHOTO WM  DoJiee CUMIITOMOB, CBABaHHEX C
ayTHU3MOM. B HEeKOTOPEHIX BapmMaHTax oCymeCcTBJIEHUS CHUMIITOMOM,
nomjexammuM JeueHUo, aBJIgeTCcd KOTHUTHMBHEIM OeduumT. Hanopumep,
CIIOCOOHE ¥ KOMIIO3ULUM PACKPHETHSA MOXHO MCIIOJNL30BATEL IJIA YJIYUIEeHUS
IBUTATEJIbHOTO/KOTHUTUBHOTO HedMLMTa, XapaKTepHOoTo IOJS ayTus3Ma.

BamepxKa YMCTBEHHOTO Pa3BUTUSA

[0140] 3Bamepxka YMCTBEHHOTO pPasBUTHUA OpelcTaBjgeT coboun
TeHepaJiM30BaHHOE pPaccTpoMCTBO, XapaKTepus3yomecsa 3HAUUTEJIBHO

ocJabyieHHOM KOTHUTUBHOM byHxumMen u nedUUIMTOM amanTUBHOTO
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[IOBENEHVA. 3alepXKy VYMCTBEHHOT'O Pa3BUTUA UYacCTO OIPenesIdnT Kak
mokKaszsaTejlb YMCTBEHHOT'O pasBuTua MeHee 70. K uUmMCJIy OCHOBHHX
[IPUYUMH 3alepPXKM  YMCTBEHHOTO pPasBUTUA OTHOCATCH BPOXI EHHEIE
OPUYMHE. OIUCOYHKILMSA B HEVMPOHHOM B3aMMOIEVCTBUM TaKXe CUMTAEeTCH
ONHOM M3 JexalMx B OCHOBe IIPMUMH 3alepPXKM YMCTBEHHOTO pPas3BUTHUSA
(Myrrhe wvan Spronsen and Casper C. Hoogenraad, Curr. Neurol.
Neurosci. Rep. 2010, 10, 207-214).

[0141] B HeKOTOPHX CJydYasax 3alepXKa YMCTBEHHOI'O pPasBUTUL
BKJIOUAET, HO ez OTpaHUYeHUHd, CUHIPOM IayHa,
BeJIoKapanodaclumalbHEM CUHIOPOM, aJIKOT OJIL HEIM CUHIPOM miona,
CUHIPOM XPYIIKOM X—-XPpOMOCOMEHI, CUHIPOM KnanudpenbTepa,
HelpodubpomMaTos, BPOXIESHHEI TUIIOTUPEOS, CUHIPOM Bunes aMca,
bEeHUIIKE TOHYPUI (PKU) , CUHIPOM CvmTa-JlsMnu—-0Onumuriia, CUHIPOM
[lpanepa-Buiumm, cuHOpoMm OQejiaH-MakllepmMun, CcHHOpoOM MoyaTa-BuibCcoHAE,
UMJIMONIaTUR, CHMHIOpOM Jloy ™ X-ClLellJleHHas 3alepXKa YMCTBEHHOTO
pasBuTHUA, TUIL Cumepuyca. CunpopoM IayHa IpencraBjgeT cobom
PacCcTpPOMCTBO, KOTOpOe BKJKUAEeT KOMOMHAIIMIO BPOXIEHHHEX IIOPOKOB,
BKJIOUA A HEKOTOPY CTEeIleHb 3alepPXKN YMCTBEHHOTO pasBUTHUA,
XapaKTepHEe UYepTH JiMla M 4YacTo CcepleuHee nedeKTH, YaCTHE
MHOeKLIMM, OpoOJIeMEl CO 3BpeHMeM UM CJyXOM M »OpyTue IIpoOJIeMEl CO
300pOoBLEeM. CHHIPOM XPYIIKOM X-XPOMOCOME SfABJIAeTCA IIpeobJalanimen
bopmMOM HaCHeOCTBEHHOM 3alepXKM YMCTBEHHOTO Pa3BUTUA, BO3HUKAIEN
c uvacTtoTro¥ 1 Ha 4000 myxumH m 1 Ha 8000 xeHmuH. CHHIPOM TaKXe
XapakTepusyeTcsd 3amepXxKom YMCTBEHHOTO pPazBUTHUA,
TUMNIEPaKTUBHOCTLI, CHMHOPOMOM IOedulMTa BHMMAHMA UM Ay TUUHO-TIOIOOHBEM
nopemeHreM. 20PeKTUMBHOTO JIeUeHMS CHHIPOMAa XPYIKOM X-XPOMOCOME
HeT.

[0142] HacrTosmee n300peTeHne OpenycMaTpuBaeT JleueHue
YMEPEeHHOM 3alepXKM YMCTBeHHOTO pasBUTHA, 3alepPXKM YMCTBEHHOTO
Pa3BUTUA CpedHel CTeleHM TSXKeCTU, TAXeJIOoM 3BalepXKM YMCTBEeHHOTO
Pa3zBUTUA, TJIYOOKOM 3BalepXKM VYMCTBEHHOTO Pal3BUTUA U 3adepPXKU
YMCTBEHHOTO PasBUTHUA HeyTOUHEeHHOMN CTEINEHU TSKECTH . Takasa
3alepXKa YMCTBEHHOTO pPa3BUTUA MOXeT OHTb, HO He 0043aTeJIbHO,
CBf3aHa C XPOMOCOMHBIMM M3MeHeHUAMM (HallpuMep, CHMHIpoM JlayHa
BCJIENCTBMUE TpUCOMMM IO 21 TIape XpOMOCOM), HaCJIeOCTBEeHHOCTHI,

GepeMeHHOCTbIO I IIepMHaTaJlb HEIMI HpO@J’IeMal\M n  OpyruMm T AXeJIBIMU
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[ICUXMY e CKUMA paccTpocTBaMM . 370 nz3obpeTeHne IpenoCTaBJISgeT
CIIOCOOEBL JIEUEHMSA 3alepXKM YMCTBEHHOT'O pPa3BUTUA C I[IPMMeHeHMEM
KOMIIO 3ULIUA JeBeTHpalieTaMa [IPOJIOHTUPOBAHHOTO BEHICBOOOXIEHM A
n3o0bpeTeHUd. B HEKOTOPHIX BapmaHTax OCYIIEeCTBJIEHUS JleueHme
BKJIOUAET IIpeldoTBpalleHMe WM 3aMelJleHMe IIPpOTPpeCCUPOBaHUA 3alepXKU
YMCTBEHHOTO PasBUTHUA. B HEKOTOPHIX BapraHTax OCYlleCTBJIEHU A
JedueHue BKJIOUAET oBJjierueHme, yMeHbIleH e VHTEHCHUBHOCTM  WMJIU
3aMenJieHue NIpOoTpPeCcCUpPOBaHMA OOHOTO VI BoJiee CHMIITOMOR,
CBSA3aHHBIX c 3amIepXxKon YMCTBEHHOTO pPasBUTHUA. B HEKOTOPHIX
BapMaHTax OCYmMEeCTBJIeHUMS CHUMITOMOM, I[IOOJIeXallMM JeUeHUI, HABJISeTCSH
KOTHUTUBHEI OedulUT/HapymeHre ., HalpuMep, CHOCOOH M KOMIIOSULNUNA
PaCKpPETUA MOXHO VCIIOJIL30BAaTh oJjis YIIy4dleH g
OBUTaATEeJIbHEX/KOTHUTUBHEX  HapyIeHM’H, XapaKTepHEX IJS 3alepXKU
YMCTBEHHOTO PasBUTUA.

[0143] [Ona 3BalepXKM YMCTBEHHOI'O pa3BUTHA OBIIM pa3paboTaHEl
HEeCKOJIbKO XMBOTHEIX MomOeJieM. HamnopuMmep, IJ8 CHHOPOMa XPYIKOM X-—
XPOMOCOMEL OvlJIa paspaboTaHa MBIIMHaASA MOOEJIb C HOKayTUPOBAaHHHBM
TeHOM. CHHIPOM XPYIKOM X-XPOMOCOME IpeICTaBJIAeT cobor obmywn
bopMy BamdepXKM YMCTBEHHOT'O Pa3BUTUA, BHBBAHHYK OTCYTCTBMeM OeJiKka
FMR1, FMRP. MpoeHTuOMUMpOBaHH »nOBa roMoJiora FMRP, FXR1IP um FXR2P.
FXR2P mokKasHBAaeT BHCOKYK 5SKCIPECCHIO B T'OJOBHOM MO3Te U gMUKax,
kak FMRP. IlpennoJjiaraeTcs, 4YTO M Fxr2- ¥ Fmrl-HOKayTHEE MBIV, WU
Fmrl/Fxr2 OBOMHEE HOKAYTHHE MHEIM SBJISOTCA IIOJI@SHEIMU MOOEJIIMU IJId
3agepPXKM YMCTBEHHOTO Pa3BUTUSA, TakKo¥ KaK CHUHIPOM Xpylokon X-
XpoMocoMmel. CM. Bontekoe C. J. M. et al. Hum. Mol. Genet. 2002,
11 (5): 487-498. D50pOeKTUBHOCTL CIHOCOOOB UM KOMIIO3ULINUM STOTO
n300peTeHUsa TOIpM JIEUEHMM 3alepXKM YMCTBEHHOTO Pa3BUTHUA WU
KOTHUTUBHOTO nepuumnTa/HapymeHnus, CBA3aHHOTO C 3adepXKoM
YMCTBEHHOTO pPas3BUTUA, MOXeT OHTH OlleHeHa B BSTUX MBIMHEX MOIEeJIIx
u IpyTMX KB O THEIX MOIeJax, paspaboTaHHBIX nJis 3allepPXKN
YMCTBEHHOTO PasBUTHUL, a Takxkxe Yy OOJbLHEX JIoIel C 3aldepXKon
YMCTBEHHOTO pPasBUTHUA, C [IPMMEHEHVEM  MHOXECTBA KOTHUTUBHEIX
TeCTOB, M3BECTHHX B IOaHHOM o00JlacTM, Kak o0OCYXIaJIOChH BHIIE.

KowMriyJib CMuBHOE [IOBENEHUE (0BCceCCHMBHO-KOMITYJIECUBHOE
PacCcTPOMCTRO)

[0144] ODCeCCUMBHO—KOMIIYJIECUBHOE PacCcTpOMCTBO («OCD»)
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opencrTaBJgeT coBoM IICUXMUEeCKOoe IMIaTOoJIOTMUeCcKoe COCTOSHMe, KOTopoe
HauboJiee JyacTo XapaKTepusyeTcs HaBSI3UMBEMA, IIOBTOP ARIMMIC I
HexXeJlaTeJIbHEIMY MEICJIAMU (oBceccuaMM) , NPUBOOANUM K KOMIIYJIbCUMBHOMY
IIOBEeOEeHNI0 M YMCTBEHHHM IOeWCTBUAM, KOTOPHE MUHIOMUBUIYYM UYBCTBYeEeT
BEIHY X HHBIM BHIIIOJIHATE (KOMITYJIBCUAM) . CoBpeMeHHEe
SOIUOEMUOJIOTMUECKM e OaHHBEe I[IoKas3bBawnT, dYTo OCD ABJILeTCHd UYeTBEPTHM
HamnboJiee pacrnpoCcTpaHeHHBEM [ICUXUYUECKUM PaccTpoMCTBOM B
CoenrHeHHEX ITaTax. HeKOTOpHE MCCJAelOoBaHMA TITOBOPAT O TOM, UTO
pacrnpocTpaHeHHOCTE OCD cocTaBJjdgeT OT OIOHOT'O OO Tpex IIPpOLEeHTOB,
XOTS PacHpoCTPaHeHHOCTh KJIMHMUECKM paclio3HaHHOTO OCD 3HauuMTeJIBHO
HMXe, UYTO VYKa3uhBaeT Ha TO, YTO MHOTMM JIIOOAM C PaACCTPOMCTBOM He
MOTYT IIOCTaBUTE OIVaTHOS3. lTaumMeHTH  C OCD wuacrTo BEIABJIATCA
MICUXOJIOTOM, NICUXUATPOM WU NCUXOaHAJIUTUKOM COTJIaCHO
IMarTHOCTUUECKOMY UM CTATUCTHUUECKOMY PYKOBOLOCTBY IO TICUXUUECKUM
paccTpoMcTBaM, IMATHOCTHMUECKMM KpuTepuaMm 4-1o wum3manusa (DSM-IV-
TR) (2000), KOTOPHE BKJIOYAT XapPaKTEPUCTUKN obceccun 17
KOMOYJILCUM . XapaKTepuCTHUKM obceccuM BKJIoOUalT: (1) OToOBTOpANMMECS
M HEOTBA3HHE MHCJM, WMIYJLCH WM 00passl, KOTOPHE MCIHETHBAKTCI
KakK HaBA3UMBHE ¥ KOTOPHE BHS3HBAT BHpaxeHHOe OECIOKOMCTBO WM
OUCTpeCcC,; MBICIM, MMIYJLCH WJIM 0O0pasb, He 4ABJAIIMeCcsa IIPOCTO
ype3MepHEM OeCHOKOMCTBOM O peaJlbHEX OpobjeMax; M (3) UeJloOBekK
[EITAaeTCHd MIHOPUPOBATE WM I[NIODABRJIATL TakKMe MBICIM, WMMIIYJIBCE WU
ofpass WM HeMTpaJIM30BaTh MX KaKoM-JmMdo IOPpYIOM  MECJBIO MU
nercrerMeM. UYeJIOBEK IIPM3HAET, UYUTO HaBA3UMBHE MBICJIM, WUMIIYJILCH WU
oBpasH ABJAKRTCI IPOOYKTOM €I'0 COOCTBEHHOTO pal3yMa M He OCHOBAaHH
Ha peaJbHOCTH. XapakTepuUCcTUKA KOMITYJIb CUU BKJIOUAKT @ (1)
[IOBTOpAKINeecd IIOBedeHMEe WM YMCTBEHHBE IOeMCTBUSA, KOTOPHE UeJIOBekK
UYBCTBYyeT NOOYXIOEHHEMM BHIIOJHATE B OTBET Ha HABASUMBYKL MIOEKD, WU
B COOTBETCTBUM C IIpaBUIIaMM, KOTOPHE IOJIKHH XeCTKO CcoOomoaTbCcHd;
(2) oBeIeHne I YMCTBEHHEE OelicTBUA HamnpaBJIEHE Ha
OpenoTBpalleHMe MM  YMeHBIIeHUE OUCTpecca WM IIpenoTBpaleHre
HEKOTOPOTO MIyTrawnimero COOHTHUS WJIM CUTyallMM; OIOHAaKO 5STO IIOoBeldeHMEe
MM YMCTBEeHHHE IIOCTYIIKM Ha CcaMOM »OeJle He CBA3aHH C IpobJeMoM WMJIn
OHU UpEe3MEPHH.

[0145] MWMHpuBMOYYMBI Cc OCD OOBUHO BHIIOJHSIT 3aladu (1IIm

KOMHVJ’IBCMIO) 7 UTOOR OCBOBOOOUTECH oT Tpepory, CBSI3aHHOM C
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HaBA3UMBOM MOeel. IloOBTOpAKIleeCsa IOBeINeHMe, TaKoe KaK MHETbe DPYK,
IIOOCYeT, MNpOoBepKa MWIM yOoOpkKa dYacTO BHIOJHAKTCS C HaJdeXIon
IPpeIOTBPaTUTL HaBA3UMBLHE MHECJM WM 3aCTaBUTE UX YyWUTU. BHIIOJHEHUE
DTUX KPUTYaJIOB», OOHaKoO, openocTaBJjigeT JINIb BpEMeHHOEe
oBJyerueHue. Y Jmomer ¢ OCD Takxe MOXeT OHTL OUMATHOCTUPOBAH CIIEKTP
IPYTUX  I[ICUXMUECKHUX  PacCTPOMUCTE, TakMxX Kak TI'eHepaJM30BaHHOe
TPEeBOXHOE PacCTPOMCTBO, HepBHasA aHOpPeKCMsa, IaHuueckasd aTaka WK
mM30dpeHnd.

[0146] OmHOM M3 OCHOBHEIX IIPUUMH O0OCECCHMBHOT'O pPacCTpoMCTBa
cuMTaeTcad IOUcOyHKIMA B HEeWPOHHOM B3auMmoIelMcTBuM (Myrrhe van
Spronsen and Casper C. Hoogenraad, Curr. Neurol. Neurosci. Rep.
2010, 10, 207-214). MWccunemopaHMAa mOpenmnoJgaranT, dYTro OCD MOXeT
OBITE CBA3aHO C aHOMaJIb HEIMU YPOBHSAMU HeVpOoTpaHCMUTTEPA,
Has3EBaeMOTO CEepPOTOHMHOM. JledeHre OCD TIepBOV JMHUM COCTOUT U3
IOBEeIeHUEeCKOW  Tepaluu, KOTHMTUBHOM  TepaluyM ¥  JeKapCTBEHHHX
CpeICTB. JleKapCTBEHHEE CPenNcTBa IJiSA JIeUeHMsa BKJUAKRT MHIMOUTOPEL

oBpaTHOTO 3axeaTa CEepPOTOHMHA (SRI), Takue KaK TIIapoKCeTUH

(Seroxat™, Paxil®, Xetanor™, ParoMerck™, Rexetin™), cepTpaauH

(Zzoloft®, Stimuloton™), biIyoxkceTuH (Prozac®, Bioxetin™),
scUuMTagIonpaMm (Lexapro®) u dIIyBOKCAMMH (Luvox®) , a TaKxe
TPULUKIIMUECKME AHTUIOENPEeCaHTH, B YaCTHOCTHU KJIOMUIIPaMMUH
(Anafranil®). B JleUueHMM TakKXe MCIOJbL3YRT OeH30I0Ma3elMHE. OOHAaKO

no 40-60% mnauMeHTOB He pealMpylRT alekKBaTHO Ha Tepanuo SRI, a
naxe ©OoJibllasgs YacThb IIAllMEHTOBR HEe MCIIBITHBAET II0JIHOM PEeMUCCHUM CBOUX
CHMIITOMOB .

[0147] 3STo mM300peTeHMEe NpPemocCTaBJIgeT CIocoOw JieueHmsa OCD c
IprYMeHeHVEM KOMIIO 3ULIUA JepeTUpalleTaMa IPOJIOHTUPOBAHHOTO
BEICBOOOXIOEeHMA U300peTeHrsa. B HEKOTOPHX BapMaHTaxX OCYIeCTBJIEHUSA
JleueHre BKJIOUaeT IMIpenoTBpalleHVe WM 3aMeOjieHMe OIpOoTpecCUpOBaHMUA
OCD. B HEKOTOPHX BapMraHTax OCYIIECTRBJIEHUA  JIeUeHUe BKJIOUAET
oBJierueHue, YMeHBIIeHUE VHTEHCUBHOCTU W 3aMenJieHmre
OpOoTpecCHUpOBaHMA OINHOTO WM O0o0Jiee CUMITOMOB, CBA3aHHEX ¢ OCD. B
HEKOTOPHEX BapMaHTax OCYIeCTBJIeHMS CHMITOMOM, IIOIJIeXallM JIeUeHUIO,
ABJISEeTCH KOTHUTUBHEM »OeduumT. Hanopumep, CIOOCOOE ¥ KOMIIO3ULUA

PaCKpPETMA MOXHO MCIIOJIBE30BaTE HOJIA JIedeHMA KOI'HMTVMBHOI'O ,]:[eq_)MLU/ITa
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npu OCD u/MiaM »OJg YJIYUNeHMS KOTHUTUMBHOM (QYHKIMM Yy I[IalMeHTOB C

OCD. Ioisa OCD OBLIa paspaboTaHa KPHICHHA A MonmeJib,
CeHCUOUIINU3UPOBaAHHASA KBMHIIMPOJIOM. KoMItyJiE CUBHOE npoBepdrilee
[IoBeNeHue CEeHCUOUIINBUPOBAHHEIX KBUHIINPOJIOM KPEIC IIOOBEPXEHO

IIpepEBaHMIo, UYTO ABJIAETCS I[IPUM3HAKOM, XapPaKTepPHHM IJIS KOMIIYJIbLCUM
OKP. D20bexTMBHOCTL CHOCOOOB M KOMIIOBMUMM STOTO M300peTeHUsa IIpU
JedeHun OCD, wWJIM KOTHUTUMBHOTO HOedpuumTa, CBA3aHHOTO ¢ OCD, MOXeT
OHITL OlleHeHa B DSTOM KPHCHMHOM MOOEJIM M IPYTUX XUBOTHHX MOIEJISAX,
paspaboTaHHEx nyusa  OCD, a Takxe y OoJbHHX Jimomem ¢ OCD, c
IpUMeHeHMEeM MHOXeCTBa KOTHUMTUBHEIX TeCTOB, W3BECTHHX B ITaHHOM
oBJjlacTM, Kak o0OCyXIaJIOCh BHIIE.

3aBMCHMOCTE OT IICUXOAKTUMBHEX BEIECTB

[0148] 3aBUCHUMOCTD oT [ICUX0OaKTHUBHEIX BelleCcTB (Hamp.,
HapKOTMUeCKasd 3aBMCHMMOCTBL, aJIKOTOJIEHAS 3aBMCHMMOCTB) IIPelCTaBJIAET
coboM ICHUXMUecKOoe pPacCTPOMCTBO. 3aBMCHMMOCTL OT IICHUXOAaKTUBHEIX
BemecTB He BopabaTHBaeTCsa MIHOBEHHO IIPM BO3OeMCTBUM BelecTBa,
KOTOPHM 3JI0yHOoTpebiidgwnT. CKopee, OHa BKIKUaAeT B Ccebia MHOXECTBO
CJIOXHHIX HEeWPOHHHX ajalTalui, KOTOPHE pPas3BUBAKTCA C Pas3HBEMU
BpeMeHHHMM MHTepBaJlaMM, BapbUPYKIMX OT UYaCOB OO MOHEeW U MeCcdleB
(Kauer J. A. Nat. Rev. Neurosci. 2007, 8, 844-858). Iyt K
3aBUCUMOCTHA oT MNCUXOaKTUBHEIX BelleCTB OBBIUHO HauMHaeTcd C

,HO@pOBOJ'IbHOI‘O VCIIOJIE3OBaHMA OIOHOI'O WMJIM HEeCKOJIBEKMX KOHTPOJIMPYEMEIX

BelleCTB, TaKMX Kak HapKOTUKM, 6ap6MTypaTM, MeTaM@eTaMMHBI,
aJIKOT'OJIb , HIMKOTUMH u Joboe nus MHOXeCTEBa OPpYyTHUx TaKMX
KOHTPOJIMPYEeEMBIX BellleCTB. Co BpeMeHeM, I1pm OJINTeJIBHOM

MCIIOJIb30BAHVM  KOHTPOJMPYEMOI'O  BemecTBa (BemecTsB), DOOPOBOJIbLHAS
CIIOCOBHOCTE BO3IEPXMBATECA OT KOHTPOJMPYEMOTO BelleCTBa (BEleCcTB)
HapymaeTcs BCJEOCTBUE BOBOEMCTBMA OIUTEJIBHOTO MCIIOJb30BaHMA Ha
byHKLMIO MO3Ta M, CJeooBaTeJIbHO, Ha IoBemeHMe. Tak TakoBasd,
3aBUCHMOCTE OT IICMXOAKTUBHEIX BemecTB B oO0meM XapaKTepu3yeTcHd
KOMITYJIL CMBHEIM IPUCTPAaCTUEM, BJIeUeHUEM Vi MCIIOJIbL 30BaHMeEM
HapKOTUKA, KOTOpOe coxpaHseTrcs maxe BOIIPEeKU HeTraTUBHEM
IIOCJIeOCTBUAM. IllpMCTpacTre MOXeT OTPpaXaTh M3MEeHeHMS B Jexalel B
OCHOBEe HeMpPoOMOJIOTUN nalueHTa, KOTOPEIE, BEpPOSTHO, IOJIKHEL
pemaTbCcsa  LeJleHalpaBJIeHHEM o0pasoM, ecJiM HeoB®XOoOMMO IIOJIYUUTHL

BEISIOOPORBJIECHNUE . Bo MHOTMX cJydyadx 3aBUCHMMOCTE OT IICUXOAKTUBHEIX
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BEMEeCTB TaKXe XapakKTepusyeTcd CHUMITOMaMyM OTMeHE, KOTOPHE IJIA
HEKOTOPEIX  BeIeCTB ABJIAITCA  XKU3HEeYI'POXaIMMA (Hanp., CIIVPT,
OapOUTypaTH), a B IOPYIMUX IIPUBECTM K BHAUMUTEJIbHHM I1aTOJIOTUUYECKUM
HapylleHsaIM (KOTOpEEe MOTI'yT BKJIUATL TOWHOTY, PBOTY, JHUXOopalKy,
TOJIOBOKPYXeHMe U OOMJIbHOe IIOTOOTHEeJIeHMEe), IUCTPEeCcCy UM CHIWKeHU
CIIOCOOHOCTU K BEI3OOPOBJIEHUI. Hanpuwmep, OIOHUM nus TaKMUx
3aBUCUMOCTEN OT IICUXOAKTUMBHLHX BeIeCTB SABJISETCS aJIKOTOJIM3M, Takxe
M3BECTHEIM KaK aJIKoToJIbHAasS 3aBUCHMMOCTL. AJIKOTOJIM3M B IIEPBY
oUepelb XapaKTepu3yeTCsa UYeTHPbMSI CHUMITOMaMM, KOTOPHE BKJIOYAT
npucTpacTue, IoTepPn KOHTPOJIA, PUBUUECKY 3aBUCUMOCTD "
TOJIEPAHTHOCTE . STU CHIMIIT OMHEI TakKxe MOTYT XapaKTepn30BaTh
3aBUCHMOCTE OT PpPeIlyIMPYEeMEX BelleCTB. llpucTpacTMe K aJIKoToJIK, a
TaKXe OPYIMX KOHTPOJIMPYEMHEX BeIeCTB YacTOo CTOJIb Xe CUJIBLHO, KakK u
IOTpeB®HOCTL B IHUIe MM Bome. TaxkuMm o00pasoM, AaJIKOTOJIMK MOXeET
IpONOJIXAaTh IIMTL, HEeCMOTPsS Ha CcepbesHble ceMelHHe, CBA3aHHHE CO
3O00POBLEM U/UIM KPUOMUEeCKME IIOCJIeNCTBUA.

[0149] HemaBHag paboTa, Hu3ydaplasag OeMCTBMe 3JI0yHoTpebJieHud
aJIKoToJieM, LeHTpPaJIbHEMM CTUMYJIATOpaMM ¥ OoldMaTaMM Ha LeHTpaJIbHYI
HEPBHY CUCTEMY (IHC) , IpoIneMOHCTPpMPpOBala MHOXECTBO

He@HaPOHpMHTHHX 9®®QKTOB, CBA3aHHEX C IICHMXMYECKVM s3OO0poBEBEMN,

BKJIOUA I BEI3BAHHLIE BEMeCTBOM HapylleHUs B KOTHUTUBHOM
nesTeJbHOCTM. CM. Nyberg F. Cognitive Impairments 1in Drug
Addicts, Chapter 9. B HeckoJbKMX JabopaTopuUAx ¥  KIMHMKAX

HaOJmooaly 3HauuTeJIbHBE TIIOBpEeXOeHNA @yHKHMM MO3T'a BCJIeOCTBMEe 3TUX

npernapaTosB. Cpenu BPeOHEX [IOCJIeOCTBUN 3JIOYTIOTPeBJIeHN I
IICUXO0aKTUBHEMA BelleCTBaMm Ha MO3T ABJISIOTCHA Te, KOTOPHE
CIIOCOOCTBYIT  YCKOPEHHOMY  CTapeHM’o. HabsmoneHue, KOTOPOMY B

mocjenHre TOIOE YHOeJAJIoCh ocofoe BHMMAaHME, COCTOMT B TOM, UYTO Y
XPOHUYECKUX norpebureien HAapKOTUKOB PO ABJISITCS BHPAXEHHEE
HapymeHVs B objlacTaX  MO3Ta, CBA3aHHEX C  MCIOJIHUTEJILHEMN
OYHKUMAMM ¥ OYHKLUMEM IaMATM. 3aMeTHasd HeMpoamalTalMs, BH3BaHHASA
IICMXOAaKTHBHEMY IIpellapaTaMM, BHBHBaAKMMMMY I[IPMBHKAaHME, TaKuMMM Kak
aJIKOTOJIb, LIEeHTPAJIbHHE CTHMYJISTOPRE M OINMATH, BKJIOUAET YMEHBIIEHHHM
HelpoTreHes B cyOTrpaHyJIapHOM 30He (SGZ) TUINIoOKaMIla .
OeMcTBUTEJIbHO, OBJIO BECKABAHO IMIPEeNNOoJIOXeHMEe, UTO CHMXeHUE YPOBHSA

HelpoTreHe3a Y B3POCJHHEX B SGZ MOXET M3MEHUTHL OQYHKIMIO TIMUINOKaMIa
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TakMM ofBpas3oM, UYTO OHO CIOCOOCTBYET PpPelUUMIVMBY U [ONOIepXaHU
AIOVKTHUBHOTO IIOBeOeHMsa. OTOo TakKxXe IIOBHIIaeT BEPOSATHOCTEL TOTO, UTO
CHMXEeHMEe HeNpoTreHe3a MOXeT CIOCOOCTBOBATH KOTHUTUBHOMY OedULIUTY,
BH3BAHHOMY 5STUMU 3JIOYIOTPebISeMEMM IIpelapaTaMu.

[0150] 370 n300peTeHNe npenocTaBJIgeT CIIOCOOBL  JIeUeHUHd
3aBUCUMOCTHM OT IICMXOAKTMBHHX BEMNEeCTB C I[IPMMEHEeHMEeM KOMIIO3ULUA
JlepeTupalleTaMa IIPOJIOHTUMPOBAHHOTO BHCBOOOXIeHUS U300peTeHUs. B
HEeKOTOPHIX BapraHTax OCYMeCTRBIICHU S JeueHMe BKJIOUAET
IpenoTBpalleHe WM 3aMenjieHre IIpOoTpeCcCUpOBaHMA 3aBUCUMOCTM  OT
IICUMXOAKTUBHEIX  BeNeCTB. B HeKOTOPHX BapMaHTax OCYyleCTBJIeHUS
JieueHue BKJIOUAET obJieTueHuUe, YMeHbIIeHre MHTEHCUBHOCTHU  WJIU
3aMenJIeHne MpOoTPeCcCCUPOBaHNSA OIOHOTO VI BoJiee CHMIITOMORE,
CBA3aHHEX C 3aBUCHUMOCTBLID OT IICUXOAaKTMBHHX BelleCTB. B HEKOTOPHX
BapuaHTax ocylmecTBJIeHU S CUMIITOM, monJiexammn JIeUueHVD,
opencrTaBJgeT cCcoBoM KOTHUTMBHOE HapylleHue. Halpumep, CIOCOBH u
KOMIIOBUIINM PACKPHTUA MOXHO MCIIOJNL30BATHL OJIA JIeUeHMS KOTHUTHUBHOTO
HapymeHusa W/Wir OJd YJIYyUlleHMS KOTHUTUBHOM OQYHKUMM Yy IallMeHTOB C
3aBUCUMOCTBI OT IICUXOAKTUBHEX BeENecTB.

[0151] oiiga nccJjegoBaHMA 3aBUCUMOCTHA oT [ICUXOaKTUBHEIX
BemecTR pa3paboTajM HECKOJIBKO XMBOTHEX MoOOeJieM. Hamnpumep, IJ4
U3YUEHUS HepoOMOJIOTUN aJIkoToJIM3Ma paspaboTaHa TeHeTUUYeCKU
BHBeneHHasda Marchigian Sardinian mnpempnoumTanmas aJIKoToJib (msP)
KpeICMHasa MomeJib. CMm. Ciccocioppo R. et al. Substance addiction
Biology 2006, 11, 339-355. O50peKTMBHOCTEL CIOCOOOB U KOMIO3ULMUI
STOTO M300peTeHus Opu JIeUeHUM 3aBUCUMOCTM OT IICUXOaKTUBHEX
BelleCTRE WMJIM KOTHUTMBHOT'O HapyMeHMdI, CBA3AHHOTO C 3aBUCHMMOCTLIO OT
IICUXOAKTUBHEIX BEMeCcTB, Takxe MOxXeT ObBThL OlleHeHa B XMBOTHHX
MOOEJIAX BaBUCUMOCTHM OT IICMXOaKTMBHEIX BelleCTB, a Takxke Yy OOJIbHEX
Jioge C 3aBUCUMMOCTLI OT IICUXOAaKTUMBHHX BelecTB C IIPpMMeHeHMeM
MHOXeCTBa KOTHMTMBHHX TeCTOB, M3BEeCTHEX B IaHHOM of0jJacTy, Kak
0BCyXIaJIOCEL BHIIE.

[0152] Hapnexamme CIIOCOOH BBeIeHUsA KOMIIO 3ULIUN
IPOJIOHTUPOBAHHOTO BHICBODOXIEHM A nzobpeTeHns OyoyT Takxe
3aBUCeThL, HalpyMep, OT Bo3pacTa I[allMeHTa, SABJSAeTCd JM IalMeHT
AKTHMBHEIM MJIM HeaKTMBHHM BO BpeMsad BBeOeHMHA, SABJSAeTCd JM IIallMeHT

KOTHUTUBHO OCJIabJIeHHEIM BO BpeMA BBelOcHWMA, WM CTEeIleHM HapPpyIeHWA.
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B HEeKOTOPEX BapMaHTax OCYIECTBJIEHMS KOMIIO3ULMKL JIeBeTHUpAalleTaMa
[IPOJIOHTUPOBAHHOT'O BEICBOOOXIEHUA  UM300peTeHusd BBOOAT  IallMEHTY
[IepopaliIbHO, Halp., IIYyTeM IIpoIJlaThHBaHMA. B HEKOTOPHX BapMaHTax
OCYIIeCTBJIEHUA [epopalibHO BBOOUMYIO KOMIIO 3ULIUIO BBOIOAT C
IpVMeHeHeM YyCTPOMCTBa OJIS MPOJIOHTMPOBAHHOT'O BHCBOOOXIEHMI.

[0153] PamoBoMy CHelMaJMCTy B IaHHOM o00JacTM JOJDKHO OHTDb
[IOHATHO, UYTO KOMIIO3MIMM M CIOCOOE, OIMCAaHHEE B IaHHOM HOOKYMEHTe,
MOTYT OBTE aJalTUMPOBAHH M MOIMOMUIMPOBAHH TakK, KakK D2T0 IIOOXOOUT
OJId aIpeCOBaAHHOTO BapMaHTa MOpMMeHeHMsa, M UTO KOMIO3UIWM U
CIIOCOOEI, OIMCaHHEE B IaHHOM JOKyMeHTe, MOTYT OBTHL MCIIOJb30BaHH B
IPYTUMX T[OOXOOAMMX BapMaHTaxX I[IPMMEeHeHMSA, WM UTO TakKue »OpyTue
nofbaBJIeHMS M MoOOMOUKALMKM He OYIOYT BHXOIMTH 3a IIPelesltl ero obbeMa
IPaBOBHX MIPUTA3aHUMN.

[0154] 310 wmz0oBpeTeHMe OymeT Jydlle IIOHATHO W3 CJEeOYKRIUX
najee OKCIIepUMEHTAJIb HEIX IlogpoBHoCTEeN. OnmHako CIlelMaJIMCTy B
OaHHoM o6JacTM OOJIKHO OHTL UeTKO IIOHATHO, UTO  KOHKPETHHE
obcyxImaeMele CIOCOOH ¥ pPe3yJbTaTH [ABJAOTCA TOJBKO WJJIOCTPalLMen
n3obpeTeHUsa, KOTOpoe OoIMcaHo 00Jiee TIIOJIHO B CJIeOyllux Jajiee
BapMaHTax OCYIEeCTBJIEHUH.

[ToMePEL

[TpumMep 1: Crioco6 TIOJIYUYEeHN A KOMIIO 3ULIUM IIPOJIOHTMPOBAHHOTI'O

BEICBOOOXIEHW I, cogepXxammx 190 mr JiepeTrpaleTaMa

Tabmmua 1
TabieTka TabieTrka B TabieTka
VHTpeOneHT OYHKIIMA A (M1/ (MmT/ C (Mrp/
TabjieTka) TableTka) TabJjeTKa)
JleBeTUpalLeTam B
APT 190, 0 190, 0 190, 0

KaduecCTBe OCHOBEI

T'mnpomesiiosza MaTpuiie-

(Methocel™ KI15M oOpasyoluee 300,0 - -

CR) BemecTBO
T'mnpomesiosa MaTpuiie-
(Methocel™ K100M ofpasywimee - 300,0 300,0
Premium CR) BEIeCcCTBO

KoJstonoHeM Criocodb- 1,2 1,2 1,2
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IVMOKCHULI KpeMHUI CTBYIIEe
CKOJIBXEHNK
BEWEeCTBO
CUImMKaTm3mn—
poBaHHa4d
MukpoKpMCTaJI—
PasBaBuresi 102, 8 102,8 -
JMyeckKasd
HeJswoiioza

ProSolv™ HD90

Encompress,
Be3BOIHLIM PazbaBuTejls - - 102,8
OIMKaJIbIMMpochaT
CMmasHBaKIee
CTeapaT Mal'HUA 6,0 6,0 0,0
BelleCTBO
NToro 600 000 600

[0155] Crnenys cnocofy, INIpMBeIeHHOMY IJIA IIpyMepa Ha OJIOK-—
cxeMe OQUIYPH 1, HOoJdyumsv Tpu TadjgeTkm A, B u C IOPOJIOHTMPOBAHHOTO
BHICBOOOXIeHNd, comepxamue 190 M JleBeTHUpalleTaMa, KaK IIOKa3aHO B
Tabmuie 1. Takxe MoOXeT OBTH MCIOJBL30BaH CIoco0, IMIPMBEOEHHBM OJIg

InprnMepa Ha OJIOK—CXeMe @MI‘ypr 9. KOpOTKO, CUMJIMKaTHU3MPOBaAHHYIO

MUKPOKPUCTAJIINUECKYIO LeJUIIoJIO3Y ProSolv™ SMCC HD90 (mm
Encompress, ©0e3BOOHEM IuKalbLuMdochaT) NIpoceuBawT dUYepes CUTO-

mearJioMepaTop c sguekkavMu #30 CIIA, a 3aTeM CMEIMBAalT C KOJIJIOWIHBEIM

IOIVMOKCUIOM KpeMHMSA (16-KBaAapTOBHM V-00pa3HHM CcMecuTesb; 75 o00%5

00) . BaTeM TIIepeMemaHHBEM  ofpas3ell NpOoIycKalT uepe3  KpyTJIbM
VIMIIEJIIIED 1601 (pKpaH 2A024R) . 190 MI JeBeTupaleTamMa u
TUIIPpOMEJIJIOoss 2208 (Methocel™ KI15M Premium CR) (uMam Methocel™

K100M Premium CR) Takxe IOIpoceMBalnT uepes CHUTO-IealJloMepaTop C

guerkamMm #30 CIIA, a 3aTeM CMeIMBalnT B  HAKJIOHHOM KOHYCHOM
cMecuTelsie 1 oyT3® (250 06+5 00) ¢ M3MeJLUYEHHOM CUJIIMKAaTU3UMPOBAHHOM

MUKPOKPUCTAJUIMUECKOY  LeJulojo3or  ProSolv™M  HD90 ®  KOJIJIOMIHBIM
IVOKCHUIOM KpPEeMHMS. 3aTeM BTOT I[IepeMemaHHBM ofpas3ell IpOIIyCKalT

yepes KpyIJie uMmnejuiep 1601 (sxkpadH 2A024R), a 3BaTeM CMemMBalT B

HAKJIOHHOM KOHYCHOM cMecutreje 1 o¢oyT® (125 06+5 006) C mIIpocesHHBM
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creapaToM MarHMa (HyQual®) (mpocesHHBM uUepes CUTO-IealJIOMepaTop
c suelikammu #30 CIA). IlepeMemaHHbHe O00pasUb IPeccyiT B TadJeTKH.
Heob4azaTesibHO, TabJIeTKA OOIIOJIHUTEJILHO IIOKPHEBAKLT IIJIEHOUYHOM’

OOOJIOUKOM C IIOKPHTMEM Ha OCHOBe IMIIPOMEJIJIO3H (Ha ocHoBe HPMC),
TakyM KakK CHUCTeMa HaHeCeHUSA I[IOKPHTMA B BMOE CIJIOMHOM ILJIEHKU
Opadry®.

IIpumep 2: IIpodnib PaCTBOPEHMS KOMIIOBULMM IPOJIOHTMPOBAHHOTO
BHICBOOOXIOEeHNMA, colepxammx 190 MI' JleBeTHUpalleTaMa

[0156] TabGiumua 2 HWXe IOKa3HBaeT OPpOodMJIE PacCTBOPEeHMS IOJIg

TabJiIeTKu A IIPOJIOHTVMPOBAHHOT'O BEICBOOOXOeHMsT 190 wMr JieBeTlrpalieTaMa

TadJIMuse 1.

Tabauua 2
TecT PesymneTaTe (Bpemsa: [IpOoLeHT paCTBOPEHMUS)
1 uac: 29%
PacTrBOpeHUEe 3 wvac: 51%
12 uyac: 92%

Korgma mTabiieTky A TIIPOJIOHITMPOBAHHOTO BECBOOOXIEHMA IIOMEMAT
BO MHOXECTBO KOHIeHTpaumuy EtOH B 0,1 N HCIL, Ypes3MepHOTO
BHICBOOOXIOEHMA LOO3H He HaboIoaeTCcH.

IIpuMmep 3: crooco® TOoJyYeHMS KOMIIOBUIMY IPOJIOHTMPOBAHHOTO

BEICBOOOXIEHM, CoepXxammnx 220 Mr JieBeTlHrpalieTaMa

Tabmunua 3

NHTpenneHT OyHKUMA Tabmerxka D TabieTka E
(Mr/Tabgerka) (Mr/TabjgeTka)

JleBeTHUpalileTaMm APT 220,0 220,0

T'MnpoMeJiio 3H MaTpuiieobpasyromee 280, 0 347,5

(Methocel™ BEmMeCTBO

K15M CR)

KoJtonoHeM CriocofcTrynmee 1,2 1,4

IoxrCHUn KpeMHMA CKOJIBXEHMIO

BeIeCTBO

CUInKaTmU3mU— PasBaBuUTeJIb 92,8 119,2




65

pPOBaHHAaA
MUKpOKpHUCTAJI—
JmuueckKasd

HeJuioiiosa

ProSolv™ HD90

CTeapaT Mal'HUA CMa3BBaKlee 6,0 6,7

BeleCTBO

MToro 600 695

[0157] Crnemys cnocofy, IIpMBeIeHHOMY IJIA IIpvMepa Ha OJIOK-—
cxeMe OUIypH 1, OoJyumuJM »OBe TabjgeTku D M E OpPOJJOHTMPOBAHHOTO
BHICBOOOXIeHNd, comepxamue 220 MI' JleBeTHMpalleTaMa, KaK IIoOKa3aHO B
Tabauie 3. Takxe MoxeT OHTL MCIOJL30BaH CIOCOoD, IMIPMBEOEHHBM OJII
noprMepa Ha OJok-cxemMe OQuUIype 9. KopoTKO, CHUIMKATU3VUPOBAHHY
MUKPOKPUCTAJIJINUECKYIO LeJIJInJIO3Y ProSolv™ SMCC HDSO0 (1Im

Encompress, Be3BOIHHM »OMKaJbLuMGochaT) MOIpocerBanT uUepe3 CUTO-—

DearJjioMepaTop ¢ suekdkaMmu #30 CIIA, a B3aTeM CMEmMBAalT C KOJIJIOMIHBEIM

OVMOKCUIOM KpeMHHUA (l16-KBapTOBHM V-00pa3HHM CMecuTesib; 75 o00x5

00) . B3aTeM IIepeMelaHHEM ofpas3ell [NOPONyCKalT UYepe3  KpyTIJIbN
VIMIIeJIIIeD 1601 (pKpaH 2A024R) . 220 MI JeBeTupaleTamMa u
TunpoMeJsiosu 2208 (Methocel™ K15M Premium CR) (myam Methocel™

K100M Premium CR) Takxe I[IpOoCeMBAT uepe3 CUTO-IealjloMepaTop C

auerkamvu #30 CIIA, a BaTreM CMellMBamonT B HaKJIOHHOM KOHYCHOM
cMecuTesie 1 oyT3 (250 06+5 00) ¢ M3MeJLUYEHHOM CUIIMKAaTU3UMPOBaAHHONM
MUKPOKPUCTAJUIMUECKOY  LeJUIojo30M ProSolv™M  HD90 u  KOJIJIOMOHBIM

OIVMOKCUIOM KpPEMHMS. 3aTeM DTOT IepeMellaHHHEN ofpasel IIPOIlyCKalT

yepes KpyIJiElM uMmnesiep 1601 (sxkpan 2A024R), a 3aTeM CMemNMBalT B

HaKJIOHHOM KOHYCHOM cMecuTeJe 1 o¢yTd® (125 06+5h 00) ¢ OpocesgHHEM

creapaToM MarHMa (HyQual®) (mpocesHHBEM UYepes CUTO-IeaTlJIOMepaTop
c suelikaMmu #30 CIA). IlepeMemaHHHe O0Opas3UbE NPeCcCYiT B TadJIeTKH.
Heob4azaTesbHO, TabJIeTKA OOTIOJIHUTEJILEHO IIOKPHBAKT IIJIEHOUYHOM’

0B0O0JIOUKOM C TIOKPHTHMEM Ha OCHOBe TIUMIPOMEJIJIO3H (Ha ocHoBe HPMC),
TakMM KaK CHuCTeMa HaHeCeHMS IIOKPHTUMSA B BUIEe CIUJIOMHOW IIJIeHKU
Opadry®.

[IpuMmep 4: Ipodmiib pPacTBOPEeHMS KOMIO3ULUUN IPOJOHTUPOBAHHOTO
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BHICBOOOXIeHNA, conepxammx 220 M JleBeTupalleTaMa
[0158] Tabumua 4 HWXe IOKa3HBaeT IIPOoQUIIE pPacCTBOPEeHUd IJIS
TabJIeTKM D IIPOJIOHTMPOBAHHOT'O BHCBOOOXIeHMA 220 MI' JieBeTHpalleTaMa

TabJIMIE 3.

Tabmuua 4
TecT PesygeTaTH (Bpema: IIpolleHT pacTBOPEHUA)
1 uac: 28%
PacTBOopeHUe 3 uvac: 49%
12 yac: 91%

Korma TabjgeTky D T[OIpPOJIOHTMPOBAHHOTO BECBOOOXIEHMS IIOMEMAIT
BO MHOXEeCTBO KOHLeHTpaumur EtOH B 0,1 N HCL, YpesMepHOTO
BHICBOOOXIeHVSA IO3H He HabmwoaeTcHd.

[Mpumep 5: OueHKa bapMaKOKMHE TUKHA KOMIIO 3ULIUN 190 MI
JeBeTUpalleTaMa IIPOJIOHTMPOBAHHOTO BHCBOOOXIeHMA y cobak

0OB3z0p

[0159] lleJsp »TOTO MCCIENOBaHMA COCTOMT B cOope o0O0pa3LUoB OJA
M3y4deHrd OQapMaKOKMHETHKM HOBEX TOTOBHX QOPM C TIPOJIOHI'MPOBAaHHEM
BHICBOOOXIeHMEM JieBeTupalleTamMa (190 wMmr) y caMuorB cobak I[IocJie
[IepopalIbHOTO BBeneHusda. Tabamuua 1 TI[IpenocTaBJIsSeT OIMCaHue Tpex
TOTOBEIX  GOpM, MCIIOJIbE30BAHHEIX B HSTOM MCCJeIOBaHUM (190 wMD
Tadjerxk A, B u C).

KMBOTHEIE

[0160] B 3TUX  MCCJIEeIOBaHMAX  MCIIOJIbB30BaJli TPULOLATH He
[IOOBEePTaBIMXCsSa PaHee BKCIepMMeHTaM CaMIOB UMCTOKPOBHEIX cofak
nmoponel Ouryab M3 KoJoHMM Covance Stock. Ilepen BBeOeHMEM OO3H
XIB O THEIX aKKJIMMa TU3UPOBAaJIM B YCJIOBUAX MCCJeIOBaHUA
OpubIM3UTEeJILHO B TeueHMe Tpex nHeM. Ilpu BBeOeHUM IOS3H XMBOTHHE
Becuau 8,4-12,8 KI©, a muMX BO3pacT cocTaBJaal 1-2 r1oma. Bo Bpewmsa
neprona akKKJIMMaTU3allMM WM TeCTUPOBaHMA BCEX XWMBOTHHX I[IOMEMAJM B
OTHOEeJIbHHX KJeTKax M3 HepxXaBeolmeM cTajlM, 3a MUCKIDUeHMEeM I1epUMOIOoB
CMENMBaHVA B COOTBETCTBUM CO CTaHIaApPTHHMM MHCTPpyKUMAMM Covance.
Ecim He yKas3aHOo VHOe, oJis BBEIOEeHMSA IO3E IpenoCcTaBJIaIn
CepTUOUIIMPOBAHHEIM KOpM IJsa cobak Harlan Teklad 2021, 21% Oejka,
ad libitum. ExenoHeBHO MOPeloCTaBJAIM CBexyl Boay ad libitum.

PeI‘yHVIpOBaHMe OKpYyXanmMx TIIapaMeTpOB B IIoMemeHMr OJIA XMBOTHEX
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yCTaHaBJIMBaJHA, UTOOR NOOOepPX1UBAaTh TeMIIepaTypy 68-79°F,

OTHOCUTEJILHYID BJIaXHOCTL 50+20% m umrig 12 uyacoB cBeT/12 4Yacos
TeMHOTa. IIpu HeoOXOoOMMOCTM 12-4acOoBOM TeMHBHN LUKJI [IPEepHBaliM OJIA
IpoBeleHUd IIPpOoLenyp MUCCIeOOBaHMUA.

IvzalH MCCJIeIOBaHUM

[0161] B »TOM MCCJEOOBaHMM MCIOJB30BaJM IIATH IPYyON cobak
(N=6 B 7r1pynme). Tabjgerky 250 wMI' JeBeTHpalleTaMa HeMeIJIEHHOTO
BHICBOOOXIOeHrsa (LEV IR) BBomguau 1o cxemMe 250 M nepopajibHO BID
(oBmas moza cocTasjdeT 500). Tabjmerxky 500 wMr JereTupalieTaMa
IIPOJIOHTUMPOBAHHOTO BEICBOOOXIEHN A (LEV XR) BBOOMIIU B BUIE
OOHOKPAaTHOM IepopallbHOM »Io3H, cocTaBJjagwomet 500 mr. Tabjaerxku A, B
n C BBOOWIM B BMIOe OINHOKPATHHX IIepOopalibHEX 03, cocTaejaomux 190
Mr. OQapMakKOKMHeTHMUeCKMe O00pas3lpl IJIa3Mel cofupalM DO IIpMeMa IO3HL,
yepes 0,25, 0,5, 1, 2, 4, 6, 8, 12, 13 (cobupas Tojapko LEV IR),
18, 24 m 48 uyacoB IOCJIe BBeImeHMA HJo3bH. g LEV IR 12-uacoBou

obpasell KpPOBM COOMpaJ M HENOCPeICTBEeHHO Ilepell BBeIeHMEeM BTOPOU

IOO3H.
1. Tabamua 5: 0030p Ou3zaliHa MCCJIedOBaHUS
KommuecTBO HaMeueHHBN
TecTupyeMelt IIyTh BEEeOEHUSA
I'pynna caMIOB YpoBeHEL [IO3H
BapMaHT HOo3H
KB O THEIX (Mr/Tabjerka)

[TepopasibHad

1 o LEV-IR 250
TabJjeTKa
[lepopasibHad

2 o LEV-XR 500
TabJjeTKa
I[lepopalibHad

3 © TabjieTka A 190
TabJjieTKa
llepopalibHad

4 © TabjeTka B 190
TabJjieTKa
IlepopalibHad

5 © Tabjerka C 190
TabJjieTKa

IR HeMeIJIEHHOE BHCBOOOXIEHME.
XR IIpOJIOHTMPOBAHHOE BEICBODOXIEHUE.
[lpMedvaHMsa: XMBOTHEHE B Tpyllle 1 [Dojdydanu nOBe TabjeTrkm 1o 250

MI', HOPUOIUBUTEJIEHO depes 12 uacop (ofmwasa noza 500 mr) . XuBOTHEE
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B TI'pylnax 2-5 nojydalld eIVMHCTBEHHYKD TabJIeTKY.

Anmagurmyeckmre MeTOIEH

[0162] Ananms 0o0pasLoB IPOBOIOUIIN C NpMMeHeHNeM
IpUHaOJexamero Covance 0BOOBIMEHHOTO MeToma n aHaJIOTUYHOT'O
BHYTPEHHETO cTaHmapTa. MeTon COOTBETCTBYIIINM oBpasoM
KOppeKTUPpOBaJA niisa KOHKPEeTHOTO TeCTUPYEMOTO BapMaHTa,
VCIIOJIL3YEeMOTO B MccJlenoBaHuM. COOp ITaHHEIX M XpoMaToIpaduuecKyl
VHTepnpeTauuin  BHIIOJHAIM B  Analyst, a cucTeMoOM  yIpaBJIeHUS
JlabopaTopHOM nHbpopMalLMemn (LIMS), KOTOPYIO VCIIOJIb 30BaJIN B
uccyenoBaHuu, aBJjdgeTcsa Watson.

YpoBHU lloruiomeHmd u IljasMe

[0163] CpaBHenme LEV IR m LEV XR: LEV IR BBOOMIM IIO CXEME

250 wMr nepopaJbHO BID (0o6masa cyTouHas Jpgo3a 500 wMmr). LEV XR
BRBOOMJIM B BUIe OINHOKPATHOW IIepopalibHOM IO3H, cocTabjagomern 500
M. Ha ocHoBe cpenHel Cpax IJiasMel M AUCo-ins 0Omee BO3IeMCTBUE
JlepeTHpalleTaMa Ha cofak aHaJIOTMUHO y o00eMxX TIOTOBEHX QopM (durypa
2, Tabmuia ©6). Tpnax TIIJas3MH 0OoJiee PpaHHee Yy TOTOBOM ¢opMH IR
(onamazon 0,25-2,00 u; cpemHee 1,00 u), yeM y TOTOBOM OGOopMH XR
(onmanazon 2,00-4,00 u; cpenHee 3,33 u). OUueBUOHHIM IIepUon
[IOJIYBEIBEIeHUA JieBeTHpalleTaMa B IJla3Me B CpeOHeM COCTaBJIAJ
3,50£0,273 u nu 4,23+0,590 u B roTOBHX OQopMax LEV IR m LEV XR,

COOTBETCTBEHHO.

[0164] 190 Mmr Tabjgerxkm A, B m C: 190 mMmMr Tabigerxkm A, B u C

TaOJIMLIEL 1 BBOIWIIN B BUIE OIOHOKpPaTHHX nepopaJlib HEIX oos,
cocraBjgpommx 190  wMr. HauBoJsbmee BO3OeMCTBMe JieBeTHpalleTaMa
OOoCTUTaJIOChk C Tabjaerkamu A (durypa 2, Tabauia 6); Cpax ILJIA3MB U
AUCo-inf B cCcpemHeM cocTaBjagaau 865041440 wur/Mia m 90000£27200
HI'*Uu/MJI, COOTBETCTBEHHO. Tnax ILJIA3ME B ofmeM koJjebajiock oT 2,00
no 4,00 uyacoB. OueBMIOHHM IIepMOI IIOJIYBHBeIOeHMS JeBeTHpalleTaMa B
JjlasMe B CcpenHeM cocTaBjyasd 4,15+x1,26 4.

Tabauila 6: JdapMaKOKMHEeTHMUEeCKMe IIapaMeTpH ILJIa3Mbl, CcoOpaHHOM

Yy caMIoB cofakK [OoCJie NepopallIbHOTO BBeIeHMA JieBeTupalileTaMa

*¥BOoTHOE Cmax Cmax/D Tmax AUCo-t AUCO-inf AUCe-ine/D tl1l/2
((uenr/

Homep Tpynma (uHr/mMn)  ((HT/M7) /MT)  (4) (u-HD/MaT) (U-HT /M) MAa) /MT) (u)
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250 mr BID (LEV-IR)

112515 1 29200 58,4 0,50 247000 247000 493 3,32
113624 1 23200 46,4 0,25 237000 237000 474 3,45
113626 1 31400 62,8 0,25 302000 302000 604 3,44
113648 1 38100 76,2 2,00 277000 277000 554 3,15
113627 1 24300 48,6 2,00 280000 280000 560 3,83
113614 1 24500 49,0 1,00 214000 214000 428 3,82
CpenHee 28500 56,9 1,00 259000 259000 519 3,50
Co 5710 11,4 0,822 32400 32400 64,8 0,273
500 Mr (LEV-XR)
113637 2 36900 73,8 4,00 218000 218000 436 3,73
113643 2 25000 50,0 2,00 265000 265000 531 5,19
113646 2 31600 63,2 4,00 302000 302000 604 4,16
112513 2 35400 70,8 2,00 317000 317000 634 3,74
113638 2 24900 49,8 4,00 230000 230000 460 4,69
113615 2 44300 88,6 4,00 287000 287000 574 3,89
CpenHee 33000 66,0 3,33 270000 270000 540 4,23
Co 7490 15,0 1,03 39600 39600 79,1 0,590
190 mr (radBieTka A)
112417 3 9900 52,1 2,00 122000 122000 644 3,51
113636 3 10100 53,2 4,00 108000 108000 571 3,94
113616 3 7740 40,7 2,00 125000 NR NR NR
113613 3 7310 38,5 2,00 53100 53100 280 6,36
113618 3 7000 36,8 2,00 75600 75600 398 3,23
112516 3 9820 51,7 4,00 90600 90600 4717 3,69
CpenHee 8650 45,5 2,67 95900 90000 474 4,15
Cco 1440 7,58 1,03 28200 27200 143 1,26
Inomans IOI KPMBOM BpeMeHM KOHLEHTpalMy B IIJlasMe IO IIOCJEeIHEIO
AUCo-¢ BpeMeHs B3aTHS ofpaslia C MSMepSeMbMM KOHIEHTPpAaUMsaMu
[Inomank I[IOI KPMBOM BPEeMeHM KOHLEeHTpaluyu B IjJasMmMe IO
AUCQ—-inf 6eCcKOHEeUHOCTH,
BaBMCKMMas OT O3Bl ILJomanb [I0J KPMBOM BPEMEHM KOHLEHTpaUMM B ILJIasMe
AUCy-ine/D o OeCKOHEeUHOCTH,
‘max MakcuMaJsibHas KOHLEHTpalus B I[LJIasMe
Cmax/? 3aBuCKMMas OT HOSHE MaKCHMMaJslbHasg KOHUEHTpaluus B ILJlasMe
h YacHl,
IR HeMenseHHoe BHCBOBOXIEeHME
NR He cooBmajnock
SD CraHOapTHOEe OTKJIOHEHUe
Tmax BpeMsa OO MaKCHUMAaJIbHOM KOHLEHTpaLuu
t1/2 HaGuonaeMell MNepMOI [OJIyBHBEOEHUS,

XR [IpOJIOHTMPOBaHHOE BEICBOOOXIEHME
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[0165] HamboJjbmee ofmee BO3IOeMCTBME JieBeTHpalleTaMa Yy cobak
OOCTUIAJIOCE C ToToeeMM OGopMamMu LEV XR m LEV IR. Uz 190 MU
TabjgeTtoxk A, B m C nHamboJjbliee oOmee BO3IEeVCTBUe JeBeTHpalleTaMa Y
cobak pmocTurajoce ¢ 190 wMmr TabjgeTrkom A. Ha OCHOBe CpemHUX
3HaUEeHUM 3aBUCUMBEX OT HOBE Cpax U AUCo-inf IJIa3Mb BO3IOEMCTBME
JieBeTHpaleTaMa, ngocturaemoe mnpu 190 wmMmr TabjeTke A, COCTaBRJAJO
nopubian3nuTeJbHO 69% u®m  88%, COOTBEeTCTBEHHO, OT BOB3IEeVCTBUM,
OOCTHUI'aeMOTI O c TOTOBOM bopmon LEV XR, u 80% u 91%,
COOTBETCTBEHHO, OT BOBIeMCTBUA, IOOCTHUIaeMOT'0 C TOTOBOM dopmMon
LEV IR.

[MTpuMep 6: OueHka bapMakKOKVMHETUKA KOMIIO 3ULIUM 220 MT
JleBeTUpalleTaMa IIPOJIOHTUMPOBAHHOTO BHCBOOOXIOeHMS y cobak

0OB30p

[0166] llesqp »TOTO MCCIENOBaHMA COCTOMT B cOope oO0pa3LoB OJA
U3YyUYeHUS OQapMakKOKMHETUMKM HOBHX TOTOBHX (OpPM C OIPOJOHTUMPOBAHHEM
BHICBOOOXIeHMEM JieBeTupalleTamMa (220 wMr) y caMuoB cobak IIocJe
[IepopalIbHOTO BBeneHusa. Tabamuua 3 T[IpeldoCTaBJISeT OIMCaHue »OBYX
TOTOBEIX  QopM, MCIIOJIbL30BAHHEIX B HSTOM MCCJeIOBaHUMU (220 ™MD
Tabjierkuy D m E) .

KMBOTHEIE

[0167] B 2THMX MCCJIeIOBaHMSIX MCIOJb30BaJlM BOCeMHAaIllaThk He
[IOOBEPTaBIIMXCA pPaHee BKCIepUMeHTaM CaMIOB UMCTOKPOBHEIX cofak
nmopomsl OMIJIL M3 KoJoHUM Covance Stock. Ilepen BBeleHMeM IOS3H
XMBO THEIX AKKJIVMaTU3UPOBAJIN B YCIJIOBUAX nccJleIoBaHUSI
OpubIM3nUTeJIbHO B TeueHMe Tpex nHel. Ipu BBeOeHUM ITOS3H XMBOTHHE
Becuau 7,6-11,7 K, a MX BO3pPACT COCTaBJAJN NPpUOIM3UTEeJIbHO 1 TOn.
Bo BpeMmsa Iepuola aKKIMMATU3ALUUM W TeCTUPOBAHMSA BCeX XMBOTHHX
IIOMemMaJ M B OTIOEJILHHX KJIeTKax M3 HepXaBellel CcTallM 3a MCKJIIUeHMeM
IepMOIOB CMeNMBAHMA B COOTBETCTBUM CO CTAHOTAPTHHMM MWHCTPYKINVAMA
Covance. Eciam He VyKa3aHO MHOe, IJA BBeOeHMS IO3H IPpeloCTaBJIAIM
CepTUOUIIMPOBAHHEI KOpM IJisa cobak Harlan Teklad 2021, 21% Oejka,
ad libitum. ExenmHeBHO OpPeloCTaBJAIM CBexyl Boaoy ad libitum.

PerynmpoBaHMe OKpyXaKllMxX [IapaMeTpOoB B IIOMEWEeHVM OIS KUBOTHEX
yCTaHaBJIUBAJX, UTOOH nonmepXmuBaTh TeMIepaTypy 68-79°F,

OTHOCUTEJILHYID BJIaXHOCTL 50+20% m umkig 12 uyacoB cBeT/12 4Yacos



71

TeMHOTa. Ilpy HeoOXOOMMOCTM 12-UacoBOM TeMHHM LMKJI IpepHBaJM OJIg
IIPOBENEeHU HNPOoLelyp MCCJIeIOoBaHMA.

In3arH MccJIemoBaHMUA

[0168] B »ToOM HMCCIeOOBaHMM MCIIOJB30BaJM TpUM IPYINE cobak
(N=6 B 7rpynmne). LEV XR BBOIMJIM B BHKIe OITHOKPATHOM IIepopallbHOM
nos3e, cocTaBjagomer 500 mr. TabBimerxky D m E 220 MI' BBOOMJIM B BUIE
OIOHOKPAaTHEIX repopaJlibHBX nos, COCTaBJIAKIINX 220 MT.
dapMakKOKMHEeTHMUECKMe oO0paslUb ILJla3MH cofOMpallM OO IpueMa HOO3H (T.e.
o), 0,25, 0,5, 1, 2, 4, 6, 8, 12, 18, 24 wu 48 wyacoB TIocje
BBeIeHusa Ho3H. CMm. Tadauuy 7.

Tabauua 7: 0030p IOu3aliHa MCCcJedoBaHMIg

[IyThb HaMeueHHBM
KommuecTrBO TecTUPYeMBI
I'pynna BBelIeHUA YpoBeHE JO3H
CaMIIOB XUBOTHHIX BapMaHT
IO 3EL (MT/Tabierka)
llepopalibHad
1 6 LEV-XR 500
TabljeTKa
I[lepopalibHad
2 o Tabjgerxka D 220
TabJjeTKa
[lepopajibHada
3 o TabigeTrka E 220
TabJjeTKa

XR IIpOJIOHTMPOBaHHOE BEHCBOOOXIEHUE .
[lprMeuaHme: XMBOTHEE IIOJIyUaJlM €OMHCTBEHHYID TabJIeTKy.

AHaJIUTHUUeCcKkMe MeToIH

[0169] AHanms 0BpasLoB IPOBOOUIIN c NpYMeHeHVEeM
IpMHaOJIexamero Covance 000BIEHHOT O MeTona u aHaJIOTUYHOT'O
BHYTPEHHETO cTaHmapTa. Meron COOTBETCTRYKIIVM obpasoM
KOPpPeKTUPOBAJIN oJs KOHKPETHOT O TeCTUPYEMOTO BapuaHTa,
MCIIOJIE3YEeMOT'O B MCCJlenoBaHMM. COOPp IOaHHHX M XpoMaToI'paduuecKy
VHTEepNpeTauuKn  BHIIOJHAIM B  Analyst, a CUCTeMOV  yHOpaBJIeHUS
JadopaTopHOM nHbpopMalMen (LIMS), KOTOpPYI VCIIOJIb30BaJIN B
nccJenoeaHuM, gBjgeTcsa Watson.

YpoBHU llotuiomeHmd U IljasMe

[0170] LEV-XR BBOIMJIM B BuUIe eIVMHCTBEHHOW IIepopaJibHOM’
Tabjgerkn B mo3e 500 mMr; 220 Mr Tabjierkm D m E kKaxgyion BBOOMIM B
BUIEe eIMHCTBEHHOM IIepopalibHOM TabjeTku B no3e 220 Mr. Ha OCHOBe

cpenHe¥ Cpax TIIasMel M AUCo-+ B  3aBUCHMMOCTM OT IOO3H ofmee
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BOBIEeVCTBMe JieBeTHpalleTaMa Ha cobaK aHaJJOTMUYHO Y TOTOBHX QOpM
LEV-XR m 220 Mmr TabieTrku D (durypa 3, Tabiuua 8).

CpaBHeHre TabjieTok LEV XR m 220 MD

[0171] Crax miasMel M AUCo-inf OJd 220 M TabieTku D B CcpelOHeM

cocTaBJIgeT 10900+2540 HT/MII un 110000£23000 HT *u/MII,
COOTBETCTBEHHO. Tnax IIJIa3MEl B o0OmeM koJebjerca ot 2,00 mo 6,00
yacoB. OUeBMUIHHIM IIepPMOI IIOJIYBHEBEIEHMA JeBeTHpalleTaMa B ILJla3Me B

cpenHeMm cocrTaBasger 4,41+0,06 u. CpelHMe 33HAUEHMS 3BABUCUMOM OT

OO3HE Cmax IJIA3SMEL cocTaBJygoT 46,6+7,37 m 49,3%£11,5 ur/min oiusa LEV-XR

u 220 Mr TadjeTrkM D, COOTBETCTBEHHO. SBHaueHMd 3aBUCUMOM OT IOS3H

AUCo-+ ILJIasMel COCTaBJIAT 452+67,2 u 4994104 ureu/mn noug LEV-XR u
220 Mr TabjieTkm D, COOTBETCTBEHHO.

[0172] Tnax IJIa3MBEl aHaJloTMUHO OJ9 LEV XR m 220 Mr Tadjgerxm D
(LEV-XR: mmana3z3oH 1,0-3,6 u; cpenHee 1,6 u; 220 MmMr TabjeTka D:
OMarnasoH 2,0-6,0 q; cpenHee 2,7 u) . OUueBUOHBMN Iepron
IIOJIyBEHIBEOEHMA JleBeTHpalleTaMa B IJla3Me B CpeOHeM COCTaBJIAeT
5,16x1,44 u m 4,4140,614 u gnd TOTOBEHX ¢QopM LEV XR m 220 wMr
TadjgeTkn D, COOTBETCTBEHHO.

Tabmuua 8. JdapMakKOKMHeTHUEeCKMe IapaMeTpH I1JIa3Mel, COOpaHHOM

OT caML OB cofak IIOCJIe IIepopalJlbHOT'O BEBeleHUA JieBeTupalieTaMa

oza (Mr OBBeKT
A (Mr) max Crax/D Tmax AUCo-t AUCo-+/D AUCQ-inf  tl/2

(Hreu/Mmi) /M

(Ho/Mi1) (HD/Mo) /Mr (4u)  {(HDeu/MiT) T (HDeu/Mm)  (u4)
T'pynna Ne

500 Mmr (LEV XR)

1 500 113637 25600 51,2 1,0 259000 518 259000 3,75

1 500 113638 23700 47,4 3,6 201000 402 201000 7,17

1 500 113639 28800 57,6 1,0 263000 526 263000 5,21

1 500 113641 19500 39,0 1,0 192000 384 192000 6,35

1 500 113642 19100 38,2 2,0 195000 390 196000 5,01

1 500 113647 23100 46,2 1,0 247000 494 247000 3,44
N 6 6 6 6 6 6 6

Mean 23300 46,6 1,6 226000 452 226000 5,16

SD 3680 7,37 1,1 33500 67,2 33400 1,44

cve 15,8 15,8 66,1 14,8 14,9 14,8 28,0

220 Mr (TabjgeTrka D)

220 113700 15300 69,5 6,0 142000 645 142000 4,65
2 220 113814 10400 47,3 2,0 108000 491 108000 3,91



2 220 113817 11400 51,8 2,0 130000 591 NR NR
2 220 113832 10000 45,5 2,0 104000 473 104000 3,74
2 220 114110 10500 47,7 2,0 96100 437 96200 5,27
2 220 114111 7520 34,2 2,0 79000 359 79000 4,50
N 6 6 6 6 6 5 5
CpenHee 10900 49,3 2,7 110000 499 106000 4,41
0,61
CcO 2540 11,5 1,6 23000 104 23200 4
CV% 23,4 23,4 61,2 20,9 20,8 21,9 13,9
[Iomarnk [ION KPUBOM BPEeMeHM KOHIEeHTpalMM B IJlasMe OO [IOCJEeIHEeTrO BpPpeMeHS
AuC B3ATHS ofBpaslia C MU3MepSIeMBMM KOHLEeHTPAaLMsIMM,
0-t
AU%O— [Iomarnk IO KPMUBOM BpPeMeHM KOHIeHTpaluulM B IJlasMe IO BeCKOHeUYHOCTH,
in
3aBucHMasg OT O3B IJIomManb IO KPMBOM BpeMeHM KOHIEeHTpaluuu B I1JlasMe OO
AUCO-  BeckoHeuHoCTH,
inf/D
MaxkcuMaJibHas KOHIIeHTpaluusa B I1JlasMme
Cmax
3aBucuUMasg OT IOSH MaKCMMallbHasd KOHIEeHTpaluMsa B IJlasMe
Cmax/D
KosdduumeHT
CV% M3MEHUMBOCTU
YyaCchl
Uneso
XB O THHIX,
NR He cooBmajyoch o npuumHe OGOJIe3HM, OIpPEeNeJIeHHOM B SBaKJIOUMTeJbHOU base,
<D CrTaHIapTHOE OTKJIOHEHUE,
Tmax BpeMms mo MaKCMMAaJIbHOM KOHLEHTpaLUM
c1/2 HaBmonaeMelt Nneprol IOJIyBHBeOEeHUS,

[0173] Ha OCHOBe CpemHMX 3HaUeHUM BaBUCUMEIX OT ITO3H Crax
mpasMel  u AUCo-t, BO3OEMCTBME JeBeTHupalleTaMa, oocTmuraeMoe C
ToToBOoM Qopmor 220 wMr TabjgeTkor D, COCTaBJILRT OIPUOIMU3UTEJILHO
107% m 110%, COOTBEeTCTBEHHO, OT BO3OEMCTBMA, IOOCTHUIAeMOT'O C
ToTOBOM dopmom LEV XR.

IIpuMmep 7: ®asa I wuccJeOoBaHUA BIMSAHMSA IOMIIM Ha KOMIOBULINM
190 Mr m 220 Mr JieBeTHpalleTaMa I[IPOJIOHTMPOBAHHOT'O BHCBOOOXIEHUA

[0174] OSToT mnNpuMep COIMCHBAaeT »OBYXIPYIIIOBOe, OIHOIO30BOE,
IBYXIIEPUOIOHOEe, IBYyXQaKTOPHOe IIepeKpeCcTHOe MCCJeloBaHMe BJIMSHUA
IMmyY Ha OBe TOTOBHEHEe (QOPMBE JeBeTHpalleTaMa IIPOJIOHTMPOBAHHOTO
BEICBOOOXOeHMsa, T.e. 190 wMmMr Tabjerky A Tabmmuu 1 m 220 MU
TabjieTky D TabimMiE 3.

HeJb

[0175] Less »TOTO MCCJIeOOBAaHMS COCTOMT B OlleHKe BJIMSAHUSA
OMmyY Ha  CKOPOCTb UM CTEIEeHb abcopbumy OBYX TOTOBEX QopM

JeBpeTupalleTaMa I[IPOJIOHTMPOBAHHOT'O BHCBOOOXOEeHUsa, T.e. Ha 190 Mo
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TabjileTky A Tabsmue 1 m 220 M TadjgeTky D TadbamMuel 3.

[0176] Ilesqm TOTOBHX (OpPM B CTallMOHAPHOM COCTOAHMM: llejieBOMU
OPennouTUTEJIbHEM  OMalasoH yCTaHaBJIMBaAKT Ha  OcHoBe II dasw
ucciyenoBaHmMa aMCI ueJioBeka: Mexnoy 2,9 u 4,4 wmxr/Mmi. lejserBon
IpreMJIEMEIT ouariasoH yCTaHaBJIMBaT Ha OCHOBEe ncciyenoBaHmns
ocJiabJjieHHEIX Bo3pacToM (AI) kpeHCc ¥ OGas3u 11 wucciaemoBaHma aMCI
yeJjioBeka: Mexny 1,9 m 4,4 Mxr/MiI. CM. durypy 6.

Inzary MccJIeOoBaHUA

[0177] iClie) OTKPEITOE, PaHOOMM3MPOBAHHOE, OIBYXTPYIIIOBOE,
OOHOIO30BOE, IBYXIIEPMOOHOE, IIepeKpecTHOe MCCJedoBaHMe BJIMSAHUS
IMmM. Y4acTBOBaJIM [NIATBIECAT MeCcThb (56) S3OOPOBEX  MCIETYEMBIX .
VCOETYeMEBIX , KOTOPHEE TIIOJIHOCTBI  3aBepmMJIM [IPOoILecC CKPUMHUMHTIA,
IIOMemainT B MCCJIeIOoBaTeJIbCKUM IeHTP BeuepoM OO IIOJIyUeHUS IIepBOM
OO3El. JVICOBEITYEeMBIM, KOTOPEE IIO-MPEXHEMY COOTBETCTBYKRT KPUTEPUIM
BKJIOUEHUSA/UCKJIOUEHN S, B VYTPO BBeIeHMdI MHOO3H Ha3HauvaeTCsS HOMep
VCIIEITYEMOTO Ha OCHOBe IopsAlka, B KOTOPOM OHM YCIIENHO 3aBeplaKnT
HeOoOXOOVMEI TIIpOolLlecC U IIOIpolLedypH CKPUMHMHTAa. [JHM BBeIOeHMS IO03
pPa3meiginT OTMBBOUHEIM IIepMOOOM, COCTAaBJAKMMM II0 MeHbIelr Mepe 7/
oHeM.

[0178] MWCHOBEITYeMHX CJy4YaVHEM of0pa30M OTHOCUJIM K OIHOM U3
OBYX TPYyII:

2. T'pynna 1: McoeTyeMele (n=28), DojgydaBume TabJjieTky A

[IPOJIOHTHPOBAHHOTO BEHCBOOOXIeHMA Tadjgmusl 1 (190 mMr) .

3. JI 4, TabigeTka A

eueHUe

Ac:

5. Hoz3a=1x190 wMmr TableTka, BEOIVMMAaSA IIepopaJIbHO B

YCIJIIOBMAX HaTOollak

6. JI 7. TabigeTka A

eueHue

B:

8. Ho3a=1x190 wMr TabjieTka, BBOOMMAasA IIepopalJIbHO B

YCIIOBUMAX IIMTaHMA

10. T'pynna 2: HNcnoeTyeMele (n=28), [noJgydaplue TabjeTky D
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[IPOJIOHTHPOBAHHOT'O BEHCBOOOXIeHMA Tabjuusl 3 (220 mMr) .

11. J Tabjetxa D

edeHNe

A:

12. Hoza=1x220 MI' TabjieTKa, BBOOMMASA IepopalibHO
HaTollak

13. 1 Tabjgerxka D

eyeHMre

B:

14. Hoza=1x220 w™Mr TabjleTka, BRBOIMMAad IIepopalJlbHO B

YCJIOBUAX NUTaHUA

[0179] JledyeHMe C IIMTaHMeM: IIocJle HOUHOTO ToJiIomaHmsga, IO
KpaliHell Mepe, B TeueHue 10 YacoB, MUCIOHTYeMble HauMHaJIM HOTPeOJIATH
BHICOKOKAJIOPUMHYI IIO CTaHIapTaM YIIpabBJIeHMSA IO HaO30py 3a IUIeBBMU
OIponoyKTaMr ¥  MeIVMKaMeHTaMu (FDA) Iumy , 3aBTpakK C  BHCOKUM
COIepXaHVeM  XUPOB 3a 30 MUHYT oo BBEIOEeHMSA VCCJIedyeMOTO
JIEKApPCTBEHHOT'O CpenCcTRa.

[0180] JleueHe HaToOllak: MCIIEITYEMEIM BBOIOMJIM  OOSBH  IIOCJIE
HOUHOTO TOJIOOaHMs, IO KpalHelV Mepe, B TeueHue 10 yacos.

[0181] Kaxmoe BBeOeHMe JIeKapCTBEHHOT'O CpelOcTBa OTHOeJIAaIn
OTMHIBOUHHM II€PMOIOM, COCTABJIAKMMM 10 MeHbIel Mepe 7 IHeMn.

[0182] Kaxnoyio nosy BBOIOAT [IepopalibHO BMeCTe C
npubamusuresgsHo 240 My (8 fl. o0z) BOOH KOMHATHOM TeMIepaTypH.
[locJle BBemeHMs OOBH IIMTaHMe He OONyCcKaeTcsa Oo 4 dYacoB Iocje
opmueMa HO3H. 3a uckJgodeHreM 240 MJI BOIOH KOMHATHOM TeMIepaTyPH,
IpenNoCTaBJIEHHEX C @OO30M, HeJb34 YyIoTpeblaTh BOIOYy B TeueHMe 1
Jaca Iepen NpMeMOM O3B OO 1 Yaca I[IOCJe IpMeMa OO3H. [loTpebiieHue
BOIH COOTBETCTBOBAJIO PYKOBOIAMMM IIpMHIMIaAM B Pasnmejyje 5.4.2. B3a
WCKJIIOUeHMEeM CTaHOapTHOM KaJIOPUMHOCTM CcoTJlacHo FDA, 3aBTpak cC
BHICOKMM CcoOIepXaHMeM XMPOB, IaBaeMHlM BO BpeMsd IIepuoma JiedueHud C
NIUTaHWeM, TIIMTaHMe HABJSEeTCS OOMHAKOBBM WM pPacllJIaHMPOBAHO IIPMMEPHO
B OIHO MM TO Xe BpeMsS OTHOCHUTEJIEHO BBeIeHMA HO3HE IJIS KaxXIoIo
eproma MCCJeOOBaHMA.

[0183] MVcHOHTYEeMEIX, KOTOPHX BEBOIOWUJIM W3 MCCJeNOoBaHMa, He

SaMeHAJIN .
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CymHoCcTEe KimMHMUecKkHuX IIpouelyp

[0184] Bo BpeMd KaxIor'o Ilepuola MCCJelOBaHUA IoJiydaJid © MII
ofbpaslbl KpPOBM IIepel KaxXIOEM BBeIOeHMeM OO3H M I[IOCJe KaXIOM IO3H B
onpenejieHHHE MOMEHTH BpeMeHM uepes 24 uyaca I[IOCJe BBeIOEeHMA OO3H.
B ofme¥ CJHOXHOCTM Y KaXIoTO MCIHTYyeMOT'O HOJIKHE cofpaThk 34
bapMakokMHeTHUeCKMX ofOpa3la KpoBM, OO 17 o00pas3loB B KaXIbM
Iepron uccienoBaHudg. KpoMe TOToO, OTOMpalM KPOBL M cobMpalid Mouy
0JI9 KJIMHUUECKUX JIabopaTOPHHX TeCTOBR IIpPM CKPMHMHIE U BHXOIEe U3
MCCcIenoBaHnd.

[0185] B kaxOol IIepUMOI MCCJedoBaHMS MCIHTYEMBX BIIYCKAaIM B
MCCIIeNoBaTeJLCKUM  OJIOK BeuepoM IIepell BRBReleHMeM 3allJlaHMpPOBaHHOM
OO3H. VICIIHTY eMBIX OT'PaHNUMBaJIN MCCJeloBaTeJIbCKUM  LEeHTPOM B
TeueHMe KaxXOoI'o Iepuola MCCJIemoBaHMsAa OO 3aBeplleHus 24-4acoBoOTO
cObopa KpOBM M OPYI'MX IPOLEOYP MCCIIenOoBaHMUL.

[lpouenypsl cOopa 00pa3LoB o4 QapMaKOKMHETHMUECKOT'O aHaJiM3a

[0186] O6paszusl KpoBM (1x6 M) cobMpajdu B IIOJUDTUIIEHOBLE
NpoOUPKM C BakKyyMoM, conepxamue K;-EDTA B KauecTBe KOHCEPBAaHTa,
no npmuema pno3we (0) m yepes 1,0, 2,0, 3,0, 4,0, 4,5, 5,0, 5,5,

c,0, 6,5, 7,0, 8,0, 9,0, 10, 12, 18 m 24 yaca IocCJIe BBelIeHUSA

OO3H.
CymHOCTbL OuoaHan3a
[0187] O6pas3us I[Ja3Mel aHaJlM3MPOBAJM Ha JiepeTHpalleTaM C
IIPMMEeHeHEeM BaﬂMﬂMpOBaHHOﬁ IIpouenyphs XMHKOCTHOﬁ
XpOMaTOPpaQMM/TaHﬂeMHOﬁ MacCC—CIIeKTpOMEeTPUI . MeTon BaJIMIMPOBaH

0oJig nOuanasodHa oT 0,05 pmo 30,0 wMkD/MI  OJId  JleBeTupalleTaMa Ha
OCHOBe aHaJim3a 0,200 MJI YeJIOBeUeCKON EDTA-11JIa3MHL. IIaHHBE
XpaHATCSA B CHCTeMe YIpaBJIeHMS JabopaTOpHEIMM OaHHEMM Watson
(LIMS; Version 7,2,0,03, Thermo Fisher Scientific).

OapMakKOKMHETUUECKUN AHaIN3

[0188] [HaHHBEE aHaJIM3UPOBAJM HEKOMIIAPTMEHTHEIMM MeTOIaM/ B
WinNonlin. IaHHHE KOHIIEHTpalUMa—BpeMs HIDKE TPaHULE
KOJIMYECTBEHHOTO oIpeneyneHusa (BLQ) nOIpu CyMMMPOBaHMM HOaHHHX W B
omnMcaTeJIbHOM CTaTUCTUKE oBpabaTeEBaKTCA KakK HYyJIeBHE . B
bapMakKOKMHETUUECKOM aHallM3e KOHIeHTpaluuu BLQ ob6pabaTHBawTCAa Kak

HYyJIeBEIE OT BPEMEHNM HOJIBE IOO BPeMeHNM, B KOTOpOEe HabJmomaeTcd InepBad
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KOJIMUECTBEHHO  OllpenejigdeMas  KOHLeHTpalud; KOHILEHTPpaUUN  MEeXIY
OBYMS M3MepSeMBIMM SJIeMeHTaMM MOaHHBEX UW/WIM KOHEeUHHEe KOHIeHTpAalluU
BLO obpabaTHBaKRTCA Kak KOTCYTCTBYIIIME . Hiiga BCEeX
bapMaKOKMHETUUECKUX 7 CTaTUCTUUECKUX aHaJIU30B VCIIOJIb 3YIOT
bakTUUecKkOe BpeMd oTOoOpa oOpasloB.

[0189] PaccuuTanamM clenyomme ©QapMakKOKMHEeTHUUYEeCKMEe IIapaMeTpH:
IMKOBYIO KOHILEHTPaLNo B jiasme (Crax) / BpeMmda oo IIMKOBOM
KOHLUEeHTPpauuM (Tpax), KOHCTaHTY CKOPOCTHM DSJIMMMHALMUM (Az), KOHEUHEI
IepMrol IIOJIYBHEBEeIEeHUSI (T1/2), T1[Jomanb IIOH KPMBOM 3aBUCHMOCTU
KOHILeHTpalMM OT BPEeMeHM OT HYJIEeBOTO BPEeMeHM IO BpPEeMeHM IMOoCJenHen
KOJIMUECTBEHHO OINpeneJieHHOM KoHUeHTpaluuM (AUCiast) ¥ IJIOmManb TIIo%
KPUMBOM 3aBUCHUMOCTHM KOHIEHTpallMM B IJlasMe OT BPEeMeHM OT HYJIeBOTO
BpeMeHM, DBKCTPaloJIMPOBAHHOTC OO ©OeckoHeuHOCTUM  (AUCinr) . Kpome
TOT'O, Cnax, AUCiast, ¥ AUCinf HOPMaJIM3OBaHH I[IO0 IOO3E.

[0190] K JjorapudMmMuecCky I[IpeoOpa30BaHHEM QapMaKOKMHETHUECKUM
DKCIO3ULUMOHHEM  IlapaMeTpam, Crax/s AUC1ast m  AUCing, MIPUMEH AJIN
MeTOOMKNU aHaJim3a IOIMVCIIepCUN (ANOVA) u OBYX OIOHOCTOPOHHUX
KpuTepuep llyupMaHHa C YPOBHEM 3HAUUMMOCTHU %, PaccumTeBaIM
OOBEPUTEJILHE MHTepBaJ 90% OJId OTHOMEHMSA TIeOMETPUUECKUX CpeIHMX
(Tect/Ccruika) . OTCYTCTBUME OEeMCTBMA UMM OOBABIAETCS, €CJU HVKHUN
Y BEepPXHUM HOOBEPUTEJILHEE MHTEPRAJIE JoTapudMuueckyu OIpeoBpas30BaHHBX
napaMeTpoOB HaxomATcsa B Ipenejax oT 80 mo 125% (190 mMr TabisieTka A
C TIMTaHVeM II0 cpaBHeHM ¢ 190 Mr mabjgerkod A HaTomak; 220 wMD
TabigeTka D C TIMTaHMEeM IO CpaBHeHM® C 220 wMrr TadiaeTkom D
HaTomak) . KpomMe TOoTo, HOPMaJIM30BaHHHE IO OO03€ Chax, AUCiast U AUCins
CpaBHMBAKTCS B YCJIOBUAX TI'OJIODAHUSA WM [OUTaHUA IJIS OlpelelJIeHUMA
IPOIOPLUUOHAJIEHOCTU Ho3e. O IIPOHINOPLUMOHAJIBHOCTHM IOO3€ HOeJjlaldT BHBOI,
eCJIM HWXHUM ¥ BEepPXHUM OOBepUTEeJIbHBE MHTepBaJbtl HOPMAaJIM30BAHHEIX IIO
nose, JorapudMMUeCKM I[IpeoOpas30BaHHHX [IapaMeTpOB HaxXOOATCSa B
npenejiax orT 80 mo 125% (220 M TaBjseTka D HaToWak I[IO CPaBHEHUK C
190 wMmr Tabjerko¥ A HaTomak; 220 M TabjJeTka D C OMTaHMEM IIO
cpaBHeHui c 190 M TabjgeTkoM A C OUTaHUEM)

PesyJibTaTE

[0191] B bapMaKOKMHETUUECKUN " CTaTUCTUUECKN aHaJin3

BKJIIOUEHH JOaHHBHE OT 55 OOJbHEX JjA Tpynnse 1 m 54 OOJBHEX IJI4
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Tpynne 2. CpeldHMe IaHHBIE KOHIEHTpallMA-BpPEeMS IIOKa3aHE B Tabiuilax
9 m 10 m Ha o¢urypax 4 m 5. PesyabpTaTH 0(apMakKOKMHETUUECKOTO WU
CTAaTUCTUMUECKOT'O aHajiM3a I[loKas3aHbB HMXe B Tabimuuax 9-15.

SakJIueHne

Banauve nmmm:

[0192] 90% 1HDoBepuUTeJIbHEIE MHTEPRBRAJH OJ4 JioTapudMUUeCKU
npeo®pa30BaHHEX DKCIOSULIMOHHEX HapaMeTPOB Crax, AUCiast M AUCinf
HaxoOmsaTCcd B Openejylax OuanazoHa oT 80% mo 125% mnga mos 190 M m
220 Mr. Hajguume oMM He M3MeHIeT QapMaKOKMHeTHMKY no3 190 MmMr u
220 M JieBeTHpalleTaMa .

[IpoNIOPLMOHAJIBHOCTE HOO3Ee:

[0193] 90% OOBEPUTEJILHEE VHTepBaJkl  OJdg JorapudMmUueCKm
NpeoBpasOBaHHEX  SKCIOSMLMOHHLEX IapaMeTpPpoB  Cpax/D, AUCiast/D U
AUCine/D HaxoIgTcd B Ipelejax »OuamnasoHa oT 80% mo 125% 1§«
YCJIOBUV TOJIOOaHMA ¥ OIMTaHMA. BosIelcTBMe JeBeTHpalleTaMa, Kak
U3MEepeHO MNOCPeICTBOM Cpax/D, AUCiast/D M AUCins/D, NIPONOPUMOHAJIBLHO
yBeJmuuBaeTcsa oT 190 mr (Tabjgerxka A) mo 220 mr (Tabjgetrka D).

MonesqMpoBaHME CTalMOHAPHOTO COCTOSHMSA

[0194] CoryacHO MOIOEJMPOBAHM CTalMOHApPHOTO CcocTogHuA OK
npodmiga masga 190 wmr  TabigeTku A, OH COOTBETCTBYEeT ILieJIEeBOMY
npreMjJeMoMy OMUanasoHy, T.e. Mexnmy 1,9 um 4,4 Mmxr/Mia. CMm. ourypy
7.

[0195] CorysacHO MOIEJIMPOBAHMIO CTalMOHAPHOTO CcocTosaHMA OK
npodmnasga miasa 220 wMmr  TabjaeTtkm D, OH COOTBETCTBYEeT ILieJIEeBOMY
NpenIouTuTesJIbHOMY MOralla3oHy, T.e. Mexoy 2,9 u 4,4 wMmxr/mia. CM.
¢urypy 8.

Tabmauua 9: JlaHHBE KOHIEHTpalMsa JeBeTHUpalleTaMa—-BpeMsa IIOCIe
BBeIOeHUS TabjleTKM A T[IPOJIOHI'MPOBAHHOTO BECBODOOXIeHMsa, 190 wMr, B
YCJIOBUAX HaTollak (I'pynna 1/JleueHue A) u TabJeTKn A
[IPOJIOHTHPOBAHHOTO BHCBOOOXIOeHMs, 190 MI', B VYCJIOBUAX IIUTaHUA

(T'pynna 1/JleueHne B)

I'pynna 1/JleueHne A: I'pynna 1/JleueHre B:
190 mr Tabjsierxka A, HaTomak | 190 MI' TabJjieTKa A, C
OIMTaHueM

Bpema | n CpenHee SD CvV n CpenHee SD Ccv
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(u) (MrT/ (MT/ (%) (MrT/ (MxT/MT)  (9)
MJT) MJT) MJT)

0,00 28 0,00 0,00 NC 277 0,00 0,00 NC

1,00 28 1,46 0,450 30,76 |27 0,665 0,351 52,82
2,00 28 1,96 0,535 27,21 |27 1,41 0,454 32,20
3,00 28 2,11 0,548 25,93 |27 1,86 0,391 21,03
4,00 28 2,15 0,569 26,53 |27 2,19 0,443 20,25
4,50 28 2,16 0,549 25,42 |27 2,27 0,469 20,70
5,00 28 2,11 0,508 24,08 |27 2,34 0,500 21,35
5,50 28 2,08 0,497 23,91 |27 2,34 0,519 22,15
6,00 28 2,06 0,445 21,61 |27 2,38 0,514 21,58
6,50 28 2,02 0,445 22,07 |27 2,39 0,516 21,57
7,00 28 1,99 0,437 21,97 |27 2,36 0,472 20,04
8,00 28 1,94 0,451 23,20 |27 2,34 0,517 22,13
9,00 28 1,86 0,440 23,64 |27 2,30 0,543 23,64
10,00 |28 1,81 0,464 25,58 |27 2,24 0,568 25,41
12,00 |28 1,65 0,402 24,42 |27 1,98 0,471 23,74
18,00 [ 28 1,23 0,339 27,62 |27 1,24 0,300 24,63
24,00 |28 0,888 0,272 30,68 |27 0,783 0,212 27,07
32,00 |28 0,431 0,140 32,52 |27 0,342 0,0991 29,00
48,00 |27 0,112 0,0517 46,22 (27 0,0798 0,0442 55,39

[lprMeuaHMe @ OBpas3supl ILJJas3MeE aHaJIMu3MpOoBaJiM C I[IPpUMMeHeHMeM
BMOaHaIMTUUIECKOTO MeTOoIa C BaJUIMPOBRaHHEM ImanasoHoM oT 0,0500
no 30,0 wMKD/MJI; KOHIEHTpaluM YyKasaHH B MKI/MI 0O 3 3Hauvalux
undp; KOHLIEHTPpalUuUN HIKE TPaHULE orpelelIaeMbIX KOHIIeHTpaluM
npuBeneHu K HyJmo (0,00 MKD/MI) Opu 00O0OMEeHMM TaHHHX

NC=He paCcCuMTaHE

Tabmmua 10: JJaHHBEE KOHIEHTpalMd JIeBeTHpalleTaMa—-BpeMsa IIOCIe
BBelOeHUsS TabjleTky D [IPOJIOHI'MPOBAHHOTO BECBODOXIeHMsa, 220 M, B
YCJIOBUAX HaTollak (I'pynna 2/JleyeHdne A) u TabJeTKn D
[IPOJIOHTHPOBAHHOTO BHCBOOOXIOeHMs, 220 MI', B VYCJIOBUAX IIUTaHUA

(T'pynna 2/JleueHne B)

T'pynna 2/Jledyenve B:

T'pynna 2/Jleuenne A:

220 Mr Tabjerka D, C
220 Mr Tabijgerka D, HaTomak
OMTaHueM
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CpenHee SD CpenHee SD
Bpewmsa CvV Cv
n (MKT/ (MxT/ n (MxT/ (MKT/
(4) (%) (%)
MJT) MJT) MJT) MJT)

0,00 26 0,00 0,00 NC 28 0,00 0,00 NC
1,00 26 1,94 0,619 31,91 | 28 0,911 0,681 74,77
2,00 26 2,53 0,645 25,53 | 28 1,61 0,636 39,41
3,00 26 2,80 0,618 22,08 | 28 2,16 0,560 25,89
4,00 26 2,86 0,596 20,83 | 28 2,49 0,558 22,36
4,50 26 2,83 0,553 19,57 | 28 2,65 0,500 19,07
5,00 26 2,73 0,501 18,33 | 28 2,78 0,454 16,35
5,50 26 2,70 0,499 18,47 | 28 2,87 0,474 16,49
6,00 26 2,64 0,487 18,44 | 28 2,93 0,448 15,32
6,50 26 2,58 0,444 17,23 | 28 2,94 0,532 18,07
7,00 26 2,48 0,444 17,88 | 28 2,96 0,471 15,92
8,00 26 2,41 0,444 18,44 | 28 2,88 0,456 15,82
9,00 26 2,26 0,428 18,93 | 28 2,83 0,523 18,47
10,00 | 26 2,22 0,409 18,45 | 28 2,74 0,587 21,45
12,00 | 26 2,04 0,382 18,68 | 28 2,45 0,678 27,69
18,00 | 26 1,43 0,299 20,95 | 28 1,44 0,373 25,90
24,00 | 26 0,998 0,243 24,39 | 28 0,873 0,261 29,87
32,00 | 26 0,472 0,138 29,17 | 28 0,382 0,139 36,41
48,00 | 26 0,116 0,0442 38,18 | 28 0,0913 0,0557 61,00

[lprMeuvaHue : OBpasz3usl ILJlasMeE aHaJIM3MPOBaJM C [IpUMMeHeHMeM
OfMoaHaJIMTUUIECKOT'O MeTOola C BaJUIMPOBRBaHHEIM ImanasoHoM oT 0,0500
o 30,0 wMKD/MJI; KOHIEHTpaluM YyKasaHH B MKI/MJI OO 3 3Havallux
undp; KOHLEHTPpalUUN HIDKE TPaHULE ompelelaeMbIX KOHIIeHTpaluM
npuBeneHu kK HyJmo (0,00 MKD/MI) Opu 000OMEeHMM TaHHHX

NC=He paCcCuMTaHEH



Tabjauia 11:

81

@apMaKOKI/IHe THMYeCKMe IIapaMeTpPH JieBeTHUpalleTaMa

I'pynna 1/Jleuenue A:

T'pynna 1/JleueHue B:

[lapamMeTp

190 Mmr TabisieTka A, HaTomak 190 Mr Tabjsierxka A, C IOMTaHMeM

n CpenHee SD CV% n CpenHee SD CV%
Trmax (4) 28 4,39 2,05 46,71 27 6,93 1,97 28,50
Crax (MKT/MIT) 28 2,31 0,505 21,83 27 2,53 0,528 20,86
Cmax/D (MKT/MJ1/MT) 28 0,0122 0,00266 21,83 27 0,0133 0,00278 20,86
AUC1ast (u*MKI/MIT) 28 46,40 11,44 24,66 27 46,53 9,352 20,10
AUC1ast/D (u*MKT/MJI/MT) 28 00,2442 0,06024 24,66 27 0,2449 0,04922 20,10
AUC:ns (U*MKT/MIT) 28 47,93 11,63 24,25 27 47,81 9,451 19,77
AUCinf/D (u*MKID/MiI/MT) 28 0,2523 0,06119 24,25 27 0,2516 0,04974 19,77
AUCrxtrap (%) 28 3,29 2,52 76,75 27 2,72 1,40 51,57
Az (ul) 28 00,0873 0,0114 13,11 27 0,0911 0,0096 10,50
Ti/2 (4) 28 8,09 1,17 14,50 27 7,70 0,88 11,39
Tiast (u) 28 46,82 4,19 8,94 27 45, 64 5,80 12,70
Clast (MKT/MII) 28 0,125 0,0661 52,74 27 0,115 0,0605 52,46

T'pynna 2/Jleuedue A:

Tpynna 2/JleueHue B:

15. [MTapameTp
220 Mr Tabjgetrka D, HaTomak 220 Mr TabjgeTrka D, C OmMTaHMEM
18.
19. 20. 22, C 23. S 24,
16. penHe
D VS penHee D VS
e
Trax (4) 26 4,04 1,25 30,91 28 6, 64 1,83 27,55
Cmax (MKI'/MJII) 26 3,02 0,569 18,88 28 3,16 0,623 19,73
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Crax/D (MKT/MJI/MI') 26 0,0137 0,00259 18,88 28 0,0143 0,00283 19,73
AUC1ast ("W*MKT/MII) 26 56,33 10,42 18,49 28 55,27 10,35 18,72
AUC1ast/D  (u*mMKID/MIT/MT) 26 0,2560 0,04734 18,49 28 0,2512 0,04702 18,72
AUCing (U*MKT/MII) 26 57,08 10, 67 18, 50 28 56,63 10,53 18,59
AUCing/D (u*mMKrT/MIT/MT) 26 0,2622 0,04850 18, 50 28 0,2574 0,04784 18,59
AUCgxtrap (%) 26 2,35 1,10 47,03 28 2,42 1,19 48,97
Az (ul) 26  0,0905 0,0123 13,63 28 0,0933 0,0126 13,50
Ti/2 (4) 26 7,81 1,14 14,59 28 7,56 1,01 13,32
Trast (U) 26 48,01 0,06 0,13 28 45,73 5,71 12,48
Cilast (MKIT/MII) 26 0,116 0,0442 38,18 28 0,124 0,0640 51,46




Tabauua 12: CTaTUCTUUECKUN aHaJnus3 eCTeCTBEHHEX
JorapudMmuueCcKu npeobpasoBaHHEX CUCTEMHEIX BKCIIO3UIMOHHEIX
IapaMeTpoOB JleBeTHUpalieTama, CpaBHUB a1 TaBJIeTKy A
IIPOJIOHTUPOBAHHOTO BHCBOOOXOeHMusa, 190 Mr, B YCJIOBMAX [IUTAHUSA
(JJeuenue Bl) c TabieTkoM A IMIPOJIOHTUPOBAHHOT'O BHCBOOOXIeHUs, 190

MI', B YCJIOBMAX HaTomak (JleueHue Al) B rpynne 1

SaBucumMaga |[['eoMeTpUUeCKOe OTHOWeHNe Mo
90% CIc ANOVA
CpenHee? (%)P HOCTBb
[lepeMeHHa A [0100] (TecT/ Bepx
TecT HipxHMM CV%
CELII CcruIKa HUM
In (Cuax) 2,4777 2,2968 |107,88 103,32 112,63 |1,0000 9,29
In (AUCiast) |45,6972 45,6427 (100,12 95,44 105,02 (1,0000 10,31
In (AUCing) |46,9703 47,0059 (99,92 95,38 104,68 (1,0000 10,02

a T'eoMeTpuueckoe cpenHee miad 190 MmMr TabjeTkm A, C IMTaHUEM
(TecTt-B1l) m 190 w™Mr TabjeTrxkm A, HaTomak (Ccrui-Al) Ha OCHOBe
CpemHeT'o CpelHMX o TpyldlIaM JoTrapudMmuuecky Ipeodpa30BaHHBEIX
SKCIHOBUILMOHHEX IapaMeTpOB

b Orhomenwue (%) =I'eoMeTpuueckoe CpenHee (TecT)/T'eoMeTpUUECKOE
CpenHee (Cchul)

¢ INoBepUTeJIbHEM MHTepBaJ 90%

Tabauila 13: CrTaTrucTHUUYeCKUN aHaJms3 eCTeCTBEeHHBX
JoTrapudMmuuecKm npeodpasoBaHHEX CHCTeMHEX SKCIIOBULMOHHEIX
napaMeTpoOB JleBeTHpalieTaMa, CPpaBHME ammi TabJIeTKY D

IPOJIOHTUMPOBAHHOTO BHCBOOOXOeHUA, 220 M, B YCJOBUAX IUTAHUSI
(Jleuenmue B2), c TabjgeTko¥ D MIPOJIOHTMPOBAHHOTO BHCBODOXmeHUA, 220

MI', B YCJOBUAX HaTomak (JleueHme AZ) B TIpylrne 2

SaBucrMaga |I'eoMeTpUUeCcKOoe OTHOIeHKEe Mo
90% CIc ANOVA
CpenHee? (%)® HOCTb
[lepemMeHHA [0101] C|(Tecm/ Hiox Bepx
TecT CV%
A CBLII Ccrur) HUM HUM
3,1117 2,9660 104,91 100,3 109,72 |1,0000 9,43
1n (Crax)
2
In (AUCiast) |54,5598 55,6286 |98,08 94,03 102,30 |1,0000 8,86
In (AUCing) |55,9406 56,9747 (98,18 94,21 102,33 |1,0000 8,71

a T'eoMeTpUUuecCcKoe cpenHee mjd 220 Mr TabjeTku D, C IOMTaHUEM
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(TecTt-B2) wm 220 w™Mr Tabjerxkm D, HaTomak (Ccrui-A2) Ha OCHOBe
cpemHeTo CpelHMX IO TpyldlIaM JoTrapupMmuecky  InIpeodpa30BaHHBEX
SKCIOBULMOHHEX IapaMeTpOB

b Orhomenue (%) =I'eomeTpuueckoe CpenHee (TecT)/T'eoMeTpUUECKOE
CpenHee (Ccwul)

¢ INoBepUTEJILHEM MHTepBaJ 90%

Tabaniia 14: CTaTUCTUUECKUM aHaJmu3 eCTeCTBEHHEX
JoTrapudMmuuecKm nIpeoBpa30BaHHBIX CUCTEMHBIX SKCIIOBULIMOHHBIX
HOPMaJIM30BAHHEIX II0 OO3e IIapaMeTpoB JeBeTHUpalleTaMa, CPaBHMBAMINUMY
Tabjgerxky D, 220 MI', OPOJOHTUPOBAHHOTO BLHICBODOXIEHMUSI, B YCJIOBUIX
HaTomak (Jleuenne A2) ¢ Tabjgerkom A, 190 M, [IPOJIOHTHMPOBAHHOTO

BLHICBOOOXIOEeHMI, B YCJOBMAX HaTomak (JleueHme Al)

3aBucuMad T'eoMeTpUuuecko |OTHOUWEHUE MomHOCT
90% CI¢ ANOVA
e CpenHee? (%)Pp b
[TepeMeHHad
(TecT/
TecT HioxHu BepXHUM CV3
CCBLII)
1n (Crax/D) 0,0135 00,0119 |113,39 102,88 124,98 |0,9825 21,58
In (AUC1as:/D |0,2518 00,2371 0,9754 22,49
106,22 95,98 117,54
)
1n (AUCine/D) |0,2579 0,2452 |105,17 95,21 116,16 |0,9789 22,07

a T'eoMeTpUuecKoe cpemHee nJja 190 wMr TabjgeTkmu A, HaTOomak
(TecT-A2) wm 220 wMr Tabjerkm D, HaTomak (Ccrui-Al) Ha OCHOBe
cpenHero CpenHMx 1o Tpynmnam 3HaueHUM JoTrapudMmUueCcKm
npeoBpas30BaHHLEX SKCIIO3UIMOHHEX IIapaMeTpoB

b Ornomenue (%) =I'eoMeTpuueckoe CpenHee (TecT)/T'eoMeTpUUECKOE
CpenHee (Cchul)

¢ NoBepUTEeJIbEHEM MHTepBaJ 90%

Tabauiia 15: CTaTUCTUUECKUN aHaJm3 eCTeCTBEHHEX
JoTrapudMnueCcKu nIpeoBpa30BaHHEIX CUCTEeMHEIX SKCIIOBULIMOHHEIX
HOPMaJIM30BAHHHEX II0 OO3e IIapaMeTpoB JeBeTHpalleTaMa, CPaBHMBAMIUMA
Tabjgerxky D, 220 MI', OPOJOHTMPOBAHHOTO BHCBODOXIEHMUS, B YCJIOBUAX
nuTaHuga (Jleduenme B2) ¢ Tabjgerxkom D, 190 M, [IPOJIOHITMPOBAHHOTO

BLICBOOOXIOEeHMSI, B YCJOBUAX IUTaHMsa (JleueHme Bl)
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SarucmuMad T'eomeTpUuueckoe |OTHOWEH MomHOCT
90% CIc ANOVA
CpenHee? ne (%)Pb b
[lepeMeHHada
(TecT/
TecT HiyoxHum BepxXHUM CV%
CCHLIT)
In (Crax/D) 0,0141 0,0130 (108,14 |%98,72 118,47 |0,9906 20,41
1n (AUC1as:/D) [0,2472 0,2404 (102,82 (94,49 111,89 |0,9959 18,87
1n (AUC:int/D) 0,2534 00,2472 (102,51 |%94,32 111,42 |0,9965 18,61

a TeoMeTpHUeCKOe cpenHee g 220 wMmr Tabierku D, HaTomwak
(TecT-B2) wm 220 wMr Tabdbjgerkm D, Hatomak (Ref-Bl) Ha OCHOBe
CpenHeTro CpenoHux o Tpynnam 3HaueHUM JorapudMmUuecKm
npeoBpas0BaHHEX DKCIO3ULUMOHHHX IapaMeTpOoB

b Orhomenue (%) =I'eoMeTpuueckoe CpenHee (TecT)/T'eoMeTpUUECKOE
CpenHee (Ccrui)

¢ NoBepUTeJIbEHEM MHTepBas 90%.
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$OPMYJIA N3BOEBPE TEHNA

1.dapMalieBTHUECKAHA KOMIIO 3ULIM A c IPOJIOHTUPOBAHHEM
BHICBOOOXIEHNEM, BKJIIOUAKIA I JieBeTHpalieTaM, Toe KOMIIO 3ULM I
obecreuMBaeT IIOCTOSHHYI KOHIEHTpaluio JeBeTHpalleTaMa B ILJlasMe Yy
cy®bexkTa oT 1,9 Mxr/Mn mo 4,4 MKD/MJII B TedeHMe 3 dYacoB IIOCJe
BBeOeHMUI U B TeueHMe I[I0 MeHbIel Mepe 8 uYacoB B TeueHue 24-
YacOBOTO IIlepMuona IIOoCJie BBeIeHMA M TI'IOe KOMIO3MUIMSA COoCTaBJIeHa MOJIid
OOHOKPATHOTO eXeIHeBHOI'O BBEIEHUS.

2. Kommosmuuus o I.l, I'De KOMINO3ULIMUA ofeclleuMBaeT YyKa3aHHYIO
IIOCTOSIHHYID KOHIeHTpallMio JeBeTHpalleTaMa B ILjla3Me B TeueHue 2
YacoB IIOcJe YKa3aHHOTO BBeIeHMSI UM B TeueHMe II0 MeHblel Mepe 13
YacoB B TeueHMe 24-4yacoBOTO IIepMoIa IIOCJe YKa3aHHOTO BBeIdeHUS U
TIe KOMIIOBULMA COCTaBJeHa OJ4 OOHOKPATHOTO eXeOIHeBHOTO BBEeIEeHUS.

3. KoMmosmuiMsa II0 II.l, B KOTOPOM KOMIO3UIKA obecrHneuuBaeT
yKasaHHY I[IOCTOSHHYID KOHIEeHTpalMuio JieBeTupalleTaMa B ILJlasMe B
TeueHMe 1 UYaca IIOCJe YyKal3aHHOTO BBeleHUMA M B TeueHMe IO MeHblen
Mepe 13 YacoB B TeueHMe 24-4yacoBOTO IIepMoIa IIocJe YKas3aHHOTO
BBeIeHus u roe KOMIIO 3ULIM A cocTaBJieHa 0 OOHOKPATHOTO
eXXeIHeBHOT'O BBeIeHUud.

4, dapMalleBTUUECKAa A KOMIIO 3ULIU A c IPOJIOHTUPOBaHHEM
BHICBOOOXIEHMEM, BKJIIOUAKIA I JieBeTHpalleTaMm, Toe KOMIIO 3L A
obecreurBaeT IIOCTOSHHYI KOHIEHTpalui JeBeTHpalleTaMa B ILJlasMe Yy
cy®bexkTa oT 1,9 wMrr/Min mo 4,4 MKD/MII B TeueHMe 1 uyaca IoOcJe
YKa3aHHOTO BBeIeHUA JieBeTHupalleTaMa M B TeueHMe II0 MeHbllel Mepe
13-16 4Yacor B TeueHMre 24-49acoBOTO IIepuoma IIOCJEe YKa3aHHOTO
BBeIeHUS u e KOMIIO 3ULIM S cocTamJieHa s OOHOKPATHOTO
eXeIHeBHOT'O BBeIEHUI.

5. OdapmaleBTHUECKAsS KOMIIO3MUMSA T[IO JoboMy M3 Omn.l-4 noaga
IpuMeHeHusI B crHocofe yJyulleHMS KOTHMTUMBHHX OQYHKLUM Yy CcyObekTa,
cTpajapmero OT KOTHUTUMBHOTO HapyIleHMS WM TIIpM eTro pucke, ITIe
crioco® BRJOUaAeT BBeldeHMe QapMalleBTUUEeCKOM KOMIIO3UIWM II0 JIoOoMYy
3 nmo.l-4.

6. OQapMalleBTMUecKasd KOMIIO3MLIMA IO II.5, TIIOe KOTHUTHBHOE
HapylleHe CBA3aHO C PpPacCTPOMCTBOM lLeHTpaJlbHOM HEepBHOWM CUCTEMEH
(IHC) .

7. QapMalleBTHMUeCKas KOMIOBUIMA IO II.5, I'Ie KOTHUTUBHEE
HapymeHsa CBS3aHH C BOBPACTHBEIMM KOTHUTUMBHEMM HapyMeHUSIMNA.

8. OQapmalleBTHMUeCKas KOMIIO3UIMA IO II.7, TIOe KOTHUTHUBHOE
HapylleHre, CBA3aHHOe C BO3pacTOM, IIPeacTaBJgeT coboM yMepeHHOoe

KOTHMTVMBHOE HapPpYyIEeHNeE.
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9. dapmalLleBTHUECKA KOMIIO 3MLIM 1o m.s, roe YMEPEHHOE
KOTHUTMBHOEe HapylleHMe IMpencTaBJgeT cofoM aMHeCcTHMUeckKoe JieTKoe
KOTHUTUBHOE HapylleHUE.

10. QdapMaueBTHMUEeCKasd KOMIO3MLIMA IO .5 miIm 6, B KOTOpPOMU
KOTHMTUBHEE HapyIeHMs CBS3aHH C IeMeHIMeM, O0o0Jie3Hblo AJbLTerMepa,
mmu3obpeHMnen, OOKOBHM aMMOTPOOUUECKMM CKJIEPO30M,
IIOCTTPaBMaTUUECKMM CTPECCOBEIM PaCCTPOMCTBOM, JledeHMeM paka,
OUIIOJIAPHEIM PacCcTpPOMCTBOM, 3amepXxKon YMCTBEHHOTO pPasBUTKA,
foJie3HB [lapKMHCOHA, ayTU3MOM, KOMITYJILCUBHEIM IIOBeIeHMEeM WJIU
3aBUCHMOCTBIO OT TICHMXOAKTHBHEX BeNeCTRBa.

11. OdapMalleBTHMUECKAad KOMIIO3UMLIMA IO JodoMy M3 nOmn.l-4 o4
IpMMeHeHMs B crocobe JiedeHUMSd YMEPEHHOTO KOTHUMTMBHOTO HapPYIMeHUS Yy
HYXIAKIEeTOCsS B BTOM UYeJIOBEKaA.

12. dapMalleBTUUECKAA KOMIIOBULIM A jgfe) nm.11, B KOTOpOM
YyMepeHHOe KOTHMTMBHOE HapylleHMe OpelcTaBJigeT coboM aMHeCcTHUUecKoe
YMepeHHOe KOTHUTMBHOE HapylleHMte.

13. JdapmalepTHMUecKasd KOMIO3UUMA I[IO0 JiOOOMYy M3 HiI.l-4 nom4a
IpMMeHeHMss B crocobe 3aMelJIeHMSa IPOTPeCcCCHUpOBaHMA YMEPEHHOTO
KOTHUTUBHOTO HapPYIIEHMS Yy UYEJIOBEKA, HYXIAKIETOCS B BTOM.

14. dapmMalLerTUUECKAA KOMIIOBULIM A infe) .13, B KOTOpOMn
YMEepeHHOe KOTHMTMBHOE HapylleHMe IIpelcTaBJigeT coBoM aMHeCTHUUecKoe
JIeTKOe KOTHUTUBHOE HapylleHUE.

[To moBepeHHOCTH
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