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OIIMCAHUE U30BPETEHUA
2420-570228EA/55
CITIOCOBBI 1 KOMIIO3UIUMA JUUIA JJEYEHUS CUHAPOMA OBCTPYKTHBHOTI'O
AITHOY, BOSHUKAIOILIEI'O BO CHE

IMPUTA3SAHUE HA TTPUOPUTET

B oT10i1 3asBKe HcIIpalinBaeTCss MPUOPUTET NpeABaApUTENbHOI 3asBku Ha nateHT CIIIA Ne
62/803223, mnomanHoW 8 ¢espans 2019 roga. [TonHoe conmepskaHue 3TOH 3asBKU BKIIIOYEHO B
HacTosIIIee N300peTeHNe Iy TEM CChIIIKU Ha Hee.

HNCCIIEJOBAHUE NJin PA3PABOTKA, OMHAHCHUPYEMAA us3
OEJEPAJIBHOI'O BIOJDKETA

310 n300peTeHne OBIIIO CO3IAaHO MPU rOCYJaPCTBEHHOH noanepkke B popme rpaHToB Ne
HL102321 wu Ne HLO095491, mnpemocraBieHHblXx  HanuoHaNIbHBIMM ~ HUHCTHUTYTaMH
3npaBooxpanenus. ['ocyjapcTBo obnanaeT onpeneneHHbIMU IIpaBaMU Ha 3TO U300peTeHue.

OBJIACTb TEXHUKH, K KOTOPOM OTHOCUTCA U30BPETEHUE

Hacrosimmee n3o0pereHre OCHOBaHO, MOMHMO BCErO NPOYEro, MO MeHbILIeH Mepe, Ha
CO3JJaHUU CIIOCOOOB M KOMIO3ULMH I JIEY€HHsI COCTOSIHUH, aCCOLIMUPOBAHHBIX CO CHACHUEM
CTEHOK (hbapUHIeaNIbHbIX JbIXaTEIbHBIX MyTEH B TOT MOMEHT BPEMEHH, KOrJa CyOBbEeKT HAXOAUTCS
B HEMOJHOCTBIO CO3HAaTEJIbHOM COCTOSIHUM, HAalpuMep, B COCTOSIHUM CHHAPOMA AaIlHO?,
BO3HUKAIOIIETO MPH Xpare U BO CHE, BKJIIOYAIOUINX BBEJEHHE MHIHMOMTOpa OOpaTHOrO 3axBaTa
HopanpeHnaianHa (NRI) u CHOTBOpPHOrO cpencTBa, He OOJIAQNAOLIEr0 MHOPEIAKCUPYIOIIUM
AecTBrUEM, WK OOpaTHOTO aroHKMCTa Wik antaronucra S-HT2A.

YPOBEHb TEXHUKHN

Cunppom obctpyktuBHOoro amHod BO cHe (OSA) mnpencraBnsier cobod  4acTo
BcTpeuaromeecs: Hapyiienue (Young et al., Am J Respir Crit Care Med 2002;165:1217-39),
00yCIIOBIIEHHOE CTIaICHUEM CTEHOK (hapUHT€ATbHBIX bIXaTEIBHOTO BO3IYyXOBOJA BO BPEMsI CHA.
OSA MOxeT NpUBOAUTH K CEPbE3HBIM MOCIEACTBUSAM JJIsl 30POBBSI.

CYHIECTBO U30BPETEHUA

Hacrosimee nzoOpereHne OCHOBAHO Ha BBEACHUH HOPAAPEHEPTHYECKUX JIEKAPCTBEHHBIX
CPEACTB M CHOTBOPHBIX JIEKAPCTBEHHBIX CPEICTB, HE OOJAAAIMUX MHOPENAKCUPYIOIIUM
AefCcTBUEM, JUIS MTOBBILICHUS] aKTUBHOCTH (DapHHI€aIbHBIX MBIIIL] Y CISIIIUX JFOACH U CHIKSHHUS
CTENEeHU TSKECTU CUHIPOMA alHO3, BO3HUKAIOIIEro IPU Xpare U BO CHE, HallpuMep, y MallMeHTOB
C CHHAPOMOM OOCTpYKTUBHOTO anHO3 BO cHE (OSA).

ITosToMy, B H300peTeHMM TpENJararoTCsi CHOCOOBI JIeYeHUs CyOBEKTa, HMEOLIETo
COCTOSIHME, AaCCOLMHPOBAHHOE CO CIAJeHHEeM CTEHOK (DapUHTEATbHOTO JIbIXaTEeIbHOrO
BO3yXOBOJAa B TOT MOMEHT BPEMEHH, KOTa CyOBEKT HAXOAUTCSI B HETIOJHOCTBIO CO3HATEIbHOM
coctostHuU. Crioco0Bl BKIFOYAKOT BBEACHUE CYOBEKTY, HYXKAAOIEMYCS B 3TOM, 3P PEeKTHBHOTO
konmdecTBa (1) mHrumbOmropa oOparHoro 3axBara HopaapeHamuHa (NRI) u (ii)) cHOTBOpHOrO
CpeACTBa, He 00JIafaroliero MHOPEIAKCUPYIOINM ASHCTBUEM, W/HIN 0OpPaTHOrO aroHUCTA WIIH
antaronucra 5-HT2A.

B  HekoTOpRIX BapuaHTaX OCYLIECTBIEHHs, WHIUOMTOp OOpaTHOro  3axBaTa



HopaapeHnaiguaa (NRI) mpencraBnsier coOOH CeIeKTHUBHBIM HHTUOWTOP OOpAaTHOTO 3axBaTa
HopanpenanuHa (NSRI), nanpumep, NSRI, BbIOpaHHBIN U3 TPYIIIBI, COCTOSIIEH M3 aMENaliHa,
atomokcetuHa, CP-39332, nanmenanuna, 53IMBOKCETHMHA, SCpeOOKCETHWHA, JIOPTATAMHHA,
HHU30KCETHHA, peOOKCETHHA, TAJIONpama, TAJICYIpaMa, TAaHAaMUHA H BUJIOKCA3HHA.

B  HekoTOppIX BapuaHTaX OCYILIECTBIEHHs, WHIUOMTOp OOpaTHOro  3axBaTa
Hopaapenaiauaa (NRI) mpencraBnsier coOoli HeCeNeKTHBHBIH HHTHOWTOP OOpaTHOrO 3axBaTa
HopanpenannHa (NNRI), wanpumep, NNRIL, BbiOpaHHBII U3 Trpymmbl, cocTosImed U3
aAMHUTPUNTUJIMHA, aMOKCanuHa, OynpoNnMoHa, MUKIA3UHAONA, AE3UNpPaMHUHa, JecBeHIa(paKkCHHa,
nexcMmeTuiadenuaara, OU3TUIIIPOINHNOHA, JOKCENHHA, Ny JIOKCETHHA, MMUIIPAMUHA,
JEeBOMWJIHALIUIIPAHa, MaHU(pAKCHHA, MaNpoTWIMHA, MeTWwi(eHuaara, MUIHALUMIPAHA,
He]a3010Ha, HOPTPUNTUIINHA, PEeHAUMETpa3uHa, GeHMEeTpa3HHa, IPOTPUNTUIINHA, pajadaKkcHHa,
TANeHTa0Ja, TeHUJIOKCAa31Ha 1 BeHIadakcuHa.

B  HexkoTOprRIX BapuaHTaX OCYLIECTBIEHMs, WHIUOMTOp OOpaTHOro  3axBaTa
HopaapeHanuHa (NRI) BBIOMPAIOT U3 rpyMIibl, COCTOSAIIEH H3 AaTOMOKCETHHA U PeOOKCETHHA.

B HexoTOpBIX BapuaHTaXx OCYLIECTBJIEHHs, WHTHOMTOp OOpaTHOro  3axBara
HopanpeHannHa (NRI) npencraBmsier coOoil aTOMOKCETHH, W, B KOHKDPETHBIX BapHaHTaX
OCYLLIECTBJICHHUS, 1034 aTOMOKceTuHa coctasiisieT 20-100 mr, Hanpumep, 25-75 mr.

B HekoTOpBIX BapHaHTAaX OCYINECTBJEHMS, CHOTBOPHOE CPEIACTBO, He obianaroinee
MHOPEIAKCUPYIOIINM JefiCTBUEeM, MpeAcTaBisieT co0oil OeH301Ma3ennHOBOe CHOTBOPHOE
CPeICTBO, HANIPUMED, TeMasenam, OpoTu3oiIaM, ¢uypaszenam, HUTpa3enam WiH TPUA30JaM; WIN
HeOEH30IMa3eMMTHOBOEe CHOTBOPHOE CPEICTBO, HAMPHUMEP, LUKJIOMUPPOJIOHOBOE JIEKAPCTBEHHOE
CPEACTBO, HANpUMeEp, 3O0JIMUJAEM, 30MUKJIOH WIM 3C30MUKIOH, CTEPEOM30OMEpP 3OIUKIIOHA,
rabamneHTuH; TPa3onoH; NU(EHTUAPAMIH, CYBOPEKCAHT; TACUMENITEOH, PAMEJITEOH;, arOMeJIaThH,
TOKCETIVH, 3aJIeTIJIOH; JOKCHJIAMUH, OKCHOAT HATPUS WU THATAOUH.

B HekoTophIX BapuaHTax OCylecTBIeHHs, oOpaTHelii aroHucT 5S-HT2A mnpencrasnsier
coboii  AC-90179, keraHCepuH, HEJIOTAHCEPHH, OSIUIMBAHCEPHH, IHUMABAHCEPUH WU
BOJIMHAHCEpWH; wWiu aHtaroHuct S-HT2A mnpencrasisier coOOH Tpa3omoH, MHUPTA3allvH,
KETAHCEPHH, KJIO3alWH, OJIaH3alMH, KBETHAIMH, PUCIEPHUIOH, WIONEPUIOH, IEPOCIIHUPOH,
azeHanuH, HedaszonoH, MDL-100907, wunporentanus, nusotuden, LY-367265, 2-ankun-4-
apUI-TEeTPArUAPO-TTUPUMHUA0-A3ETIHHBL, TaJONEPUION, XJIOPIPOMA3HH, TUAPOKCH3UH (aTapaxc),
5-MeO-NBpBrT unu Huanpasus. B HeKOTOpbIX BapUaHTax OCyLeCTBJIeHMs, aHTaroHucT S-HT2A
NPEACTaBIsIeT COOOM KETAHCEPHH, MIIOTIEPHIOH, IEPOCITUPOH, PUCTIEPUAOH HITH He(a30/I0H.

B HeKkoTOpBIX BapWaHTaX OCYILIECTBJICHUs], OOPATHBIN arOHUCT WK aHTaroHucT S-HT2A
npencTaBisieT coOOW MUMaBaHCEPWH, BBOAWMBIN, NPEANOYTUTENHbHO, B 103e 20-40 wr,
MPEANOYTUTENBHO, 34 MT.

B HekoTOpBIX BapuaHTaX OCYIIECTBIEHHs, CHOTBOPHOE CPEICTBO, He olOnamaroriee
MHUOPEJIAKCUPYIOLIIM NeHCTBUEM, WIH OOPAaTHBIN arOHKUCT Wik aHTaroHucT S-HT2A Haxonutcs B
JEKapCTBEHHOH (hOpMe C HEMEIJICHHBIM BBICBOOOKICHUEM.

B HekoTOphIX BapuaHTaX OCYILIECTBIIEHHs, CHOTBOPHOE CPEIACTBO, He olnamaroriee

MHUOPEJIAKCUPYIOLIIM IeHCTBUEM, WIH OOPATHBIN arOHKUCT Wik aHTaroHucT S-HT2A Haxonutcs B



JIEKapCTBEHHOH (POpMeE C MPOJIOHTMPOBAHHBIM BBICBOOOIKICHUEM.

B HekoTOpBIX BapuaHTaX OCYILIECTBIEHHs, CHOTBOPHOE CPEIACTBO, He olnamaromiee
MHUOPENAKCUPYIOIINUM JeHCTBUEM, MPEACTABISsIET COOOH 30/IMUAeM, U, B KOHKPETHBIX BapUAHTax
OCYILECTBJICHHUs], 1032 30JMUAEeMa CocTaBsieT 2-12.5 mr.

B HekoTOpbIX BapuaHTax OCYIIECTBIIEHHSI, 30JITHIEM HAXOAUTCS B JIEKAPCTBEHHOH opme
C HEMEJIEHHBIM BBICBOOOKACHNEM, HAaNpuMep, B 103e 2-10 mr.

B HekoTOpbIX BapuaHTaxX OCYIIECTBIIEHHs], 30JITHIEM HAXOAUTCS B JIEKAPCTBEHHOH popme
C TIPOJIOHTMPOBAHHBIM BBICBOOOKICHHEM, HATIpUMeEp, B 103e 5-12,5 mr.

B HEexkoTOpBIX BapmaHTax OCYLIECTBIECHHUs, 3a00J€BaHNE WM HapyIIEHHE MPEICTaBISAET
co0oli CMHAPOM OOCTPYKTUBHOIO alHO? BO cHe (Hampumep, BenuunHa AHI>10 cinygaes B vac)
WM OOBIYHBIN Xpart.

B HexkoTOpbIX BapHaHTaX OCYLIECTBJIECHUs, HEMOJHOCTBIO CO3HATENIbHOE COCTOSIHUE
NpeACTaBisieT COOOH COH.

B HexoTOpBIX BapuaHTax OCYLIECTBJICHHs, HWHTHOMTOp OOpaTHOro  3axBara
HopanpeHamnHa (NRI) u cHoTBOpHOEe cpencTBo, He oOJjagarolee MHOPETAKCHPYHOIUM
AelCTBHEM, BBOIAT B (hOPME OJHOI KOMITO3ULIUH.

B HexoTOpBIX BapuaHTaXx OCYLIECTBJIEHHs, HWHTHOMTOp OOpaTHOro  3axBara
HopanpenaiarHa (NRI) u oOparHeiii aronuct win antaronuct S-HT2A BBOIST B hopme OHOM U
TOH 7K€ KOMIIO3ULMH.

B HekoTOphIX BapwaHTaxX OCYLIECTBICHMs, (OpMa ONHOM W TOW K€ KOMIIO3ULIUH
npenacTasisieT codoi Gopmy IJIs MEPOPaNbHOTO BBEIEHUS.

B HekoTOphIX BapuaHTAaX OCYLIECTBIEHHs, (GopMa il TEePOPANbHOTO BBEIEHHS
NpPEACTaBIsIET COOOM CHPOTL, HJTFOIIO, TaOJIETKY, MACTHIIKY MJTH KaICyJIy.

B HekoTOpBIX BapuaHTax OCyIIeCTBIeHUs, (HopMa OTHOW U TOH K€ KOMITO3ULIUU
NpeACTaBIsieT cCo00M hopMy AJIS TPAHCAEPMATBHOTO BBEIEHHS], HATIPUMED, IIACThIPb.

Kpome Toro, B wu300pereHMH mnpeanararoTcsi (papMaleBTHYECKHE KOMIO3HILINY,
BKrouaromue (i) wHruburop obOpatHoro 3axsata HopanpenamuHa (NRI) (ii) cHoTBOpHOE
CpencTBO, He O0Jianaroinee MHOPEAKCUPYIOIUM IeWCTBUEM, W/UIN OOpaTHBIA arOHHCT WU
anraronuct S-HT2A, u (iii) papManeBTHYECKN PUEMIIEMBIH HOCUTEIIb.

B  HekoTOpRIX BapuaHTaX OCYLIECTBIEHHs, WHTHOMTOp OOpaTHOro  3axBaTa
HopaapeHaiguaa (NRI) mpencrabnser coOOH CeIeKTHUBHBIM HHTUOWTOP OOpAaTHOTO 3axBaTa
HopanpenannHa (NSRI), Hanpumep, BbIOpaHHBI W3 TPYIIBL, COCTOSIIEH W3 aMemalliHa,
atomokcetuHa, CP-39332, namenanwna, SIMBOKCETHHA, JSCpeOOKCETHHA, JIOPTATAMUHA,
HHU30KCETHHA, peOOKCETHHA, TaJoNpaMa, TaJICYNpaMa, TAaHJAMHHA U BUJIOKCA3HHA. B HEKOTOpPBIX
BapHAHTAX OCYLIECTBJICHUS, MHTHOUTOp oOpaTHOro 3axBaTta HopaapenanuHa (NRI) npencrasnser
co0oli HeCeNeKTUBHBIM MHIHOUTOp oOpaTHOro 3axsata HopaapeHaianHa (NNRI), BeiOpaHHbIH 13
IPYNIIBI, COCTOALIEH W3 AMUTPUNTHIMHA, AaMOKCAlHMHA, OYyNpPONHOHA, IHKJIA3MHAOMNA,
Ie3unpamMuHa, JaecBeHnadakCcuHa, JAeKcMeTwi(heHuaaTa, OUITWINPONUOHA, JOKCEIHHa,
IyJIOKCETHHA, UMHIIPAMUHA, JIEBOMITHALIMIIPAHA, MaHH(paKcHHa, ManpOTHIINHA,

MeTmiapeHnaaTa, — MIJTHAUMIpaHa,  He(da3omoHa,  HOPTPUNTWIMHA,  (PEeHOUMETpashHa,



(deHMeTpa3uHa, TPOTPUNTIIIMHA, panadakChHa, TarmeHTaaoda (HYyLUUHTHI), TEHHJIOKCA3WHA
(MyuenaHa, MeTaToHa) U BeHadakcuHa.

B  HekoTOpRIX BapuaHTaX OCYLIECTBIEHHs, WHIUOMTOp OOpaTHOro  3axBaTa
HopaapeHaraa (NRI) BBIOHpAIOT U3 TPYIIIBI, COCTOSIIIEH U3 aTOMOKCETHHA U peOOKCEeTHHA.

B  HekoTOppIX BapuaHTaX OCYILIECTBIEHHs, WHIUOMTOp OOpaTHOro  3axBaTa
HopanpenannHa (NRI) mpexncraBisier coOOH aTOMOKCETHH, W, B KOHKPETHBIX BapHUaHTax
OCYILECTBJICHHUs], 1032 aTOMOKceTHHa cocTasisieT 20-100 mr.

B HexkoTOpBIX BapuaHTax OCYILIECTBIIEHHs, CHOTBOPHOE CPEICTBO, He olbnamaromiee
MHUOPENaKCUPYIOIUM JefCTBUEM, TMpeACTaBiasieT co0ol OeH301Ma3enuHOBOE CHOTBOPHOE
CPeICTBO, HAPUMED, TeMasenam, OpoTuzoiaM, ¢uypasenam, HUTpa3enam Wik TPUa3oiaM; WIN
HeOEH30/1Ma3eMMHOBOE CHOTBOPHOE CPENCTBO, HANPHUMED, LUKIOMUPPOJIOHOBOE JIEKaPCTBEHHOE
CPEeICTBO, NMPEANOYTUTENILHO BBIOPAHHOE U3 I'PYMIIbL, COCTOSINEH M3 30JIMAeMa, 30MUKIOHA U
9C30MMKIIOHA; TabaneHTHH; TPa3010H;, AM(PEHTUPaMIUH;, CYBOPEKCAHT, TACUMENITEOH, PAMENTEOH,
aroMeJaTHH; JTOKCEIUH; 3aJIeTUIOH; JOKCUJIAMHH, OKCHOAT HATpUsl MK THarabuH. B HeKoTOphIX
BapUAHTAX OCYINECTBJIEHUS, CHOTBOPHOE CPEACTBO, He OO0Jajaroliee MHOPETAKCHPYIOIUM
AEWCTBHEM, HAXOIUTCS B JIEKAPCTBEHHOW (OpME C HEMEIUIEHHBIM BbICBOOOXKAEHHEeM. B
HEKOTOPbIX  BAapHAHTaxX  OCYINECTBJEHMS, CHOTBOPHOE CpEACTBO, He obianaroinee
MHOPEIAKCUPYIOLINM AEHCTBUEM, HAXOAMTCS B JIEKAPCTBEHHOW (popMe ¢ MPOJOHTHPOBAHHBIM
BBICBOOOK/IEHHEM.

B HekoTOpBIX BapHaHTaX OCYINECTBJIEHMS, CHOTBOPHOE CPEICTBO, He obiajnaroinee
MHUOPENAKCUPYIOIIUM JEeHCTBHEM, MPencTaBisieT coOoil 3ommuaeM. B HEKOTOpBIX BapuUaHTax
OCYIIECTBJICHUsI, 3OJITUAEM HAXOOUTCS B JIEKApCTBEHHOH (opMe ¢ HEMeIJIEeHHBbIM
BbICBOOOXKIEHHEeM, Hampumep, B ao3e 2-10 mr. B HeKoTOpbhIX BapHaHTaxX OCYLIECTBIICHHS,
30JIMUAEM HAXOOUTCS B JIEKAPCTBEHHOH (hOpMe C TMPOJOHTMPOBAHHBIM BBICBOOOMKICHUEM,
Harpumep, B 103e 5-12,5 mr.

B HekoTophIX BapuaHTax OCylecTBIeHHs, oOpaTHelii aroHuct 5S-HT2A mnpencrasnsier
coboii  AC-90179, keraHCepuH, HEJIOTAHCEPHH, OSIUIMBAHCEPHH, MHUMABAHCEPUH WU
BOJIMHaHCepHH; WK aroHucT S-HT2A npencrasinsier coOoi Tpa3o0H, MUPTA3aNH, KETAHCEPHH,
KJIO3alMH, OJIaH3alMH, KBETHANMWH, PUCIEPUIOH, WIONEPUAOH, MEPOCHUPOH, a3€HaIluH,
HedaszonoH, MDL-100907, munporentanun, mm3otudern, LY-367265, 2-ankun-4-apui-
TETPAruIpO-NUPUMHAO-a3€NIHHBIL, TAJONEPUIOJ, XJOPIPOMAa3HUH, TUAPOKCH3UH (aTapakc), S-
MeO-NBpBrT unu HuanpasuH. B HeKoTOpbIX BapuaHTax ocyllecTBieHus, aroHuct 5-HT2A
NpEeACTaBIsieT COOOM KETAHCEPHH, HIIOTIEPHUIOH, IEPOCITUPOH, PUCTIEPUAOH HITH He(a30/I0H.

B HekoTOpBIX BapWaHTaxX OCYLIECTBJICHUS], OOPATHBIN arOHUCT WK aHTaroHucT S-HT2A
NpEeACTaBIsieT COOOW NMUMAaBaHCEPHH, MPUCYTCTBYOMA B noze 20-40 mr wmm 30-40 wr,
MPEANOUYTUTEIBHO, 34 MT.

Kpome Toro, mpeniararorcsi OnucaHHblE B W300PETEHUH KOMITO3ULMH TS TPUMEHEHHSI
NpU JIeYeHHH CyOBEeKTa, HMMEIOIIEero COCTOSIHHE, ACCOLMMPOBAHHOE CO CMAJCHHEM CTEHOK
(bapuHrea bHBIX IbIXaTENbHBIX IyTE€H B TOT MOMEHT BPEMEHH, KOrha CyOBEKT HaxXOOUTCS B

HEIIOJHOCTBIO CO3HATEJIPHOM COCTOSTHUH. B HEKOTOPBIX BaApHUAHTAX OCYIIECTBIICHUA, 3a00JeBaHNe



WM HAapyIIeHHE MPeNCTaBisieT COOOW CUHAPOM OOCTPYKTHBHOTO AITHOD BO CHE WUIM OOBIYHBIN
xparn. B HeKoTOpbIX BapmaHTaxX OCYINECTBJICHUs, 3a00JeBaHNE WM HApyIIEHHE IMPEICTABISIET
co00i1 CMHIPOM OOCTPYKTHUBHOT'O aITHOS BO CHE.

B HekoTOphIX BapuaHTaX OCYINECTBJICHHs, HETOJHOCTBIO CO3HATENbHOE COCTOSHUE
NpPEeACTaBIsieT COOOM COH.

B  HexkoTOppIX BapuaHTaX OCYLIECTBIEHHs, WHIUOMTOp OOpaTHOro  3axBaTa
HopaapeHamnaa (NRI) u CHOTBOpHOe cCpeAcTBO, He OOJaparoInee MHOPETAKCUPYIOMUM
neicTBUeM, BBOAAT B JOpMeE OHOM U TOH jk€ KOMITO3ULIHH.

B HekoTOpBIX BapWaHTax OCYLIECTBIEHMs, (opMa ONHOM M TOH K€ KOMIIO3ULIUH
npencTasisier co0oi GopMy IS MepOPabHOTO BBEIEHUSI.

B HexkoTopeIX BapmaHTaX OCyLIECTBIEHMs, (GopMa MAJsi NEepOPAIbHOTO BBEIEHHS
NpeACTaBIsieT COOOM MUITIOIIIO, TAONETKY, MACTUIIKY HIIH KaTCyJly.

Kpome Toro, B wu300pereHuMH mpeqjiararoTcs HWHrUOUTOp OOpaTHOro 3axBaTa
HopanpeHannHa (NRI) u cHOTBOpHOe cpencrBo, He oOjamaroliee MHUOPETAKCHPYIOIUM
nelcTBreM, W/uiau OOpaTHBIA arOHUCT WK aHTaroHUCT 5-HT2A s npuMeHeHus npu JIeYeHNu
cyObeKTa, MMEIIEr0 COCTOSIHUE, ACCOLMMPOBAHHOE CO CHNAACHUEM CTEHOK (hapHUHIeasbHOro
ABIXaTEeIBHOTO BO3AYXOBOAA B TOT MOMEHT BPEMEHH, KOT/ia CyObEKT HAXOANUTCS B HEMOJIHOCTBIO
CO3HATEJIbHOM COCTOSIHUU.

Kpowme toro, B n3o0pereHnn npemiararoTcs papManeBTHUeCKie HaOOpbI, BKIFOUAIOIINE
(1) uarubuTop obOpaTHOro 3axmata HopaapeHamuHa (NRI) u (ii) CHOTBOpHOE CpEncTBO, HE
o0Jamaroinee MUOPETAKCUPYIOLINM JEUCTBUEM, /WM OOpaTHBIM arOHUCT WM AHTArOHUCT S-
HT2A, nHanpumep, s NMpUMEHEHHs B OMHUCAHHOM B M300peTeHHH criocole, Harpumep, s
JeyeHuss CyOBEeKTa, HMEIOLEro COCTOSIHHE, AaCCOLMHUPOBAHHOE CO CIHAJICHUEM CTEHOK
(bapUHrea bHOrO ABIXaTEIHHOTO BO3AYXOBOA B TOT MOMEHT BPEMEHH, KOTr/ia CyObeKT HAXOAUTCS
B HEIMOJHOCTBIO CO3HATEJIBHOM COCTOSIHMU. PapMalneBTHYECKHid HAOOp MOXKET BKIIKOYATb,
HampuMep, pasnaeNbHble (hapMalleBTHUECKHE KOMIIO3ULMKU JIFOOOr0 H3 HWHIWBHUIYAJbHBIX
JIEKapCTBEHHBIX CPEICTB, 3asBJIEHHBIX B N300peTeHNH, ¢ (papMaLeBTHUECKU IPUEMIIEMOM COJIBIO
WA HOCUTEJIEM, TIe YKa3aHHbIA HAOOp MOKET ComepkaTh (a) pa3iebHble iU 00Imue GpaKoHbI
WK YIAaKOBKH, TMOTEHIHATBHO TMO3BOJISIONINE OCYINECTBISTh pasneibHoe nosuposanue, u (b)
HeoO0s13aTeNIbHO, HHCTPYKLUH 110 MPUMEHEHUIO Habopa.

Ecnu He yka3zaHO MHOE, TO BCE HCIOJIB3yEeMble B M300PETEHNH TEXHUYECKUE W HAayYHbIE
TEPMHHBI UMEIOT TO K€ 3HAUYEHHUE, KOTOPOE SIBJIETCS] OOIIENIPUHATHIM JUIA JIFOOOTO0 OOBIYHOTO
crienMaiucTa B 00JlaCTH, K KOTOPOW OTHOCHUTCS 3TO M300pereHue. B m3o0pereHunn ommcaHbl
CHOCOOBI M MaTepHAJIbl JIsl IPUMEHEHHsI B HACTOSALIEM M300pETEHUH, HO B U300PETEHUH MOTYT
TaK)Ke MPUMEHSTbCS W JApyTrHe MOOXOMsIINe CIocOObl M MaTepualibl, M3BECTHbIE B IaHHOMN
obxnactu. Ilpeanonaraercs, YTO MaTepUabl, CIOCOOBI M IPUMEPHI MTPUBOASITCS TOJIBKO C LENBIO
WIIFOCTPALlMM, ¥ OHM HUKOMM 00pa3oM He OrpaHM4YMBAIOT HacTosimee u3oOpereHue. IlomHoe
collepKaHie BCEX YIOMSIHYTBIX B H300peTeHHM MyOJMKalui, 3asBOK Ha MATEHTbI, MaTE€HTOB,
MOCJIEIOBATEIbHOCTEH, 3HAYeHWH B 0Oa3e MOAHHBIX M JAPYTHX JIHTEPATYPHBIX HCTOYHHUKOB

BKJIIOUC€HO B HACTOAIIECC I/1306peTeHI/Ie nyTéM CCBUIKM Ha HUX. B Cllyda€ BO3HUKHOBCHUA



NPOTHBOPEYHH, OMHUCAHWE HACTOSINEr0o M300pPETeHHs, BKIIIOYAsl ONpeneNeHus, OyAaer HMeThb
NPEUMY LIIECTBEHHYIO CHITY.

Jlpyrue xapakTepHble YepThl M TNPEHMYINecTBa H300peTeHusi OyayT SIBCTBOBATh W3
NPUBOIUMBIX Jajiee NOAPOOHOro oOmucaHuss M (Quryp, a TaKke H3 NYHKTOB (HOPMYJIBI
n300peTeHus.

OIMMCAHMUE YEPTEXEM

OUI'YPA 1. I'papudeckas mumocTpauuss OOCTPYKTUBHOrO amHO3. BepxHss kpusas
npencrasisier coboit asnektposnunedanorpammy (EEG) Bo Bpemsi cha. Crepyromasi kpusas
XapaKkTepu3yeT BO3AYLIHbIN MOTOK. Crenyromue TP KPUBbIE XapaKTEPU3YIOT YCUIINE JIbIXaHHS
3a CYeT ABW)KEHUI IPyAHOHN KJIETKH M JKMBOTA U M3MEHEHHUs 330(areajbHOrO JaBJIEHUS, BCE
BMECTE OTpa’kasi COKpalIeHNe IbIXaTeabHbIX MbIL. [locnenHsist KpuBast MOKa3bIBAET HACBILICHNE
OKCHIeéMOTJIOOHHa.

OUI'YPA 2. Tonpko omuH aToMOKCeTHH (Ato) M TompkO oauH OKCHOyTHHUH (Oxy)
CHCTEMaTHUECKH He CHIKAJIH TSDKECTH CHHAPOMAa OOCTPYKTHBHOTO aITHO3 BO CHE (MHIEKC arHOod-
runonnHo3, AHI). B ornuuume oT 3TOro, mpu COBMECTHOM NPUMEHEHMH 3TU JIEKaPCTBEHHbIE
CPeACTBA OKa3bIBAIM CHJIbHOE BO3AeWcTBHE. benble nMHUM 00O3HAYAIOT CpeaHHEe 3HAYCHUS,
IPSIMOYTOJIBHUKY 0003Ha4ar0T 95% NOBEpUTENbHBIA HHTEPBAI.

OUT'YPA 3A-3B. ATOMOKCETMH IO3BOJISIET AOCTHIaTh OONbIIEH YaCTH yJIyYIIEHHS
npixaHus. JlpIxaHwe U3Mepsuld B TEYEHHE 'MAaCCHBHOTO COCTOsHMA" (KOrma akTHBHOCTH
ABIXaTEeJIBHOTO LIEHTpa ONM3Ka K HOPMAJbHOMY YPOBHIO JABIXaHMS, U MBILIIbI-PACIIUPUTEIH
BEPXHHUX JIbIXaTeJbHBIX MyTeH OTHOCUTEJIbHO pacciabieHbl, 3A) M B TeueHHE "aKTUBHBIX
COCTOSIHUI" (KOTIa aKTUBHOCTbD ABIXATEJILHOTO IIEHTpa OJIM3Ka K MOPOry BO30Y KIASHHSI, U MbILILIbI
BEPXHHX AbIXATEJbHBIX MyTeM OJIU3KH K MAKCHMaJIbHO BO3MOXKHOH aKTHUBALIMU BO BpeMsi CHa, 3B).
Vpassive 0OBIMHO NMPUHUMAIOT B Ka4€CTBE MEPhI CMAAaeMOCTH BEPXHHUX JIbIXaTEJbHBIX MyTEH.
[ToBpenue Vactive OT aTOMOKCETHMHa IO ato-OXy ObUIO OOYCIIOBJICHO, TO-BHIUMOMY,
NOBBIIIEHUEM TIopora Bo30yskaeHus: (OoJblle BPeMEHH MPEeNOCTaBJLIOCh BO BpeMsl CHa IS
MOOMJIM3ALIUH MBIIIL), & HE AEHCTBUEM OKCHOYTHHUHA.

OUI'YPA 4. Usmenenne nopora Bo30y>KIEHHsST OTHOCUTENBHO IUIane0o MpU BBEIEHHU
aTOMOKceTHHa (ato), okcOyTUHIHA (0XY) U KOMOMHALIUH JIEKAPCTBEHHBIX MPENapaToB (ato-oxy).
*p=0,03 oTHOCHTENBHO TUIALIE00 U OXY.

OUI'YPA 5A-B. Tlocne nHAyLIMPOBAHUS PEAKIIMHM AKTHBALUU MOAOOPOIOYHO-SI3bIYHON
MBIIIIBI IyTEM TPAH3UTOPHOH OOCTPYKLUNN BEPXHHUX ABIXATENbHBIX MyTEH BO BPEMsI CHa, BPEMH,
B TEUEHHE KOTOPOTO AKTUBHOCTH MOAOOPOIOYHO-S3BIYHOM MBIIIIBI OCTABAIACH MOBBIIIEHHON
OTHOCHTEJIbHO UCXOTHOTO YPOBHSI, TIOCJIE TOTO KaK YIAJISII CTUMYJI, BBI3BIBAIOLINI OOCTPYKIIHIO,
Opu10 B 2 pasza Oombime BO Bpemsi memieHHoro cHa (SWS) mo cpaBHeHuro ¢ ¢a3oii cHa ¢
HeOBICTphIM nBIoKeHHEM rJ1a3 (NREM 2) (N2).

OUI'YPA 6. BiussHue koMOMHAIINN aTOMOKCETHH-TMMaBaHCcepuH (Ato-Pima) Ha cTeneHb
TSDKECTU CHHApPOMa oOCTpykTUBHOrO anmHod Bo cHe (OSA) (mHnmekc anmHo3-rumomnHo3, AHI), Ha
NOKa3aTesb CTENEeHN BO30YKISHHS, CIIaJaeMOCTh BEPXHHUX JbIXaTENIbHBIX MyTeH (IbIXaHHE NPU

HU3KOW aKTUBHOCTH JIbIXaTEBHOTO IIEHTpa, Vpassive) U mopor Bo30y KIeHUs.



ITOAPOBHOE OITMCAHUE M30BPETEHUA

VY mopeit oOmacte (hapUHreanpbHBIX ABIXATENBHBIX MMyTE€H HE HMEET KOCTHOH WIIH
XPALIEBON MOANEPKKH, M OHA MOANEPKUBAETCS B OTKPBITOM MOJIOKeHUH MblmaMu. Korna Bo
BpPEMsI CHA 3TH MBILILBI PACCIA0NSAIOTCS, TJIOTKA MOXKET CIaAaTh, YTO MPUBEAET K NMPEKPALIEHUIO
noctyriieHuss Bo3ayxa. Kak mokazaHo Ha ¢urype 1, npIxarenpHOE YCHIIME HPONOJIKAETCS U
YBEJIMYNBACTCS TNPU TONBITKE MPEOJONETh OOCTPYKLHIO, YTO MPOSIBJISETCS B YBEJIUYCHUH
aMIUTUTYABl Tiepernana 330¢areanbHOro AasieHus. [[BIDKEHUs] IpyJHOH KIETKH U OpIOLIHOTrO
npecca MPOUCXOISAT B MPOTHUBOIOIOKHOM HAIlPaBJIEHUH B Pe3yJIbTaTe COKpaIeHHus auadparmsl
OTHOCUTEJIbHO OKKJIFO3UPOBAHHBIX JbIXATENbHBIX MyTeH, BBIHYKIasi CTEHKY OPIOLIHOH MOIOCTH
pa3nyBaThCs, & CTEHKY I'PYIHON KJIETKH NPOrudaTbcsi BHYTPb.

VBenuyeHue yCWIMH TOpU  ABIXaHUM TNPUBOAMT K NPOOYKIAEHUIO OT CHa,
BU3yQIM3UPYEeMOMy Ha sjekTposHuedanorpamme (durypa 1), m B pe3ysbTaTe BbI3bIBAET
OTKPBITHE JIbIXATEbHBIX MyTeH M BO30OHOBIIEHHE HOPMAJIBHOTO AbIXaHUs. OTCYTCTBUE MOTOKA
BO3lyXa BO BPEMs aIlHO® BBI3BIBAET TAK)KE TI'MIIOKCHIO, O Y€M CBUIETENbCTBYET CHUKEHUE
HachlmeHus: okcuremornobuna (purypa 1). CreneHp TsKECTH CHHAPOMA OOBIMHO HU3MEPSIIOT C
UCTIOJIb30BaHUEM UHIEKCa anmHO3-runonHod (AHI), koTopblit mpeacrasisier coOOM B3sTOE BMECTE
CpeaHee KOJIMYEeCTBO CiTydaeB amHo)d (MpeKpalleHe IbIXaHus He Oojiee ueM Ha JIeCsSTh CeKyHI) U
THIIONTHO) (CHIKEHUE NOTOKA BO3yXa M HACBILIEHUS] KUCIOPOJOM), KOTOPBIE MIPOUCXOASAT BO CHE
B TeueHne daca. Cmotpure, Hanpumep, Ruehland et al., The new AASM criteria for scoring
hypopneas: Impact on the apnea hypopnea index. SLEEP 2009;32(2):150-157.

IIpu MCONB30BaHUM CTPOTOrO ONpPENEIeHUs] CHHAPOMAa OOCTPYKTUBHOTO AIHO3 BO CHE
(AHI>15 cnyuaeB B wac wnu AHI>S cnydaeB B 4ac mpu JHEBHOM CHE), MpeAnoyaraeMas
PacrpoCTPAaHEHHOCTb 3TOTO CHUHAPOMA COCTAaBJIAET NPUMEPHO 15 MPOLEHTOB y MyXYMH U 5
npoueHToB y >keHIMUH. [lo ouenkam, 30 munnnonos yenosek B CIIIA crpanmaroT cHHIpOMOM
obctpykruBHOro amHod BO cHe (OSA), U3 KOTOPBIX OKOJO 6 MHJUTMOHOB CJIy4aeB
nuarHoctupoBaHbl. Pacmpocrpanennocte OSA B CIIIA, mno-BuamMoMy, yBEITUYHBAETCS
BCJICZICTBHE CTApEHHsI HACEJICHUS] U POCTa YHCIa Ciy4yaeB okuperus. CUHAPOM OOCTPYKTHBHOTO
artHO? BO CHE COMNPSDKEH C OCHOBHBIMHU COIYTCTBYIOLIUMH 3200JIEBAHHAMU U SKOHOMHUYECKUMHU
3aTpaTtaMu, B TOM YHUCJIE€ C THIEPTOHHUEH, TuadeToM, CepAeuHO-COCYIUCTBIMH 3a00IeBaAHUSIMH,
JTOPOXKHO-TPAHCIIOPTHBIMU TIPOUCIIECTBUSIMH, HECUACTHBIMHU CIy4YasiMH Ha MPOHM3BOACTBE H
yCTaJIOCThIO/CHIKEHHEM POU3BOAUTENBHOCTH TpyAa. CmoTpute, Hanpumep, Young et al., WMJ
2009; 108:246; Peppard et al., Am J Epidemiol 2013; 177:1006.

B Hacrosimee Bpemsi OCHOBHOW JieueOHO-TTPOPMIAKTUYECKOH NPOLEAy POl SIBJISETCS
NoJ/iep’)KaHUe TIOCTOSIHHOTO TIOJIOKUTENIbHOTO JIaBJieHus1 B JbixarenbHbIX nyTsix (CPAP)
(Engleman and Wild, Sleep Med Rev 2003;7:81-99; Kribbs et al,, The American review of
respiratory disease 1993;147:887-95). IIpoBenenue 3Toil mponenyps! siBiseTcs: 3G(HEeKTUBHBIM
NPAaKTUYECKH Yy BCEX NALHMEHTOB, W NpUONM3NTENbHO 85% MalMeHTOB C MOCTaBJICHHBIM
IMAarHO30M TIOABEPTaIT 3TOH (popme seueHHs, HO COONIOEHHE MAlMeHTaMH IMPEANHCAHHOTO
pekuma Tepanuu sipisiercss Hu3kuM. [lanments! cunrator Tepanuto CPAP HenpusiTHOH 1 4acTo

HeniepeHocuMoi. [To menbineit mepe, 30% nauueHToB (10 80%) peryisipHO He COOMI0AAI0T PEXKUM



JIEUEHHs U, CJICZOBATENIbHO, HE TIONYYAIOT MOJIOKUTEIBHBIX Pe3yJbTaToB OT JedeHus (Weaver,
Proc Am Thorac Soc. 2008 Feb 15; 5 (2): 173-178). [ipyrue mMeTonbl JIeYeHUsI C IEPEMEHHOM
CTETEHBbIO JOCTH)KEHUS TMOJIOKUTEIBHOIO PE3yJbTaTa BKIOYAOT OpajbHBIE MPUCIOCOOJICHUS
(10%) u xupypruueckoe BMemarenabcTo (5%), HO OYEBHIHO, YTO HU OJIMH U3 HHUX HE SIBJISIETCS
3¢ deKkTUBHBIM TSI BCell momynisanun B nejoM. K HacTosmeMy BpeMeHH He ObLIO MPEACTaBICHO
IOKa3aTeNnbCTB 3P HEKTUBHOCTH (hapMaKOJIOTHIECKUX METOMIOB JICUSHHUSI.

Pe3ynbraTel moucka JeKapCTBEHHBIX NPENapaToB Ui aKTUBALMU (PapUHI€aIbHBIX MBILIL]
y CISIIUX JIOJeH pa3odyapoBbIBAIOT. Takue IJeKapCTBEHHBbIE CPENCTBA, KaK WHTHOMTOPHI
00paTHOro 3axBaTa CEPOTOHMHA, TPULMKINYECKHE aHTUIETIPECCAHTHI U CeNaTUBHBIE CPEACTBA,
BC€ OBIJIM WCTBITAHBI HA JIFOASX M MOKA3aJld CBOI HE3(PPEKTHBHOCTH MO CHIDKEHHIO CTETICHU
TSDKECTH CHUHAPOMAa OOCTPYKTHBHOrO amHO3 BO cHe. Ilpm mnpueme TOJIBKO OAHHUX
HOPaJIpeHEePruueCcKUX JIEKAPCTBEHHBIX CPENCTB, TAKMX KaK HWHIUOMTOpPHI OOpaTHOrO 3axBara
HOpaJpeHaJMHa, JAOCTUIAETCs JIMIIb HE3HAYUTEJIbHOE CHIKEHHME CTENEHH TSDKECTH CHHAPOMA
OOCTPYKTHBHOI'O aItHO3 BO CHE M TOJIBKO Y OTIENbHBIX naipeHToB. CMoTpure, Hanpumep, Proia
and Hudgel, Chest. 1991 Aug;100(2):416-21; Brownell et al., N Engl J Med 1982, 307: 1037-
1042; Sangal et al., Sleep Med. 2008 Jul;9(5):506-10. Epub 2007 Sep 27; Marshall et al., Sleep.
2008 Jun;31(6):824-31; Eckert et al., Clin Sci (Lond). 2011 Jun;120(12):505-14; Taranto-
Montemurro et al., Sleep. 2017 Feb 1; 40(2).

Tpuunkanyeckue antuaenpeccantsl nporpuntwiud (Brownell et al. N Engl J Med 1982;
307: 1037-1042; Smith et al. Am Rev Respir Dis 1983; 127: 8-139) u nesunpamun (Taranto-
Montemurro et al. Eur Respir J 2016 ; 48: 1340-135), a Takke CENEKTHBHBIH MHTHOUTOP
oOpaTHOro 3axBaTta HopaapeHai nHa atoMokceTuH (Bart Sangal et al. Sleep Med 2008; 9: 506-510)
BCe OBLIM UCTIBITAHBI HA MALUEHTaX C CHHAPOMOM OOCTPYKTHBHOTI'O AITHO3 BO CHE C IOCTHXKEHHEM
CKPOMHBIX TOJIOXKHUTEIBHBIX PE3YJIbTATOB MO CHIKEHHIO CTENEeHU TSIKECTH STOTO HAPYLICHHS.
Tpu paHAOMU3MPOBAHHBIX KOHTpOJUpYyeMbIx uccienoBanus (Brownell et al. 1982, cmorpure
YIOMSIHYTYIO BbIlie myonukanuo, Whyte et al. Sleep 1988; 11: 463-472; Hanzel et al. Chest 1991;
100: 416-421) u HECKOJIBKO HEIKCIIEpUMEHTAIbHBIX HcchenoBanuii (Smith et al. Supra; Conway
et al. Thorax 1982; 37: 49-53; Clark et al. Neurology 1979; 29: 1287-1292) oueHuBaiu BIUsSHUE
NPOTPUNTUIIMHA HA CTEMEHb TSDKECTH CUHAPOMa OOCTPYKTHBHOIO amHod BO cHe. Brownell ¢
coasropami (Brownell et al. 1982, cMoTpuTe yHOMSHYTYIO BBIIIE Ty OJIMKALIUIO ) HE OOHAPY KUITH
usMmenennii BenuunHbl AHI BO Bpemst cramuu cHa ¢ MemjieHHbIMU ABikeHusiMu ria3 (NREM)
nocne 4 Hedenb TEpaNUU € HUCHOJb30BAHMEM NPOTPUNTWIMHA B n03¢ 20 Mr B rpymnme us 5
CTPAAIOLINX OKHUPEHHEM MYKYHMH C TSDKEJIOW CTETeHbI0 CHHAPOMAa OOCTPYKTHUBHOTO alfHO3 BO
cHe. OHAKO Y MalMeHTOB HAOII0AAJIOCh YIyUIIEeHHE HACBILICHNSI KUCIOPOAOM U CHA B THEBHOE
BpEMs, YTO, CBUAETEIBCTBYET, MO MEHbBILIEH Mepe, O HEKOTOPOM IIOJIOKUTEJIbHOM BIIMSTHUN
JIEKapCTBEHHOTO CPEICTBA HA JBIXaHUE BO BpeMsi CHa. B IpyroM IBOMHOM ClIeToM UCCIIeIOBAaHUH
Whyte ¢ coaBropamm (Whyte et al. 1988, cmoTpuTe YyNOMSIHYTYIO BBILIE MyOIUKALHIO)
OOHapy kWM, 9TO BBeieHHe 20 MI IpOTPUNTUINHA B TeueHue 14 nHeil 10 manpieHTam co cpenneit
U TsDKeTon (PopMoii cMHAPOMa 0OCTPYKTUBHOTO aITHO3 BO CHE He u3MeHsuto BennunHy AHI B daze

cHa ¢ HeObicTpbiM aBmwkeHHeM T1a3 (NREM) y Bcex mauumeHTOB B Trpymme, HO



MEXUHANBHYaJbHAsI BApHaOeIbHOCTh B OTBET HA 3TO JIeUeHHe OblIa CyliecTBeHHO!. M HakoHer,
B OTKPBITOM 4-HENeNbHOM IMEPEKPECTHOM HCCIIENOBAHMU ¢ y4dacTueM 9 maumeHtoB, Hanzel c
coasropamu (Chest 1991; 100: 416-421) nokaszanu CTaTUCTUYECKH 3HAYMMOE CHIDKEHUE
BennuuHbl AHI Ha 42% 0T ucXOAHOro ypoBHs. DTHU B3sTble BMECTE Pe3yJIbTaThl UCCIIENOBAHUN
MO3BOJIIIOT MPEAIONOXKHUTh, YTO MPOTPUNTHIIMH MOXKET OBbITh IMOJIE3€H NMPH HUCIOJIb30BAHUU B
MOATPYIINE MALUEHTOB C CHHAPOMOM OOCTPYKTHBHOIO aIHO3 BO CHE, KOTOPBIX €Ile MPEACTOUT
UICHTU(PHUIIUPOBATD.

ITonoOHO mNPOTPUNTHIINHY, APYrodW TPULMKIWYECKUH Ipernapar, Ae3UIPaMUH, ObLI
NOABEPTHYT HCHBITAHUIO B IU1ale00-KOHTPOJIUPYEMOM JIBOMHOM CJIETIOM TEPEKPECTHOM
uccieoBaHny, nponospkasmemcs 1 Houb. OpHako y 14 McCIenOBaHHBIX TMALIMEHTOB ObUTH
NOJIyYEHbI pa3IUyarouecs pe3yabTaTel 1o cHwkeHuto senuunHbl AHI (Taranto-Montemurro et
al., 2016, cMoTpHuTe yNOMSIHYTYIO BbILIE IyOnnkaruro). HecMoTpst Ha TO, 4TO BIMsSHUE HAa CTETIEHb
TSDKECTU CHHIAPOMA OOCTPYKTHUBHOIO alTHO3 BO CHE Y BCEX HCIBITYEMbIX OBbUIO HE3HAYUTEIbHbIM,
TEM HEe MEHee, MAaILHeHThl IEMOHCTPUPOBAIM Oojiee HU3KYH CKJIOHHOCTb K CIAICHUIO
IBIXaTeJIbHbIX MyTel MpU NpueMe Ne3urnpaMuHa 1o cpaBHeHHIO ¢ manebo. bosiee Toro, aHamus
METOJIOM arlOCTEPUOPHBIX CPABHEHUH IMO3BOJIII BBIABUTH OATPYMITY NALUEHTOB C MUHUMAJIbHON
MBILIEYHON KOMIIEHCAIlMel B kayecTBe (DeHOTHUITA, KOTOPBIN JIyUllle BCEro MOANABAJICS JICYSHHUIO.
Kpome Toro, B uCHbITaHUH, NPOBEIEHHOM Ha HOPMAJIbHON KOHTPOJIBHOH IpymIe, AS3UIPaMHUH
NOBBIIIAJ AKTUBHOCTH MONOOPONOYHO-SI3BIUHON MBIIIIBI U CHIKAJ CIAJaeMOCTh BEPXHHX
I bIXaTeJIbHBIX IyTEH BO BPEMs CHA.

CenexkTHBHBI WHTUOMTOP OOpPATHOrO 3axBaTa HOPAAPEHAJIMHA ATOMOKCETHH ObLI
ucneitad Bart-Sangal ¢ coaBTopamu (2008, cMOTpuTe YHOMSHYTYIO BBIIIE MyOJIMKAIHIO) B
NPOCIIEKTUBHOM HE3KCIIEPUMEHTAJIbHOM HCCJIEAOBAHUHM 15 marmeHToB ¢ Jierkod Qopmoi
CHHIpOMa OOCTPYKTUBHOrO amHO3 BO cHe. [Ipemapar He yayuman Benmuunny AHI, Ho
3HAYUTEJbHO YJIyYIIad COH B JHeBHOE Bpemsi. Kak moka3aHo B JaHHOH myOJMKaIiK, BBEIEHUE
TOJIbKO OJTHOTO aTOMOKCETHHA HE yMEHbIIaJla CTeTNeHb TSHKECTH CHHAPOMA OOCTPYKTHBHOTO
artHO? BO CHE B BBIOOpKE M3 9 manneHToB ¢ GopMOii CHHAPOMA OOCTPYKTHBHOIO alTHO3 BO CHE OT
ymepeHHol 1o Tsikenoit (Taranto-Montemurro et al. Am J Respir Crit Care Med 2019; 199: 1267-
1276).

B nocneanee AecATUIIETHE UCCIIENOBAHMSI HA JKUBOTHBIX 2 U JIFOSX> TIOKA3aJIH, YTO BBIBOJ
HOpaApeHaJINHa UTPaeT NEePBOCTENEHHYIO POJIb B LIEHTPAJIbHON HEPBHOI CUCTEME B ONPEAEICHUN
TUIMTOTOHUU PACLIUPSIOLINX MBILIL BEPXHUX AbIXaTeJIbHbIX MyTel BO BpeMsl CHa. TpaHCIALHOHHOE
UCCIIEIOBaHNE, MTPOBEACHHOE HEIABHO aBTOPAMH M300pPETeHHMs, MMOKA3aJ0, YTO JIEKAPCTBEHHbBIE
CpEICTBA C HOPAJAPEHEePrHYECKUMHU CBOICTBaMH, TakHe Kak J€3UIPaMUH, MOTIYT IOBBIIIAThH
AKTHBHOCTB TIOA0OPOJOYHO-SI3bIUHON MBILILBI ¥ CHIDKATH CMAJAeMOCTh BEPXHUX IBIXATEIbHBIX
nyTeil BO Bpemsi CHa y sirozeitt. OiHako aBTOpbI H300pETEHNsI U IPyTHE HCCIIENOBATENHN TOKA3AITH,
YTO NPUMEHEHHE TOJIbKO OJHUX HOPAJApPEHEPrHYeCKUX JIEKapCTBEHHBIX CPEICTB HE MO3BOJISET
YMEHbBIIATh CTENEHb TSDKECTH CHHAPOMA OOCTPYKTHBHOTO amHO3 BO CHe. McmbITaHus
nporpuntiinHa>®,  nesunpamuHa® uW  aromMokceTMHa'! HA MALMEHTaX C  CHHIPOMOM

O6Cpr1(TI/IBHOFO AIMTHOS BO CHE HE AaJIU MOJIOKUTECIIbHBIX PE3YJIBTATOB MO CHUXKCHUIO BEJIMYNHDBI
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AHI. OnHako, KOrja aTOMOKCETHH BBOIWJIM B KOMOMHALIMK C aHTUMYCKAPHUHOBBIM CPEICTBOM
OKCHOYTHHHHOM, CTETIEHb TSHKECTH CHHAPOMAa OOCTPYKTHBHOTO aITHO3 BO CHE CHUKaJach Ha 63%
no cpaBHeHM0 ¢ Mmranedo y 20 ciyyaliHO OTOOpaHHBIX NAIMEHTOB TPU IPOBEACHUU
PaHIOMU3UPOBAHHOTO ABOWHOTO CIIETIOrO MEPEKPECTHOrO UCCIIEAOBAHUS B TEUEHHE OAHON HOUU
B taboparopun®. I[lepBoHaYaIbHO, MPUYMHON KOMOMHUPOBAHHSI OKCUOY THHHHA C aTOMOKCETHHOM
ABJIAJIOCH CPaBHEHHWE MEXaHHW3Ma HWHTHOWPOBAHUS, OIOCPEIOBAHHOIO MYCKapHUHOBBIMU
peuieniropamMu,  KOTOpbIM, cormacHo Richard Horner’s group®, oTBedaeT 3a 3MH30IbBI
npeoOIafaroInero MoAaBIeHHs aKTUBHOCTH MOA00POI0YHO-3bIMHON MBIIIIBI BO BPEMsI CTaiUU
CHa, CONpOBOKAaroIeics ObicTpbiMH BIKeHUsAME a3 (REM). Tem He MeHee, nHruOMpyomas
POJIb MyCKapHHOBOTO PELENTOpa HE MOATBEPIKAAETCS BO BCEX HCCIIENOBAHUSIX HA SKUBOTHBIX:
Hanpumep, Kubin ¢ coaBTOpamMu mokasanu B MOJENM HA AHECTE3MPOBAHHBIX KpBICAX, YTO
Jernpeccuss aKTHBHOCTH TOAOOPOJAOYHO-SI3BIMHONW  MBIIIIBI, CB3aHHAas C Craauedl cHa,
COMPOBOKAANOIIEHC ObICcTphIMU ABMKEeHUAMHE 11a3 (REM), MoskeT OBITh OJHOCTHIO O0OBCHEHA
KOMOMHUPOBAHHBIM YCTPAaHEHHEM JABYX BO30Y)KIAIOIIMX CTHMYJIOB. HOPAJPEHEPTHYECKOrO H
cepoToHuHepriuyeckoro!:1l,

BTopoli BO3MOXXHBIN MeXaHH3M, AEHCTBYIOIIUH NpU KOMOWHAIIMKM AaTOMOKCETHHA |
OKCUOYTHHUHA, 3aKJIIOYAETCSI B TOM, YTO OKCHOYTHHHH MOXET NeHCTBOBATH KaK CHOTBOPHOE
CPEACTBO, YBEIMYMBAs IOPOr BO3OYXKIEHHs M YKpeIUlsis COH, TeM CaMbIM OKa3bIBas
npotuBoAeicTBre  d(pdekraM  aTOMOKCETHHA, CHOCOOCTBYIOLIMM  MHpoOyskaeHHoo. B
NPEeALIeCTBYIOMNX MyONMKAHMsIX COOOLIaNoch, YTO AaHTHUMYCKAPHHOBBIE JIEKAPCTBEHHbIE
CpeNCTBa, BBOAMMBIE B HU3KHX 103aX, O0NaNAt0T JIETKUM CENaTUBHBIM JIeHCTBHEM!” U BBI3BIBAIOT
COHJIMBOCTB!'?. KpoMe TOro, ¥ B COOTBETCTBUM C 3TOM TUIOTE30M, HEAABHO OBbLIO TAKXKE MOKA3aHO,
YTO OKCHOYTHHUH MOKET YJIy4IIaTh KAYECTBO CHA 33 CUET OOJIErdeHUs] CAMIITOMOB HOKTY pum',

Huskuit nmopor pecnupatopHoro Bo30y»xuaeHusi (ObicTpoe mnpoOy’KIeHHe B OTBET Ha
OOCTPYKIMIO BEPXHHUX JbIXaTEJbHBIX MyTeH) MOXET OrpaHMYUBATh HEHPOMBIIICYHYIO
KOMITCHCAIIMIO BEPXHUX IbIXATENbHBIX MyTeH U CIIOCOOCTBOBATh Pa3BUTHIO BO CHE THMITOIHO® U
amHO® Y MHOTUX HWHIUBUAYYMOB. CHIDKEHHE ABIXaHUsI BO CHE BO BpeMsi OOCTPYKTHBHOIO
aTTHO3/TUTIONTHO? MPHUBOAMUT K Bo3pacTaHuio KoHUeHTpaiwu CO,, 4TO MOBBIIIAET AKTUBHOCTH
IBIXaTEIbHOTO LEHTPA, KOTOPBIH MOXKET aKTHBHPOBATh (DapHHIeasbHbIE MBIl H CHUXKATb
COIPOTHUBJIEHHE BEPXHHX JIBIXaTEJbHBIX MyTeH B PE3yJIbTaTe TOTO, YTO BEPXHHUE JbIXATEJIbHbIE
NyTH CTAHOBSATCS MEHee 3JaCTUYHBIMHU. HHU3KHiT mOpor pecnupaTopHOro BO30YKIEHUs, OJHAKO,
MOJKET YIIPEKAATh STOT BAXKHBIH KOMIIEHCATOPHBIH MeXaHU3M. [103TOMy, B TO BpeMsi Kak B CiTydae
JroNiel ¢ BBICOKHUM TMOPOTOM BO30YIKAEHHUS, 3TO BO30OYKACHUE SIBISIETCS JKU3HEHHO Ba’KHBIM
MEXaHU3MOM 3aIUThl UX OT ac(PUKCHHM BO BpeMs CHa, AJISl MALUEHTOB C HU3KHM IOPOrOM
BO30YKIEHUsI OHO MOXKET ObITh JecTaOMIM3UPYIOIUM (AKTOPOM, B CBSI3M C TeM, 4YTO
NPEXIEBPEMEHHOE MPOOYKIEHHE MOXKET MPUBOIUTH K TMOCTOSHHOMY LMKy TNEPUOIUYECKH
MOBTOPSIFOLIETOCS  CIIAZIeHHWs BEPXHHUX JbIXaTelNbHbIX myTed. W3 3Toro cruemyer, dro
npenoTBpalieHne BO30YKIOCHUH C MOMOINBIO JIEKAPCTBEHHBIX TPETapaToB, OOJaNaoLINX
3alaHHBIMH ~ CBOWMCTBAMH, Yy TMAIHEHTOB, NPUHUMAMOIIUX JIEKAPCTBEHHOE CPEACTBO,

AKTUBHpPYIOIEe MPOOYKIeHHe, TaKOe KaK aTOMOKCETHH, KOTOpOe WHIYLHMPYEeT HU3KUH TMOopor



11

BO30YKIEHMsI, TMO3BOJSUIO Obl B pe3ysbTaTe IOOCTUraThb Ooyiee CTa0WIBHOTO IBbIXaHUS U
00JIerYeHus CTENEeHH TSHKECTH CUHAPOMAa OOCTPYKTHBHOTO aITHO3 BO CHE.

Cnenyer OTMETHTh, YTO paHEE NOJyYEHHBbIE NAaHHBbIE HA JKUBOTHBIX IIOKA3aJH, YTO
BBEJCHNE  AaHTUMYCKapMHOBOIO  Tpemapara  aTpolMHA  MO3BOJSIET  YCTPaHATh  HA
sneKkTposHIedanorpaMme  OBICTPYIO ~ HU3KOAMIUTUTYHYHO ~ AKTUBHOCTb,  BBI3BIBAEMYIO
aZPEHEPTUIECKUM CTUMYJIITOPOM LEHTPAJIbHOW HEPBHOH cHCTeMbl (aM(peTaMHHOM), U
MHy[IMPOBAaTh HHU3KOYACTOTHBIE BBICOKOAMILIUTYIHbIE MO3TOBBIE HMMITYJIbCBI, TUITUYHBIE MJIS
¢assl cHa ¢ HeObicTpbIM nBIDKeHHEM T1a3 (NREM)!®. AxrtuBaims (papHHre€aTbHBIX MBI C
MIOMOIIBIO aIPEHEPTUYECKUX JIEKAPCTBEHHBIX CPEICTB, TAKMX KAaK aTOMOKCETHH, MOXKET OBITh
HEIOCTATOYHON JJIsi JIEYeHUs CHUHIpPOMAa OOCTPYKTHBHOIO arHO® BO CHE, €CJIM NalMeHThI
IPOCHINAIOTCA AJI TOTO, YTO MUHUMM3HPOBATH CHIDKEHME JbIXaHHs (4 UMEHHO: IOCJIEACTBHE
HHU3KOTro rnopora Bo30ysxaeHus). OJHOBPEMEHHOE BBEIEHHE CHIIbHOJEHCTBYIOINErO CENaTUBHOTO
JEKapCTBEHHOTO CPEACTBA C MOINHBIM AaKTHBATOPOM PACUIMPSIOIIMX MBI BEPXHUX
IBIXaTEJbHbIX MyTeH, TAKMM KaK aTOMOKCETHH, MO3BOJISUIO Obl pemarh (hapMakoJOrHYeCKUM
nyTeM npodsieMy CHHAPOMA OOCTPYKTUBHOTO aITHOD BO CHE Y MHOTHX MAL[EHTOB.

Kak onmcaHo B wn300peTeHHMH, HECMOTPS Ha TO, YTO OJHOBPEMEHHOE BBEICHUE
ATOMOKCETHHA U OKCHOYTHHHHA YMEHbIIAJIO CTENEeHb TSHKECTh CHHAPOMA OOCTPYKTHBHOTO AITHO?
BO cHe (¢urypa 2) xak B (ase cHa ¢ ObicTpbIM ABkeHHeM a3z (REM), tak u dase cuHa c
HeOBbICTpBIM nBIDKeHHeM a3 (NREM), Tem MHe MeHee, BBeIeHHE TOJIBKO OJHOTO aTOMOKCETHHA
U TOJBKO OAHOTO OKCHOYyTMHMHA He yiydmano BennuuHy AHI, cOOTBETCTBEHHO, Kak ciydae
NREM, tak u B cinyyae REM, uTo u npennonaranocs n3HavaabHO. TOUHBIN aHAIN3 NapaMeTpoOB
IbIXaHUSI B TEYCHHE BCEH HOYM MOKAa3ajJ, 4YTO MPHUMEHEHHE TOJIbKO OJHOTO aTOMOKCETHHA
obecrieunBayio yJy4lIeHHe IbIXaHHs BO BpPeMsl CHA, MO MeHbLIed mepe, Ha 70% u yniydano
HACBIIIEHHE KUCJIOPOAOM MO CPaBHEHMIO C Iuianedo, B TO BpeMs KaK OKCUOYTHHUH OKa3bIBaJl
HE3HAUMTENIbHOE BIIMSIHUE HA JAbIXaHUE U HE YJIy4lIaJl YPOBHU CONepskaHus Kuciaopozaa (purypsr
3A-3B).

ATOMOKCeTHH o0ecrnieunBall CHIKEeHHe Topora Bo3OyxknmeHusi (Oojee ObicTpoe
npoOy>kKIeHne), BEPOSITHO, BCJIEACTBHE €ro anpeHepruyeckux cpoiictB. OnHako, Korna
ATOMOKCETHH BBOAMJIM C OKCHOYTHMHHUHOM, CHW)KEHHE MOopora BO30Y)KIEHHs C MOMOINBI HX
KOMOMHAIMKM OBIIO CTATHCTUYECKH HENOCTOBepHbIM 7% (p> 0,7, durypa 4). DTu naHHBIE
MO3BOJISIFOT MPEATONOKHTE, YTO Hanbosee BaKHBIM 3(dekToM OKCHOyTHMHHHA B KOMOWHALIUK
SBJISIIOCH OCJIa0JieHNe AeHCTBUS aTOMOKCETHHA MO CUTHAIM3ALUHU 00 OMTaCHOCTH.

3TO HEOKUTAHHOE OTKPBITHE TIO3BOJIHJIIO MPEATIONIOKHUTD, YTO OKCHOYTHHHUH MOXKET OBITh
3aMEHEH CHOTBOPHBIMH CPEICTBAMH, He OOJaNaIOINMU MHOPEJIAKCUPYIOIUM JIEHCTBHEM, C
OoJiee CHIIbHBIM BO3ACHCTBHEM Ha MOPOT BO30OYKIEHHsI, TAKUMH KaK z-TIpernaparhbl (HarpuMmep,
30JHUAEM, 30MHKIOH) WM CPEICTBA, YBEIMUYUBAIOIINE TIIIyOMHY CHAa W MEIUIGHHBIH COH
(Hampumep, rabameHTUH, THaraOuH). BiusHue 30imuaemMa U APYTruX OOBIYHO HCIOJB3YEMBbIX
CHOTBOPHBIX CPEICTB (30MUKJIOHA, TEMa3enamMa) Ha aKTHBHOCTh TTOJIOOPOIOUHO-SI3bIYHOM MBIIIIITbI
u ropor Bo30y kaeHus ObLT HenaBHO m3yueH Carberry et al. Ha 21 cyObekTe, CTpagaromux U He

CTpaJaroIINX CHHIPOMOM OOCTPYKTHBHOTO amHO3 BO cHe. Cpenn MOABEprHYTHIX UCTIBITAHUSIM
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CHOTBOPHBIX CPEACTB, 30JmuAeM yiaydman Ha ~ 30% mopor BO30y»XAEHUS U, HEOKHIAHHO,
yBenuuuBajn Takke B 3 paza (p=0,03) memmaHy OTBETHOW peaKIHH MOIOOPOIOYHO-SI3BIMHON
MBILIIIBI [T0 CPABHEHUIO ¢ TI1ane0os.

OmnucanHble B M300pETEHNN JIEKAPCTBEHHBIE CPENICTBA, KOTOPBIE YBEINYHBAIOT [IIyOHHY
cHa (M, B 4acTHOCTH, MemyeHHOro cHa (SWS)), Takue kak THaraOWH WM rabaneHTHH, MOTYT
CHOCOOCTBOBATh PEINEHHIO MPOOJeMBbl JIEUEHHs] CHHApPOMa OOCTPYKTHBHOI'O arHO3 BO CHE.
ABTOpBI H300pETEHNUS BBOAWINA NPOTUBOSNMIIETITHIECKOE JIEKAPCTBEHHOE CPEACTBO THArabuH 14
NaMeHTaM, CTPAJAOIIUM CHHIPOMOM OOCTPYKTHUBHOTO aITHO3 BO CHE, 0€3 yXYALIeHNS BETMUNHbI
AHI uu HaChILIEHUs KUCJIOPOIOM BO BPEMsi CHA y 3THX MalreHTOB! . DiekTposHuedanorpaMmma
NOKa3bIBaja yBeauueHue Ha 16% aKTUBHOCTH MEJIEHHBIX BOJIH, YTO MO3BOJISUIO MPEIIOIOKHTD,
YTO 3TO JIEKAPCTBEHHOE CPEICTBO ClIerKa YBEIMYUBAIO TIyOMHY cHa. PapMakoJOrHyecKoe
ycuieHue MensieHHoro cHa (SWS) Morio 661 ObITh M€ IbHBIM MEXaHIU3MOM TOBBILIEHHSI TOPOTa
BO30YKIEHUSI AJIs1 JIEUeHHsl CHHAPOMa OOCTPYKTHUBHOTO alTHO3 BO CHE, OCOOEHHO B CBSI3H C TEM,
yro MeuieHHbI coH (SWS), mo-BuauMoMy, sBIsieTCs "3alIUTHBIM COCTOSIHUEM' TIPOTHUB
CHHIpOMa OOCTPYKTHBHOTO amHO3 BO cHe. Ratnavadivel ¢ coaBropamu oOHapy»uiu, 4to y 82%
NALMEHTOB ¢ CHHAPOMOM OOCTPYKTHBHOI'O arHO? BO CHE B ()OpME OT YMEPEHHOH 10 TSKEeJOMH
nocruraercst BemmauHa AHI < 15 ciy4aes B yac npu memyieHHoM cHe'®. TIpuunHa yirydiueHus,
BEPOSITHO, CBA3aHA C W3MEHEHHMSMU HEAHATOMUYECKUX (PaKTOPOB, KOTOPBIE CIIOCOOCTBYIOT
BO3HUKHOBEHHUIO CHHAPOMAa OOCTPYKTHBHOIO amHO3 B (ha3e MEAJICHHOTO CHA, TaKMMHU Kak
CHIDKEHHE BO30YIMMOCTH, YTO MO3BOJISIET 00Jiee aKTUBHO aKTHBUPOBATDH PACIIUPSFOIINAE MBIIILIbI
BEPXHHX JIbIXaTeJIbHBIX MyTel. Kpome Toro, aBTopbl H300peTeHNsI HEAABHO MOKA3aJIH, YTO IMOCIIe
UHIYLMPOBaHUS  pPe(EeKTOPHOH  aKTUBALMM  MOAOOPOJOYHO-SI3bIYHOW MBIl MyTEM
TPAH3UTOPHOW OOCTPYKLMU BEPXHUX ABIXATEJbHBIX MyTeH BO BPEMsl CHA, MEPUOJ BPEMEHH, B
TEYeHHE KOTOPOrO AKTHUBHOCTH MOAOOPOAOYHO-SI3BIYHON MBIl OCTABAIACH TOBBILICHHOM
OTHOCHTEJIbHO UCXOTHOTO YPOBHSI, MOCJIE TOTO KaK OOCTPYKTUBHBINA CTUMYJI ObLT yasieH (epuos
BPEMEHH, TaK)Ke Ha3bIBAEMBbIH MocieneicTeueM, cMoTpure Gurypy 5), umen B 2 paza OosbLyro
NPONOJIKUTEIBPHOCTh B (ha3e MEIJIEHHOrO CHAa MO CpaBHEHHMIO C (a30ii CHa ¢ HEOBICTPBIM
IBW)KEHUEM TJ1a3. DTH JaHHbIE MO3BOJSIIOT MPEATONIOKUTD, YTO CYLIECTBYeT opMa HEHPOHHOU
NaMSITH PACHIMPSIFOIIUX MBI BEPXHHUX JbIXaTEJbHBIX MyTEeH, U OHA MOXET CHOCOOCTBOBATH
YBEJIMYCHUIO JKECTKOCTU TJIOTKH M CEJIEKTUBHO CTa0MIIN3UPOBATh JAbIXaHUE B (pase MEIJICHHOTO
CHa MPY CHHAPOME OOCTPYKTUBHOTO anmHod BO cHe!®. Takum 06pa3om, OnHMCaHHbIE B H300PETEHUH
npenapaTel, TaKHe Kak TabamneHTHH, KOTOpble BbI3BIBAOT yBenmueHHe Ha 20-60% dasbr
MemieHHOro cHa’?l SBNSIOTCS WIEaNbHBIMU TEPCIEKTUBHBIMU CPEACTBAMH JUIS JIEUEHHUS
CHHIpOMa OOCTPYKTUBHOTO aITHO3 BO CHE B COYETAHUH C ATOMOKCETHHOM.

CepoTOHMHOBBIE HEWPOHBI B CTBOJIE TOJIOBHOTO MO3Ta UMEIOT 0CO00 Ba)KHOE 3HAYCHHE IS
NPOAYLHMPOBAHUS KaK KOPTHKAJIBHOW, TaK M JbIXaTeNIbHOW IBUTATEJIbHOW pEeakluH Ha
THIEPKAHN0. MBIIHN ¢ Ae(UIUTOM CEpOTOHMHOBBIX HEHPOHOB UMEIOT HAPYIIEHHYIO OTBETHYIO
TUTIEPKATHUYECKYIO AbixarenibHyo peakio (HCVR)?® u mumensr ciocobHOCTH POOYKAaTHCS
ot cHa B oTBeT Ha Bo3xueiictBue CO,?’. Buchanan cmor BoccTaHOBUTE "peakiust PoOysKaeHHs"

Ha OSJEKTposHIedamorpaMMe y 3THX MbIIed NyTeM CcTumysiquu penentopa S-HT2A,
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npearnonaras, 4To 3TOT CrIeUU(UUEcKUuil CyOpenenTop OTBEYAaeT 3a aKTUBALMIO LIEHTPAJbHON
HEPBHOW CHCTEMBI B OTBET HA XEMOCEHCOPHBIE (BIXaTeNbHbIE) CTUMYJIBI. JTO MPEINOIOKEHNE
MIOATBEPIKAAETCS] JAHHBIMH, IOJYYEHHBIMH TPU HCCIIENOBaHMM Ha Jronsx. Heinzer et al.?®
NIOKa3aJiy, YTO BBEICHUE Iepen CHOM Tpas3onoHa B no3e 100 mr (antaronuct 5-HT2A) BocbMu
NAalMEeHTaM C CUHAPOMOM OOCTPYKTHBHOTO alTHO3 BO CHE YBEIMYHBAJIO IMOPOT BO30YIKACHUS B
OTBET Ha TUIEPKAITHUIO, YTO MO3BOJISJIO MEPEHOCHTDh Oosee Bbicokue ypoBHU CO, 6e3 peakuuu
npoOyxknenust. Eckert ¢ coaBropamMu?® mokaszaiii, 4TO TPa3oIOH MO3BOJSLI yiaydmarh Ha 30%
nopor Bo30y»KIeHHUs Y CEMHU MAILMEHTOB C HU3KUM YPOBHEM NOpora B30y KIEHHs, HO HE BIIHSLI
Ha BennmuumHy AHI npu cpaBHenuu ¢ mmanebo. B mpormBomonokHOCTe 3TOMY, Smales ¢
coaBropamu’’ mokasanu, 4To Tpa3omoH B no3e 100 mr cHmkan Ha 26% Bemmunny AHI y 15
CJly4aifHO OTOOPAaHHBIX MALMEHTOB C CHHAPOMOM OOCTPYKTHBHOIO alTHO3 BO CHE.

C uenpio yBenMueHHsI MOpora BO30Y KIEHUs, paHee ObUIM NMPOBENEHbI MCIBITAHHUS Ha
NAalMeHTaX ¢ CUHAPOMOM OOCTPYKTHBHOTO amHO3 BO CHE JPYTUX CHOTBOPHBIX U CEIATHBHBIX
cpeacTB (3ommuaemMa, 30MMKJIOHA, 3C30MHUKIJIOHA, TeMasernama, THaraOMHa). JTH CENaTUBHbIE
CpelCTBA, B OTJIMYMU OT HaueneHHbIXx Ha peuentop 5-HT2A cpencrts, NEHCTBYHOT MyTeM
aKTUBAIIMM peLenTopa Yy-aMuHOMAcysiHOW Kuciaotel (GABA) u myTeM CHuKeHus oOIuei
BO30YIMMOCTH LIEHTPAJIBbHOW HEPBHOW CUCTEMBI, 1 OHHU TaK)K€ MOTJIU Obl ObITh UCIIOJIB30BAHBI B
KOMOMHAIINH C aTOMOKCETHHOM U IPYTMMH HOPAAPEHEPTHYECKUMU CPEICTBAMU JJIs1 Y MEHbLICHUSI
CTENEeHHU TSHKECTH CUHIPOMAa OOCTPYKTHBHOTO AITHOS BO CHE.

B ¢usunonoruyeckom wucciaenoBaHuu C ydacteM 21 uenoBeka, CTpPagarOlluX U He
CTPAAIOUINX CHUHIPOMOM OOCTPYKTHBHOIO amHO3 BO CHe, BBeaeHue 10 mr sonmuaeMa
yBeMUYMBAJIO Ha 25% mopor BO30YKIOEHHS U, HEOXKHIAHHO, TaKXKe OTBETHYIO PEaKIIHIO
oa00POIOUHO-A3BIMHOM MBILIIIBI HA OTPHLATENbHOE (hapHHT€aTbHOE TABJICHUE 110 CPABHEHHUIO C
ane6o’?. Cpenu npyrux Z-npenaparos, Ha MAHEHTaX ¢ CHHIPOMOM OOCTPYKTUBHOTO altHO3 BO
CHE W3Yy4aJid SC30MHUKJIOH U 30MHUKJIOH C LEJbI0 OLEHKU MX BIUSHHE Ha TOPOT BO3OYKICHHUS.
Eckert ¢ coaBropami®* B 0THOM HOUHOM TIEPEKPECTHOM HCCIIENOBAHIH C yuacTHeM |7 MalHeHTOB
C CHHAPOMOM OOCTPYKTHBHOTO AITHO® BO CHE IMOKA3aJIM, YTO SC30MHKJIOH YBEJUYHUBAI MOPOT
BO30Y kneHust mpuOnmsutenbHo Ha 30%. HecMoTpst Ha TO, YTO TPYNIIOBBIE TAHHBIE B LIEJIOM HE
NOKa3aJli 3HAYUTEIBHOrO CHIKeHUs BenmuuHbl AHI, Tem He MmeHee, y Jromel ¢ HHU3KUM
UCXOIHBIM ToporoM Bo30OyxneHust (8/17), Benmmumna AHI monmkanoce Ha 43%. Carter ¢
COaBTOpPaMU> TIOKA3aJIH, YTO 30MHUKJIOH B 1103¢€ 7,5 Mr B Teuenue 1 Houu (n=12) yBeTH4MBaJI MOpor
BO30y kaeHust Ha 20%, HO 3Ha4YHUTENPHO He m3MeHsuT Bennuuny AHI no cpaBHeHuio ¢ mnanebo.
ITocnenyrommee napajuiebHOE HCCISIOBAHUE MAL[MEHTOB W3 TOW K€ TPYIIIbI IO HUCIBITAHHIO
3omukyioHa (n=14) mo cpaBHeHHO ¢ Twianebo (n=16) Mokazano HEe3HAYHUTEIbHOE CHUKECHHE
BenmunHbl AHI mexxay nBywmst rpynmami (-25% ot ucxomgHoro ypoBHs U -15% ot miane6o) mocne
30 nHedt neyenus’®. B wuccnemoBaHWW B 4eThipex rpymmax, npoeenenHom Carberry ¢
COaBTOPaMU>?, 30MHUKJIOH B [03€ 7,5 Mr 3HAYHMTENHHO YBEJIUYHBAI MOPOT BO3OykaeHus (HO HE
u3Mensi1 BenmmunHy AHI) mo cpaBHeHmro ¢ ruranebo B rpymme u3 21 3710poBOro 4ejnoBeka U
NAIMEHTOB ¢ CHHAPOMOM OOCTPYKTHUBHOTO AITHO3 BO CHE.

Cnoco0rl JieueHust
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OnncanHple B HM300peTEHMH CMOCOOBI BKIFOYAKOT CIOCOOBI JIEYEHUS HApYIICHUH,
CBSI3aHHBIX CO CIAJCHHUEM MBI (PapUHIEATbHOTO ABIXaTEIbHOTO BO3AYLIHOTO IMyTH BO BPEMs
cHa. B HEKOTOpBIX BapHaHTaxX OCYINECTBJICHUS, HAPYLICHHE IMPEACTABISET COOOH CHHIPOM
obcTpykruBHOTO armHo? BO cHe (OSA) (ompenensiembiii BenmnunHo AHI>10 crnydaes B yac) wiu
oObHbIN Xparn. OOBMHO, CMOCOOBI BKIIOYAIOT BBENEHHE TepamneBTHUECKH 3(QeKTUBHOrO
KonmdecTsa (1) THruOuTOpa 00paTHOrO 3aXBaTa HOpaapeHanrHa U (11) CHOTBOPHOT'O CPENICTBA, HE
00J1a1ar01Iero MUOPENAKCUPYIOIINM IeHCTBHEM, W/UIH OOPAaTHOTO arOHUCTA HITH AHTarOHUCTA S-
HT2A, xopomo n3BeCTHBIX CHENHAIICTaM B JAHHOH 00J1aCTH W/MITH ONHCAHHBIX B H300peTEeHUH,
CyOBEKTY, KOTOPBIH HYKIAE€TCs B TAKOM JIEYEHUH WUJIH 10 TTOBOAY KOTOPOTO OBLIO BBISBIEHO, YTO
OH HY>K/1a€TCsI B TAKOM JICUEHHH.

Hcnonb3yemblii B 1300peTeHUH TePMUH "NeduuTh" O3Ha4YaeT obJierdyeHue, 1o MeHbIIeh
Mepe, OJHOTO CUMIITOMA HapyIIeHUs], CBSI3aHHOTO CO CaieHHeM (papHuHreabHOrO IbIXaTeIbHOrO
BO3AYyIIHOro nytu. Yacro, cnajgeHue (apuUHIreasbHOTO IBbIXAaTEIbHOrO BO3AYLIHOTO IYyTH BO
BpeMsl CHa TNPHUBOAUT K Xpamy WWIM TPUOCTAHOBKE [bIXaHUs (AlHOd WJIM THIIOIHO?),
npoOy»KIEHHI0 OT CHA W TMOHMKEHHOH OKCHI€HAlMM (THIIOKCEMHH), M3 3TOTO CIENYeT, YTO
JeYeHNEe MOXKET aBaTh B Pe3yJbTaTe OcialJIeHHe OHOTO WM OoJiee U3 TAaKUX CUMIITOMOB, KaK
Xpar, artHOd WU THITONHOY, (PparMEeHTALus CHA U THIIOKCEMHSI.

Heoxunanno Obuto OOHapy’kKeHO, YTO BBEOEHHE TepaneBTHYecKu 3(dexkTuBHOro
KOJIMYECTBA WMHTrUOMUTOpa OOpaTHOro 3axBaTa HOPAAPEHAINHA M CHOTBOPHOTO CPENCTBA, HE
o0aaroIero MUOpeIakCHPYOIUM AeHCTBHEM, H/UiIi 0OPaTHOTO arOHKUCTA WITH AHTATOHUCTA 5-
HT2A nns nedenus: cyObekTa, CTPAAAOEro OT COCTOSIHUS, CBSI3AHHOTO CO CIMAJICHUEM CTEHOK
(bapHUHreaJbHOrO ABIXaTEIHHOTO BO3AYXOBOA B TOT MOMEHT BPEMEHH, KOr/ia CyObeKT HAXOAUTCS
B HETOJHOCTBIO CO3HATEIbHOM COCTOSIHUH, TAKOTO KaK CHHIPOM OOCTPYKTUBHOTO aITHO® BO CHE
(OSA), mpuBoaut k cHwkeHuto BenudrHbl AHI. B HEKOTOpBIX BapHaHTaxX OCYLIECTBIICHHS,
BBEJICHUE TepaneBTu4ecku 3(pdexTuBHOr0 KonmyecTsa HHrHOMTOpa OOPAaTHOrO 3axBara
HOpaJIpeHaJrHa U CHOTBOPHOI'O CPEACTBA, HE OOJIAMAI0IEro MHOPEIAKCUPYIOIUM IEHCTBHEM,
W/WIu 00paTHOTO aroHucTa win antaronucta S-HT2A nns nedenust cyObekTa, CTPaaroIiero ot
COCTOSIHUS, CBSI3AHHOTO CO CIHaJe€HUEeM CTEHOK (hapHHI€aIbHOTO JBIXAaTEJIbHOTO BO3AYXOBOJA B
TOT MOMEHT BPEMEHH, KOorjaa CyOBbeKT HaXOOUTCS B HEMOJHOCTBIO CO3HATEJIBHOM COCTOSIHUH,
TAKOT0 KaK CHHIPOM OOCTPYKTHUBHOIO armHo3 BO cHe (OSA), IpUBOIUT K CHIKEHHIO BEJIUYHHBI
AHI Ha 50% wunm Gosnee. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHHs, BBEACHNUE TEPAIEBTUYECCKU
3¢ pexTuBHOrO KOJIMYECTBA MHTUOMTOpAa OOPATHOIO 3aXBaTa HOPAJAPEHAMHA W CHOTBOPHOTO
cpencTsa, He 00JaNaroero MUOPENaKCUPYIOIIUM ASHCTBUEM, W/HIM OOpaTHOTO aroHUCTa WIIN
anraronucra S-HT2A nns nedeHust cyObekTa, CTPAAAOLIEro OT COCTOSIHHS, CBSI3aHHOTO CO
CraieHueM CTEHOK (hapUHIe€aIbHOTO ABIXATENbHOTO MYTH B TOT MOMEHT BPEMEHH, KOTAa CYOBEKT
HAXOIUTCS B HEMOJHOCTBIO CO3HATEIBHOM COCTOSIHHH, TAKOTO KaK CHHAPOM OOCTPYKTHBHOTO
arHO? BO cHe (OSA), mpuBoguT k cHmwxkenuto Bennuuabl AHI Ha 75% wnu Oonee. B apyrux
JOTIOJTHUTENBHBIX BAapUAHTAX OCYILIECTBICHHs, BBEIEHHE TepaneBTUUYEeCKU 3(P(HEKTUBHOTO
KOJIM4eCTBA WHIUOMTOpa OOpAaTHOrO 3axBaTa HOPAAPEHAIMHA M CHOTBOPHOTO CPEICTBA, HE

00J1a1ar0Iero MUOPENAKCUPYIOIINM IEHCTBHEM, W/UIH OOPAaTHOTO ArOHUCTA MITH AHTarOHUCTA S-
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HT2A nns nedenust cyObpekTa, CTPAAAOMEro OT COCTOSIHHS, CBSI3AHHOTO CO CIAJICHUEM CTEHOK
(bapuHreasbHOro ABIXATENBHOTO IYTH B TOT MOMEHT BPEMEHH, KOTAa CyOBEKT HaxXOOUTCS B
HETIOJIHOCTBIO CO3HATENIbHOM COCTOSIHUH, TaKOTO KaK CHHIPOM OOCTPYKTHBHOIO artHO3 BO CHE
(OSA), npuBOIUT K yJNYUIICHUIO JbIXaHue. B emme onHuX BapHaHTax OCYLIECTBJICHUS, BBEACHNE
TepaneBTHIYeCKH 3PP EKTUBHOTO KOJMYeCTBA HHTHOUTOpa OOPAaTHOIO 3aXBaTa HOpAIpeHATNHA U
CHOTBOPHOT'O CPENCTBA, He OONaaroIero MUOPENAKCUPYIOIINM JeHCTBHEM, W/HIU O0OpaTHOTrO
aronncra win aHtaronucra S-HT2A nns nedenus cyOBekTa, CTPamaroIero OT COCTOSIHHMSA,
CBSI3aHHOT'O CO CIaJIeHEM CTEHOK (PapHHIeaIbHOrO IBIXaTEIBHOTIO MyTH B TOT MOMEHT BPEMEHH,
KOrJa CyOBEKT HAaXOIUTCS B HEMOJHOCTBIO CO3HATENIbHOM COCTOSHHM, TAKOTO KaK CHHIPOM
00CTpYKTHBHOTO arHod BO cHe (OSA), npuBOIUT K MOBBILIEHUIO YPOBHEH KUCIOpOaa B KpOoBU. B
elle OFIHOM BapUaHTE OCYILIECTBIICHHs, BBEIECHHE TepaneBTHYeCKH 3(PPEeKTHBHOrO KOJINYECTBA
UHruouTopa OOpaTHOTO 3aXBaTa HOPAIPEHAIMHA M CHOTBOPHOIO CPENCTBA, HE O0JajaroInero
MHUOPETAKCUPYIOLIIM NeHCTBHUEM, H/IIM OOpaTHOrO aroHucta wiu aHtaroHucra S-HT2A nns
JeueHust CcyObeKTa, CTPajarollero OT COCTOSHHS, CBA3aHHOTO CO CHAJeHHEM CTEHOK
(papuHreanbHOr0 ABIXATENBHOTO MyTH B TOT MOMEHT BPEMEHH, Korja CyOBeKT HaxOIHUTCS B
HETIOJTHOCTBIO CO3HATENIbHOM COCTOSIHMHM, TAaKOTO KaK CHHAPOM OOCTPYKTHBHOI'O arlHO? BO CHE
(OSA), npuBOAMT K yJYyUILIEHHIO OOIIEH MPOAOKUTEIBHOCTH CHA, CHUXKEeHUIO BenndrHbl AHI,
YBEIMUEHUIO  OKCUIeHALMH, MeHbLIed (QparMeHTanMum CHa, YBEJIHYEHHIO  oOuied
NPOJOJKUTETIBHOCTH CHA W/MITN CyOBEKTUBHOMY YJIyYLIEHHIO Ka4eCTBO CHA.

O¢ddexTrBHOE KOMMYECTBO MHruOMTOpa OOpPATHOrO 3axBaTa HOPAAPEHAJIMHA |
CHOTBOPHOT'O CpENCTBA, He OOJANaroINero MHUOPENAKCUPYIOLINM JEeHCTBHEM, MOXKET OBITh
BBEJICHO B OJIUH WK 0OJjiee MPUEMOB, B OHO Wiu OoJjiee MPUMEHEHHUH WM B OXHOH miu Ooee
103aX, OMHOBPEMEHHO WJIM pa3/eibHO. [Ipr OJTHOBPEMEHHOM BBEICHUH, MHIHOUTOP OOpaTHOTO
3axBaTa HOpaJpEHAMHA M CHOTBOPHOE CPEACTBO, HE OONafaroInee MHOPETAKCHPYOLUM
nefcTBUeM, W/ WM OOpaTHBIN aroHUCT Wiu aHTaroHuct 5-HT2A moryT ObITh MPHUTOTOBIIEHBI B
OJTHOM JIEKapCTBEHHOH (popme, HampuMep, B KarcyJie, TadJeTke Uil pacTBOpe, Coaep Kaeii Kak
UHTUOUTOpP OOPaTHOrO 3axBaTa HOPAAPEHANHA, TAK U CHOTBOPHOE CPEACTBO, HE oliajaroiee
MHUOPENAKCUPYIOIIUM AeHCTBUEM, WIH B pa3leNbHBbIX JIEKAPCTBEHHBIX (pOopMax, Hampumep, B
ONHOM KamcyJje, TaOJieTKe WJIM pPacTBOpe, COAEpKAlIMX WHTHOUTOpP OOpaTHOro 3axBaTa
HOpaJpeHaJMHA, U IPYTO KarcyJie, TabJIeTKe WM PaCTBOPE, COAEPIKALINX CHOTBOPHOE CPENICTBO,
He o0Jlaaroiee MUOPENaKCUPYIOIIUM ASHCTBUEM, W/ WM OOPATHBIA arOHUCT WJIK AHTArOHUCT S-
HT2A. Kaxnapiii 13 HHTHOUTOPOB OOPATHOTO 3aXBaTa HOPAIPEHAIMHA H CHOTBOPHBIX CPEJIICTB, HE
00JTaIar0 X MHOPEIAKCHPYIOLIUM ASHCTBUEM, W/ UIH OOPATHBIX arOHUCTOB MJIH AaHTAarOHUCTOB
5-HT2A moxer ObITh BBEICH OIHOBPEMEHHO WJIHM PA3[eNIbHO OT OJHOTO MU Oojee pa3 B CyTKH
ZI0 OHOTO MJIH OoJiee pa3 B HEIEI0, B TOM YHCIIE OJMH pa3 B [Ba JAHsA. B HEKOTOPBIX BapHaHTaxX
OCYILECTBJIEHUs, UHTUOUTOP OOPaTHOrO 3aXBaTa HOPAAPEHAJIMHA M CHOTBOPHOE CPEACTBO, HE
o0Jajaroiee MUOPENAKCUPYIOLINM JCHCTBHEM, W/HIIM OOpaTHBIH arOHUCT WM AHTArOHUCT S-
HT2A BBOmsT exxenHeBHO. B HEKOTOpBIX BapuaHTaxX OCYLIECTBJIEHUS, JIGKAPCTBEHHBIE CPENCTBA
BBOAST MeHee ueM 3a 60, 45, 30, 20 wiu 15 MUHYT 10 TOTO Kak CyOBEKT KeJlaeT WIH HAMEePEBaETCs

3aCHYTh. I[J'Iﬂ cricnuajancTa B I[aHHOfI 00JIACTH SIBJISIETCSI OUEBUAHBIM, YTO Ha BCJIIMYMHY OO3bl U
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NPOOJKUTEIPHOCTh BpeMeHH, Tpelyromuecs i 3(dexTuBHoOro nedeHus cyObekTa, MOTYT
BJIMATH KOHKPETHBIE (PAKTOPBI, BKIFOYAOIINE, HO 3TUM HE OTPAHUYNBAs, TSKECTb 3a00JIeBaHuUs
WUIH HapyIIEHHs], TPEIIECTBY IO METO/BI JISYSHHS, 001 ee COCTOSIHUE 30POBbS U/ BO3PACT
cyOBeKTa, U IpyTHe MPUCYTCTRYOIKE 3a0oneBanms. Kpome Toro, nedenne cyObeKkTa ¢ MOMOIIBIO
TepaneBTU4YeCKn 3((PEKTUBHOINO KOJMYECTBA OINMCAHHBIX B H300PETEHHH JIEKAPCTBEHHBIX
CPEICTB MOKET BKJIFOUYATh Pa30BOE JICUEHHE WIM HECKOJIBKO MOCIIEIOBATEIbHbIX JICUSHUH.

J103a, TOKCHYHOCTD U TeparneBTHIecKas 3QHEeKTUBHOCTD JIEKAPCTBEHHBIX COEIUHEHNH (TO
ecTb, MHruburop oOpatHoro 3axsata HopaapeHanuHa (NRI) um CHOTBOpPHOE cpencTBo, He
o0Jajaroiee MUOPENAKCUPYIOLINM AEHCTBUEM, W/MIN OOpaTHBIM arOHUCT WJIM AHTArOHUCT S-
HT2A B onHON KOMMO3WIMM WJIH B Pa3leibHbIX KOMIIO3ULUSAX) MOTYT OBITH OIpENesIeHBI
CTaHIAPTHBIMH  (apMaLEBTUUECKUMH  METOAAMHU B  KYyJbTypax KJIETOK HJIH  Ha
SKCIIEPUMEHTAJIbHBIX )KUBOTHBIX, HATIPUMeED, AJIs onpeeeHns BenuunuHbl LDs, (JeTanbHOM 103k
s 50% ucneiTyeMoii nonyJisinun) u BenuauHbl EDsg (103b1, TepaneBTudecku 3G pexTHBHOMN 1is
50% wucnbityemoit  momyssinuu).  J[030Boe  COOTHOLIEHHWE MEXKAY TOKCHMYECKMMH U
TepaneBTH4YeCKUMH d(p(eKTamMu npeacTasiseT COOOH TepaneBTUUECKH HHAEKC, KOTOPbIH MOXKET
ObITh BbIpaxkeH Kak oTHOIeHHe LDso/EDs.

JlaHHbIe, MOJyUeHHbIE NPU UCIBITAHUU HA KyJbTypax KJIETOK U IPU HUCCIEAOBAHUM Ha
JKMUBOTHBIX, MOTYT OBITh MCIIOJIb30BAHBI AJIsI OTPENEeNIeHHs AUana3oHa 103 NPU MPUMEHEHUH Ha
monsax. Jlo3upoBaHue TaKUX COEAMHEHHH OOBIMHO HAXOAMTCS B AMANA30HE LUPKYJIUPYIOLINX
KOHLIEHTPALUH, KOTOpBIA BKItO4YaeT BeanuuHy EDsy mpu HeOONbLIOW TOKCHYHOCTH WM TIPU
OTCYTCTBUH TOKCUYHOCTHU. J{03UpOBaHHE MOXKET BapbUPOBAThH B 3TOM JMANA30HE B 3aBHCUMOCTH
OT NPUMEHSIEMOI1 JIEKaPCTBEHHOM (POPMBI M UCTIONIBb3YEMOTO Crioco0a BBeAeHHs. TepaneBTHIECKH
s¢ekTuBHAs 1032 MOXKET ObITh CHadajia OLEHEeHA MO pe3yJIbTaTaM MCIBITAHHSI Ha KYJIbType
kjetok. Jlo3a Moxer ObITh OMpefesieHa Ha JKUBOTHBIX MOJENSX JUIs JOCTHIKEHUS JHana30Ha
LUPKYJUPYIOMINX KOHLEHTPALUi B IUIa3Me, KOTOpbId Bkirouaer BenuunHy ICsy (TO ecThb
KOHLIEHTPALIMIO HCIBITYEMOrO COEAMHEHHs], MPH KOTOPOH JOCTHraeTcsl MOJyMaKCHMaJIbHOE
NOJaBJIEHUE CHMIITOMOB), ONPEAEISIEMYIO B KYJIbType KiIeTok. Takass mHpopMaImst MOXKET ObITh
UCTIONBb30BaHa Uil OoJiee TOYHOTO OMpPEAeNIeHHs! 103, MPUTOIHBIX Ui 4eJioBeKa. YPOBHH B
IUIa3Me€ MOTYT OBITh HM3MEpEHBI, HalpUMep, METOJOM BbICOKO3(p()EKTHBHON IKUAKOCTHOH
XpoMaTtorpaduu.

B HekoTOpBIX BapUaHTaX OCYIECTBIIEHUs], CIOCOOBI BKJIFOYAIOT BBeneHue 10361 20-100 mr
aTOMOKCeTHWHa (WM SKBHUBAJIEHTHOW O3Bl JPYyroro HWHrHOMTOp OOpaTHOro 3axBara
Hopaapenaiuaa (NRI)) u no3er 2-12,5 Mr 3oimuaeMa, HampuMep, 30JMuaeMa B JIeKapCTBEHHOH
¢dbopMe C 3aMenIeHHBIM BBICBOOOXKACHHEM (MJIM SKBHBAJIEHTHOH NTO3bI JPYTOro CHOTBOPHOTO
cpencTsa, He OOJamaroIero MHOPENAKCHPYIOIUM JeHCTBHEeM). B HEKOTOphIX BapuaHTax
OCYIIECTBJIEHUS], CTIOCOOBI BKITIOYArOT BBeneHue 80 Mr aromokceTnHa/ 12,5 mr 3oamuaema, 75 mr
aTomokceTuHa/10 Mr 3oamuaemMa, 75 Mr aToMokceTruHa/8 Mr 3onnuaemMa, S0 Mr aToMoKceTHHa/6
MT 30JITUAEMA WK 25 M aTOMOKCETHHA/4 Mr 30muaeMa. B 1pyrux BapuaHTax OCyLIECTBICHHUS,
crocoObl BKJIFOYAIOT BBeAeHue a03bl 20-100 Mr atoMokceTwHa (WM SKBHUBAJEHTHOH JO3BI

apyroro nHruouTop odpaTHoro 3axsara HopaapeHanuHa (NRI)) u no3sl 2-12 mr 3onmuaemMa (niam
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SKBHUBAJIEHTHOH JI03bI APYTOro CHOTBOPHOTO CPENCTBA, HE OOJIQAAI0IIEr0 MHOPEIAKCHPYIOLIIM
IefcTBHEM) B TeUeHHe He MO3[Hee OJHOIO 4aca 0 OTXOAa KO CHy. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUS], CIIOCOOBI BKJIFOYAIOT BBeAeHHe 80 Mr aromokcernHa/12 mr 3ommuaema, 75 mr
aTomMokceTuHa/10 Mr 3oamuaemMa, 75 Mr aToMokceTruHa/8 Mr 3onnuaeMa, S0 Mr aToMoKceTHHa/6
MT 30JIMTUAEMA WK 25 MI aTOMOKCeTHHA/4 Mr 3oamuaema 3a 15-10 MuHyT 10 0TX0z1a KO CHY.

B nomonmHUTENBHBIX BapHaHTaX OCYILIECTBIEHMs, CIIOCOOBI BKJIIOYAIOT BBEIEHUE
aTOMOKCETHHA/30imHaeMa B CcooTHomeHun 6,5 k 1 mo macce. B npyrmx BapuaHTax
OCYIIECTBJIEHUsI, CIOCOOBI BKJIFOYAIOT BBEACHNE ATOMOKCETHHA/30/IMUAEMa B COOTHOLIEHNH 6,5 K
1 mo macce 3a 15-10 MuHYT A0 OTXOAA KO CHY.

B HekoTophIX BapuaHTax OCyIeCTBIeHMs, rabamnenTuH, Hanpumep, 600 Mr rabaneHTHHa,
UCTIONB3YIOT BMECTO 30JMMAeMa. B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUs, NMHMAaBaHCEPHH,
Harnpumep, 20-40 mr, Harpumep, 34 MI MMMaBaHCEPUHA, UCIIOJIB3YIOT B JOMOJIHEHUH K 30JIITUAEMY
WA BMECTO 30JIIHeMA.

dapmareBTHYeCKHe KOMIIO3ULIUU U CTIOCOOBI BBEICHUSI

OnucanHble B H300peTeHHMH CHOCOOBI BKIIOYAIOT NpPUMEHEHHe (papMaleBTHYeCKUX
KOMITO3MLIMH, BKJIIOYAIOIINX HHIHOMTOP OOpaTHOTO 3axBaTa HOPAJPEHAJINHA M CHOTBOPHOE
CpeACTBO, He Oo0Nafarlee MHOPETAKCUPYIOIIUM IeHCTBUEM, W/HIIM OOpaTHBIM arOHUCT WK
antaronuct 5-HT2A B kauecTBe aKTHBHBIX WHrpenueHTOB. MHruOutop oOpaTHOro 3axsara
HOpaZpeHajrHa U CHOTBOPHOE CPEACTBO, HE 00Jajarolee MHUOPENAKCHPYIOIIUM AEHCTBHEM,
u/unu oOpaTHBIN arOHUCT WK aHTaroHUCT S-HT2A MoryT ObITh BBEZEHBI B OJTHOM KOMIIO3HLIMU
WY B pa3eIbHBIX KOMIIO3HLIUSX. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHMUS, CIOCOOBI BKIFOYAIOT
BBEJICHUE MHIHOUTOpa OOpaTHOrO 3axBaTa HOPAAPEHANMHA W CHOTBOPHOTO CPEACTBA, HE
00J1a1ar01ero MUOPETAKCUPYIOIIMM IEHCTBHEM, U/WIH OOPATHOTO ArOHUCTA HJTH AHTArOHUCTA S-
HT2A 6e3 kakux-1ub0 Ipyrux aKTUBHBIX HHIPEAHEHTOB, TO €CTh HHTHOUTOP 0OpaTHOrO 3axXBaTa
HOpaJIpeHaJrHa U CHOTBOPHOE CPEACTBO, He OOJamaroliee MHOPETAKCUPYIOLINM JEHCTBHEM,
u/uau oOpaTHBIA aroHUCT Wiu aHTaroHucT S-HT2A SBISIOTCS €IMHCTBEHHBIMH AKTHBHBIMU
JIEKapCTBEHHBIMH CPEICTBAMHU.

IMpumepsr uHrHOMTOPOB OOpaTHOro 3axBata HopanpeHannHa (NRI) BrmouaroT
CEJIEKTUBHBIC HHTMOUTOPBI OOPaTHOTO 3aXBaTa HOpaapeHaInHa, Harpumep, amenanud (UK-3540-
1), aromokcerun (ctpatrepy), CP-39332, namemamun (UK-3557-15), smuBokcermn (LY-
2216684), scpebokcerun, sopranamMuH (LM-1404), muszokcernn (LY-94,939), pebokcernH
(3oponakc, Bectpy), Tanonpam (Lu 3-010), tancynpam (Lu 5-005), tanmamun (AY-23,946),
BUJIOKCA3WH (BHBAJIaH), U HECEJICKTHBHbIE WHTUOUTOPBI OOPATHOTO 3aXBaTa HOPAJAPEHAJIHMHA,
HAampuUMep, AMHUTPUNTWIMH, aMOKCaluH, OyNpONWOH,  LMKJIA3UHION,  JAE3UIPAMUH,
necBeHJa(akcHH, AeKCMETII(QEHUAT, AUITHINPOINNOH, AOKCEUH, NYJOKCETHH, UMHUIPAMUH,
aesoMmHanunpaH, Manugakcud (GW-320,659), manpoTiius, MeTWI(QEeHnaaT, MITHALIUIPAH,
He]a3010H, HOPTPUNTWINH, peHIuMeTpa3uH, GeHMeTpas3uH, NpoTPUNTIIINH, panadakcud (GW-
353162), TaneHTanon (HyUHMHTY ), TEHIJIOKCAa3UH (JIyLieJIaH, METaTOH) M BeHJIa(aKCHH.

IMonxoxnsimue, HO HEOTPAHUYHMBAOLIHE, IPUMEPHI CHOTBOPHBIX CPEICTB, HE 00JIaJar0IINX

MHOPENTAKCUPYIOINM AEHCTBHEM, BKIIOYAIOT OEH30MA3eNHHOBOE CHOTBOPHOE CPENCTBO,
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HampuMep, TeMasemam, Oporm3ojaMm, (uypasernaM, HHUTpasenaM WIA TpHA30JaM, WU
HeOEH30/IMa3eMMHOBOE CHOTBOPHOE CPENCTBO, HAMPHUMED, HUKIOMUPPOIOHOBOE JIEKAPCTBEHHOE
CPEeICTBO, MPEANOYTUTENFHO BBIOPAHHOE M3 IPYMIIbL, COCTOSINEH W3 30JIHIEMa, 30MUKIOHA U
3C30MMKIIOHA; TabareHTHH; TPa3010H;, AU()EHTUIPAMIH;, CYBOPEKCAHT, TACUMENTEOH, PAMEITEOH,
aroMeNaTHH, JOKCENUH; 3aJIeTUIOH; JOKCHUIIAMUH, OKCHOAT HATPHs UIH THAraOWH.

ITpumeps! oOpatHbix arorrcToB S-HT2A Brmogator AC-90179 (Weiner et al., The Journal
of Pharmacology and Experimental Therapeutics. 299 (1): 268-76), keTaHCEpHUH, HEJIOTAHCEPHH,
SIUIMBAHCEPUH, TNHMMABAHCEPUH W BOJIMHAHCEPHMH, AaHTArOHHCTBI BKJIIOYAIOT TPA30O0H,
MUPTA3aNiH, KETAHCEPWH, KJIO3aINH, OJIAH3ANWH, KBETHAIIWH, PUCIEPUAOH, HIONEPHIOH,
NEepOCIUPOH, azeHanuH, HedazonoH, MDL-100907, nunporentaaus, nuzotuden, LY-367265, 2-
aNKWI-4-apui-TeTparuApo-MMPUMHUI0-a3€IIUHBL, TaJONEPUAON, XJOPHIPOMA3HH, TI'HMIPOKCU3UH
(arapaxkc), 5-MeO-NBpB1T u ananpasus. B HEeKOTOpPBIX BapHaHTaX OCYIIECTBJICHUS, aTOHUCT 5-
HT2A npencraBnsger co0oil KeTaHCEPHH, WIONEPUIOH, MEPOCIHPOH, PHUCIEPUIOH WM
He]a3o0H.

B HexoTOpBIX BapuaHTaXx OCYLIECTBJIEHHs, WHTHOMTOp OOpaTHOro  3axBara
HOpaApeHafHa MPeaCcTaBisieT coO00i aTOMOKCETHH. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUS,
CHOTBOPHOE CPEICTBO, He 00JaaroIiee MUOPEIaKCUPYIOIIUM NeHCTBHEM, MIPEACTaBIsAET COOO0M
3onmuaeM. B HeKOTOpBIX BapuaHTax oCyIecTBiIeHus, oOpaTHeli aronuct S-HT2A npencrasiser
€000l MMMaBaHCEPHUH.

dapmaneBTHYeCKHe KOMIIO3UIMU OOBIMHO BKJIIOYAIOT (hapMalleBTHUECKH IMPUEMJIEMBbIH
HocuTenb. Mcnonb3yembliii B u300peTeHnn TepMuH "(hapMaleBTHUECKH MPUEeMJIEeMbIii HOCHTEb"
BKJIFOYAeT (PU3MOJIOTHUECKUH pPACTBOP, PACTBOPHTENH, AHMCIEPTHPYIOLUIUE CPENbl, MOKPITHS,
aHTHOAKTepUaNbHbIE W TMPOTUBOTPHOKOBBIE CPEACTBA, HM30TOHUYECKHE U 3aMENJISIFOIINe
BCAChIBAHWE CPEACTBA, M JApyrue TMONOOHBbIE  BEINECTBAa, NPEAHA3HAYCHHbIC IS
(hapMaLIeBTHUECKOTO BBEeIEHHs. B KOMIMO3ULMU MOTYT OBITh TaK:K€ BBEACHBI TOTIOJIHUTEIIbHBIE
AKTUBHbBIE COSAMHEHUS], OTHAKO, KOMITO3ULMH 110 HACTOSIIIEMY H300PETEHHUIO HE BKJIOYAOT B Ce0st
AHTHMMYCKapUHOBOE CPEACTBO (HAampuMep, OMHUCAHHOE B MATEHTHOM JoKymMeHte WO
2018/200775).

dapmareBTUYeCKHEe KOMIIO3MIUK OOBIYHO MPHUTOTABIMBAIOT TaK, YTOOBI OHHU
COOTBETCTBOBAJIM MpEANONIaraeMoMy crnoco0y ux BBemeHus. lIpumepbl ciocoOOB BBEIEHUS
BKJIFOYAIOT CUCTEMHOE NIEPOPAIbHOE WIIH TPAHCIEPMAJIbHOE BBEIICHHE.

MeTonpl TPUTOTOBIEHHS MOAXOMSIIINX (PapMALIEBTUYECKUX KOMITO3ULIMHA SIBJISTEOTCSI
XOPOLIO U3BECTHBIMH, CMOTPUTE, HanpuMmep, MoHorpaduro Remington: The Science and Practice
of Pharmacy, 21st ed., 2005; u xuuru cepun Drugs and the Pharmaceutical Sciences: a Series of
Textbooks and Monographs (Dekker, NY). Hanpumep, mepopanbHble KOMIO3HLIUU OOBIYHO
BKJIFOYAIOT WHEPTHBIN pa30aBUTENb WM HOCUTENb U3 MHIIEBBIX MaTepuaioB. [[Jst mepopaibHOTro
TEPAIreBTUYECKOTO BBEIEHHs, aKTUBHOE COENMHEHHE (COENMHEHHsI) MOXKET OBITh OOBEIUHEHO C
BCIIOMOTATENIbHBIMHU BEIIECTBAMH U UCIIOJIB30BAHO B (POpMeE MILTIOJIEH, TaOIETOK, MACTHIIOK WITH
KaricyJi, HampuMep, JKEIaTHHOBBIX KarcyJs. llepopanbHble KOMIIO3HIIMM MOTYT OBITh TakKKe

NPUTOTOBJICHBI C HWCIOJB30BAHUEM KHUAKOIO HOCUTEIIA. cDapMaL[eBTI/ILIeCKI/I COBMECTHMBIC
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CBSI3BIBAIOINME BELIECTBA W/WJIM BCIIOMOTAaTENbHBIE BEIIECTBA MOTYT OBITb BBEACHHI B
KOMITO3UIIMIO B KaUeCTBE €€ 4acTh. TalneTku, Moy, KarcyJibl, TACTUIKH U APYTHe MOJ00HbIE
JeKapCTBEHHbIE (OPMBI MOTYT COAEpKaTh JOOOH U3 CIEAYIOUIMX WHIPEIUEHTOB WIH
COEIMHEHUI aHAJIOTHYHON MPHUPOBL: CBA3YIOLIEE BEIECTBO, TAKOE KAK MUKPOKPHCTAIIIMUECKAs
LIEJUTIONIO3a, TParakaHToBas KaMeOb WIHM JKEJATHUH, HAIOJHUTENb, TAKOW KaK Kpaxmaj WU
JIAKTO3a; PAa3PhIXJINTEINb, TAKOI KaK aJbIMHOBAsI KUCJIOTA, IPUMOTEIb FIIH KYKYPY3HBIH KpaxMad,
CMa3bIBaIOLIee BEIECTBO, TAKOE KAaK CTeapaT MarHusi UK Sterotes; CKOJNb3sIlIee BEIECTBO, TAKOE
KaK KOJIJIOWAHBIN AMOKCUA KPEMHUS, MOACIACTUTENb, TAKOM KaK caxapo3a WM CaxapwH, WU
apoMaTH3aTop, TAKOHM Kak MATa NepevHasi, MeTHICAIULMIAT UITH arebCHHOBBIN apOMaTH3aTop.

CucrtemMHOe BBeZIEHHE OJJTHOTO MJIH [IBYX OMHMCAHHBIX B H300pETEHUH COeTUHEHUH (TO €CTh
OJTHOI'O MHIMOMTOpa OOpaTHOro 3axBaTa HOpaApeHaINHa WIX U UHIHOUTOpa 0OpaTHOro 3axBara
HOpaJpeHajJlHa U CHOTBOPHOI'O CPENCTBA, HEe 00JaJa0IEero MHOPENAKCHPYOIUM NeHCTBHEM),
MOXET OBITh TakKXKe OCYINECTBJIEHO TPAHCAEPMaJbHBIM CHOCOOOM, HampuMmep, IyTeM
UCIIONIb30BAHUS IIJIACTBIPS], TeJisl, JIOCbOHA WJIM TOHKOW IUIEHKHU [yl HaHEeCeHHs Ha Koxy. Jls
TPAaHCIEPMAJIbHOTO BBEICHMS, B KOMIIO3MLIUM MOTYT OBITh HCIOJIB30BAHbI TEHETPAHTHI,
IpUMEHsIeMble [T TPOHUKHOBEHUSI Yepe3 dIHuaepMaibHblid Oaprep. Takue meHeTpaHThl OOBIMHO
XOpPOIIO M3BECTHBI B JaHHOW obnactu. Hampumep, st TpaHCAEPMaIbHOTO BBEIACHUS, AKTHBHBIE
COEIMHEHUS] MOTYT OBITh BBEAEHBI B Ma3H, Oanb3aMbl, T€IHU WM KPEMBI, KOTOpPbIE SBIISIOTCS
XOPOIIO M3BECTHBI B JaHHON oOnacTh. IIpumMeHsemMblil e5xeTHEBHO I'eJIb H/UIN JJOCOH MOTYT OBbITh
HAHECEeHbl U3 WHIWBHIYAJIbHBIX MMAKETHKOB MJIM C IMOMOIIBIO JO3HPYIOLIEro HACOCA, CMOTPHTE,
Hanpumep, nmyomukarto Cohn et al., Ther Adv Urol. 2016 Apr; 8 (2): 83-90.

B onHOM BapuMaHTe OCYIUECTBJICHHS, TEPANEBTHUECKUE COCTUHEHUS MPUTOTABIUBAIOT
BMECTE C HOCUTEJISIMH, KOTOPBIE Oy Ay T MPENsATCTBOBATh OBICTPOMY BBIBEIEHHIO TEPATIEBTHYECKIX
COCIMHEHUI M3 OpPraHM3Ma, TAKMMH HOCHTEJSIMHM, KaK KOMIIO3ULMH C KOHTPOJUPYEMBIM
BBICBOOOXKIEHHEM, B TOM YHCJIe MUMILUIAHTATBI 1 MHUKPOKAICYJIHPOBAHHBIE CHCTEMbI JOCTABKH.
MoryT OBITh HCIONB30BaHbl OHOpaszaraeMble OHOCOBMECTHMBIE TOJMMEPBI, TaKue Kak
STHJIEHBUHHJIAIIETAT, TIOJHAHTHAPUIBI, TIOJUIIIMKOJIEBAsT KUCIOTA, KOJUIATeH, MTOJUOPTOI(PUPHI U
MOJIMMOJIOYHAsT KHUCJIOTA. Takue KOMIIO3MLIUU MOTYT OBbIThb NPUTOTOBJIEHBI CTaHIAPTHBIMU
METOAaMU WM NpuoOpeTeHbl, Hanmpumep, y ¢pupm-npoussonuteneii Alza Corporation u Nova
Pharmaceuticals, Inc. B xauecTBe (hapmanieBTHUECKH IPUEMIIEMBIX HOCUTEJIEH MOTYT OBITh TAaKXKe
UCTIONB30BAHBl  JIMIIOCOMHBIE cycneH3nd. OHM MOTyT OBITh TNPUTOTOBJICHBI METOIAMH,
M3BECTHBIMH CIIELIUAJIUCTAM B JAHHON 00JIaCTH, HAITPUMED, METOAMH, OTTMCAHHBIMHU B TATEHTHOM
nokymente U.S. Patent No. 4522811.

dapmareBTHYeCKHe KOMITO3UIIMHA MOTYT OBITh NMOMELICHbI B KOHTEHHEp, YIAaKOBKY H
TO3UPYIOLIEe YCTPOHCTBO BMECTE C MHCTPYKLUSMH IO BBEIEHHUIO WA PUMEHEHHUIO B ONTUCAHHOM
B M300peTeHNH crocooe.

IMPUMEPBI

Hanee n3o0pereHue NOMONHUTEIBHO OMUCHIBAETCS B MPUBENECHHBIX MPUMEPAX, KOTOPbIE
HE OrPaHNYNBAIOT 00BEM H300PETEHNUs, PACKPBITHII B (hopMyJie H300peTeHHUS.

IIpumep 1.
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B xome nmpenBapuTENBHOrO HWCCIIEAOBAHHS, [JEBATh MALMEHTOB, CHA0)KEHHBIX
THEBMOTaxorpadoM, MPUKPEIUICHHBIM K MAacKe, OXBATBhIBAIOIIEH HOC M POT, IJIsI U3MEPEHHUs
IBbIXaHUS, W 330(areasbHbIM KaTETEPOM MJIi OLEHKH TOopora BO30YKIEHHs, Y4acCTBOBAIHM B
UCCIIEIOBAaHNE BO BpPEMsl CHA NPU KAXKAOM U3 CIENYIOIUX 4 YCIOBHSIX: BBEAEHHE ILIaneo,
BBEJICHHUE TOJIBKO OJJHOTO aTOMOKCETHHA, BBEJEHHE TOJBKO OIHOTO OKCHOYTHHUHA U BBEACHUE
KoMOuHamu ato-oxy. HecMoTpst Ha TO, YTO OIZHOBPEMEHHOE BBEIEHHE ATOMOKCETHHA U
OKCHOYTHHHHA YMEHBIIAJIO CTENEeHb TSHKECTH CUHAPOMa OOCTPYKTHUBHOIO altHO3 BO CHE ((purypa
2) xak B (paze cHa ¢ ObicTpeiM aBmkeHueM rnaz (REM), tak u B ¢aze cHa ¢ HEOBICTPHIM
newkenneM rinaz (NREM), Tem He MeHee, BBEAEHHE TOJBKO OJHOIO aTOMOKCETHHA M TOJBKO
ofHOro okcuOyTuHHHa He yayudmano BenuunHy AHI mpu ¢asax cma NREM u REM,
COOTBETCTBEHHO, KaK 3TO M3HAYAJIbHO U MPEANoaranoch. TOUHbIN aHAIN3 TapaMeTPOB AbIXaHUS
B T€UEHME BCEW HOYM IOKa3aJl, YTO BBEIEHHE TOJBKO OJJHOI'O aTOMOKCETHHA O0ECIeYHBalo, 1o
MeHbIIEH Mepe, yiydllleHHe AbIXaHUs BO BpeMms cHa Ha 70% M yjydileHHe HaChIIEHUsS
KHCJIOPOAOM IO CPABHEHUIO C Iiae0o, B TO BpeMs KaK BBEJCHUE TOJBKO OTHOTO OKCHOYTHHHHA
OKa3bIBAJIO HE3HAYMTENIbHOE BIiHsiHWE Ha JpixaHue (purypst 3A-3B) u He yniy4imano ypoBHH
HACBILEHUs] KUCIOpoAoM. K cokaneHHro, aTOMOKCETHH BbI3bIBAJ CHIDKEHHE IOpOra
B030y>kneHust (Oonee nerkoro npoOyxaenus) Ha 18% (p=0,03) nmo cpaBHeHuro ¢ rianedo, no-
BUAMMOMY, BCIIEAICTBUE €r0 aJpeHepruueckux cBoicTB. OnHAKO, KOrJla aTOMOKCETUH BBOJWIN
BMeCTe ¢ OKCUOYTHMHUHOM, CHHMKEHHE MOpora BO30Y KIeHHs NPU NMPUMEHEHUH KOMOMHALMH Ha
7% ObLIO CcTaTHCTUUECKH HenocToBepHbM (p> 0,7, ¢urypa 4). DTH HDaHHBIE MO3BOJISIOT
NPEATONOKUTh, YTO Haubojiee BaxHBIM 3((HEeKToM OKCUOYTHMHHHA B KOMOMHAIMKM ObLIO
ocnabjeHne NeHCTBHs AaTOMOKCETHHA 110 TIOIa4Y CUTHAJIA TPEBOTH.

Kpowme Toro, nocie nHayupoBaHus pedIeKTOPHON aKTUBALMH MOJ00POAOYHO-I3bITHOM
MBIIIIBI Ty TEM TPAH3UTOPHON OOCTPYKLIMU BEPXHHX JbIXaTEIbHBIX MyTEH BO BpeMs CHA, IEPUOLT
BPEMEHH, B TEUYEHHE KOTOPOTrO AaKTUBHOCTb TMOAOOPOJOYHO-SI3bIYHONW MBIl OCTaBaIACh
MOBBIIIEHHOH OTHOCUTEJIBHO UCXOJHOTO YPOBHS, MOCJE TOTO KaK OOCTPYKTUBHBIA CTUMYJ ObLT
ynaneH (mepuon BPEMEHH, TAKXKe Ha3bIBAEMbIH MOCienencTsueM, cMotrpure ¢urypsl SA-B u
ccpuiky 19), umen B 2 pasa OONBLIVIO PONOJDKUTEIBHOCTD B (hase MemieHHoro cHa (SWS) mo
cpaBHeHHMIO C (a3oii cHa ¢ HeObicTpbiM nBIKeHUEeM riia3 (NREM). DTu naHHbIe MO3BOJSIOT
NPEATIONOKHUT, YTO CYLIECTBYeT (hopMa HEHPOHHOW MAaMSITH PACLIMPSOLIMX MBI BEPXHHUX
IBbIXaTeNbHbIX IyTeH, W OHAa MOXET CIOCOOCTBOBATH YBEJIWYCHUIO JKECTKOCTU TJIOTKH H
CEJIEKTUBHO CTa0MIIN3UPOBATh JbIXaHNE B (Pa3e MEIJICHHOTO CHA MPU CHHAPOME OOCTPYKTHBHOTO
armHo3 BO cHel’.

IIpumep 2. IInnoTHOE HccnenoBaHue

Cyovexkmui.

B nBoitHOM cienom maanebo-KOHTPOIHPYEMOM MEPEKPECTHOM HCCIEIOBAHUN U3YYarOT
CYyOBEKTOB, CTPANAOILINX CHHAPOMOM OOCTPYKTHBHOTO allHO3 BO CHE C HIMPOKHM JHANa30HOM
CTerneHu TsokecTr anHod (ot 10 1o > 60 ciayvaes /4ac). B uccnenoBanne BKIFOYAIOT NAIMEHTOB C
CHHIPOMOM OOCTPYKTHBHOI'O alTHO3 BO CHE, KOTOPBIE YK€ MPOIUIH JICUEHHE, TOCKOJIBbKY aBTOPBI

I/1306peTeHI/I$I HE XOTAT OTKJIaAbIBATh JICUCHUEC, OJIA TOI'O 9TOOBI NpOBOAUTDL 5TU SKCIICPUMECHTDI.
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OTH MOAW SBISIOTCS B OCTAJIbHOM 3IO0POBBIMU (32 HCKJIFOUEHHEM CIIy4aeB XOPOLIO
KOHTPOJIMPYEMOH THUMepTeH3nH, auadera WIM TUMEPIUNUAEMHUN), HE HUMEIOIIUMH aKTHBHBIX
3a005eBaHUI M HE MIPUHUMAIOIIUMU JIEKAPCTBEHHBIX CPENICTB, KOTOPbIE MO Obl OBJIHSTH HA
IbIXaHUE WIIN MBIIIEYHbII KOHTPOJb. Bo3pacT cyObpekTos cocrasisier 21-70 net. Kak y My x4uH,
TaK Uy JKeHIIUH BeJIMYMHA WHAeKca armHo3-runonHod (AHI) Oynxer coctasisite > 10 ciydaes B
yac B ¢ase cHa ¢ HeObICTpbIM ABIKeHHEeM ri1a3 (NREM) B monoskeHUH Jieka Ha CIIUHE.

IIpubopnoe ocnawyenue.

CyOmpexTh! cHaOKeHBI CTAHAAPTHBIMU PETUCTPUPYIOIIMMH AATIYHKAMH OJTUCOMHOTpadu
(PSG). Craguro cHa 1 BO30OY KACHHS U3MEPSIIOT C TIOMOIIBIO 3JIEKTPOIOB, HAKJIEEHHBIX Ha KOXY
TOJIOBBI, JIULO, OXOOPONOK U Tpyab (dnekTposHuedanorpamma (I3I), 35eKTPOOKyIOrpaMma
(EOG), oanexkrpokapnuorpamma (EKG), osnexkrpommorpamma (EMG)  monGoponka).
HaknenBaemble snektpomel ans snekrpomuorpammbl (EMG) mnomemiaror Ha mepenHIO0
00sbLIEOEPLIOBYI0 MBIy [Js1 OOHApPY>KEHUs MABIDKEHMHM HOr. PeMHH nns u3MepeHus
IBIXaTeNbHbIX YCHUIMH HaIEBAlOT BOKPYI TPYAU M JKUBOTA MJIsI M3MEPEHMs JbIXaTeJIbHbBIX
naBokeHuil. HacelllieHne KHCIOPOAOM  HENPEpPHIBHO H3MEPSIOT  IMyJIbCOKCUMETPUYECKUM
IaTYMKOM, MOMEIIEHHBIM Ha KOHYHMK Majbla. Xpar OOHapy’>KMBAKOT C MOMOLIBIO HEOONBLIOTO
MHUKPO(OHA, PACHOJOKEHHOTO Haj speMHON BbleMKoW. IlojokeHwe Tena peructpupyer
JaTYUKOM, TPHUKPEIJIEHHbIM K TpyIHOMY peMHI0. Kaxnoe M3 3THX YCTPOWCTB sIBIsieTCA
CTaHAAPTHBIM JUIl JAWarHoctudeckoil mnommcomHorpaduu (PSG) m He HOKHO BBI3BIBATH
HeynoOcTB. J{i1s n3MepeHus: BO3AYLIHOTO MOTOKA HAAEBAIOT HA POT M HOC CTAHIAPTHYIO MACKy
CPAP (macky s moAnepskaHHsl MOCTOSHHOTO MOJIOKUTEIBHOIO JABJICHUS B bIXATEIbHBIX
nyTsX) ¥ GUKCHPYIOT peMHsIMH. Macka Mo3BOJISIET MOCTOSITHHO KOHTPOJIUPOBATh JAbIXaHUE (TTOTOK
BIOXa C MOMOIIBI MHEBMOTaxorpada, KOTOPbI MOXeT ObITb HHTErPUPOBAH C MOJYYCHHEM
IBIXaTebHOTO O0BbEMa) M YPOBHHU BbImbixaeMmoro yriekucioro raza (PCO,) ¢ momombro
oTkanuOpoBaHHOTO MHPpakpacHoro aHaauzaropa CO, (MoHUTOp KamHOrpada/OKCUMETpa).

IIpomokon.

IIpoBomuTCST MCCNENOBAaHUE BIHSHHS HCIBITYEMOrO JIUEHHS] HA CTENEeHb TSKECTH
CHHIpOMAa OOCTPYKTHBHOI'O arHO® BO CHE IIyT€M BBENEHUs] MALHEeHTaM C CHHIPOMOM
OOCTPYKTHBHOTI'O aITHO3 BO CHE JIEKAPCTBEHHBIX MPEMapaTOB B CIyYaHHOM MOPSIZIKE:

1) atomokcerun 80 mr+3ommuaem 10 mr;

2) atomokcerud 80 mr+aupenruapamus S0 mr;

3) aromokcerus 80 mr+rpazonon 100 mr;

4) aromokceruH 80 mr+radanentun 300 mr; win

5) nnane6o.

ITocne monydeHust ICXOAHBIX AAHHBIX 10 MOJIMCOMHOTpadUH, MPOBOAAT B TJAOOPATOPHBIX
YCIIOBHSIX UCCIIENOBAHNE HOYHOTO CHA Ha 3-i eHb JICUEHHUs C MHTEPBAJIOM MPHOIMU3UTENBHO B
ONHY HENeNr0 B CIy4ailHOM mopsiake. JlBe mwmomro mwane®o Wi ¢ KOMOWHAIMSMHU
JIEKApCTBEHHBIX TPETapaToB BBOAST 3a 15 MHHYT A0 BBIKJIIOUEHHs] CBETa. PerucTpupymor,
CTIIOKOITHOE OOPCTBOBAHMS B TEUECHHUE, TIO MEHBLICH Mepe, S MUHYT AJISl KOJIMUECTBEHHOH OLIEHKU

IbIXaHUsl CyOBEKTa B COCTOSIHMHM OOAPCTBOBAHUs. B TedeHHEe HOYM PErUCTPUPYIOT KaK MOXKHO
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Oosbire naHHBIX O (ase cHa ¢ HeOBICTpEIM ABMkeHHeM ria3 (NREM) u dase cHa ¢ ObicTppiM
newkenneM a3z (REM). [laumeHtamM pekOMEHAYIOT CraTh B MOJOXEHUH JIeKa Ha CIIMHE, IO
MeHblIel Mepe, B TeueHue 50% BpeMeH! HOYHOIO CHa.

AHanu3 noayueHHvIX OaHHBIX.

AmHO3, THUNONMHO3, BO30OYXXKIOEHHWS M CTaJAuMd CHAa OLEHHWBAIOT B COOTBETCTBHU CO
CTAaHOAPTHBIMH  PEKOMEHHAUWsIMH  AMEpPHKAHCKOM  akageMud  MeOULUUHbI  CHa??
cepTUPUIMPOBAHHBIM crienuaiucToM B obmactu monucomHorpadun (RPSGT), we umeromum
UH(POPMALIUK O MTPOBOJUMOM JieueHUH. [ MTIONTHOS OMpenessiioT KaKk YMEHbIIEHHe KPOBOTOKA Ha
>30% OT UCXOMHOTO YPOBHs, MPOJOJDKAOIIEECs B TeUeHUe, Mo MeHbluel mepe, 10 cekyHn u
CBSI3aHHOE C MPOOY’KAEHWEM OT CHA WJIM CHIDKEHHEM HACBILICHUS OKCHUIreMOrJIOOMHOM Ha>3%.
ABTOMAaTHYECKH PacCUUTHIBAIOT (heHOTUNHUeckne xapakrepuctuku (Vpassive, Vactive, mopor
BO30ykIeHMsI, KO3(p(UIMEHT yCHIeHHs OOpaTHOW CBA3M) JUIA JeHCTBHS Iuanedo u
JIEKapCTBEHHBIX CPEACTB B HOYHOE BPEMs Ha OCHOBE JAHHBIX IMOJHUCOMHOTrpaduH, UCHOJIb3Ys
aJITOPUTMBI, pa3paboTaHHbIE U MPOTECTUPOBAHHBIE ABTOPAMH H300peTpeHHs?> 24,

OCHOBHBIM pe3yJITATOM IPOBEACHUS HUCCIEAOBAHUS SIBISIETCS JAHHBIE MO0 M3MEHEHUIO
BenuuuHbel AHI u cpaBHeHME 3THUX HW3MEHEHUH MEXAYy TIpynnaMu C HUCIOJIb30BAaHUEM
OIHO(AKTOPHOIO AMCIEPCHOHHOTO aHAIM3a C MOCIEAYIOIIeH NpOoLeAypol MHOXKECTBEHHBIX
CPaBHEHMI AJIs1 CPABHEHUS Ka)KOM IPyNIbl, MOABEPraBIICHCS JIEUEHHUIO, ¢ TPYIIION, B KOTOPO
BBOJIMIIH TUTALe00, IIPH 3TOM ISl KOPPEKTHPOBKU MHOXKECTBEHHBIX CpaBHEHMH 3HaueHue p <0,025
CUNTAETCS] CTATUCTHYECKU 3HAYUMBIM. J[J11 Ka’kKIOro uesnoBeka HEOOXOAUMO MPOBECTH YEThIpe
uccienoBaHus (MICXOIHBINA YPOBEHbT3 UCCIIEIOBAHUS B TEUCHUE HOUH).

Humepnpemayus pe3ynemamoa.

HcnpiTyeMble KOMOMHALIMY JIEKAPCTBEHHBIX CPEICTB OLICHUBAIOT HA MPEAMET 3HAYHMOTO
CHIDKEHHsSI CTENeHH TSDKECTH CHHIpOMa OOCTPYKTHUBHOTO amHo? BO cHe (mo Beiamyune AHI),
NOBBIIIEHUs YpoBHEH kucyiopona (Sa0,) u cHmwkenus cnagaemoctu (Vpassive u Vactive) kak B
¢aze cHa ¢ HeObICTpbIM ABMKeHUEeM a3 (NREM), Tak u B ¢a3e cHa ¢ ObICTpBIM JBHKEHUEM TJ1a3
(REM). TIIpoBomsT HHTEpNPETALUIO pPE3yJbTATOB C LB ONpPEAeeHUs BO3MOXKHOCTH
00JIerYeHus CTETIEHH TSKECTH CHHAPOMA OOCTPYKTHUBHOTIO AITHO? BO CHE W YJIYULISHUS Ka4eCTBa
CHA y CITILIUX JIFOACH C TTOMOIIbI0 KOMOMHAIMH CHCTEMHO BBOAMMBIX JIEKAPCTBEHHBIX CPEICTB.
AHann3 UCXOAHBIX (PEHOTUITMUYECKUX XaPAKTEPUCTHK B TEUEHHE HOUU AaeT HHPOPMALIUIO O TOM,
KaKasi TpyIma MalueHTOB, BEPOSITHO, OyIeT UMETh JIyYLINA OTBET HA JICKAPCTBEHHBIE CPEACTBA,
(beHOTUNMUECKUI aHaNIU3 B HOYHOE BpeMsi JeicTBHs Iulaned0 M JIEKAPCTBEHHBIX CPENCTB
MO3BOJISIET MOJYYUTh HHYOPMALIHIO O MEXaHU3MaX NEHCTBUS STHX KOMOWHAIUHN JIEKAPCTBEHHBIX
CPEICTB.

IIpumep 3. AnpTepHaTUBHBIE CHOTBOPHBIE CPECTBA

Jlna ompeneneHuss BO3MOKHOCTH MHCIIOJIB30BAHMsI JIPYTMX CHOTBOPHBIX CPENCTB, HE
00J1aar0 X MUOPENAKCUPYIOIIUM IEHCTBHEM, BMECTO 30JIMUAEMa M rabarneHTHHA, POBOJST
JIOTIOJIHUTEJIbHBIE UCIIBITAHUS C MCIOJIb30BAHMEM 3OMMKIJIOHA, 3C30MUKIOHA, TPa3ojoHa WU
mudenrupamMuta B KomOuHau ¢ 80 M aTOMOKCETHHA Y CYOBEKTOB CO CTETIEHBIO CIIaaeMOCTH

BEPXHHX JBIXaTENbHBIX MyTeH OT JIETKOH 10 YMEPEHHOH (JIbIXaHHe BO BPEMsI CHa C HOPMAJIbHBIM
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ycuureM Obuto Bbie 50% OT HOPMaJIbHOTO AbIXaHMs B rpymne ainebo). BiusHue Ha cTeneHp
TSDKECTH CHUHIpPOMa OOCTPYKTHBHOTO amHo3 BO cHe (Ha BenmuuHy AHI), ypoBHH kuciopozna
(Sa0,) n cnamaemMocTh bpIxaTeNbHBIX myTel (Vpassive n Vactive) OLeHHBAIOT Kak B (aze CHa C
HeObIcTpbIM nBIKeHUEM ri1a3 (NREM), Tak u B dasze cHa ¢ OpicTpbM aBmkeHueM rias (REM).

ITpumep 4. KomOmHaumss aTOMOKCETHMHa M NHMaBaHCEpUHA MU JICUEHHs] CHHIpOMA
OOCTPYKTHBHOT'O aITHO? BO CHE

ABTOpBI M300peTeHUs] BBOIMIM HENABHO OAOOPEHHBIH K NMPHUMEHEHUIO CEJIeKTHUBHBIM
oOparueiii aronuct S5-HT2A numaBancepuH B no3e 34 Mr ansd OJOKMPOBaHHS pPEaKLUU
BO30y>kaeHust Ha sjektposHnedanorpamme (EEG) mpu BosgeiictBum CO, B codeTraHuu ¢
aTOMOKCETHHOM 80 MTr, ¥ M3MEpSUIH BIUSHUE 3TOH KOMOMHALIMY HA CTETIEHb TSKECTH CHHIPOMa
OOCTPYKTHBHOT'O artHO? BO CHE, TOPOT BO30YKICHUS U CAAaeMOCTh Y 5 MALMEHTOB. JTH J03bI
ObUIH BBIOpAHBI B CIECTBHE TOTO, YTO OHH SIBJISIOTCS] OOINENPUHATHIMU 3()()EKTUBHBIMU A03aMHU
IpU JICYEHUH CUHApOMa AeduITa BHUMAHUS M OpPENOBBIX COCTOSIHUM W TaJUTIOLMHALUN Y
nauueHToB ¢ 6one3Hpro [TapkMHCOHA, COOTBETCTBEHHO, HA OCHOBE MHCTPYKLIUH 1O TPUMEHEHHIO
sToro mpenapara. [1alMeHTOB Takke CHaOKajiu MAacKOM, OXBAThIBAIOLIEH HOC U POT, U 4 U3 5
NALMEHTOB YCTaHABIMBAIM 330(arealibHblii KaTeTep M BHYTPUMBILIEYHBIE 3JIEKTPOIBI B
NOAOOPOAOUHO-SI3bIYHYI0  MBIILY. ATOMOKCETHH-IUIFOC-TUMABAHCEPUH 3aMETHO  CHIDKAI
BennuuHy AHI ot memuanbl [MexkBapTwibHbi pasmax] 31 [34] mo 16 [15] caydaeB B uac
(cpennee nsmenenue: 70 [15]%), yaydiman creneHb CagaeMOCTH BEPXHHX JIbIXaTEIbHBIX MyTeH
(Vpassiveld) Ha 63 [28]% nopmanbHoro asixanus (p=0,07), yBeauunBaj Nopor BO30YKIEeHUs Ha
32 [20]% (¢durypa 6) u yBenu4uBaj aKTHBHOCTb MOAOOPOIOYHO-SI3bIYHONM MbIIbl HA 110
[244]%. BnusiHue Ha mopor BO30Y>KAEHHUS 3aCy’KUBA€T BHUMAHHUS, TaK KaK MUMaBEHCEPUH
BBOJWJIM BMECTE C ATOMOKCETHHOM, JIEKAPCTBEHHBIM CPEACTBOM, CIIOCOOCTBYHOIIUM
npoOy»KIEHHIO, KOTOpOE, KaK OMKMCAHO BbILIE B MPEObIAYIIEM HCCISIOBAHHH, BbI3BIBAJIO
CHIKEeHHE rmopora Bo30yskneHus Ha ~ 18% mo cpaBHEHUIO ¢ m1anedo y MalHeHTOB ¢ CHHIPOMOM
OOCTPYKTHBHOTO arHO? BO CHE. JTO O3HAYAeT, YTO MHMAaBAHCEPUH IEHCTBUTEIBHO MOJKET
yBEJIUUUBATD MIOPOT PECIUPATOPHOTO BO30Y KaeHHsI mpumMepHo Ha 50%.
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JAPYTUE BAPUAHTHI OCYIIECTBJIEHHW A

Crnenyer uMeThb B BUALy, YTO HECMOTPS Ha TO, YTO M300peTeHHne ObUTO MOAPOOHO PACKPBITO
B €r0 OMUCAHUH, TIPUBEICHHOE BbILIE OMHUCAHKE MPEeIHA3HAYEHO TOJIbKO ISl HIUTFOCTPALIUHU, U OHO
HUKOMM OOpa3oM He OrpaHM4YuBaeT 0O0beM HM300peTeHHs, KOTOpPbIH ompenensercs o0beMoM
npusaraemMoii GopMyJiel H300peTeHus. J[pyrue acrneKThl, MPeUuMyecTBa U MOAU( UKALIH BXOIST

B 00beM IpUBEIEHHOI nanee (hopMy bl H300pETeHUs.



27

®OPMYJIA U3OBPETEHUSA
1. Ciocob nedeHus: CyObeKTa, CTPAAAIOIIETO OT COCTOSIHUS, CBSI3AHHOTO CO CHaJeHUEM
CTEHOK (hapuHreasbHOro NbIXaTeNbHOIO  IMYTH, KOrna CyOBEKT HAXOAMTCS B HETIOJHOCTBHIO
CO3HATEJNIbHOM COCTOSIHWM, BKIIFOYAIOIIUI BBEAEHHE CYOBEKTYy, HYXTAIOIIEMYyCsS B OSTOM,
s¢pexTuBHOrO Koamuectsa (1) mHruOmropa odOparHoro 3axsata HopanpenanmuHa (NRI) u (i)
CHOTBOPHOT'O CPENCTBA, He OONaaroIero MUOPENAKCUPYIOIINM JeHCTBHEM, W/HIU O0OpaTHOTrO
aroHucTa unu auraronucra S-HT2A.

2. Cnocod mo m. 1, rme umHrubutop oOpaTHoro 3axmara HopaapeHamuHa (NRI)

)
npencTasisieT CoO0H CeleKTUBHBIN HHruOUTOp 0OpaTHOro 3axBara HopaapeHamuHa (NSRI).

3. Cnoco® mo m. 2, rae CeneKTUBHBIM MHruOUTOp OOpPaTHOrO 3axBaTa HOPAAPEHAIMHA
(NSRI) BbIOMparOT u3 TpymNmbl, COCTOSALIEH W3 amenanuHa, aroMokcetwHa, CP-39,332
JanefainHa, 3AUBOKCETHHA, 3CPeOOKCeTHHA, JIOpTajaMHHA, HU30KCETHHA, peOOKCeTHHa,
TaJIONpamMa, TAICypama, TAHAAMUHA 1 BUJIOKCA3HHA.

4. Crnoco6 mo m. 1, rme wuuruburop obOparHoro 3axsata HopanpeHanuHa (NRI)
npencTaBisieT coOOH HeCeNneKTUBHbIH MHruouTop obpatHoro 3axsata HopanpeHanuHa (NNRI),
BBIOpaHHbIH W3 TPYINbI, COCTOSINEH W3 AaMUTPUNTWINHA, AaMOKCAIHMHA, OyIpOIHOHA,
LMKJIA3UHIO0MA, [JEe3UNpaMuHa, JecBeHNadakCHHa, AeKcMeTWI(eHunaTa, IUITHWIIPOIHOHA,
JOKCENHHA, IyJIOKCeTHHA, UMMIIPAMUHA, JIEBOMMJIHALMIIPAHA, MaHU(pAKCHHA, MAarpOTHIINHA,
MeTuiapeHnaaTa,  MIIHALMIpaHa,  He(ha3oloHa,  HOPTPUNTWIMHA,  (eHauMeTpasuHa,
(denmeTpasuHa, NPOTPUNTUIINHA, panadakCuHa, TANIeHTaA01a, TEHUIOKCa3WHA U BeHIadaKkCHHA.

5. Cnocob mo 1. 1, rae unrudurop obparHoro 3axsara HopaapeHaianHa (NRI) BeiOuparoT
U3 TPYIIIbI, COCTOSILIEH U3 aTOMOKCETHHA 1 PeOOKCETHHA.

6. Cnocob mo m. 5, rme uwHruOuTop oOOpaTHOro 3axmara HopaapenannHa (NRI)
NPEACTaBIsIET COOOH aTOMOKCETHH.

7. Crioco0 1o 1. 6, rae aTOMOKCETHH BBOAST B 103€ 20-100 Mr

8. Cnocob mo 1. 7, rae aTOMOKCETHH BBOJIST B J103€ 25-75 Mmr.

9. Cnocob mno m. 1, rme CHOTBOPHOE CPEACTBO, HE O0JNAAaroInee MHUOPENAKCUPYIOLIIM
IeWCTBHEM, MIPEACTABIISAET COO0I OeH301Ma3eMMHOBOE CHOTBOPHOE CPEICTBO, MPEANOYTUTENBHO,
TeMasenam, OpoTuszojiaM, (iypasenam, HUTpa3ernaM Uik TPUA3OJIAM.

10. Croco6 mo n. 1, rae CHOTBOPHOE CPEACTBO, HE O0JIaarolee MHOPEIAKCHPYOLUM
neiicTBueM, — TpencTtaBisieT  co0oil  HeOEH30IMa3emMHOBOE  CHOTBOPHOE  CPEACTBO,
NPEANOYTUTENIPHO,  LMKJIOMUPPOJIOHOBOE  JIEKAPCTBEHHOE  CPEACTBO,  MPEANOYTUTENHHO,
BBIOpAaHHOE W3 TIPYIIIbL, COCTOSIIEH M3 30JMuAeMa, 30MUKJIOHA M 3C30MHKIOHA;, radaneHTHHA,
Tpa3onoHa, Au(pEHTHApPAMUHA;, CYBOPEKCAHTA, TACHUMEJTEOHA, paMeJTEeOHa, aroMejaTHHA,
JOKCENHHA; 3aJIeTJIOHA; JOKCHIIAMHHA;, OKCHOaTa HaTPHUs MM THAaraOHHA.

11. Croco6 mo m. 1, rae CHOTBOPHOE CPEACTBO, HE O0JIaarolIee MHOPEIAKCHPYOLUM
HeﬁCTBHeM NnpeaACTaBIsACT CO6OI\/'I KOMITO3HUITUIO C HEMEAJICHHBIM BI:;ICBO60}KI[6HI/IGM.

12. Crocob mo n. 1, rae CHOTBOPHOE CPEACTBO, HE O0JIQAoIIee MHOPETAKCHPY LM
NeHCTBHEM MPENCTaBJsieT COOON KOMIO3UIMIO ¢ MPOJIOHTHPOBAHHBIM BBICBOOOIKIEHUEM.

13. Cnoco® no mobdomy ogHOMY 13 M. 1-12, rie CHOTBOPHOE CPeACTBO, He obnafaromee
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MHUOPENAKCUPYIOIINM IeHCTBHEM, TPEACTABIIIET COOOH 30IMHIEM.

14. Cniocob o 1. 13, rae 3oamuaeM BBOAAT B A03e 2-12.5 mr.

15. Criocob mo 1. 14, rue 3onmuaemM NpencTaBisieT COO0N KOMIO3HUIHIO C HEMEICHHBIM
BBICBOOOKIEeHUEM B 103e 2-10 wmr.

16. Cnoco®6 mo m 14, rme 3ommuaeM TNpeAcCTaBisieT COOOW KOMITO3ULUI — C
IPOJIOHTUPOBAHHBIM BBICBOOOXKIEHHEM B 103€ 5-12,5 mr.

17. Crnoco6 mo m. 1, rne obparueii aronuct S-HT2A npencrasisier codoit AC-90179,
KETaHCEPHH, HEJIOTAHCEPUH, STUIMBAHCEPUH, MMMAaBaHCEPHH WIM BOJIWHAHCEPHH, UM arOHUCT S5-
HT2A npencrasisier coboli Tpa3omOH, MHPTA3alliH, KETAHCEPWUH, KJIO3AIMH, OJaH3aIMH,
KBETHAIIUH, PUCIEPUIOH, WIOMEPUAOH, TMEePOCIHPOH, aszeHarnuH, HedaszomoH, MDL-100907,
nunporentaany, muzotuden, LY-367,265, 2-ankun-4-apui-TeTparuapo-nmupUMUA0-a3eTHHBl,
raJIonepuao, XJIOPIPOMa3uH, TUAPOKCU3NH (artapakc), S-MeO-NBpBrT wiu Huanpasus.

18. Cnocob no n. 17, rae obpatHblii aronuct unu anraronuct 5-HT2A mpencrasisier
co00i1 MMMaBaHCEPHH, MPEANOUYTUTENIBHO, BBOJUMBIH B 103€ 20-40 Mr, NPeANOYTHTENBHO, 34 MT.

19. Croco6 mo mobomy omHomy u3 mm. 1-18, rme 3a0oneBaHue WM HapyLIeHUE
npexcTaBisieT coO0i CHHAPOM OOCTPYKTUBHOTO AITHO3 BO CHE MJIM OOBIYHBII Xpalrl.

20. Cnocob no m. 19, roe 3aboneBaHue WM HApYLICHHE TPENCTaBIsIeT COOOH CHHAPOM
OOCTPYKTHBHOTI'O aITHOd BO CHE.

21. Criocob no 1. 1, re HeMOJHOCTBIO CO3HATEIBHOE COCTOSIHUE TIPEACTABJISIET COOO0I COH.

22. Cnoco6 mo m. 1, rme uaruburtop oOparHoro 3axsata HopanpenanuHa (NRI) wu
CHOTBOPHOE CPEICTBO, He 00IaaroIee MHOPEIaKCUPYIOIUM AeHCTBUEM, BBOAST B (JOpME OIHOMH
KOMITO3ULIH.

23. Cnocob® mo m. 22, rme enuHas KOMIO3HMLMS TpeacTaBisier cobor Qopmy s
NIePOPaNIbHOTO BBEICHHSI.

24. Cnoco0 mo 1. 23, rae ¢popma 1Jist mepopasbHOrO BBEIEHUs TIPEACTABIISIET COOO0I CUpOTT,
MIITIOJIEO, TaOJIETKY, TTACTUIIKY WK KarcCyty.

25. dapmareBTHYECKasi KOMITO3UIMS, BKIIOUaromas (1) HHruOuTop oOpaTHOrO 3axBaTa
HopaapeHaiguaa (NRI), (i) CHOTBOpHOe CpencTBO, He oO0Namarollee MHOPETAKCUPYIOIUM
neiicrBueM, w/wian oOpaTHbI aroHMCT wiu aHtaroHuct S-HT2A, wu (iii) dapmaueBrudecku
MIPUEMJIIEMBII HOCUTEIIb.

26. Komnozuuus no m. 25, rne wHruOuTop obparHoro 3axsara HopagpeHannHa (NRI)
NPEACTaBIsIET COOOM CeNeKTUBHBIA HHrHOUTOP oOpaTHOro 3axBaTta HopaapeHanuHa (NSRI).

27. Kommosunusi mo 1. 26, T©Ae CelNeKTHBHBIA WHTHOUTOp OOpaTHOrO 3axBaTa
HopaapeHajuaa (NSRI) BbIOMpArOT W3 TPYMIIBI, COCTOSIIESH U3 amenajanHa, aToMokceruHa, CP-
39332, nanenanuHa, 3TUBOKCETHHA, 3CPeOOKCETHHA, JIOPTATAMIHA, HI30KCETHHA, peOOKCEeTHHA,
Tajonpama, Tajcynpama, TaHJaMHHA U BHJIOKCA3HHA.

28. Kommno3uuus no m. 25, rne mHruOuTop odpatHoro 3axmara HopagpeHannHa (NRI)
npeacTasisier coO0i HEeCeIeKTUBHbIM MHIHOUTOp oOpaTHOro 3axsara HopaapeHanuHa (NNRI),
BbIOPaHHBI W3 TPYMIbl, COCTOSINEH W3 AMUTPUNTHINHA, AaMOKCamuHa, OymnponuoHa,

HUKJIAa3UHAO0Ja, AE3UIIPpaMUHa, I[eCBeHJ'Ia(I)aKCI/IHa, I[CKCMCTI/IJ'I(beHI/II[aTa, AUSTUITIPOIINOHA,
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JNOKCETINHA, AYJOKCeTHHA, WMHIPAMUHA, JICBOMIUTHALIUIIPAHA, MaHU(AKCHUHA, MAaMpOTHIIHHA,
metwideHngaTa,  MIIHaUNpaHa, Heda3oAOHA,  HOPTPUNTWIMHA,  (EHIUMETPA3HHA,
¢denmerpasuHa, TNPOTPUNTHINHA, pagadakCHHa, TamneHTaaona (HyLUHTHI), TEHHJIOKCA3MHA
(Myuenana, MeTaToHa) U BeHadakcuHa.

29. Komnosunusi mo m. 25, rae uHruburop odpatHoro 3axsara HopanapenamuHa (NRI)
BBIOMPAIOT U3 TPYIIIBI, COCTOSLIEH 13 aTOMOKCETHHA U PeOOKCeTHHA.

30. Komnosuuus mo m. 29, roe uHruOuTop oOpatHoro 3axsara HopaapeHaianHa (NRI)
NPEACTaBIsIET COOOM aTOMOKCETHH.

31. Komnozuuus o . 30, rae go3a aromokceTuHa coctapiisieT 20-100 mr.

32, Kommozumusi mo m. 25, rAe CHOTBOPHOE CpPENCTBO, He oliagaromiee
MHUOPENaKCUPYIOIUM JefCTBUEM, TMpeACTaBisieT coOol OeH301Ma3enuHOBOE CHOTBOPHOE
CPEICTBO, MPEANIOYTHTENLHO TeMa3ernam, OpoTusonam, (iiypasernam, HUTpa3enam Wil TPHA30JIaM.

33. Kommosuumss mo m 25, rTOe CHOTBOPHOE CpEACTBO, He olnajaroiiee
MHOPEIAKCUPYIOINM JefCTBHEM, MNpeAcTaBisieT coOoi HeOEeH30IMa3enuHOBOE CHOTBOPHOE
CPEACTBO, MPEANOUYTUTENBHO, IUKJIOMUPPOIOHOBOE JIEKAPCTBEHHOE CPEACTBO, MPEANOYTUTENBHO,
BbIOPaHHOE W3 TPYTIbI, COCTOSIICH W3 30JMHAeMa, 30MHUKJIOHA M 3C30IMUKIIOHA, rabaneHTHHa,
Tpa3onoHa, AN(PEHTHApPAMUHA;, CYBOPEKCAHTAa, TACHUMEJITEOHA, PpAaMEITEeOHAa, AaroMeJaTHHA,
JOKCETHHA; 3aJIeTIJIOHA; JOKCHJIAMHUHA;, OKCHOaTa HaTpUs MM THAraOHHA.

34, Kowmmo3ummss mo 1. 25, rAe CHOTBOPHOE CpeacTBO, He obanaroiiee
MHUOPENAKCUPYIOIIUM JTEeUCTBHEM, NPEACTABIseT COOOW KOMIO3MLMIO € HEMEJIEHHBIM
BBICBOOOKIEHUEM.

35. Kommozuimuss mo m. 25, r©Oe CHOTBOPHOE CpPEnCTBO, He oOnamaroiiee
MHUOPEJIAKCUPYIOLIUM JEHCTBHEM, MPEACTABISET COOON KOMIIO3UIMIO C MPOJIOHTMPOBAHHBIM
BBICBOOOIKIEHUEM.

36. Komnosunusi mo yirodomMy omHOMYy M3 mim. 25-35, roe CHOTBOPHOE CPENCTBO, He
o0Jafaroee MHOPETAKCUPYIOLINM AeHCTBUEM, IPEICTABISIET COOOH 30JIMUAEM.

37. Komnosunus no m. 36, rae 30JmuaeM TNPEeACTaBisieT COOOW KOMIO3HIMIO — C
HEMEJIEHHBIM BBICBOOOKIEHHEM B 103€ 2-10 mr.

38. Kommosunus mo m. 36, rme 30dmuaeM TNPEeACTaBisseT COOOW KOMIO3WIMIO
MPOJIOHTMPOBAHHBIM BBICBOOOKIEHHEM B J103€ 5-12,5 mr.,

39. Komnosunus mo m. 25, rae uHruburop odpatHoro 3axsaTta HopangpenanuHa (NRI) u
CHOTBOPHOE CPEACTBO, He O0Jafarolee MHOPETAKCHPYIOIIUM JAEHCTBHEM, COCTaBISIIOT B
€AVHYI0 KOMIIO3ULIMIO.

40. Komnosunust 1o m. 39, rae eauHasi KOMITO3UIUSI MPEACTABISIET co0oi (hopmy s
NEPOPATbHOTO BBEACHMS.

41. Kommnosunust no . 40, rae Gopma st mepopalibHOTO BBEASHHSI TIPENCTaBIISIET COOOH
MIIUTIOJIFO, TAOJIETKY, TACTHIIKY WITH Karcyry.

42. Kommnosunusi mo JroOoMy omHOMy u3 mm. 25-41 nnsi mpuUMEHEHWsl JUIsl JICYSHUS
CyOBEKTa, MMEIOIIEro COCTOSIHHE, ACCOLMHUPOBAHHOE CO CIAJCHHEM CTEHOK (hapHHIeaIbHOrO

AbIXaTCJIbHOI'O MyTHU , KOrJa Cy6’beKT HaxXxoauTcsa B HEIMOJHOCTBIO CO3HATECIIbHOM COCTOAHHU.
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43. Komnoswuusi st mpuMeHeHHs 1o 1. 42, rae 3a0ofeBaHHWE WM HapylIeHUe
NPEeACTaBIsieT COOOM CHHAPOM OOCTPYKTUBHOTO aITHO? BO CHE WJIM OOBIYHBIHN XpaIl.

44. Komnosuuusi IJsi nmpuMeHeHHMs 1o 1. 43, rae 3a0ofeBaHWe WM HapylIeHUe
npencrasisieT co0ol CHHAPOM OOCTPYKTHBHOTO aITHOS BO CHE.

45. Komnosuuus Al IpUMEHEHUs! 1O 1. 42, rie HEMOJHOCTBI0 CO3HATENBHOE COCTOSIHUE
NPEeACTaBIsieT COOOM COH.

46. Ilpumenenne nHruOuTOpa oOparHoro 3axeara HopanpeHaauHa (NRI) u cHOTBOpHOTO
cpencTsa, He 00JaNaroero MUOPENAaKCUPYIOIIUM AeHCTBUEM, W/HIM OOpaTHOIO aroHUCTa WU
antaronucra 5-HT2A nist neueHus: CyObekTa, UMEIOIIETr0 COCTOSIHHE, aCCOLMHPOBAHHOE CO
CHaJeHNeM CTE€HOK (papUHIeaJbHOTO IBIXaTENbHOTO IYTH, KOTJa CYOBEKT HAXOOUTCS B
HEMOJHOCTBIO CO3HATEIBHOM COCTOSIHUM.

47. HabGop, Bxmouaromuii HHruOutop obOpartHoro 3axsarta HopaapeHanuHa (NRI) u
CHOTBOPHOE CPEICTBO, He 00sajarolee MHUOPEIAKCUPYIOUINM JeHCTBHEM, W/HIN OOpaTHBIN
aroHucT unu anraronuct S-HT2A.

48. HabGop mo n. 47 ans mpuMeHeHHs MJis JiedeHHs CyObeKTa, MMEIOLIEro COCTOSHUE,
ACCOLIMMPOBAHHOE CO CIaICHHEM CTEHOK (hapUHI€aIbHOTO ABIXaTeIbHOTO MyTH, KOrja cyOBeKT

HaXoauTCA B HEIIOJIHOCTBIO CO3HATCIbHOM COCTOSAHUU.
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