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OIIMCAHUE U30BPETEHUA
2420-559765EA/011
CITIOCOBbBI 1 KOMIIO3UIUH JUIA JIEYEHUS AITHOD BO CHE

IIputsa3anue Ha NpUOPUTET

Hacrosimass 3asBka wucmpammBaer mpuoputer mo 3asBkam Ha mnateHt CIIHA ¢
perucTpalioHHbBIMU HOMepamu 62/491504, momannoi 28 ampenst 2017 roma, u 62/558814,
nonaHHOi 14 centsiops 2017 roga. ConeprkaHue BbIlIeyKa3aHHBIX 3a5BOK BKJIFOYEHO B HACTOSIIIEE
OTHCaHNE MOCPEICTBOM CCBUIKH B IIOJTHOM O0OBEME.

OMHAHCHUPYEMBIE U3 PEJNEPAJIBHOI'O BIO/DKETA HCCIIEJJOBAHUA U
PA3PABOTKH

Hacrosimee nzobperenne ObUIO CO3AaHO MPU TOCYAAPCTBEHHOM MONIEPKKE B PaMKax
rpanta No. HL095491, BbimanHoro HanuoHanpHBIM HMHCTUTYTOM — 3APaBOOXPAHEHU.
IIpaBUTENBCTBO NMEET ONpEEIIEHHbIE IIPaBa HA U300peTeHNE.

OO6nacTb TEXHUKH

Hacrosiee n3o0pereHre 0OCHOBaHO, IO MEHbILEH Mepe YaCTUYHO, HA OTKPBITHH CIIOCOO0B
Y KOMITO3HMLIMH JJIs1 JIeU€HHsI COCTOSIHUH, CBA3aHHBIX C (DapHHI€aIbHBIM KOJUTANICOM AbIXaTeIbHbIX
Iy TeH, IPH KOTOPOM CyOBEKT HAXOAUTCS B COCTOSIHIH HETIOJTHOTO CO3HAHMSI, HAIIpUMep, Xpara 1
ariHO® BO CHE, BKJIIOYasi BBEAEHHE MHruomropa obparHoro 3axsata HopanuHedpuHa (NRI) u
AHTAarOHUCTa MYCKapHHOBOT'O PELENTOopA.

VY poBeHb TEXHUKHU

OGcrpykruBHOe amHO? cHa (OSA) siBisieTcsi pacrnpOCTPAHEHHBIM —HapyIIeHHeM!,
BbI3BAHHBIM KOJUIATICOM TJIOTOYHBIX JbIXaTEJbHBbIX MyTei BO BpeMs cHa. OSA MOXeT MMeThb
Cepbe3HbIe IOCIEACTBHS 1151 3T0POBbSI.

CyuHocTh

Hacrosimee n3oOpereHne OCHOBAaHO HA HEOXKHIAHHOM OTKPBITHH TOTO, YTO BBEIEHUE
HOPAJIPEHEPTUYECKUX W AHTUMYCKAPUHOBBIX JIEKAPCTBEHHBIX CPEICTB MOXKET YBEJIUYHTh
AKTUBHOCTB TJIOTOUHBIX MBIIII Y CIISIIIHX JIFOJIEH U YMEHBIINTD TSKECTh Xpara U arHod BO CHE,
Hanpumep, y nanueHros ¢ OSA.

Takum oOpa3om, HacTosilee U300pPETeHHe MPENOCTABIISIET CIIOCOOBI JIeYeHHs] CyObeKTa,
UMEIOIIEro COCTOSIHHE, CBS3aHHOE ¢ (DapUHrealbHbIM KOJUIAIICOM JIbIXATENbHBIX MyTeH, Npu
KOTOPOM CyOBEKT HAXOIUTCSI B COCTOSTHUM HETOJHOTO Co3HaHUs. CriocoOBI BKITFOUAIOT BBEACHUE
cyOBekTy, Hyxparomemycss B 3ToM, 3(pdextuBHoro konmdectBa (i) MHrHOUTOpPa OOPAaTHOrO
3axBata HopanmHeppuHa (NRI) 1 (i1) aHTaroHNCTa MyCKapUHOBOTO PELIETITOPA.

B Hekoropeix BapmanTax ocymecTtBienus NRI mpencrasisier coOoil CeNeKTHBHBIN
uHruourop obparHoro 3axBata HopsnuHedpura (NSRI), mampumep, NSRI, BeIOpaHHBIH U3
TPYIIbI, COCTOSIIEH W3 amenainHa, aTomokcetuHa, CP-39,332  nanemanuna, 3AMBOKCETHHA,
3cpeOOKCeTHHA, JIOpTaaMiUHa, HI30KCETHHA, peOOKCETHHA, TAJIONpaMa, TajCcympamMa, TaHIaMHHa
U BIJIOKCA3HHA.

B Hekoropeix BapuaHTax ocyinectsieHus: NRI mpexncraBisier coOoOl HECENEeKTHBHBIN

uHruourop obparHoro 3axsara HopammHeppuHa (NNRI), manmpumep, NNRI, BoiOpanHblii U3



IPYNIIBI, COCTOALIEH W3 AMUTPUNTHIMHA, AaMOKCAalMHa, OyNpONMOHA, IHKJIA3MHAOINA,
Ae3unpamMmuHa, JaecBeHnadakCcuHa, JAeKcMeTwi(heHuaaTa, JUITWINPONUOHA, JOKCEIHHa,
Ny JIOKCETHHA, UMUIIPAMUHA, JIEBOMUJTHALIUIIPAHA, MaHHU(paKkcHHa, MAaIpOTUIINHA,
MetwipeHngaTa,  MITHaUNpaHa, Hepa3oAOHA,  HOPTPUNTWIMHA,  (EHIUMETPA3HHA,
¢denmerpasuHa, NPOTPUNTUIINHA, pafadakCuHa, TAEHTaA0a, TECHUIOKCa3WHA U BeHahaKkCHHA.

B Hekoropbix Bapmantax ocymectieHuss NRI BbIOpaH W3 Trpymmbl, COCTOALIEH U3
aTOMOKCETHHA U peDOKCeTHHA.

B nexoropeix BapuanTax ocyectieHus: NRI npencrasisier co0oil aTOMOKCETHH, U B
KOHKPETHBIX BAPUAHTaxX OCYLIECTBJIEHUS, 1032 aTOMOKCeTHHa cocTassieT 20—-100 mr, Hanpumep,
25-75 wmr.

B HEKkOTOpBIX BapuaHTaX OCYLIECTBJIEHUS] AHTAarOHUCT MYCKApUHOBOIO peLenTopa
npeacTaBisieT coOON aroHuUCT perenropa M2, Hanpumep, BbIOpaH W3 IPYMIIbL, COCTOALIEH U3
aTponMHa, TMpONAaHTeNMHA, OeTaHexona, conudeHanuHa, AapudeHalnruHa, TOJITEPOAHHa,
(e3oTepoarHa, TPOCIIUyMa U OKCUOY THHUHA.

B HexoTOpBIX BapuaHTax OCYLIECTBJIEHUS AHTarOHUCT MYCKapMHOBOIO peLEeNnTopa
BBIOpaH M3 TPYIIIBI, COCTOSIIEH M3 aHWU30TPONMHA, OEH3TpomnuHa, OurnepuaeHa, KIMAHHUYyMA,
LUKPUMHHA, AWLUKJIOMUHA, IudeMaHwna, AupeHHnosia, STONPONasuHa, TIIIMKOIMHUPPOIATa,
FeKCOLMKIINY Ma, U30IPONaMHUA, MEIEeH30J1aTa, METUKCEHA, METCKOIOJIAMUHA,
OKCU(EHUMKINMUHA, OKCU(EHOHMs, NPOLUKINANHA, CKOMOJAMHHA, TPHAUIEKCeTWIa |
TPUTreKCU(PEHHUTIIIA.

B HexkoTOphIX BapuaHTaxX OCYLIECTBJIEHUS AHTArOHUCT MYCKApPUHOBOIO peLenTopa
HAXOJUTCS B KOMIIO3ULIUU C HEMEJICHHBIM BbICBOOOKIEHHEM.

B HexkoTOpBIX BapuaHTaxX OCYLIECTBJIEHUS AHTArOHUCT MYCKApPUHOBOIO peLenTopa
HAXOJUTCS B KOMIIO3ULIUU C 3aMeJIEHHBIM BBICBOOOKIEHUEM.

B HexkoTOpBIX BapuaHTaxX OCYLIECTBJIEHUS AHTArOHUCT MYCKApPUHOBOIO peLenTopa
npeAcTaBisieT CcoOOH OKCHOYTMHWH, M B KOHKPETHBIX BapUAHTAaX OCYINECTBJICHUS, 1032
OKCUOYTHUHUHA COCTaBJIsIeT 2—15 mr.

B HekoTOphIX BapHaHTaX OCYLIECTBIEHHS OKCUOYTHHMH HAXOAHUTCS B KOMITO3ULIMH C
HEMEIJIEHHBIM BBICBOOOKIEHHEM, HapuUMep, B 103e 2,5—10 mr.

B HekoTOphIX BapHaHTaX OCYILIECTBICHHS OKCUOYTHHMH HAaXOAHUTCS B KOMITO3ULIHH C
3aMeJUIEHHBIM BBICBOOOXKICHHEM, HAIIpUMeEDp, B 103€ 5—15 mr.

B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS 3a00J€BaHNE WIIN PACCTPOUCTBO MPENCTABISAET
coboii oOcTpykTHBHOE arHo3 cHa (Harmpumep, AHI > 10 cobbIThii B 4ac) Wim mpocToi Xpart.

B HexOoTOpBIX BapHaHTax OCYLIECTBIEHUsI COCTOSTHUE HEMOJHOIO CO3HAHUS MIPEACTABIISIET
coboii coH.

B HexoTopbix BapuanTax ocyiuecTsieHuss NRI u aHTaroHucT MyCKapuHOBOTO peLenTopa
BBOJSIT B €IMHON KOMITO3ULIUU.

B HekoTOpBIX BapHaHTaxX OCYIUNECTBJICHHUS €IWHAs KOMITO3ULMS MPENCTaBISET COOOM
dbopmy st IepOPaTbHOTO BBEICHUSI.

B HekoTOpbIX BapmaHTax OCYIIECTBIEHHs ¢dopMa Ui MEePOPaTbHOTO BBEIEHHS



NpPEACTaBIsIET COOOH CHPOTI, MIJIFOIIO, TaOJIETKY, TPOLIE HIIN KATCyJy.

B HeKOTOpBIX BapHaHTaX OCYINECTBJICHUS €IWHAsl KOMITO3ULHS IPENCTABISET COOOM
dbopMy A TpaHCIEPMATBHOTO BBEIEHHSI, HATIPUMED TUIACTHIPb.

Taxke B HacTOsIEM ONMUCAHWU TIPENOCTABICHBI (DapMalleBTUYECKHE KOMITO3UIUH,
BKJOHaromue (1) mHruOuTop oOparHoro 3axsara HopammHeppuHa (NRI) (ii) aHTaronucr
MYCKapHUHOBOTO penenTopa, u (iil) ¢papmManeBTu4ecku MpueMIeMbIi HOCUTENb.

B Hekoropeix BapmanTax ocymecTtBienuss NRI mpencrasisier coOoil CeleKTHBHBIN
uHruourop obparHoro 3axsara HopanuHedppuHa (NSRI), Hanpumep, BIOpaHHBIH U3 TPYIIIEL,
cocrosiei w3 amenanuHa, aroMmokcetnHa, CP-39332 nanepmanuHa, 3IUBOKCETHHA,
3cpe0OKCeTHHA, JIOpTalaMiHa, HI30KCETHHA, peOOKCETHHA, TAJIONpaMa, TajcynpamMa, TaHIaMHHa
U BWIOKca3nHa. B Hekoropbix BapuaHTax ocyuectBieHuss NRI npencrasisier cobOoit
HEeCeJIEKTUBHbIN MHruourop obparHoro 3axsara HopanuHeppuHa (NNRI), BwiOpaHHBIT U3
IPYNIBL, COCTOALIEH W3 aMUTPUNTUIMHA, AaMOKCanHuHa, OyNpoNMOHA, IMKJIA3MHAOINA,
Ae3unpaMuHa, JnecBeHnadakcuHa, JAeKkcMeTwi(eHugaTra, IUSTHINPONHOHA,  JTOKCENHHA,
IyJIOKCETHHA, UMHUIPAMUHA, JIEBOMUJTHALIUIIPAHA, MaHH(paKCHHa, ManpOTHJINHA,
MeTuiapeHuaaTa,  MIIHaUMIpaHa, Heda3oloHa,  HOPTPUNTWIMHA,  (QeHauMeTpasuHa,
(enmerpasuHa, NPOTPUNTWINHA, panadakcuHa, TaneHtanoja (Nucynta), TEHHJIOKCAa3MHA
(Lucelan, Metatone) u Bennadaxcusa.

B Hexoropbix BapuaHtax ocymectsieHuss NRI BbOpaH W3 rpymmbl, COCTOSINEH U3
aTOMOKCETHHA 1 peOOKCeTHHA.

B HekoTopeix BapuaHTax ocyuecTtienus NRI npencrasisier co0Ol aTOMOKCETHH, W B
KOHKPETHBIX BapHUAHTaX OCYLIECTBJICHUS, 034 aTOMOKceTHHa cocTasisieT 20—100 mr.

B HekoTOppIX BapuaHTax OCYLIECTBJIEHHS AHTAarOHUCT MYCKapUHOBOIO peLenTopa
NpeACTaBsieT CoOOW aHTaroHUCT M2, Hampumep, BBIOPAHHBIH M3 TPYMIbI, COCTOSLICH W3
aTpONMHA, TPOMAaHTEeNNHA, OeTaHexoja, conupeHaunHa, napudeHanHa, TOATEPOIMHA,
(be3oTepoarHa, TPOCITUyMa U OKCHOY THHHHA.

B HexkoTOpbIX BapHaHTax OCYIIECTBICHUs KOMIIOHEHT AHTarOHHUCT MYCKapHHOBOI'O
peuenTopa papManeBTHYECKONH KOMIIO3HLIUN BHIOPAH M3 TPYIIIBI, COCTOSIIIEH U3 aHU30TPOIIHHA,
OeHsTponuHa, OwumepuaeHa, KIWANHUYMA, LHUKPUMHHA, JTUIUKJIOMHHA, OU(EMaHUIa,
nudeHnoa, STONpona3suHa, MIMKONUPPOJIATa, TeKCOLMKINYMA, U30MPOINaMH/a, METEeH30JIaTa,
METHKCEHa,  METCKONOJAMUHA,  OKCHU(DEHUUKINMHUHA,  OKCHU(EHOHUs,  MPOLUKIHIANHA,
CKOTIOJIAMUHA, TPUANTEKCETHIIA U TpUrekcupeHuaniaa. B HeKOTOphIX BapuaHTaxX OCYIIECTBICHUS
AHTarOHUCT MYCKapHHOBOI'O pELENTOpa HaXOAUTCS B KOMIO3ULIMU C HEMEIJEHHbIM
BbICBOOOXKIEHINEM. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS AHTAarOHHCT MYCKapHHOBOTO
peuenTopa HaXOAUTCS] B KOMITO3HUIUHU C 3aMEJIEHHBIM BBICBOOOKICHUEM.

B HekoTOphpIX BapuaHTax OCYLIECTBJIEHHS AHTAaroHUCT MYCKapMHOBOIO peLenTopa
npencrasisier coOol OKCHOYTHMHHMH. B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHUS OKCUOYTHHHUH
HAXOAUTCS B KOMITO3UIIMHU ¢ HEMENJIEHHBIM BBICBOOOKIEHHEM, Hampumep, B no3e 2,5-10 mr. B
HEKOTOPBIX BAPHAHTAX OCYINECTBJIEHHUS] OKCUOYTHHUH HAXOIUTCS B KOMITO3ULIUH C 3aMEJIEHHBIM

BBICBOOOXKIEHHEM, HAIIPUMeEp, B 103€ 5—15 mr.



Takke npenocTaBieHbl KOMIIO3ULMH, OMHCAHHBbIE B HACTOSIIEM IOKYMEHTe, IUis
NPUMEHEHHsI NPU JIeUeHUH CyOBbeKTa, MMEIOIIEro COCTOSIHHE, CBS3aHHOE C (hapUHreabHbIM
KOJUIATICOM JIbIXaTeJIbHBIX MyTeH, MPU KOTOPOM CYyOBEKT HAXOAMTCS B COCTOSHHM HETOJHOIO
CO3HaHMA. B HEKOTOpBIX BapHaHTaX OCYINECTBICHHUS 3a0OJieBaHWE WJIM PACCTPOHCTBO
IpeNCTaBisieT coOON amHO? CHA WM MPOCTON Xpam. B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHUSI
3a00JIeBaHIe WM PACCTPOICTBO MPEnCcTaBisieT cOO0H OOCTPYKTUBHOE aITHO? CHA.

B HEeKOTOpBIX BApHUAHTAX OCYIIECTBICHUS COCTOSIHUE HETOJIHOTO CO3HAHUS MPECTABIISAET
co0oli COH.

B HexoTopbix BapuanTax ocyiuectsieHnss NRI u aHTaroHucT MyCkapuHOBOTO peLenTopa
BBOJISIT B €IMHOI KOMIIO3ULIHH.

B HexoTophIX BapuaHTaX OCYLIECTBJICHHs €IMHAs KOMIIO3ULIMS MPENCTaBlsieT CoOOi
dbopmy st IepOPaTbHOTO BBEIEHUSI.

B HekoTOpbIX BapuaHTax OCYINECTBJEHUS (opMa JUIs MNEPOPANBbHOTO BBEACHUS
npenacTaBisieT OO0 MU0, TAONETKY, TPOLIE HIH KaTCyJy.

Taxke B HacTOsAIEM OIMCAHHHM MPEAOCTaBIE€Hbl MHIMOMTOPBI OOpPAaTHOrO 3axBaTa
HopanuHeppuHa (NRI) 1 aHTaroHUCT MyCKapHHOBOT'O PELIENTOPA, Il IPUMEHEHUS IPH JICYSHUH
cyOBbeKTa, UMEIOIIEero COCTOSIHUE, CBSA3AHHOE C (DapHHIeaIbHBIM KOJUIATICOM JIbIXAaTEeNIbHBIX My TEeH,
IIPU KOTOPOM CYyOBEKT HAXOAUTCS B COCTOSTHMU HEIOJHOTO CO3HAHMS.

Kpowme Toro, B HacTosAIIEM OIMUCAHUH IPENOCTaBIIEHb HAOOPBI, BKIIIOYAIOLINE HHIHOUTOP
oOparHoro 3axBara HopanrHepprHa (NRI) 1 aHTArOHUCT MyCKapUHOBOTO PELIENTOPA, HAIIPUMED,
IUI TIPUMEHEHHUsI B CIIOCco0e, OMMCAHHOM B HACTOSINEM IOKYMEHTe, HalpuMmep, Ul JIeYeHHsI
CcyObeKTa, UMEIOLIEr0 COCTOSIHUE, CBSI3aHHOE C (DapHHIreaIbHbIM KOJUIATICOM JIbIXaTEeNIbHBIX My TEH,
IPH KOTOPOM CYyOBEKT HAXOMUTCS B COCTOSIHUH HEMOJHOrO co3HaHust. Habop MosKeT BKITFOYATh,
HanpuMep, OTHeNbHbIe (hapMalleBTHUECKHE KOMIIO3MIMK JIFOOOr0 W3 OTHENbHBIX AKTHBHBIX
JIEKAPCTBEHHBIX CPEICTB, 3asBICHHBIX B HACTOSAIIEM JOKyMeHTe, C (hapMalleBTHYECKH
MPUEMJIEMOM COJIBIO MJIM HOCHUTEJIEM, TI€ YKa3aHHbII HA0Op MOXKET BKJIFOYATH (@) OTEIbHbIC WIN
obmue (uakoHBI WM TAKEThl, JOMYCKAKLINe MOTEHIMAIBHO pa3neibHoe no3uposanue, u (b)
HeoO0s3aTeTbHO HAOOP MHCTPYKIIHI 110 Ha0OpYy.

Ecnmu He yka3aHO HMHOe, BCE TEXHHYECKHE M HAy4YHbIE TEPMHHBI, HCIOJIb3yeMble B
HACTOSILIIEM [OKYMEHTE, HUMEIOT TO K€ 3Ha4YeHHe, 4YTO M OOBIMHO MMOHHUMaeMoe JIFOOBIM
CMELUATICTOM B JaHHOH O0JacTH TEXHUKH, K KOTOPOH OTHOCHUTCSI HACTOsilee M300peTeHHe.
Crioco0bl M MaTepualibl OMUCAHbI B HACTOSIIIEM JOKYMEHTE JJIsl HCIOJIb30BAHUS B HACTOSIIEM
U300peTeHuH; Ipyrue MOAXOsIINe CIIOCOObI M MaTepHalibl, U3BECTHBIE B TAHHOH 00JIaCTH, TAKKe
MOTyT OBbITh HCMOJIb30BaHbL. Marepuanibl, CHOCOObl U NPUMEPbl HOCST HCKIFOUYUTEIbHO
WUTIOCTPATHBHBIN XapakTep U He MpeJHa3HaYeHbl i OrpaHuueHus. Bee nyOnukanmy, 3asiBKU Ha
NaTEeHTbl, MATEHTbI, MOCJIENOBATENIbHOCTH, 3HA4YeHUsT B Oa3e MOAHHBIX M JAPYrHE CCBLIKH,
YIOMSIHYTbIe B HACTOSIIIEM AOKYMEHTE, BKJIFOUYEHbl B Ka4eCTBE CCBUIKM B MOJHOM oObeme. B
cllydae MPOTHUBOPEYHid, HACTOSIIIEE OMMCAHUE, BKIIFOUAs ONpeeeH s, Oy IeT ONpeaesisiFo UM,

Jlpyrue mpU3HAKA M TNperMylnecTBa M300peTeHHss OyayT OYEBUAHBI M3 CIIEAYIOIIETO

noapoOHOro onucaHus U QUTyp, a Takxke U3 GOpMyJIbl H300pPETEHUsL.



Onucanue yeprexeit

Qur. 1. T'padudeckass wumocTpamusi OOCTPYKTHBHOTO ammHO3. BepxHsisi TOpOKKa
MOKA3bIBAET KaPTUHY 3JiekTposHLedasorpammel (3317) cHa. Crenyromast JOpOXKKa MPEACTABIISIET
notok Bozayxa. Crenyromue TPU JOPOKKU TMOKA3bIBAIOT JbIXATEJPHOE YCHIIME OT JBHKEHUH
IPYIHON KJIETKU U OPIOIIHOM MOJIOCTH U U3MEHEHHSI B IUIIEBOJHOM JABJICHUH, BCE U3 KOTOPBIX
OTPAKAIOT COKPAIEHHE IbIXaTeNbHbIX MbIIL. [locienHsas nopokka yKa3blBaeT Ha HACBILICHUE
OKCHIeéMOTJIOOHHA.

@ur. 2A-2B. AKTUBHOCTH IJIOTOYHOW MBIIILBI CHIDKAETCSl OT OOIPCTBOBAHUS KO CHY B
npucytcTBun 1ranebo (2A). HampoTus, aTOMOKCETHHTOKCHOYTUHUH COXpPAHSET aKTUBHOCTH
TJIOTOYHBIX MBI BOJIM3U 3HAYEHH OOPCTBOBAHUS BO BpeMst CHa (2B).

@ur. 3A-3B. YyacTHukHN nonyyanu jedeHue (aToMokceTuH 80 Mr+okcuOyTHHHH 5 Mr)
WK TU1anedo B paHAOMHU3UPOBAHHOM Topsiake 3a 30 MUHYT 10 CHA. Pe3ynbraTel MOKa3aju, 4To
KOMOMHAIIMS aTOMOKCETHHA U OKCUOYTHHHMHA CHHU3MIIA UHEKC anHo3 runonHos (AHI) ¢ 31 [10-
54] no 8 [2-18] (3A). lanHble BbIpaxkeHbl B BHAE MeauaHbl [25—ii—75—i1 npouentmwis]. Korga
anamn3 Tspkecth OSA Obut orpanmuen 15 cyObekrtamu ¢ AHI>10 coObrtuit B wac, sddexr
KOMOMHAIIMM aTOMOKCeTHHa/OkcuOyTHHUHA Obl1 eme Bbime (—78% AHI mo cpaBHeHHIO C
miane6o) (3B).

@ur. 4. KoMOnHa1Ms1 aTOMOKCETHHA M OKCHOYTHHUHA YBEJIHYIIA BEHTIIILIUIO BO BPeMsI
CHa. BeHTmLuio paccunThiBa M Mo mianedo U JeKapCTBEHHBIM CPEACTBAM HOUYBIO Kak % OT
BEHTWISILIUM [TPH HOPMAJIbHOM JIbIXaHUH IPU HOPMAJIbHON aKTUBHOCTHU JBIXaTEJILHOTO LIEHTPA.

@ur. 5. ITanuents! ¢ OSA yIy4IIUiIN ypoBeHb KUCIOPOAa B KPOBU B TeueHUe Houu ¢ 84
[79-92] na miauebo 1o 94 [89-95] Ha aTOMOKCeTHHE/OKCHOY THHHHE B TEYEHUE HOYH.

@ur. 6A-6B. Obuiee Bpemst cHa (6A) 1 3P exkTHBHOCTH CHa (6B) Takske ObLTH YTy UIIeHbI
B TE€YCHHE HOYHM aTOMOKCETHHOM/OKCHOYTHHHHOM TIO CPAaBHEHUIO C Iuianedo asi CyObeKTOB C
AHI>10.

@ur. 7. Tonbko KOMOMHAIMSI aTOMOKCETHHA M OKCHOYTHHHHA TMOKa3ajia 3HAYUTENIbHOE
camwkenne AHI no cpaBHeHHIO ¢ mane0o, B TO BpeMsi KaK TOJBKO OJMH aTOMOKCETHUH WU
okcuOyTHHUH He yiyuman AHL

@ur. 8. YV manyeHToB ¢ JIETKUM WJIM YMEPEHHBIM KOJUIATICOM BEPXHHX JbIXaTEIbHBIX
nyTeli, atoMmokceTuH u ¢ezoreponus (Feso) Obutn Tak ke 3(PQPEKTUBHBI, KaK aTOMOKCETHH U
OKCHOYTHUHUH B cHIDKeHUH AHL

@ur. 9. YV 6 maunenTos, He nonydapmux CPAP, BBeneHne KoMOMHALIMY ATOMOKCETHHA U
okcnOytunnHa (Ato 80 mr/Oxy 5 mr) obecneunno 63—mpouentnoe cHmwkenne AHI uepes 1
HEZeNo.

@ur. 10A-10B. (10A) [lanHble rpynmbl, nokasbBaromme 3(PQexT aTOMOKCeTHHA U
okcuOyTHHUHA (ato—OXy) Ha OTBETHYIO PEAKIHI0 MOIOOPONOYHO—SI3BIYHON  MBIIIIIBL.
3amTpUXOBaHHBIE YYAaCTKH TPEACTABISIOT COOOM MEKKBAPTUJIBHBIM JTHANa30H HAKJIOHOB.
I'opu3oHTaNBHBIE IUIAHKK MOTPEUIHOCTEH MJUIFOCTPUPYIOT MEKKBAPTUJIBHBIN  AHANa3oH
ucxonHbix 3HaueHuil Pes; ncxomgubie 3HaueHus (EMGgg=100%) cMmeleHbl MO BEPTUKAIU IS

o0JyierdeHusi BU3yann3auuu miaHok norpemHocteil. (10B) Ilpumep MCXOOHBIX DaHHBIX MMOKa3aH



i obecriedeHnss KOHTeKcTa. CUTrHAJIBI WIUTIOCTPUPYIOT CIIOHTAHHOE YBEIMYEHHE aKTHBHOCTH
nonOOPOIOYHO—SI3BIYHON MBIIIIBI ¢ yBeaudeHueM kojiebanuss Pes Bo Bpemsi cHa. EMGgg:
snekTpoMuorpadus nogdOPOAOYHO—A3BIYHON MBI, mta: cpenHee BpeMmsi nepexoxa; Pes:
MUINEBOIHOE TABJICHHE.

INOAPOBHOE OITMCAHHE

VY mopeli 0065acTh IIOTOYHBIX JIbIXATENbHBIX MyTEH HE UMEET MOANEPKKU KOCTEH WIIH
XPpALIEH, U OHA yIeP>KUBAETCS OTKPBITON MbliaMu. Koria 3Ti MbIibl paccnabisiFoTcst BO BpeMst
CHA, MPOUCXOANT KOJUIATC TJIOTKH, YTO MPUBOAUT K MPEKPALISHUI0 BO3AYIIHOro moroka. Kak
Noka3aHo Ha ¢ur. 1, npIXaTenpHOE YCUJIHME TMPOAOIDKAETCS U YBEIHMYHUBAETCS B IIOMBITKE
IPEONIONIeTh OOCTPYKLHUIO, O 4YeM CBHUIETENbCTBYET YBEIMUYEHHE W3MEHEHUs MHIIEeBOIHOTO
nasneHust. J[BrkeHHus rpyAHON KIETKH M OPIOIIHOM MOJIOCTH MPOHCXOIST B MPOTUBOIIOIOKHOM
HAIpaBJIEHUH B PE3YyJIbTaTE TOTO, UYTO IuadparmMa CKUMAETCsl OT 3aKyIOPEHHOIO JIbIXaTeIbHOrO
IyTH, 3aCTaBJIssI OPIOLIHYIO CTEHKY PACIIUPSTHCS U IPYAHYIO CTEHKY NPOru0aThes BHYTPb.

VYcunenue apIxaHust IPUBOAUT K MPOOYIKAEHHIO OT CHA, KOTOPOE MOXKHO yBUAETh Ha DI
(pur. 1), m NPUBOIUT K OTKPBITHUIO AbIXATEJbHBIX NMyTeH M BO30OHOBJIEHUIO HOPMAJIBHOIO
apixanus. OTCyTCTBHE BO3YLIHOTO ITOTOKA BO BPEMs AITHO? TAKKE BBI3BIBAET T'MIIOKCHIO, O YeM
CBHJIETEJIbCTBYET CHIDKEHHE HachIeHns: okcuremornodnsa (¢ur. 1). Crenenp TsSHKECTH OOBIMHO
U3MEPSIeTCs C UCTIOB30BaHUEM HHIEKca anmHod—TunonHod (AHI), koTopslii npencrasisieT coboi
COBOKYITHOE CpeHee YHCIIO artHOd (MIPeKpallieHne IbIXaHus B TEUEHUE 10 KpaiiHeil Mepe necsaTu
CeKyH/1) M TUIOINHO3 (YMEHbLIEHHE IOTOKAa BO3JIyXa M HACBIIIEHHE KHUCJIOPOAOM), KOTOpPBIE
BO3HUKAIOT 3a yac cHa. Cm., Hanpumep, Ruehland et al., The new AASM criteria for scoring
hypopneas: Impact on the apnea hypopnea index. SLEEP 2009;32(2):150-157.

Korna ucnosnbsyercs crporoe onpenenenue OSA (AHI>15 coObrrmii B yac win AHI>S
COOBITHIT B Yac C JHEBHOW COHJIMBOCTBIO), TPEAIoiaraeMasi pacnpoCTPaHEHHOCTh COCTAaBIISET
npuOIM3UTENbHO 15 TPOLEHTOB y MyXYHMH W S5 mpoueHToB y keHI(uH. [lo omenkam, 30
MIWLTHOHOB denoBek B CoenuHeHHbIX IlITatax nmeror OSA, U3 KOTOPBIX MPUOIH3UTEIHHO O
MUWIIHOHOB ObLTH TuarHoctupoBaHsl. PacnpoctpaneHHocTs OSA B Coenunennbix IllTarax, mo—
BUUMOMY, yBEJIMUYMBAETCS HM3—3a CTAPEHMs] U YBEIWYEHUs 4YHcia ciaydaeB oxkupeHus. OSA
CBSI3aHA C OCHOBHBIMH CONYTCTBYIOIIMMHU 3a00JIEBAHUSIMH W H3JEPIKKAMU TPOU3BOACTBA,
BKJIFOYAsl: TUIIEPTOHUIO, THA0ET, CePACYHO—COCYANCThIE 3a00NIEBaHsI, TOPOKHO—TPAHCIIOPTHBIE
NPOMCIIECTBUS, HECYACTHbIE Clydan Ha pabodyeM Mecreé H  YCTaJOCTh/CHUKECHUE
npousBogutenbHocTH. CM., Hanpumep, Young et al., WMJ 2009; 108:246; Peppard et al., Am J
Epidemiol 2013; 177:1006.

Hacrosiiee OCHOBHOE JedeHmeYPERLINK \L " ENREF 2" \o "Engleman, 2003 #202" 2, HYPERLINK \I
"_ENREF_3" lo "Kribbs, 1993 #203" 3 ppencrapnsier coOON MONOKHUTENBHOE TOCTOSHHOE IABJIEHUE B
nerxarenbHbIX My Tsx (CPAP). CPAP—rtepanust 53¢ (peKTHBHO MPaKTHUECKH JJIsl BCEX MALIUEHTOB, U
npuMepHO 85% MUArHOCTUPOBAHHBIX MALMEHTOB MPOXOIST JIEUEHHE, HO COOTBETCTBUE SIBIISIETCS
Hu3kuM. Iarmenter HaxonaT CPAP—Tepanmio HeyOOHOH M 4acTO HEBBIHOCUMOM, IO MEHBIIEH
mepe 30% nanmneHToB (10 80%) peryysipHO He MPHUIEPKUBAOTCS JIEUEHUS |, CIIEOBATENBHO, HE
nony4vatot sedenuss (Weaver, Proc Am Thorac Soc. 2008 Feb 15; 5(2): 173-178). [dpyrue



CTHIOCOOBI JIEUEHHs C PA3IMUHBIMU MOKA3aTeISIMH YCIexa BKIFOYAIOT MEpOpajbHbIE YCTPOICTBA
(10%) m xupypruueckoe BMewmaTrenbcTBO (5%), HO HM OIWH W3 HHX, BEPOSITHO, HE Oyxaer
s dexTuBHBIM Cpenu oOmIel COBOKYMHOCTH HacelieHus. Jlo HAcTosIIero BpeMeHH He ObLIOo
MIOKa3aHO, YTO (PapMaKOJIOTHIECKUE JICUSHUS SIBIIOTCS (P PEKTHBHBIMH.

ITonck nexapcTB st AKTUBALMU TIIOTOYHBIX MBI Y CIBIIIUX JIFOAEH 00€CKYypakUBaET;
TaKWe CpeNcTBa, KAaK MHIMOUTOPBI OOpaTHOro 3axBaTa CEPOTOHHMHA, TPULIUKIMYECKUE
AHTHUJETIPECCAHTHI U CeaTUBHBIE CPEACTBA, BCE OBLIM MPOTECTHPOBAHBI HA JIIOIAX M JOKA3aJu
cBoro Hed(PexTuBHOCTD B cHIDKeHUU TspkecTH OSA. Cm., Hampumep, 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).

YauBUTENbHO, HO  aBTOPbl  HW300peTeHHst  OOHAPYXKWJIM,  YTO  BBEJEHUE
HOPaJIpPEHEePruueCKUX U AaHTUMYCKAPHUHOBBIX JIEKAPCTBEHHBIX CPEICTB MOXKET YBEJIUYUThb
AKTUBHOCTD TJIOTOUHBIX MBIIIL Y CIISIINX JIFOJIEH U YMEHBIINTD TSKECTh Xpara U arHod BO CHE,
Harpumep, y nauueHToB ¢ OSA.

CnocoObl neueHus

CriocoOpl, ONMUCAaHHBIE B HACTOALIEM IOKYMEHTE, BKIFOUAIOT CIIOCOOBI JIeUeHHs
pPaccTpOMCTB, CBA3aHHBIX C KOJUIAIICOM INIOTOYHBIX MBIIILL JbIXaTEJIbHBIX MyTel BO Bpems cHa. B
HEKOTOPbIX BapHAHTaX OCYLIECTBJIEHHS PACCTPOMCTBO MNpPENCTaBIsieT COOOH OOCTPYKTHUBHOE
anHod cHa (OSA) (mampumep, AHI > 10 coObrtuii B yac) wim npoctoit xpan. Kak mpasmuiio,
CHOCOOBI BKJIFOYAIOT BBEACHHE TEPareBTUYeCKH 3(PPEKTHBHOrO KOJHYECTBA WHTUOUTOpA
o0paTHOro 3axBaTa HOpIMUHE(YPUHA M AHTUMYCKAPHHOBOTO CPEICTBA, M3BECTHOI'O B JAHHOH
00J1aCTH TEXHUKU W/WJIM OTMIMCAHHOTO B HACTOSIIEM JJOKYMEHTE, CyOBEKTY, KOTOPBIHA HY KIAETCS B
TAKOM JICUEHUH, WIN KOTOPbIA OBbUT OTPENIeIeH KaK HY KAAIOLIUICS B TAKOM JICYSHHU.

Kak ucrnonb3yercss B 5TOM KOHTEKCTE, «JIEYUTh» O3HAYAeT CMSIr4aTh MO MEHbIIEH Mepe
OJIUH CUMIITOM PacCTPOMCTBA, CBSA3aHHOTO ¢ (DapHHIeabHBIM KOJUIATICOM JbIXAaTEIbHBIX MyTEH.
YacTo KOJUIAIC IBIXATENbHBIX MyTE€H BO BpeMs CHA NMPHUBOAUT K Xpamy W/HIH TPEPHIBAHHIO
ObpIXaHusl (amHO® WM THIIONHO3), MNPOOYXKIEHHIO OT CHA W CHHJKCHHIO OKCHUTC€HAINH
(runokcemusi), TakuM O0Opa3oM, JIEUEHHE MOXKET NPUBECTH K YMEHBIIEHHIO OIHOTO WIIH
HECKOJIBKUX M3 Xparia, altHO3/TUIIONHO), (hparMeHTalui CHA i THIIOKCEMHH.

HeoxxunanHo, BBeneHHe TepamneBTHYeCKH 3(P(EKTUBHOIO KOJIWYECTBA HHTHOUTOpA
o0paTHOro 3axBara HOP3MHHE(PPHHA M AaHTHUMYCKAPHHOBOTO CPEICTBA JJISI JICUEHHs CYyOBEKTa,
UMEIOIIEro COCTOSIHHE, CBS3aHHOE ¢ (DapUHIealbHBIM KOJUIATICOM JIbIXaTENbHBIX MyTeH, Npu
KOTOPOM CyOBEKT HaXOIUTCS B COCTOSIHUM HEIMOJHOTO CO3HaHus, Takoe kak OSA, mpusener
camkeHnio AHI. B HeKoTOpeIX BapuaHTax OCYINECTBJICHHS BBEACHHE TEPANEBTHUECKU
5(¢(eKTUBHOrO  KOJWYECTBA  HMHIHOMTOpa  OOpaTHOro  3axBaTta  HOpINHMHEPpPHHA |
AHTHMYCKapHUHOBOTO CPENCTBA U JIeUeHUs CyOBeKTa, MMEIOINEro COCTOSHUE, CBS3aHHOE C
(bapuHrea bHBIM KOJUIAIICOM [IbIXATEJbHBIX IyTEeH, MPH KOTOPOM CYOBEKT HAXOIUTCS B

COCTOSTHUHM HETIOJNHOTO co3HaHus, Takoe kak OSA, mpusener k cHumxkeHuo AHI na 50% wunu



Oonee. B HEKOTOPBIX BapHMaHTaX OCYIUNECTBICHHS BBEACHUE TEPANEBTUYECKU >(PPEKTHBHOTO
KOJIMYECTBAa MHTHONTOpa OOpaTHOTO 3aXBaTa HOp3MHHEe(DPUHA U AHTHMYCKAaPUHOBOT'O CPENCTBA
A JedeHuss CyOBeKTa, WMEIOINEro COCTOSIHWE, CBSI3aHHOE C (DapHHIeaNbHBIM KOJUIAIICOM
IBIXaTEeNbHBIX My TEH, IPU KOTOPOM CYyOBEKT HAXOIUTCS B COCTOSTHUN HEMOJIHOTO CO3HAHUS, TAKOE
kak OSA, nmpusener k cHkeHuro AHI Ha 75% wnu 6onee. B npyrux HOMOTHUTENBHBIX BAPUAHTAX
OCYILECTBJICHUS] BBEJICHHE TE€PANeBTUIECKU 3()P(HEKTUBHOTO KONINYECTBA MHIHOUTOpa 0OpaTHOTO
3axBaTa HOp3MUHEPpPUHA U AaHTHMYCKapUHOBOI'O CPEICTBA IS JIEUeHHs] CyOBEKTa, MMEIOLIEeTO
COCTOSIHHE, CBSI3aHHOE C (papUHIealbHbIM KOJUIATICOM [IbIXaTENbHBIX IyTEH, NMPH KOTOPOM
CyOBEKT HAXOAUTCS B COCTOSTHUU HEMOJHOTO CO3HaHus, Takoe kKak OSA, mpuUBeeT K yBEINIEHUIO
BEHTWIIMK. B eme aApyrux BapuaHTax OCYINECTBJIEHUS BBEICHHE TEPaNeBTHUECKU
3(p(eKTUBHOrO  KOJWYECTBA MHIMOMTOpa  OOpaTHOro  3axBaTa  HOp NHMHeppHHA |
AHTUMYCKapUHOBOTO CPENCTBA Ul JieueHUs] CyOBeKTa, MMEIOINEro COCTOSHUE, CBA3aHHOE C
(bapuHreasbHbIM KOJUJIAIICOM [IbIXaTEJbHBIX IyTeH, IMPH KOTOPOM CYOBEKT HAXOIUTCS B
COCTOSIHUHU HETIONIHOTO CO3HaHus, Takoe kKak OSA, npuBeneT K MOBBILIEHUIO YPOBHEH KHUCIOPOaa
B KpoBH. B eme oqHOM BapuaHTe OCYIIECTBIICHHs BBEIEHHE TepaneBTHYeCKH 3()(eKTHBHOro
KOJIM4eCTBAa MHrUOUTOpa OOPATHOrO 3aXBaTa HOpIMUHEPpPHUHA M AHTHMYCKApPUHOBOI'O CPEACTBA
1N JledueHuss CyObeKTa, MMEIOLIero COCTOSIHHME, CBS3aHHOE C (papUHIeabHbIM KOJUIANICOM
ABIXaTEJIbHbIX MyTeH, IPU KOTOPOM CyOBEKT HAXOIUTCS B COCTOSIHUHM HETIOJTHOTO CO3HAHMS, TAKOEe
kak OSA, mpuBemeT K yJydlIeHHIO OOIiero BpeMeHU cHa, yMeHblieHuro AHI, yBennuenuro
OKCHUT'€HAllMsl, YMEHBIIEHNI0 (h)parMEeHTalUU CHA, YBEIMYEHHIO OOIIero BpeMEeHM CHa W/WIH
YJIYULIEHUIO CYOBEKTHBHOTO KAUeCTBa CHA.

O¢ddexTuBHOE KONMMUECTBO UHrHOMTOpa OOpaTHOrO 3axBara HOpINMUHEePpPUHA U
AHTHMYCKapUHOBOTO CPEICTBA MOXeT OBITh BBEACHO 3a OIHO WJIM HECKOJBbKO BBEICHHIA,
NPUMEHEHUHN WK 103, OOHOBPEMEHHO HJIH OTAEJbHO. [Ipu ONHOBpEMEHHOM BBEICHUN HHTUOUTOP
0o0paTHOro 3axBaTa HOpIMUHE(PPHUHA M AHTUMYCKAPHHOBOE CPEICTBO MOTYT OBITh MOJYYEHBI B
BUZIE OHOM JIEKapCTBEHHOM (DOPMBI, HATTPUMED, KATICYJIbI, TAOJETKH MITH PACTBOPA, BKIIFOYAIOIIEH
UHrUOUTOpP OOpPATHOTO 3axBaTa HOPINMHHE(PHHA U AHTUMYCKAPHHOBOE CPENCTBO, WM B BHIE
OTHENIbHBIX JIGKAPCTBEHHBIX (HOPM, HATNpPUMEp, OJHOW KarCyJibl, TaOJNETKH WIH PacTBOpa,
BKJIFOYAOIIET0 MHIUOUTOP OOpaTHOrO 3axBaTa HOPIMUHE(PPHHA, M IPYTroi KamncyJbl, TaOJeTKH
WIN PacTBOpPA, BKIIIOYAIOIIEH aHTUMY CKapHUHOBOE cpenctBo. Kakaplii 3 mHrubuTopa odpaTHoro
3axBaTa HOPAINMHMHE(PPHUHA U AHTUMYCKAPHHOBBIX CPENICTB MOKHO BBOJHTH OJJHOBPEMEHHO MJIH I10
OTAENIbHOCTH OT OJHOIO WJIM HECKOJBKHX pa3 B JEHb O ONHOrO WM OoJjiee pa3 B HEMEIIo,
BKJIFOYAst OJMH pa3 B [1Ba JHS. B HEKOTOPBIX BapHaHTAX OCYINECTBJICHUS] HHTHOUTOpP 0OpaTHOTrO
3axBaTa HOP3MUHE(PpPUHA U aHTUMYCKAPHHOBOE CPEICTBO BBOIAT exeqHeBHO. CrienuaiucTy B
TaHHOHW 00JaCTH MOHSTHO, YTO ONpeAeNeHHble (PaKTOPbl MOTYT BJIUATH HA JTO3UPOBKY U CPOKH,
HeoOxonumble s 3¢ (EKTUBHOTO JIEYeHUs1 CYOBEKTa, BKIIIOYAsi, HO HE OrPAHHYHBASICH HTHM,
TSDKECTb 3a00JIEBAaHUS] WM PACCTPONCTBA, NPEAIIECTBYIOLINE JIEYeHHs, OOInee COCTOSHUE
3I0pPOBbsI W/WJTN BO3PAcT CyOBEKTa W Jpyrue umeromuecs 3adosneBanusi. Kpome Toro, nedeHue
cyOBbekTa TepameBTHYeCKH S((GEKTUBHBIM KOJHYECTBOM TEPANEBTHUECKUX COEIMHEHHHH,

OMHUCAHHBIX B HACTOALIEM HOOKYMEHTEC, MOXKCT BKIIHOUATb OJHOKPATHOC JICUCHUEC HIIM KYypPC



JICUEHMS.

J103y, TOKCUYHOCTh U TEPANeBTUYECKYIO 3()()EKTUBHOCTD TEPANIEBTUYECKUX COCAHMHEHUI
(r.e., NRI 1 aHTaroHUCT MyCKapHHOBOT'O PELENTOpPa, B OJHOW KOMIIO3ULIUU WM B OTIEJIbHBIX
KOMITO3UIIUSIX) MOJKHO OIpenessiTh OOMENnpUHATHIME  (apMaleBTHYECKUMH CIoco0amMHu B
KJIETOYHBIX KyJIbTYypaxX WJIM Ha 3KCHEPUMEHTAJbHBIX JKUBOTHBIX, HAIIPUMEp, AJSI ONpeneIeHUs
LD50 (no3sl, nerampHOU ast 50% nmonymsimun) u EDSO (mo3bl, TepaneBTuuecku 3¢ dexTuBHOM
s 50% nonynsanun). COOTHOLIEHNE 103 MEXY TOKCHUECKUM H TePareBTHIeCKUM 3 dexramu
SABIIIETCSI TEPANeBTUYECKHM IIOKa3aTesleM, M €ro MOXHO BBIPa3UTh KaK COOTHOIIEHUE
LDS50/EDS0.

JlaHHbIE, MOJMyYEeHHbIE U3 aHAJN30B KJIETOYHBIX KYJIBTYpP U UCCIEAOBAHUI HA KUBOTHBIX,
MOTYT OBITh MCITOJIb30BAHbI IIPU COCTABJIEHUH UANa30HA JO3UPOBOK /JIsl IPUMEHEHHUS Y JIFOAEH.
Jlo3upoBKa TaKMX COEAUHEHUH MPEANOYTUTENIbHO HAXOAUTCS B AMANA30HE LIUPKYJIUPYIOLIUX
KOHILIEHTpaLuii, kotopble BKI04atoT EDS0 ¢ HeOob110# TOKCHYHOCTHIO Hitu Oe3 Hee. Jlo3upoBka
MOJKET BapbUPOBAaThCA B 3TOM AMANAa30HE B 3aBUCHUMOCTH OT HCHOJb3YE€MOM JIeKapCTBEHHOMN
(bopMBI U HCMONIB3yeMOro MyTH BBeneHus. TepaneBTuuecku 3QdexTrBHAsS 1032 MOKET OBbITh
OLIEHEHA MEepPBOHAYAIBHO M3 aHAJIM3a KJIETOYHOW KyJbTypsl. {03y MOXXHO (GOpMyJIHpOBaTh Ha
JKUBOTHBIX MOJIENSAX JUJIsl JOCTIDKEHUs JUara3oHa LUPKYJIUPYIOLEH KOHLEHTpalUu B IJIa3Me,
Bkrodaromero IC50 (T.e. KOHLEHTPALMIO TECTUPYEMOTO COEIMHEHHS, TIPU KOTOPOH JOCTUTAIOT
IIOJIOBHHBI MaKCHMAJIbHOI'O MHIMOMPOBAHMS CHMIITOMOB), KaK OIPEAENICHO B KYJIbTYpe KIETOK.
Taxas nadopmanus MoxxeT OBITh HCTIONB30BaHA JUIA OOJIee TOYHOTO ONpeeNeH s OJIe3HbIX 103
y 4ejoBeKa. YPOBHH B IUIa3M€ MOIYT OBITh HM3MEPEHbI, HAMpUMep, C TOMOLIBIO
BBICOKO3( (heKTUBHOM KUIKOCTHOM XpoMaTorpaduu.

B HeKkOTOpBIX BapHaHTaX OCYIIECTBIIEHHUS CIIOCOOBI BKITIOUYAIOT BBeneHHe n03bI 20—100 mr
aTOMOKCETHHA (MJTH ero SKBUBAJIEHTHOM 710361 Apyroro NRI) u no3er 2—15 mr okcubyTiaMHA (WK
€ro SKBHMBAJCHTHOW JO3bl APYrOro aHTArOHHUCTa MYCKapHHOBOIO peuentopa). B HeKoTopbIx
BAPUAHTAX OCYLIECTBJIEHUS CIOCOOBI BKJIIOYAKOT BBeneHue 80 Mr aTOMOKCETHHA/S Mr
OKCHOYTHHHHA;, 75 Mr aTOMOKCETHMHa/S Mr OKCHOyTHHHMHA, 75 MI aTOMOKCeTHHa /6 Mr
okcnOyTuHHHA;, 50 MI' aTOMOKCeTHHa/4 Mr OKCHOYTHHUHA, WM 25 MI' aTOMOKCETHHa/3 Mr
OKCHOYTHHHHA. B npyrux BapwaHTax OCYIIECTBIIEHHs CIOCOOBI BKIIFOYAIOT BBEACHUE N03bI 20—
100 Mr atomokcernHa (WIM ero 3KBUBaJeHTHOH m03bl apyroro NRI) u mossr 2-15 wmr
OKCHOYTHHHHA (UJIH €T0 3KBUBAJIEHTHOH 03Bl APYTOro AaHTArOHUCTA MyCKapUHOBOTO PELIENTOPA)
3a 9ac 10 BPEMEHH CHa. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS CIIOCOOBI BKIIFOYAIOT BBEICHUE
80 Mr aToMokceTuHa/5 Mr OKCHOyTHHHHA, 75 MI' aTOMOKCETHHA/5 Mr OKCHOyTHHHWHA, 75 Mr
aTOMOKCeTHHA/6 Mr okcuOyTuHWHA, S50 Mr aTOMOKCeTHHa/4 Mr OKCUOyTHHHWHA, WiId 25 Mmr
aTOMOKCeTHHA/3 Mr okcuOyTnHuHA 3a 15-60, Hanpumep, 3a 20—45, 15-25 unu 3a 20-30 MuHyT
70 CHa.

B ngpyrux  BapmaHTax  OCYINECTBJIGHHS]  CIIOCOOBI  BKJIIOYAIOT  BBEIEHUE
aTOMOKCETHHA/OKCUOYTHHHHA B MaccOBOM oOTHomeHuu 12,5 k 1. B ngpyrux BapuaHTax
OCYIIECTBJIEHUS] CHOCOOBI BKJIIOYAIOT BBENEHHE AaTOMOKCETHHA/OKCHOYTHHHHA B MAacCOBOM

otHouieHuu 12,5 k 1 3a 15-60, nanpumep, 3a 20—45, 15-25 unu 20-30 MuHyT A0 CHA.
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cDaDMaL[eBTI/ILIeCKI/Ie KOMIIO3UILIMH 1 CIIOCOOBI BBCACHUA

Crocobbl, omucaHHbIE B  HACTOSIIEM  JOKYMEHTE, BKJIIOYAIOT  IPHMEHEHHE
(bapMaLeBTHUECKNX KOMITO3ULNHN, BKIFOUAIOLINX HHIUONTOP 0OpaTHOTO 3aXBaTa HOp3NMMHE(PpHUHA
U aHTUMYyCKapHHOBOE CPEICTBO B Ka4eCTBE aKTHBHBIX MHIPEAHEHTOB. MHruburop obpaTHOrO
3axBaTa HOpANMUHE(YPUHA U AHTHUMYCKapPUHOBOE CPEACTBO MOXKHO BBOJIUTH B OJJHOH KOMIIO3ULIUH
WIN B OTJEJIBHBIX KOMIO3HLUAX. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS CIIOCOOBI BKIFOYAIOT
BBeJIeHHNE MHrUOUTOpa OOpPaTHOTO 3aXBaTa HOPIMUHE(PPHHA U AHTUMYCKAPHUHOBOTO CPEACTBA, U
HUKaKue IpyTrue aKTHBHbIE HHIPEIUEHTHI, T.€. HHTHOUTOp 00OpaTHOro 3axBata HOpanuHeppuHa U
AHTUMYCKapHUHOBOE CPECTBO, SIBJIAIOTCS €IMHCTBEHHBIMH aKTUBHBIMU CPEICTBAMHL.

Tunuunble wHrHOMTOPHI OOpaTHOrO 3axBata HopamuHeppura (NRI) BrIOYarOT
cenektuBHble NRI, Hanpumep, amenanun (UK-3540-1), aromokcerun (ctparrepa), CP-39,332,
nanepamua (UK-3557-15), snpuBokcerun (LY-2216684), scpebokcernn, nopraisamuH (LM-
1404), nmsokcerun (LY-94,939), pebokcerun (Edronax, Vestra), Tamompam (Lu 3-010),
tancynpam (Lu 5-005), tannamun (AY-23,946), Bunokcasun (Vivalan), u HecenextusHble NRI,
HanpuMep, AaMUTPUNTWINH,  aMOKCAmHMH, OYyNpONHOH,  LUKJIA3UHION,  JE3UNPAMUH,
necBeHna(pakCHH, NeKCMETHI(PEHNAAT, TUSTHINPONUOH, JOKCENHH, AYJOKCETHH, NMUIPAMMUH,
aesoMunHanunpan, Manudaxcua (GW-320,659), ManpoTuinH, MeTHIQEHHIAT, MUATHALIUIIPAH,
He(a3010H, HOPTPUNTIWINH, PeHANMETPa3uH, PeHMETPa3HH, MPOTPUNTIIINH, panadaxcuH (GW—
353,162), tanenranon (Nucynta), Teaunokcasus (Lucelan, Metatone) u BeHnagdakcuH.

INogxondmue, HO HE OrPaHUYMBAKOIINE TNPUMEPbl AHTUMYCKAapUHOBBIX CpPEICTB,
BKJIFOYAIOT aTPOIWH, MPOMAHTEIMH, OeTaHexoj, cojudeHanuH, napudeHanuH, TOITEPOIVH,
(de30TepoarH, TPOCHHYM M OKCUOYTHHHH, KOTOpble OOJNAal0T aKTHMBHOCTBIO B OTHOLICHHUH
peuentopa M2. Jlpyrue TUNHMYHBIE AHTUMYCKAPUHOBBIE CPEICTBA BKJIOYAIOT AHU3OTPOIUH,
OeH3TponuH, OWMepuneH, KIUAUHUYM, LUUKPUMUH, AWLMKJIOMHUH, audemanun, audeHumon,
STOMPOMNA3uH, TJIUKOMUPPOJAT, TEKCOLMKJIUYM, H30MPONAMHI, MEMNEeH30J1aT, MEeTUKCEH,
METCKOIOJIAMHUH,  OKCU(EHLUUKIUMHH,  OKCU(EHOHWH,  MNPOLUKIMINH,  CKOIOJAMUH,
TPUIUTEKCETUIT U TPUTEKCU(DEHUTIIT.

B  HekoTOpbIX BapuaHTaX  OCYINECTBJIIEHUS] WHTHOMTOp OOpaTHOro  3axBaTa
HOp3MUHEPpPUHA TPEACTABIIET COOON aTOMOKCETHH. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS
AHTHUMYCKapUHOBOE  CPEICTBO  MpPENCTaBisieT CcoOOH  OkcuOyTWHHH  (Hampumep, N-—
IE33TUIIOKCUOY THHHH).

dapmareBTHYeCKHe KOMIO3UIUH OOBIMHO BKJIOYAIOT (apMalleBTUYECKH IMPUEMIIEMbIH
HocuTeNb. MICronb3yeMblil B HACTOSIIEM JIOKYMEHTE TEPMHH «(apMaleBTHUECKH TPUEMIIEMBbIT
HOCHUTEINIbY BKJIFOYAET (PU3MOJIOTMYECKUH pacTBOP, PACTBOPHUTENH, IUCIEPCHOHHBIE CPEIB,
MOKPBITHS, AHTHOAKTEpUANbHbIE U  IMPOTUBOTPUOKOBBIE CPEACTBA, HW3OTOHHYECKHE U
3amemysiromue abcopOIuI0 CpencTsa U TOMy MOMOOHOE, COBMECTHMbBIE ¢ (hapMalleBTHUECKHM
BBeZICHUEM. JlOTIOJTHHUTENbHBIE AKTHBHBIE COEAMHEHHUs] TAaKXe€ MOIYyT ObITh BKIIOYEHBI B
KOMIIO3UIIMH, HAlpuMep, CHOTBOPHBIE CpPEACTBA, BKIIOYas 3OJIUAEM, 3SC3OMHKIIOH,
OeHzonnazenuHbl, rabarneHTHH, THArA0OWH U Xyrem.

@dapMaleBTUYECKHE KOMITO3ULIMU OOBIMHO COCTABJISIFOT Tak, YTOObI OHH ObUIH
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COBMECTHMBI C UX TPENINOJaraeMbIM IyTeM BBeneHUs. [Ipumeprl myTeil BBEACHHS BKIOYAIOT
CHCTEMHOE NePOPaIbHOE WIIH TPAHCIEPMAIbHOE BBEICHHE.

Criocobbl monmyueHust MOAXOASIINX (papMaleBTHIECKIX KOMITO3UIMN H3BECTHBI B TAHHON
oOxacty, cM., Hanpumep, Remington: The Science and Practice of Pharmacy, 21st ed., 2005; and
the books in the series Drugs and the Pharmaceutical Sciences: a Series of Textbooks and
Monographs (Dekker, NY). Hanpumep, mnepopaibHble KOMIO3HLIHMH OOBIMHO BKIFOYAIOT
WHEPTHBbIN pa3OaBUTENb WM TNHINEBOH HOcHTeNb. Il MepopasibHOrO TEepareBTHYECKOTO
BBEJICHUSI aKTHBHOE COENUHEHHE(s]) MOXKET OBITh BKJIFOUEHO BO BCIIOMOTaTENIbHBIE BEIIECTBA U
UCITIONB30BAaHO B (pOpPME MU0, TAOJNETOK, TPOLIE€ WM KarCyJ, HalnpuMep, >KeJIATHHOBBIX
karicyJ. [lepopanpHble KOMIO3ULIMU TAKXX€ MOTYT OBbITh IOJYyYEHBI C UCIIOJIBb30BAHUEM JKHUIKOTO
HocuTens. DapMalleBTUYECKH COBMECTHMbIE CBSI3YIOIIME AreHThl W/WIM BCIIOMOTaTeNIbHbIE
BEIIIECTBA MOTYT OBITh BKJIFOUEHBI B COCTAB KOMITO3ULIMH. Ta0neTku, MUITI0NH, KarcCyJibl, TPOLIE U
TOMYy MOAOOHOE€ MOTYT BKJIKOYATh JIIOOOH M3 CIEAYIOIIMX WHIPEIUEHTOB WM COEAMHEHUM
aHAJIOTUYHON MPUPOABL: CBA3YIOLIEE BEIIECTBO, TAKOE KaK MHKPOKPHUCTAJUINUECKAs LIEJUTI0JI03a,
TparakaHToBasi KaMe[Ob WM JKEeJaTHH, OSKCIMIIMEHT, TaKOH KakK Kpaxmaj WIH JIaKTo3a,
JE3UHTErPUPYIOIIUN areHT, TaKOH Kak aJblUHOBAas KHUCIOTA, NMPHUMOreIb HJIH KyKypy3HbIH
KpaxMaJ, CMas3blBaIOLIee BELIECTBO, TaKOE€ KaK CTeapaT MAarHus WIH CTEPOTEC, CKOJb3sIIee
BEIIIECTBO, TAKOE KaK KOJJIOWAHBIN JMOKCUI KPEMHHUS, TTOACIACTUTENb, TAKON KaK caxapo3a WIn
caxapHH, WIM apoMaTHU3aTOp, TAKOM Kak MsATa MepevyHasi, MeTHJICAIULIIAT WIN arelbCUHOBBIN
apoMaTu3aTop.

CucreMHOe BBEICHHE ONHOTO WJIM OOOMX COENMHEHH, KaK OMUCAHO B HACTOSLIEM
JIOKyMeHTe (T.€. ONHOro Win OOOMX HHIHOMTOPOB OOPAaTHOrO 3axBaTa HOpINMUHEePpUHA U
AHTArOHUCTA MYCKAPHWHOBBIX PELENTOPOB) TAKKE MOXKET OCYLIECTBISITHCS TPAHCAEPMAIbHBIMU
croco0amu, HampuMep, ¢ UCTIONb30BAHUEM ILIACTBIPS, Telisl, JIOCbOHA MJIM TOHKOH IJICHKH, JJIS
HAHECeHUs] Ha KOXy. s TpaHCOepMaibHOTO BBENEHHsI B Mpernapare MOTYT HCIOJIb30BATHCS
NEHETPAHThI, TMOAXOASALINE JUIs TPOHUKHOBEHMS dYepe3 »snuaepMajibHblii Oapbep. Takue
NEHETPAHThI OOBIYHO MU3BECTHBI B JAHHOM oOacTu. Hanpumep, st TpaHCAEPMAIbHOTO BBECHUS
AKTUBHbBIE COETUHEHUSI MOTYT OBITh MPUTOTOBJIEHBI B BHIE Ma3eH, Oaib3aMOB, TeJIel HITH KPEMOB,
KaK 3TO OOBIYHO M3BECTHO B TaHHOH oOsacTh. I'eb W/WiH JTIOChOH MOTYT OBbITh MPEIOCTABIEHBI B
OTHENbHBIX MAaKeTHKaX WU C TIOMOLIBI0 JO3MPOBAHHOIO HACOCA, KOTOPBIA MPUMEHSETCS
eXXeqHeBHO, cM., Harpumep, Cohn et al., Ther Adv Urol. 2016 Apr; 8(2): 83-90.

B opHOM BapmaHTe OCYINECTBIIEHHsS] TEPANEBTUYECKUE COEAMHEHUs IOJyYarT C
HOCHUTEJISIMH, KOTOpbIe Oy Iy T 3aIHIIATh TEPATIEBTUYECKIE COSAUHEHUS OT OBICTPOTO BBIBEICHUS
U3 OpraHu3Ma, TAKUMHU KaK KOMITO3UIHMS C KOHTPOJIHUPYEMBIM BBICBOOOXKIEHHEM, BKIFOUAs
UMIUIAHTAThl ¥ MHKPOHMHKAIICYJUPOBAHHAS CHUCTEMa IOCTaBKU. MOryT OBITh HCIIOJIb30BAHbBI
OnopasnaraemMmbie OOCOBMECTHMBIE TIOJTMMEPBI, TAKHE KaK 3TUJICHBUHUIIALIETAT, OJTHAHTHIPHIBL,
NOJIUTJIMKOJIEBAss KUCJIOTA, KOJUIAreH, NOJIHOPTO3(UPBl M MOJUMOJIOYHAs KHUcioTa. Takue
KOMITO3UIIUH MOTYT OBITh TIOJYYEHBI C HCIIOJB30BAHUEM CTAHAAPTHBIX METOIUK HIIH TOJTYYEHbBI
KoMMepueckH, Harpumep, ot Alza Corporation and Nova Pharmaceuticals, Inc. JIumocomansHbie

CyCIICH3UU TaKXE€ MOTYyT OBITh KMCIOJIb30BAHbI B KAa4E€CTBE q)apMaL[eBTI/ILIeCKI/I MPUEMIICEMBIX
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Hocuteneii. OHM MOryT OBITH TOJYYEHbI B COOTBETCTBUH CO CIOCOOAMHM, W3BECTHBIMHU
CHeLMAINCTaM B JaHHOH obnacTu, HarpuMep, Kak ormcaHo B mareHTe CIITA No.4522811.

dapmarneBTHIecKkre KOMIO3HLUN MOTYT OBITh MOMEIIEHbl B KOHTEHHEp, YIIaKOBKY WU
7103aTOp BMECTE C MHCTPYKLUSIMH IJI1 BBEACHUS HIIM HCIIOJIb30BAHMS B CIIOCOOE, OMMCAHHOM B
HACTOSIIIEM JIOKYMEHTE.

ITpumepsnt

Hzo0pereHne MOMONHUTENBHO ONHMCAHO B CIEAYIOMMX IPUMEPax, KOTOpble He
OrPaHUYMBAIOT 00BbEM U300PETEHHs], OIMMCAHHOTO B (POpMyJIe H300PETEHHSL.

IIpumep 1. IIunotHoe uccienosanue

Y 3 3g0poBhIX monel Obuto mM3MepeH 3(P(EeKT CEeNeKTHBHOrO HOPAIPEHEePrHUECKOro
uHruouropa oOpaTHOro 3axmara, aTOMOKceTHHa 80 Mr, B KOMOMHAIMH C aHTUMYCKapHUHOBBIM
JIEKapCTBEHHBIM CPEICTBOM OKCUOYTUHHUH 5 MI' HA aKTHBHOCTb OA00POI0UHO—SI3bIMHON MBIIILIbI
B IIIJIOTHOM HCCIIEIOBAaHHH.

Ha ¢ur. 2A-B mnokaszaHbl JaHHBIE TPEX 4YEJIOBEK, KOTOPbIE NMPUHUMAIH KOMOWHALIUIO
aTOMOKceTHHa M okcuOyTtuHuHA. Pur. 2A mpexacrasnser coboit mianedo Houbto. ['paduku B
NepBOM  CTOJIOLE TMOKA3bIBAIOT AaKTHBHOCTh MOAOOPOAOYHO—s3bI4HOM MbImibel  (EMGgg,
KOJIMYECTBEHHO BBIPAXKEHHYID B IPOLEHTaX OT MAaKCMMyMa) BO BpeMs CIOKOHHOro
6onpcrBoBanus. Kaxnpiit kpyr npencrasisier muk EMGgg OTHOrO BIOXa U HaHECEH Ha rpaduk
IPOTHUB COOTBETCTBYIOINErO JaBJIeHHs HaaropraHHuka. I'paduku Bo BrOpoM cTosOue Obut
noJiy4eHbl BO BpeMst crabuinbHoro NREM cHa. OOpaTuTe BHUMaHUE, 4TO BO BPEMsl CHA B TEUCHUE
HOYHM TpU Ianedo HaOMI0JaeTcs MepeMEeHHOe, HO sIBHOe CHibkeHne akTUBHOCTH EMGgg.
HamnpotuB, xoraa 5Tu e TpU 4YesioBeKa MPUHUMAIA ATOMOKCETHHTOKCHOYTUHUH, CBSI3AHHOE CO
CHOM CHU)KEHUE aKTUBHOCTH TJIOTOYHBIX MBIIIL] OBLIO YACTUYHO HJIH MOJTHOCTHIO MPEOTBPALEHO
(¢ur. 2B).

U3 3TuX maHHBIX SCHO, YTO MO CPABHEHHIO C IUIAe00 TECTHPyeMble JIeKapCTBEHHbIE
CpencTBa JaBajii HAMHOTO Oojiee BBICOKYH akTUBHOCTH EMGgg BO Bpemss NREM cha. ¥V
cyOBbekToB, mokasbBaromux REM COH Ha 3THX JIEKAPCTBEHHBIX CPEACTB, aKTUBHOCTb EMGgg
ocraBayiach Ha ypoBHe 49% ot OoxpcTyromero 3HaueHust B REM cHe, 4TO yKa3bIBaeT Ha TO, YTO
JIEKapCTBEHHbIE CPENCTBA TaKXkKe 3((EKTUBHBI U HA 3TOH CTaAUU.

IIpumep 2. IlepexpecTHOE UCCIENOBAHNE

BnocnenctBun  ObUTO  TpOBENEHO  IUIaLeOO—KOHTPOJIMPYEMOE, JIBOHHOE  Clienoe,
PaHIOMHU3HPOBAHHOE MEPEKPECTHOE UccienoBanue y 20 MaueHToB ¢ OOCTPYKTUBHBIM aITHO3 CHA
(OSA). YyactHuku nonydaiu jJedeHne (aToMoKceTHH 80 Mr+okCcuOyTHHUH 5 Mr) uiH mianebo B
PaHIOMU3UPOBAHHOM Mopsifke 3a 30 MUHYT 10 cHa. MccnenoBaHue mokasajo, 4TO KOMOMHALUS
ATOMOKCETHHA U OKCUOYTHHWHA CHU3MJIA UHAEKC anmHod—TunonHod (AHI) ¢ 31 [10-54] no 8 [2-
18]. JlanHble BbIpakeHbl B BUAe MenauaHbl [25-H—75-i mnpoueHtmwib| (dpur. 3A). B xome
UCCNIEeIOBaHMsl 5 MALMEeHTOB IOKa3ald OTCYTCTBUE KIMHMYeCKH 3HauuMod OSA B HOUb C
wianebo. Ecim anamus Tspkectn OSA orpanmuen 15 cyOwvexramu ¢ AHI>10 cobwituii B 4ac,
s¢pdexkT KOMOMHALMU aTOMOKCETHH/OKCHOYTHHUH emme Oomnbine (cHmwkeHue AHI Ha 78% mo

cpasHeHHIO ¢ manebo) (¢ur. 3B). Bee mauuenTsr ¢ OSA nokaszanu yiaydlieHHe CTeTeHU TSHKeCTH
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OSA.

VY 31nx cyOBeKTOB KOMOMHALMS AaTOMOKCETHHA U OKCUOYTUHHMHA YBEJINYHBAJIA OTBETHYIO
peaxuo noadoOPOAOYHO—A3BIMHON MBIIINBI HA YBEINYEHUE aKTUBHOCTH JIBIXATENIbHOTO IIEHTPa
no cpasHeHuo ¢ ranebo ¢ 0,1 go 0,3% makc/cMH,O, uro o3Hagaer, uro st kaxkgoro cMH,O
yBEIMYEHNE AKTHUBHOCTH JbIXaTEJBHOTO ILIEHTpa (M3MepseTcsi C IMOMOINBI IHUINEBOIHOTO
JaBJIEHUs), TOJOOPOAOYHO—A3BIYHAS MBIIIIA ObllIa AKTUBUPOBAHA B 2 pa3a dallle Ha JIEKapCTBax
[0 CPaBHEHHUIO C IUanedo. DTO yJydlIeHHe MBIIIEYHOW AaKTUBHOCTU BEPXHHX IbIXATEIbHBIX
nyTel, BeposITHO, siBisieTcst npudanHoi cHkeHnss AHI (¢ur. 3A-B) u yBenuueHns BEHTWISLIUN
BO BpEMsI CHa Y 3TUX CYOBeKTOB (ur. 4).

N3—3a ynyuimeHHONH BeHTWISIMU YpoBHU Kuciopozaa (Sa02) takke yBeIUYHBAIUCH B
HOYb IpueMa JiekapcTBeHHbIX cpenctB. Hagup SaO2 yeenuuuics ¢ 84% [79-92] na nnauedo no
94% [89-96] na nexapcTBeHHbIX cpencTBax ((ur. 5), B TO BpeMs Kak MHIEKC AecaTypaluu
kuciaopona (ODI) cumsuics c¢ 13 [6-34] B Teuenume Houm Ha twanedbo no 3 [0-8] Ha
JIEKapCTBEHHBIX CPEACTBAX.

Kpowme Toro, kak nokaszaHo Ha ¢ur.6A-B, obiiee Bpemst cHa 1 3PPEKTUBHOCTD CHA TAKIKE
ObUTM yJIy4LIeHbl B HOYb C ATOMOKCETHHOM/OKCHOYTHHMHOM IO CPaBHEHHIO C Iuianedo s
cyobektroB ¢ AHI>10.

Cewmp manmentoB ¢ OSA ObuM TaKke M3yuUeHBI B TeUeHHE 2 JOMOJHHUTEIbHBIX HOYEH,
KOrza 2 JIeKapCTBEHHBIX CPENCTBAa BBOAMJIM OTAENbHO (He B KoMmOmHaimu). Kax mokasaHo Ha
¢ur.7, TONbkO KOMOMHAIMS AaTOMOKCETHHA U OKCUOYTHHWHA M0Ka3aj1a 3HAYUTEIbHOE CHIKEHUE
AHI no cpaBHeHHIO ¢ uianedo, B TO BpeMsl KaK OTHEIbHO aTOMOKCETHH WJIM OKCHOYTUHUH HE
yayumana AHL

[Ipumep 3. Uccnenosanue esoreponuHa

Jnis1 onipenenieHusi, MOJKHO JIH UCTIOJIb30BATh IPYTHe aHTHMYCKapHUHOBBIE JIEKAPCTBEHHbIE
CpencTBa BMeCcTO OKcuOyTuHuHa, 4 Mr ¢esorepoanHa (Oojiee HOBOE, AHTHMYCKapUHOBOE
JIEKAPCTBEHHOE CPEACTBO C 3aMEIJIEHHBIM BBICBOOOKIEHUEM ) UCTIONIb30BAJI B KOMOUHAINH ¢ 80
MTI' aTOMOKCETHHA Y 3 MAIMEHTOB C JIETKMM WJIM YMEPEHHBIM KOJUIATICOM BEPXHUX IbIXAaTEIbHbIX
nyTel (BEHTHISALUS BO BPEMsI CHA IPH HOPMAJIbHBIX YCHIHSIX Obuia Bbime 50% BEHTHUIISALIUN TIPU
CBOOOJTHOM PaBHOMEPHOM JBIXaHUU TpH IU1anedo). B 3ol noarpynne nanueHToB ge3oreponuH
ObLT Tak ke 3 pexTuBeH, Kak U OKCUOYTHUHUH, B cHIkeHnn AHIL

VY IBYX MalMEHTOB C TSDKEJIBIM KOJUTATICOM BEPXHUX JABIXATENbHBIX MyTEH (BEHTHIISLIUS BO
BpeMs cHa Obula Hmwke S50%  OT  HOPMambHOH  BEHTWIALMH), KOMOWHALUS
aToMokceTuH/pe3oreponnHa He cHkana AHI, Torna kak aToMOKCeTHH/OKCHOY THHHH J1€J1aJT 3TO.

IIpumep 4. IIpocnekTUBHOE HCCIIEOBAaHNE

s ouenku s¢¢exkra KOMOWHANMU ato—OXy, MPOCIEKTUBHOE WCCIEIOBaHHE OBLIO
BBIITOJIHEHO B TE€YEHHE Henenw y O manueHToB, He nony4aBmux yedeHne CPAP. ITanmeHTh
npoBesy 0a30BOe UCCIIEIOBAHNE CHA B OOJIbHUIIE; JIeKapcTBEHHBIE cpencTra (Ato 80 mr/Oxy 5 mr)
BBOJIMJIM B T€UEHHUE 6 HOYEH IoMa, a Ha 710 HOYb MAIEeHThl BO3BPALIAINCH B OOJIbHUILY, YTOOBI
MOBTOPUTH HCCIIEOBAHUE CHA TOCJE TPUEMa JIEKapCTB. JTH HMCCIEIOBAHUS BBITOJHSUINCH CO

CTaHAAPTHBIM MOHTAXXOM, HUCIHOJIB3YEMbIM [JI1 KIIMHUYECKUX I/ICCJ'IGI[OBaHI/Iﬁ CHa, BKJIIOYas
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3JIeKTpOsHLe(daIorpaMMy, 3JIEKTPOOKYJIOrPaAMMY, M3MEpPEHHE MOTOKa C MOMOLIBI0 HA3aJbHON
KaHIOJIW M TePMHUCTOpa, OPIOLIHOrO M TPYIHOTrO MOSICOB, 3JeKTpoMuorpaduio moadopoaka u
HACBILICHHUE KUCIOPOAOM. Pe3ynbrarhl, moka3aHHble HA GUr. 9, MPOIEMOHCTPUPOBAJ CHIXKSHHUE
63% [53 mo 70] B AHI nocne 1 Hemenmu Tepamuu, 4TO CBHAETENILCTBYET O TOM, 4TO 3(dexT oT
JIEKapCTB JUTMTENIbHBII M0CTIe HeZeNU JICYSHHUSI.

VY Tpex ManMeHTOB aBTOPbI MCCIENOBaiM Oojiee HU3KHE NO3bI KOMOMHALMH, TO €CTh
aToMOKceTuH 80 MI B KOMOMHAINK ¢ OKCHOYTHHHHOM 5 MT, aTOMOKCETHH 50 M B KOMOMHAIINH C
OKCHOYTHHHHOM 4 MI' 1 aTOMOKCETHH 25 Mr B KoMOuHauuu ¢ okcubytuanHoM 3 mr. AHI nokasan
710303aBHCUMOE CHIDKEHHUE M0 CPABHEHUIO C Tuiare0o, mpeanonaras, 4to 0oyiee HU3KHE O3bI, 4eM
80/5 mr, moryt ObITb 3(pQEKTUBHBIMH TNPU JIEYEHUH MEHEee TsDKEeNoro 3adoneBaHus. s
HACTOSIIIUX LeJield aBTOPbI Ompeneniun Jierkoe 3aboneBanue kak S<AHI<1S, u ymepeHHOe
3abonesanne kak 15<AHI<30 coOwrTuii/4ac.

I'pynna naHHbpIX ObUIAa TONy4YeHA C TMOMOLIBIO 3JIEKTPOMUOTpadUH MOAOOPOAOUHO—
SI3BIYHOM MbILbl y 16 u3 20 manueHTOB, KOTOpble MPHUHSUIA y4acTHE B MEPBOHAYAIBHOM
UCCJIeOBAHNY, JUIA omnpeneneHus >¢@exra aTOMOKCETHMHa M OKCHOyTHHHHA (ato—oxy) Ha
OTBETHYIO PEaKLUI MOAOOPONOUHO—SI3bIMHON MbILbl. OTBETHAs pPEaKLHUs] MBI OTpa)kaeT
U3MEHEHHUE SJIEKTPOMHOrpapUUecKOil aKTUBHOCTH TMOAOOPOIOYHO—SI3BIYHON  MBIIILBI (B
npoleHTax oT 0a30BOM JIMHUM) HA U3MEeHeHue KosieOaHuil nasieHus B numesone (Pes) Bo Bpemst
CIIOHTAHHOTO ibIxaHust BO BpeMst He—REM cHa (cM. ¢ur. 10B st Gpu3nonornaeckoro KOHTEKCTa).
OOparuTe BHUMaHUE, YTO MEIMAHHAsI OTBETHASI PeaKLUs Ha ato—0Xy (HAKJIOH CIUIOLTHOMN JINHUH)
OoJsblile, YeM OTBETHAs peakius Ha rianedo (HaKJIOH NMyHKTHpHOH nuHuu). Ha ¢ur. 10B
MOKa3aHbl MPUMEPHbIE WCXOIHBIE JaHHbIE [UIsi  obOecrieueHus: KOHTekcra. CHTrHAJBI
WUTIOCTPUPYIOT CIIOHTAHHOE YBEJMYEHWE AKTHBHOCTH MOAOOPOAOYHO—SI3bIYHOM MBIIIIBI C
yBenuueHneM kojiebanusi Pes Bo Bpemsi cHa. OOparuTe BHMMAaHHME HAa BOCCTAHOBIICHHE
BO3YLITHOTO MOTOKA (TIOTOK), COMPOBOKAAIOLIETO YBEIMIEHHE MBILIIEYHON aKTHBHOCTH.
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JPYTUE BAPUAHTHI OCYIIIECTBJIEHUA

Crnenyer MOHUMATB, YTO XOTSI H300peTeHHe ObLUTO OMMCAHO B COYETAHHUHU C €r0 MOAPOOHBIM
OINHCAHUEM, BBIIIETIPUBEICHHOE OINMUCAHUE MpPEAHA3HAYEHO Ui WUIOCTPALMK, a He s
orpaHuyeHus o0beMa U300pEeTeHHsI, KOTOPBIN ONpenensieTcss 00beMOM MpuiaraeMoi (GopMy bl
uzobpereHus. J[pyrue acnekTsl, MpeuMyInecTsa U MOnu(p KA HAXOIATCS B Mpeneax odbema

crenyrolei (opmy bl H300pETeHHUS.
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®OPMYJIA U3OBPETEHUSA

1. Crocob neueHust CyOBEKTa, MMEIOLIEr0 COCTOSIHHE, CBSI3AaHHOE C (papUHTeaTbHBIM
KOJUTATICOM JbIXaTENbHBIX MyTEeH, MPU KOTOPOM CYyOBEKT HAXOAHMTCS B COCTOSHUH HEMOJHOTO
CO3HAHUS, BKJIIOYAIOIINN BBENEHHE CYOBEKTy, HyXXITArIeMycs B 3TOM, 3(PQPeKTHBHOrO
kKonmdecTBa (1) mHrubmropa oOpatHoro 3axmara HopamuHedppuHa (NRI) u (i) aHTaronmcra
MYCKapHUHOBOTO PELenTopa.

2. Cnoco6 no n. 1, rae NRI npencrasnsier co00il CeIeKTUBHBIN MHIHOUTOP 0OpPaTHOTO
3axBaTta HopanmHedpruHa (NSRI).

3. Cnoco6 mo n. 2, rme NSRI BrIOpaH u3 rpymmbl, COCTOSLIEH W3 aMenalivHa,
atomokcetuHa, CP-39,332, npanemanuHa, SOUBOKCETHHA, SCpPeOOKCETHHA, JIOPTAJIAMHHA,
HHU30KCETHHA, peOOKCETHHA, TAJIONpama, TAJICYIpaMa, TaHAaMUHA 1 BUJIOKCA31HA.

4. Cnoco6 no 1. 1, rae NRI nmpencrasnsier coOoit HeCeIeKTUBHBIN HHIMOUTOP 00pPaTHOTO
3axBata HopanmuHeppuHa (NNRI), BeIOpaHHBII M3 IpyNmbL, COCTOSINEH W3 aMUTPUIITHIINHA,
aMOKCaITNHa, OynponuoHa, LIUKJIa3UHONIA, Je3UNpaMHHa, necBeHIadaKcuHa,
nekcMeTwia(geHuaTa,  OUSTHINPONUOHA,  JOKCENHHA,  AYJOKCETHHA, UMHIIPAMUHA,
JeBOMWJIHALIMIIPAHA, MaHU(AaKCHHA, ManpoTWINHA, MeTwideHHaara, MIIHALUIPAHA,
He(azonoHa, HOPTPUNTUINHA, peHauMeTpa3nHa, peHMeTpa3uHa, IPOTPUNTHINHA, panadaKkcHHa,
TaIeHTa 014, TEHIIOKCA3UHA U BeHJIadaKkCHHA.

5. Cnoco6 mo m. 1, rme NRI BbriOpaH W3 Tpymmbl, COCTOALICH M3 aTOMOKCETHHA WU
pebokceTHHa.

6. Crioco0 o 1. 5, rome NRI npezncrasnsieT co00i aTOMOKCETHH.

7. Criocob 1o 1. 6, rae aTOMOKCETHH BBOAST B 103€ 20—100 mr.

8. Crioco6 mo 1. 7, re aTOMOKCETHH BBOJAT B 103€ 2575 Mmr.

9. Cnocob mo m. 1, rme aHTaroHUCT MYCKapHHOBOTO PELeNTOpa BBIOPAH W3 TPYIIIbI,
COCTOALIIEH W3 aTPONHHA, TPOMAHTENMHA, OeraHexona, conudeHanHa, napudeHanuHa,
TOJNITEPONUHA, (Pe30TePONHA, TPOCTINYMa U OKCUOY THHHHA.

10. Crioco6 mo m. 1, rie aHTaroHHUCT MYCKapHHOBOTO PELENTOpa BBIOPAH M3 TPYIIIIbI,
COCTOALIIEH M3 aHMU3OTPONMHA, OEH3TPONHMHA, OWNepuaeHa, KINIWHUYMA, [MKPUMHHA,
IULHKIOMHHA, nudeManuia, TUGEeHHI0a, STOMPONa3uHa, TIMKOMHPPOIATa, MeKCOLUKINYMAa,
U30MPOINIAMHU/Ia,  MENEH30JIaTa,  METHKCeHa,  METCKOINOJAMHHA,  OKCU(EHIMKJINMUHA,
OKCH()EHOHHMS, TPOLMKIUINHA, CKOTIOJIAMUHA, TPUAUTEKCETHIIAa B TPUreKCH(peHnama.

11. Crioco6 mo 1. 1, rae aHTaroHUCT MyCKapUHOBOTO PELIENTOPA HAXOIUTCS B KOMITO3ULIUH
C HEMEJIEHHBIM BBICBOOOKICHUEM.

12. Crioco6 mo 1. 1, rae aHTaroHUCT My CKapUHOBOTO PELIENITOPA HAXOIAUTCS B KOMITO3ULIUH
C 3aMEeIUICHHBIM BbICBOOOKIEHHEM.

13. Cnoco® mo mrobomy m3 mm. 1-12, rae aHTaroHUCT MyCKapHHOBOTO pPELENTOpa
NPEACTABISsIET COOOH OKCHOYTHHUH.

14. Cnocob mo m.13, rae oKCHOYTUHUH BBOZAAT B 103€ 2—15 Mr.

15. Cnoco6 mo m. 14, rae OKCMOYTHHUH HAXOAWTCS B KOMITO3WUIUU C HEMEIJICHHBIM

BBICBOOOKIEHHEM B 103€ 2,5—10 mr.
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16. Cmoco6 mo m. 14, rne okcuOYTHHUH HAaXOAWTCS B KOMITO3UIMM C 3aMENJICHHBIM
BBICBOOOKIIEHHEM B J103€ 5—15 wmr.

17. Cnocob no modomy u3 m.1.1-16, rae 3aboneBaHne WK pacCTPOHCTBO MPEIACTABISIET
c000i1 OOCTPYKTUBHOE AITHO3 CHA WJIA MPOCTOM Xparl.

18. Cnoco6 mo m. 17, roe 3aboyieBaHME WM PACCTPOUCTBO MPENCTABISIET COOOM
0OCTPYKTHBHOE aITHO? CHA.

19. Crocob mo 1. 1, rae cocTosiHUE HETIOJTHOTO CO3HAHUSI TIPEACTABIISIET COOOM COH.

20. Cnoco0 mo 1. 1, rae NRI 1 aHTaroHucT MyCKapuHOBOT'O PELIENTOPA BBOASAT B €AHHOM
KOMITO3ULIUHL.

21. Cnoco0® mo m. 20, rme enuHas KOMIO3MLMS TpeacTaBiser coboi (opmy s
NIEpOPaNIbLHOTO BBEICHMS.

22. Cnocob o 1. 21, rae ¢popma aJist mepopaibHOrO BBEISHUS MPEACTABIISIET COOO0I CUpOTI,
MITIOJIO, TaOJIETKY, TPOLIE UITH KaICyJy.

23. dapmaneBTHYeCKasi KOMIIO3ULMS, BKIoHaromas (i) MHruOuTop oOpaTHOro 3axBaTa
HopanuHedpuHa (NRI), (ii) aHTaroHUCT MycKapuHOBOTO perentopa u (iii) B (hapMaLeBTHUECKH
IPUEMJIEMOM HOCHUTEE.

24. Komnozuuust mo n. 23, rae NRI npencrasnsier coOoil CeneKTUBHBIH MHTUOUTOP
obpatroro 3axBarta HopanuHeppunHa (NSRI).

25. Komnosuuus no m. 24, roe NSRI BbIOpaH W3 rpymmbl, COCTOALICH W3 amealivHa,
atomokcetuHa, CP-39,332, nanemanuua, 5OUMBOKCETHMHA, JCPEOOKCETHHA, JIOpTAJAaMHHA,
HHU30KCETHHA, peOOKCEeTHHA, TaIoNpama, TAJICYpaMa, TAaHAaMUHA W BUJIOKCA3UHA.

26. Komnosuuus no m. 23, rae NRI npexncrasnser coOoi HECENEKTUBHBIA MHTHOUTOP
obOparHoro 3axBata HopamuHeppuHa (NNRI), BbIOpaHHBI H3 TPYMIBL, COCTOSIIEH U3
AMHUTPUNTUJIMHA, aMOKCanuHa, OyNpONHOHa, [UKIA3WHAONA, Ae3UTNpPaMHUHa, JeCBeHIapaKCHHa,
nexcMeTuiadeHuaara, OVSTWINPONMOHA,  JOKCENMHHA,  JIYJIOKCETHHA, UMUIPAMHHA,
JEeBOMWJIHALIUIIPaHa, MaHU(AKCHHA, MaNpoOTWINHA, MeTWwi(peHunara, MUIHALUIPAHA,
Heda3010Ha, HOPTPUNTUIINHA, PeHAUMETpa3uHa, GeHMEeTpa3HHa, MPOTPUNTHIINHA, pagadaKcuHa,
tanenTanoia (Nucynta), tenmnokcasuna (Lucelan, Metatone) u BeHagakcuHa.

27. Komnosuuus no 1. 23, rae NRI BbIOpaH U3 rpymniibl, COCTOSIIEH U3 aTOMOKCETHHA U
pebokceTHHa.

28. Komnosurus o 1. 27, rae NRI npencrasisier co0oit aTOMOKCETHH.

29. Kommo3umus 1o 1. 28, rae 103a aToMokceTuHa coctaBisieT 20—100 mr.

30. Komnozunusi mo m. 23, rae aHTaroHUCT MYCKapUHOBOIO peIenTopa BBIOpaH U3
IPYIIIBI, COCTOSIIIEN U3 aTPONHHA, POMAHTENNHA, OeTaHexoMa, conndeHannHa, napudeHannsa,
TONTEPONNHA, (P€30TePOINHA, TPOCTINYMa U OKCHOY THHHHA.

31. Komnosuuuss no n. 23, rae KOMIIOHEHT AaHTarOHUCT MYCKapHMHOBOIO peELENnTopa
(apMaLIeBTHUECKOW KOMITO3UIIMHM BBIOPAH W3 TPYIIBL, COCTOSINEH W3 aHU30TPOIHHA,
OensTponuHa, OwumepuaeHa, KIMANHUYMA, LHUKPUMHHA, JTULUKJIOMHHA, Au(eMaHua,
nudeHnona, STONponasuHa, MIMKONUPPOIIaTa, TeKCOLMKINYMA, U30MPONaMH/Ia, METEH30JIaTa,

MECTHKCCHA, MCTCKOIIOJIaMHHa, OKCI/I(I)GHLII/IKJ'II/IMI/IHa, OKCI/I(beHOHI/Iﬂ, MNPOLUUKIIUINHA,



20

CKOTIOJIAMUHA, TPUANTEKCETHIIA U TPUTeKCU(EHUTMIIA.

32. Komnosunusa no m. 23, rae aHTarOHUCT MyCKapUHOBOI'O PELENTOpPa HAXOOMTCS B
KOMITO3UIIUH C HEMEJJIEHHBIM BBICBOOOKICHUEM.

33. Komnosuuusa no n. 23, rae aHTarOHUCT MyCKapUHOBOI'O PELENTOpPa HAXOOWUTCS B
KOMITO3UIIUH C 3aMEJICHHBIM BBICBOOOKIEHUEM.

34. Kommnosunust 1o rodomy u3 1.1. 23-33, rae aHTaroH|UCT MyCKapUHOBOTO peLenTopa
NpeACTaBisieT COO0H OKCHOYTHHUH.

35. Kommnosunust 1o m. 34, rae OKCHOYTHHHH HaXOIUTCSl B KOMITO3HLIUU ¢ HEMEJICHHBIM
BBICBOOOIKIEHHEM B 1103€ 2,5—10 mr.

36. Komnozunuus no 1m.34, rae oKCUOYTUHHH HAXOOUTCSI B KOMITO3UIUU C 3aMEJICHHBIM
BBICBOOOKIIEHHEM B J103€ 5—15 mr.

37. Komnosuuus no 1. 23, rae NRI 1 aHTaroHucT MyCKapuHOBOI'O PELENTOPA COCTABJICHbI
B €IMHYH) KOMITO3ULUIO.

38. Komnosuuust mo n. 37, rae eauHash KOMIIO3HILMS TpeAcTaBisier coboi Gopmy s
NepPOPaIbHOTO BBEIECHHU.

39. Kommnosurws mo . 38, rae Gpopma 1ist mepopajbHOrO BBEICHUS MPEACTABIISIET COO0M
IIUTEOJTIO, TaOJIETKY, TPOLIE WIIN KaTCyJIy.

40. Komnozunust mo jirodomy u3 .. 23-39, ais npUMEHEeHHs NPU JICUeHUH CyObeKTa,
UMEIOLIET0 COCTOSIHUE, CBA3aHHOE C (DapHHIeaJbHBIM KOJIJIAIICOM JBbIXATENbHbIX IMyTeH, HpH
KOTOPOM CyOBEKT HAXOAUTCS B COCTOSIHUM HETIOJTHOTO CO3HAHMS.

41. Komnosumust s npuMmenenuss no 1. 40, roe 3a0ojieBaHHe WM PAaCcCTPOMCTBO
NpeACTaBysieT COOOM arHO? CHA MJTH MPOCTOM Xpall.

42. Kommnosuiums s npuMeHeHuss no 1. 41, roe 3aboseBaHHe WM PacCTPOMCTBO
npenacTasisieT coO0l OOCTPYKTUBHOE aIHO CHA.

43. Komnosuuus ans npuMeHeHuss mo n. 40, rae COCTOSHUE HEMOJHOTO CO3HaHUS
NPEACTABISIET COOOM COH.

44. Uuruburop obpatHoro 3axsata HopanuHeppuHa (NRI) u aHTaroHUCT MyCKapuHOBOTO
peuenTopa, Ui NMPUMEHEHHs TPH JICYEHUH CyOBEKTa, MMEIOLIEr0 COCTOSHUE, CBS3aHHOE C
(bapuHreasbHBIM KOJUIAIICOM JbIXaTEIbHBIX IyTEH, MPH KOTOPOM CYOBEKT HAXOIUTCS B
COCTOSIHUM HETIOJHOI'O CO3HAHUS.

45. Habop, Bkmrodaromuii mHruOuTop obpatHoro 3axsata HopanuHedpuna (NRI) u
AHTArOHHUCT MyCKapHHOBOIO PELENTOopa.

46. Habop mo m. 41, njsi mpuMeHEHUsI P JIeUeHUN CyObeKTa, UMEIOIIEro COCTOSHUE,
CBSI3aHHOE C (PapUHTeabHBIM KOJUIATICOM JBIXATENIbHBIX My TEH, IPH KOTOPOM CYOBEKT HAXOAUTCS

B COCTOAHHMH HEMIOJIHOIO CO3HaHUA.



OUI.1

93l

Bo3aywHbIn
MOTOK

Ycunue
(rpyoHas kneTka)

Ycunue
(bptowHas nonocTh)

Yeunue
{Pes)

Sa0,

VAANIMA AN g

MpobyxaeHne

VOV VA%
YN A NAVAV S A
‘\/\/\/\/\/\/\/\/

10 cek e

LU/

G9.655



2111

Mnauebo
BoapcrtBoBaHue CoH MaumneHt
1
’%T
R 2
L3
]
€
=
L
B
E 3
5]
e
=
533

ATOMOKCETHH +

OKCUOYTUHMH
BoapcTtBoBaHue Con [aumeHt
£ [}

o
= 15
e 10r QI}DH— 1
o o Py
= @%
T .
20
f%“ 181
E
= 2
=, 1of
[
(O]
=
o s}
i
20
w15
=, 1o
o
o)
=
T

% 5 o 0 5 o0
Pepi (oMH20)  Pgpy (eMH20)

OUT.2B



3/11

OUI.3A

p= <0.0001

AHI (cobbiTun/v)

I'Inae60 Ato/Oxy



OUI.3B

100-

eI > N @ o
> % 9

AHI (cobbiTUN/Y)

)
T

o

4/11

p=<0.0001

[Mnauebo

Ato/Oxy



5/11

p< 0.0001

Mnaue6o

[ I T T 1 1

(BUHEXI9T 0JOHAURWAOH 9,) BUNBLULHAY

OUT .4



6/11

Haaup Sa0,
g

Mnaue6o Ato/bxy



ObLee Bpems cHa (MUH.)

400~ _— 100-
>— ° I%
. ° 2
300 — -
E:) P
— = -—
200- S 50+
xI
o
£
100+ g
8
M
0 0

[nauebo IlekapcTs.
cp-Ba (A+B)

Mnauebo  Ato/Oxy

OUTI.6A OUI.6B

L.



8/11

QUT. 7

AHI (o6wun)

[Tnauebo AtomokceTH OKCHOYTUHMH ATOMOKCETHH
"
OKCHBYTUHMH



9/11

OUr.8

i
o
o
-

(h/MKnLI9009) [HY



10/11

OUTI.9

OBLit AHI

Wcxoorbin 1 Hepens A/O
YPOBEHb



W™ 350

=

LLl

=

=1 300 N=16

3 P<0.001

=

< ’&\

ff’ 5 250

N O

2 > B
S
= 200 EMGGG‘WM
o
= (raw) )
= cxoaHbIn
s~ 150

""""" (mta) M

o A Mnauebo pes MV U\ WW\(W
50 MoTok /\/\/W”‘)\W/VW
0 S 10 15 20 25 30 35

Konebanus nasnenus B nuwesoge (cMH20)

OUI.10A OUr.10B

AKTUBHOCTb NOADOPOAO4HO

LL/LL



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

