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CXEMbBI ITPUMEHEHM A UHBEKITMOHHBIX COCTABOB
C ITPOJIOHI' MPOBAHHBIM BbICBOBOXJIEHHUEM
[TAJIMITEPHUJIOHA

MHNEPEKPECTHBIE CCBUUIKH HA CMEKHBIE 3ASIBKH
[0001] /laHHas 3asBKa UCIPAIIMBAET MPEUMYILECTBO MPUOPUTETA IO MPEABAPUTEIBHOM
3asiBke Ha mareHT CIIIA Ne 63/119 363, momanno# 30 HostOpst 2020 r., conepkaHue KOTOPOit

IMOJIHOCTBIO BKJIFOUCHO B I[aHHbeI AOKYMEHT MOCPEACTBOM CCBLIIKH.

OBJIACTDH TEXHUKH
[0002] Hacrosimee uzodpeTeHe OTHOCUTCS K CrIOco0aM JieueHus ICUXUATPUIECKOTO
MaLUeHTa, HYKIALIErocs B JIEYEHUH HHBEKLIMOHHBIMU COCTABaMU MaJUIIEPUIOHA

najbMuTaTa JJIUTCIIBHOIO HeﬁCTBHﬂ.

HNPEANNOCBUIKHA CO3TAHUA H3OBPETEHUA
[0003] HasHaueHHne aHTUIICUXOTUYECKHX JIEKAPCTBEHHBIX CPEICTB SBISIETCS Oa30BbIM
NPUHIIUIOM JIeueHHsl 30 peHnH, mn30adekTUBHBIX pacCTPONCTB U
mu30(peHNPOPMHBIX PaCCTPOHCTB. AHTUIICUXOTUUECKUE CPEICTBA BOLUIN B KIMHUYECKYIO
NpaKkTUKy B cepenune 1950-x rogos. Takue TpagULMOHHBIE JEKAPCTBEHHBIE CPENCTBA, UIH
JIEKapCTBEHHBIE CPEICTBA NIEPBOTO MOKOJIEHUS, 00BIYHO 3P (PEeKTUBHBI IPH JIEHEHUH
MO3UTHUBHBIX CUMITOMOB HIH30(PEHNUHN, HO MeHee 3 (HEKTUBHBI MTPU JICYCHUU HETaTUBHBIX
CHUMITTOMOB WJTH HAPYIICHUS! KOTHUTUBHBIX (PYHKIUH, COMPOBOKAAIOIINX 3TO 3a00I€BaHUE.
ATUNUYHBIE AaHTUTICUXOTHKHU WJIH JIEKApPCTBEHHBIE CPENICTBA BTOPOrO MOKOJIEHUS], TUITHUHBIMU
NpUMEPaMH KOTOPBIX CIY’KaT PUCTIEPUIOH M OJIaH3anMH, ObUTH pa3zpadotaHsl B 90-x, u
OOBIYHO MPOSBISIOT 3(h(PEeKTUBHOCTD B OTHOLIEHUHN KaK MO3UTUBHBIX, TAK H HETATUBHBIX
CHUMITTOMOB IIU30(PEHHH.
[0004] TTamunepunoHa MATBMHUTAT MPEACTABIAET COOOM CIOKHBIN 3(hUP MATEMUTHHOBOH
KUCJIOTHI MAJHIEPUOHA (9-TUAPOKCUPHUCTIEPUOHA), MOHOAMUHEPTHUECKUI aHTArOHUCT,
NPOSIBJISTFOLITMI aHTarOHW3M 110 OTHOLIEHUIO K fodamuny D, u ceporonuny (5-
TUAPOKCUTPHUIITAMHUHY THIIA 2A), XapaKTePHBIN JJIsl ATUITMYHBIX AHTHIICUXOTHYECKUX
JIEKapCTBEHHBIX CpecTB BTOporo nokoseHus. [lanunepunon (9-OH pucnepunon) sensercs

OCHOBHBIM aKTHUBHBIM META0OJIHUTOM pucnepuaoHa. HaJ'II/Il'IepI/II[OH C 3aMCIJICHHbBIM
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BeIcBOOOXKAeHneM (ER), manunepunoH ¢ nmepopajibHbIM IPUMEHEHHUEM C OCMOTHYECKH
KOHTpoJMpyeMbIM BeicBOOOkaeHneM (OROS), Boinmyckaemblii B popme TaOIeTOK,
pacripoctpansiercs: B CoequnaenHbIx Iltatax (CIIIA) nnst nedenus muzodppeHnn u
NOJIeP>KaHMs TepaneBTHIeCKoro Qg dexTa.

[0005] ITamunepunoHa mampmuTar OBUT pa3pabOTaH B BUIE HHBEKLIMOHHON BOIXHON
HAHOCYCIEH3HMH JUIMTENBHOTO JEHCTBUS [JIs1 BHYTPUMBILIEYHOTO (B. M.) BBEICHHS,
NpeAHA3HAYSHHOM ISl JISYeHUs N30 PEHNN U APYTHX POACTBEHHBIX 3a00JICBaAHUH,
KOTOpbIe OOBIYHO JIEYaT aHTHIICUX OTUYECKIMH JIEKAPCTBEHHBIMU CpenicTBaMu. M3-3a kpaiine
HU3KOH PacTBOPUMOCTH B BOJIE CJIOKHBIE 3(DHPBI MAIUNIEPUAOHA, TAKUE KAaK MMaJUIIEPUIOHA
NajgbMUTAT, MEJJIEHHO PACTBOPSIIOTCS [10C/I€ BHYTPUMBILLIEYHOT'O BBEJIEHUS, [IOKa HE
NOABEPTHYTCS THAPOIN3Y ¢ 00pa30BaHUEM MATHUIIEPUIOHA, ITOCIIE YETO MOCTYAT B
OOoNBLION KPYT KPOBOOOPAIICHHSI.

[0006] VY MHOTHMX MALUEHTOB C MCUXUYECKUMHU 3a00JIEBAHUSIMU CTAOMIIBHOCTH CUMIITOMOB
JOCTUTAETCs C IOMOIIBIO JOCTYITHBIX NEPOPAIbHBIX AHTUIICUXOTHYECKUX JIEKAPCTBEHHBIX
CPEACTB; TEM HE MEHee, 10 OLIEHKaM, 10 75% MaIleHTOB UMEIOT TPYAHOCTHU C COOJIFOIEHUEM
peKrMa eXXEeTHEBHOTO MEPOPABHOTO JICYEHHUS, T. €., Y HUX BO3HHUKAIOT MPOOIEMBI C
coOIroIeHneM MpeaucaHHoro peskuma tepanuu. [Ipodaemsl ¢ cobmonennem
MPEANUCAHHOIO PEKUMA YACTO MPUBOIAT K YXYALIEHUIO CUMIITOMOB, HEZJOCTATOYHO

3¢ ($eKTUBHOMY OTBETY Ha TE€PAIUIO, YACTBIM PELIIMBAM U MOBTOPHBIM M'OCIIUTAIN3ALIUAM, A
TaKke K HECIIOCOOHOCTH MOJIYYHUTh MOJIOKHUTENBbHBIN PE3yJIbTaT OT PeadMIINTALMOHHOTO
JIeYEHUs U ICUXOCOLUANBbHON Tepanuu. ExxeMecsauHble ONHOKPATHbIE HHBEKIUH
NaJHIepUIOHA NAbMUTATA OBLIH pa3pabOoTaHbl B LEJSIX TOCTIDKEHHS CTaOUIIBHBIX
KOHLIEHTpAL1il MaJTunepyuoHa B IIa3Me KPOBU MALIMEHTOB, YTO MOXKET B 3HAYUTENIbHOM
CTETeHU YJIYULIUTh CleI0BaHUE MPEANNCAaHHOMY pekuMy no3upoBku. [Tanuneprunona
NajbMUTAT, IPUTOTOBJIEHHBIN B BUJI€ BOJHOI HaHOCYCIIeH3UH, onucaH B nareHrax CIIIA
NoeNe 6 077 843 u 6 555 544, xaxnplil U3 KOTOPBIX BKJIIOYEH B JAHHBINA JOKYMEHT
nocpencTBoM ccbUiku. Kpome Toro, cxeMsl IpuMeHeH sl aJulepyuaoHa NalbMUTaTa sl
JieueHus nanueHToB onucaHbl B mateHTax CIIIA NeNe 9 439 906 u 10 143 693, xakablii u3
KOTOPBIX BKJIFOYEH B JAHHBIN JOKYMEHT MOCPEACTBOM CCHUIKH.

[0007] IlamunepumoHa MaJBMUTAT MPEACTABISIET COOOH ATUITMYHOE AHTHIICUXOTHYECKOE
JIEKAPCTBEHHOE CPEACTBO, KOTOPOE BBOAST BHYTPUMBIIIEYHON HHbeKLMEN. [lepBoHadanbHbIi
COCTaB MaJMIEPUIOHA MTATBMUTATA MPENCTABIIST COO0H BBOAUMOE OJIUH pa3 B MECSLl
AHTUTICUXOTUYECKOE JIEKAPCTBEHHOE CPENICTBO, U OH ObLI 0100peH /i JIedeHns IU30(ppEeHnN

y B3POCIIBIX BO MHOTUX cTpaHax. KpaTkoBpeMeHHbIN 1 JOJAroCpOoUuHbIi Mpoduib
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3¢ ($EeKTUBHOCTH U NEPEHOCUMOCTH BBOAUMOTO pa3 B MeCSAL MAJUIEPUIOHA MAIbMUTATA
MIPOAEMOHCTPUPOBAH B KIIMHUYECKUX HMCCIIEOBAHMSIX, OXBaThIBAOIIUX Oosee 3800
nauueHToB. IIpogoinkenue geueHns myTeM exXeMeCIYHOrO BBEECHUs MAIUIIEPUAOHA
najbMUTaTa MalUeHTaM, U3Ha4ajIbHO OTBETUBIIHUM Ha €ro NPUMEHEHHE 110 IOBOJY OCTPOrO
YXYAIIEHUs CHMITOMOB, IPUBOMIIO K MPUOIU3UTENBHO 4-KPaTHOMY CHIDKEHHIO PHCKA
PELUANBOB IO CPABHEHMIO C MALMEHTAaMH, PAHIOMU3UPOBAHHBIMU B IPYIITy IpHeMa
iane6o. Pa3paboTaHHbIN MO3HEE COCTAB TPEXMECSYHOTO ACHCTBUS 00ECIIeunBaET MO
CyILIeCTBY 0oJiee MPOIOJKUTEIbHBINA HHTEPBAJT MEXKy BBEICHUSMU: HHBEKLIUU IETAI0T OJUH
pa3 Kaxxable TpU Mecsina. Takol yBeIMYEeHHbIH HHTEPBAJ MEXY BBEIEHUAMH CO3/1a€T
MEHBbLIIE BO3MOKHOCTEH [T HECOOIIOICHUS PEATIFCAHHOTO PEXKIMa TEPAIHH, YeM TPU
HCIIOJIb30BAHUU U3BECTHBIX PaHEE€ MHBEKLMOHHBIX COCTABOB JJIUTEIBbHOIO ACUCTBUS, YTO
CHIDKAET PUCK PELIUANBOB BCJIEACTBUE CYOTEpareBTHYECKON KOHIIEHTPALUH TIpernapara B
IUIa3Me KPOBHU M COMYTCTBYIOIIME HETATUBHBIC MOCIEACTBHS Y MALUEHTOB C MH30(QpeHnEH.
[0008] B nacrosimee BpeMs NaaunepuaoH AOCTYIICH I TEPANEBTUYECKOrO NPUMEHEHU
B 3 cocTaBax: MmepopajbHbIA COCTaB ¢ 3aMeIJIEHHBIM BBICBOOOKIEHUEM (TabIeTKu
INVEGA® ¢ 3amemniennbiM BoicBoOOkneHneM [ER], Tak:ke Ha3piBaeMble TaOieTKaMu
INVEGA® ¢ nposionrrpoBaHHbIM BbicBOOOKeHHeM [PR]) u nBa MHBbEKIIMOHHBIX COCTaBa
anutenbHoro aericteus (LAI) (ogHOMeCs YHAsI MHBEKLUS NAJTUIEPUIOHA TaJlbMUTATa
[INVEGA SUSTENNA® unu XEPLION®] u TpexmMecsiuHasi UHBEKLUs MAJIUNEPUAOHA
nanpmurata [[INVEGA TRINZA® unu TREVICTA®]). Kak packpsITO B JaHHOM
AOKYMEHTe, JUIsl yAOOCTBa U AajibHENIIEero YIPOIIEeHUs COOF0ACHHUS IPENITUCAHHOTO
pekuMa pazpaboTaH APYroi MPOAYKT, COmEp KALINi MaTMNIepUaOHa aIbMUTAT,
NpeIHa3HAYCHHBIH JUTsl BBEICHUSI OJTUH Pa3 Ka)kIble MIeCTh MECSLEB (IIEeCTHMECSUHAs
UHBEKIHSI MATUIIEPUIOHA TAJIbMUTATA).

[0009] IlaumeHThI, KOTOPBIE HE MPUHUMAIOT CBOU JIEKAPCTBEHHBIE CPEICTBA PETYJISPHO,
MOTYT CTPagaTh OT MHOTHX MOCJEICTBHIA, 0COOEHHO OT peruanuBoB mu3odpennn. Jis
NepOpaIbHBbIX AHTUIICUXOTUYECKUX CPEACTB NPOIMYCKHU B IPUEME JIEKAPCTBEHHOI O IIpenapara
Ja’ke B TEYEHHE OHOTO JHS MOTYT yIBOUTh PHCK IMOBTOPHOHM rOCHUTAIM3ALNN. DTO OOBIYHO
NPUBOIUT K YXYILUICHUIO COMYTCTBYIOIIUX MICUXUIECKUX PACCTPONCTB, MOTEpe pabOTH,
NpeKpameHno 00pa3oBaHus M HAPYIIEHHUIO OTHOIIEHUH B ceMbe. bruonornueckue
NOCJIECTBHS BKIIFOYAIOT MOTEPI0 CHHANTHYECKOH IJIACTUYHOCTH HEHPOHOB, OCOOEHHO B
J00HBIX 1oysAX. PYHKIHNOHAIBHO PELUIUB N30 peHNH ObLT CBA3aH C MPYHUHIOM Ha YPOBHE
CHHANTHYECKUX HEMPOHHBIX CBsi3eil. B 11e10M, pEHTI€HONOrMYECKH 3TO MOKHO ONPEAETIUTD

IO MOBCEMECTHOMY YMEHBIICHUIO KOJIMYCCTBA CEPOro BECIICCTBA MO3Tra C COMMYTCTBYHOLIINM
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YBEJIMUYEHUEM MO3TOBBIX JKE€TYJOUKOB. JTH U3MEHEHUS BUAHBI IIPU CKAHUPOBAHUU T'OJIOBHOTO
mo3ra ¢ nomoibio KT/MPT. Tpu kakqoMm nocieayomeM peuuIuBe 0ObIMHO HAOI0 a0 TCS
JOTIOJIHUTENbHBIE IPOTPECCUPYIOIINE U3MEHEHUS B TOJIOBHOM Mo3re. B Hacrosiiee BpemMs He
CYILECTBYET METO/a U3JICYCHHUS OT HU30(peHNH, a €AMHCTBEHHBIM IIPOBEPEHHBIM CIIOCOOOM
Je4eHus1 3a00JIeBaHNS SIBJIIETCS IJTUTEIbHOE BBEIEHHE AHTUIICUX OTHYECKUX JIEKAPCTBEHHBIX
MpenapaToB COBMECTHO C COL[MAJIHOMN U MOBeAeHYECKOH ncuxorepanueil. CaMbIM MOIIHBIM
MPOTHOCTUYECKUM TOKA3aTeNIeM PeIiauBa IU30(ppeHH SBISIETCS COONI0ICHHE
MPEINUCAHHOTO PEKUMA MpUeMa aHTUIICUXOTUYECKUX MPEenapaToB.

[0010] IIpoaykT, comepsKalluil NaTUNEPUAOHA NMAJIbMUTAT, MPEeIHA3HAUYCHHBIN 1JIs
BBEJICHUS OIHMH Pa3 uepe3 KaXK/Ible MIeCTh MECSLEB, CONPSIKEH C CEPhe3HOH MPoOIeMoit
3aIIOMHHAHUS TALMEHTOM HEOOXOAMMOCTH SIBUTHCS AJIS JIEYEHUS] TOYHO Yepe3 [IeCTh
MeCsILIEB. DTO IOTOJIHUTENBHO YCIOKHIETCA TeM (PaKTOM, YTO MPOAOIDKUTEIBHOCTD Mecsa
Bapbupyercs B quanasone 28-31 nuei. [I0CKOMbKY HHBEKLMS 1EJ1AETCsl HE CAMOCTOSATEIBHO,
a MEIMLIMHCKAM paOOTHUKOM, BaYKHO, YTOOBI TAIIMEHTHI UMEITH BO3MOKHOCTh THOKO
IJIAHUPOBATh BPEMs CBOETO BU3UTA B KJIIMHUKY JJIsl OJYUY€HUsl HHBbEKLUHU. bobIIMHCTBO
APYTUX aHTHIICUXOTHYECKHX cxeM (repopanbHo U LAI) 0ObIMHO nmpenycMaTpuBarOT BBEIEHHE
npernapaTa ¢ MECSYHBIM [IUKJIOM, U MALUEHThI JOJDKHBI BO3BPALIATHCS B KIIMHUKY, YTOOBI
NOJIy4YUTh JINOO OBTOPHBIH peLenT Ha MPONMHCAHHOE JIEKAPCTBO, TMOO NHBEKIIHIO.
[TecTmMecsa4HBIN MHTEPBAT MEXy BBEIEHISIMHU IpenapaTa MpeaCcTaBiseT co00i YHUKAIBbHYIO
npoOJieMy it COOIOIEHHSI PEKUMa JICUSHHSI.

[0011] ITaumeHTHI TaK:K€ UHOTIA TPOMYCKAIOT MIPUEM 103bI JIEKAPCTBEHHOIO Mpenapara.
CnenoBarenbHO, HEOOXOIMMO PEMHULIMIPOBATH CXEMY BBEIECHUS [ ALIUEHTOB,
MIPOMYCTUBLINX MTPUEM OUYEPEIHOI 103bI JIEKAPCTBEHHOIO CPENICTBA B HA3HAUEHHOE BPEMSL.
[0012] Kpome TOro, IIMPOKO pacnpOCTPAHEHHBIM SIBJICHUEM MPU JICYEHUH NALlUEHTOB,
HY>KIAIOIINUXCS] B aHTUIICUXOTUYECKOM JIEKAPCTBEHHOM IIperapare, sIBJsIeTCsl yBeIuieHNe
Beca. Bo Bpems IIUTENbHOTO JIeYeHHs] aHTUIICUXOTHUECKUMHU JIEKAPCTBEHHBIMU CPEACTBAMHU
y MAUEeHTOB ¢ mu3oppeHneit nin mmu3oadpHEeKTUBHBIM HITH JIFOOBIM IPYTUM NCHXUYECKUM
PacCTPOICTBOM BO3pACTAET OKUPEHUE U APyrue (PakTOPhI pUCKA CEPIEUHO-COCYANCTHIX
3a0oneBaHui, 1 OOBIYHO OHU OTPHLIATENLHO BIHSIIOT HA JOJTOCPOUYHYIO TSIKECTh
3a00eBaHMs U 1aXKe CMEPTHOCTD MALUEHTOB. [JaIlMeHTHI ¢ TSOKENbIMUA MCUXUYECKUMHI
paccTpoiicTBAMU TaKXKe CTAJKUBAIOTCA C COLIMAIBHO-NICUXOJIOTMUECKON TUCKpUMUHALIEN U
CHIDKEHHEM KaueCcTBa JKU3HU M3-3a MOOOYHBIX 3((EKTOB JIEUEeHUs], TAKUX KaK YBEIINYCHUE
BE€Ca, 0OCOOEHHO Y MOJIOABIX MAI[HEHTOB Ha PAHHHUX CTAAMX UX 3a00JI€BaHUs.

[IpenoTBpammenue uiu craduiu3anust Habopa Beca MOKET IIOMOYb 3THM MMaLIUeHTaM
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COXPaHUTb CBOK COLMAJIbHYIO >KU3Hb, YMEHBIINTh JUCKPUMHUHALMIO U MOBBICUTD KA4€CTBO
*u3HU. JIr00ast BO3MOXKHOCTh CHIDKEHHSI Beca TeJla WIM CTa0MIIN3aLuH TeKyLero Beca oyer
OaronpusATHON Il MALMEHTOB, NMOJYYAIOLUINX PUCTIEPUAOH WU MAJUIIEPUIOH, KOTOPBIE

HYXXJAar0TCs B I[OJ'IFOCpOLIHOI‘/'I 3auTe OT CUMIITOMOB.

N3JTOKEHUE CYIIHOCTH U30BPETEHUA
[0013] B ogHOM BapuaHTe OCYIIECTBJIEHUS B HACTOSIIEM H300PETEHUH MTPEIJIOKEHbBI
CHOCOOBI BBEICHUS MATUIIEPUIOHA MAJIbMHUTATA HYKIAIOIIEMYCS B 3TOM MALUEHTY, KOTOPOMY
BBEJIU NIEPBYIO A03Y MHBEKLIMOHHON CYCIIEH3UH NAJIUINIEPUIOHA MAIBMUTATA C
NPOJIOHTHPOBAHHBIM BbICBOOOXKICHHEM, BKJIFOUAIOIIINE BBEICHHUE BTOPOH O3B!
WHBEKLIMOHHON CYCIIEH3UHU NaJUNepUIOHa NajJbMUTATa C IPOJOHTUPOBAHHBIM
BBICBOOOIKICHHEM B JIEJIBTOBUIHYIO MBILIIY FUTH SITOIUYHYIO MBIIIIY MAalHeHTa 10 ABYX
HeZeNIb paHee WM Yepe3 TPU HeNeNN MOCHIE NCTEYEHUs IECTH MECSILIEB MTOCIIEe BBEACHUS
NepBOH 1036l 0€3 HHTEPBEHIIMOHHOM J03bI MAUIIEPUIOHA MATbMUATATA MEKAY TIEPBON 0301
1 BTOPOH AO30M.
[0014] B npyrux BapumaHTax OCYIIECTBJICHHUS B HACTOALIEM N300PETEHUH MPEIIIOKEHBI
PEMHULMUPYIOIIHUE CXE€MbI BBEEHUs Il MALIUEHTOB, IPOMYCTUBLINX IPUEM OUEPENHON
J03bI JIEKAPCTBEHHOT'O CPEACTBA, IPUUEM CXEMa 3aBUCUT OT BPEMEHH, MPOLIEAUIETO OT
npuema rnocienHei 1o3el nauneHToM. Hanmprumep, B HacTosIeM H300peTeHUH MPEJIOKEHbI
criocoObl BBEIEHUS MAUIIEPHIOHA NAJIbMHUTATA MALUEHTY, HYKAAOLIEMYCs B 9TOM,
KOTOpOMY OblLiIa BBE/I€HA MepBasi 103a NMepBOl MHBEKIIMOHHON CyCIIeH3UH (TiepBast
CYCII€H3Us1) NAUIEPUAOHA TAIBMHUTATA C IPOJIOHI'MPOBAHHBIM BBICBOOOXKIECHHEM,
BKJIFOYAOIIME BBEAEHUE B AEIBTOBUIHYIO MBILIIY MMallMEHTa PEMHULIUUPYIOLIEN yaapHOU
T03bI BTOPOI MHBEKLIMOHHOM CyCIIeH3UH (BTOpasi CyCIEeH3Us1) MATUIEPHIOHA TAIbMHUTATA C
NPOJIOHTHPOBAHHBIM BbICBOOOKIEHHEM B MOMEHT BPEMEHH, HACTYMUBLINHA OoJiee 4eM uepes
LIECTh MECSILEB U TPU HEIEIHU MOCNE BBEICHUS NIEPBOM O3Bl IEPBON CyCIIEH3UH, HO MEHEE
4e€M 4epe3 BOCEMb MECSLEB MTOCNIE BBEACHUS YKA3aHHON NEPBOM A03bI IEPBOM CYCIIEH3UU; U
BBEJICHHE B JIEJIbTOBUAHYIO MBILILY WIH ATOAUYHYHO MBILILY NallMeHTa MOAAEPKUBAIOIIEN
J03bI IEPBOU CYCIIEH3UHU B MOMEHT BPEMEHH, HACTYNAO NI NPUMEPHO Yepe3 OJUH MeCSLL
(7 nHeit) mocie BBEACHNUS PEUHULIMHUPYIOLIEH YIAPHOH 036l BTOPOH CyCIIEH3UH.
[0015] [pyrue peMHMLMHUPYIOLIHUE CXEMbl BKIKOYAKOT BBEACHUE NAIUNEPUAOHA MAIbBMUTATA
NALMEHTY, Hy>KAA0IEMYCsl B 3TOM, KOTOPOMY Oblila BBEIEHA TIepBasi 103a MepBon
MHBEKLUOHHON CyCHeH31H (TiepBasi CyCIIeH3Hs) NATUIEePUI0HA MTAIbMHUTATA C

MMPOJIOHT'MPOBAHHBIM BbICBO60)KI[eHI/IeM, MPUYIEM TAKOEC BBEACHUEC BKIIFOYACT BBECACHUC B
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AENbTOBUAHYIO MBILILY MMALIMEHTA IEPBON PEMHULUUPYIOIIEH yAAPHON AO3bI BTOPOH
CYCIEH3UH NMaJUINEPUAOHA NMAJTbMUTATA C MPOJIOHTMPOBAHHBIM BBICBOOOXKIEHHEM (BTOpast
CyCIeH3us1), coaeprkaiiei 156 Mr nanumnepunoHa najpMuTaTa, B MOMEHT BPEMEHH,
HACTYIAKLIHNI Yepe3 OT BOCbMU MECSLEB A0 BKIOUYUTENBHO OJUHHAALATH MECALIEB 11OCIIE
BBEJICHUSI IEPBOI1 1O3bI IEPBON CYCIEH3UH, BBEACHNUE B NENbTOBUAHYIO MBILILY TALIUEHTA
BTOPON PEMHULMUPYIOILEH yAAPHOH 103l BTOPOM CyCneH3uH, coaepskaieii 156 mr
NAJUTIEPUIOHA MAJIbMUTATA, IPUMEPHO uepe3 8 nHeit (+4 aHs1) mocje BBeASHUs epBOil
PEUMHULIMUPYIOILEH YAAPHON A03bI BTOPOU CyCIIEH3UH, U BBEAEHUE B I€JIbTOBUAHYIO MBILILY
WJIM SITOAVYHYIO MBILILY NMALMEHTa MOAAECPKUBAIOLIEH 1036l IEPBOM CYCIIEH3HUH,
conep:xaieit ot okosno 1092 mr no okono 1560 mr nanunepuaoHa najabMuTaTa, IPUMEPHO
Jyepe3 OauH Mecsl (7 JHel) mociie BBeIEeHUs] BTOPOI PEMHULIMHPYIOLIEH yIapHOH O3Bl
BTOPOU CYCIEH3UU.

[0016] [Ipyrue peMHMLMHUPYIOLIHUE CXEMbl BKIHYAKOT BBEACHUE NAIUNEPUAOHA MAIbMUTATA
NAaLMEHTY, HY)KAAIEMYCsl B 3TOM, KOTOpOMY ObLia BBEI€HA IepBast 103a MepBOi
MHBEKLNOHHON CyCNeH3UH (TiepBasi CyCIIeH3Hs) NATNIIEPHI0HA MTAIbMHUTATA C
IPOJIOHTHPOBAHHBIM BbICBOOOXKIIEHHEM, IIPUYEM TaKoe BBeeHHe BKtovaeT (1) BBeneHue B
JEeNbTOBUIHYIO MBILILY [TALIMEHTA IEPBOH PEMHULUUPYIOLIEH YIapHOH 103kl BTOPOU
MHBEKLNOHHON CyCIeH3UH (BTOpast CyCIeH3Hs) NAJIUIIEPUIOHA TaIbMHUTATA C
IPOJIOHTMPOBAHHBIM BBICBOOOXKIIEHUEM, Cofiepskaliel 234 Mr najunepuaoHa najibMUTaTa, B
MOMEHT BpPEMEHH, HACTYTAIIIUi Ooee yeM yepe3 OJUHHAALATh MECSLEB I1OCIIe BBEICHHS
NIepPBOIA 103bI MEPBOH CycnieH3uH; (2) BBeIEHHE B ASIbTOBUAHYIO MBIIILY MA[HEHTa BTOPOIl
PEMHULIMUPYIOLIEN yAapHOU 103kl BTOPOM CyCIeH3uu, coaepskameii 156 mr nanunepunona
NaJIbMUTATA, IPUMEPHO uepe3 8 nHeil (+4 AHs) MOocie BBEACHUS IEPBO PEUHULIMHPYIOLICH
yIapHO 1036l BTOPOH CcycneH3ny, (3) BBEACHHE B I€IBTOBUIHYIO MBILIIY WU SITOAUYHYEO
MBIIILY NALUEHTa NEPBON PENHULIMUPYIOLIEN NOANEPKUBAOLIEN A03bI BTOPON CyCIIEH3UH,
cozep:xaieit ot 39 Mr 10 okoso 234 Mr najunepuaoHa NaJbMUTATa, IPUMEPHO Yepe3 OAUuH
MecsL (+7 nHel) mocie BBeASHHsI BTOPOH PEUHULMHUPYIOLIEH YIapHOH 103bI; (4) BBEACHUE B
JEeNbTOBUIHYIO MBILILY WJIA SITOAUYHYO MBIIILY NALUEHTa BTOPON PEUHULMUPYIOILEH
MOAAEPKUBAIOIIEH A03bI BTOPOU CYCIEH3UH, COAEpKALIEd OT OKOJ0 39 Mr A0 0koio 234 mr
TAJTUTIEPHUIOHA MAJTbMUTATA, IPUMEPHO Yepe3 OIUH MecsI (+7 THel) ocye BBeIeHUs IEPBOH
PEMHULIMHPYIOLIEH MOAAEP KUBAIOIIEH T03bI BTOPOH cycrieH3us, (5) BBeIeHne B
JENbTOBUIHYIO MBILILY WJINA ITOAUYHYIO MBILILY NALHUEHTA TPETbe PEMHULIMUPYHOLIEH
MOAAEPKUBAIOIIEN AO3bI BTOPOU CYCIIEH3UH, COAEPIKALLEH OT OKOJIO0 39 Mr A0 OkoJ1o 234 Mr

NaJUIEePUIOHA MTAIbMHUTATA, IPUMEPHO Uepe3 OUH MecsALl (+7 [Heil) mocie BBeIeHUs BTOPOH
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PEMHULIMHPYIOLIEH MOAAEPKUBAIOIIEH 103bI BTOPOH cycrieH3uy; u (6) BBeIeHHE B
JENbTOBUIHYIO MBILILY MU SITOAWYHYIO MBILILY MAaLUEHTa NOAAEPKUBAOLIEN JO3bI IEPBOU
CyCHEeH3HH, coaep:xaieit ot okosio 1092 Mr 1o okosio 1560 Mr nanunepuaoHa najibMUTaTa,
IPUMEPHO Yepe3 OAuH Mecsl (£7 aHel) rnociie BBeeHUs TpeTbel peMHULUNPYIOII e
NOJAEP KUBAIOLIEH 03bI BTOPOH CyCleH3uu. JJONoIHUTENbHbIE PEMHULIUUPYIOLIHE

MOAMEP KUBAIOLIME JO3bI MOKHO BBOJMTD 10 BBEICHUS MOAAEPKUBAIOIIEHN 103bI IEPBOM
CyCHeH3uH (Hampumep, YeTBEPTYI0 PEMHULIMUPYIOIIYIO MOANEPKUBAIOILYIO T03Y, MATYIO
PEMHULIMHMPYIOLIYIO TOAIEPKUBAIOINYIO 103y U T. 1.). B onpeneneHHbIX BapuaHTax
OCYLIECTBJIEHUS] PEMHULMUPYIOLIHUE TOAAECPKUBAIOLINE 103bl NAJTUNEPHUIOHA NaIbMUTATA
COCTAaBJISIIOT OT OKOJIO 156 10 0kom0 234 Mmr.

[0017] B nHacrositmeM u300peTEeHUH TAKKe MPENJIOKEHBI CTOCOOBI CTA0UIH3AIUHN HITH
CHIDKEHUS Beca TeNa MalUueHTa, KOTOPBIN Noilyval JIeYeHHe HUHBEKIIMOHHON CYCIIEH3UeN C
NPOJIOHTHPOBAHHBIM BbICBOOOKIEHHEM MAIUIIEPUAOHA NMAJTBMUTATA JTHOO ¢ MECSTYHBIMH
unrepsanamu (PP1M), mubo ¢ TpexmecsunbiMu uHTepBanamu (PP3M), Bkirogaromue
BBeAeHue nocaeanen 10361 PP 1M unu PP3M ¢ nocnenyrommum BBEIEHUEM HA4YaJIbHOM 103l
UHBEKLHUOHHON CYCIEH3UH C POJIOHTHPOBAHHBIM BbICBOOOKIEHHEM MAJUIIEPUIOHA

MaJIbMUTATA, IMEIOINEH MeCTUMECSIYHbIN HHTePBA MEXy BBeAeHusiMU npenapata (PPOM).

KPATKOE OITHCAHUE ' PAOUYECKHUX MATEPHAJIOB
[0018] Ha ®UI. 1 npencraBieHa OJIOK-CXeMa JBOMHOTO CJIENOr0, PAHAOMU3UPOBAHHOTO
UCCJIeIOBaHNs MAJIUIIEPUAOHA MMAJIbMUTATA C LIECTUMECIYHBIM UHTEPBAJIOM MEXAY
BBEJICHUSIMU MPETApaTa, C aKTUBHBIM KOHTPOJIEM B NMAPaJUICIbHbIX IPYIIaX.
[0019] Ha ®UI'. 2 npencrasien rpaduk Kamngana-Metiepa BpeMeHH 10 pELUANBA B
TEYEeHHE TBOMHOM Ci1ernoit (asbl O BKIOYUTEIBHO 12 MecsLes.
[0020] Ha ®UI'. 3 uzobpakeHa popect-guarpamma oreHouHoM nou (95% JI1) cyObekToB,
KOTOpbIE OCTABAINCH 0€3 PELUANBOB B MO COCTOSIHUIO Ha 12 mecs.
[0021] Ha ®UI". 4 moka3aHbl mpod ik 3aBUCUMOCTH METUAHHOW KOHIIEHTPAIIUN
NAJUIEPUIOHA B TUTa3Me OT BpeMeHH rociie BeeneHust PP3M (350 mr-skB. i 525 mr-skB.) u
PP6M (700 mr-sxB. mii 1000 Mr-akB.) B ABOHHOM CJIETIOM UCCIIEIOBAHUU.
[0022] Ha ®UI'. 5 nokaszano cpaBHeHHe PK KOHLEHTpALMU B IJIa3M€ U KJIMHUYECKON
3¢ dexTUBHOCTH (MEIUaHHOE BPEMsl 10 PELUANBA) MO COCTABAM MAIUNEPUAOHA.
[0023] Ha ®UI'. 6 noka3aHbl BApUAHTBHI MOJEIUPOBAHUS MTPONYLIEHHBIX 103, KOTa C

MoMeHTa nocienHei nabekuu 1000 mr-skB. PP6M B cTaOMiIbHOM COCTOSIHUM MPOLIUIO OT >
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6 MecsiLeB U 3 Henelnb 10 8 MecsiteB (7 MecsieB u 7,5 Mecsla Mocye MoCieqHeH 10361
PP6M).

[0024] Ha ®UI'. 7 noka3aHbl BApUAHTBI MOAEIUPOBAHMS TPONYIUEHHBIX 103, KOTa C
MOMeHTa nocaensen nabekuu 1000 mr-sks. PP6M npoisio ot 8 MecsLeB 10 BKIFOUUTENIbHO
11 mecsiues (8,10 u 11 mecsiues nocne nocnenneit 10361 PP6M).

[0025] Ha ®UI'. 8 nokazaHbl BAPUAHTHI MOJEIMPOBAHUS NPOIYIIEHHBIX 103, KOTraa ¢
MoMeHTa nocienHei nabekiu 1000 mr PPOM nponuio > 11 mecsues (12,15 u 18 mecsiies
nocJe nocienHen 103l PPOM).

[0026] Ha ®UI'. 9 noka3aHbl TUCTOTPAMMBI, IEMOHCTPUPYIOLINE CPEAHEE U3MEHEHHUE Beca
1 aHOMAJIbHOE U3MEHEHUE BECA OTHOCUTEIBHO UCXOAHOTO YPOBHS B JBOHHOM CJIEIIOM
WCCJIEIOBAHNH JIJIsl MALIUEHTOB, NOJMy4YaBIInX jJedeHnne PPOM.

[0027] Ha ®UI'. 10 nokaszaHa rucTorpamma, AEMOHCTPUPYIOLLIAsA CPEIHEE U3MEHEHUE BECA
MAIMEHTOB U3 PA3JIMUHBIX BECOBBIX KaTErOpuUi (HOPMaJIbHBIN, H30BITOUHBINA BEC U
OKHpEHHE), MONTy4aBIInX JeueHne PPOM.

[0028] Ha ®UI'. 11 nokaszaHa ructorpamma, AEMOHCTPUPYIOLIAsI CPEIHEE U3MEHEHHE BeCa

MALUEHTOB U3 Pa3JINYHBIX BO3PACTHBIX IPYII, MOJy4YaBlINX jJedeHnrue PPOM.

HOAPOBHOE OIINCAHHUE
[0029] PackpbIThIil 00BEKT U300pETEHNSI MOXKHO OyeT Jierde MOHsATh NPU OOpalleHnuH K
NPUBEICHHOMY HIDKE MOJPOOHOMY OITUCAHUIO B COYETAHHUHU C MTPUIIAraeMbIMH IPUMEPaMHU,
KOTOpbIE COCTABJISAIOT YACTh HACTOsALIEero onucanus. Cienyer NOHUMATh, YTO HACTOSIIINE
M300peTeHNst He OrpaHNueHbl KOHKPETHBIMU COCTABaMH, CIIOCO0aMH HIIH NapaMeTpamH,
OTNUCAHHBIMH W/WJIM TIOKA3aHHBIMU B TAHHOM JTOKYMEHTE, U YTO UCTIOJIb3yeMasi B TaHHOM
JOKYMEHTE TEPMHHOJIOTHS TIPETHA3HAYEHA JIJIsl ONTUCAHUSI KOHKPETHBIX BAPUAHTOB
OCYILIECTBJICHHUSI UCKITFOUUTENILHO B KAYECTBE MPUMEpa U He MpeIHa3HaueHa JJisl OrPAHUYCHUS
3asIBIIEHHBIX N300PETEHMH.
[0030] Korna 3HaueHUe yka3aHO KaK MPUOU3UTENBHOE C UCTIOIB30BAHUEM OMUCAHUS
«OKOJIO» HJTH «IIO CYLIECTBY», CIENyeT IOHUMATh, YTO KOHKPETHOE 3HaUeHue GopMupyer
BapUAHT OCyIIecTBIeHUs. Kak mpaBmiio, HCTIONb30BaHIE TEPMUHA «OKOJIO» HIIH K10
CYIIECTBY» YKa3bIBAET Ha MPUOJIIKEHHBIE 3HAUEHHS, KOTOPbIE MOTYT MEHATHCS B
3aBHCHUMOCTH OT JKEJIA€MBIX CBOICTB, KOTOPbIE OJKUIAIOT MOJMYYaTh OCPEACTBOM PACKPBITOIO
00BeKTa N300PETEHNs, U UX CIIEAYET HHTEPIPETHPOBATD B ONPEEIIEHHOM KOHTEKCTE, B

KOTOPOM HX UCHOJB3YIOT, HA OCHOBAHHUU UX HA3HAYCHMU.
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[0031] Cnenyer moOHMMATh, YTO OIMpPENEICHHBIE SJIEMEHTBI H300PETeHMSI, KOTOPbIE IJIsI
SICHOCTH OIUCAHBI B HACTOSALLEM JOKYMEHTE B KOHTEKCTE Pa3HbIX BAPUAHTOB OCYILECTBIICHHUS,
MOT'YT TaK>Ke€ UCIIOJIb30BaTh B KOMOWHAIIMY B OJJHOM BapHaHTE OCyLIeCTBIeHHs. To ecTh 3a
UCKJIFOYEHUEM OYEBUHO HECOBMECTUMOI'O MJIM UCKIIFOYEHHOTO KaXKAbIN OTAENbHBIN BapUaHT
OCYILECTBJICHHS] CUUTAETCS KOMOMHUPYEMBIM C JIFOOBIMH JPYTHMU BapUAHTaAMU
OCYILECTBJICHUS], U TaKasi KOMOMHALHSI CUUTACTCS APYTMM BapHaHTOM ocyiuectsienus. C
APYTOW CTOPOHBI, Pa3IMYHbIE 3JIEMEHThI H300PETEHHsI, KOTOPbIE JJIsl KPATKOCTH OTHCAHBI B
KOHTEKCTE OJTHOTO BapUAHTA OCYLIECTBJICHHUS, MOTYT TAKKe OBbITh TPEACTABJICHbI OTEIbHO
WK B JIFOOOH MOAKOMOMHALIUH.

[0032] Bce nnamna3oHbl, IPU HATUYUH, SIBJSIOTCS BKIOYAOLIIUMHA U

KoMOuHUpyeMbiMu. Harprmep, ipu yKa3aHUU AUana3oHa «oT 1 10 5» ynoMsIHYThIH
IMara3oH JOJDKEH PacCMaTPHUBATHCS KaK HEOOs3aTeIbHO BKIFOUAO LN AHANa3oHbl «oT 1 10
4», «ot 1 1o 3», «1-2», «1-2 1 4-5», «1-3 u 5» u T. n. Kpome TOro, €Ciam HenoCpPeACTBEHHO
MIPUBOAUTCS NEPEYECHD ANbTEPHATUBHBIX BAPUAHTOB, TAKOU NEPEYEHDb TAKIKE MOXKET
BKJIFOUATh B C€0s1 BAPHAHTHI OCYIIECTBIICHUSI, U3 KOTOPBIX MOKET OBITh HCKIIFOUEH JIF000i 13
albTEePHATUBHBIX BapuaHTOB. Hanpumep, mpu onucanuy quamnasoHa «ot 1 no 5» takoe
OMHCAHUE MOXET MPEAyCMATPUBATh CUTYALINH, TP KOTOPBIX HCKIIFOUEHBI JIFoObIe u3 1, 2, 3, 4
W 5; TakuM 00pa3oM, ykaszaHue «otT 1 1o 5» moskeT npenycmarpusath «1 u 3—5, HO He 2»
UJIA IPOCTO CUTYALUIO KIIPUYEM 2 HE BKIIIOUAETCS.

[0033] Hcnonb3yemblil B JaHHOM JOKYMeHTe TepMUH «PP1M» OTHOCUTCS K MHBEKLIMOHHOMN
CYCIIEH3UH NMAIUIEPHIOHA AIBMHUTATA C IPOJIOHTMPOBAHHBIM BBICBOOOXKIEHUEM WUITH
COCTaBY PYroro TUMa, COAEPsKaleMy NAJIUNEePUOHA NAIbMUTAT B KOJIMUYECTBE,
MOAXOASALIEM ISl IPUMEPHO MECSYHOIO MHTEPBAJIAa MEKY BBEIECHUSMH IIpenapara.
Nmeromuecs B nponaxe npumMeps! BkiodaroT INVEGA SUSTENNA® unun XEPLION®.
Cwum. taxoke marent CIITA Ne 9 439 906, BkJIFOUCHHBIN B JAHHBIN TOKYMEHT MTOCPEICTBOM
CCBUIKH.

[0034] Mcnonp3yemslil B fJaHHOM JOKyMeHTe TepMuH «PP3M» OTHOCHTCS K CyCIIeH3Uu C
IPOJIOHTHPOBAHHBIM BbICBOOOXKICHHEM MATUIIEPUIOHA MTAIbMUTATA HJIA COCTaBa APYTOro
THIA, COAEPIKALIErO NATUNEPHUIOHA NAIbMUTAT B KOJIMYECTBE, MOAXOASALIEM I IPUMEPHO
TPEXMECSYHOIO MHTEePBAJIa MEXAY BBEACHUsIMH Ipenapara. JIoCTynHbll B IPOJAKe MPUMED
BkirouaeT INVEGA TRINZA® unu TREVICTA®. Cwm. taxke matednT CIIIA Ne 10 143 693,
BKJIFOUEHHBIN B JAHHBIN JTOKYMEHT MTOCPEACTBOM CCBUIKH.

[0035] Mcnonb3yeMmblil B JaHHOM JOKYMeHTE TepMUH «PP6M» OTHOCHUTCA K CyCIEH3UHU C

MNPOJIOHTMPOBAHHBIM BbICBO60)KI[eHI/IeM NajqunepruaoHa najbMnuTaTa UM COCTaBa APYyroro
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THUIA, COAEPKALLErO NATUINEPUAOHA NAIBMUTAT B KOJIMYECTBE, MOAXOAALIEM JJIs1 IPUMEPHO
LIECTUMECAYHOrO MHTEpBajia MEXly BBEJIEHUsIMHU IIpenapara.

[0036] ITamunepunoH >3pQPeKkTUBEH MPU JIEUEHUH TICUX030B U IPUMEHSIETCS 11 JISUEHHs
mu3odppernu 1 muzoaddexTuBHbIX paccrpoiicts. CoorBeTcTBeHHO, PPOM nmopxoauT auist
JIEYeHUs] ICUXOTUYECKUX PACCTPOMCTB, BKJIIOUasi, O3 OrpaHMUYeHUH, IU30QPEHHI0 W/HIITH
mn30adHEKTHBHOE PACCTPONCTBO WM OUTIOJSIPHOE PaCCTPONUCTBO.

[0037] OObuHO PPOM BBOAST ManMeHTaM, KOTOPBIE TOIyYaIN HaJIEeXKaIIee JIeYeHHE
npenapatom PP1M (nanpumep, INVEGA SUSTENNA®) B TeueHHE HECKOJIBKUX MECSLIEB U,
B OTpe/ieNIEHHbIX BAPUAHTaX OCYLIECTBJIEHHUS, B TEUEHUE 110 MEHbIIIEH Mepe YeThIPEX MECSILIEB
nony4danu 036l PP 1M, copepsxamue okono 156 mr uin okono 234 mMr najaunepuaoHa
najgpmuTata. Kpome Toro, mpeamnoyTuTenbHo, 4To0b! nociaenaue ase 1o3bl PP 1M umenu
OIMHAKOBYIO TO3UPOBKY 110 Hadana Beenenus PP6M. AnbrepnatusHo, PPOM BBOZST
nalieHTaM, KOTOpbIe TOJy4Yan Haaiexaiee jedeHue npenaparom PP3M (aampumep,
INVEGA TRINZA®) B TeueHHe 10 MEHBIIEH Mepe OTHOTO TPEXMECSYHOTO IUKJIA, C T03aMU
PP3M, copepxamumu Okoso 546 mMr win okoso 819 mr nanunepuaoHa NaabMUTATA.

[0038] OObruHO ISt OOECTIeUeHUsT YCTOMUNBOH TepaneBTHIeCKONH KOHIICHTPALITH
NaJuNepUIoHa B TeUeHHE HIECTUMECIYHOTO NHTEpBala MEXy BBEACHUSIMU Ipenapara
KOJIMYECTBO NMaJUNEPUAOHA NajgbMuTaTa B 03¢ PPO6M nOMKHO HAXOAUTBCS B AUANA30HE OT
okousio 1000 mr no oxono 1600 mr. IIpennoururensHo, B 103¢ PPOM Haxonurces OKOJo

1092 mr umm okono 1560 mr nanunepuaoHa nanbMutaTa. JlekapcTBeHHbIN IPOIYKT
TUAPOJIU3YETCs IO aKTUBHOTO OCTATKA, MAJIUIEPHIOHA, ¢ 00eCcIIiedeHueM T03UPOBOK OKOJIO
700 mr-skB. win 1000 Mr-3kB. MaJunepuaOHa COOTBETCTBEHHO.

[0039] PPO6M npeanoyuTUTENbHO NPEAOCTABIISIOT B YK€ 3aII0OJIHEHHOM LITNPULE
(umkUecKuit 01e(UHOBBIN COMOIMMED ), 3arOIHEHHOM 100 700 Mr-3kB. (3,5 mi), mubo
1000 mr-3kB. (5,0 M) mamunepunona (B sune 1092 mr nim 1560 mMr nanunepunona
NaJIbMUTATa COOTBETCTBEHHO) C OTPAHUYHUTEIIEM XO/1a MOPIIHS, INTOKOM ITOPLITHS

¥ BUHTOBBIM KOJIITa4KOM (OpOMOYTHIIOBBIN Kay4yK), OrpaHHYUTENEM XOa MOPIIHS U UIJIOH,
MPEINOYTUTENILHO, TOHKOCTeHHOM urinoi 20 kanmubpa (G), 1V2-n10iiMoBol 6€30MacHOM UIIIOH.
[0040] PPOM npenHa3zHaveH Al BHYTPUMBILIEYHOTO IPUMEHEeHNs. BBenenne moosiMu
Apyrumu crocodamu He pekomenayercs. Crenyer coOMoaTh OCTOPOKHOCTD U HE IONYCKaTh
CIIy4aliHOM UHBEKLIUU B KPOBEHOCHBIHN COCYA. J103bI NPEANOYTUTENBHO BBOAST OJHOM
WUHBEKLUEH; HapUMep, pa3feieHHble HHBEKIIH MOTYT U3MEHUTh NPO( b BBICBOOOKACHUS.

B APYTrux Ciydasix, npeaAnovYTUTEIbHO BBOAUTE MHBEKIUU MCAJICHHO, FJ'IY6OKO B MbIIIIY
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MAlMEeHTa, B YaCTHOCTH, AEIBTOBUIHYIO WU ATOAUYHYI0 MbIy. O0sraH0 PP6M BBOISAT B

ArOAUYHYIO MbIIINy, C YIETOM obpema HHBEKIUH.

BuyTpumsbliieqHOe BBEIEHUE

[0041] Kaxk npaBuio, He3aBUCUMO OT Beca nauueHTra, PP6M BBOAST BHYTPHUMBIIIEUHO C
UCTIOJIb30BAaHHEM TOHKOCTEHHOTO Hinpuia, Hanpumep, 20 kanubdpa (G), ¢ 1Y2-ar0iiMoBoi
UTJIOH, B IEIbTOBUAHYIO MBIIILY MJIH STOAMYHYIO MbIily. Korna BBeneHue npou3BoasT B
JEeTbTOBUAHYEO MBIIIIY, TAUIEPUIOHA MAJTbMUTAT OOBIMHO BBOIST B LICHTP ACITOBUIHOM
MBIIILBI, TPEATOYTUTENLHO YePEIOBAHUE MEXKAY ABYMS IEIbTOBUIHBIMU MBIIILIAMHI HA OJTHY
UHBEKLHIO (T. €., B CIEIYIOIIEM 3aIUIAaHUPOBAHHOM HHTEPBAJIEC MEKAY BBEACHUSIMHI
npernapara UCIMOJIb3yeTCsl MPOTUBOIONIOKHAS AENBTOBUAHAS MbITa). J{ins PPOM
NPEATNIOYTUTENbHBIM SIBJISIETCS] BHYTPUMBILIEYHOE BBEICHUE B ATOJMYHYIO MBILIITY.
Hanpumep, PP6M M0OxHO BBOAUTB B BEPXHUI HAPYKHBIM KBAAPAHT ATOAUYHON MBILILBL
Takoke mpeArnouTUTENBHO, YTOOBI HHBEKLNH B STOJUIY Y€PEIOBAINCH MEXIY ABYMS
ATOAUYHBIMU MBIIILIAMH HA OAHY HHBEKLHIO (T. €., B CIEAYIOLIEM 3aIlJIAHUPOBAHHOM
MHTEpBAaJIe MEX/1y BBEIEHUSIMH IPerapaTa UCIOJIb3yeTCs! MPOTUBOIIONIOXKHAS SITOIUYHAS

MBIIIIIA).

Henonnoe Beenenue

[0042] PPOM o6braHO mpenacTasiisieT cOO0H BICOKOKOHIIEHTPUPOBAHHBIN MPOIYKT.
ITosTOMy BaskHO 0OecnednTh MOJHOE CYCIIEHANPOBaHNE/PECyCIIeHANPOBAHNE TPOAYKTA
nepen BBereHueM. Bo n3bekaHne HEmoJIHOTO BBEIEHHSI LITIPUL] BCTPSIXUBAOT W/WJTH
00ecrneYnBaOT MEXaHUUECKOE MEPEMEITUBAHUE JIJIsI JOCTHKEHUS] OHOPOIHOTO
aucreprupoBaHus cycneHsuu. Hanpumep, mnpur npeAnoYTUTENbHO PE3KO BCTPSXUBAIOT C
KOJIA4YKOM LUTNPHULA, HATIPABJICHHBIM BBEPX, B TEUEHHUE 110 MeHbIIeH Mepe 15 cexyHnn. MoxxHO
cenaTh KOPOTKHII epephIB, a 3aTeM CHOBA BCTPSAXUBATh LIMPUIL B TeUeHHeE elle 15 cekyHa.
3aTeM HWHBEKLUIO IPEANOUYTUTENBHO BBIITONHSAIOT HEMEAJIEHHO UM B T€UEHHE 5 MUHYT IOCe
MOCJIETHETO BCTPSIXUBAHMS, JIs1 00eCTeueH s peCyCIIeHANPOBAHNS U BO N30EKaHIE
3aKyMOPKH UIJIbl BO BpEMsl HHBEKLIUH.

[0043] M3-3a ocobeHHOCTEH MEIJIEHHOTO BBICBOOOKAeHMSI, TPoaykT PPOM He
IpeaHa3Ha4YeH JJIsl MALUEHTOB, KOTOPbIE PE3KO MEPEXOAAT C IepOpasbHON Tepanuu Ha
anTuncuxorudeckyro tepanuto LAIL Ckopee, PP6M npenHasHaueH AJis NALUEHTOB, KOTOPBIE
K MOMEHTY HavaJia jedeHnuss PPOM mosydanu Hagiexkaliee JedeHue Judo npenapaTom

PP1M, mu6o nmpenapatom PP3M. Onpenenenne Hayiexaliero JeueHus, Kak MpaBuJIo,
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OCTaBJISIIOT HA YCMOTPEHHE Ha3HAYAoLIero ero kinauuucra. Kak npasuno, seenenne PPoM
HAYMHAIOT. A) uepe3 OuH Mecs rocyie Haanexamero jgedenust PP 1M (manpumep, INVEGA
SUSTENNA®) B TeueHHe 10 MeHbIIEI Mepe YeThIpex Mecsues; win B) uepes Tpu mecsua
nocJe Toro, kak PP3M (nanpumep, INVEGA TRINZA®) Obl onpeziesieH B KauecTBe
HaJIekaiero jedeHusi. PP6M MOKHO BBOAMTD uepe3 OAUH Mecsll (+7 nHeil) mocie
nocienHei uabekuuu PP1M umn uepes Tpu mecsua (£14 nHel) nocne nocieaHed HHbEKLIUH
PP3M.

[0044] Ilocne mHauanpHOI UHBEKLUU PPOM 5TOT npenapat cienyer BBOAUTD KaXAble 1IECTh
mecsiteB. [Ipu HeoOXOAMMOCTH, KOPPEKTUPOBKY 103l MOYKHO MPOU3BOAUTD KaXK/Ible IIECTh
MeCsILIEB C IaroM B nuanasone ot 1092 mr go 1560 mr nanunepuaoHa NaJbMUTATA, B
3aBHCHUMOCTH OT HHIANBHIYAJbHOH MEPEHOCHMOCTH W/min 3(hekTuBHOCTH y mauueHTa. Kak
MIPaBUJIO, AO3UPOBKY AOBOAAT 10 Okoyio 1092 mr mim 1o okono 1560 mMr nanunepunona
nanpmuTaTa. M3-3a npononruposanHoro aerictsusg PP6M oTser nauueHnra Ha

CKOPPEKTUPOBAHHYIO J03Y MOKET HE OBITh OUEBUJIHBIM B TECUCHHUC HECKOJIBKUX MECAILICB.

BpemMenHbie paMKu BBEAECHUS

[0045] Kaxk oTrmMe4ueHO B JAHHOM JTOKYMEHTE, HECOOIOACHIE MALUEHTOM NPEIIMTHUCAHHOTO
pesKkrMa SIBJISIETCSI OCHOBHOM MPOOJIEMO B JICUEHUH TICHXUATPUUECKUX MMALUEHTOB, B
0COOEHHOCTH MAaIEeHTOB ¢ N30 PEeHnel, KOTOpbIe YaCTO HEOKUAAHHO MPEKPAINAOT IPUEM
JIEKAPCTBEHHOIO Mpenapara, He KOHCYJbTUPYSCh CO CBOUM JIEYAILUM BPAauOM UJIU JIULIOM,
OCYIIECTBJIIOIUM yxo1. HecoOmonenns naineHToM npeaniucaHHoOro pexumMa Obiio
UIEHTU()ULHUPOBAHO KaK CAMbIil CUJIbHBII MPOrHOCTUYECKHI MOKAa3aTeNb PELHINBa,
KOTOPBIH, KaK MPaBUJIO, MPUBOAUT K YXYALIEHUI) COMyTCTBYIOLINX NMCUXUYECKUX
paccTpoiicTB, moTepe padoThl, MPEKPALIEHUIO O0Pa30BaHUS U HAPYIIEHUIO OTHOLICHUI B
ceMbe. /{1 mepopaibHbIX AHTUIICUXOTUYECKUX CPENCTB MPOMYCKU B TPUEME JIEKAPCTBEHHOTO
rpenapara Ja)ke B TEUCHUE OJHOrO AHS MOTYT YABOUTh PUCK MOBTOPHON MOCHUTAIU3ALUH.
Jnist pereHust 3Toi mpobaeMbl, o0ecrieueH st CBOEBPEMEHHOTO BMEIIATEIbCTBA

U TIPEAOTBPAIIEeHUS] PEIUINBA U TOCITUTAIN3ALNY MTAIIMEHTOB, He COOJFOTAFOIIINX PEXKUM,
ObLTH pa3pabOTaHbl AHTUIICUXOTUYECKUE HHBEKIIMOHHBIE MTPenapaThl MPOJIOHTHPOBAHHOTO
nevicteust (LAI).

[0046] OnHako TPyIHOCTH, OOBIMHO BOSHHUKAIOIIHNE B KIMHUYECKOU MTPAKTUKE, CBSI3AHBI C
TeM, 4TO CyOBEKThI OJDKHBI BEPHYTHCS B KIIMHUKY B ONPEIEICHHbIN IeHb MOCIIe BBEICHUS
MPEALIeCTBYIOLIEH MOANEPKUBAIOIEH HHbEKINN aHTurncuxoruueckoro LAIL Hannuue

BPEMCHHBIX PaMOK BBCACHHs, B KOTOPBIX MOXXHO BBOAUTH MHBECKIIUH, obecreyuT 60J'[b].l.lyf0
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rUOKOCTD /IS Bpadel, HA3HAYAOIINX JICYEHHE, MTALIUEHTOB U JIULI, OCYIIECTBILIOIUX YXOI.
3TO BpeMEHHBIE PAMKHU 4acTO OYAYT YCTAHABIMBATHCSA METULIMHCKIM CIENUAINCTOM WU/ WIH
3a1aBaThCs PETYJIUPYIOLUM OPTraHOM.

[0047] Panee Bpemennbie pamku BeeaeHus ans PP1M ycranasiausanu kak =1 Hexens
OTHOCHUTEJIBHO 1IeJIEBOH AaThl MHbEKINH (3aIlJIAHUPOBAHHAS 1aTa HHBbEKLIUU Ha OCHOBE
uHTepBaja Mexay BeeaeHussMu). st PP3M 3Tu paMku paciiupuiii 10 +2 Henenu
OTHOCHUTEJIbHO LI€1€BOM AaThl MHBbEKIMHU. B HacTosmee Bpems 1 PP6M moxHO
HCIIOJIb30BaTh BpEMEHHbIE PAMKU BBEACHUS IPOAOJIKUTENBHOCTBIO 10 BKJIIOUUTENIBHO Ha 2
HeJIeJIU paHblile U O BKIIOUUTEIbHO Ha 3 HeleNH Mo3Ke LeIeBOM JaThl UHBEKIUH, YTO
o0ecrnieunBaeT AOMOJHUTENBHYIO THOKOCTh BBEACHUSI.

[0048] Hcropuyecku CIOKHUIOCH, YTO PEKOMEHIAINH [0 BBEISHHIO ObLTN HAPABJICHBI HA
noj/iepkaHie KOHIEHTPALUH MMAJUIIEPUIOHA B IJIa3Me KPOBH BbILIE TIOpora 7,5 Hr/Mil. D10
MOPOTOBOE 3HAYEHHE ObUIO CBS3aHO C YPOBHEM 3aHITOCTH LIEHTPAJIBHOTO JO(PaMHHOBOTO
peuenropa 2 tumna (D2) 60%, npu 3TOM CUUTAETCS, YTO AJIST YIOBIETBOPUTEILHOTO
AHTHIICUXOTHYECKOTO OTBETa HEOOXOIMMA 3aHATOCTh perentopa B quana3zone 60—-80%. Kak
MOKA3aHO B pa3zee MpuMepoB (CM. mpumep 7), ObLIO MPOBENEHO MOACTUPOBAHUE JIJISI
OLIEHKH B3aUMOCBSI3U MEXy MEUaHHBIM BPEMEHEM JI0 PELIUANBA U TOUKOH, B KOTOPOH
MeJMaHHasl KOHIEHTPALUs MaTUepuoHa cocTasnseT 7,5 Hr/mn. Habmonanach siBHas
3a€PIKKa, MPOJOJIKAIOINASCS OT HECKOJIBKUX HENENb A0 HECKOJIBKUX MECALIEB, MEXIY
MOMEHTOM BPEMEHH, KOTAa MeUaHHasi KOHLIEHTPALKs MAJUIEepPUIOHA B IJ1a3Me CHUKAIACh
1o 7,5 HI/MII, 1 MEMAaHHBIM BPEMEHEM JI0 PELUINBA, T. €. BpEMEHeM, KOTia MOJOBUHA
CyOBbEKTOB MMeJa PeLUANB, TOT/IAa KaK APyrasi MOJIOBHHA CyObEKTOB TUOO MMesa PeLUNB
no3ske, 100 He BOBCE HE UMeJIa PEIMINBa B XO/Ie UCCiIenoBanus. Takum obpaszom,
0Ka3aJI0Ch, YTO MPOAOIKUTEIBHOCTh TEPANEeBTHUECKOr0 3¢ dexTa Oobine, 4eM 0KUAATIOCH
Ha OCHOBE IOPOTOBOT0 3HAYEHUS 7,5 HI/MJI, U BpEMEHHbIE PAMKH 3aIUThI OT PELUIUBOB
MOTYT OBITh JIOTIOJTHUTEIBHO PACIIUPEHBI B TIOJOKHUTEIbHOM HANPABJICHUH.

[0049] B ogHOM BapuaHTe OCYLIECTBICHUS UCIOJIB3YIOTCSI BPEMEHHBIE PAMKHU BBEICHUS OT
710 BKJIFOUUTEJIBHO 2 HEENb PaHbIIE U 10 BKJIIOYUTENIBHO 3 HEEb NO3XKE LIENeBOU JaThI
uHbeKIUH 17151 PPOM (T. €., 3am1aHupOBaHHOTO Yepe3 MECTh MECSIIEB MOMEHTA BPEMEHH ).
CoOTBETCTBEHHO, B HACTOALIEM H300PETEHUH MPENJIOKEHbI CITOCOObI BBEIEHHS
NAJUIIEPUIOHA MTAIbMUTATA HYKIAOIIEMYCsl B 3TOM MALUEHTY, KOTOPOMY Obljla BBEICHA
nepBasl 103a MHbEKIIMOHHON CYCIEeH3UH NaJUINepUA0Ha NalbMUTaTa C IPOJOHTUPOBAHHBIM
BBICBOOOJKIEHHNEM, BKJIIOYAIOINNE BBEIEHNE BTOPOIl 103bl HHBEKIIMOHHON CYCIIEH3UH

NaJUINECpUuaAOHa NajibMUTaTa C MPOJOHTMPOBAHHBIM BI:;ICBO60)KI[€HI/IGM B ACJIbTOBUAHYIO
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MBILILY WIA ATOAUYHYIO MBILILY NaLUEHTA, NPEATIOYTUTEIBHO B ITOAUYHYIO MBILILY, 1O
ABYX HEJEJb PAHEE WU Yepe3 TPU HEAENH MOCIIE UCTEUEHHUs IIECTU MECALIEB M0CJIE BBEICHHUs
NepBOH 10361, 0€3 NHTEPBEHLIMOHHOW J03bI MAJUIIEPHUIOHA MATbMUTATA MEXAY TIEPBOH 10301
U BTOpoH ao3oi. Cienyer NoOHUMATh, 4TO MepBas 403a U BTOPas A03a SABJIAIOTCS 103aMU B
npenenax nociea0BaTeIbHOCTH OMMCAHHBIX CIIOCOO0B, HO HE 00s13aTEeIbHO OTHOCATCS K
camol nepBoi (HauaIbHON) WIJIM BTOPOH J103€, BBEIEHHON MalUeHTYy.

[0050] Ecnu He yka3zaHO MHOE, B JAHHOM JOKYMEHTE TEPMUH «MECSL» OTHOCUTCS K MECSILY
M0 TPUTOPUAHCKOMY KaJIEHAAPIO, MPOAOLKUTENBHOCTh KOTOPOIO MOXKET BAPbUPOBATHCS OT
28 nueit (Hanpumep, pespanp) 1o 31 nHsA (HanpuMep, OKTSIOPb) U MOXKET COCTABIATH 28, 29,
30 unm 31 nenw). lllecTrMecsiuHast BpeMEHHAs TOYKA OTPAYKAET MIECTh ITOCJIEA0BATEIbHBIX
KaJIeHAapHbIX MecsleB. Kak yka3aHo B JaHHOM AOKYMEHTE, OIPeNeICHHbIE UCIIBITAHMS,
OTpa’KeHHbIE B IPUMEPAX, BKIIFOYAst MOJEIUPOBAHUE, ObLIIM OCHOBAHBI HA HCIIOJIb30BAHUH
npoaouKUTeNbHOCTH Mecsia 30 nHel. «Henenst» OTHOCUTCS K CEMU JHSM.

[0051] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHS MOTYT PACCMaTPUBATLCS Ipyrue
BPEMEHHbIE paMKU BBeeHUs. Hanpumep, BpeMeHHbIE paMKH BBEAEHUSI MOTYT COCTABJISAITh 10
BKJIFOUUTENIBHO OJTHOM HEAENIN PaHblIe U 0 BKJIOYUTEIBHO ABYX HEAENb M10CJE WU A0
BKJIFOUUTEJIBHO OJTHOM HEAENN PaHbLIe U 0 BKJIOUYUTEIBHO TPEX HEAEINb MOCIE, WU 10
BKJIFOUUTEJIBHO ABYX HEZENb PAHbLIE U 10 BKIFOYUTENBHO ABYX HENENb IOCIE LENEBON NaThI
unbekuu PPOM. B npyrux BapuaHTax OCyLIECTBJICHHsI BTOPYIO AO3Y BBOIAT B TCUEHUE
NepHOAa A0 BKIKYUTENBHO YEThIPEX HENEIb U 0 BKJIFOUUTEIIBHO IISITH HEEJIb ITOCIIe
UCTEUEHUS 1IECTU MECALIEB I1OCNIE BBEICHUS IEPBON A03bI, UTO COCTABJIAET YaCTh BPEMEHHBIX
paMok BBeieHUst. MOJKHO MCIIONB30BaTh JI0OYI0 KOMOMHALIMIO 3TUX NEPUOAOB BPEMEHH 10 U
MIOCJIE MOMEHTA UCTEYEHUS IIECTH MECSILIEB MTOCHIE BBEACHUS NEPBON N03b1. B onpeneneHHbIx
BAPUAHTAaX OCYILECTBIICHHUsS] BPEMEHHbIE PAMKH BBEIEHUS IPUMEHSIOT 1JIsl NALUEHTOB,

y KOTOPBIX JOCTUTHYTA KOHLIEHTPALHS MAJTUNIEPUIOHA B IJIa3Me, 00eCTIeYBaroIast
CTa0MJIBHOE COCTOSTHUE.

[0052] Ilepsas mo3a u BTOpasi 1034, HE3ABUCUMO, COCTABJISIFOT OT 0K0J10 1000 Mr 1o okono
1600 Mr nanunepuaoHa najpMuTaTa. B yacTHOCTH, nepBas 103a U BTOpasi 1032 HE3aBUCUMO
COCTaBJIAIOT OKOJIO 1092 Mr mnu okosio 1560 Mr nanunepuaona nansMurara. B qpyrux
BAPUAHTaX OCYILLECTBJICHUs KaXKAasi U3 MEPBON AO3bI U BTOPOU O3Bl COCTABIISIET OKOJIO

1092 mr nanunepunoHa najapbMuTata. B ApyroM BapuaHTe OCYILIECTBICHUS KaXK1asi U3 EPBOU
JI03bI U BTOPOM A03bI COCTABJSAET OKOJIO 1560 Mr nanunepuaoHa najbMuTara.

[0053] OObIUHO KOHLIEHTpALHS MAJTUIIEPHUIOHA B TUIA3ME Y MALIMEHTa COCTABJISIET OT OKOJIO 5

10 oKkoJio S0 HI/MJI HA MOMEHT BBEIECHHs BTOPOU 403kl Wik OT 0KoJio 10 1o okoso 40 Hr/mn
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Ha MOMEHT BTOpOH 103bl. Hanmpumep, koraa nepsasi no3a cocrasisier 1092 mr nanunepuaoHa
NajbMUTaTa, KOHLUEHTPALMS NAJIUIEPUOHA B IIa3Me Y MALUEHTa COCTABJISIET OT OKOJIO 5 10
okoJ10 30 Hr/mun unu ot okouso 10 10 okoso 25 HI/MJT HA MOMEHT BBEJIEHHUSI BTOPOH JO3bI.
Korna nepsas no3a cocrasisier 1560 Mr nanunepuaoHa NajJbMUTaTa, KOHLIEHTPALUS
NaJUIEPUIOHA B IUIa3Me Yy MALUEeHTa COCTABIISET OT OKOJIO 9 1o okono 40 Hr/MJI Ui OT
0k0J10 20 10 okoi0 30 HI/MJT HA MOMEHT BBEIEHHs BTOPOU J03bl. B 3TOM KOHTEKCTE «HA
MOMEHT BBEIIEHHs BTOPOU JI03bI» OTHOCUTCS K YPOBHSM KOHIIEHTPALUH, CYLIECTBYIOIIUM
HETIOCPEACTBEHHO Nepe/l BBEICHUEM BTOPOH TO3bI, KaK MPABUIIO, OHH MPEACTABISIFOT COOOi
3Ha9eHUS Cirougn (OCTATOUHASI KOHLIIEHTPALINS MIPETapaTa B IUIa3Me KPOBH).

[0054] B npyrux acnexrax KOHLEHTpaLus NaJIUNEpHUIOHa B IIa3Me y MallUeHTa JOCTUraeT
nuka ot okoJio 10 mo okosio 150 Hr/mit mocie BBEASHUsI BTOPOH A03bI HUIH OT OKOJIO 35 HI/MII
10 okoJyio 125 Hr/mu nocie BBeneHus BTOpol 103bl. Hampumep, koraa nepsas 103a
cocrasysier 1092 Mr nanunepuaoHa NajJbMHUTATA, KOHLEHTpALUs NAaJUNEepUIOHa Y NALIUEHTa
IOCTHraeT muka ot okousio 10 go okono 125 Hr/mia nim ot okono 50 no okoso 90 Hr/mi nocie
BBeNIeHUs1 BTOpOH n03bl. Korna nepsas nosa cocrasisier 1560 Mr nanunepuioHa najibMuTara,
KOHLIEHTpaLys NaJIUNEepUI0OHa B IUIa3Me Y MallMeHTa JOCTUraeT MUKa OT OKOJIO 35 A0 OKOJIO
145 ar/mn wmm ot okojio 70 1o okosio 110 HIr/Mit ocsie BBeNeHHsT BTOPOI O3B

[0055] B nHexoropsix BapuaHTax ocyuectsieHuss PP3M u PPOM MoryT uMeTs ONMHAKOBbIN
coctaB. B TakoM BapuaHTe ocyInecTBieHus papMakoknHeTH4Yeckue cBoiictea PP6M OynyT
cxonubiMu ¢ PP3M, HO oxkupmaetcst, 4to B 3ToM ciydae PP6M Oyner umers Oosiee BbICOKHE
KU ¥ Ooee HU3KHE OCTATOYHbIE 3HAYSHHUS, C Y4eTOM O0Jiee BBICOKOTO KOIUYECTBa
JIEKaPCTBEHHOTO CPeACTBa U OoJiee MPOJOIKUTENBHOTO MHTEpBaia MeKAy BBeneHusiMu. Kak
MOKA3aHO B MpuMepe 6, abCOMOTHBIE KOHLIEHTPALMH JIEKAPCTBEHHOTO CPENCTBA B TIA3Me
KpoBu ObutH HIKe U1t PP6M B ero ueneBom umHTEpBaje 1o cpaseHuto ¢ PP3M B ero
LIeJIEBOM UHTEpBaJie. YUHuThbIBast, 4TO JJ1st PP3M Oblin yCTaHOBIIEHBI BpEMEHHBIE PAMKH
BBEJICHUS 2 He/leIu OTHOCUTEIbHO LIeIeBON AaThl MHBbEKLINHY, PACHINPEHNE BPEMEHHBIX
PaMOK BBEJICHUsI B ITOJIOKUTEIbHOM HAIIPABJIEHUH ISl COCTaBa, KOTOPOE MPUBOIUT K OoJiee
HU3KUM KOHLIEHTPALUsM JIEKapCTBEHHOIO CPEACTBA B IJIa3Me B KOHEUHOH TOYKE LIEJIEBOTr0
UHTEpBaJia, He ObUIo mpemioskeHo. Ho, Kak OoTpaeHo B JaHHOM JIOKYMEHTE, ObLIO
oOHapy»KeHO, 4TO TepaneBTHuecKuii 3G ekt Oojee MpoaoKuTeNeH, 4eM 3 dexT,
O’KHJ1aeMbIi Ha OCHOBE (DapMAaKOKMHETHUECKUX JAHHBIX, YTO IMO3BOJISIET JANIbLIE PACLIHPSITH

BPEMCHHBIC paMKU BBCACHUS B MOJIOKUTCIIBHOM HAIIPABJICHUU.
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IIponyieHHbie 10351

[0056] ITaumentsl, KOTOpBIE MOMyUaOT aHTUNICUXOTHYecKUe LAL, perynsapuo
BO3BPAILAIOTCS K CBOEMY ITOCTABIIUKY MEAULIMHCKUX YCIYT [JIs OJTY4eHHs] UHbEKLIUH
CBOETrO JIEKapCTBEHHOIO IpenapaTa. Bpems nx BBeneHHst OOBIMHO TINATENBHO MPEAIICAHO.
Kak oTMeueHO B JAHHOM JOKYMEHTe, AJIs IF0OOr0 JaHHOTO aHTHIICHXOTHYECKOTO CPENCTBa
PEKOMEHY€eTCsl UCTIOJIb30BaTh ONTUMAJIbHBIN LIUKJI BBEICHUSI BMECTE C BPEMEHHBIMU
paMkamu BBeACHUs (L), B KOTOPBIX MALMEHThl MOTYT MOJY4YaTh CBOM JIEKapPCTBEHHBIH
npernapar 0e3 KaKux-JIH00 HeKeIaTeNbHbIX TOOOYHBIX 3P PEKTOB WK OTEpU
s¢dexruBHOCcTH. [0 HacTOsAEMY U300pPETEHHIO, MTOCEe HaYaIbHOH 10361 PPOM 3TOT
npemnapar cieqyeT BBOOUTH Yepe3 Kax/ble mecTb Mecsien. Crenyer n3deraTs mporycka 103
PP6M, XOTs1 HHBEKIINH, BBEICHHBIE B IIPEANMCAHHBIX BPEMEHHBIX PaMKax, He OyayT
CUHTATHCS MPONyLIeHHON 10301, [Ipyu HeOOXOAMMOCTH, KOPPEKTHPOBKY TO3bI MOKHO
MPOU3BOINUTH KaXKJbIE HIECTh MECSILIEB C IIAaroM B Auamnasone ot 1092 mr no 1560 mr, B
3aBHCHUMOCTH OT HHIANBHIYaJbHOH MMEPEHOCUMOCTH W/MiH 3(p(HeKTHBHOCTH Y MaIMeHTa.
[0057] OmHako, HECMOTPS Ha 3TO, MALMEHTHI C ITU30(PPEHUEH YaCcTO MEPECTAOT COOTI0IATh
PEXHM JIeueHHsI Ha KaKOM-TO 3Tare BO BpeMsi Ooje3Hn. Takum o0pa3oM, Ha OCHOBE
(bapMaKOKHHETHYECKOTO MOAETUPOBAHMS TIOMYJIILIUH MTPEAJIOKEHbI PEKOMEHAALINH Ha CITyJail
nponyleHHbIx 103 PPOM 3a npeaenaMu BpeMEHHBIX pAMOK BBEACHHUSL.

[0058] B nacrosimem n3o0peTeHNN NMPEAIOKEeH MEXaHU3M, MTOCPEACTBOM KOTOPOTO
MAlMEHThl MOTYT BO30OHOBUTS JieueHre PPOM, B ciydae MOJHOTO HIIH YaCTHYHOTO
HecoOmoaenus pexuma. [Tockonbky no3upoka PP6M 3aBHCHUT OT HCXOAHOM cTaOMIH3aK
Ha PP1M/PP3M, oHa [OJiKHA CHUYKATh HEOOXOMMOCTh B TOM, YTOOBI HAYMHATH JieueHue de-
novo. Kpome Toro, nockoyibky ObLIO OOHApYKEHO, U4TO TeparneBTHYecKuii Q¢ ekt Oonee
NPONOJIKHUTENEH, YeM 3P EKT, OXKUIABIIMNACT UCXOs 13 (PapMaKOKHHETUYECKUX JaHHBIX, Y
NAIMEHTOB, MOJYYMBIINX 10 MEHbLIEH Mepe OHY HHBeKLNI0 PPOM, MOXkHO 0skuaath Ooee
MPOIOJIKUTENIBHOTO OTCYTCTBUS PELUANBA. DTO 00ECIIEYNBAET MOJIOKUTEIBHOE BIMSTHUE
PP6M Ha npenynpexaeHne peHuanBa JaKe B CUTYALHsIX, KO PEKIUM He COOTFOAaCst.
[0059] B nacrosimem n300peTeHNH NPENIIOKEHBI PEMHULIUUPYIOIINE CXEMbI TPUMEHEHHSI
npenapara i NalyueHTOB, IPOMYCTUBIINX ITPUEM OYepEAHOMN A03bl JIEKAPCTBEHHOTO
CpEICTBa, T. €., BBILIEAIINX 32 Mpeebl IPEANUCaHHbIX BPEMEHHbBIX PAMOK BBEIEHUS, 1
CXeMa 3aBHCUT OT BPEMEHHU, MPOLLIEALIEro MOCe MONy4YeHUs MallUeHTOM NocieaHel 103bl. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBJIEHHS IEPHOJ MPOIYCKa 103bI COCTABIISAET OOJee MeCTH
MECSILIEB U TPEX HEAENb, HO MEHEe CEMU-AEBITH MECALIEB, HAIIPUMEp MEHEee BOCbMHU MECSILIEB

[I0CJIE TIOCJIeqHEN UHBEKIINH.
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[0060] Hampumep, B TOM Mepe, B KOTOPOH BPEMEHHBIE PAMKHU BBEACHHsI COCTABIIIIOT 10
BKJIFOUUTENIBHO 2 HEZIEJIb PaHee U 10 BKIFOYUTEIbHO 3 HEAENb NTO3HEE LIEJIEBOU NaThl
UHBEKIMH, B HACTOALIEM H300pETEHNH NPENJIOKEH CIIOco0 BBEECHUS MaJIUIIEPUI0HA
NaJbMUTATA MALUEHTY, HYXKIAI0IIEeMYCsl B 9TOM, KOTOpPOMY Oblila BBEJIEHa TiepBast 1032 MEePBOil
MHBEKLIMOHHON CyCIIeH31H (TIepBOi CyCIEeH3UH) NMAIMIePUIOHA TAIbMUTATA C
IPOJIOHTMPOBAHHBIM BBICBOOOSKIEHUEM, BKJIFOUAIOIIIA BBEACHHE B EIBTOBUIHYIO MBILILYY
MaLMEeHTa PEMHULIMUPYIOLIEH YAapHOH 103kl BTOPOH MHBEKLIMOHHOM CyCIIeH3H1H (BTOpast
CYCIEH3Us1) NTAJTIEPUAOHA TATbMUTATA C MPOJIOHTMPOBAHHBIM BBICBOOOK/IEHHEM B MOMEHT
BPEMEHH, HACTYNUBLINI O0Jiee UeM Yepe3 MIECTh MECSIIEB U TPU HEJeIH MOCIIe BBEIEHHS
NEPBOM 103bI IEPBOM CYCIIEH3UU, HO MEHEE YE€M 4epe3 CEMb-/I€BSITh MECALIEB, HAIPUMEpP, MEHee
4eM 4epe3 BOCEMb MECSLIEB NIOCIIE BBEAECHUsI YKa3aHHON NEPBOM 1036l IEPBOM CYCIIEH3UU; U
BBEJICHUE B JIEJIbTOBUAHYIO MBILILY WIH ATOJUYHYIO MBIIILY MALIMEHTA NOAAEPKUBAKOLIEH
T03bI IEPBOH CYCIIEH3UH B MOMEHT BPEMEHH, HACTYNAIOIINIA MPUMEPHO Yepe3 OANH MecsI (7
IHE) Mocie BBEEHUs] pEMHHIIUUPYIOIIeH YIapHOM 03kl BTOPOi CycrieH3nu. B omHOM
BAapPHUAHTE OCYILIECTBIICHUS] PEHHULIUNPYIOLIAs yAapHast 7034 BTOPOU CYCIIEH3UH U

NOAIEP KUBAIOINAS 1032 TIEPBOH CYCIIEH3UH BBIOPaHBI HA OCHOBE MEPBOM 03Bl TIEPBOIL
CYCII€H31H, KaK IMOKa3aHO HIDKe B Tabiwmie 1, mpuuem BBEIEHUE MEPBOH CYCIIEH3UN

NPEANOYTUTEIIbHO OCYIIECTBIIATD B ATOAUYHYIO MBILIITY IMAITUCHTA.

Tabauua 1
IlepBas nosa nepBoi Peunnunuupyrowmas ynapaas | [lonaepsxkusaromias no3a
CYCIIE€H3UHU J103a BTOPOM CYCHEH3UHN MePBOM CYCIEeH3UU
1092 mr 156 mr 1092 mr
1560 mr 234 mr 1560 mr

[0061] B Toii Mepe, B KOTOPOI IPEANNUCAHBI APYTHE BPEMEHHBIE PAMKU BBEAEHUS, MOXKET

OBITh p€ain30oBaHa TakKas K€ PpCUHUIUUPYHOIAasaA CXeMa BBEACHHWS, KaK YIIOMSAHYTas BbILIE, HO

CKOPPEKTHPOBAHHAsA HA OCHOBAHWHN BHCIIHETO MMapaMETpa BPEMEHHBIX PAMOK BBCACHUA.

Haan/IMep, €CJIM BPEMCHHBIC paMKU BBCACHUS COCTABIIAIN OT 40 BKJIIFOUUTECIIBHO 1 HEOCIN

paHee U 10 BKJIFOUHUTENIBHO 2 HeNelb MO3AHee LeJIeBON AaThl UHBEKIUH, PENHULIUUPYIOIIast

yIapHasi 103a BTOPOU CYCIeH3UH JIOJKHA OBITh BBEIEHA B MOMEHT BPEMEHU, HACTY AU

Ooitee uem HEPE3 MECTb MECALICB U ABC HEACIIU MOCJIC BBCACHUA HepBOfI J03bI HepBOﬁ

CyCII€CH31H, HO MEHEC YEM YC€PE3 CEMb-ACBATEL MCCALICB, HAIIPUMEDP MEHEC YE€M YE€PE3 BOCEMb

MECSILIEB I1OCJIE BBEECHUs YKa3aHHOM MEPBOU JO3bI NEPBON CYCIIEH3UHU.
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[0062] [pyrue peMHULIMUPYIOIIHME CXEMbl OCHOBaHbI HA POMYCKE JO3bl, COCTABIISIOLIEM OT
CEeMH JI0 IEBATU MECSILIEB U 10 BKIFOYUTEIBHO OT AECSTH 10 YEThIPHAALIATU MECSILIEB TIOCTIE
nocnenHed nabekun. Hanpumep, B JaHHOM H300peTeHNH NPEJIOKEHO BBEICHNE
NaJUNEePUIOHA MATbMHTATA MALUEHTY, HYKIAIOLIEMYCs B 3TOM, KOTOPOMY ObLia BBE/IeHa
niepBasi 103a NepBOH HHBEKLIMOHHOHN CYCIEeH3UH (T1epBast CyCleH3Hs1) MaJUIepHIoHa
NaJbMUTATA C IIPOJIOHTMPOBAHHBIM BBICBOOOKIEHUEM, BKJIFOUAs BBEICHHE B IEIbTOBHIHYIO
MBILILY MALKMEHTA EPBON PEMHULIMUPYIOLIEH yAAPHON N03bI BTOPON MHBEKLIMOHHOM
CyCIeH3UH (BTOpasi CyCIeH3us) MaJUIIEPUIOHA TAIbMUTATA C TPOJIOHTMPOBAHHBIM
BBICBOOOXKIIEHUEM, copeprkaineil 156 Mr nanunepuaoHa najbMHUTAaTa, B MOMEHT BPEMEHH,
HACTYMArOILIUI Yepes3 OT CEMU JI0 JE€BATU MECSLEB, HAIPUMED, Yepe3 OT BOCbMHU MECSILIEB 10
BKJIFOUUTENBHO OT AECATU A0 YETBIPHALATH MECALIEB, HAIPUMED, Yepe3 0 BKIFOYUTEIbHO
OJIMHHAALIATh MECSLIEB NIOCIIE BBEACHMsI IEPBOM 103bI IEPBON CYCIIEH3UH, BBEICHHE B
JENBTOBUAHYIO MBILILY [TALIMEHTa BTOPOU PEMHULIMUPYIOLIEH yAapHOU 103l BTOPOM
CyCIIeH3UH, coziepskaeii 156 Mr manunepuioHa najapbMUTaTa, MPUMEPHO uepes 8 nHeit (4
IHST) TTOCTI€ BBEIEHHSI IEPBOH PEMHULIMHUPYIOIIEH YAapHOH T03bI BTOPOH CYCIIEH3UH, H
BBEJICHUE B JI€JIbTOBUAHYIO MBILILY WIH ATOJUYHYIO MBILILY MALMEHTA MOAAEPKUBAKOLIEH
J03bI IEPBOU CyCHEH3MH, conepkatiei ot okono 1092 mr 1o okoso 1560 Mr nanunepuaona
NaJbMUTATa, IPUMEPHO uepe3 OANH MecsL (+7 nHell) mocie BBeASHU BTOPOH
PEMHULIMUPYIOLIEN YIAPHOM 103bl BTOPOM CyCHEH3UH. B OAHOM BapuaHTe OCYILECTBICHUS
nepBast 103a MepBOI CYCNEH3UU COCTaBsieT 0koyIo 1092 Mr najnunepuaoHa najabMUTaTa, v
MOJIEP>KUBAIOLIAs 1032 EPBON CYCIIEH3UH COCTaBsAeT 0koJio 1092 Mr nanunepuaoHa
najpMuTara. B apyrom BapuaHTe OCylIeCTBICHUs NEpBasi 1034 EPBOU CYCIIEH3UU COCTABIISIET
okoJio 1560 Mr manunepuoHa NajabMUTATa, U MOAAEPKUBAIOLIAS 1032 IEPBOM CYCIIEH3UU
cocrasisieT okono 1560 mr nanunepuaoHa nanbMuTaTa. B npeanoYTUTeNnbHBIX BapUaHTaxX
OCYILIECTBJIEHUS BBEACHUE NTEPBON CYCIEH3UU IPOU3BOAAT B ATOJUYHYIO MBIIIILY [TALIUEHTA.
[0063] [Ipyrue peMHULMUPYIOLIHUE CXEMbl OCHOBAHbI HA MPOIMYCKE A03bl, COCTABIISIOLIEM
OoJiee ueM OT IECSITH 0 YEThIPHAIATH MECSLIEB MOCTe MociaeqHe nabekunn. Harmpumep, B
N300peTEeHNH NMPEJIOKEHO BBEACHNE TATUIIEPUIOHA MAIbMUTATA TALIUEHTY, HYKAAOIEMYCS
B 3TOM, KOTOpOMY ObLIa BBEJI€HA MEPBast 103a MEPBOH HHBEKIIHOHHON CyCTIeH3HH (TIepBast
CYCHEeH3HsI) TAMNIEPUAOHA MMAJIbMUTATA C MPOJIOHTMPOBAHHBIM BBICBOOOKIEHHEM, TIPHYEM
Takoe BBEJeHNE BKIIOYaeT (1) BBeZIEHNE B IEIbTOBUIHYIO MBILIIY AlIMEHTA IEPBOH
PEMHULIMUPYIOLIEH YAapHOH 03bI BTOPOH MHBEKIHOHHOM CyCIIeH3UH (BTOpast CyCIIeH3HsI)
NAJUIIEPUIOHA MTAIbMUTATA C MTPOJIOHTUPOBAHHBIM BBICBOOOKACHUEM, cofeprkaeit 234 mr

NaJunepuaoHa najbMuTaTa, B MOMCHT BPEMCHH, HaCTyrIaI-OH.[I/Iﬁ OoJiee uem qepe3 OT ACCATU
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70 YETBIPHAATH MECSLIEB, HAIIPUMED, Oosiee ueM uepe3 OAUHHAALATh MECSIEB IOCIIe
BBE/ICHUS MEPBOM 03Bl IEPBOI CyCreH3ny; (2) BBeIeHHE B ACTBTOBUAHYIO MBIIIIY MAllMEHTa
BTOPO PEMHULMUPYIOILEH YAAPHON 103l BTOPOU CyCIIEH3UH, coaepsxkawmein 156 mr
NaJUINepUIOHa NaJIbMUTATa, IPUMEPHO uepe3 8 nHell (4 qHs) rocse BBeIeHUs NepBOil
PEeMHHLIMUPYIOIIEH yAapHOH H03bI BTOPOH CycneH3uy; (3) BBEEHHE B AETbTOBHIHYIO
MBIIILY WM ATOANYHYIO MBILIIY MMalIMeHTa MePBON PEMHULIMNPYIOLLEH MOAASPKUBAIOIIEH
J03bl BTOPOH CYCHEH3UH, coiepkaileit oT 39 Mr 10 0koJio 234 Mr najunepuaoHa
NaJIbMUTATA, IPUMEPHO Yepe3 OUH MecsL (+7 IHei) mocie BBeASHUs BTOPOH
PEMHULIMHPYIOLIEH yIapHOH 103bl, (4) BBEICHNE B NEIBTOBUAHYIO MBILIIY WA STOAUYHYEO
MBILILY NalUEHTAa BTOPOU PEUHULUUPYIOLIEH MOAAEPKUBAIOLIEN 103l BTOPOW CYyCIIEH3UH,
cozaepsKalleit oT 0koJio 39 Mr 10 0k0J10 234 Mr nanunepuaoHa NajJbMUTATa, MPUMEPHO Yepes
onuH MecsI (£7 aHel) mociie BBeIEHHUs TePBOH PEMHULIMUPYIOIIEH MOAIePKUBAIOIIEH T03bI
BTOPOH cycreH3us; (5) BBeIeHHE B AETbTOBUAHYIO MBIIIIY MIIH STOJMYHYO MBILIITY
NaLueHTa TPEThEN PEUHULIMUPYIOLIEN MOAAEPKUBAIOLIEN J03bl BTOPOH CYyCIIEH3UH,
cozepIKalleit oT 0KoJio 39 Mr 10 0k0J10 234 Mr nanunepuaoHa NajabMHUTATA, MPUMEPHO Yepes3
onuH Mecs1 (£7 aHel) mociie BBEIEHUs] BTOPOI peMHULIMHPYIOIIEH MOANepKUBAIOLIEH 0361
BTOPOH CyCIeH3HH; U (6) BBEACHUE B JEIBTOBHIHYIO MBILINY HIIU STOJUYHYO MbILIITY
MaLKMeHTa MOAACPKUBAIOIIEH 1O3bI IEPBOM CyCIIEH3MH, COAEp:Kaleit oT okosio 1092 mr 1o
okoJy10 1560 Mr nanumnepuaoHa MajabMHUTaTa, IPUMEPHO Yepe3 OAuH Mecsl] (£7 aHel) nmoce
BBEJICHUS TPEThEH PEMHULMUPYIOIIEH MOAAEPKUBAIOLIEH T03bI BTOPO CYCIIEH3HH.
IIpeanodTuTenpbHO NEPBYIO CYCIEH3HIO BBOAST B ATOAWYHYIO MbIlILy. B ogHOM BapuaHTte
OCYLLECTBJIEHUS MepBasi 103a MEPBOIl CYCIeH3UHU cocTaBisieT okoyio 1092 Mr nanunepunona
najbMHUTaTa, ¥ MOANIEP>KUBAIOILAs 103a TIEPBO CYCIIEH3UU COCTaBIsieT 0kojo 1092 mr
NaJunepuoHa NajabMUTaTa. B IpyroM BapuaHTe OCyLIECTBICHUS MepBas 103a NEePBO
CYCIIEH3UHU COCTaBJISIET OKOJIO 1560 Mr nanunepuiona nanbMuTaTa, U NOAAECPKUBAIOIIAs
71032 NEePBOU CYCIEH3UH COCTaBisAeT 0Koo 1560 Mr manunepuaoHa nanbMurara. B npyrux
BAPUAHTAaX OCYILLECTBIICHMs BTOPAsl U TPEThbs] PEMHULIUUPYIOLINE MOAAEPKUBAIOLINE JO3bI
BTOPOU CYCHEH3UHU SBJISIFOTCS ONMHAKOBBIMU. [[ONOIHUTENbHBIE PEHHULIMAPYIOLINE
NOJ/IEPKUBAIOIINE T03bI MOYKHO BBOJIUTH Uepe3 OHOMECSYHbIe (+7 IHEH) MHTepBaJIbI 10
BBEJICHHUSI TOICPKUBAOIIIEH JO3bI IEPBO CYCIIEH3UU (HapUMeEp, Y€TBEPTOM
PEMHULIMUPYIOLIEN MOAAEPKUBAIOLIEH A03bI, MATONH PEUMHULUUPYIOLIEN MOAAEPKUBAOLIEN
703bI U T. 1.). B onpeneneHHbIX BapuaHTax OCYIIECTBICHHUS MOBTOPHbIEC MOAAEPKUBAIOIIINE
J03bI NAJUNEPUIOHA NATBMUTATA COCTABIIAIOT OT OKOJIO 156 10 0k0J10 234 Mr.

ITprMeHuTENPHO K 000N U3 PEHMHULIMUPYIOIINX CXeM, IOCIIE OAIePKUBAIOIIEH 103bI



10

15

20

25

30

20

NePBOH CYCIEH3UH MEPBYIO CYCHEH3UI0 OOBIYHO BBOST Yepe3 MIEeCTUMECIIHbIE HHTEPBAJIbI,
KaK yKa3aHO B IaHHOM JIOKYMEHTE.

[0064] B xOHKpETHBIX BapHaHTaX OCYLIECTBJICHUS MEPBasi CyCIEH3Us MPENCTaBIsieT COO0H
PP6M, a BTOpas cycnensus npeacrassier codoi PP1M. Tunu4nble penHULIUHPYIOIINE
cxembl Ha ocHOBe PP1M u PP6M nononHutenbHO onucansl B npumepe 8. Llens
PEMHULIMHMPYIOLIEH CXeMbI COCTOUT B TOCTHKEHUHU ObICTPOrO BO3BpaTa K KOHIIEHTPALIUSIM
NAJUTIEPUIOHA B TIa3Me KPOBHU, KOTOPbIe OBUIN 10 MPOIYLIEHHOH 036, 0€3 CO3aHHMsI
n30BbITKA, CBA3aHHOTO C MPUMEHSIEMO cXeMoi penHuauuu. Cieayer mOHUMaTh, YTO
CHocOOBI He MPEAyCMATPUBAIOT BBEIEHUS] MHTEPBEHIIMOHHBIX 703 MAJUNEPUAOHA MaJIbMUTATA
MEXy MIepeUUCIeHHBIMU 103aMHU, KOTOPbIE UCTIOIb3YIOTCS JIJIsl CXeM IIPUMEHEHUs C
IPOMYCKaMHU, OMMCAHHBIX B JAHHOM JIOKYMEHTE, HaIllpuMep, MeKAy NepBoi 10301 U
PEMHULIMUPYIOLIEN YIaApPHOUN 10301,

[0065] [Ipyroii acieKT HaCTOSIIEro H300pETEeHNUs IPEACTABIISIET COOOH HAOIFOTaeMblit

s¢ ekt Oonee MPOAOIKUTENBHOTO BO3ACHCTBHSI TEPANIH MAJTUIIEPUAOHA MAIbBMUTATOM Ha
CTa0MIIN3ALNIO FJTH YMEHBLIECHHE BECa B MOIYJISLUH MMALUEHTOB, Y KOTOPBIX OOJIBIIMHCTBO
BUJIOB JIEYECHUS BBI3BIBAET YBEJIUUEHUE Beca. B vacTHOCTH, OBLIO OOHAPYIKEHO, UYTO MEPEXOA
MaLUEHTOB, KOTOPbIE MOIy4aau Haaexauee jgedenue npenaparamu PP1IM unu PP3M, Ha
PP6M MOK€eT yMeHbIIAaTh, OCTAHABIUBATH WJIN MOTEHLIMAIBHO YaCTUYHO CHUXKATh
BBI3BAHHBIN NMAJIUNIEPUAOHOM IPUPOCT Beca MPU COXPAHEHUH XOpoLIel (hapMaKkoIOrn4ecKoil
5 PEKTUBHOCTH U COXPAHEHUH CIIOCOOHOCTH K NMPEAYIPEKACHUIO PELIANBA.

[0066] B pesynbrare, HacTosiee U300PETEHUE YIOBIETBOPSIET CYIIECTBYIOLIYIO
MEIULUHCKYIO TOTPEOHOCTh Y MALMEHTOB C U30BITOYHBIM BECOM, MOJYUYaBIINX JICUSHHE
PHUCTIEPUIOHOM WUJIH MATUNEPUOHOM, KOTOPbIE HYKJAIOTCS B AOJATOCPOYHOH 3alUTe OT
CHUMIITOMOB H, CJI€I0OBATEJIbHO, B aHTUIICUXOTHYECKOHN Tepanuu, HO ISl KOTOPBIX
HEeNpepbIBHOE YBEJIMUEHUE BECa SIBJISIETCS HENPUEMIIEMBIM. Y BEJIUUEHHE BECa BO BPEMsI
IUTUTENTBHOTO JIEYSHUS Co3aeT MeTabonueckue 3¢ (HeKThl, KOTOPbIE MOBBIIAIT (PaKTOPHI
pricka OoJiee BBICOKOW CTETEHH TSKECTH 3a00JIeBaHUS 1 CMEPTHOCTH (HampuMep, U3-3a
CepAeYHO-COCYAUCTHIX 3aboneBanuil). Kpome Toro, yBenmueHne Beca MOKET OTPHLIATENBHO
BJIMATH HA MOJBH)KHOCTb U (DYHKIIMOHAJIBHOCTD MALIUEHTOB U 3HAUYUTEIbHO CHUXKATh
kauecTBO ku3HU. CoctaB PP6M 1 cxema, pacKphITbie B JAHHOM JJOKYMEHTE, Nat0T
BO3MOKHOCTb ITPOBOJUTH JIEUEHUE, HE BIUAIOLIEE HAa BEC MALMEHTOB, UJIH NPUBOJSALIEE K €T0
CHIDKEHUIO TTPU OTHOBPEMEHHOM O0eCTIeueHNUHN TaKoH ke 3PP EeKTHBHOCTH MO CPABHEHUIO C
APYTUMH COCTaBaMH NMAJIUIIEPUIOHA WU NAJIUIIEPUAOHA najnpmuraTa (Hanpumep, PP 1M nmm

PP3M).
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[0067] B ogHOM BapuaHTE OCYIIECTBJICHUS B HACTOSIIEM H300PETEHUH MTPEIIIOKEHBI
CrOCO0B! CTAOMIN3AIIMH UJTH CHIDKEHHS BECa TeJla MAlUeHTa, KOTOPBIN MoTyJal JeueHHe
VHBEKLUOHHON CYyCIIEH3MEeH NAIUNEPUAOHA NAaJbMUTATA C IPOJOHTMPOBAHHBIM
BBICBOOOKIEHHEM JTIHOO ¢ MecsiuHbIiMU HHTepBaamu (PP1M), mubo ¢ TpexMecsYHbIMU
untepBanamu (PP3M), Birouaroiue BBenenue nocieaneit 1o3et PP 1M wnu PP3M

C MOCJEAYIOIINM BBEEHUEM Ha4daIbHOM 103bl HHBEKLIMOHHOMN CYCIEH3UU NaJuNepuI0Ha
MaJbMUTATA C MPOJIOHTUPOBAHHBIM BBICBOOOKIEHUEM, HMEIOIIEH IIIECTUMECYHBINA HHTEPBAJI
Mekay BBeneHusimu npenapara (PP6M). B onpeneneHHbIX BApHAHTaX OCYINECTBICHHS
nauueHT nosy4dan jeueHue PP1M B TeueHue o MeHbLIEH Mepe YEThIPEX MECSLEB, O
MEHBIIIEH Mepe MATH MECSLIEB UJIU N0 MEHBILEH Mepe EeCTH MecsleB. B npyrux BapuaHTax
OCYLLECTBJIEHUsI MALMEHT noJiyyal jJedeHue PP3M no B TeueHne MeHblIel Mepe OHOro 3-
MECSAYHOTO MHTEPBAJIA, [0 MEHbIIEH Mepe ABYX 3 MECSYHBIX HHTEPBAJIOB UJIU 110 MEHbLIEH
Mepe TpeX 3 MEeCSTYHBIX UHTEPBAJIOB.

[0068] B BapuanTax OCyLIECTBIEHHUs, B KOTOPBIX NALUEHT noJy4al jgedenue PP1M,
HavaJbHyI0 103y PPOM BBOIST MpUMepHO uepe3 OAUH Mecsll (£7 qHeil) mocie BBEACHHSI
nocnenHen no3el PP1M. Kak npasuno, koraa nocineansist nosa PP1M cocrasnser okomo
156 Mr nanunepuaoHa NajJibMUTaTa, HadajabHas 103a PPOM cocrasisier okoso 1092 mr
NaJUIepruoHa NajbMuTaTa. B 1pyrux BapuaHTax OCyLUECTBJICHUS, KO MMOCAEAHSs 103a
PPIM cocrasysieT 0k010 234 Mr nanunepuaoHa NajlbMUTaTa, HaYaubHas 1o3a PP6M
cocTasysieT 0kono 1560 Mr nanunepuaoHa NajabMUTATA.

[0069] B BapuaHTax OCyLIECTBJICHHUS, B KOTOPBIX MAaLMEHT Nojay4as jgedenue PP3M,
HavaJapHY0 103y PPOM BBOIST puUMeEpHO uepe3 Tpu Mecsia (£14 qHeil) mociie BBEASHMsI
nocnenHel n1o3el PP1M. Kak npasuno, koraa nocneansis gos3a PP3M cocrasnsier 0koso
546 Mr nanunepuaoHa najpMuTaTa, HadaiabHas 103a PPOM cocrasisier okosno 1092 mr
NajJuInepyuoHa najibMuTaTa. B 1pyrux BapuaHTax OCyLUECTBJICHUS, KOTJA MOCAEAHSS 103a
PP3M cocrasnsier okono 819 mr nanunepuaoHa najibMuTara, HadanbHas 1o3a PP6M
cocTasiisieT OKoJ0 1560 Mr nmanunepuaoHa NajJabMHUTATA.

[0070] Ilocne BBeaeHuUs HauaibHOUM 10361 PPOM 3TOT mpenapaT BBOIAT C LIECTUMECSYHBIMU
HMHTEPBAJIAMH, KaK YKa3aHO B JAHHOM JIOKYMEHTE.

[0071] JlomOJHUTENBHBIN aHAIU3 JaHHBIX [TOKA3aJ KOHKPETHYIO MOJb3Y [JIs MALIUEHTOB C
n30bITOUHBIM BecoM (HIeKc Maccel Tena (MMT) ot okomno 25 u meHee yem okoio 30) u

Oonee MoozBIX ManueHToB (0T okoso 18 1o okolo 25 jer).
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[0072] B omnpeneneHHbIX BAPUAHTAX OCYLIECTBIEHUS B MOMEHT BBEICHUS MIOCIEAHEN AO3bI
PP1IM wnu PP3M namuent umeer unaekc maccol resa (MMT) ot okosio 25 1o meHee yem
okouo 30.

[0073] B npyrux BapuaHTax OCYILECTBJICHHS B MOMEHT BBeAeHUs nocienten nossl PP 1M
unu PP3M Bo3pacT nanueHTa cocTaBisieT OT 0koio 18 net 1o okxosno 25 jer.

[0074] Kaxk npaBuiio, ctabunmsanus Beca OTHOCHTCS K m3Menenuto UMT ot okoso -1 1o
okouio +1, wnu ot okojio -0,5 1o okoyo +0,5, HaunHAsI OT MOMeHTa niepexona Ha PP6M (ot
MOMEHTA BBeAeHUsI HauanbHOU 10361 PPOM). IIpeanoururensHo usmenenne UMT
COCTAaBJIIET OKOJIO HyJIs. UTO KacaeTcsi CHUKEHUS Beca TeNa, TO CHUKEHUEM BECa MOXKHO
CUUTATh OTPULATENBHOE U3MEHEHUE BeCa OT MOMeHTa nepexoaa Ha PPOM. Takas
CTa0MIIN3aLMs] HITH CHU)KEHUE BECA MOKET IPOMCXOANTD B TEUEHHE OKOJIO IBEHAILIATH
MeCsILIeB OT MOMeHTa nepexoaa Ha PP6M.

[007S5] B npyrux acnekrax Bec Teja NalHUeHTa OLICHUBAKOT WK ONPEAETSIOT HA MOMEHT
BBeJZIeHUs nocyuenaHen 10361 PP1M unu PP3M, Ha MOMEHT BBeAeHUSI HA4aTbHOM 10361 PPOM,
B [TOCJIEYKOLIME MOMEHTBI BpEMEHH IOcJe nepexona Ha PPOM nunm ncnons3yror

KOM6I/IHaLII/II/I 9THUX BPEMECHHBIX TOUYCK.

CocraBel nanunepuoHa nNajbMuTaTa

[0076] CrnoxHble 3pUPHI NATUIIEPUAOHA SBJISIOTCS IICUXOTHUYECKUMH areHTaMH, KOTOPbIE
OTHOCSITCSI K XUMHYECKOMY KJIACCY MPOU3BOAHBIX OEH3U30KCA30I1a, COMEePIKAIINX
paleMU4YecKyo cMech (+)- U (-)-nanunepunoHa, kotopble onucanbl B marenre CLITA Ne
5254 556 (BkjIrOYEH B JaHHbBINA JOKYMEHT MOCPEICTBOM CChUIKH). XMMHUYECKOE Ha3BaHUE
NaJUIEepPUIoHa najnbMuTata; (+)-3-[2-[4-(6-pTop-1,2-0en3uzokcazon-3-wmn)-1-
nunepuanHuI [3Tun|-6,7,8,9-rerparuapo-2-merun-4-oxkco-4H-nupuno[ 1,2-c|nupumunun-9-

w1 rekcagexkanoar. CTpykrypHas ¢popmya:
O

UM/\/\/V\/\

C\VN
]
N

N ~0
\HJ/V\\J e

0

()
i

[0077] Cnoxable 3¢upbI MATUNEPUAOHA MOKHO KOMOMHUPOBATH € (papMalleBTUIECKIMHU
SKCLUMHIEHTAMH B COCTaBE MHBEKIIHOHHBIX JO3UPOBAHHBIX (POPM, KaK 3TO OMUCAHO B

nateHTax CHIA NeNe 5254 556 u 6 077 843, kOTOpbIE BKIIFOUEHBI TaHHBINA JOKYMEHT
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MOCPEACTBOM CChUIKH. MHBEKIIMOHHBIE COCTABBI MOKHO CO3[aBaTh HA OCHOBE BOJIHBIX
HOCUTEJIEH.

[0078] Kaxk onucano B marente CIIIA Ne 9 439 906, BKJIIFOUEHHOM B JTaHHBIA JOKYMEHT
MOCPEICTBOM CChUIKU, OIHOMECSIYHBIN BOAHBINA COCTAB MPEACTABISET COOOM CYCIIEH3UIO
HAHOYACTHULI, B KOTOPOH HAHOYACTHLIBI UMEIOT CPEAHUN pasMep MeHee ueM oT okoso 2000 Hm
10 okoso 100 um. IIpeanovTuTeIbHO HAHOYACTHULIBI MOTYT UMETh CPEAHUN pa3Mep YaCTHIL
(d50) ot okosio 1600 HM 10 ok0J10 400 HM K OT 0k0J10 1400 HM 10 okosio 900 HM. d90
cocTaBiisieT MeHee ueM 0K0j10 5000 uM uian MeHee yeM okoio 4400 um. d10 cocraBisieT oT
okoJ10 300 HM 110 okosio 600 HM. B nanHOM nokymeHTe npuHsTo, 4to d10 03Ha4aeT, 4To
4acTh YaCTHII C TUAMETPOM MEHbIIIe 3TOro 3HaueHus: cocrapisieT 10%; d50 o3Havaer, 4To
YaCTh YaCTHUILI C TUAMETPOM MEHbIIIE 3TOTO 3HaueHus cocTasisieT 50%; D90 o3nauaer, uTo
4aCTh YaCTHUILI C JUAMETPOM MEHbIIIE 3TOTO 3HaUeHus cocTasiisieT 90%; npu u3MepeHun

C TIOMOIIBIO U3BECTHBIX B JAHHOW 00JIACTH TPATULIMOHHBIX METONIOB, TAKUX KAaK MPOTOYHOE
(bpakIMOHUPOBAHKE B CUJIIOBOM MOJI€ C OCAKACHHEM, (POTOHHO-KOPPEISILIUOHHAS
CIIEKTPOCKOMHUS HJTH THCKOBOE IIEHTPU(PYTHPOBAHUE.

[0079] B ompeneneHHBIX BapHaHTax ocyuiecTiIeHHus TpexmecsuHbiii (PP3M) coctas nmeer
CpeAHue pa3Mepbl YaCTUL] OT MeHee YeM OKO0JI0 20 MKM 110 okosio 1 MxMm. B npyrux
BapUAHTAX OCYIIECTBJIEHUS YACTHIIBI MOTYT UMETh cpenHuii pasmep (d50) ot okono 5 MkMm 10
OKOJIO 15 MKM; OT 0KOJI0 3 MKM 70 OKOJIO 10 MKM; MJIM OT OKOJIO 5 MKM J10 OK0JIo 9 MkM. D90
cocTaBisieT 0KoJIO 50 MKM; OT 0k0j10 10 MKkM 10 0k010 30 MKM OT 0K0j10 10 MKM 4O OKOJIO
20 mxm d10 cocTaBiisier OT 0K0JI0 1 MKM 710 0K0Jj10 10 MKM HJIH OT OKOJIO 1 MKM 710 OKOJIO

S MKM.

[0080] B ompeneneHHbIX BapuaHTax OCYyIINeCTBIeHUs mecTumecsunbiii (PP6M) coctaB nmeer
CpeAHue pa3Mephl YaCTULl MEHEE YeM OT OKOJI0 30 MKM JI0 OKOJIO 1 MKM; MJIH OT OKOJIO

20 mxm 1o okoJio 1 MmxM. B apyrux BapuanTax OCyIIECTBJICHUS YaCTULIbI UMEIOT CPEIHUM
pazmep (d50) oT okoI0 3 MKM 10 OKOJIO 25 MKM; OT OKOJIO 5 MKM JI0 OKOJIO 15 MKM; OT OKOJIO
3 MKM 110 0K0JIO 10 MKM; MJIM OT OKOJIO 5 MKM 110 0K0J10 9 MKkM. d90 cocrasisier 60 MKM; HIH
0K0J10 50 MKM; OT 0k0j10 10 MKkM 10 0k0J10 30 MKM OT 0KOJ10 10 MKM 10 ok0J10 20 Mxkm d10
COCTABJISIET OT OKOJIO 1 MKM 10 OK0JIO 15 MKM; OT OKOJIO 1 MKM 110 0K0JIOo 10 MKM; OT OKOJIO

1 MKM 710 OKOJIO 5 MKM.

[0081] Tlomxomsimue BOgHBIE COCTaBbl HaHOUACTHI] onrcaHbl B mateHTe CIIIA No 6 555 544,
BKJIFOUEHHOM B IaHHBIN JOKYMEHT MMOCPEACTBOM CChUIKU. B HEKOTOpPBIX BapraHTax
OCYLLECTBJIEHUSI COCTAB COAECPKUT MUKPOUYACTHULIBL, TOBEPXHOCTHO-aKTUBHOE BELIECTBO,

CYCIIEHANPYIOIIHIA areHT U Heo0s3aTeIbHO OJIUH W 00Jiee TOTIOJHUTEIbHBIX
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MHIPEIUEHTOB, BBIOPAHHBIX M3 IPYIIIbI, COCTOSALIEH U3 KOHCEPBAHTOB, Oydepos

Y U30TOHU3UPYIOILErO areHTa.

[0082] Cuwmraercs, uTo nMosie3HbIe MOAU(PUKATOPHI TIOBEPXHOCTH COCTABOB MAJMITIEPUIOHA
NaJIbMUTATA BKJIIOYAIOT T€, KOTOPbIe PU3NUECKU PUCOESANHAIOTCS K TIOBEPXHOCTH aKTUBHOT'O
areHTa, HO XUMHYECKH He CBSI3bIBAIOTCA ¢ Hel. [Ipuemnembie MoanpuKkaTopbl HOBEPXHOCTH
NPEANOYTUTENBHO MOKHO BBIONPATh M3 YHCIJIA H3BECTHBIX OPraHMYECKUX U HEOPraHMIECKUX
(bapManeBTUYECKHX SKCIMITUEHTOB. TaKkue SKCLUUITHEHThI BKJIIOYAI0T Pa3HOOOpa3HbIe
MIOJIUMEPBI, OJTUTOMEPBI C HU3KON MOJIEKYJIIPHOM MAacCON, MPUPOHBIE MPOAYKTHI U
NIOBEPXHOCTHO-aKTHBHBIE BelecTBa. [IpennoururenbHble MOTU(HUKATOPBI TOBEPXHOCTH
BKJIFOYAIOT HEMOHHBIE U aHHOHHBIE TOBEPXHOCTHO-aKTUBHbBIE BelleCTBA. TUIHYHbIE IPUMEPDI
SKCLUIHIEHTOB BKJIOYAIOT XKEJATHH, Ka3euH, JeUUTHH ((pochaTuabl), apaBUHCKYIO KaMenb,
XOJIECTEPUH, TPArakaHT, CTEAPHHOBYIO KUCIIOTY, O€H3aJKOHUS XJIOPHI, CTeapaT KaIbLIHsl,
MOHOCTeaparT IJIMIeprHa, LIeTOCTeapUIIOBbIN CIIUPT, 3MYJIbCHOHHBIN BOCK LIETOMAaKpOTOJl,
CJIOJKHBIE 3(pUpBI COpOUTAaHA, ATKMIIbHBIE H(PUPBI MOJUITUICHOKCHIA, HATIPUMED 3PHPHI
MaKkporosa, Takue kak neromakporon 1000, mpou3BoaHbIE NOJTHUOKCUITUIIEHOBOTO
KaCTOPOBOT'O Maclia, MOJIMOKCHITHUIIEHOBbIE 3(UPbI COpOUTAHA U KUPHOW KUCIIOTBHI,
Hanpumep umeromuecs B nmpogaxke TWEENS™, noaus TUIEHIINKOIH, CTeapaThl
MOJIMATHIIEHOKCHA, KOJJIOUAHBIN THOKCUA KpeMHMs, (pocdathl, nopenuicyabdar HaTpus,
KaJbLUH KapOOKCUMETHIILIEIUTIONO03Y, HATPUN KapOOKCUMETHIILIEIUTIONO03Y, METHIILIEIUIIOJIO3Y,
TUAPOKCUATHIILIEIITIONO3Y, THAPOKCUIIPOIWILEIUIION03Y, (pranart
TUAPOKCUIPOITMIIMETHIILIEILTIONO3bI, aMOPHYIO LEIUTI0I03Y, ATFOMUHAT KPEMHUSI U MAarHUs,
TPUITAHOJAMUH, NOMUBUHUIOBEIH crupT (ITBC), nonokcamepsl, THIOKCATION

1 nouBUHIIUPPOHIoH (IIBIT). BoapinHCTBO MOAOOHBIX SKCIHUIMUEHTOB MOAPOOHO
onucano B nmyoiukarmu Handbook of Pharmaceutical Excipients, onyOaukoBaHHOM
COBMECTHO AMEpPHKaHCKOU (hapMalleBTHUECKOH accorpanuein u @apMaleBTHYECKUM
obmectBoM Benukobpuranuu, Pharmaceutical Press, 1986. Moaundukaropbl MOBEpXHOCTH
JOCTYITHBI B MPOJAKE W/MIIH MOTYT OBITh IMOJy4€Hbl METOIAMH, U3BECTHBIMHU B TAHHOK
oOnacti. MOXKHO HCIIONIb30BaTh KOMOMHALIMH ABYX WJIH OoJiee MOTU(PUKATOPOB
MOBEPXHOCTH.

[0083] HawubGonee mpeanodTuTeNnbHbIE MOAU(PHUKATOPHI TOBEPXHOCTH BKITFOYAIOT
MOJIMBUHWIMUPPOJIUIOH;, THIIOKCANOJ;, mojiokcamepsl, Takue kak PLURONIC™ F68, F108 u
F127, xoTopble npeacTaBisitoT coO0i OJI0K-COMONMMMeEpbI STHIIEHOKCHAA U TIPOTTUIIEHOKCHIA,
noctasisiemble komnanue BASF; nmonokcamunel, Takne kak TETRONIC™ 908 (T908)

KOTOPBIN MPEACTaBIsieT COO0H TeTpadyHKIHOHATBHBIN OJIOK-COMoNMMep, 00pa3yrOIIHIACs B
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pe3yJbTaTe MOCIe0BaTEeIbHOrO J00OABIEHNS STUIICHOKCH 1A 1 IPOITMIIEHOKCHA

K STUJIEHANAMHUHY, ocTaBisieMblil komnanuedt BASF; nexcrpan; nenuTtus; aspo3zoiap OT™
(AOT), xoTopbIii mpeacTaBisieT COOON TUOKTHIIOBBIN CIOXKHBIN 3 up CynbhoCyKIHATA
HaTpus, nocrasisiemblii komnanueit Cytec Industries; DUPONOL™ P, xoTtopsrii
IpenCcTaBisieT coOO0M Jaypuicybar HaTpHst, OCTaBIsIeMblil kommanuel DuPont;
TRITON™ X-200, KOTOpBIN MPEACTABIACT COOOH aNKUIAPHINOINA(UP-CYIbPOHAT,
nocrapisiemblii komnanueit Rohm and Haas; TWEEN™ 20, 40, 60 u 80, koTopble
NPEACTABJISIIOT COOOM MOJMOKCUITUIICHOBBIE () HPbl COPOMTAHA U JKUPHBIX KUCIIOT,
nocrapisiembie kommnanuei [CI Speciality Chemicals; SPAN™ 20, 40, 60 u 80, koTopbie
NPEACTABISIIOT COOO0M CiokHBIE 3(puphl copOuTana u skupHbIX Kuciot,; ARLACEL™ 20, 40,
60 u 80, KOTOpBIE MPENCTABISIFOT COOOM CIIOXKHBIE 3P UPBI COPOUTAHA U JKUPHBIX KUCIIOT,
nocrapisiembie kommnanueit Hercules, Inc.; CARBOWAX™ 3550 u 934, koTtopblie
NPEACTABISIIOT COOOM MOMM3TUIICHTIIMKOIH, TTocTaBisieMble kommnanueii Union Carbide;
CRODESTA™ F110, koTOpbIil mMpeAcTaBIsieT cOOOM CMECh cTeapara caxapo3bl U JUcTeapaTa
caxapo3bl, noctasisiemblii komnanueit Croda Inc.; CRODESTA™ SL-40, kotopslii
noctasisier komnanus Croda, Inc.; rekcunpermnrpumerniaammonns xyuopua (CTAC); Opramii
ceiBOpoTOuHBIN anpOymud 1 SA9OHCO, npencrapnsiommii cooon
C13H17CH,(CON(CH3)CH2(CHOH)4,CH,0OH),. OcobenHo nomxozsimre Moau(uKaTopbl
MOBEPXHOCTH BKJIFOYAIOT TUJIOKCATION U MOJIOKcamep, npennoutureabHo Pluronic™ F108

u Pluronic™ F68.

[0084] Pluronic™ F108 cooTBercTBYeT nojiokcamepy 338 u mpeacrasisier codoii OJ10K-
COTIOJIMMEP MOJHOKCUITHIICHA U TIOJMOKCUIIPOTIMIIEHA, 10 CYIIECTBY COOTBETCTBYIOLINIH
dopmyne HO[CH,CH,O],[CH(CH3)CH,0],[CH,CH,0],H, B K0TOpOIi CpeaHne 3HAYECHUS X,
y u z paBHbl 128, 54 u 128 coorBeTcTBEHHO. /JIpyriMu KOMMEPUECKUMU HAUMEHOBAHUSIMU
noyiokcamepa 338 sensitoress Hodag NONIONIC™ 1108-F, nocrasnsiemsrii Hodag, u
SYNPERONIC™ PE/F108, nocrasnsembiii ICI Americas.

[0085] OnrTumanbHOE COOTHOLICHUE KOJIMYECTBA MAJUTNIEPUIOHA MAJIbMUTATA U
MoAU(HUKATOpa MOBEPXHOCTH 3aBHUCHT OT Pa3HOOOPa3HbIX mapaMeTpoB. OnTUMaIbHOE
KOJINYECTBO MOAU(PHUKATOPA MOBEPXHOCTH MOXKET 3aBUCETD, HAIPUMEP, OT KOHKPETHOTO
BBIOPAHHOTO MOAM(PHUKATOPA TOBEPXHOCTH, KPUTHIECKOH KOHLIEHTPALIUA MHULIEIUT
MoIU(UKATOpa MOBEPXHOCTH, €CJIH OH 00pa3yeT MULIEIUTBI, IJIOMIAIH TOBEPXHOCTH
AHTUTICUXOTUYECKOro areHTa u T. 1. KoHKpeTHbIi MOIU(pUKaTOp MOBEPXHOCTH
MPEANOYTUTEIBHO NPUCYTCTBYET B KOJIMUECTBE OT OKO0J10 0,1 10 0k0J10 1 Mr Ha KBaaApaTHBIN

METP TIOMaaAX MOBEPXHOCTH NAJTUINICPUIOHA ITaJIbMHTATA. B ClIydac najJrurnepruaoHa
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nanpmMuTata (9-ruipOKCUpUCTIEPUIOHA TATBMHUTATA) IPEATIOUTUTENbHBIM SBJISETCS
npuMeHeHue B kauectBe Monudukaropa nosepxnoctu PLURONIC™ F108, npu sTom
NPEATNOYTUTENbHBIM SIBJISIETCSI COOTHOLIEHNE KOJMMUYEeCTB (Macc./Macc.) 0OOMX MHIPENUEHTOB
0Ko0J10 6:1.

[0086] UYacTtuirel mo HacTOSIEMY H300PETEHUIO MOTYT OBITh TIOJIY4EHBI CIIOCOOOM,
BKJIFOYAIOIIUM 3Talbl AUCHEPTUPOBAHUS NATUNIEPUIOHA MTAJIbMUTATA B XKUAKON
JOUCTIEPCUOHHON Cpefie U UCTIOJb30BAHUS MEXaHUYECKUX CPENICTB B IPUCYTCTBUH
U3MeNbyarolell cpeabl A YMEHbIIEHUS pa3Mepa YaCTUL aHTUIICUXOTUYECKOTO areHTa JJist
nojiyueHus 3pHeKTUBHOTo CpeHero pasmMepa yacThi. Pa3Mep 4acTHIl MOJKHO YMEHBIIUTD B
NPUCYTCTBHH MOJU(UKATOPA TOBEPXHOCTH. AJIBTEPHATUBHO YaCTHUIIBI MOTYT BCTYIATh B
KOHTaKT C MOIU(UKATOPOM MOBEPXHOCTH MOCIIE H3MEJTbUCHUSI.

[0087] OOmas nmponenypa moyy4eHus: YaCTUL, ONMCAHHBIX B JAHHOM JIOKYMEHTE, BKIIFOUAET
(a) nonyueHue manunepunoHa najgpmurara; (b) nodapieHue maaTunepuI0Ha NajJbMHUTATA K
JKUJIKOU cpene ¢ oOpasoBaHueM npeMukca; U (¢) 00paboTKy mpenBapuTENbHON CMEeCH
MEXaHUYECKUMH CPEACTBAMU B MPUCYTCTBUU U3MeEJbUAIOLIEH Cpebl AJi1 YMEHbIIEHUS

3¢ (PeKTUBHOTO CpenHero pa3mMepa 4acTHlLl.

[0088] IlanunepunoHa MAJIBMUTAT MOKHO MOJIy4YaTh C UCIOJIb30BAHUEM METOIOB,
M3BECTHBIX B JaHHOMW oOnactu. [IpeanodruTensHO, 4TOOBI pa3Mep YacTHL NATUIEPUIOHA
NajbMUTATa COCTABJISLI MeHee 4yeM 0koJio 100 MKM, 4TO Onpenesnsiercs ¢ NOMOLIbK CUTOBOTIO
(rpaHyOMeTpUYECKOro) aHamu3a. Eciu pasMep 4acTull majnunepuioHa najibMuTarta oosee
4geM 0kosio 100 MKM, IPeANOYTUTENBHO YMEHBIINTD pa3Mep YacTHL] NATUNEPUIOHA
najpMuTaTa 10 pasmepa menee 100 Mxm.

[0089] 3arem manunepuIOHA MATBMHUTAT MOKHO TOOABUTD K YKUAKOW Cpene, B KOTOPO OH
IO CYLIECTBY HE pacTBOpsieTcs:, it (opMupoBanus npemukca. KoHneHTpauus
NAJIUTIEPUIOHA MTAJIbMUTATA B JKUAKON cpese (MacCOBBIH MPOLIEHT) MOXKET BapbUPOBATHCS B
IIAPOKUX TpeeNax U 3aBUCHT OT BBIOPAHHOTO MOJU(UKATOPA MOBEPXHOCTH U JPYTUX
¢axTopos. [IpueminemMbie KOHLIEHTPALMH MAIUTIEPUIOHA MATBMUATATA B KOMITO3ULUSIX
BapbUpyroTcs oT okojo 0,1 no okono 60%, npeanoutuTenbHO OT okoJio 0,5 1o okoso 30%, a
OoJiee MPenmnoYTUTENBHO COCTaBIsIET OKOJIO 7% (Macc./00.). B HacTosmee BpeMs
npeanouTuTeabHbIM 11si PP 1M sBasieTcss npuMeHeHne KOHLIEHTPAaLUU MaJIMIIEPUIOHA OKOJIO
100 Mr-3KB./MJI WM AJTMIIEPUIOHA TAIBMUTATA OKOJIO 156 Mr/min. B HacTosimee Bpemst
NPeAnoYTUTENBHBIM UTsi PP3M sBiisieTcst npuMeHEeHNEe KOHLICHTPALMU MAJMIIEPUIOHA OKOJIO

200 Mr-5KB./MJI WM TAJMIEPUIOHA MaTbMUTaTa OKOJIO 312 Mr/mi. B Hacrosiee Bpems
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NPEANOYTUTENBHBIM 1U1s1 PPOM siBiisieTCsi npUMEHEHNE KOHLICHTPALMU MAJMIIEPUIOHA OKOJIO
200 Mr-3KB./MJI WM TAJUIEPUIOHA MTAIbMUTATA OKOJIO 312 Mr/mi.

[0090] Bonee npeanouTuTenpHas mporenypa BKIOYaeT nodasieHne moaudukaropa
MIOBEPXHOCTH K MIPEMHKCY Mepesa ero o0paboTKOW MEXaHUYECKUMH CPEACTBAMU JUIS
CHIDKEHUsI 5(PEeKTUBHOTO cpenHero pazmepa yactuu. Konnenrpanus mogupukatopa
MOBEPXHOCTH (BECOBOE MPOLIEHTHOE CONEPIKaHKIE) MOKET BAPbUPOBATHCS B Mpeaesax OT
okoJ10 0,1% 1o okoso 90%, npeanodTuTeIbHO 0T 0KoJo 0,5% mo okoso 80%, a Oonee
MPEINOYTUTENILHO COCTaBIIsIET OK0JIO 7% (Macc./00.).

[0091] TIpemMukc MOKHO HCIIOIB30BATh HEMTOCPEACTBEHHO, 00pabaThiBast €ro
MEXaHUUYECKUMH CPEICTBAMU JJIsl YMEHbIIEHHS 3(p(EKTUBHOTO CPEAHETO pa3Mepa YacTHULl B
AMCIIEPCUH JI0 JKeJIaTebHOro pazMepa dacTull. IIpennoururenbHbIM sBIsIETCS
HENOCPEICTBEHHOE IPUMEHEHHE [TPEeIBAPUTENIbHOI CMeCH B Cllydae NCIOJIb30BaHuUs 1apOBOH
MEJTbHULIBI JIJIsl IEPEMAaJIbIBAHUSL. AJIbTEPHATUBHO, AHTUTICUXOTUYECKUM areHT |,
Heo0s13aTeNbHO, MOIU(UKATOP MOBEPXHOCTH MOTYT OBbITh AMCIIEPTUPOBAHBI B KHIKOH cpene
C MCTIONIb30BaHUEM MOAXO/ALIEr0 MepeMEIINBaHNsl, TAKOTO KaK, HapuMep, Bajbl[OBast
MeJIbHULIA WJIM CMEecUTeNb Tuna Metanku Koyainca, 10 1oCcTukeHNs: OJTHOPOIHOMN TUCIIEPCUH.
[0092] B xayecTBe MEXaHHYECKOI'O CPEACTBA, UCIIOIb3YEMOIO B LEJSIX YMEHbBIICHHUS

3¢ ($EeKTUBHOIO CPEIHETr0O pa3Mepa YaCcTUL] AHTUTIICUXOTUYECKOTO CPENCTBA, YAOOHO
UCIOJIb30BaTh AUCIIEPCUOHHYIO MenbHULy. [logxoasimue qucnepcuoHHble METbHULIBI
BKJIIOYAIOT IIAPOBYIO MEJIBHUILY, MEJIbHHIY TOHKOTO IOMOJIA, BHOPALIMOHHYIO MEJIbHHMLLY,
IUIAHETAPHYIO MEJbHUILY, MEJIHHLIBI C OTIOCPEIOBAHHBIM IPOOJIEHNEM, TAaKHe KaK MeCOYHast
MeJIbHUIIA U [apoBasi MeJIbHHLA. MeNbHHUIIA ¢ OTTOCPEIOBAHHBIM APOOJICHUEM SIBJISIETCSI
NPEANOYTUTENILHON B CBSI3U C OTHOCHTENBHO 00Jiee KOPOTKHM BPEMEHEM IOMOJIa,
HEOOXOIMMBIM JIJIsl TOCTHYKEHUS JKEJIAeMOr0 YMEHBIICHUS pa3Mepa yacTui. J{ist
OTOCPENOBAHHOTO IPOOJIEHHSI KKYILIAsiCsl BA3KOCTD MPEMHUKCA MPEIINOYTHTENBHO JOJDKHA
HaxoaAuTheA B npenenax oT okoio 0,1 ITasc no okono 1 Ilasc. B HekoTOpBIX BapuaHTax
OCYILIECTBIICHHS IS IIAPOBOTO APOOICHHS KaXKyIIasicsl BA3KOCTh MPEMHKCa
MPEANOYTUTENBHO JOJKHA HAXOAUThCA B peaenax ot okojo 1 mIlasc no okono 100 mllasc.
[0093] HM3menpuaromyro cpeny AJisi CTAANH YMEHBIICHUS pa3Mepa YacTUI] MOKHO BBIOMPATh
U3 JKECTKOM Cperibl, MPENMOYTUTENIBHO B (POPME HACTHLL HITH Cep, CO CPEIHUM PasMepOM
MeHee OKOJIO 3 MM, a OoJiee MpeanoYTHTEIbHO MeHee okoJio 1 MM, XKenareapHO, 4TOOBI Takast
cpena Moriia obecreunBaTh YaCTULbl HACTOSIIIETO N300PETEHNs IPH MEHbLIEM BPEMEHU
00pabOTKM ¥ MEHBIINH U3HOC H3MeJbYaroero odopynoBanust. CUuraercs, 9To BEIOOD

MaTtepuaia s HU3MeTbYaroIei CpE€abl HE ABJISICTCA KPUTUYCCKUM ITaApaMETPOM. OnHaKo OKOJIO
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95% ZrO, cTaOMIM3NPOBAHHOTO MArHUEM, CHJIMKAT [IMPKOHUS U CTEKJISTHHASI U3METbUaroInas
cpena 00ecreunBaroT MPOU3BOICTBO YaCTHUL], IPUEMJIEMBbIX IS IeJIel Oy YeHus
(bapmaneBTHUECKUX KOMIO3ULMH. [1oNIe3HBIMU Tak>Ke SBJISIFOTCS IPYTUE MaTepUallbl, TAKUE KaKk
HOJIUMEpPHBIE OYCBI, HEPKABEIOINAsl CTaJIb, CIUIABBI TUTAHA, AFOMHIHUS U 0KOJIo 95% ZrO,
cTaOMIM3HPOBaHHOTO UTTpUeM. [IpeanoyTuTenbHas U3MENbYAIOINast Cpesia UMeeT IUIOTHOCTh
Goltee TeM OKOJIO 2,5 I/CM” 1 COTEPIKHT OKOJIO 95% ZrO, cTabHIN3HPOBAHHOrO MATHAEM 1
MIOJIUMEPHBIMH TPaHYJIAMH.

[0094] M3menbueHUE MOXKET 3HAUUTETBHO BAPbHUPOBATHCS M 3aBUCHUT IJIABHBIM 00pa3oM OT
OTpEeNeNIEHHBIX MEXaHUYECKUX CPENCTB U BBIOPAHHBIX ycioBwid 00padoTku. [Ipu
UCTIOJIb30BAHUH BAJIKOBBIX MEJIbHUI] MOJKET MTOTPeOOBAThCS BpeMst 1Jisi 00pabOTKU YaCTHIL
MEHBLIETO pa3Mepa 0 ABYX CYTOK U Ooee.

[0095] VYwmeHblueHHE pa3MepOB YaCTULl OOBIYHO OCYLIECTBISIFOT MPH TEMIIEPAType, PH
KOTOPOI HE MPOUCXOANT 3HAUNUTENbHON ATPAAalii AaHTUIICHXOTHYECKOro areHTa. OOpIYHO
MPEANOYTEHUE OTAAETCS TeMIiepaTypam oT MeHee ueM okoJjio 30 °C no oxosno 40 °C. Ilpu
HEOOXOIMMOCTH 000PYIOBAHUE MOXKET OXJIAXKIATHCS IIPU MIOMOIIN CTAHAAPTHOTO
OXJIAKIaroIero obopyaosanus. Y 700CTBO HACTOSIIETO CIOCO0a 3aKTFOYAETCs] B TOM, YTO OH
MOYKET BBIIOJIHATECS ITPH TEMIIEPATYPE OKPYIKAFOIIEH CPenbl U C UCIIOIb30BAHUEM
NPOM3BOJCTBEHHOTO AAaBJIEHHs, KOTOPOE SIBJIAETCS 0€30macHbIM U 3()(EKTUBHBIM C TOUKH
3peHus mporecca QpodsIeHus.

[0096] Monudukarop MOBEPXHOCTH, €CJIH OH HE MPUCYTCTBOBAJ B MPEMHKCE, OOBIYHO
n00aBISAIOT K TUCTIEPCUH MOCIIE HCTHPAHUS B KOJINYECTBE, HAIPUMEp, KaK OMUCAHO BBILIE IS
npemukca. [Tocie 3Toro Iucnepcuio MOXKHO MePeMELINBATh, HATPUMED, SHEPTUIHBIM
BCTPSIXMBAaHUEM. J{MCTIEPCUIO MOXKHO HEOOSI3aTeNbHO MOABEPTaTh CTAANH BO3ICHCTBHSI
YJIBTPA3BYKOM, HAIIPUMEP, C UCTIOIB30BAHUEM YJIbTPA3BYKOBOIO HCTOUHUKA SHEPTHU.

[0097] BonHbie KOMIIO3UIIMK B COOTBETCTBUU C HACTOSIIIMM U300PETEHHUEM JTOTIOJTHUTEIBHO
COJZIEpIKaT CYCTIEHANPYIOIIHI areHT u Oydep, a Takke HeoOsI3aTeIbHO OUH Wik OoJee u3
KOHCEPBAHTAa M U30TOHU3UPYOIIEro areHra. HekoTopble HHrpeqHeHThl MOTYT OTHOBPEMEHHO
(YHKLMOHUPOBATH B KAUECTBE ABYX U O0JIe€ TAKUX areHTOB, HAIIPUMEDP BBITIOJIHATE POJIb
KOHCepBaHTa U Oydepa mim Oydepa 1 HI3OTOHUZUPYIOMIETO areHTa.

[0098] IloaxonmsAmMMu CyCIEHAUPYIOIUMH areHTaMH (KOTOPBIE HAa3bIBAIOT TAKKe
¢dusnueckuMu cTabUIN3aTOPaMH) U IPUMEHEHHS B BOJHON CYCIIEH3HH 10 HACTOSIIIEMY
M300PETEHHIO SBJISIOTCS MPOU3BOAHBIE LIEJUTOJIO3bI, HAPUMEP METHIILIEIUTIONI03a, HATPUEBas
COJIb KapOOKCUMETUIILIEIUTIONO3bI M THIPOKCUIIPOIUIMETUIILIEIUTIONIO03,

MPOJIMBUHUJIIITUPPOJIHUAOH, aJIbI'MHATHI, XUTO3aH, ACKCTPAHbI, YKCJIaTUH, TOJIU3TUJIICHIJIUKOJIN,
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3¢ UpPBI IOJTUOKCUITUIICHA U MTOJIMOKCUTIPONTIIeHa. [IpeArIoYTHUTEeTbHBIM SIBIISIETCSI
NPUMEHEHNE HATPUEBOH COJIM KapOOKCHMETHIILIEIUTIONO3b! B KOHLEHTPALUH OT 0KoJio 0,5 1o
okoJi0 2%, Haubonee npeanoyrurenbHo 1% (Mace./00.).

[0099] B cooTBeTCTBHM C HACTOSLINM U300PETEHUEM MTPEAIOYTHTEIbHBIE TPUEMIIEMbIE
CMa4YHBAOIME aAreHTHI [l MPUMEHEHHSI B BOJHBIX CYCIIEH3UsIX U3 MPUBEICHHBIX
MOBEPXHOCTHO-aKTHUBHBIX BEIIECTB MPEICTABIIAIOT COOON MOJIHMOKCUITUIICHOBBIE
NPOM3BOHBIE CIOXKHBIX 3PUPOB copOUTaHa, Hanpumep nosrcopdar 20 u nomucopdar 80,
JCUUTHH, 3(QHUPBI TOTHMOKCUITUIICHA U MOJUOKCUTIPOITIIIEHA, HATPHS TUOKCUXOJIAT.
[IpennoururensHO nonucopoaT 20 UCHOIB3yeTCs B KOHIEHTpauuu oT okouio 0,5% 1mo okouo
3%, Gonee npeanoyTuTeabHO OT OKOJIO 0,5% 10 0K0JI0 2%, HanboJee MPEANOYTHTETHLHO
okoJio 1,1% (macc./006.).

[0100] TITomxonsmme OydepHbIe areHThl MPEACTABIAIOT COOOH COMH CITA0BIX KHCIIOT U
JOJKHBI UCTIONB30BATHCS B KOJIUYECTBE, JOCTATOYHOM JIJISI TPUBENCHUS KHUCJIOTHOCTH
nucnepcuu k pH 6,0. IIpenqnouturensHo, pH Haxonuresa B 1uana3oHe oT 0koso 6,0 10 0koio
9,0. unu B nnana3oHe oT 0koj0 6,0 10 okoJio 8,0; uu oT 0KoJ0 6,5 10 okojo 7,5. Hanpumep,
pH HaxoauTcs B nnana3zoHe oT 0koJio 6,0 1o okoso 6,5; wiu ot okoJio 6,5 1o okono 7,0; umm
ot okoJio 7,0 no okoso 7,5; unu ot okoJio 7,5 1o okoo 8,0; uiu oT okojio 8,0 10 okono 8,5;
WM oT okoJIo 8,5 1o okoo 9,0. OcoOeHHO NPEATIOUTUTENBHBIM SIBJIIETCS IPUMEHEHHE CMECH
6e3BonHoro ruapodocdara Hatpus (kak npasuio, okojo 0,9% (macc./06.)) u
MoHoHaTpuiidochara MoHOrHIpaTa (kak mpasmio, okojo 0,6% (macc./00.)). Takoit Oydep
TaK)Ke MPUIAeT TUCTIEPCUN U30TOHUYECKUE CBONCTBA U, KPOME TOTO, YMEHBIIIAeT YPOBEHb
(bIIOKKYJISIUAN COAEPIKAIIErocs B CYCIIEH3UU CIIOKHOTO 3upa.

[0101] KoHcepBaHTBI PEACTABISIOT COOON MPOTHBOMHUKPOOHBIE BEIIECTBA U
AHTUOKCHIAHTBI, KOTOPBIE MOKHO BBIOMPATDH U3 IPYIIIBI, COCTOSIIEN U3 OEH30MHOM KMCIIOTHI,
OEH3MIIOBOTO CITUPTA, Oy THIIMPOBAHHOTO THAPOKCHAHU30J1A, Oy THIIMPOBAHHOTO
THIPOKCHUTONYOJIa, XJI0opOyTOoa, ramiara, runapokcudensoara, DJTA, denona, xnopkpesona,
MeTakpe30Jia, OEH3eTOHHS XJIOPUIA, MEPUCTUII-TAMMA-TIMKKOJIUHIS XJIOPH/IA,
benmnpTyThALIETaTA H TUMEpOCATa. B uacTHOCTH, peanodTeHne oTaaeTcs OEH3MI0BOMY
CIHPTY, KOTOPBIH MOKHO MCIIOJIb30BAaTh B KOHLIEHTPALIUH 10 0KoJI0 2% (Macc./00.),
MPEINOYTUTENBLHO 10 oKoJio 1,5% (Macc./00.).

[0102] H30TOHU3UPYIOLINE areHThI MPEACTABIIOT COOOMH, HATIPUMED, XJIOPUI HATPUS,
IEKCTPO3y, MAHHHT, COPOUT, JIAKTO3y, cyJbdar HaTpus. CycneHsuu conepkar ot okoio 0%
1o okoisio 10% (macc./00.) M30TOHU3UPYIOIIEro areHTa. MaHHUT MOYKHO UCTIOJIb30BaTh B

KOHLIEHTPALMH OT 0K0oJio O 10 0koJ10 7%, ogHaKo Oosee MpennoYTHTEIbHbI KOHLEHTPALIUU OT
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okoJio 1% no okoso 3% (macc./00.), ocobenHo ot okono 1,5% no okoio 2% (macc./00.)
OJTHOTO WK OOJIee 3IEKTPOIUTOB HCIIONbB3YETCs IS MPUIAHUS CyCIIEH3UN H30TOHUYHOCTH,
BEPOSITHO, ITOTOMY YTO MOHBI IOMOTAIOT NMPEAOTBPAIIATh (PIOKKYJIALNI0 HAXOASAIIErocs B
CYCIEH3HMH CIOXKHOTr0 3dupa. B uactHocTH, 31€KTpoauThl Oy(depa BHICTYAIOT B KAYECTBE
M30TOHM3HUPYIOLIETO areHTa.

[0103] OcobeHHO LIEHHBIM CBOMCTBOM MHBEKLIMOHHOT'O COCTABA SIBJISIETCS] IPOCTOTA
BBeIeHUs. B 4aCTHOCTH, Takasi UHBEKLHUS JOJKHA OBITh OCYILIECTBUMA C UCTIOIB30BAHUEM KaK
MOKHO O0Jiee TOHKOW UIJIbl B TEYEHHE MAKCUMAJIBHO KOPOTKOTO MPOMEKYTKA BPEMEHHU. JTO
MOYKET OCYIIECTBJISITHCS C TOMOIIBIO BOJHBIX CYCIIEH3UH 110 HACTOSALIEMY H300pETSHUIO
NyTeM MOJAEPIKAHUS OMPENENIEHHBIX BA3KOCTEH, MO3BOJSIFOLINX JIETKO HAOUPATh CyCIIEH3UI0
B IINpuL (Harpumep, U3 GiakoHa) U BBOAUTD Yepe3 TOHKYIO uriy. Hampumep, BA3KOCTh
PP1M cocrasnsieT MeHee yeM okouo 75 mllasc unmn menee yem okosno 60 mllasc npu
KOMHATHOHN TeMITEpaType, U JIsl HEro OOBIMHO HCMIONB3YIOT 1-miofiMoByto uriy 23G nmm 1%%-
mroiimoByto urny 22G. {ns PP3M o0bpraHO ucnionbs3yioT 1Y2-aroiiMoByto urny 22G wnu 1-
nrorimoByto urity 22G. A st PP6M o0bruHO ncnonb3yroT 1Y2-mroiimosyro urny 20G

[0104] B uneane, BomHbIE CYCIIEH3UU MO HACTOSIIEMY M300pETEHUIO OYAYT CONEPKATh
CTOJIBKO MAJTUIEPUI0OHA TAIbMUTATA, CKOJIBKO MOJKET MEPEHOCUTHCS, YTOOBI yIePIKUBATh
00beM UHBEKLNH Ha MUHUMAJIBHOM YPOBHE, U IIPH 3TOM COAEP>KaTh MUHUMAJIBHO
BO3MOYKHOE KOJIMYECTBO OCTAJIbHBIX UHIPEIUEHTOB.

[010S] B uactHocTH, 1t PP3M unu PPO6M xoMno3uuust COAEp>KUT UM COCTOUT IO
cymiecTBy u3 (a) ot okoso 200 1o okosno S00 mMr/mn nanunepuaoHa nanbMuTara; (b) OT OKoJIo
2 110 OKOJIO 25 MI/MJT CMauMBaIOLIEro areHTa; (¢) oT OKoJo 2,5 10 0koyio SO Mr/Mi1 OTHOTO
i 6onee Oydepubix areHTos; (d) oT okoo 25 10 okoo 150 Mr/mMit CyCrieHIUPYIOIIero
areHTa, (e) HeoOs3aTeNbHO, 10 0KOJI0 2% (Macc./00.) koHcepBaHTOB; | (f) BOABI, CKOJIBKO
notpebyercs st nosenenust 10 100%. Kak mpasuio, kommnosuust PP3M unu PP6M umeer
pH ot oko510 6,0 10 okoJio 8,0, mMpeAnOUTUTENBHO OT OKOJIO 6,5 10 oko0 7,5.

[0106] B npyrux BapuaHTax ocyiuectBieHus i PP3M unu PP6M komMnosunusi COnepkut
WJIA COCTOUT IO CYIIeCTBY U3 (a) oT okoio 250 10 okoyio 400 Mr/mit majiunepuaoHa
nanpmuTara; (b) oT okoJo 5 10 okono 20 MI/MIT CMa4HBAKOILETO areHTa; (C) OT OKOJIO 5 110
OKOJI0 25 Mr/mut onHoro wiu 6osee OydepHbIx areHTos; (d) ot okoso 50 go okono 100 mr/mn
CYCIIEHANPYIOIIEro areHTa; (¢) Heods3aTeNbHO, 10 0KoIo 2% (Macc./00.) koHcepBaHTOB; U (f)
BOJIbI, CKOJIBKO moTpedyercst 1ist nosenerus 1o 100%.

[0107] B npyrux BapuanTax ocyiuectsieHus 1iast PP3M unun PP6M xoMno3unusi COOep>KUT

WJIA COCTOUT IO CYIIeCcTBY U3 (a) oT okosio 280 10 okoso 350 Mr/mut najnunepuaoHa
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nanpmuTtara; (b) oT okoJo 8 10 0koIo 12 MI/MIT CMa4MBarOIIETO areHTa; (C) OT OKOJIO 5 10
okoJio 15 Mr/mut onnoro wiu 6osee OydepHbIx areHTos; (d) oT 0kos0 65 10 okoJo 85 Mr/mi
CYCIIEHAMPYIOIIEro are’ra; (e) HeoOs3aTeNbHO, 10 0K0JI0 2% (Macc./00.) koHcepBaHTOB; U (f)
BOZIBI, CKOJIbKO noTpedyercst 1uist nosenenus 1o 100%.

[0108] B ompeneneHHbIX BapuaHTax OCYILECTBICHMs aKTUBHBIN UHrpeaneHt B PP3M unu
PP6M mnpencrasnsier coboii nanunepuaoHa majabmutaT (0kojo 312 mr/mi). B onpeneneHHbIx
BApPUAHTAaX OCYILECTBIICHHs HEAKTUBHbIE UHIpeaneHThl B PP3M unu PP6M npencrasisator
coboii momucop6at 20 (okojyio 10 mr/min), noaustuneHraukosb 4000 (okojo 75 mr/min),
JMMOHHOH KHCJIOTBI MOHOTHAPAT (OKOJIO 7,5 Mr/mi), Hatpus nuruapodocdar MoHOTUApAT
(oK0J10 6 MI/MIT), TUAPOKCUI HATPUS (OKOJIO 5,4 MI/MJT) U BOAY JUJIst HHBEKIMH. TUMUYHbIH
PP3M onucan B npumepe 2. Tunuuneiii PP6M onucan B npumepe 3.

[0109] B uactHOCTH, KOMIO3uIwMs st PP1M Oyner conep:kaTh U COCTOSATD MO CYIIECTBY
U3, B MACCOBBIX MPOLIEHTAX B pacueTe Ha o0muii oobeM koMno3unud: (a) ot okoio 1% no
50% (macc./00.) manunepunona nangemurata; (b) ot okono 0,1% no 5% (macc./00.)
CMauMBAIOIIEro areHTa; () onHoro wiu dojee Oydepubix arentos; (d) ot okoro 0,1% no
okoJi0 5% (Macc./00.) cycneHaupyroImero areura; (e) Heods3arenbHo, 10 0KoJo 2%
(macc./00.) xorcepBanTOB; 1 (f) BOmbI, CKOJIBKO TIOTpedyercs st nosenenus 10 100%. Kak
npasuiio, komnosuuus PP1 umeer pH ot okoso 6,0 1o okono 8,0, npenanoyTUTeNnsHo OT
0K0JI10 6,5 10 oKoJIo 7,5.

[0110] Komnosuuus PP1M nmpennoyTuTenbHO COAEPKUT WM 11O CYLECTBY COCTOUT U3, B
MAaCCOBBIX MPOLIEHTAaX B pacyere Ha oOmmii 00beM KoMno3unuu: (a) ot okoso 2% 1o 40%
(macc./00.) mamunepunona najgbmurara; (b) ot okoso 0,25% no 3% (macc./06.)
CMauMBAIOIIEro areHTa; (¢) onHoro wiu 6ojee OydepHbix arentos; (d) ot okoso 0,25% no
okoJ10 3% (Macc./00.) cycneHaupyroIero areura; (e) HeoOs3aTenbHo, 10 0KoJIo 2%
(macc./06.) xoncepsanToB; u (f) Boxabl, ckonbko noTpedyercs as noseaeHus 1o 100%.
[0111] Kowmmnosuuus miis PP1M Oyner 6ofiee npennoYTUTEIbHO CONEPKATh UIH COCTOSITh
IO CYIIECTBY U3, B MACCOBBIX MPOLEHTAX B pacyeTe Ha OOl 00beM KOMIO3HLUY: (2) OT
okoJio 3% 1o 20% (macc./06.) nanunepunona najgpmurara; (b) ot oxono 0,5% no 2%
(macc./00.) cmaunBaromero arenta, (¢) oqHoro wiu oonee OydepHbix areHToB; (d) OT OK0JIO
0,5% no okono 2% (macc./00.) cycneHAnpyroIero arelra; (€) Heods3aTebHO, 10 0KoJIo 2%
(macc./06.) xoncepsanToB; u (f) Boxbl, ckonbko noTpedyercs ans noseneHus 1o 100%.
[0112] B uactHOCTH, KOMMo3umus st PP1M conepskuT min COCTOUT IO CYINeCTBY H3 (a) OT
okoJ10 50 1o okoso 250 mr/mi nanunepunoHa najapmuTara; (b) ot 0koso 2 10 OKOJIO

25 Mr/mi cMauuBarOIIEro areHTa; (¢) ot okoJjo 2,5 10 okoxo 50 mMr/mn ogHOro mnu donee



10

15

20

25

30

32

OydepubIx areHTOB; (d) OT 0KOJIO 5 10 OKOJIO 75 MI/MII CyCIEHIUPYIOLIETO areHTa, (e)
HeoO0s13aTeIbHO, 10 0KoJio 2% (Macc./00.) koHcepBaHTOB; U (f) BOIbI, CKOJBKO OTpedyercs
ansa nosenenus 1o 100%.

[0113] B npyrux BapuaHTax ocyiuecTsiaeHus komnozuuus aas PP 1M conepsxut unu
COCTOUT MO CyIecTBy 3 (a) oT okosio 100 10 okoso 200 Mr/mi majaunepuaIoHa NalbMHUTATA,
(b) oT 0k0J10 5 10 0KOJI0 20 MI/MJT CMaYUBAIOLIETO areHTa; (¢) OT OKOJIO 5 10 OKOJI0 25 Mr/mit
onHoro uiu 6onee OydepHbix areHTos; (d) ot okono 10 1o okos0 SO Mr/mn
CyCIeHAupYyroIero arelra; (e) 1o okono 2% (macc./00.) koHcepBaHToB; U (f) BOIBI, CKOJIBKO
notpedyercs st noBeaenus 10 100%.

[0114] B npyrux BapuaHTax oCyllecTBieHHs komnosuuus 1js PP 1M copepxut nnn
COCTOMT IO CyIIecTBY 13 (a) oT okoyio 140 1o okono 180 Mr/mit nanunepuIoHa majibMUTATa;
(b) ot okos0 8 10 0KOJIO 16 MI/MIJI CMaYUBAKOIIETO areHTa; (C) OT OKOJIO S5 10 oKouo 15 Mr/mn
onHoro wiu 6onee OydepHbix areHToB; (d) oT okono 20 1o okojo 40 Mr/mi
CYCIIEHANPYIOIIEro areHTa; (€) Heobs3aTeNbHO, 10 0KoIo 2% (Macc./00.) koHcepBaHTOB; U (f)
BOJIbI, CKOJIBKO moTpedyercst 1ist nosenerust 1o 100%.

[0115] Hawubonee npeAnoOYTUTENHLHO aKTHBHBINA HHrpenueHT B PP 1M npencrasisier codoit
nanunepuioHa najgbMuTat (okoso 156 mr/mur). Hanbonee npeanodTuTenbHO HEAKTUBHBIE
unrpenuentsl B PP 1M npencrasisitor coboii nosucopdar 20 (okoso 12 mr/min),
nomuyTHIeHr Kok 4000 (oxoso 30 MI/MiT), MOHOTHAPAT JUMOHHOMN KHCIOTHI (OKOJIO

5 mr/mi), MmoHoruapat auruapodocdara Hatpust (okoso 2,5 mr/min), nuHATpUS runpodocdar
6e3BozHBIH (OKOJIO S MI/MIT), THIPOKCH] HaTpust (OKOJIO 2,84 Mr/mit) U BOAY JUI MHBEKLMH.
Tunuunsiii PP1M onucan B mpumepe 1.

[0116] IIpeanoyTHUTENBHO MOJYYaTh BOAHYIO CYCIIEH3UIO B CTEPUJIbHBIX YCIOBUSX U HE
UCTIOJIb30BaTh HUKAKUX KOHCEPBAHTOB. COOTBETCTBYIOIINE CITOCOOBI ISl ACENTHYECKOTO
MOJTyYEHUS MATUTIEPUIOHA MajibMUTaTa onucanbl B marenre WO 2006/114384, koTopbrii
BKJIFOYEH B HACTOSLINI JOKYMEHT IyTEM CCBLIKH.

[0117] TlIpeamoururenvHas BOIHAS TO3MPOBaHHAS (POpMa CONEPIKUT HEAKTUBHbBIE
UHIPEIUEHTHI, KOTOPbIE MPEACTABISIOT co00i momucopdat 20, noausTrieHraukois 4000,
MOHOTHIPAT JUMOHHOHN KUCIOTHI, AMHATPUs ruapodocdar 6e3BOgHBINH, MOHOTHIPAT
auruzapodocdara HATPHsL, THAPOKCU HATPHSI U BOAY AJISI MHbEKLUH.

[0118] B manHOM HOKYMEHTE 1032 WM TO3MPOBKA BBIPAXKAETCS B MIJUTUTpaMMax (Mr)
NaJUIEPUAOHA TAIbMUTATA.

[0119] IIpuMEHHUTENBHO K MIECTUMECIYHOMY UHTEPBAIy MEXKIYy BBEACHUSMU IIpErapara,

AO3HUPOBKA NATUNICPUAOHA MAJIbMUTATA TAKKE MOKET BbIPAXKATHCA B MI' SKBUBAJICHTAX (MF—
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9KB.) MAJHNEPHUIOHA, rae okoo 1092 u 1560 Mr nanunepunoHa najbMUTAaTa SKBHBAJICHTHBI
0k0510 700 1 1000 Mr-skB. majunepuIoHa COOTBETCTBEHHO. [[J1s MeCTUMECIYHOTrO HHTEpBaia
MPEANOYTUTENBHO BBOJUTh NALUEHTAM A03bl, coaepxkalue oT 0koao 700 Mr-skB. 10 OKOJIO
1000 Mr-skB. nanunepuaoHa uiu ot okosno 1092 mr no oxoso 1560 Mr nanunepunoHa
NajbMUTATA.

[0120] IIpuMEHHUTENBHO K TPEXMECAUYHOMY UHTEPBAIYy MEKAY BBEIECHUSIMU Mperapara,
J03UPOBKA MaJUIIEPUOHA MAaJbMHUTATa TAKKE MOXKET BbIPAXKaThCs B MI' 9KBUBAJIEHTAxX (Mr-
9KB.) MAJMIIEPUIOHA, e OKojio 273, 410, 546 u 819 Mr nanunepuaoHa najbMUTaTa
SKBUBAJIEHTHBI OKOJIO 175, 263, 350 1 525 Mr-skB. naaunepuaoHa COOTBETCTBEHHO. [{is
TPEXMECAYHOIO NHTEPBAJIA IPEANOYTUTENLHO BBOJUTD NALIUEHTaM A03bl, COAEpKAIIUE OT
0Kk0J10 175 Mr-3KB. 10 OKOJIO 525 Mr-3KB. NATUNEPUAOHA UK OT OKOJIO 273 MI 10 OKOJIO

819 Mr nanunepuaoHa NajabMHUTATA.

[0121] IIpuMeHHUTENBHO K ONHOMECSYHOMY MHTEPBANy MEXy BBEICHUAMHU Mpenapara,
TO3UPOBKA MAJUINEPUAOHA NMATbMUTATA TAKXKE MOXKET BbIPAXKATHCSI B MI' SKBHUBAJIEHTAX (MT-
9KB.) MAJMINEPHUIOHA, Tae oKoJyio 39, 78, 117, 156 u 234 mr nanunepuaoHa majibMUTaTa
SKBHUBAJIEHTHBI 0KOJI0 25, 50, 75, 100 u 150 Mr-skB. najaunepuaoHa COOTBETCTBEHHO. [
OIHOMECSAYHOIO UHTEPBaJa NPEANOYTUTEIBHO BBOAUTD NALUEHTaM A03bl, COAEPIKALIUE OT
OKOJIO 25 MI-3KB. 10 0KOO 150 Mr-3kB. nanunepuaoHa Wik OT OKOJIO 39 Mr 10 OkoJIo 234 Mr
NaJUIepuoHa NajabMUTATA. UK OT 0KOJI0 100 Mr-okB. 10 0k0j10 150 Mr-5KB. majauNepuIOHa,
WX OT 0KOJIO 156 Mr 10 oxono 234 Mr naaunepuaoHa NajabMHUTATa, HAIpUMeEp, OKOJIo 156 mr
NaJUNEepPUIOHA MaJIbMUTATA WIH OKOJIO 234 MI MaJUNepUOHa NaJIbMHUTATA.

[0122] TepMUH «aHTUIICUXOTHYECKOE CPEACTBO» MJIN KAHTUIICUXOTUYECKOE JIEKAPCTBEHHOE
CPEACTBO» B TAHHOM JIOKYMEHTE O3HA4aeT JIF0OOe JIEKapCTBEHHOE CPENICTBO, UCTIONIb3YEMOe
IUTs1 YMEHBLIEHUsSI U CMATYEeHUs] CUMIITOMOB IICUX03a Y Y€JIOBEKa C ICUXUYECKUM
PacCTPONCTBOM.

[0123] B naHHOM NOKYMEHTE TEPMHH (IICUXUATPUUECKUI NALUEHT» O3HAYAET YEJIOBEKa,
KOTOPBIH SIBISIETCS OOBEKTOM JICUEHUS HITH SKCIIEPUMEHTA B CBSI3U C KIICUXHUECKUM
PacCTPOICTBOMY HITH «IICHXUYECKUM 3a00JI€eBAHIEM», KOTOPBIE OTHOCSTCS K TEM
3a0oneBaHMsM, KOTOpBIE TIepeuncIiieHsl B u3gannu Diagnostic and Statistical Manual (DSM
5), BbIyIIEeHHOM AMepHKaHCKoN ncuxuarpuyeckoi accoruanueii (AAIT). Cneunanucram B
TAaHHOM 00JacTu OyJeT MOHSTHO, YTO CIOXKHBIE 3(pUPHI MAJTUIIEPUIOHA (HapuMep,
NAJUTIEPUIOHA MTATBMHUTAT) MOKHO BBOAMTDH NICUXUATPUUECKUM MMALUEHTaM IPH BCEX
W3BECTHBIX IPUMEHEHHUSX PHUCIIEpUAOHA. Takne MCUXUUecKre HapyIeHHs BKIIOYaoT, 0e3

OrpaHUYEHUH, MU30(pPEHNI0; OUITONIIPHOE PACCTPOICTBO MIIH Ipyrue OONe3HEHHbIE
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COCTOSIHUS, B KOTOPBIX MOATBEPIKAAETCS NICUX03, ArPECCHUBHOE MOBEIEHUE, TPEBOKHOCTD WIIH
nenpeccusi. Kak ykazano B DSM-5, mmsodpennst OTHOCUTCS! K COCTOSIHUSIM,
XapaKkTepU3YIOMUMCS Kak Mu3oppeHus, mm3oapheKTHBHOE PACCTPONCTBO U
mu3odpenodopmHbie paccTporicTa. bunonsipHoe paccTpoOiCTBO OTHOCHTCS K COCTOSIHUIO,
XapaKTepU3YyIOLIeMyCst Kak OUITOJISIPHOE PacCTPONCTBO, BKIFOUAs OUTIOISPHOE PACCTPONHCTBO
I u Gunonsiproe paccrpoiicrso 1. DSM Obuio noarorosneno Task Force on Nomenclature
and Statistics AMepUKaHCKOH NCUXUATPUYECKON aCCOLMALIUU U TIPENOCTABIISIET YETKOE
ONHCAaHHUEe TUATHOCTUYECKHX KaTeropuil. [laronorniyecknue NCHXoJ0rH4ecKue COCTOSTHUS,
KOTOPBIE SBJISTFOTCS ICUX03aMH MJIH ACCOLIUMPYIOTCS C ICUXOTHYECKUMHE MTPU3HAKAMH,
BKJTIOYAIOT, 0€3 OrpaHUYeHuH, CIEAYIOIIHe PACCTPONCTBA, OXapakTepru3oBaHHbie B DSM.
Diagnostic and Statistical Manual of Mental Disorders, Revised, Sth Ed. (2013).
CrienanmictaM M3BECTHBI AJIbTEPHATHBHBIE HOMEHKIIATYPbI, HO30JIOTH4eCKHne GOpMBI 1
CHCTEMBI KJIaCCU(PUKALIIH, UCTIONB3YEMBbIE ISl OTTMCAHUS MTATOJIOTHUECKUX TICHXOJIOTHUECKUX
COCTOSIHUH, U 3TU CHCTEMBI IIOCTOSTHHO Pa3BUBAIOTCS IO MEPE PA3BUTHSI MEAULIMHCKON HAYKH.
ITprMepsl MaTONOTHUECKUX MCUXOJIOTHIECKUX COCTOSTHUN, KOTOPbIE MOYKHO JICYHTD,
BKJIFOYAIOT, HO HE OTPAHUYMBAIOTCS] MU, JIETKYI0 YMCTBEHHYIO OTCTAJIOCTh, YMEPEHHYIO
YMCTBEHHYIO OTCTaJIOCTh, TSDKENIYIO YMCTBEHHYIO OTCTAJIOCTh, KPaiHe TSDKENYI0 YMCTBEHHYIO
OTCTAJIOCTh, YMCTBEHHYIO OTCTAJIOCTh HEYCTAHOBJICHHOM CTETIEHH TSKECTH, ayTHUECKHE
paccTpoiicTBa, cuHApPOM PeTTa, ne3uHTerpaTuBHbIE PACCTPONCTBA ETCKOIO BO3PACTa,
cHHAPOM Acneprepa, HEyTOYHEHHOE MHbIM 00pa3oM MepBa3sHBHOE PACCTPOICTBO PA3BUTHS,
CHHAPOM HapyIIEHHs] BHUMAHHS C THIIEPAKTHBHOCTHI0 KOMOMHUPOBAHHOIO THIA, CHHAPOM
HapyIIeHHUs BHUMAHUSI C THIIEPAKTUBHOCTBIO € MPeodIagaoniM AeUIMTOM BHUMAaHHS,
CHHIPOM HapyIIEHUs] BHUMAHUS C THIIEPAKTHBHOCTBIO C MPE00IagaroIuMu
TUMEPAKTUBHOCTHIO U MMITYJIbCUBHOCTBIO, CHHIPOM HAPYIICHUS BHUMAHUS C
TUTNEPAKTUBHOCTHIO HEYTOYHEHHBINH HHBIM 00pa30M, pacCTPOHCTBO MOBEACHUS (IETCKUIA

Y MTOAPOCTKOBBIN THII, BBI3BIBAIOLIEE OMMO3ULIMOHHOE PACCTPONCTBO, paCCTPOUCTBO
COLIMAJIbHOTO TIOBEACHHSI, HE YTOUHEHHOE MHBIM 00pa30M, OAMHOYHBIA arpecCUBHBIN THII,
paccTpoiicTBo moBeneHus, HenudHepeHUnpPOBaHHbIN TUI, CHHAPOM TypeTTa, XpOHHYeCKoe
BOKaJIbHOE WJIM MOTOPHOE THKO3HOE PACCTPOMCTBO, TPAH3UTOPHOE THKO3HOE PACCTPOICTBO,
TUKO3HOE PAaCCTPONCTBO, THKO3HOE PACCTPONUCTBO, HE YTOYHEHHOE HHBIM 00Pa3oM,
AJIKOTOJIbHBIA MHTOKCUKAIIMOHHBIN IENUPHIA, AIKOTOJIbHBINA aOCTHHEHTHBIN NENUpHI,
BBI3BAHHAS AJIKOTOJIEM ITEPCUCTUPYIOIIAS IEMEHIHS, BbI3BAHHOE aJIKOTOJIEM IICUXOTHYECKOE
paccTpoicTBO ¢ OpenoM, BEI3BAHHOE AJIKOTOJIEM IICUXOTHUECKOE PACCTPOMCTBO €

raJurronquHaluAMHA, HHTOKCHKaIlMsA aM(I)eTaMI/IHOM nin CUMIIATOMUMETHUKOM aHAJIOTHYHOI'O
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IEWCTBUS, BBI3BAHHBIN aM()ETAMHHOM MJIH CHMIIATOMUMETHUKOM aHAJIOTUYHOTO AEHCTBUS
IEeTUPUH, BBI3BAHHBIA aM(EeTaMHUHOM UJIM CHMIATOMUMETHUKOM aHAJIOTUYHOTO AEHCTBUS
NICUX03 ¢ OpenoM, BbI3BaHHbIN aM(eTaMUHOM UJIM CUMITATOMUMETHKOM aHAJOTHYHOTO
AEWCTBUS MICUXO03 C TAJUTIOLMHALUSAMHE, BbI3BAHHOE KAHHAOMCOM IICUXOTUYECKOe
paccTpoNCTBO ¢ OpeoM, BEI3BAHHOE KAHHAOMCOM TICUXOTHUYECKOE PACCTPONCTBO

C FAJUTIOL[MHALMSIMHU, KOKAMHOBAsI MHTOKCUKALHS, KOKAWHOBBIH HHTOKCUKAILIMOHHBIN
JEeTUPUH, BBI3BAHHOE KOKAMHOM ICUXOTHYECKOE PACCTPONCTBO € OpeioM, BI3SBAHHOE
KOKAaWHOM IICUXOTHYECKOE PACCTPOMCTBO € TaJUTIO LIMHALIMSAMH, TaJUTFOLITHOTEHHAS
WHTOKCHKAIHS, TaJUTFOLIMHOT€HHbIH WHTOKCUKALIMOHHBIN TEJIUPHIiA, BBISBAHHOE
raJTFOLIMHOT€HOM TICHXOTHYECKOe PACCTPOICTBO € OpeaoM, BbI3BAHHOE raJUTFOLITHOTEHOM
IICUXOTUYECKOE PACCTPOICTBO € OpenoM, BEI3BAHHOE raJIIIOLIMHOI€HOM PacCTPOHCTBO
HACTPOEHMUs], BBI3BAHHOE rAJUTIOLIUHOT€HOM TPEBOXKHOE PACCTPONCTBO, CBA3aHHOE C

raJUTFO LIHHOT€HOM PacCTPOHCTBO, HE YTOUHEHHOE HHBIM 00pa30M, HHTOKCHKALUS
UHTAJISTHTAMH, eTMPUH, BbI3BAHHBIN HHTOKCHKALMEH MHTASTHTAMH, TTEPCUCTHPYIOLIAst
JEMEHIVsS, BbI3BAaHHASI MHTASIHTAMH, IICUXOTUYECKOE PACCTPONHCTBO € OpeIOM, BBI3SBAHHOE
MHTAJITHTAaMH, TICHXOTUYECKOE PACCTPONCTBO C raJUTFOLIMHALIMSIMY, BBI3BAHHOE HHTAJSTHTAMH,
PacCTPOICTBO HACTPOEHUS, BBI3BAHHOE MHIAISIHTAMH, TPEBOJKHOE PACCTPONCTBO, BBI3BAHHOE
MHTaJITHTAaMH, BbI3BAHHOE WHTAJSTHTAMU PAcCTPONCTBO, HE YTOUHEHHOE MHBIM 00pa3oM,
OMUOUHBIN MHTOKCUKALIMOHHBIN AETUPUH, BI3BAHHOE ONUATAMU TICUXOTHYECKOE
paccTpoNCTBO ¢ OpeIoM, BEI3BAHHOE OITMATAMU MICUXOTHYECKOE PACCTPONHCTBO €

raJuTO LIMHALIUAMY, BBI3BAHHOE OIHATaMU PACCTPONCTBO HACTPOEHUS], UHTOKCHUKALIUS
dennukmanaoM (PCP) nnm apuiiukiIoreKCHiIaMuHOM aHAJIOTHYHOTO eHCTBHS,

JeTUpPUi, BbI3BaHHBIH (eHIUKIuAUHOM (PCP) vin apriIUKIOreKCHIAMUHOM aHAJIOTHYHOTO
TEeWCTBUS, ICUXOTHYECKOE PACCTPONCTBO ¢ Openom, BeiBaHHOe (eHuukmanaom (PCP) win
APWIILHKIIOTEKCHIIAMIHOM aHAJIOTUYHOTO IEHCTBHS, ICUXOTHYECKOE PACCTPOICTBO

C TAJUTIOLMHALMSIMHY, BbI3BaHHOE (peHnuKnauHoM (PCP) win apuiinkiorekCuiIaMmHOM
AHAJIOTHYHOTO AEHCTBUS, PACCTPOMCTBO HACTPOCHHUS, BbI3BaHHOE (eHImKimanHoM (PCP)
WM apWIILUKIION€KCHIIAMHHOM aHAJIOTUYHOTO JEHCTBUS, TPEBOKHOE PACCTPONCTBO,
BbI3BaHHOE (heHIuKIANHOM (PCP) min apuiuKkiIoreKCuiiaMMHOM aHAJIOTUYHOTO IEHCTBHS,
paccTpoiicTBo, cBsizaHHOE ¢ peHuukInauHOM (PCP) mnn apuinukioreKCHIaMiHHOM
AHAJIOTHYHOTO ACHCTBUS, HE YTOYHEHHOE HHBIM 00pa30M, HHTOKCHKALHS CEAaTUBHBIMU
CpeACTBaMH, CHOTBOPHBIMHU TpenapaTaMy WM aHKCHOJIUTUKAMHU, NeTUPUH, BBI3BAHHBIN
CeaTUBHBIMH CPEICTBAMU, CHOTBOPHBIMH IperapaTaMi UIH aHKCUOJIUTUKAMH,

AOCTUHEHTHBIH CUHAPOM C ACTUPUEM, BBI3BAHHBIM CCAATUBHBIMUA CPEACTBAMU, CHOTBOPHBIMU
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npernapaTaMy M aHKCHOJIUTHKAMH, IEPCUCTHPYIOIAs IEMEHLVsI, BbI3BAHHASI CEaTHBHBIMU
CpenCcTBaMH, CHOTBOPHBIMH MpenapaTaMy MK aHKCHOJIUTHKAMH, ICUXOTHYECKOe
PaccTpoMCTBO ¢ OpenoM, BbI3BAHHOE CEAATUBHBIMH CPEICTBAMH, CHOTBOPHBIMH TIpenapaTaMu
VT aHKCHOJINTHKAMH, ICUXOTHYECKOE PACCTPONCTBO ¢ TAJUTIOLMHALIMSAMHE, BBI3BAHHOE
CEeaTUBHBIMH CPEICTBAMMU, CHOTBOPHBIMHU IIPENapaTaMy MJIM aHKCHOIUTHKAMH,
PacCTPOICTBO HACTPOCHUSI, BBI3BAHHOE CENATUBHBIMH CPEICTBAMU, CHOTBOPHBIMH
npernaparaMu HJIH aHKCHOJIUTHKAMH, TPEBOKHOE PaCCTPONCTBO, BI3BAHHOE CENaTHBHBIMU
CpencTBaMu, CHOTBOPHBIMH MpenapaTaMu WK aHKCUOJUTUKAMH, HHTOKCHUKALHS IPYTUMH
(MM HEM3BECTHBIMH) BEIECTBAMU, NEJHPUH, BBISBAHHBIN JPYTUMU (MJIH HEM3BECTHBIMHU)
BELL[ECTBAMH, MIEPCUCTUPYIOILAs IEMEHIIHsI, BbI3BAaHHAS IPYTUMH (MM HEM3BECTHBIMU )
BELLECTBAMH, IICUXOTUYECKOE PACCTPOICTBO ¢ OpeoM, BbI3BAHHOE APYTUMH (HJIH
HEU3BECTHBIMH) BEIECTBAMH, ICUXOTHYECKOE PACCTPONCTBO C TAJTIOLIMHALIUSMHE, BBI3BAHHOE
APYTUMH (WJTH HEU3BECTHBIMH) BELLIECTBAMH, PACCTPOICTBO HACTPOEHUS, BBI3BAHHOE
APYrUMH (MJIM HEU3BECTHBIMH) BELLIECTBAMH, TPEBOKHOE PACCTPOICTBO, BhI3BAHHOE APYTHMHU
(MM HEM3BECTHBIMH) BEIECTBAMHU, HE YTOUHEHHOE HHBIM 00pa30M PacCTPONCTBO,
BBI3BAHHOE JPYTUMH (MM HEM3BECTHBIMHU) BEIECTBAMH, 00CECCHBHO-KOMITYJIbCHBHBIMH
CHHIPOM, MOCTTPABMATHUYECKOE CTPECCOBOE PACCTPOICTBO, FeHEPAITM30BAHHOE TPEBOXKHOE
PaccTpOKCTBO, HE YTOYHEHHOE HHBIM 00pPa30M TPEBOKHOE PacCTPOICTBO, TENIECHOE
aucMopdudeckoe paccTpOCTBO Tea WIIM UIIOXOHAPHUUYECKHI HEBPO3, COMATU3UPOBAHHOE
paccTpoiictBo, Henubp hepeHUnpPOBaHHOE COMATOPOPMHOE PaCCTPOHCTBO, COMATOPOPMHOE
PaccTpOCTBO, HE YTOYHEHHOE HHBIM 00pa30M, HHTEPMUTTUPYIOLIEE KCITIO3UBHOE
PacCTPOICTBO, KIENTOMAHMUS, TTATOJIOTHYECKOE MPUCTPACTHE K a3aPTHBIM UrpaM, MUPOMAHMS,
TPUXOTUJJIOMAHUSI U PACCTPONCTBO KOHTPOJISE Ha T MOOYKAEHUSMH, HE YTOUHEHHOE HHBIM
obpazom, mm3odpeHoGopMHOE paccTpONCTBO, mu3oahHEeKTUBHOE PACCTPOHCTBO, OpenoBoe
PaccTpOCTBO, HHAYLMPOBAHHOE MCHXOTHYECKOE PACCTPONCTBO, MCUXOTUYECKOE
PacCTPOICTBO ¢ OpeoM, CBSI3aHHOE ¢ OOIIMM COMATHYECKUM 3a00JIeBaHUEM, TICHXOTUYECKOE
PacCTPOMCTBO € raJUTFOLIMHALIUSMHE, CBSI3AHHOE C OOIINM COMATHYECKUM 3a00IeBaHUEM,
HEYTOYHEHHOE MCUXOTUYECKOe PACCTPOICTBO, ri1yOoKast AeMpeccHs, €AMHUYHBIN SMH30/,
Tsokenas popma, 6e3 ICUXOTHYECKUX MPU3HAKOB, TITyOOKast AenpeccHsi, peUIHBUPYOIIAs,
Tsokenasi popma, 6e3 MCUXOTHYECKHX MPU3HAKOB, OUIOJISIPHOE PACCTPONCTBO, CMELIAHHOE,
Tspkenasi popma, 6e3 MCUXOTHYECKHX MPU3HAKOB, OUIOJISIPHOE PACCTPONCTBO, CMELIAHHOE,
TsoKenast popma, ¢ MICUXOTUIECKUMH MPU3HAKAMH, OUITOJISIPHOE PacCTPOICTBO,
MaHHuaKajbHOe, TsoKenas popma, 0e3 NCUXOTHYECKHUX MTPU3HAKOB, OUTIONISPHOE PACCTPOICTRO,

MaHHAKaJIbHOEC, TAXKEIada (bopMa, C MCUXOTUYCCKUMU MPU3HAKAMHU, 6I/IHOJ'I${pHOG
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PacCTPOICTBO NeNpecCUBHOE, Tskenast opMa, Oe3 ICUXOTHIECKUX MTPU3HAKOB, OUTIOSIPHOE
PacCTPOMCTBO NEMPECCUBHOE, TskeNast (opMa, ¢ ICUXOTUIECKUMHU NPU3HAKAMH, OUITOIApHOE
paccrpoiictso Il Tuna, bunonspHOe paccTpONCTBO, HE YTOUHEHHOE MHBIM 00pa3oM,
NapaHOUaJbHbIE PACCTPONCTBA JIMYHOCTH, IIW30UAHbBIE PACCTPOICTBA INYHOCTH,
MIM30TUIINYECKHE PACCTPOMCTBA JTUYHOCTH, AHTUCOLMAIbHBIE PACCTPONCTBA JIMYHOCTU U
PacCcTpONCTBA JUYHOCTU NMONPAHUYHOIO TUIA.

[0124] B naHHOM OKYMEHTE TEPMHH «TepaneBTHYECKH 3(P(HEKTUBHOE KOJIUIECTBOY
O3Ha4yaeT KOJIMYEeCTBO aKTUBHOT'O COSAMHEHUS MITH (DapMaLieBTUYECKOTO areHTa,
BBI3BIBAOIIEE Y YEIOBEKA OMOJOTHYECKUI HITH METUIIMHCKUN OTBET, OJKUIAEMBbIi
UCCIIEIOBATENIEM, BPAYOM HJIH HHBIM MEAULIMHCKUM PaOOTHHUKOM M KOTOPBIH BKIIFOYAET
o0JyierueHre CUMIITOMOB 3a00JIEBAHUS HITH PACCTPONUCTBA, KOTOPBIE MOJIBEPTAKOTCS JICUEHHIO.
[0125] Crenuanuctel B 0biacTu jJedeHus 3a00JIeBaHUI MOTYT onpeneisiTh 3 dexTuBHOe
KOJIMYECTBO NMATUINEPUIOHA, KOTOPOE CIEAYET BBOAUTD AJIs JICUCHHS BbILIENEPEUUCIEHHBIX
3aboneBanuii. B kadectBe npumepa, 3P PpeKTHBHOE KOJUIECTBO MATUMIEPUAOHA TSl JICUSHUS
NCUXUYECKUX PACCTPONUCTB MOKET COCTABJIATH OT 0K0JI0 0,01 Mr/Kr 1o okoJio 2 MI/Kr Beca
TeNa B CyTKU. JIJIs IIEeCTUMECAYHOr0 UHTEPBAJIa BBEACHUs IPEANOYTUTEIBHO BBOIAUTD
ManyeHTam A03bl, coaepskamue oT 0kojo 700 mMr-skB. 10 okosio 1000 Mr-sks.
najunepuaoHa uim ot okoso 1092 mr go okoso 1560 Mr nanunepuaoHa NajJbMUATATA.
[TanunepuaoHa MaJIbMUTAT HA3HAYAIOT B KOJMYECTBE, IOCTATOYHOM, YTOOBI 00€CIIeYnTh
NOJIy4Y€HHE SKBUBAJIEHTHOM 103bl NAJIUIIEPUOHA, TTOCTIE TOrO KaK MPOU3OUIET OTILENIEHHE
OT CJIOKHOTO 3(hupa ocTaTka NaJIbMUTHHOBOI KUCIOTHI (Harpumep, 1560 Mr cooTBeTCTBYET
1000 mr nagunepuaoHa). s mecTuMecs T Y4HOTO MHTEepPBaja MPeanOYTHTEIbHO BBOIUTD
nalyeHTam A03bl, coaepskamue oT okojio 700 Mr-skB. 10 okosio 1000 Mr-sks.
najunepuaoHa wim ot okoso 1092 mr go okono 1560 Mr nanunepuaoHa NaJbMUTATA.
[0126] Crnenyrourue npuMepsl TPUBEASHBI ISl HILTOCTPALIMNA HEKOTOPBIX KOHLETIUH,
OMNMCAHHBIX B MIPeAeNax AAHHOro onucaHus. HecMoTpst Ha TO, YTO NpUMEP CUUTAETCS
00ecTeYnBarOIINM BAPHAHT OCYLIECTBIIEHHS, €r0 HE CIEAYET CYUTATh OTPAHHYHBAIO UM
OoJsee oOIye BapUAHTHI OCYIIECTBIICHUS, OMMCAHHBIE B JAHHOM JOKyMeHTe. Hike
MPUBEACHBI HE HMEIOIINE ONPAHUYUTEIbHOIO XapaKkTepa NPUMEpPBI AJ1s1 JONOJIHUTEIbHON
WUTFOCTPALMK HACTOsIIEero n3odperenus. Ecnu He ykazano uHoe, cchiiku Ha PP1M, PP3M u
PP6M B npumepax 4-9 oTHOCATCS K cocTaBam, onrcaHHeIM B ipumepe 1 (PP1M), mpumepe 2

(PP3M) u mpumepe 3 (PP6M).



38

IIpumep 1: OagHoMecsiuHBIH €COCTAB ¢ NPOJOHTHPOBAHHBIM BbicBoOoka1eHUueM (PP1M)
[0127] B npuseneHHOI HiKe Tabyule 2 MPeACTaBIEeH IPUMEpP OTHOMECSYHOTO COCTaBa C
3aMeIIeHHbIM BeIcBoOOkieHneM (PP1M), conep:xamiero 100 Mr/mit 5KkB. najaunepuioHa,

NPUTOHOTO 11t BHYTpUMbInedHoi (IM) nabexkunu.

5 Tao6auua 2. PP1M:
KomnoneHnT Konuenrpauus (Mr/mi)
PP — nanunepunona 156
MNaJbMUTAT,
ITonucopdar 20 12
IonusTunenriaukonas 4000 30
JIMMOHHOM KHCJIOTBI 5
MOHOTHJIPAT
Hunatpus rugpodocdar, 5
O€e3BOIHBII
Jurunpodocdara HaTpust 25
MOHOTI'UJpAT ’
I'unpokcun Hatpust 2.84
CT0IBKO, CKOJIBKO
Boga nns uabeknuu notpedyeTcst I1st
noseneHus 1o 1000 mxn

[0128] PP1M MoOeT BbIIABAaTBLCS B YK€ 3AMIOJIHEHHOM LINPULIE C TO3UPOBKAMU B
AuanasoHe oT 25 Mr-3kB. 10 150 Mr-5kB., MONTYYEHHBIX [TyTEM 3aMIOJIHEHUS IINPULIEB
paznuyHbIMU 00BeMamu 100 mr/mi 5kB. cycnieH3uu. B Tabnuue 3 nokasaHbl pa3indHble

10 JO3UPOBKH, pa3Mep IINPHUIA 1 HOMUHAIBHBIH 00bEM 3aIOJTHEHUS!.

Tab6auua 3 — No3uposka PP1M, pasmep mnpuua 1 00beM 3an0THeHHS

HomuHanbHbBII
Pasmep
HMo3a (mr) 00beM 3anoJTHeHUs
npuna
(1)
9KB. 25 0,5 mn 0,250
5kB. 50 0,5 mn 0,500
9KB. 75 Jovnaa 1 M 0,750
5kB. 100 Jnuna 1 M 1,000
9kB. 125 2,25 mn 1,250
9kB. 150 2,25 mn 1,500

[0129] B taGmamuie 4 onucaHbl KOMIIOHEHTHI MITIPHIIA, UCTIOIB3yEeMOro Jisl ymakoBku PP1M.

15 Tabauua 4. Komnonents! mmpuna aas PP1M

KomMmnonenr Onucanue

IIpo3paunsiii nukanyeckuit onedgunosbli cononumep (COC) ¢

Ivnuuap wnpuna o
BCTPOEHHBIM HAKOHEUYHHUKOM JIt03pa ¢ pasMepamMu AJIMHOU
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0,5 mn, 1 M unu 2,25 mn

BuHTOBOM KOJINTaY0K BbpoMOyTHIIOBBIN KaydyK, TEMHO-CEPBIN

bpomOyTunossiii kayuyk ¢ nokpbitueM FluroTec©, TemHo-cepblit
(nmna 1 Mo ucnonw3yercs i mnpuna 0,5 M 1 mnpuna
anuHOoM 1 mut; 1-3 My ncnosnb3yercst s mnpuna 2,25 min)

Orpannuurens xona
MOPLIHS

IIpumep 2: TpexmecsiuHBIH COCTAB ¢ MPOJOHTHPOBAHHBIM BhICBOOOkAeHHeM (PP3M)
[0130] B npuBeneHHO HuKe TabyuLle S TPEACTABIIEH TUITUYHBIA TPEXMECSIUHbIN COCTAB C
3aMeIIeHHbIM BhIcBOOOKieHueM (PP3M), conepskamtuii 200 Mr/mit 5KB. TaJIMNEPUIOHA,

5 NPUTOIHBIN 1Jis1 BHYTpUMbILIeuHo# (IM) nnbexuu.

Taoauua 5. PP3M:

KomnoneHT Konuentpanust (Mr/mi)
PP — nanunepuaoHa najipbMUTar, 312
ITomucopdar 20 10
TommyTunenrimkons 4000 75
JIMMOHHOI KMCIOTBI MOHOTHUIPAT 7.5
Jurunpodocdara HaTpust 6
MOHOTHUJIPAT
I'unpokcun Hatpus 5,4
CTONbKO, CKOJIBKO
Bona niist unbeknuu notpedyercst st
IoBeneHus 10 1 M

[0131] PP3M MOXeT BbLIaBaThCs B YK€ 3aMIOJIHEHHOM LINPULE C TO3UPOBKAMU B
auana3oHe ot 175 Mr-skB. 10 525 MIr-3KB., OJYYEHHBIX [TyTE€M 3aIIOJHEHUs LINPULIEB

10 paznuuHbIME 00beMamu 200 Mr/mi 5KB. cycrieH3un. B tabmune 6 mokasaHbl pa3inyHble
JO3UPOBKH, pa3Mep IINPHUIA 1 HOMUHAIBHBIH 0O0bEM 3aITOJTHEHUSI.

Tab6anua 6 — {o3uposka PP3M, pasmep mnpuua u 00beM 3an0THEHHS

Jo3a, BIpAKeHHAS Ho3za .
HomuHabHBIH
B KOJIMYECTBE B DKBHBAJICHTE Paszmep
00'beM 3aMOJTHEHHS
MAJINEePII0OHA MAJTITEPUI0HA mnpuna (1)
najapMuTara (Mr) (mr)

273 175 JmHa 1 M 0,875

410 263 2,25 M 1,315

546 350 2,25 M 1,750

819 525 2,8 Mt 2,625

[0132] B taGmauie 7 onucaHbl KOMIIOHEHTHI MITIPHIIA, UCTIOIB3YEeMOro JJisl ymakoBku PP3M.

15 Tab6auna 7. KomnonenTs! mmpuna aas PP3M

KomMnoneHnT Onucanue

IIpo3paunbiii nukanueckuit onedgunossbli cononumep (COC) ¢
[unuuap mnpuna | BCTPOCHHBIM HAKOHEYHUKOM JIr03pa ¢ pasMepaMu AJIMHON 1 mu,
2,25 My unu 2,8 M
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BuHTOBOM KOIMAa40K BpoMOyTHIIOBBIN Kay4dyK, TEMHO-CEPBII
BbpomOyTunoseiii kayuyk ¢ nokpbituem FluroTec©, Temuo-
cephlii (narHa 1 MJI HCHIOIB3YeTCs I WINPHULA IUIHHON 1 MIT, 1
1-3 MJ1 ucnosb3yercst Juis mmpuna 2,25 M 1 mnpuna 2,8 min)

Orpannuurens xona
MOPLIHS

IIpumep 3: lllecTuMecssYHbIN COCTAB € 3aMeJIeHHBIM BbicBoOoxka1eHHeM (PP6M)
[0133] B mpuBeneHHOI HIpke TabnuLe 8 MPECTaBIeH TUITUYHBIA HIECTUMECSYHBIN COCTAB C
3aMensieHHbIM BhicBOOOKAeHueM (PP6M), conepskamuii 200 mr/mi 5kB. [Tanunepunona

5 NaJIbMUTATA, PUTOIHBIN ISt BHyTpUMBbIIeYHOH (IM) nHbeKInn.

Taoauua 8. PP6M:

EnyuHnuuyHan Eannununan
KoOMIOHEHT KonuenTpanus A03a ao3a
(Mr/ma) (Mr/mmpuig (Mr/mmpuig
B A03e 3,5 mu) | B xo3e 5,0 ma)
PP — namunepunona 312 1092 1560
MAJIbMUTAT,
ITonucopodat 20 10 35 50
TMonustunenrmkons 4000 75 262,5 375
JIMMOHHOW KUCOTHI 75 26,25 37,5
MOHOTHIPAT
Hurunpodocdara HaTpus 6 1 30
MOHOTHIPAT
I'mppokcun HaTpust 5,4 18,9 27
Cronbko, Cronbko, Cronbko,
CKOJIbKO CKOJIbKO CKOJIbKO
Bona nns nabexumnn notpedyeTcst norpedyercst notpedyercst
IUIS TOBEEHUsSl | IUJIsl TOBEACHUS | AJIsl JOBEIEHUS
o 1,0 M 1o 3,5 M 10 5,0 M

[0134] PPO6M mMokeT BbLIaBaTBCS B YK€ 3aMIOJIHEHHOM LINPULE C TO3UPOBKAMU B
nuanasose ot 700 mr-3kB. 70 1000 Mr-skB., MOJYyYEHHBIX MyTEM 3aIIOJHEHUS IIIIPULIEB

10 paznuyabIMH 00BeMamMu 200 Mr/mit 5KB. cycnieH3ud. B Tabnuie 9 nokasaHbl pa3indHbIe
TO3UPOBKH, pa3Mep LITPHUIA U HOMUHAJIBHBIA 00bEM 3aTIOTHEHHS.

Tabanua 9 — losuposka PP6M, pazmep mnpuua 1 06beM 3ano0IHeHHs

J03a, BbIpaskeHHAsI Ho3za B HomuHaIbHBI
B KOJINYecTBe 3KBHUBAJIEHTE Pa3zmep o0bem
NaJUNepUuAoOHA NAJMNEePpUAOHA | IWINpPHIA 3aIMo0JIHEeHHS
NAJbMHUTATA (MI) (mr) (mJ1)
1092 700 5 Mn 3,5
1560 1000 5 M 5,0

[0135] B tabmuue 10 onmucaHbl KOMIIOHEHTHI LINPUIIA, UCIIONb3YEMbIe IS YITAKOBKU

15 MECTUMECAYTHOTO COCTaBa € MPOJIOHT'MPOBAHHBIM BI:;ICBO60}KI[6HI/IGM.
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Ta6auna 10. Komnonents! mmpuua ajasi PP6M

KomnoHeHnt Onucanue
[Ipo3pauHblii HUUKITNYECKH 01eMHOBBIIHI
Hunuuap mnpuna cononumep (COC) ¢ BCTpoeHHBIM
HAKOHEYHUKOM JItospa

BuHTOBO KOJMMA4YOK bpomMOyTHUIIOBBIH Kay4dyK

OrpaHu4urenb X0aa NOPIIHS bpoMOyTHUIIOBBIH KaydyK
IITok nmopurHs Ionunponunen
OrpaHuuuTenb X0/1a MOPIIHS
(MHaYe Ha3bIBAEMBIN YIIOP JJIS I'omononunponunexn
NAJTBIIEB)

IIpumep 4: /IBoliHOE ci1enoe, pAHAOMH3HOBAHHOE HCCJE10BAHNE 6-MeCSIYHOr0 COCTaBa

MNAJIbMUTHAOHA NAJBMUTATA ¢ AKTUBHBIM KOHTPOJIEM B NaPAJJICJbHBIX Ipynnax

Jlusaiin uccneoosanus

[0136] PannomMu3npOBaHHOE ABOMHOE CJIENOE, MHOTOLICHTPOBOE, UHTEPBEHLIMOHHOE
UCClIeIOBaHNE He MeHbIIeH 3 (HEeKTUBHOCTH, C AKTUBHBIM KOHTPOJIEM B IMaPaJUICTbHBIX
rpymnmnax. biok-cxema auzaiina uccienosanus npeacrasaeHa Ha @UI'. 1. Bee nmauueHTsl,
COOTBETCTBYIOLIME KPUTEPUSAM YUaCTHsA, Y KOTOPbIX HE HACTYIIJI PELIUUB, y4aCTBOBAJIHU B
¢aze ckpuHUHTA (10 BKIFOYUTENBHO 28 mHEl), moaaep kuBaroiiei ase, koropas Bxirouania 1
1Ky nabeknuu oo PP1M, mu6o PP3M (B 3aBucumoctu ot ¢assl, 1 wim 3 mecsa,
COOTBETCTBEHHO) M ABOIHOI cienol dase (12 mecsaues). Bo Bpemst 1BoiiHO# cienoi ¢assl
IUIAHUPOBAJIOCH BKJIIOYHTD 4 IUKJIa HHbeKIH PP3M (akTHBHBINH KOHTPOJIb) HIIH 2 LIUKJIA
unbekuuit PPOM (uccnenyemoro JiekapCTBEHHOTO CPEICTBA, YEPEAYIOLIEerocs ¢ mianedo).
[0137] TIlepen momnepskuBaroineii pa3oii HEKOTOPbIE CYOBEKThI YHACTBOBAN B MIEPEXOTHOM
dasze, ¢ 1 no 5 uabekuuii PP1M, eciu oHM BOLLITM B CCIEOBAHNE HA IEPOPATHHOM
AHTUIICUXOTUYECKOM Ipenapare, Ha UHbEKLIMOHHOM pucnepunose uim Ha PP1M,
WHHULIMUPOBAHHOM paHee, HO elle He CTa0mIn3upoBaHHOM. OOBbEeIMHEHHbIC IEPEXOTHYIO U
NOJ/IEPKUBAIOINYIO (Da3bl ajiee Ha3bIBAIOT OTKPBITON (ha3oil.

[0138] Panmomusanusi: 702 cyObekTa ObLIN PaHIOMHU3HPOBAHBI B COOTHOIICHNH 1:2 B
rpymmsl edenuss PP3M (n=224) wu PPOM (n=478). PangoMusaruo cTpatuuIIpOBaIIH 110
HCCIIEIOBATEIbCKOMY LIEHTPY U YPOBHIO MOAIEPKUBAIOIIEH 103bI (YMEPEHHON WIIN
BBICOKOH).

[0139] Bribopka st aHaIM3a OCHOBHBIX MOKa3aTenei 3pdexTuBHOCTH: aHATU3UpyeMast

BbIOOpKA MALIMEHTOB, KOTOPBIM Ha3Ha4YeHO ABoiHOE cienoe jeuenue (DB ITT), onpenenena
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KaK BCE PaHIOMHU3HPOBAHHBIE CYOBEKTHI, KOTOPbIE MOJYYHIN 110 MEHbLIeH Mepe 1 103y
JIEKapCTBEHHOT'O CPEACTBA B IBOITHOM CJIETIOM HCCJIEAOBAHUU.

[0140] IlepBuunas nepemeHHas 3h(PEKTUBHOCTH: MPOLEHT CYyOBEKTOB, KOTOPbIE HE UMENH
penuarBa B KOHIE 12-MeCcsauHOM ABOMHOM ciernoil (pa3pl, HA OCHOBE KYMYJIATUBHON OLIEHKH
BbUkMBaeMocTH Kannana-Meiiepa.

[0141] Tlomynsitwust Ayt AONMOJHUTENBHOTO aHaM3a 3(pekTHBHOCTU: BHIOOPKA /ISl aHATHU3A
IO TIPOTOKOJTY OTIpeeieHa KaK BCE PAaHIOMH3HPOBAHHBIC CYOBEKThI, KOTOPbIE MOJYYHIIN 110
MeHblel Mepe | 103y JeKapCTBEHHOr O Ipernapara B IBOIHOM CJIETIOM UCCIIEIOBAHUS U He
HMEJU CEePbe3HBIX HapYILIEHUH MPOTOKOJA, T. €., CEPbe3HbIX OTKJIOHEHUH OT MPOTOKOJA,
KOTOpbIE MOTYT BJIUATH Ha 3P PEKTUBHOCTD, TAKUX KAK HAPYLIEHHS LEJIEBOI UCCIeayeMOi
MOMYJISILAN, OLTHOKY B HA3HAYSHHUH JICYCHHUS WK HCIIOJIb30BAHIE UCKITFOUEHHOTO
JIeKapCTBEHHOTO Npenapara.

[0142] Tlomynsiuus ans aHanu3a OGe30nmacHOCTH: Takas ske, uro u uist [TT DB.

[0143] 3annanupoBaHHBIN pa3Mep BEIOOPKH: pa3Mep BbIOOPKHU AJIst IBOMHOM cienoit ¢assl
UCCIIEIOBAHMS COCTABIII 549 paHIOMHU3UPOBAHHBIX CYOBEKTOB, UCXO/IS U3 OINPEIeIeHUI
HEoOXOIMMOCTH 00ecneunTh Kak MUHUMYM 80% CTaTHCTHYECKYIO MOILIHOCTb IJIsI IEPBUYHOM
KOHEe4YHOH Touku. Onpenenenne pa3Mepa BBIOOPKH BKIIOYAET MPEAIONOKEHNS, YTO
OKHZaeMasi BBKHBAEMOCTD (TIPOIIEHT CyOBeKTOB 0e3 peruanBoB Yepe3 12 MecsieB) B IpyIie
PP3M cocrasnsier 85%, 1 4T0O 1-CTOPOHHMI YPOBEHDb 3HAUMMOCTH JIOJIXKEH COCTABIATH 2,5%.
VuuTthIBast 3TH NPeaNOIOKeHHs, TpeOoBantoch 549 cyOBEKTOB, PaHIOMU3UPOBAHHBIX B
cootHoweHnu 1:2 (PP3M:PP6M), urobsl nokasats, uro PP6M ne ycrymaer PP3M, co
CTaTHCTUYECKOM MOIIHOCTBIO 80%, ¢ mpenesioM He MeHbinel 3¢ dexruBrocTr 10% mist

nporieHTa cyObeKTOB Oe3 peruauBa B Te4eHue 12 mMecses.

Ilepsuunas yenw

[0144] Ilens ocHOBHBIX TOKa3aTesnell 3pPEeKTUBHOCTH 3aKTIOUAETCS] B IEMOHCTPAIIUHU TOTO,
YTO LUKJIbI MHbEKLUH, COCTOSIIUE U3 ONHOKpaTHOTrO BBeaeHus: PPOM (700 wam 1000 mr-
9KB.), O 3((PEKTUBHOCTH HE YCTYNAKOT 2 MOCIeA0BaTEIbHBIM HHBbEKIUsIM PP3M (350 umm
525 Mr-3kB.) AJisl MPeIOTBPALICHHSI PEIUANBA Y CyObEeKTOB ¢ 3o peHuel, paHee
CTa0MIIN3NPOBAHHBIX HA COOTBETCTBYIOIUX 103ax PP1M (100 nmm 150 mr-3kB.) wu PP3M

(350 it 525 Mr-sks.).
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Hughopmayus o cyovexmax u nevenuu

[0145] B unccnenosanuu Obutn BKIIOUeHB! 841 cyObekT B 20 cTpanax u 126
uccienoBarenbckux HeHTpax. M3 Hux 702 cyObekra ObulH paHAOMU3UPOBaHBI B 1 U3 2 rpynn
nedenusi B cootHoueHun 1:2 (224 8 PP3M u 478 8 PP6M). Cpenu 702 cyObekToB B
nonyJssituu DB ITT 23 cyObekTa ObUTH UCKITFOUEHBI U3 TOMYJISILIMU IO TIPOTOKOITY,
KOJIMYECTBO CYObEKTOB, BKJIFOYEHHBIX B BBIOOPKY JISl aHAJIN3A 110 MPOTOKOITY, COCTaBHIIO 217
u 462 st rpynn sedenus PP3M u PPO6M cootBetcTBeHHO. B BRIOOpKE mutst aHanmza DB ITT
521 (74,2%) cyOobexToB Obutn Oenbivu, a 480 (68,4%) cyOBEKTOB ObLIH MY >KUYUHAMH.
Cpennuii (CO) Bospact cocrasysut 40,8 (11,53) net, B nuana3one ot 18 no 69 ner.

[0146] 13 702 pannomusupoBaHHbIX cyObekToB 571 (81,3%) cyObexToB 3aBepumian 12-
MECSIYHYIO Clienyro ¢asy Oe3 siBieHuil peuunausa, a 47 (6,7% ) cyObeKTOB 3aBEPIIUIN
IBOWHYIO ciernoe ¢asy ¢ siBneHneM perunnsa. Hanbomee yacToll mpU4MHON MpeKparieHust

y4acTHUsl B UCCJICIOBAHUH OBIJIO KIPEKpalleHue No xkenaHuto cyonvektay, 54 (7,7%) cybbekra.

Ippexmusnocme

[0147] TIlepBuunHasi kOHeUHAasi TOUKA 3(PPEKTUBHOCTH MPENCTaBIsLIA COOOM MPOLIEHT
CYyOBEKTOB, Y KOTOPBIX He ObUIO peLranBa B KOHIIE 12-MecsYHON ABOWHOM ciiernoi (a3, Ha
OCHOBE 12-MecsuHON KyMyJIATUBHOM OLIEHKHU BbDKHUBaeMocTu Kannana-Meriepa. TecTbl
CTaTUCTUYECKOTO aHAJIN3a POBOIUIINCH Ha IBYCTOPOHHEM YPOBHE 3HAYMMOCTH, PABHOM

0,05.

Ocnosenas koneunas moyka s¢pexmusnocmu

[0148] B monymsiuu ITT DB 11 (4,9%) cyobektos B rpynne PP3M u 36 (7,5% )
cyOBekToB B rpymme PP6M umenu peruaus B TedeHne 12-MecsyHON IBOWHON criernoii (asbl.
Pacuernas pasuuna (95% A1) mexay rpynnamu neuenust (PP6M-PP3M) B npoueHTax
CYyOBEKTOB, Y KOTOPBIX He ObUIO peluauBa, coctaBiser -2,9% (-6,8%, 1,1%). HuwxHuit
npenen 95%-ro JOBEpUTENLHOTO HHTEPBaIa OOJIbIIIE 3aJaHHOTO Mpeiesia He MEeHbIIei
s¢extuBHOCTH -10%, MO3TOMY MOXKHO 3asiBUTb, 4TO PPOM 110 3¢ eKTHBHOCTH HE yCTyIaer
PP3M (®UT. 2).

[0149] B BrIOOpKe Mt aHaNM3a no npotokony 10 (4,6%) cyowvexToB B rpynmne PP3M u 35
(7,6%) cyOpexToB B rpynre PPOM nmMenn penuans B TeUeHUE TBOMHOM Cienon (asbl.
PesybpTarhl aHAIOTUYHBI pe3yJIbTaTaM, OJy4eHHbIM 11t BeiOOpKH auist aHanusa DB ITT, uro
TOTIOJTHUTENBHO MOATBEPKAAET He MeHbIIYIO 3¢ dexTuBHOCTE PPOM no cpasrenuto ¢ PP3M

(DUT. 3).
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[0150] JInst aHanm3a OCHOBHBIX MOKa3aresnei 3p¢PeKTUBHOCTH MPOBEIH AOTIOJHUTEIbHbIE
aHaJN3bl C BKIIIOYEHHEM JIaHHBIX, COOPaHHBIX B TeYeHHUE (pas3bl Mocieayroero HabaroAeHus
CyOBEKTOB, KOTOPBIE BBIIIIN U3 UCCIIEOBAHMS B IBOWHOMN ciemnoii (ase. Pe3ynbraTel
COIJIACYIOTCSI C aHAJIN30M OCHOBHBIX IOKa3aTesnei 3¢ (peKTHBHOCTH.

[0151] [dns monynsiumu DB ITT ornHowmenue (95% 1) HenocpeacTBEHHOTO prCKa
(onmacHocTH) perauBa Uit CyObekTa B rpymie jJeueHus PPOM Bo Bpemsi ABOHHON crienoi
¢asel k pucky st cyowsekTa B rpynmne PP3M B nBoiiHol cnenoit ¢ase cocrasmisuio 1,57 (95%
JA: 0,8, 3,08), Ha OCHOBE MOJIEJIH MPOMOPIMOHATIBHBIX PUCKOB KoKca ¢ eueHreM B
Ka4eCcTBe eqUHCTBEHHOTO (pakTopa. COOTBETCTBEHHO, Npeaes PyHKLHUU PUCKA Y CYyOBEKTOB,

nony4aBmux PP6M, cocrasnsier 1,57 3Toro nokasarens y cyObeKkToB, nonydaBmux PP3M.

beszonacnocmyo

[0152] B uenom, y 297/478 (62,1%) cyowexToB B rpynmne PPOM ny 131/224 (58,5%)
cyobekToB B rpymnmne PP3M Habmonanock no MeHblei mepe ogao HABJI B Teuenue
nBoliHOM cienoi ¢as3el. Hanbonee pacnpocrpanenHbivu (> 5% ) HABJI B Teuenune nBoiHOIM
cieroit (a3er OpuTH HAOOP Beca (8,4%), 6onb B MecTe nHbeKIMH (7,7%), rOJIOBHAsT OOJIb
(6,7%), nHdexiusa BepXHUX AbIXaTeNbHbIX myTel (5,0%) B rpynme PP6M u Habop Beca
(7,6%), punodapunrut (5,8%), ronosHast 001b (5,4%) B rpynne PP3M.

[0153] B otkpsIToli daze (0ObennHEeHHbIE IEPEX0HAast U MOAEPKUBarOIIas (pas3pl) U
IBOWHOU ciernoi ¢asze Obuth ciydau cMepT — 1 u 3, coorBercTBeHHO. U3 3 cMepTeii B
nBotiHou cienoi ¢aze 1 (0,2% ) npousouuia B rpynmne PP6M u 2 (0,9% ) B rpynne PP3M.
[0154] Tpunuats neBsiTh CyobekTOB (24 [5,0% ] B rpymme PPOM, 15 [6,7% ] B rpymmne
PP3M) umenu cepbesnsie HABJI Bo Bpemst ABOHHOI crienoi ¢asbl.

[0155] Bo Bpewmst ABOWHO Ciiemnoii (a3bl YaCTOTA MOJHOTO MPEKPALICHHUS JICYCHUS
UCCIIElyeMbIM MPEnapaToM HU3-32 HEXKEJIATENNbHBIX SIBJICHUH B IPyIIax JeueHus Oblia

cnenyromeii: 16 (3,3%) cyopexros B rpynmne PPO6M u 6 (2,7%) cyobektos B rpynme PP3M.

Coxpawenus

[01S6] DB: aBoliHOE clenoe UccieOBaHue.

[0157] OL = oTkpeITOC HUCCIENOBAHUE,

[0158] MA: nognepskuBaHHUE.

[0159] PANSS: mkana OeHKH MO3UTHUBHBIX U HETATUBHBIX CHHAPOMOB U300 PEHUH.
[0160] PP: mo nportokouy.

[0161] KM: Kannana-Meliepa.
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[0162] ITT = c Ha3HA4YEHHBIM JICHEHHUEM,
[0163] SD — cranmapTHOE OTKJIOHEHUE.
[0164] [IM = noBepUTENbHBINA HHTEPBAI

[0165] HABJI: HexenarenbHOE sIBJIEHNE, BOZHUKIIEE B XO/A€ JICUEHUS.

Ipumep S: U3meHeHue 103b1
[0166] Ilepexon ot mo3bl PP1M unu PP3M k noze PPO6M onucan Huske B Tabuie 11.

Ta6auua 11. Tabauupl H3MeHeHHS 103 NAJHIEPUAOHA NAJIBMHUTATA

o361 PP6M 151 B3poCibIX NALUEHTOB € aeKBATHBIM JieueHuem PP1M

Ecnu nocnennsis ):[o?a PPIM Tepexon k s103e PPEM:
COCTABJISIET:

156 mr (100 Mr-3xB.) 1092 mr (700 Mr-3xs.)

234 wmr (150 Mr-xB.) 1560 mr (1000 mMr-3kB.)

o361 PP6M 151 B3pocCibIX NALHEHTOB € a1eKBATHBIM JeueHuem PP3M

Ecnun nocnennsis ):[o?a PP3M Tepexon k s103e PPOM:
COCTABJISIET:

546 mr (350 mMr-sks.) 1092 mr (700 Mr->xs.)

819 mr (525 mr-skB.) 1560 mr (1000 mr-3ks.)

[0167] TITaumentsi, mony4asiuue agexksatHoe jedenue PP 1M (mocne mo meHbineii mepe 4
MecsiLeB Jiedenusi) uian PP3M (o meHbineit Mepe oauH 3-MeCSIYHbII LUK MHBEKIHI) 1 He
HYKJIAFOLIHECs] B KOPPEKTUPOBKH A03bI, MOTYT ObITh nepeBeneHbl Ha PPOM. PPOM cnenyer
HAYMHATh BMECTO CIIeNYIOIeH 3araHnpoBantoit 1036l PP 1M (£7 nueit) wiu PP3M (+14
nueit). Jloza PP6M nomkHa ObITE OCHOBaHA Ha MPEAbIAYINEH COOTBETCTBYIOMIEH 03¢ PP3M
w PP1M, kak noka3ano B Tabnuue 11, mpusenenHoit gerute. Ilpu nepexone Ha PPOM ¢
PPIM nnist yCTaHOBJICHUSI TOCTOSTHHON TIOIEPKUBAIOIIEH 03Bl PEKOMEHTY€ETCsI, YTOOBI 10
Hauana BBeneHus PPOM nocnenane ase 10361 PP 1M Obutn OAMHAKOBBIME.

[0168] Ilpemmectsyromuii nepuon nedenus PP1M nmu PP3M rapantupyer, 4to 1o
nepexoaa Ha PP6M koHLeHTpanuy NaqunepuaoHa B I1a3Me KPOBU COOTBETCTBYIOT
CTa0MIIBHOMY COCTOSIHUIO WJIH OJTU3KU K 3TOMY.

[0169] MopenupoBaHue Ha OCHOBE MOJEIH MPEATIOIaraeT, 4To CyOBEKThI, KOTOPbIE

nepexonsat ¢ PP1M (nocne no meHbIueil Mepe 4 Mecs1eB JieueHHs) HeMOCPEACTBEHHO Ha
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PP6M, uMeroT ypOBHU COAEPKAHUS NMATUNEPUIOHA AHAJIOTHYHbBIE YPOBHSAM COAEPKAHUS Y
CcyOBeKTOB, KOTOpBIe nepexonsart ¢ PP3M (mocine o MeHbIel Mepe OTHOTO 3-MeCSYHOTrO
nukiIa nHbekuuil) Ha PP6M. CnenoBarenbHO, CyOBEKTEI MOTYT OBITh IIEpEBEIEHBI
HerocpencTseHHO ¢ PP1M nHa PP6M 0Oe3 npenBaputenvHoro nepexona sHa PP3M no navana

BBeneHust PP6M.

IIpumep 6. Papmaxkoxkunernyeckuii npoduas PP6M npu nepexoae cydonexros ¢ PP1M

uau ¢ PP3M

Iens

[0170] Llensro 3Toro ucneitanus ObuTa orieHKa papmakokuHeTndeckoro (PK) npodus
PP6M (700 mnu 1000 Mr-3kB.), BBOAMMOTO B SITOJUYHYIO MBIIIIY CYOBEKTOB C
mr3oppeHneit, nepeBeIeHHbIX ¢ COOTBeTCTBYOLNX 103 PP1M (100 mmn 150 mMr-skB.) win

PP3M (350 mnu 525 mr-aks.).

Cybwvekmsi u cnocodvl

[0171] DTo KITMHUYECKOE UCCIeAOBaHNEe OBLIO PAHIOMU3UPOBAHHBIM, JBOWHBIM CIIEIIBIM,
MHOTOLIEHTPOBbIM, MHTE€PBEHI[MOHHBIM HCCIEI0BAHUEM B MapajuiesIbHbIX rpynnax. Bee
NAaLUEeHThI, COOTBETCTBYIOIINE KPUTEPUSAM yUaCTHsl, Y KOTOPBIX HE BO3HUKIIO PELUANBA,
y4acTBOBAJIHM B (pa3e CKpUHUHTA (10 BKIIOUUTENBHO 28 nHel), moanepkuBaroiei dase,
KOTOpast BKJIroUana | MUK HHbEKLUH, TNO0 1-MecsuHbII UK NaTNIepUAOHa TalbMHUTATA
(PP1M), nubo 3-mMecs4yHbIN UK mamunepuaona nanpmurata (PP3M) (B 3aBUCMMOCTH OT
NPONOJKUTENBHOCTH (ha3bl | uin 3 Mecsiia, COOTBETCTBEHHO) U ABOHHOM cienoi daze (12
MecsiieB). Bo Bpemst IBOITHOI ¢iienoli (a3bl MIaHUPOBAIOCH BKIFOYUTD 2 6-MECSIYHBIX KA
WHBEKINI magunepunona nansmurata (PPOM) (uccienyeMoro jJekapCTBEHHOTO CPENCTBa,
yepeayromerocs ¢ mianedo) i 4 nukia uabekimii PP3M (akTuBHBINA KOHTPOJB). Jist
OTIpeNeNIeHNUs] BPEMEHHON TUHAMUKH KOHIIEHTPALMH MaJIUIIEpUIOHA B IJIa3Me KPOBH COOpaiu
MHOKECTBO (PapMaKOKHHETHYECKUX 00pa3IoB KPOBU BO BpeMst OTKPBITOMH (a3bl (PP1M u
PP3M), a Takxe nBotiHoi cienoii a3l (PP3M u PP6M) uccnenosanus. Liens oneHok @K
3aKJIIovaach B XapakTepU3alui BpEMEHHON AMHAMUKHN KOHLIEHTpaLMi NajJunepuioHa B
ma3me kpoBu U PK-mapaMeTpoB, TaKUX Kak MAKCUMaJIbHbIE 1 MUHUMAaJIbHbIE KOHIICHTPALIUU
B IUIa3Me M COOTBETCTBYIOIIHE MOMEHTHI BpeMeHu. Takum obpaszom, 3 @K obpasia orbupanu

€XKEeHEeeIbHO B TIEPHOJT BOJIM3H OXKH1aeMOT0 MMHKA MaTUNIEPUIOHA TPUMEPHO depes 1 mecsii
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nocye BBeneHus 10361 PPO6M, u 6 @K 00pas3noB orOnpanu exeHeneabHO MPH NPHOIMKEHUH

K KOHITY 6-MeCSIHOTrO HWHTCpPBAJIa BBEACHUS.

Peszynomamor
dapMakOKUHETHKA MAJUIIEPUIOHA B IToJuiepkuBaroeii dase nocie seenenus PP1M u

PP3M

[0172] Tlocne BBenenusi PP1M B moanepskuBaroineli paze MEIUAHHOE ty,y MOCITE JO3BI

100 Mr-3kB. COCTaBJISLIO 8 THEH U OBIJIO COMOCTABUMBIM C METUAHHBIM 3HAYEHUEM tpay YEPE3
7 nueit mocne no3si 150 mr-3kB. I[Tocne BBenenus 350 wnu 525 mr-skB. (PP3M) MenuanHbie
3HAYEHUS tmyy OBUIH COMOCTABUMBI U cOCTaBsLN 28 nHei. [Tpu Bu3yaapHOM HAOIOIEHUH
BUJHO, YTO Cyrough, Cmax 1 AUC3p, MO-BUIUMOMY, YBEIMYUBAIOTCS TPONOPLUOHAIBHO 03¢,
xak PP1M, tak u PP3M. HopmanusosanHble 1o f03€ cpeanue 3Ha4eHUs Cyough, Cmax B
AUC3p 6butu conioctaBumbl aiist PP1M u PP3M. CooTHoleHne muk/MUHUMYM Takske ObLIO

conoctaBuMbIM 1Jist PP1M u PP3M.

DdapMakOKMHETHKA NAJUIIEPUIOHA B ABOMHON cienoi dasze nociue seenenuss PP6M u PP3M.

[0173] Cpennue HOpMAIM30BAHHBIE O 103€ OCTATOYHBIE KOHLIEHTPALUN ObLTH
conoctaBumbl 1t PP3M u PPOM B 1 nens (24,6 ur/mi u 25,0 HI/MJI COOTBETCTBEHHO); B
Ooee MO3THIE MOMEHTBI BpEMEHH CyOBeKThI, KOTophle nonyydanun PP6M, umenu npumepHO
Ha 25-28% OoJee HU3KKME OCTaTO4YHbIe KOHLeHTpatwHu (16,7 ur/mn Ha 183-i nenp u 17,3
HI/MJI Ha 365 ieHb) MO CpaBHEHUIO C CyOBbeKTaMu, KoTopble nojy4anu PP3M (22,2 ur/mi Ha
183-ii nenb u 24,1 Hr/mn Ha 365 nens). [Tocne nepsoro BBeaeHus 350 mu 525 mr-3x8. PP3M
wiu 700 uiu 1000 mr-3xB. PPO6M B nBOIHOI ciienoli ga3e, MemuaHHOE 3HAUYEHHUE T,y OBLITO
COIMOCTaBUMO JJIsl BCEX BHJIOB JICUEHHS], T. €., MPUOJIM3UTEIBHO 28 THEeH. AHAJIOTHYHO, MOCIe
BBeneHus 350 unu 525 mr-3k8. PP3M nmu 700 umu 1000 mr-sks. PP6M B Teuenune BTOpPBIX 6
MeCSIIIeB IBOHHOM CJ1enoi (ha3bl, MEUAHHOE 3HAYEHHE tmax OBIJIO COMOCTABUMBIM

U HaXoauJach B Auanasone ot 29 no 32 auei. [Ipu Bu3yanbHOM HaOJMFOAEHUN BUIHO, YTO
Cirough, Cmaxtt AUCgp, TO-BUAMMOMY, YBEJIMYHBAKOTCS NPONOPLMOHANBHO 03¢ 1711 PPOM
(700 my 1000 Mr-skB.) mocje BBEASHUS KaXIOH, MEPBOI U BTOPOH 03Bl B AIBOHHON CIeNoOi
daze. Ananornuno, @K napamerper copepskanus nanunepuaoHa (Cuough, Cmax 1 AUCen), TO-
BUIMIMOMY, TTPOMOPIIMOHAIBHBI 103€ TOCIIe epBOH U TpeTbel 103 PP3M (350 nmm 525 mr-
9KB.) B ABOMHOM cienoii (aze. HopmamsosanHoe 1o go3e cpennee 3HadeHne Cmyy ObLIO
HeMHoro Bbite (0T B 1,4 1o B 1,5 pa3za) nns PP6M no cpaBuenmto ¢ PP3M. Cpennee

HOpMAaJIM30BaHHOE 10 03¢ odiiee copepxkanue naaunepuaona (AUCey) Ob110
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COIOCTaBUMBIM B IBOMHOI ciernoit (asze mocie seenerns PP3M u PPOM. PesynbraTsl
npuBeNeHbl HIKe B Ta0mmie 12, a Takske nmoka3zansl Ha ®UT. 4.

[0174] MenuanHbIe COOTHOLIEHHSI MUK/ MUHUMYM Tiociie BBeaeHus PP3M B

NOANEeP KUBAIOIIEH U IBOMHOMW CIenoi a3ax ObLIM COMOCTABUMBI IO 103aM B JUANA30HAX OT
1,85 no 1,92 u 1,66-2,11 B nognepskuBaroLeii U IBOMHOI cienoii azax, COOTBETCTBEHHO.
MenuaHHbIE COOTHOLICHHUST TUK/MUHUMYM B IBOWHOM ciienoi ¢asze nocnie BeneHus PPOM
OJIMH pa3 Kak/ble IIECTh MECSLIEB HAXOAWINCH B 1Hana3one ot 2,71-3,41.

MenuaHHble COOTHOIISHUS MUK/ MUHUMYM 1ocjie BBenenus PPOM B nBoiiHO# cremnoii daze
OBLIM COTIOCTABUMBI IO 103aM U ObUTA HEMHOTO BBIIIIE MTOCJIE TIEPBOrO BBEAEHUS (B
auarnasoHe ot 3,32 1o 3,41) mo cpaBHEHHIO CO BTOPBIM BBeZeHHEM (B quamazoHe ot 2,71 no
3,20).

[0175] Tlocne cTpaTtudukauu Mo BBOOUMOM 103€, MPOAYKTY MONAEPKUBAOIIEH (asbl,
MECTy UHBEKIIH B IOA/IEPKUBAOIIEH (ase, Moy, BO3PACTY U KATErOpUU KIMPEHCa
KPEaTHHHHA JJISi HECKOJIbKUX TPYIIT He ObLIO OTMEYEHO KIIMHIUYECKH 3HAYUMOTO Pa3INYHs,
MOCKOJIbKY TMaNa30HbI MEPEKPBIBAINCH U3-3a2 BBICOKON MEKMHIUBUAYAJIbHON U3MEHYNUBOCTH
B noarpynmnax PP3M u PPOM niist C i, AUCem.

[0176] HopmuposanHOe 1o g03€e cpennee conepskanne namunepunoHa (Cmax, AUCem)
nocye BeeneHuss PP6M B nBoiiHOH crenoii (pase ObIIo COMmoCTaBUMBIM MEKAY MOATPYIIIAMU

cyObekToB, koTopble nonyyanu PP 1M unu PP3M B nopnepxusaromeii dase.

Tabauna 12. ®K nannbie nanueHTos, nojgyyasmux PP3M u PP6M

®K
NAJTUINEePUAOHA

(cpennee [SD], PP3M (350 mr- | PP3M (525 mr- | PP6M (700 mr- | PP6M (1000 mr-

to smenana JKB.) JKB.) IKB.) JKB.)
[ananazon])
JIBotiHoe crenoe 0—6 mecsiLeB
n 98° 112° 222° 229°
o (1) 670,80 (0,00— 679,92 (0,00- 671,09 (0,00— 674,00 (0,00—
max 2256,57) 2325,15) 4367,42) 4366,57)
tona (01T 27,95 (0,00— 28,33 (0,00— 27,96 (0,00— 28,08 (0,00—
. 94,02) 96,88) 181,98) 181,94)
Crrougn (HI/MIT) 19,8 (9,82) 34,1 (19,7) 17,2 (11,5) 23,2 (16,2)
Craxc (HI/MIT) 425 (23,7) 67,0 (39,1) 68,8 (40,4) 93,6 (61,2)

AUCj3y (ur w/m)| 64357 (31797) | 103499 (51173)

AUCy (ur w/mn)| 128713 (63593) | 206998 (102347) | 152555 (73249) | 204527 (97213)

JIBoitHOe cienoe 6—12 mecsues

n 87° 101! 1938 1972

tmax (4) 766,17 (23,67— | 69233 (44,62— | 717,87 (43,33— | 720,45 (0,00—
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2301,80) 2233,83) 4367,33) 3623,42)
T 31,92 (0,99— 28,85 (1,86— 29,01 (1,81- 30,02 (0,00—
max 95.91) 93,08) 181,97) 150,98)
Curough (HI/MI) 22,7 (10,8) 34,8 (20,6) 17,6 (11,7) 243 (12,8)
Caxc (H/M) 441 (21,1) 67,2 (55,1) 67,9 (69,8) 84,2 (47,0)
AUC;y (ar u/mn)| 68410 (27774) | 103004 (57770) _ —
AUCey (ar u/mm)| 136819 (55549) | 206009 (115541) | 143258 (66364) | 191933 (81831)

1 =92 1ist Crough ¥ 01 =97 i1t AUC3pm u AUCem
®n =108 115 Ciougn

“n =182 st Cyroyen ¥ 1 =215 mist AUCgpm

dh =181 13151 Cyrough 1 1 = 222 1511 AUCem

*n =82 15t Cyrough ¥ 1 = 84 st AUC3ym u AUCgym
T'h=95 nna Cirough

#n =160 mis1 Cyougn 1 n = 185 st AUCgpm

bh=177 17151 Cirougn 1 0 = 194 111 AUCem

IIpumep 7 - BPEMEHHBIE PAMKH BBEJAEHUSA 1JIA HOJJAEPKUBAIOIIEI'O
JIEYHEHHWSA PP6M

Mooenuposanue nonynayuonnoii OK Brusnue pacutupenus uiu COKpaujeHus UHmepeaida
66e0enust Ha C yax U Cirough

[0177] IlpuemneMOCTb BpEMEHHBIX PAMOK BBEIEHUS 3a 2 HEAeNU A0 U uepes3 3 HeAenu
MIOCJI€ OUEPEAHON 6-MECAYHON NOAAEP ) KUBAIOLIENH HHBEKLIMHA OLEHUBAIN CIIEAYIOLIUM
obpazom:

[0178] [ns MoaenupOBaHUsl HAMXYILIErO CLIEHAPUs, PU KOTOPOM yBEJIMUEHUE UHTEpPBaJa
BBEJICHUsI IPUBOAUT K NOydeHHI0 0onee HU3KOH Cirougn, UCTIONB30BAIN YMEPEHHYIO J103Y
PP6M (700 mr-skB.). Kak nokaszano B Tabnune 13, 1i1st UHBEKIIHIA, OTJIOKEHHBIX Ha 1, 2 1 3
HEJIENU 110 CPABHEHUIO C 3aIJIAHUPOBAHHOMN O-MECSIUYHON MHBEKLMEH MOCIe JOCTUKEHUS
crabunpHOro cocrosnus PP6M na 700 mr-sks., MeauaHa Cirough YMEHbIIAETCS OT 15,8 HI/MI
no 15,3 (-3,2% ), 14,9 (-5,6% ) u 14,4 (-8,9% ) HI/MJI COOTBETCTBEHHO, H

[0179] [Ans MmoaenupOBaHUsl HAMXYALIErO CLIEHAPUS, PU KOTOPOM COKPAILLEHUE UHTEPBaJIa
BBEJICHUSI IPUBOAUT K MOJYUYEHUIO CAMOM BBICOKOM Cppyy, HCIIONB30BAIN CAMYHO BBICOKYIO
no3y PP6M (1000 mr->kB.). Kak nmokazano Hike B Tabmue 13, mist HHbeKUNN, BBOIUMBIX HA

1 Hepenro paHble U HA 2 HEJEU PaHblle JaThl 3aIUIAHUPOBAHHON 6-MECSIYHON MHBEKLUU
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OCJIe NOCTHXKEHUsI CTadmIbHOro coctosinust PP6M Ha 1000 mr-skB., MequaHa C max

yBenuuusaetcs ot 76,1 Hr/ma no 76,3 (+0,3%) u 1o 76,6 (+0,7%) COOTBETCTBEHHO.

Tabauua 13. @apmakokMHeTHYeCKHE JaHHbIE B CTA0MJIBHOM cocTosiHuu PP6M

(BBenenue Ha 1-2 HeaenH paHbIIe U HA 1-3 Heae/IM NMO37Ke JATHI 3aNJIAHHPOBAHHOI 6-

MeCAYHON HHbEKIMH)

% M3MEeHEeHN

% M3MEHEeH s

no (1)
Ho3za Pexxum C nax(HT/MIT) cpapHeHHI0 | Cygyen[Hr/™Mi] CPABHEHUK)
¢ HCXOAHBIM ¢ HCXOIHBIM
YpoBHEM YPOBHEM
HCXO/IHBIN YPOBCHb o
Bricokas 103a PP6M 76,1
Ha 1 nezemo 76,3 +0,3%
paHbIIC
Ha 2 HEAC/IH PaHbIIEC 76,6 +0,7%
HCXOJHBIH YPOBEHb .
Ymepennasi 103a PP6M 15,8
Ha 1 HSICIIO 03K 15,3 -3,2%
HA 2 HSACH MO3KE 14,9 -5,7%
HA 3 HCICIIH MO3KES 14,4 -8,9%

LIpooonscumensnocms KIUHUYECKO20 d¢hgheKma HA OCHOBAHUU MEOUAHHO20 8PEMEHU OO

Dpeyuousa 6 uccie0o8anUsIX NPOPUIAKMUKU PEYUOUBA

[0180] IIposenu ®K mopenupoBaHue sl OLEHKH B3AUMOCBSI3H MEXAY MEAUAHHBIM

BpEMCHEM 10 peuuarBa 1 MOMEHTOM BPEMEHU, B KOTOprfI MEOaHHass KOHLUCHTPALUA

najunepuaoHa CHU3UJIaChb 10 7,5 HI/MJI IIOCTIE BBEJICHHS MMOCJIETHEH T03bI B CTaOMIIBHOM

COCTOSIHUM B K&KAOM HCCIIEOBAHUU IO JBOWHOM C1emnoii (asbl (epopasbHbIN MaJIUNePUIOH

ER12 mr, PP1M 150 mr-skB., PP3M 525 mr-skB. u PP6M 1000 Mr-3kB.), Kak MOKa3aHO Ha

®UT'. 5. Habnronanach siBHasI 3a1€p3KKa, MPOAOJHKAIOINASCS OT HECKOJIBKUX HENENb 110

HECKOJIbKUX MECALICB, MCKAY MOMCHTOM BPEMEHHU, KOT'Ia MEAHAHHAs KOHLICHTpPAaLUA

NnaJunepruaoHa B Ijia3Me CHUXKaJI1aCb 10 7,5 HF/M.]'I, U MCOHWAHHBIM BPEMEHEM N0 pELUAUBA, T.

€. BpEMCHEM, KOrja rnojioBuHa CY6’beKTOB HMEJIa PpCUUINB, TOTAA KaK Apyras MOJIOBUHA

CyOBEKTOB JTUOO UMeNa PeLUIUB MO3XKe, TMOO He BOBCE HE MMeJIa PELUANBA B XOJIe

ucciaenoBanus. Takum o6pa30M, OKa3ajioCh, YTO MPOAOJKUTCIIBHOCTE TEPANICBTUICCKOT'O

s¢dexra Oomnplie, UeM OXKHIANIOCH HA OCHOBE TIOPOrOBOTO 3HAYEHUS 7,5 HI/MII, U BpEMEHHBIE

PaMKH 3allUThI OT PEHUAUBOB MOT'YT PAaCIIUPATHCS B MOJIOKUTCIIBHOM HAIIPABJICHHUN.

[0181] UYro kacaerca @HUI'. S, MmogenupoBaHUE NOKA3BIBAET CHIDKEHUE KOHLEHTPALUU

MAJIMTIEPHUIOHA B IJIa3Me TOCIIe MPEKPAIIeHUsT BBEEHUS 103bl B CTAOUIBHOM COCTOSIHUH: 1)
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[TanunepuaoH ¢ 3aMeAJIEHHBIM BBICBOOOKAEHNEM MTepopaiibHO, 12 mr; 2) PP1M 150 Mr-3ks.
3) PP3M 525 mr-3kB. u 4) PP6M 1000 Mr-sxB. UCIIOJIb30BAHHE BHICOKOTO YPOBHS O3B! JJISI
Ka)KJIOr0 COCTaBa B KAYECTBE TUIIMYHOTrO cLeHapusi. MenuaHHOe BpeMs 10 pPeLUUBa
PaCCUUTHIBAIM MO TPYIIIe TIanedo U3 CISAYIOIUX UCCISA0BAHUN: TepOpaTbHBIN
NaJUIEPUAOH 3aMeIeHHOro BbicBoOoskaeHust (R076477SCH301), PP1IM
(R092670PSY3001) u PP3M (R092670PSY3012) Ha ocHOBE KOHEYHBIX OLleHOK KaraHa-
Meiiepa.

[0182] Takum 0Opa3omM, MOKHO UCTIOB30BATh BPEMEHHBIE PAMKH BBEICHUS
MPOAOJIKUTENIBHOCTBIO JI0 2 HEZleNIb PaHbIle U 10 3 HEAEb MO3KE LIeJIeBON O-MECAYHON NaThl
nonaepkuBaroiieit repanuu PPOM, 310 obecrnieunBaeT ruOKOCTh MJIAHUPOBAHUS M IMTOBBIIIAET
BEPOSITHOCTh COOJTIOZIEHUsI peKuMa JiedueHus1 0e3 norepu 3QPeKTUBHOCTH WITH YXYALIEHHS

no00YHBIX 3P PeKTOB.

IIpumep 8: Ilponymennas xo3a

[0183] Ha ocHoBanMM hapMaKOKHHETUIECKOTO MOAETUPOBAHNS OMYJISILIH MTPEI0KEHBI
CIeAyIoLIME PEKOMEHAALUH B Clly4ae NponyIiueHHbx 103 PPOM 3a npeaenaMu BpeMEHHBIX
pamok BBeneHus: Eciu mporsio 6onee 6 Mecsnes u 3 Henesb, HO MeHee 8 MecsI1eB Moce

nocynenHen nabekuu PPOM, MOXKHO HCIOIB30BATh CAEAYIOIIYIO CXEMY PEUHHULIMALUH.

Ta6auna 14: Cxema peHHHIIHALIMH NOCJIe Tponycka HHbekuuu PP6M GoJiee yem Ha 6

MecsileB U 3 Heae BKJHYUTEJIbHO, HO MEHEEC YEM HaA 8 mecauen

3arem, 1 mecsin cnycrs,
om0 Mo eosT PPGM 5
Ecau nociennss noza| A61 AHY ny SICOMHYHYIO MBIIILY
PP6M O6b1aa:
Henb 1 1 mecsit mocne aas 1
1092 mr (700 Mr-3kB.) 156 mr (100 Mr-xB.) 1092 mr (700 Mr-3xs.)
1560 mr (1000 mr-3ks.) 234 mr (150 Mr-sxB.) 1560 mr (1000 mr-3kB.)

[0184] Ecnu nocne nocnenHeit unbekuuu PP6M nponuio ot 8 MecsilieB 10 BKIOUUTEIBHO

11 Mecs1eB, TO MOXKHO HCIIOIB30BATh CAEAYIOIIYIO CXEMY PEMHULIMALINH.
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Tabauua 15. Cxema peununuanuu nocjae nponycka PP6M ot 6osee 8 mecsines 10

BKII0OYHTEIbHO 11 MecsaneB

BBOAAT PP1M B e 1bTOBHAHYIO 3arem BBOASIT PP6M B
Ecym nociennss MbIy SIrOAUHYI0 MBILIIY
no3a PP6M oObiia:
Jennb 1 Jenn 8 1 mecsitt moce aHs 8

1092 mr (700 mr- | 156 mr (100 mr- | 156 mr (100 mr- 1092 mr (700 Mr-5kB.)

9KB.) 9KB.) 9KB.)
1560 mr (1000 mr- | 156 mr (100 mr- | 156 mr (100 mr- 1560 Mr (1000 Mr-oKs.)
9KB.) 9KB.) 9KB.)

[0185] Ecau npouio 6osee 11 MecsiieB ¢ MOMeHTa HocaenHel nabekun PPOM,
penHuuuupyroT Jedenue PP 1M, kak onucaHo B HHCTPYKLUU IO MPUMEHEHUIO TPOAYKTa
PPIM. 3arem tepanuro npenapatoM PP6M MOKHO BO30OHOBHUTE TOCIIE HAIJIEKALIETO
nedeHus nanuenTa npenapatom PP1M B Tedenne no MeHbinen Mepe 4 mecsues. [lns
YCTAQHOBJIEHHSI TOCTOSTHHOM MOAECPIKUBAOLIEH O3Bl PEKOMEHAYETCS, YTOOBI 710
BO300HOBJeHUs BBeneHus1 PPOM nocnenune nee 10361 PP 1M Obui oninHAKOBBIME.

[0186] Cxema perHHMLMALIMU MTOCTIE MPOMYIIEHHOTO BBEACHUS U BPEMS ITPOJOJKEHUS
CXEMBbI IOAIEPKUBAKOIIEr0O BBeaeHuss PPO6M 3aBUCAT OT BpEMEHHOIO UHTEPBAJIA,
MPOLIELIETO NOCN€e BBeeHUs nocaenHel 1036l PPOM. DTu pexoMeHaanuy OCHOBAaHbI HA
MOZIEJIUPOBAHUY, BBIMIOJHEHHOM JUIs UCIIPABJICHUS CLIEHAPHS ITPOMYLLIEHHOM 103bl

y MaIMeHTOB, KOTOpbIe ObLIH CTA0MIN3HPOBaHbl Ha eueHnu PPO6M, kak noka3ano Ha @UT.
6—8. Kpurepuem siBisieTcst JOCTHKEHUE OBICTPOro BO3BpPaTa K KOHIIEHTPALUSIM
NAJUIIEPUIOHA B TIA3Me KPOBH, CYIIECTBOBABLIMM J0 MPOIMYCKa 03bl, 0€3 CO3IaHMsI
U30BITKA, CBA3aHHOTO C IPUMEHEHUEM CXEMbl PEHHULIUALIHH.

[0187] Ha ®HUI'. 6 cpeansia CruiOLIHAs JIUHUS PEACTABISIET MEAUAHHYIO KOHLICHTPALIUIO
NAJUTIEPUIOHA, a 3aTEHEHHAst 00JIACTh MEXKy HIKHEH U BEpXHEH MyHKTHPHBIMHU JIMHHSMHU
npexacrasisier coboit 90% nosepurenbHbIi HHTEpBaL. [locie cTaHmapTHOro 4-MECSIIHOTO
neuyenns BeeneHreM PP 1M B nenbTOBHIHYIO MBILIIY (HA4aJdbHBIE JO3BI C MTOCIENYOIUMH
MOJIEPKUBAOLINMHE JT03aMH) cienyet BBenenue PPOM. YkazaHa 3aep:kka BBEICHHU
nocaeaHen 103sl PPOM 1 penHuLManus, BbITOJIHEHHAs OAHON 10301 150 mr-skB. [{ns
BBICOKOI'O YPOBHsI J103bI B 1€bTOBUAHON Mblle ykazad PP1IM. Ceernas 3aiiTpuxoBaHHas
o0nacTe npencTaBsieT cOO0H qUana3oH OT OCTATOYHON 0 IMMKOBOHM KOHIIEHTPALUU
(onpenensiemblii TOBEPUTEIbHBIM HHTEpBATIOM 90%) nepen U3MeHEeHHeM HHTepBaia

BBeneHus1 PPOM.
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[0188] Ha ®UI'. 7 cpeansis CruiOLIHAs JIUHUSA PEACTABISIET MEAUAHHYIO KOHLIEHTPALUIO
NAJUIIEPUIOHA, a 3aTeHEHHAast 00JIaCTh MEXKy HIKHEH U BepXHEH MyHKTHPHBIMU JIMHUAMU
npencrasisier codoit 90% nosepurenpHbINA HHTEpBaAI. Ilocie cTanmapTHOro 4-MeCIYHOTO
neuenus BeeeHneM PP1M B nenbTOBHIHYIO MBILIIY (Ha4aJbHbIE O3Bl C MTOCIEAYOIIUMHI
NOJAEePKUBAIOLINMHE 103aMH) cienyer BeneHre PPOM. YkazaHa 3anepikka BBEICHHUS
nocnenHen 103p PPOM u penHunmanuys, BeloiHeHHas A1ByMs no3amu 100 mr-sks. [ns
IeTbTOBUAHON MbIIIbl Yka3an PP1M. CBetnas 3amuTpuxoBaHHasi 00JacTh MPEACTABISIET
co0ol IMana3oH OT OCTATOYHOM IO MTUKOBOH KOHLEHTpAaHH (OnpeaesieMbIi
JOBEPHUTENbHBIM HHTEpBAIOM 90%) mepen u3MeHeHneM HHTepBaja BeeaeHst PPOM.
[0189] Ha ®UI'. 8 cpeansisa CruiolIHas JIMHUS MPEACTABISIET MEAUAHHYIO KOHLIEHTPALUIO
NAJUTIEPUIOHA, a 3aTeHEHHAast 00JIaCTh MEXKY HIDKHEH U BEpXHEH MYHKTUPHBIMU JIMHUSIMH
npencrasisier codoit 90% noepurtepbHBINA UHTEpBaAI. [loce cTaHmapTHOTO 4-MeCIYHOTO
neyenns BeeeHreM PP 1M B nenbTOBHIHYIO MBILINY (HA4aJdbHBIE O3Bl C MTOCIENYOIUMH
MO PKUBAIOLINMHE JT03aMH) ciienyet BBeneHue PPOM. Yka3aHa 3aep:kka BBEICHHI
nocaeanen 1036l PPOM u penHuLnanys, BBITOJIHEHHAs Kak 4-MecsiyHoe jedeHue PP1M

C BBEJIEHHEM B JIEJIbTOBUAHYIO MbIIIy. CBeTas 3alITPUXOBaHHAS O0JIACTh MPECTABISET
co0oH IMana3oH OT OCTATOYHOM JO MUKOBOI KOHLIEHTPAHHU (ONpeaesieMblit
JIOBepUTENIbHBIM HHTEpBaoOM 90%) nepen u3sMeHeHneM nHTepBaia BBeaeHus PPOM.
[0190] OTu pexomenmaLuu CO3MA0T MEXAHU3M, MTOCPEACTBOM KOTOPOIO MALIMEHThI MOTYT
BO300HOBUTH JieueHre PPOM B ciiydae MoHOrO MM YaCTHYHOTO HECOOJIOIEHHS PEXKIMa, B

pe3yJibTaTe yMEHbIIAeTCss HeOOXOIMMOCTDb Havasa jJedeHus de novo.

IIpumep 9. U3menenue Beca, cBsizaHHoe ¢ JedyeHuem PP6M

[0191] U3 pe3ynbTaTOB UCCIEIOBAHUMN, IPEACTABICHHBIX B MpUMeEpE 4, CIEAYET, UTO
NAIMEHTHI ¢ 30 peHue, CTaOuIM3UPOBaHHBIC Ha 00JIEe KOPOTKOAESHCTBYOIUX COCTaBaX
nanunepunona (PP1M, PP3M), kotopble ObuIH NIepeBeeHbl Ha COCTaB OOJIee JTUTEITBHOTO
nevicteusi (PP6M), neMOHCTpUpPOBAIH N0 CYIIECTBY MEHBINYIO OOIIYIO MpHOaBKy Beca Teja
BO BpeMsi IBOMHOM ciiernoii (assl (12 MecsiieB) u OOJBINYIO TOTEPIO Beca MO CPABHEHUIO

¢ marueHTamy, nony4asmiumMu PP3M (meiicTByromuii npemnapar cpaBHeHHsI) B TeueHe 12-
MECSIYHOM NBOWHOM ciieriol ¢a3bl, kak nokasano Ha U, 9. Hanpumep, yBennueHue Beca B
NOMYJSINAN NTareHToB rpymmel PP6M Obuto HesHauntenpHbM (0,1 kT 3a 12 Mecses, JeBblil
rpadux Ha @UI'. 9), 1 OoJnee BHICOKUIT MPOLIEHT MALUEHTOB NMPOAEMOHCTPHPOBAI

3HAYUTEIBHYIO MOTEPIO Beca, bonee 7% ot Beca Tena (npasriil rpadgux Ha GUT'. 9).
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[0192] JlaHHBIC MpOAHATM3UPOBAIH JOTIOTHUTEIHHO U OOHAPY KIIIH, YTO MALUEHTHI C
n30b1TOuHBIM BecoM (MMT ot 25 no <30) monyyaroT npeumyImnecTso ot nepexona Ha PP6M
(®HT'. 10), xak 1 marueHTsl B Bo3pacTHOH rpynmne 18-25 (PHUI. 11). ITpu Tom, uto
NPOJEMOHCTPUPOBAHO OJIArONPUATHOE BIIMSIHUE HA BEC, UCCIEOBAHMS TAK)KE MTOKA3aJN HEe
MeHbLIyI0 3 dexTuBHOCTE PPOM 10 cpaBHeHuto ¢ PP3M B OTHOIIEHHH IEPBUYHOI
KOHEYHOW TOYKU BPEMEHH JI0 PELUINBA B KOHLE 12-MeCSIYHOro nNepruoaa, Kak B BBIOOPKE s
aHayM3a CyOBeKTOB C HA3HAYSHHBIM JICUSHHEM, TaK U B BBIOOPKE JUIsl aHAJIU3€ IO TIPOTOKOITY.
IIpoguns 6e3onacHocTr, HabMoKaeMbIi 11st PPOM, cornacyercs ¢ npeapiayuMu
uccnenoBanusiMu coctaBoB PP1M u PP3M (e3 HOBbIX CHTHAJIOB O€30MaCHOCTH.

[0193] Ilo Gomblieii 4acTH, MPUPOCT BECa OTMEUAJICS HAa HCXOAHOM YpOBHE (1eHb 1)
IBOWHOTO CJIENIOrO UCCIENOBAHMS, YTO YKA3bIBAET HA TO, YTO HAOOP Beca MPOUCXOAMII B
Te4YeHHe OTKPBITOH (pa3el crabunuzanmn. Bo Bpems qBOWHHOM cienoil (a3sl He HaOM0aI0Ch
nocTeneHHoro Habopa Beca (12 mMecsitieB), 4To yKa3bIBaeT Ha CTAOUITM3UPYIOIIEe BIUSHHUE HA
CpenHee yBelnn4YeHHne Beca ¢ Oosee peKUMH HHBEKIUAMU. TakuM o0pa3oMm, MarMeHThI C
BO3PACTAIOLINM BECOM MOTYT ObITh mepeBeneHbl Ha PPOM niist conelicTBus CTa0MITH3AIT HX
BECA WJIM MOJIEPKKH CHIDKEHHSI Beca Tea.

[0194] Ot ucxognoro yposss (DB) 10 koHeYHON TOYKM ABOWHOTO CJIENIOTO HCCIISIOBAHUS
U3MEHEHHUs Beca Tena, OKpykHocTH Tanuu u UMT Obutn uncnenHo Boime B rpynmne PP3M no
cpaBHeHuto ¢ rpymmoii PP6M. Cpennee (SD) yBennueHue Beca Tejia OT HCXOAHOTO YPOBHS
(MA) 1o koHeYHON TOYKH JBOMHOTO cienoro uccneposanus cocrasuio 0,10 (4,959) xr u
0,96 (5,103) kr ans rpynn PP6M u PP3M cooTBeTCTBEHHO.

[0195] Ot ucxonuoro ypoBHst DB 10 KOHEUHOH TOYKHM JBOWHOTO CJIETIOr0 UCCIEAOBAHUS Y
10,6% cyObekroB B rpynmne PP6M u 13,2% cyObexToB B rpynne PP3M nHabmronanock
aHOMAJIbHOE YBeJMueHHe Beca Tena (>7%). 9,1% cybwextos B rpynme PPOM u 6,8%
cyOobekToB B rpymnme PP3M umesnn aHOMabHOE CHIKEHUE Beca Teja (> 7%) OT HCXOIHOTO
ypoBHs1 DB 110 KOHEUHOM TOYKH IBOMHOTO CJAEMOro UCCIEIOBAHUS.

[0196] Ha ®UI. 10 cpennee (SD) m3menenune ucxogHoro (DB) UMT cocrasuio 0,28
(3,404) xr B rpynne PP6M u 1,42 (4,456) kr B rpynne PP3M nist cyObeKkTOB ¢ HOpMaJIbHBIM
(<25) ncxomupim UMT; -0,53 (4,386) xr B rpynine PPOM u 1,15 kr (4,814) xr B rpynne PP3M
st cyobekToB ¢ n30bITouHbIM BecoM (MMT 25<30); u 0,71 (6,448) kr B rpynne PP6M u
0,30 (5,955) kr B rpynme PP3M mist cyobekTos ¢ oxxupenuem (MMT > 30).

[0197] Ha ®HI. 11 cpennee (SD) nsmeHenue no Bo3pacty cocrasuiio -0,65 (4,955) kr B
rpynne PPOM u 4,33 (7,112) kr B rpynne PP3M mist cyObekToB B BO3pacTHOM rpymre ot 18
no 25 ner; 0,29 (4,878) xr B rpynne PP6M u 0,91 (4,600) kr B rpynne PP3M nist cyObekToB
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B Bo3pacte ot 25 1o 50 ner; -0,31 (5,247) xr B rpynne PP6M u -1,20 (4,763) kr B rpynme
PP3M nns cyobexToB B Bozpacte oT 51 o 65 net; u 1,76 (4,738) xr B rpynne PP6M u 5,47

(5,707) xr nnst cyOBEKTOB>6S5 JI€T.
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DOOPMVIJIA N30BPETEHHA

I. Crioco0 crabunu3anuy Wik CHIDKEHUSI Beca Tejla MalueHTa, KOTOPBIH MoTyJat
JieueHNe NHbEKLINOHHOM CYCIIEH3UeH ¢ POJIOHTMPOBAHHBIM BBICBOOOXKIEHUEM
NAJUIIEPUIOHA MAJIbMHUTATA JIUOO C ONHOMeCTYHbIME uHTepBaiamu (PP1M), nmubo ¢
TpexMecsiuHbIMHU HHTepBajamMu (PP3M), BkiroUaromii BBeeHue nocienHeii 103s1 PP1M
umi PP3M ¢ nocneayrommum BBEAEHUEM HAa4aJIbHON JO3bl HHbEKLMOHHON CYyCIIEH3HH C
MPOJIOHTHPOBAHHBIM BbICBOOOKIEHHEM MAJMIIEPUIOHA NATBMUATATA, HMEIOLIEH

IIECTUMECSYHbIN HHTEPBAI MEXIY BBeAeHUsAMHU npenapara (PPOM).

2. Cnocob o 1. 1, B KOTOpOM marieHT nosty4ad jieueHre PP 1M B TedeHne no MeHbIueit

Mepe YeThIPEX MECSILIEB.

3. Croco® mo 1. 1 uim 2, B KOTOPOM MauueHT noiy4dan jeuenue PP3M B Teuenue no

MEHBIIEN Mepe OJHOrO 3-MECSYHOrO0 HHTEPBAa.

4. Crnioco0 no mo0oMy U3 MPEIIEeCTBYIOUIUX MYHKTOB, B KOTOPOM HAYaJIbHYIO 103y

PP6M BBOzsT mpumMepHO depe3 1 mecsu (£7 aHel) nmocne BBeneHus nociaenneii 1o3et PP1M.

5. Crioco0 1o 1. 4, B KOTOPOM:
xoraa nocaenssas go3a PP1M conepsxut okono 156 Mr nanunepuaoHa NajJibMUTaTa,

HauajbpHas 103a PPOM cocrasisier okono 1092 mr nanunepuaoHa najbMHUTaTa.

0. Crniocob mo 1. 4, B KOTOPOM:
xorza nocaensss no3a PP1IM conep:xut okono 234 Mr nanunepuoHa NajJibMHUTATa,

HavanbHas 103a PP6M cocrasnsier okono 1560 Mr nanunepuaoHa najibMuTara.

7. Cnoco6 o mo0oMy U3 MPEAIeCTBYIOUINX IIYHKTOB, B KOTOPOM HA4aJIbHYIO A03Y
PP6M BBozsT mpuMepHO depe3 3 Mecsua (+14 gHeil) mocye BBEIeHUS MOCIEAHEH 03Bl

PP3M.

8. Criocob mo 1. 7, B KOTOPOM:
korza nocaenssst 1o3a PP3M conep:xut okoso 546 Mr nanunepuoHa najJbMUTATa,

HavasbHas 103a PPOM copepsxut okono 1092 mr nanunepunoHa najabMuTaTta.
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9. Criocob mo 1. 7, B KOTOPOM:
korza nociuenssst 1o3a PP3M conep:xut okoso 819 Mr nanunepuaona najibMUTaTa,

HaudajbpHas 103a PP6M copep:xut okono 1560 Mr nanunepunoHa najabMUTaTa.

10. Cnocob o moOoMy U3 MPeAIeCTBYIOUINX MyHKTOB, B KOTOPOM MAL[EHT HMEeT
uHnekc maccel Tesia (MMT) ot okoso 25 1o MeHee yeM okoj10 30 Ha MOMEHT BBEIEHHS

HavyaJbHOU 11036l PPO6M.

11. Crnoco6 no moOoMy U3 MPEIIeCTBYIOIMUX MYHKTOB, B KOTOPOM BEC TeJa MallUeHTa

OLIEHMBAOT HAa MOMEHT BBeIEeHHS HauajbHOU 10361 PPOM.

12. Crioco6 no mroboMy U3 MPeNecTBYOMUX MyHKTOB, B KOTOPOM BO3PACT MAIMEHTa

COCTABJISIET OT OKOJIO 18 et mo okoio 25 ner.

13.  Cnoco0 no nro0oMy U3 MPEIIeCTBYOUNX NYHKTOB, B KoTopoM PP3M mnu PP6M
COZIEPIKUT:

oT okoJ10 280 mr/mit 10 0koJ10 350 Mr/MIT najnunepuaOHa MajJbMUTATA;

OT OKOJIO 8 MI/mMiT 10 OKOJIO 12 MI/MIT CMauMBarOIIEro areHTa;

onuH win 6osee OypepHbIX areHTOB,

OT OKOJIO 65 10 OKO0JIO 85 MI/MJI CyCIIEHINPYIOLIEro areHTa; u

BOJy, CKOJIbKO MOTpedyeTcs ast foenenus 10 100%.

14. Cnoco6 o 1. 13, B kotopom PP3M unu PPO6M mmeeT kucnotHocThb oT okosio pH 6,0

1o oxoso pH 8,0.

15.  Cnocob mo . 13 wmm . 14, B KoTOpOM 0oiMH min Ooee OyQepHbIX areHTOB CONepKaT
MOHOTHJIPAT JJUMOHHOH KHCJIOTBI, MOHOTHApPAT nuruapodochara HaTpust, 0e3BOIHBIN AUHATPUS

ruzipodocdat nim rugpOKCUT HATPHSL.

16. Cmnoco6 o 1. 13, B kotopom PP3M unu PPOM conepsxut:
oko0J10 312 Mr/mi nanunepuaoHa MajbMHUTATA;
okoJyio 10 mr/mn nonmcopbara 20; u

0K0J10 75 Mr/mu o TuieHriimkoas 4000.
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Crnoco0 no moOoMy U3 MpeAIIeCTBYOUINX NYHKTOB, B KoTopoM PP1M conepsxut:
ot okoJio 140 mr/mi 1o okojio 180 mMr/mi manunepuaoHa MajJbMHUTATA,

OT OKOJIO 8 MI/MIJI 10 OKOJIO 16 MI/MJI CMAYMBAIOINETO areHTa,;

oauH mwiH Oosee Oy(epHBIX areHTOoB,

oT 0koJ10 20 Mr/mit 10 0koJio 40 MI/MJI CyCIEHAMPYIOLIErO areHTa; u

BOJY, CKOJIbKO moTpedyercs st noseneHus 1o 100%.

Crnoco6 no . 17, B kotopom PP 1M umeet kucnotHocts ot okoso pH 6,0 no okono

Cnocob mo . 17 wnm 1. 18, B koTOpOM 0iMH Min Oostee OyepHBbIX areHTOB CONepIKaT

MOHOTHJIPAT JUMOHHOH KHCJIOTBI, MOHOTHAPAT nuruapodochara HaTpust, 0e3BOAHBIN AUHATPUS

ruzipodocdat nim rugpOKCU T HATPHSL.

20.

Crnoco0 no . 17, B koropom PP1M conep:xur:
oKkoJ10 156 Mr/mi nanumnepuaoHa MajbMHUTATA;
okoJo 12 mr/mn nonucopbara 20; u

0k0J10 30 Mr/mu1 o TuieHriimkoas 4000.
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