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(57) B manHOM M300peTEHHM OMHMCAH CNOCOO JIEUEHHs AKWTAUMK WIH NPU3HAKOB KHTALMH y CyObeKTa,

BKJIFOYAIOMIMN CyONMHIBaJbHOE BBEACHHE AS(PQPEKTUBHOIO KOJIMYECTBa anb(a-2-aJpeHepruieckoro
aroHHCTa, OOoNIee KOHKPETHO AEKCMENSTOMUINHA WK eTo (hapMarieBTHIecKH pruemiieMoit conn. Criocod
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WM ero QapMareBTHIECKH MPUEMIIEMOH COJM B /103€, KOTOpas sBIsieTCs d(QQEKTUBHON JUTS JICISHUS
AKUTAUU UK TTIPU3HAKOB aXKUTALlU Y cy61,eI<Ta, HO HE BBI3bIBACT IPH 3TOM 3HAYUTCIIBbHOT'O CCAAaTUBHOI'O

a¢dexra.
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INPUMEHEHHUE CYBJIHHI'BAJIBHOI'O JAEKCMEAETOMUJINHA JJIs1 JEUEHHUA A’KUTALIINA

OBJIACTb TEXHUKHU

[1] B maHHOM H300pETCHHH OMHCAH CIOCOO JCUCHHUS AXKUTAIMH WJIH MPU3HAKOB XKUTALMH Yy CyOBEKTa,
BKJIFOYAKOIIUI CYyOIHHTBATBHOC BBCIACHHE Y(PPCKTHBHOTO KOMHMHYCCTBA Ab(a-2-aapCHEPrHUCCKOTO ArOHHCTA,
00Jice KOHKPETHO JCKCMEACTOMHANHA WM €ro (hJapMAICBTHUCCKH MPUEMIICMO# comi. B JaHHOM H300peTCHHH
TAKOKE OTHCAHA CYOJMHTBAIBHAS KOMITO3HIMSA A ICUCHHS Q)KUTALWH WM MPU3HAKOB AKUTALMHA, COACPIKAMIAL
3((CKTUBHOC KOIMYCCTBO ACKCMCACTOMHUINHA WIH €r0 (DapMAICBTHUCCKH MPUSMIICMOH COJTH BMECTE C OJTHHM
WM OOJIBIIMM KOJIMYECTBOM (l)apMaI.[eBTI/I‘ICCKI/I TPUCMIICMBIX HOCHTEEH H/MIM BCIIOMOTATEIbHBIX BCIICCTB, a

TAKXKE €€ MPUTOTOBJICHUC.

IMEPEKPECTHA I CCBIJIKA HA POJICTBEHHEIE 3ASIBKU

[2] JTa 3ajBKAa HWCIPANIMBACT NPHOPHTET IO mpeasapurenbHOi 3asBke CIIIA ¢ cepuiiHBIM HOMEpPOM
62/441164, momamnoit 31 mexabps 2016 roma, mpeasapurenbHOi 3asBke CIIIA ¢ cepuitHBIM HOMEPOM
62/471393, mogarHo# 15 mapra 2017 roxa u npexsaputensroi 3asaske CIIIA ¢ cepuiitabiM HOMEpOM 62/542323,
noganHou 8 asrycra 2017 roga, omucaHUA KOTOPBIX BKIFOUCHBI B JAHHBIH JOKYMEHT IOCPEACTBOM CCBUIKH B

MOJIHOM 00BEME JUIS BCEX IICIICH.

YPOBEHb TEXHUKHU

[3] Aokutanus - 310 OOIMil TEPMHH, KOTOPBIN MOXKET OTHOCHTBCA K PALY HOBEACHUCCKUX HAPYIICHHN HIIH
pPaAcCTPOMCTB, BKIFOYASA ArPEeCCHIO, BOMHCTBCHHOCTb, THIICPAKTUBHOCTh H PACTOPMOXKCHHOCTB. ASKHTALHA
ImpeacTaBIieT CcoOoH  HecenU(PHYECKYF0 COBOKYIHOCTh OTHOCHTCIBHO HECBA3AHHBIX IOBEICHYCCKHX
PACCTPOWCTB, KOTOPbIC HAOMIOJAIOTCA NPH HECKOJIBKHX PA3THYHBIX KIMHHYCCKUX COCTOSHHUAX H OOBIYHO
XaPAKTEPUBYIOTCS M3MCHSIOIMMCS TCUCHUEM. AJKUTALHMSA MOKET OBITh BBHI3BAHA HECKOIBKHMH PA3THYHBIMH
MATOJIOTHYCCKAMH COCTOSHHSAMH H JICKAPCTBEHHBIMH B3AMMOJCHCTBHAMH HIIH JIEOOBIMH OOCTOSTEIBCTBAMH,
KOTOPBIC YXYALIAOT CIIOCOOHOCTh YEIOBCKA MBICTHTH. MHOKECTBECHHBIC MATO()H3HOIOTHUCCKHE HAPYICHH
0OYCIIOBIICHBI HAPYIICHUEM PETYILNHA T0(PaMHUHEPTrHICCKOM, CEPOTOHMHEPTHICCKOH, HOPAAPECHEPTHYCCKOH H
' AMKeprudeckolt CHCTEM. ASKHTAIMA XAPAKTCPH3YSTCA HCMPOAYKTHBHOW, MU(PPY3HOH W HSKCHCCCHBHOM
YPE3MECPHON AKTHBHOCTHIO KaK ABHTATCIFHON (AKATU3WA), TAK W KOTHUTHBHOHN (DYHKIIHH, COMPOBOKIAROIICHCA
BHYTPEHHHM HETIPHATHBIM HanpspKeHHeM. KiodoM k 6€301acHOCTH SABIIETCSA PAHHEE BMEIIATEIBCTBO C ICIIBEO

TMPCAOTBPAICHAA PA3BUTHA A)KUTALIUHU B ArpeCCUI0 H HACUTIHUC.

[4] AckuTamust MOXKET OBITh CBfA3aHA C HEHPOJCTCHEPATHBHBIMH HapymeHmAIMH. OZHAM H3 BKHBIX
MIPOSIBICHUI JUIMTEIFHOTO IPOTPECCUPYIOIETO HEHPOIECTCHEPATHBHOTO IPOLIECCA ABILIETCS TAKOE KIHMHIYCCKH
H3BECTHOE COCTOSHHE KaK JeMEHIMA. JIEMEHIMH BKIIOYAIOT JeMeHImIO mpu Oone3Hu Ambureiivepa (BA),
n06HO-BHCOUHYEO AeMeHImEo (JIB/I), cocyaucTyro memenuuro, 60xe3up Tener Jlesu (BTJI) u nemennuro [layHa.

JleMeHINA y B3POCHBIX IOCTCNICHHO Pa3pyllacT MaMATh M CIOCOOHOCTh YCIOBEKA YUHTHCH, PACcCy’KIaTh,
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MPHHAMATH PCIICHHA, OOMATHCSA M BBINOJIHATH MOBCETHCBHBIC Acna. Ha 6ojee MO3IHHX CTaauAX MAIMCHTHI
MOTYT HUCHBITBIBATh H3MCHCHHS B JIMYHOCTH H MOBEACHHMH, TAKHE KAK TPEBOId, MOJO3PEHUC, AKUTALMS H

arpeccus.

[5] Sebastiaan Engelborghs et al., B Neurochemistry International 2007 Nov, 52(6): 1052-60, onmcan, 4to
IIPU JTOOHO-BHCOYHOM IEMEHIUH IOBBIIECHHAA aKTHBHOCTH J0(haMIHEPrUIeCcKOi HeHponepeaayd i H3MCHCHHAS
CEPOTOHHHEPIHYECKAd MOAYLINU J0(haMUHEPIHUECKOH Heponepejayun aCCOUMHPOBAHBI C AKUTHPOBAHHBIM H
arpecCCHBHBIM TOBSACHHEM COOTBSTCTBCHHO. Pia Jul et al., B Journal of Alzheimer’s disease 2015 Sep, 49(3):
783-95, omumcan, uyro wemm rTg4510 pemoHcTpupoBamu P301L-tay-3aBHCHMYI0 THUIEPAKTHBHOCTB, H
QKUTALHOHHO TOJOOHBIC (DEHOTHIBI Y STHX MBINIEH MOTYT OOpPA3OBBIBATH KOPPEIILHI0 C HEKOTOPBIMH
MOBEACHYCCKAMH PAcCTPOHCTBAMH, HAOMFOTACMbIMH NPH mporpeccupyromeii 6one3nn Amsureiivepa (BA) u
no6Ho-Bucouno# memeHmun (JIBJ]). Nathan Hermann et. al., B Journal of Neuropsychiatry 2004 Aug, 16(3):
261-276, omucan, 4YTO KOMIICHCATOPHOE MOBBIMICHHEC AKTHBHOCTH B HOPAAPCHEPTHUYCCKON CHCTEME MOKET
croco0CTBOBATH MOBCACHUCCKUM W TICHXOJOTHYCCKAM CHMITOMAM QKATAHH W arpCCCHH IIPH 0oe3Hu

Ampureiivepa.

[6] AskuTanusA TakKE MOXKET OBITh ACCOMMMPOBAHA C HCHPOMICUXHATPUICCKAMH COCTOSHIAMH, TAKAMH KAaK
mu3o(peHns, OUMOIIPHOES 3a00/ICBAHKMC, TAKOS KAK OWIOMAPHOC PACCTPOMCTBO WIH MAaHHA, JCTPCCCHA,
JCIUPUH | T. ., HIH HXATANUS MOKET OBITh ACCONMUPOBAHA C A0CTHHEHTHBIM CHHIPOMOM, BO3HUKAIOIIHM IIPH
OTMEHE IIPHEMA AJKOTONA W IICHXOAKTHBHBIX BemecTB. OCTpas a>KUTaIys, NPOSBILIOINANCA COCTOSHHEM
JIBUTATEIHHOTO OCECIOKOHCTBA M COINPOBOXKIAMOLIETO €ro INCHXHYCCKOTO HANPSUKCHHUS, SBISIETCS CEPbE3HOH
MCAHIHUHCKOH MPOOIeMOM, KOTOpas MOMKET HMETh MECTO IPH HEKOTOPBIX IICHXHYCCKHX PACCTPOHCTBAX,
BKJIFOYAs IH30()PEHUIO U OUIIOJLIPHYIO MAHHUIO, H MOKET OBICTPO MEPEPACTH B arpecCUBHOE noBeacHue. OcTpas
QXKHUTALUA XaPAKTECPU3YETCs MPU3HAKAMH, KOTOPHIC BKIIOYAIOT B CEOs XOJKACHUE B3aJ H BICPEN, 3a1aMBIBAHUC
PYK, CKaTHE KyJIaKOB, PEUCBOH HAMoOp, KPHKH, a TAKKE YIPOXKAOILIECE MOBEACHHE MO OTHOIICHUIO K JIFOIIM IIPH

YCUIICHUH AKUTALIHH.

[7] Ha cerogusmHuii AeHb HE CYIIECTBYET €IUHOTO JICKAPCTBECHHOTO CPEACTBA, PACCMATPHBAEMOTO Kak
«CTAaHAAPT JCUCHHS» UIA JICUCHHSA AKUTALMH V TMALUCHTOB C ACMCHIMMCH WM 1mm3o@peHueit. Kak mpapmio,
HanboJIee YacTO MPUMCHSFOTCA TPH KJIACcCa JICKAPCTBCHHBIX CPEACTB, B 3aBUCHMOCTH OT CTCIICHH AKHTAIHH, a
HMCHHO AHTHIICHXOTHYCCKHC CPEICTBA MEPBOTO MOKOICHHSA, AHTHIICHXOTHYCCKHUC CPEICTBA BTOPOTO MOKOJICHHUA,
a Taxke OCH30IHA3CTIMHEI, BBOJUMBIC TICPOPATHHO, BHY TPHMBIIICYHO HIIH BHYTPUBCHHO. B TCUCHHE MOCICTHIX
HCCKOJIBKHX JCCATHUIICTHA BHYTPUMBIICYHOC BBCACHHC THIMYHBIX AHTHICUXOTHYCCKUX CPCACTB H
OCH30IMA3CTIMHOB, BBOJUMBIX MO OTACTHHOCTH WJIH B KOMOWHAIIMH, OBLIO MCTOJOM BHIOOpA TPH JICUCHHH
axuranud. B HacTrosAmee BpeMsA NPEANOYTHTCIBHOH MAPAAUTMOHM JICYEHHA OCTPOH Q)KUTALUH ABIACTCA
MPHMCHCHHC  ATHNWYHBIX  AHTHICHXOTHYCCKHX  NPCHAPATOB,  BBOAWMBIX C  JOTOJTHHTCIGHBIMH

OeH301HA3CIIHHAMHE HIH O0€3 HHX.

[8] Bonee KOHKPETHO, MAIMCHTAM C @KHTAIMCH OOBMMHO HA3ZHAYAIOT OCTA-OJIOKATOPHI, TAKHE KaK
MPOMPAHOTION M THHAOJON, JCKApCTBa OT TPEBOTH, TAaKWEe Kak OyCmHpOH, OCH30IHMA3CTIMHBI, TAKHE KAk
J0pa3enaM, MPOTHBOCYJOPOKHBIC MPEMAPATHL, TAKHE KAK BANBIPOAT M JAMOTPHIKHH, AHTHICHXOTHUYCCKHC

CPenCcTBA, TAaKHE KAK TaNONEPHAOJN, APONCPHION, 3HIPASHAOH M IPYTHE BBICOKOA((EKTHBHBIC ArcHTHI,
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Orokupyromue A0(paMuH, a TAKKE aTUMHYHBIC AHTHIICHXOTHYCCKUEH CPEACTBA, TAKHE KAaK OJAH3aNHH. TeM He
MeHee, OyCIHpOH, BaJbIPOAT, TAJONMEPUAOJ, JAPOIMECPHIAON H 3HUIPA3HAOH OONANAIOT IOTCHIIHAIbHBIMH
HEKENATeIbHBIME 3((eKTaMu, IPH 3TOM ONTHMAIbHAA 1032 U JOATOCpovHast 3(P(PEKTUBHOCTh INPH JCUCHUH
XPOHHYECKON OKUTALUH IIPH JEMEHIUH ABJIIOTCA OYCHb OTPaHHYCHHBIMU. JIopazenam aBasaeTCs 3(PPEKTHBHBIM
TOJIBKO JJIA JICUCHUS OKUTALUH Y MALMEHTOB ITPH MPHMEHCHUH NEepe MEAUIUHCKUMHE npoueay pamMu. JIokcanux
(aHTHIICHXOTHYECKOE CpeAcTBO) 0a00peH FDA i neueHns I NaiueHTOB ¢ KUTAUUEH IyTeM HHTALIIIH, HO OH
ACCOLMHPOBAH C MPEAYNPEKACHHEM B YPHOH paMKe OTHOCHTETIbHO OPOHXOCIA3Ma U NMOBBIICHHOH CMEPTHOCTH
Yy TOXXHIIBIX MAIHCHTOB C IICHXO030M, CBfA3aHHBIM ¢ AcMcHImCH (Mmerka FDA, mokcamuH wim AIlaCyB®).
OnaH3anuH, 3UNPA3UIOH HIH €T0 KOMOHHAIMS C TaJONECPUIOIOM TAKKEe acCOIMUpPYeCTs ¢ mposonranuei QT,
TaKKE B YCIOBHAX CTAlMOHAPA CICAYCT OPraHH30BATH OUCHb TINATCIHHBI MOHHTOPHHT 32 NMALMCHTAMH HA
MPESIMET BO3MOXKHOTO PA3BHTHA JKCTPAMUPAMHIHBIX MOOOYHBIX 3((dextoB. CoOOMCHNI 0 HEKCTATCIBHBIX
3¢ derTax (BKIOYAs BOCEMb JCTANBHBIX HCXOJOB), ACCOUMHPOBAHHBIX C BHYTPHUMBIIICYHBIM BBCICHHCM
OJIAH3AIMHA, TOTICPKUBAIOT HEOOXOIUMOCTh CIICJOBATh CTPOTHM PEKOMCHAALMAM OTHOCHTEIFHO HA3HAUYCHH

mpenapara u u30eraTh OJHOBPSMCHHOTO MPUMCHCHHA ¢ ApyruMu aenpeccantamu LTHC.

[9] B OKCHEepTHBIX KOHCCHCYCHBIX PEKOMCHIANWAX II0 JICUCHHIO HEOTIOXKHBIX IOBEICHUYCCKHX
PACCTPOHCTB CKOPOCTh BOSHHKHOBCHHA PACCTPOHCTBA YKA3BIBACTCA KAaK OJWH M3 HAHOO0JCE BAKHBIX (DAKTOPOB
IIPH BBIOOPE JIEKAPCTBEHHOTO IIPEINApara | Iy TH €ro BBEACHHUA. TeM He MEHEe, MOKET BOSHHKHY Th MOTPEOHOCTD
MIPUHHMATh AHTHIICHXOTHUICCKUC JICKAPCTBEHHBIC CPEICTBA OT HECKOJBKHMX JHEH 0 HECKOJBKUX HEJCIb 10
MONYyYEHHA HX CTOWKOTO AaHTHICHXOTHYeCKOro 3(¢ekra. B To ke Bpems, yKa3aHHBIC IPEMaparsl B
OOJBIIMHCTBE CIIYy4YacB OKA3bIBAIOT YCIOKAWBAIOLIECE JCHCTBHEC HA MAIMEHTOB C QKUTAUUCH B TCUCHHUE
HECKOJIbKMX MHHYT. Hampumep, OeH30Ha3eIHMHBl HIH OBICTPOJACHCTBYIOINNE CEJATHBHBIC JICKAPCTBECHHBIC
cpeacTBa OBICTPO YCHOKAMBAIOT CHIBHO Q)KHTUPOBAHHOTO IALHCHTA, HO IIOCTOSHHOC JICUCHHE 3TUMH

IpenapaTamMy MPUBOAUT K (JOPMHUPOBAHHIO TPHUBBIKAHYLAL.

[10] CreoBaTeIbHO, JICUCHUE AKUTALMK Y MANUCHTOB C HEHPONCHXHATPUUYECKHMH COCTOSHUSAMH (TaKHMU
Kak mu30(peHus WK OUMOIAPHAS MAHUI) H HCHPOACTCHCPATHBHBIMH 3200 ICBAHHAME BCE CIIC OTPAHIYCHO U3~
32 BO3MOJKHOCTH DPAa3BHTHS 3HAYHTCIBHBIX MOOOYHBIX S(P(PEKTOB, ACCONMHPOBAHHBIX C MPHUMCHACMBIMH B
HACTOSIIEE BPEMs JICKAPCTBEHHBIMHU MPEIAPATAMH, HX IyTAMHU BBEICHUS (BHYTPHBCHHBIM/BHY TPHMBbIIICUHBIM),
H TOCJTEAYIOIEH MOTPEOHOCTH B TOCIHTANM3ALIMH MAIMCHTA B JICUYCOHBIC YUPSKICHUS I BBCACHHSI ITHX
npenapatoB. B uacanbHON CUTyaluu JICKAPCTBEHHBIM Npenapar i JICUCHHS QKUTALMH Y TALUCHTOB C
nmm3oppeHnel WM ASMEHIUEH TOIDKEH XapaKkTepu3oBaThCsA 3(PdekTom ObICTPOTro YCHOKOCHHS ManueHTa 0e3

ceaanuu, Xopoumo NCPCHOCUTHCA H JICTKO BBOOAUTHECA C BBICOKHM 3alaCOM 0e30macHOCTH.

[11] Anp(pa-2 ampeHEprHYeCKHE AaroHHCTHI MPHMCHAIOTCS B TEPANEBTHUCCKHUX NEIX A1 psAaa
MATOJIOTHYCCKHUX COCTOSAHHM, BKIFOYAS THICPTCH3HIO, 3ACTOHHYIO CEPACYHYIO HEAOCTATOYHOCTD, CTCHOKAPIHIO,
CHACTHYHOCTb, TTIAYKOMY, JUAPCI0 M U IOJABJICHUS CHMIITOMOB AaOCTHHCHIMH, BO3ZHHKAOIIHX IPH OTMCHE
ommaroB. [lpuMepsl amb(a-2 agpeHEPrHUCCKHX ArOHHCTOB BKIIOYAIOT KIOHHIWH, TryaH(auwH, ryaHaOcHs,
IYaHOKCAOCH3, TVAHCTHIAWH, KCHIA3HH, TH3AHHIUH, MCICTOMHAWH, JCKCMEACTOMHIWH, MCETHIIIOINY,
MeTuIHOpenuHe(ppuH, (aTOIMUINUH, HOJOKIOHHMIMH, ANPAKIOHHIUH, ACTOMHUIWH, JTO(QECKCHIWH, AMHUTPA3,

MHBA3€pOJ, a3COCKCOJI, TAJHUIICKCOJI, PHIMCHHIUH, Ha(I)a?)OJ'II/IH, OKCUMCTA30JIMH, KCHJIOMCTA30/IMH,
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TCTPArHIPO30JUH,  TPAMA30JIMHHAWH,  TPAMAa3OJWH,  TAIMICKCON, POMU(UINH,  NPOIMHITCKCCIPHH,
HOp(eHEPpUH, OKTONMAMHH, MOKCOHUAMH, mumamuauH, tonoHumuH, UK14304, DJ-7141, ST-91, RWJ-52353,
TCG-1000, 4- (3-aMHHOMETHJI-IHUKJIOTCKC-3-3HHIMETH) -1,3-IuruaponMuaa3on-2-THoH, a Take U 4- (3-
THAPOKCHMETHII-IUKIIOTEKC-3-9HMIMETHA) -1,3-AUruApO-HMHIa30-2-THOH. ABTOpPBI JAHHOTO H300pETECHHA
HCOXKHAAHHO OOHAPY)KWJIH, YTO CYOJHHIBAJBHOE BBEACHHC ajb(a-2-aIpeHEPrHICCKOTO ArOHHCTA HIIH €TO
(papMALIEBTHYCCKH MPHEMIICMOM COJIH SBIIETCS OCOOCHHO A(P(PEKTUBHBIM M OC30MACHBIM CHOCOOOM JICUCHHS

AKHATAITHH.

[12] (S) -4- [1- 2.3-mumerwndenmn) >tui| -3H-uMuaa3zon (ICKCMEICTOMUAMH) ABIACTCA KOMMCPUCCKH
JOCTYIHBIM COCTABOM I HHBCKUWH, NMPUMCHACMBIM C LCNBI0 CCOANMH HW3HAYAJTHHO HHTYOHPOBAHHBIX H
MEXAQHHUYECKH BEHTUJIMPYEMBIX MAUEHTOB BO BPEMs JICUCHUS B YCIOBHAX OTACICHUSI HHTCHCUBHOM TEpamuu U

HCHUHTYOHPOBAHHBIX MAIMCHTOB 10 W/HJIH BO BPSMS MPOBCACHUA XUPYPTHUCCKUX U IPYTHX MPOLCIYP.

[13] Coobmaercd, 4To ACKCMEACTOMHINH OKA3hIBACT AHTHAKUTALHOHHBIHA 3(D()CKT PH BHYTPHBCHHOM HITH
OYKKaJXbHOM BBCICHHH BO BpEMs IIPOBEACHHS XHPYPIHMUYECKHX TPOLEAYP H B VCIOBHAX OTACICHHA
maTcHCcHBHOM Tepammu (OWT). Hanpumep, Ibacache et. al., B Anesthesia & Analgesia 2004 Jan;98(1): 60-3,
OITHCAJI BBCACHHC BHyTpPIBeHHOfI OI[HOI(paTHOfI A03bI ACKCMCACTOMHUAWHA AJIA CHIDKCHHUA YPOBHA KHUTALUH
TOCIIC aHeCTE3MH CeBO(IypaHOM ¥y aeTeii. O APyruX BHY TPHBEHHBIX BBSACHIIX coobmam Jeanne Boyeret al., B
Nursing Critical care 2010 Jan, 5(1): 30-34, Yahya Shehabi et. al., 8 Anesthetic Intensive Care 2010 Jan, 38(1):
82-90, and Joseph D. Tobias B Journal of Pediatric Pharmacology Therapeutic, Jan-Mar 2010, 15(1): 43-48. B
NCT 02720705 (upeHTH(UKAIHOHHBIH HOMEp KIMHHYECKOro ucciaeaopanmsa Ha caifre Clinicaltrials.gov)
OIHCAHO MPUMEHEHHE TPAHCOY KKABHOTO JEKCMEACTOMUNHA /I MPSIOTBPALICHHSA BOSHUKHOBCHUS )KUTALHH

y AeTEH TOIIKOJIBHOTO BO3PACTa, MOIY4ABIIHX CEBO(YPAH B YCIOBHAX OTACICHUS HHTCHCUBHOM TCPATIHH.

[14] CyOnuHrBaIbHOE NMPUMEHEHHE AeKcMeneToMuauHa omucano B WO 2016/061413. OxHako OCHOBHOE
BHEMaHuEe B WO 2016/061413 yaenseTcs BBEICHUIO AEKCMEACTOMUIMHA CYOIMHIBAIBHO B 103aX, MPUTOJHBIX
UL JICYCHHS PACCTPOMCTB CHA W HWHAYLUHPOBAHUS 3HAYHUTCIBHOTO ceaaTuBHOTO »(dekra. B xoae maHHOM
padoTHI ABTOPBI HEOXKHIAHHO OOHAPYKIIH, YTO ACKCMEACTOMHAWH WIH €ro (PapMaUCBTHUCCKH HMpHEMIIEMAas
COJIb, BBOJHMBIC CyOJMHHTBAIGHO, MOTYT J(QQCKTHBHO ICUATH AKUTALMIO, BKIIOYAS A)KHUTALHIO,
ACCOUMHPOBAHHYE) C HCHPOACTCHCPATHBHBIMH 3a00JCBAHKAMH (HAampuMmep, O0Je3Hb AlbIreiimMepa, JTOOHO-
BHCOYHYIO JICMCHIMIO W CHHIPOM BEUCPHEH CIyTAHHOCTH IPH OOJE3HH AJbUreiMepa/aIeMEeHINH), AXKUTALHIO,
aCCOIMHPOBAHHYI0 C HEHPONCHXHATPHUYCCKHMH COCTOSHHIAMH (HAmpuMep, OHWIOJIPHOE pacCTPOHCTBO,
mu30(ppeHus, OUMONAPHAS MAHWA, JCTHPHHA W ACTIPSCCHA), AKHUTAIMIO, ACCOIMHPOBAHHYIO C AOCTHHCHTHBIM
CHHIPOMOM, BO3HHKAOIIMM IPH OTMCHE IIPHEMA AJKOTONI M IICHXOAKTHBHBIX BEIICCTB, WM A)XKHTALUIO,
ACCOUMMPOBAHHYED C ApyruMHu coctosHmamu, Takumu Kak AMB/CTALL (amOynaTopHBIC/CTAMHOHAPHEIC)
mpouexyps! (Hanpumvep, MPT, KT wmm KT-ckan, moMOamsHas MyHKIWA, aCTUPAIS/OHOTICHI KOCTHOTO MO3ra,
yaaneHue 3y0OB HWIM JAPYTHE CTOMATOJNOTHYECKHE mpouexypsl). Jo3a, BbIOpaHHAA [UIA CyOIHHIBAIBHOTO
BBCICHHA, MOKCT OBITHh 3(D()ESKTUBHON I JICUCHHUA KUTANUHU, HO HEIOCTATOUHOHN A TOTO, YTOOBI BBI3BATh

SHAYUTCIBHBIN CCIaTHBHBIN 3D (PeKT.

CYIIHOCTD U30BPETEHHA
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[15] B manHOM H300pEeTEHHH NPEANATACTCA CHOCOO JEYCHHA AXUTAUMH HIH INPH3HAKOB QXKUTALUH Y
CcyOBeKTa, HY)KIAIOMIEIOCsl B 3TOM, BKIOYarommuii BeeAcHHE J(dekTuBHOrO KommyecTBa anb(ha-2-
AIPCHEPTHICCKOTO ArOHHCTA WIH €ro (PapMaleBTHUCCKH MPHUEMJICMON COMH CYONHHTBAIBHO CYOBEKTY, IPH
9TOM YKa3aHHASA QKUTAIMA ABJCTCS ACCOLMHPOBAHHOH C HEHPOJCTCHEPATUBHBIMH 3a00JCBAHMAMH IO THILY
Oosie3Hn AnbureiiMepa, JTOOHO-BHCOYHON AEMEHIMU MM HAPKUHCOHM3MA, WM YKA3aHHAS QKHTALUS ABJACTCS
ACCOLMMPOBAHHOH C HEHPOICHXMATPUYCCKUMH COCTOSHHAMH IO THIY [MH30()peHHH, OHIOIIPHOTO
paccTpoiicTBa, OHWNO/SIPHOH MAaHUHM, JCTHPHSA MM JACIPECCHH, HIM YKA3aHHAS QKHTAUHA ABJACTCA
accomuupoBanHoi ¢ AMB/CTAL] npoueaypamu (Hanpumep, MPT, KT wmun KT-ckaH, qroMOanbHAsA IyHKIHA,
acTupanus/OHOTICHsT KOCTHOTO MO3Ta, yAAJCHHE 3y0OB HIH APYTHE CTOMATOJOTHYCCKHE MPOLEAYPHI), HIH
VKA3aHHASA QKUTAUUS SABIACTCA ACCOUMHPOBAHHOW C AOCTHHCHTHBIM CHHIPOMOM, BOSHHKAFOINMM IPH OTMCHC
pUCMA aTTIKOTOJIA H NICHXOAKTHBHBIX BCIICCTB. B KOHKPCTHOM ACTICKTC AKUTALUA MOAABIIACTCA oe3 l'[pO}IBJ'ICHI/Iﬁ

3HAYUTCIFHOTO CCTATHBHOTO 3(Pdekra.

[16] B mpeamoyTHTETFHOM ACTCKTS AAHHOTO H300PCTCHHSA MPEANATACTCA CIOCO0 IICUCHHUS AKUTANHA WA
MPHU3HAKOB AXKHTAIMH Y CYOBCKTa, HYKJAFOMICTOCA B 3TOM, BKIIOYAIOINHN CYOIHHTBAJIBHOC BBCICHHC
YKa3aHHOMY CYOBCKTY 3(D(PECKTHBHOTO KOTHICCTBA ACKCMEICTOMAIIHA HITH ¢T0 (DapMAICBTHICCKH MPHCMIICMOM

cod. B KOHKPETHOM aCHEKTe aKUTAUUA MOAABIACTCA Oe3 MPOABICHUI 3HAYHTEILHOTO CCAAaTHBHOTO 3(deKTa.

[17] B mpyrom acmekTe JAHHOTO H300PETCHHA MPEAIAracTCsA CHOCOO JICUCHHA AKUTANHH WM TPH3HAKOB
QOKUTAIMH y CYOBEKTa, HYKJAIOIIETOCA B 3TOM, BKIIIOYAOINNI CYyONMHIBAJXbHOE BBEICHHE YKA3AHHOMY
cyOBeKTy 3(P(PEKTHBHOTO KOIHIECTBA ACKCMEJCTOMHUINHA WM €ro ()apMaLEBTHYCCKU IMPHEMIICMOH COMH, IPH
3TOM YKa3aHHAs1 QKWUTAUMA SBIETCA ACCOLMHPOBAHHOM C HEHpOJCTCHEpaTHBHBIM 3a0o0jcBaHueM. B

KOHKPETHOM aCIEKTE AKUTALMS MOJABIBICTCS OS3 MPOSsBICHUI 3HAYUTEILHOTO CEIATHBHOTO A(QeKTa.

[18] B eme 0gHOM acmeKkTe JAHHOTO H300PETCHHUS MPEAIaracTcsa Cnoco0 JCUCHUS AKUTALHMH HTH MPH3HAKOB
QKUTALUH y CyOBEKTa, HYKAAOLIETOCA B STOM, BKIFOHUAONIMI CyOIHHIBAIPHOEC BBEICHHE YKA3aHHOMY
CcyOBeKTy 3()(PSKTHBHOTO KOIMYIESCTBA ACKCMEICTOMHINHA WM €ro (JapMALCBTHYCCKH MPHEMIICMOH COJH, TPH
ATOM YKA3aHHAA QKATANMA SBIACTCA ACCOIMHPOBAHHON C ACMCHIHMCH, OONC3HBIO AmbIreiiMepa, JOOHO-
BHCOYHOH JCMCHIMCH, NAPKHHCOHWU3MOM WIH JPYTUMH HEHPOJCTCHEPATHBHBIMH 3a00ieBaHusMH. B

KOHKPETHOM aCIEKTE AXKUTALMS ITOJABIBICTC O¢3 MPOsBICHUIH 3HAYUTEILHOTO CEIATHBHOTO (P deKTa.

[19] B nmpyrom acmekTe JAHHOTO H300PETCHHA MPEAIATACTCA CMOCOO JICUCHWA AKUTANHH WA MPH3HAKOB
QOKATAOMH Y CYOBEKTa, HYKJAFOIIETOCA B 3TOM, BKIIIOYAIOIIHH CYONMHTBANbHOE BBEACHHE YKA3AHHOMY
cyOBekTy 3(P(PEeKTHBHOTO KOIMIECTBA ACKCMEACTOMUIANHA WM ero (DapMAaNEBTHICCKH IMPHEMIICMOH COIH, IPH
3TOM YKA3aHHAS QKUTALHA SBIICTCS ACCOUMHMPOBAHHOW C MIM30(pEHHEH, OHIOISPHBIM PACCTPOHCTBOM,
OUMOIIPHOH MAaHWEH, [eNMHpHEeM, NENPECCHEH WM JAPYTUM CBA3AHHBIM C HEH HEHPOIICHXHATPHYCCKUM

coctosiHueM. B KOHKPECTHOM AaCHCKTC AKUTALIMA IOJABIIACTCS oe3 HpO}IBJ'IeHI/Iﬁ SHAYUTCIIBHOTO CCOATHBHOTO

s¢pekra.

[20] B nomoMHUTETHHOM aCHCKTE JAHHOTO H300PETCHHSA NMPEAIaracTcsA CHOCO0 JICUCHHS, MPCIOTBPALICHUA
WIH OCNA0NCHUA NMPHU3HAKOB KUTAIMHU Y CyOBEKTA, HY KJAFOLICTOCS B 3TOM, BKIIOYAIOUIMI CyOIHMHIBAIbHOE

BBCJICHHC YKA3aHHOMY CYOBEKTY 3()()EKTHBHOTO KOJIHYECTBA JCKCMEACTOMHIMHA HIHM €ro (papMaleBTHUCCKH
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MPHEMIIEMOH CONH, NPH 3TOM YKA3aHHAA AXKUTALWS SBJLIETCA ACCOLMHPOBAHHOM C CHHIPOMOM BEYEpHEH
CIYTAaHHOCTH TIpu Oousie3HH AunplreiiMepa/aeMeHIUH. B KOHKPETHOM AacNEKTe @KHUTALMS MOJABisieTCA Oe3

MPOSABJICHUH 3HAYHTEIHHOTO CEIATUBHOTO d(eKra.

[21] B eme ogHOM acmeKTe JAHHOTO M300PETEHHSA MPEAIAraeTcs crocod IeUeHHI AKUTALUH WU IPH3HAKOB
QKUTAIMU Yy CyOBEKTa, HY)KJAIOIIETOCS B STOM, BKJIFOYAOIMI CYyOJIMHIBAaJIbHOC BBEACHHEC YKA3AHHOMY
CcyOBeKTy 3(p(heKTUBHOTO KOIMYECTBA ACKCMEICTOMHUIMHA WM €ro (hapMaleBTHUCCKH IPHEMIIEMOH COMH, IpH
3TOM YKA3aHHAS aKATAnuA sABjsiercs acconuupoBanHoit ¢ AMB/CTALL npouexypamu (Hampumep, MPT, KT wim
KT-ckan, momOanpHas WyHKOHS, aCTUPAUMst/OHONICHA KOCTHOTO MO3Ta, YIAalCHHE 3y0OB WM JpyTHE
CTOMATOJIOTHYCCKHC TMPOLCAYPHI). B KOHKPCTHOM ACHCKTC QKHTAOUA TOAABIACTCA O€3 MPOSBICHHI

3HAYUTCIHHOTO CCAATHBHOTO 3(P(QeKTa.

[22] B eme ogHOM aCHEKTE JAHHOTO W300PCTCHHSA MPSAIAracTCa Coco0 JICUCHUSA AKUTAMH HWJIH MPH3HAKOB
QKATAIMA Yy CyOBEKTAa, HY)KJAKOINECTOCA B STOM, BKJIIOYAKOIMN CyONMMHIBATbHOC BBEACHHC YKAZAHHOMY
CcyOBeKTY 3(P(PeKTHBHOTO KOIMYECTBA ACKCMEICTOMHIINHA WM €ro (papMAaNEBTHICCKU IMPHEMIICMOH COJH, ITPH
3TOM YKA3aHHASA QKUTALUA SBIACTCA ACCOUMMPOBAHHOW C aOCTHHECHTHBIM CHHIPOMOM, BOZHHKAOIIMM MPH
OTMCHE NPHEMA AJIKOTOJI M IICHXOAKTHBHBIX BCINECTB. B KOHKPETHOM ACHEKTEe aKMTAUWA MOAABIACTCA 03

MPOABJICHAN 3HAYUTCIHFHOTO CEAATHBHOTO 3(Pdekra.

[23] B #omoaHHTEIFHOM AaCMEKTe AAHHOTO H300PCTCHHA NMPEAJaracTcs CYOIMHTBATBHAS KOMITO3HIHA JJIA
JICUCHHUA AKUTALMH WM MPH3HAKOB KUTAUH Y CYOBEKTa, HYKIAFOIIETOCA B 3TOM, IPH 3TOM YKa3aHHAS
QKUTALYS ABJACTCA ACCOUMMPOBAHHON C HEHPOJCTCHEPATHBHBIM 3a00JICBAaHUEM, A YKA3aHHAA CyOIMHIBAIbHAS
KOMITO3HIUSA COACPKUT 3(P(PESKTUBHOEC KOMUCCTBO JCKCMEACTOMHUINHA WK €T0 (PapMALIEBTHUCCKH MPUEMIICMO
COMM BMECTC C OJHMM WIH OOJBIIMM KOTHYCCTBOM (DAPMALCBTHUCCKU IPUCMIICMBIX HOCUTCICH H/HIH

BCIIOMOT'aTCJIbHBIX BCIICCTB.

[24] B npyrom acmekTe JAHHOTO H300PETCHHS MPEAIAracTCs CyOIMHIBANBbHAS KOMIO3HIMS IS JICUCHUS
AKATAUH WA MPHU3HAKOB AXKUTALUH Y Cy6'beKTa, HY>XIAOWICTOCA B 3TOM, IIPH 3TOM YKA3aHHAA AXKUTALUA
ABJICTCA ACCONUHPOBAHHON C MIH30(PCHUCH, OHITOIPHBIM PACCTPOHUCTBOM, OHTIOAPHOW MAHHCH, ICTHPHEM,
JICTIPECCHEH UM APYTHM CBSI3aHHBIM C HEH HEHPOIICHXHATPHICCKUM COCTOSHHUEM, a YKa3aHHAS CyOIHHTBAIbHAS
KOMITO3HIMS COACPKUT H(PPEKTUBHOE KOJIMHUECTBO ACKCMEICTOMUINHA WM ero (DapMAlECBTHICCKH MPHEMIICMOH
COMM BMECTE€ C OJHHM WM OOJBIIUM KOJXHYECTBOM (DAPMALCBTUYECKH TPHEMIICMBIX HOCHTENCH H/HIH

BCIIOMOTATCIIBHBIX BCIICCTB.

[25] B HomOTHHTEIFHOM ACTCKTS AAHHOTO HW300PCTCHHA NPCAJIAracTCsA CYOIMHTBATBHAS KOMITO3HIHA I
JCUYCHUS KUTAIMH WM TPH3HAKOB AKUTAIMH Y CyOBEKTa, HYKAAIOIIETOCS B 3TOM, IIPH 3TOM YKa3aHHAA
QOKATAOM  SIBIICTCA  ACCOUMHPOBAHHOM C  CHHIPOMOM  BCUCPHEH CIYTAaHHOCTH TpH  OOJIC3HH
AnprreiiMepa/meMeHIH, a YKa3aHHAS CyOJIMHIBAIbHAS KOMIIOZHIMS COACPKUT 3((PEKTHBHOE KOIHICCTBO
JEKCMEICTOMHINHA WM ero ()apManECBTHYCCKH IPHEMJICMOH CONHM BMECTE C OJHHM HIH OOJBIINM

KOJIHICCTBOM (I)apMaI.leBTI/I‘IeCKI/I MPUEMIICMBIX HOCHTEIICH H/MITH BCTIOMOTATEIBHBIX BCIICCTB.
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[26] B eme ogHOM aCHEKTEe AAHHOTO H300PETCHHA MPEAIATACTCA CyOMHTBAIbHAS KOMITO3UIHA IS JICUCHHA
AKATAIUH WA MPHU3HAKOB AXKUTALUH Y cy61>eI<Ta, HYXXIAOUICToCsA B 3TOM, IPH 3TOM YKA3aHHAS aXXUTALUA
sapyiercs accommupoBanHoit ¢ AMB/CTALL mponexypamu (sampumep, MPT, KT wmn KT-ckan, momOanbHas
My HKIHSA, aCTIHPAIHA/OHONICHS KOCTHOTO MO3Ta, YJAJICHHE 3y00B WM APYTHE CTOMATOIOTHYECKHUE MPOLEIYPBI),
a yKa3aHHad CyOJIMHIBaIbHAA KOMIIO3HIMA COACPXUT I(P(HEKTHBHOEC KOIHIECCTBO ACKCMEACTOMHANHA HIIH €TI0
(papMALCBTHYCCKH NPHUEMJIEMOH COJMH BMECTE C OJHHM HJIH OOJBIIMM KOJHYECTBOM (DapMALCBTHUCCKH

TPUCMIICMBIX HOCHTEJICH H/MIIH BCIIOMOTATEIbHBIX BEIIECCTB.

[27] B cme ogHOM acMEKTe JAHHOTO H300PCTCHHS MPEIIAracTCsA CyOMMHIBATbHAS KOMIIO3HIHUA I JICUCHUA
AKATAIUH WA MPH3HAKOB, aCCOONMHPOBAHHBIX C a>KI/ITaI.[I/IeI\/II Y cy61>eI<Ta, HYXXIAKIICTOCA B 3TOM, IIPH 3TOM
YKa3aHHASA QKUTAIHA ABIACTCA ACCOMUMPOBAHHOW ¢ AOCTHHCHTHBIM CHHIPOMOM, BOZHHKAFOIIMM MPH OTMCHC
npucMa ajJKOTrOJIid W TNCHXOAKTHBHBIX BCHICCTB, a4 YKa3aHHAA Cy6J'lI/IHl"Ba.]'II>Ha}I KOMITIO3HIHA COACPIKUT
3((CKTUBHOC KOTMYCCTBO ACKCMCACTOMUINHA HITH ¢ro (hapMALCBTHICCKH MPHUSCMIICMOH COJI BMECTE C OJJHAM

HIIH OOJTBITAM KOJTMICCTBOM (l)apMaI.[CBTI/I‘{CCKI/I TMPUHCMIICMBIX HOCHUTEJICH W/MJTH BCIOMOTATEITLHBIX BCHICCTB.

[28] B apyroM acmekTe JAHHOTO H300PETCHHA MPEAIATACTCA CYOIMHTBAGHAS KOMIO3HIHA, COACPIKAIIYIO
3(PEeKTHBHOE KOIMYECTBO JCKCMEACTOMH/IMHA WM €ro (papMaleBTHYECKH MPHEMIIEMOH COH BMECTE C OJHUM
HIH OOJIBIIHM KOJIHYCCTBOM (I)apMaueBTqucm/I TMPUHCMIIEMBIX HOCHTEJIEH H/HIH BCIIOMOTATEIIBHBIX BCHICCTB,
TPH 3TOM YKA3AHHYKO CYOHHTBATBHYI KOMIO3HIHIO BEIOMPAOT U3 TPYIIIBL, COCTOAMICH W3 IUICHKH, KATCYIIBL,

MIACTHIPS, TACTHIIKH, TEJISL, COPEs], TAONCTKH, JKUIKHUX KaTC/Ib WK TOMY TOA00HOE.

[29] B momo;HHUTETPHOM ACHCKTE JAHHOTO H300PCTCHUA MPEAIAracTcs CHOCo0 CyOIHHTBAIbHOTO BBEACHHA
3((EKTUBHOTO KOJTHYCCTBA JACKCMCICTOMUANHA WIH €ro (papMAlCBTUYCCKH MPUEMICMON COJH B CIHM3HCTYIO
000JI04Ky pTa CyOBEKTa OIS JICUCHHUS AXKUTALMH HIH MPH3HAKOB XUTALWH B 03¢, KOTOPAsS HE BBI3BIBACT

3HAYUTETIBHOTO CEAATHBHOTO d(dekTa.

[30] B KOHKPETHOM aCmEKTe MAHHOTO H300PETCHHS 1033, BBOAMMASA CyOJHHIBAIBHO, MOXET OOBIMHO
HaXOOUTBCS B AHANA30HE OT OKOJO 3 MHUKporpaMMm 10 okojio 100 muxporpamm. [Ipumepsl MPHTrOJHBIX J03
BKJIFOYAIOT; OT OKOJO 5 MHKporpaMM a0 okoyo 100 MuKporpamMm, OT OKOJIO 5 MHKporpaMMm A0 0kojo 90
MHKPOTpaMM, OT OKOJO 5 MHKpPOTPaMM A0 OKOJO 85 MHKPOIpaMM, OT OKOJIO 5 MHKpOrpamMM a0 okojo 80

MHKPOTPAMM, OT OKOJIO 5 MHKPOTpaMM J0 OKOJO 75 MHKPOrpaMM, OT OKOJO 5 MHKPOTpaMM IO OkoJio 70

MHKPOTPAMM, OT OKOJI0 5 MHKpPOTPaMM A0 OKOJ0 65 MHKPOTpaMM, OT OKOJIO 5 MHKpPOTpaMM a0 OKojo 60
MHKpPOTpaMM A0 0KojJo 50
MHKPOTPAMM, OT OKOJIO
MHKPOTPaMM, OT OKOJIO

MHKPOTPaMM 0 OKOJIO 35 MHKpOTpaMM, OT OKOJO

5
5
5

MHKPOTpaMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJO 55 MHKpPOIPaMM, OT OKOJIO
5
5 MHKPOrpamMM 10 Okoyo 30
5

MHKPOTpaMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJO 25 MHKPOIPaMM, OT OKOJO

5
5
5

MHKPOTpaMM 0 OKOJO 45 MHKpOrpamMM, OT OKOJO 5 MHKpOrpamMm 10 Okoyo 40
5
5 MuKporpamm a0 okojao 20
5

MHKPOTpaMM, OT OKOJO 5 MHKPOTPaMM A0 OKOJO 15 MHKpOrpaMM, OT OKOIO 5 MHKpOrpamMm a0 okoao 10
MHKpOTrpamMM, MeHbIIe 4eM 10 MukporpamMM (HampuMmep, Okoao 5, 6, 7, 8 wm 9 mukporpamm), okomno 10
MHKPOTPaMMOB, OKOJ0 12 Mumkporpamy, okono 14 wmukporpaMM, okoiao 15 wmkporpamm, okxono 16
MHKpOTrpamMM, 0kosio 18 mMukporpamm, okono 20 MHKporpamm, Ok0a0 30 MHKpPOrpamm, Okoja0 50 MHKpOrpaMm.

YKaSaHHYIO JA03Y MOKHO BBOAUTH OOAWUH HJIH 0o0JIbIIIEE KOTMICSCTBO pa3 B ACHbD.
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KPATKOE OITMCAHHUE T PAOUYECKHUX MATEPHAJIOB

Our. 1A. Sddexr aexcmeneromuauHa ruapoxiopuaa (Dex), BBOIUMOTO CyOIMHIBAIBHO B PA3IMYHBIX J03aX
(0,5 - 3 MKI/KT), HA COBOKYITHYIO NMPOJOKUTCIPHOCTh arpeCCHBHOTO M AKUTHPOBAHHOTO NMOBEACHHS. JIaHHBIC
BeIpakeHbl Kak cpegnee + COC. OpuodaxropHsni gucnepcuoHHbI aHamm3 ANOVA ¢ mocremyromum
aTnocTepHOpHbIM KpurepueM JlanueTTta. * p <0,05; ** p <0,01; *** p <0,001 u **** p <0,0001 M0 CpaBHCHHUIO

C KOHTPOJbHBIMH >KUBOTHBIMH, IMOJTY1IABITUMHA HOCUTCIb (HOCI/ITCIIB).

©Our. 1B. Dddexr nexcmeaeromunuHa ruapoxnopuaa (Dex), BBOAUMOTO CYOJMHIBAIBHO B PA3IHYHBIX J03aX
(0,5 - 3 MKI/KT), HA 4aCTOTY BO3HHKHOBEHUS arpeCCHBHOTO W A)KUTHPOBAHHOTO MOBEACHMS. JJaHHBIC BBIPAYKCHBI
kak cpemaee £ COC. Omgnodaxtopubri qucnepcHoHHbd aHamn3 ANOVA ¢ NOCICAyIOmMUM anoCTCPHOPHBIM
kpurepueM Januerra. * p < 0,05; ** p < 0,01; *** p < 0,001 m **** p < 0,0001 mo cpaBHECHHIO C

KOHTPOJIbHBIMU >KHBOTHBIMH, MOJTY4YaBIIUMH HOCUTEIb (HOCHUTE]ID).

@ur. 1C. S dexr nexcmeneromuauaa ruapoxnaopuaa (Dex), BBOAMMOTO BHYTPHBEHHO B pa3MIHBIX J03ax (0,5
- 3 MKI/KT), HA COBOKYIHYK HPOJOJDKUTCIBHOCTh ArPeCCHBHOTO H AKHTHPOBAHHOTO MOBCACHHA. JIaHHBIC
BelpakeHbl Kak cpempee + COC. OmnodaxropHbiii gucnepcnoHHb ananm3 ANOVA ¢ mocremyromum
anocTepuopHbIM KpuTepreM Jlanrerra. * p <0,05; ** p <0,01; *** p < 0,001 u **** p <0,0001 mo cpapHEHHIO

C KOHTPOJIbHBIMH JKUBOTHBIMH, ITOJIY'IABIIUMHU HOCHTCIIb (HOCI/ITGJ'II)).

@Our. 1D. 3ddexr aekcmeneroMuanHa rugpoxiaopuaa (Dex), BBOJUMOTO BHY TPHBEHHO B Pa3IHYHBIX J03aX (0,5
- 3 MKI/KT), HA YaCTOTY BO3HHKHOBEHHS arpeCCHBHOTO H AYKHTUPOBAHHOTO MOBEACHUA. JIaHHBIC BHIPAXKECHBI KaK
cpemaee = COC. Opmuodaxropubni mucnepcHoHHBIH aHAmM3 ANOVA ¢ HOCICAYIONMM amoCTCPUOPHBIM
kpurepueM Jlanwerra. * p < 0,05; ** p < 0,01; *** p < 0,001 u **** p < 0,0001 no cpaBHCHHIO C

KOHTPOJIBHBIMH KHUBOTHBIMH, IOy YABINHMH HOCUTC]Ib (HOCI/ITCJ'H)).

@ur. 2A. Oddexr aexcmeneromuanHa ruapoxnopuaa (Dex), BBOOUMOTro CyOIHHIBAIBHO B PA3IHYHBIX J03aX
(0,5 - 3 MKI/KT) Ha TCPHOX OKHIAHHUA IepeA HamaacHueM. JlaHHble BbIpakeHBI Kak cpemaee = COC.
CratucTHueCKuil aHATH3 OBLT BBIMOJHCH C MOMOINBI0 OAHO(AKTOPHOTO AMCICPCHOHHOTO aHamm3a ANOVA ¢
MOCTICAYFOIMM amoOCTEPHOPHBIM KpuTepueM JlanHerra. * p < 0,05; ** p < 0,01; *** p < 0,001 u **** p <

0,0001 mo cpaBHEHHIO C KOHTPOJIbHBIMU >KHBOTHBIMH, TIOJTYYABIIUMH HOCUTEIb (HOCUTEIIb).

©@ur. 2B. Bddexr mexemeneromuauua ruapoxnaopuaa (Dex), BBOANMOrO BHYTPHBEHHO B PA3IHYHBIX [03aX
(0,5-3 Mxr/kr) Ha TCPHOA OXHAAHUA TICped HamaacHWeM. JlaHHBIC BRIpaKeHBI Kak cpemnee + COC.
Crarucruyeckuii aHamN3 OBLT BBIMOJTHCH C MOMOINBI0 OAHO(AKTOPHOTO AMCHCPCHOHHOTO aHamm3a ANOVA ¢
MOCTICAYIOIMM aNoCTEPHOPHBIM KpuTepreM Jlanuerra. * p < 0,05; ** p < 0,01; *** p < 0,001 u **** p <

0,0001 mo cpaBHEHHIO C KOHTPOJIBHBIMU KHBOTHBIMH, MOJIYYABIIUMH HOCUTEIIb (HOCUTED).

Our. 3A. Sddexr aexcmeneromuanHa ruapoxiIopuna (Dex), BBOAUMOTO CYyONMHIBAIBHO B PA3IHYHBIX J03aX
(0,5 - 3 MKI/KT), Ha COBOKYITHYIO IMPOJOLKHTCIIFHOCTS HEHTPATFHOTO MOBEICHUSA, TAKOTO KAK YXOJ 32 TCIOM H
TONCKOBAsA aKTUBHOCTH. [laHHBIC BhIpakeHBI Kak cpemuee £ COC. [lanHble BBIpaXkeHBI Kak cpexnee = COC.

Craructuyueckuii aHamu3 OBLT BBIMOJHCH C MOMOINBI0 OAHO(AKTOPHOTO AMCHEPCHOHHOTO aHamm3a ANOVA ¢



WO 2018/126182 9 PCT/US2017/069030

MOCTCAYIOIUM aNoCTEPHOPHBIM KpurepueM JlanHerra. * p < 0,05; ** p < 0,01; *** p < 0,001 u **** p <

0,0001 o CpaBHEHHIO C KOHTPOJIbHBIMU KHBOTHBIMH, MOJIY YABIIUMH HOCUTEIb (HOCUTEND).

@ur. 3B. Sddekr nekcmeaeroMuanHa rugpoxaopuaa (Dex), BBOZUMOTO CYOJHMHIBABHO B PA3IHYHBIX J03aX
(0,5 - 3 MKI/KT), HA YaCTOTY BO3HUKHOBCHHS HCHTPATBHOTO MOBEACHUS, TAKOTO KAK YXO/ 3 TEJIOM H MOUCKOBAs
akTHBHOCTb. JlaHHbIe BhIpaKeHbI Kak cpeguee + COC. Jlanuble BbIpaxkeHb! kKak cpemuee + COC.
Craructuueckuii aHamu3 OBUI BBHIOJIHEH C IMOMOINBIO OJHO(AKTOPHOTO AucIepcHOHHOro aHammza ANOVA ¢
MOCIICAYFOIMM anmoCTEPHOPHBIM KpuTepueM Januerta. * p < 0,05; ** p < 0,01; *** p < 0,001 u **** p <

0,0001 mo cpaBHEHHIO C KOHTPOJIbHBIMH >KHBOTHBIMH, IOy YABIIHMH HOCHUTEIb (HOCHTEIIb).

@ur. 3C. Dddexr nexcmeneromuauHa ruapoxiaopuaa (Dex), BBOAMMOTO CYOJIMHIBAIBHO B PA3IHYHBIX J03aX
(0,5 - 3 MKI/KT), HA HCHTPATbHOC MOBCACHUC, TAKOC KAK MCPHO] HCIOABIDKHOCTH/IOKOA. JIAHHBIC BHIPAKCHBI
kak cpemree =+ COC. [Jlamnbie BoIpakeHH Kak cpemnee + COC. Craructudeckuil aHATW3 OBUT BBITIOJTHCH C
MOMOIIBI0 OAHO(AKTOPHOTO aucTiepcHoHHOTO aHanmm3a ANOVA ¢ mocieayomuM anocTepHOPHEIM KPHTEPHEM
Jaurerra. * p < 0,05; ** p < 0,01; *** p < 0,001 u **** p < 0,000]1 MO CpaBHEHHIO C KOHTPOJIbHBIMH

JKUBOTHBIMH, TOJIy YABIIUMH HOCHTEIb (HOCHUTEIb).

©wur. 3D. 3pdexT aekcmeneromuanaa ruapoxaopuaa (Dex), BBOZUMOTO BHYTPHBECHHO B Pa3HyHbIX A03ax (0,5
- 3 MKI/KT), HA COBOKYIIHYIO NPOJOJDKHTCIFHOCTh HEHTPATHPHOTO IOBEACHHS, TAKOTO KAK YXOJT 3a TEJIOM H
TMOWCKOBAsA aKTUBHOCTH. JlaHHBIC BhIpakeHBI Kak cpemnee £ COC. [anubie BBRIpaXeHHI Kak cpexnee + COC.
Craructuyueckuii aHamu3 OBLT BBIOJHCH C MOMOINBI0 OAHO(AKTOPHOTO AMCHEPCHOHHOTO aHamm3a ANOVA ¢
MOCNICAYFOIMM anoCTEPHOPHBIM KpuTepueM JlanuerTa. * p < 0,05; ** p < 0,01; *** p < 0,001 u **** p <

0,0001 mo cpaBHEHHIO C KOHTPOJIbHBIMH KHBOTHBIMH, IOy YABIIHMH HOCUTEIIb (HOCUTEIIb).

@ur. 3E. Dddexr nexcmeneromuanHa ruapoxnopuaa (Dex), BBOIUMOTO BHYTPHBCHHO B Pa3IMYHBIX 103ax (0,5
- 3 MKI/KT), Ha YacTOTYy BO3HHKHOBCHUS HEHTPAIBHOIO MOBEACHUSA, TAKOTO KAaK YXOA 3a TEIOM H IOHCKOBAA
akTHBHOCTb. JlaHHble BhIpaKeHbI Kak cpegHee + COC. JlanHble BblpaxeHbl kak cpeguee + COC.
CraTHCTHYCCKUI aHATH3 OBLT BBIMOJHCH C MOMOIIBI0 OAHO(AKTOPHOTO AHCICPCHOHHOTO aHamm3a ANOVA ¢
MOCIICAYFOIMM anmoCTEPHOPHBIM KpuTepueM Jlannerra. * p < 0,05; ** p < 0,01; *** p < 0,001 u **** p <

0,0001 mo CpaBHEHHIO C KOHTPOJIbHBIMH >KHBOTHBIMH, IOy YABIIHMH HOCHUTEITb (HOCHTEIIb).

@ur. 3F. Dddexr nexcmeneromuanna ruapoxsopuaa (Dex), BBOZUMOTO BHYTPHBEHHO B pa3muyHBIX A03ax (0,5
- 3 MKI/KT), HA HCHTPAIBPHOC MOBCACHHC, TAKOC KAK MCPHOJ HCHOIBIKHOCTH/IOKOA. JIaHHBIC BBIPAXKCHBI KaK
cpemuce = COC. Jdarnsie BeipaxkeHsl kak cpeanee + COC. CraTucTuaeckuii aHaan3 OBLT BRITIOTHCH C TIOMOTIBEO
o1HO(AKTOPHOTO AuCNepcHOHHOTO aHamm3a ANOVA ¢ mocieay oM anocTepHOPHBIM KpuTepreM JIaHHeTTa.
*p <0,05 ¥F p <0,01; ¥*** p < 0,001 u **** p <0,0001 MO CPAaBHCHHIO C KOHTPOIBHBIMH >KHBOTHBIMH,

MOJTy4aBIIUMU HOCHTENb (HOCHTEND).

Our. 4A. CpenHue KOHICHTPAIMH B IUIA3ME MOCHIE CYONHHIBAILHOTO (C/7) BBEACHHA JEKCMEACTOMHIHHA

THIPOXJIOPHIA KpbicaM. JIaHHBIC BBRIpAXKeHBI Kak cpeauee + CO.

Our. 4B. CpenHue KOHLCHTPAIMH B IUIa3ME IOCJTC BHYTPHBEHHOTO (B/B) BBEICHHA JCKCMEICTOMHIWHA

THAPOXJIOpHAA KpbIcaM. JlaHHbIC BRIpaXKEHBI Kak cpeanee = CO.
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I[TOJPOBHOE OITMCAHUWE U30BPETEHW A

I. CITMCOK COKPAIIEHU

B maHHOM OmUCaHHH MPUMCHAKOTCA CIICOYOIUC COKPALUICHUA

BA - 60one3Hp AnprreiiMepa

AUC - momanp mox GapMaKOKHHCTHUCCKOH KPHBOH

B3/1 - 6eH30,1HA3C THHBI

HC - ueHTpanpHAsA HEPBHAA CHCTEMA

KT/KT-ckaH - KOMITBIOTEpHAS TOMOTpaQus

PCT/US2017/069030

Cpax - MAakCHManbHAsA (WM IHKOBAS) KOHLCHTPAIMA B CHIBOPOTKE, KOTOPYIO JICKAPCTBEHHBIM Ipemapar

JOCTUTACT B YKA3AHHOM KOMIIAPTMCHTC

I3 - 3kcTpanupamMuIHbIe TOOOYHBIC S3PPEKTHI

FD & C (Federal Food, Drug, and Cosmetic) - mpoayKTHI IUTAHHA, JICKAPCTBCHHBIC CPSICTBA H KOCMCTHKA

JIB/I - n0OHO-BHCOYHAS ACMCHITHS

T"AMK - raMMa-aMHHOKHCJIOTHAS KHCJIOTA

5-HT -5-ruapokCUTpUNTAMUH

OUT -oTnencHUE HHTCHCUBHOM TEpanun

CTAL] - cTanoHAPHOE OTACICHHS

MPT - MarHUTHO-PC30HAHCHAS TOMOTPaduA

MTI - MHJUTHTPAMM

H?3 - HopanmeEe QpuH

AMB - amOy1aToOpHOE OTJCICHHE

IITCP - moCcTTpaBMAaTHYCCKOE CTPECCOBOC PACCTPOMCTBO

RSS - mkana cemanuu Pamces

RIT - TecT BTOPsKEHHSA KPBICHI
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SLOS - curapom Cvura-Jlemmu-Onuroa

Tinax: BpeMs, B KoTOpoe HaOmomaeTcs Cax

II. OITPEJJEJIEHUA

[31] Creayer moHHMATh, YTO TCPMHHOJIOTHS, MPUMEHACMAsA B JAaHHOM JOKYMCHTE, MPEIHA3HAYCHA TOJBKO
JUI OTIMCAHUS KOHKPETHBIX BAPHAHTOB OCYIICCTBJICHHS H300PETCHUS W HE SABJLICTCSA orpaHmumBaronieii. [Ipu
MPUMCHCHHUH B JTAHHOM OTHCAHUH H300PCTCHHSA, CAUHCTBCHHOS YHCIIO BKJIFOYACT CCHLUIKY H HA MHOYKCCTBCHHOC
YHCJI0, €CJIM W3 KOHTEKCTA SBHO HE ClCAyeT HHOC. TakuM 00pa3oM, HANPHMEP, CCHUIKA HAa «PACTBOPHUTEIIH)

BKJIFOUACT B CeOs OJJMH WK OOJIBINCE KOJMYCCTBO TAKHX PACTBOPUTCIICH M TOMY MOJTOOHOE.

[32] Ecau He yKa3aHO WHOE, BCC TEXHHYCCKHE M HAYYHBIC TCPMHHBI, MPUMCHACMbIC B JAHHOM JOKYMEHTE,
HMCIOT 3HAYCHHSA, COBMANAIOMHC C OOINCTPHHATHIMH CPCOH CHCHHATHCTOB B OOJACTH TCXHHUKH, K KOTOPOI
OTHOCHTCS JAHHOC W300peTeHHe. XOTA APYyTHES CMOCOOBI M MATCPHANBI, MOAOOHBIC WIH 3KBHBAIICHTHBIC TCM,
KOTOPBIC ONMHUCAHBI B JAHHOM JOKYMCHTC, MOTYT NPUMCHATHCSA B OCYIICCTBICHHH JAHHOTO H300pPCTCHHA HA
MPAKTHKS, MPCAMOYTHTCIHHBIMH CMOCO0OAMH W MATCPHANIAMHU ABIAIOTCA TC, KOTOPBIC OMHCAHBI B JAHHOM

JIOKYMCHTE.

[33] B 1maHHOM KOHTCKCTC TCPMHHBI «JICUCHHC» H «BO3ACHCTBHC» OTHOCATCA K JICUCOHOH TCpammw,

PO UIAKTHUECKOH Tepanuy W/UITH MPEBCHTUBHOM Tepanuy U MOTYT IIPHMEHATHCS B3aUMO3aMEHACMO.

[34] B maHHOM KOHTEKCTE, €CIHM HE YKAa3aHO HHOE, TEPMHHBI «(apManeBTHYCCKAasd KOMIIO3ZHLUD»,
«KOMIO3HLIUA», «COCTaB» U «KOMIIOZHLHUA IO H300PETEHHMIO» NMPHMEHAIOTCA B3aUMO3aMeHiAeMO. Eciu He
VKa3aHO MHOE, MOApPA3yMEBACTCs, YTO 3TH TECPMHHBI OXBAaTHIBAIOT (DAPMALCBTHYCCKUEC KOMIIO3HIHH,
COZEp KAIIE JICKAPCTBEHHOE BEIIECTBO, TO €CTh ACKCMEACTOMHMAMH, H HE OTPAHHYUBAKOTCA HMH. KoMmosuuus
TaKoKe MOJKET COJCPIKaTh OAMH MM OOJbIICE KOJTHYECTBO «BCIIOMOTATEIbHBIX BELIECTBY», KOTOPBIC SABILAIOTCS
«HEAKTHBHBIMH HHIPEIUCHTAMH» WIIH «COCAUHCHMUAMN», JHIIECHHBIMH (DaPMAKOIOTHYECKOH AKTHBHOCTH HIIH
apyroro mpsMoro 3(@Qekra HpH JUATHOCTHKE, H3JICUCHHM, CMATYCHHH, JICUCHHH WIM NPO(HIAKTHKE

3a00ICBAHUA WM OTHOCHTCIBHO BIIMSAHUSA HA CTPYKTYPY HIH TEFOOYIO (DYHKIMIO OPraHH3MA YCIOBCKA.

[35] B nmaHHOM KOHTEKCTE TEepMHH <«3()(PECKTHBHOC KOJMUCCTBOY» SBIICTCA B3AaHMO3AMCHICMBIM C
«repaneBTHUecKH 3(P(PEKTHBHON A030H» HIM «TEPANCBTHUCCKH PPEKTUBHBIM KOJIHYECTBOM» M OTHOCHTCS K
KOJIMYECTBY, JOCTATOYHOMY IS JOCTIDKCHHA >KelaeMoro 3¢dexra. IP(PeKTHBHOES KOIMHUECTBO SBIIETCA

JOCTATOYHBIM, YTOOBI BBI3BATH YIyYIICHAC KIIMHUICCKA 3HATUMOT'0 COCTOSTHUA Cy6’I>CKTa.

[36] B maHHOM KOHTEKCTE TEPMHH «(PapMALECBTHUCCKH HMPUEMIIEMAs COJNb» OTHOCHTCS K COJIH, O KOTOPOH
H3BECTHO, YTO OHA SBISICTCA HETOKCHYHON, NPH 3TOM YKA3aHHBIH TEPMHH OOBIMHO IPHMCHACTCS B
(hapmaneBTHYCCKON THTEpaType. THIOBBIE HEOPTaHMYECKUE KHUCIOTHI, IIPHMEHIEMbIE I 00Pa30BaHMA TAKOH
COITM, BKIIFOYAFOT COJITHYIO, OPOMHCTOBOJOPOIHYIO, HOIMCTOBOJOPOMHYIO, A30THYIO, CEpPHYIO, (Poc(opHYyIO,
runo(ocHopHYI0 KUCTOTHI H TOMY NMOA00HOE. Tarke MOTYT PHMEHSATHCS COJIH, IOy YCHHbBIC U3 OPTaHHYCCKUX

KHCJIOT, TAKHX KaK aIH/l(I)aTI/I‘IeCKI/IG MOHO- H I[I/IKap6OHOBI>IC KHCJIOTBI, (I)GHI/IJ'ISaMGH.[eHHBIe AJIKAHOBBIC KHUCJIOTHI,
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TUAPOKCHATIKAHOBBIE H THAPOKCHIAKAHAWOHOBBIC KHUCJIOTBI, APOMATHUYCCKUC KHCJIOTHI, aJ'II/I(I)aTI/I‘{eCKI/IC H

apoMaTHYEeCKHe CYIb(POKUCIOTHL. [IpeAmOYTHTEIBbHOI COTBEO ABACTCS THAPOXJIOPHAHASL COJIb.

[37] B maHHOM KOHTEKCTE TEPMHH «CYOBEKT» MPEAMOYTHTEIHHO OTHOCHTCA K IALHCHTY-4YCIIOBEKY. B
HEKOTOPBIX BAPHAHTAX OCYINCCTBJICHHSA JAHHOTO H300PCTCHHS CYOBEKTOM MOXKET OBITH JTHO0OE >KHBOTHOC,
BKJIFOYAs MICKOMUTAOIINX, HE SBJLIFOIIMXCA YESJIOBEKOM, TAKUX KAK MBIIIHU, KPBICHI, APYTUE TPBI3YHBI, KPOIUKH,

co0aky, KOIIKY, CBHHbY, KPYITHBIH POTaThId CKOT, OBLBL, JOIIATH HIIH IPHMATHI.

[38] B maHHOM KOHTEKCTE TEPMHH «QKUTALMA» O3HAYACT PA3APAKUTEIBHOCTh, SMOLHOHATIBHBIM BCIUIECK,
HAPYLICHHC MBIIUJICHHS WM H30BITOUHYI0 [BHTATCIBHYIO H BEPOANBHYIO AKTHBHOCTH, KOTOPAsS MOJKET
BO3HUKHYTh H3-32 AHC()YHKIHU ONPEICICHHBIX O0JAacTell MO3ra, TakuX Kak JOOHBIC MOMM, HIH H3-32
TUC(YHKIMH HEHPOTPAHCMHTTEPHBIX CHCTEM, TAKHMX KAaK AO(PAMUHOBAS W HOPIMHHE(PUHOBASI CHCTEMBL B
JAHHOM H300PETCHHH KHTALMS TAKOKE BKIIOYACT arpecCHI0 U THICPBO30YIKACHUE MPU MOCTTPaBMATHYCCKOM

CTPECCOBOM PACCTPOICTBE. AXKUTALUA MOKET OBITh OCTPOI MM XPOHHICCKOM.

[39] TepMuH «IOpH3HAKH QKHTALMK» BKIOYACT YPE3MEPHYI) [OBHIATEABHYH) AKTUBHOCTH (TIPHMEPHI
BKIFOUAKOT B CeOs: XOKACHHE B33J M BIEPEA, CTCPEOTHUITHBIC IBIKCHMS PACKAUMBAHHSA, >KCCTHKYJIHPOBAHHUC,
VKa3bIBaHHUE MATbLIAMH, OECIIOKOHCTBO, BBHIIOJIHCHAE CTCPCOTHITHBIX M MOBTOPSIONINXCS IBI)KCHHH), CIIOBECHYIO
arpeccHro (HampHMep, KPHK, Peyb CIUMIKOM IPOMKHM FOJIOCOM, UCMOIb30BAHHE HECHOPMATHBHOH JICKCHKH, BH3T,
BO3IJIACHL, YTPO3bI IO OTHOIICHUIO K APYTHM JIFOAAM), (PU3HUCCKYIO arpecCHIO (HAPHMED, XBaTaHUE, TOJIKAHHUE,
MUXaHUE, CKATHE PYK B KyJAaKH, COMPOTHBICHUC, HAHCCCHHUE YAAPOB APYTHM JIOAAM, MHHAHHE MPEIMETOB HIIH
moAeH, mapamaHue, yKychl, OpocaHHe NMPEIMETOB, HAHECEHHE YAApOB ceOe, XJIONAHHME ABEPAMHM, Pa3phIBAHUE

BEIICH U pa3pyLICHHE UMY LIECCTBA).

[40] TepmuH «OCTpas AKUTALMsD» O3HAYACT KUTALUIO, KOTOPAs BOZHHKACT OBICTPO M XAPAKTEPH3YETCA
CHIBHBIM W BHE3amHbIM HayamoM. OCTpas aXuTamus MOKET OBITh AaCCOLMHUPOBAHA, HANMPHMED, C
HEHPOJECTEHEPATHBHBIM 3a00JI€BAHUEM H HEHPONCHXHATPHYECKUMH COCTOAHHAMH, XOTA OCTPAas aKHTALUA
0COOCHHO MOJKCT OBITh XaPAKTCPHOH AT HCHPONICHXHATPHUCCKHX COCTOAHUM. Be3 COOTBETCTBYIOMICTO JICUCHHS

OCTpas AKUTALUA MOKET ICPEUTH B XPOHHUCCKYHO AKUTALUIO.

[41] TepMHH «XpOHHYECKAsd AXKUTALUS» O3HAYACT, YTO AKUTALMSA PA3BHBACTCA B TCUCHHE IUTCIILHOTO
MEPHOJIA BPEMECHH H XaPAKTEPH3YETCI MEHEE TKENbIM TECUCHHEM IO CPABHCHHIO C OCTPOH ayKHTALHEH.
XpOHHYECKAS AKUTAIHSA MOYKET OBITh ACCONMHPOBAHA, HAIPHMEP, C HEHPOJCTCHEPATHBHBIM 3a00JICBAHHEM H
HEHPOTICHXHATPHYCCKAMH COCTOSHHAMH, XOTS XPOHHYECKAA KUTALMS OCOOCHHO MOXET OBITh XapaKTCPHOH

JUI HCHPOICTCHEPATHBHBIX 3200 ICBAHHIA.

[42] Tepmuu «HEHpOACTECHEPATHBHOE 3a00JICBAHNC» BKIIOYACT, HO HE OTPAHHYMBACTCSA 3THM, OOJIC3HDB
AnpureiimMepa, TOOHO-BHCOYHYEO ACMCHIUIO (M Oone3Hb [1WKa), ACMCHIMMIO, ICMCHIMIO ¢ Teiabnamu JIeBw,
MOCTTPABMATHYECKOE CTPECCOBOE PACCTPOICTBO, 00Ne3Hb [IapKHHCOHA, COCYIUCTYIO JIEMEHIHIO, COCYIUCTOE
KOTHHTHBHOC HApPYIICHHC, OOJC3Hb XAHTHHITOHA, PACCCAHHBIA CKICpo3, 0one3np Kpehrtmdemaa-Skooda,
MHOKECTBEHHYI0 CHCTEMHYIO arpo(HIO, MPOTPECCHPYIOMMH HATBAACPHBIA MApaNuy WIH APYTHE CBA3aHHbIC

HEHpPOJEeTeHEPaTHBHBIC 300 ICBAHIA.
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[43] TepMuH «HEHPONICHXHATPHUYECKHE COCTOSHH» BKIIFOYACT, HO HE OTPAHHMYUBACTCS ITHM, IMH30(PEHHIO,
OumopHOE 3a00a¢BaHKe (OHMOMAPHOE PACCTPONUCTBO, OUITOLAPHAS MAHUA), ACTIPSCCHIO, ACTHPUI WIIH JPYTHUE

CBA3AHHBIC HefprHCHXHanH‘{CCKI/Ie COCTOAHHUA.

[44] «CumzmpoM BeuyepHEH CIYTAHHOCTH» IPEACTABIACT COOOH LUPKATHBIA CHHAPOM, XapaKTEpHBIH LA
BeUCPHEH MOPHI CYTOK C MOBBIMICHHON CITy TAHHOCTBIO U OECIIOKOHCTBOM, OOBIMHO HAOIFOJAEMbIH Y MAILMEHTOB C
HEKOTOpHIMH (hopMaMu AeMeHuuH. [1o-BHAMMOMY, YKA3aHHbBIH CHHAPOM Yalle BOSHUKACT HA CPEIHUX CTAIHAX
60xe3Hn Anpureiivepa. [10-BHIUMOMY, MPOSIBICHUS YKA3aHHOTO CHHAPOMA OCIA0EBAIOT C MPOTPECCHPOBAHUEM
JeMeHmy y mamueHta. Okono 20-45% nmaumeHTOB ¢ 00MC3HBI0 AlbureiiMepa OyAyT HCTIBITHIBATH HEKOTOPYEO
CIyTAHHOCTH B BeUcpHEE BpeMA. CIyTaHHOCTD M QXKUTAIMA YCHIHBAIOTCA BO BTOPOH MOJOBHHE JHS U OJIIKS K

BEUEPY WIIH [0 MEPE 3aX0/a COHIA.

[45] TepmuH «mEpHONICPAIMOHHAA AXXHUTANWS» O3HAYACT AKHUTALHIO 10, BO BPeMsi WJIH IOCIE JIOOOM
XHPYPrudeckoi mponeaypsl wm axuranmo B OUT, He CBA3aHHYIO C HEHpOJCTCHEPATHBHBIM 3a00JICBAHHEM

HIH HCﬁpOHCHXHaT‘pH‘IeCKI/IM COCTOAHHCM.

[46] TepmuH «cyONHMHTBANBHBII» OYyKBATPHO O3HAYACT «IOJ SA3BIK» W OTHOCHTCS K CHOCOOY BBEACHHA
BCINECTB YEPe3 POT TAaKUM OOPa30M, YTO BEINECTBA OBICTPO BCACHIBAFOTCS 4epe3 KPOBEHOCHBIC COCY/IBI IO
SA3BIKOM, a4 HC B NHOICBAPHTCIBHOM Tpakre. CyOamHTBANBHAA a0COpOUMA OCYIICCTBIACTCA UCPE3 CHIIBHO
BACKYJLIPH3UPOBAHHYIO CYOIMHIBAIBHYIO CIH3HCTYIO O00JOYKY, B PE3YJIbTATE YEr0 BEIIECCTBO HMEET IPSIMOM
JOCTYIl K KPOBOOOpPALICHUIO, OOCCICUUBAS TEM CAMBIM IPSIMOE CHCTEMHOE BBCICHHE MHHYS JKEIyIOYHO-
KHIICYHBIH TPAKT M H30eras HEKENAaTeIbHOTO MeTabosM3Ma B IICUCHH IIPH TNEPBOM  IPOXOKIACHUH.
CoOTBETCTBCHHO, 0O0IIECe KOJNMYECTBO ACKCMEACTOMHAMHA WM €ro (hPapMaLEBTHYCCKU IMPHEMIICMOH COJIH B
COCTaBE MOXKECT OBITh YMCHBIICHO, B PE3YIbTATEC YECTO YMCHBINIACTCS BEPOATHOCTh BPEIHBIX HMOOOYHBIX

3} (PekToB U 06ECICUHBACTCA YIKOHOMHUCCKAS BHITOA A TPOU3BOIHTCIIA.

[47] B naHHOM KOHTEKCTE TEPMHUH «CEAATHBHBIH 3((peKT» O3HaYaeT AOCTIDKEHHE NOHIKCHHOTO YPOBHA
CO3HAHWA, IPH KOTOPOM IIANUCHT HIIH Cy6'b€KT COXpPAHACT CIIOCOOHOCTh HE3aBHCHMOIO H IIOCTOSHHOTO
oOecIeUCHH MPOXOAUMOCTH ABIXATCIIBHBIX HYTCfI H PEryLIPHOIO ABIXAHUA, 4 TAKIKC CIIOCOOHOCTh AACKBATHO H
PALMOHAIBHO PEarupoBaTh HA (PH3MUCCKYIO CTHMYJIILHUIO H CTOBECHBIC KOMAHIBL B TAaHHOM KOHTEKCTE TEPMUH
«0e3 3HAYHUTEIBHOTO CeAATHBHOTO 3((ekTa» O3HAUaeT, YTO YPOBEHb CENAIMH y TMALMCHTA HE MPEBBIIIACT
YPOBEHb 3 MO IIKaje cemanuu Pamces. YpoBeHb 3 O3HAYACT, YTO MALMEHT SABJLICTCSA CEAMPOBAHHBIM, HO

OTBCUYACT HA KOMAH/BIL.

II. CTIOCOBbI

[48] B naHHOM HW300pETCHHH OMMCAH CHOCO0 JICUCHHMA AXKUTALMH WM MPU3HAKOB AKUTAIMH § CYOBCKTA,
BKIFOUAOINMH CyONMHTBATbHOE BBCIACHHEC YKA3aHHOMY CYOBEKTY 3((QEKTHBHOTO KoOJm4ecTBa anb(a-2-
aIPEHEPTHYECKOTO arOHHUCTA WM ero (PapManEBTHYCCKU MPUEMIIEMOH COMH. B KOHKPETHOM acmeKTe a’KUTaLi

MOABIIACTCS O3 MPOSBIICHUHA 3HAYUTEIIHHOTO CEIAaTUBHOTO 3(dekra.

[49] B oxHOM BapmaHTC OCYIICCTBIICHHS MAHHOTO H300peTcHHA amb(a-2 aAPCHEPTUUYCCKHC ArOHHCTHI

BKJFOYAIOT, HO HE OTPAHHYUBAIOTCA 3THM, KJIOHHIWH, TyaH(armH, ryaHaOeH3, I'yaHOKCAOEH3, IyaHCTHIHH,
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KCHJIA3UWH, TU3AHUAWH, MCACTOMHAHH, ACKCMCACTOMHUIAWH, MCTHIIAOINY, MCTHJIHOpeHI/IHe(I)pI/IH, (bagOHMHﬂHH,
HOOKIOHHIWH, ANMPAKIOHWUIWH, ACTOMUAMH, JOPCSKCHIMH, aMUTPA3, MHBA3CPOJ, Aa3CMEKCOJI, TAJTHIICKCOIL,
PUWIMCHUIWH, Ha(pa30dMH, OKCHMCTA30JMH, KCHJIOMCTA30JIMH, TCTPATWAPO30JIMH, TPaMA30IMHUINH,
TPaMa30JHMH, TAJUICKCOJ, POMH(QUINUH, MNPOMIITCKCCAPUH, HOPPCHC(QPHH, OKTONAMHUH, MOKCOHHIMH,
mupamunuH, Tonounaua, UK14304, DJ-7141, ST-91, RWJ-52353, TCG-1000, 4- (3-aMHHOMETHJI-IUKJIOTCKC-3 -
SHIUIMETHN) -1,3-TUruapouMunason-2-THoH, a Takke u 4- (3- THAPOKCHMETHI-IUKIOTEKC-3-9HUIMETHI) -1,3-

JUTHAPO-HMHAA30]-2-THOH, HIH HX (h)apMaLEBTHYCCKH IIPUEMIIEMbIE COJIHL.

[50] B 0gHOM NPEAMOYTHTCIFHOM BAPHAHTES OCYIICCTBICHHA JAHHOTO H300PCTCHHA MPEANIATACTCA CIOCO0
JCUCHUSI KUTAIMH HIH TMPH3HAKOB AKHUTALMH Yy CyOBEKTa, BKIIOYAOIIHN CyOJHMHIBAIBHOC BBCICHHC
YKA3aHHOMY CYyOBCKTY 3((PESKTHBHOTO KOJIHYCCTBA ACKCMCACTOMUIIHA WK €T0 (DaPMALNCBTHYCCKH MPHEMIICMOTT

comm. B KOHKpETHOM acmekTe AKUTAIMA ITOAABILICTCS O€3 MPOSBICHIHA 3HAYHTEIFHOTO CEaTHBHOTO () (eKTa.

[51] AckuTanuro MOXXHO 3(P(EKTHBHO JECUHTH C MOMOIIBIO CYOIMHIBAJIBHOTO IMPHMEHEHHS OTHOCHTEIIBHO
HH3KOH J03bI ACKCMEACTOMHUIHHA MM €ro (papmaneBTHUeCKH mpuemieMoil comu. CrnenoBaTenbHO, IPH
JedyeHNH, ABITOmEMCS S(QEKTHBHBIM JI OOJCTYCHHA COCTOSHHMSA IPH QKUTAOUH, B JOIOJNHCHHE K
OTCYTCTBHIO 3HAYHTEIFHOHN CEeAanuy, HAOMOAAETCA YMEHBIICHAC MM TTOJTHOE OTCYTCTBHE MOOOYHBIX 3(P(PEKTOB

(manpumep, MoOOUHBIX 3(P(HEKTOB CO CTOPOHBI CEPALA HIIH PECTTHPATOPHOI CHCTEMBI).

[52] B momoaHHATEIFHOM BapHAHTE OCYIICCTBICHHA JAHHOTO H300PCTCHHA MPEIIaracTcs CIOCco0 JICUCHUA
AKATAIIUH WA NOPHU3HAKOB AXKHTAUH Y cy61>eI<Ta, BK.]'IIO‘I.’:]IOH.[I/Iﬁ BBCACHHC ACKCMCACTOMHAHHA HIIM Cro
(hapMaICBTHYCCKH MPHEMIICMOH COMHM CyOIMHIBABHO CYOBCKTY A1 00ECHCUCHUA OBICTPOTO OOJIerycHus 0e3
IIoOMaAaHHUA B IICUYCHb IAIIUCHTA CyHIGCTBeHHOfI JacTH ACKCMCACTOMHAWHA HJIH Cro (l)apMaHeBTI/l‘{eCKI/I

MPHEMIIEMOH COJIH.

[53] B npyroMm BapHaHTE OCYINECTBICHHS OCYHICCTBICHUS JAHHOTO W300pPETEHHS IMPEIAracTcsi Crocod
JCUCHHI DKUTALMH WM NPH3HAKOB XKUTALHMH Y CYOBEKTA, HYXKIAIOIIETOCA B 3TOM, BKIFOYAIOINMH BBEICHHUE
3((PEKTHBHOTO KOJMYECTBA JCKCMEICTOMHINHA WM €ro (PapMaICBTHUCCKH MPHEMIIEMOH COJH MOCPEICTBOM
CyOIMHIBATbHON KOMIO3HIMH CYOBEKTY, MPH 3TOM CYOJIMHIBAJBHYH) KOMIIO3HIHIO BBIOMPAIOT W3 ILICHKH,

KancCyJibl, IIACTBIPA, MACTUHIIKH, T'CJIA, CIIPEA, Ta0JCTKH H KHAOKHX KamcJIb.

[54] B n0omOTHHATETHFHOM BAPHAHTE OCYIICCTBICHHUA JAHHOTO H300PCTCHHA MPEIIAracTcs CIOCo0 JICUCHUA
QOKATAOUH WM TMPU3HAKOB AXKHUTAIMH ¥ CYOBCKTA, HYKIAIOMICTOCA B 3TOM, BKIIFOUAFOINMI BBCACHHC CYOBCKTY
3((CKTHBHOTO KOHYICCTBA ab(a-2-aqpeHSPrHUCCKOTO AaTOHUCTA BMECTS ¢ OJHAM HJIH OOIBITAM KOJTHYCCTBOM
(hapManCBTHYCCKN MPHCMIICMBIX HOCHTCIICH W/MITH BCIIOMOTATCIBHBIX BCIICCTB MOCPSACTBOM CYOIHHTBATBHOM
KOMIIO3WIHHA, TPH 3TOM CyOIMHTBANBHAS KOMMO3SHIHA TNPCACTABIICT COOOHW CYyONMHTBANPHYH) IUICHKY. B
KOHKPCTHOM ACICKTC AXKUTANUSA SABIACTCA ACCOLMHPOBAHHON C HCHPOACTCHCPATHBHBIM 3a00JICBAHHCM WIIH
HCHPOTICHXHATPHICCKIM COCTOSHHCM. B IPyroM KOHKPETHOM ACHEKTS JICUCHHE ABIACTCA 3(D(EKTHBHBIM, HE

BBI3BIBAA 3HAUHTCIIFHOTO CEIATHBHOTO (P (PeKTa.

[55] B momoaHHTEIFHOM BAapHAHTE OCYIICCTBICHHA JAHHOTO M300PETCHHA MPEIJIAaracTcs CIOCo0 JICUCHHA

QKHUTALWH WK TMPH3HAKOB AKHUTALMH y CYOBEKTA, HYKTAFOIICTOCS B 3TOM, BKIFOUAMOIIHIA BBSACHHE CYOBECKTY
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3()(PEKTHBHOTO KOJIHICCTBA ACKCMEACTOMUIIHA HTH €r0 (DaPMALCBTHUCCKH MPUEMIICMOI COMIH BMECTE C OTHHUM
HIH OOJBIIHM KOJIHYECTBOM (I)apMaI_[eBTI/I‘{CCKI/I TMPUCMIIEMBIX HOCHTEJIEH H/HIH BCIIOMOTATEIbHBIX BCIICCTB
MOCPEACTBOM CYOJMHIBAILHOH KOMIIOZMIMMH, IPH 3TOM CYOJIMHIBAJbHAs KOMIO3HIHMA IPEICTABIIET COOOMH
CYOIMHIBATBHYIO IUICHKY. B KOHKPETHOM  aCHEKTe  aKUTaUusd  ABIICTCA  ACCOIMHPOBAHHOH  C
HCHPOJCTCHEPATHBHBIM 3a00JICBAHHEM HJIH HEHPOTICUXHATPHUYCCKHM COCTOSIHHEM. B Ipyrom KOHKPETHOM

aCIEKTE JICUCHHUE SIBCTCA H(P(PESKTUBHBIM, HE BBI3BIBAS 3HAYUTCIBHOTO CEIATHBHOTO (P deKTa.

[56] B cme ogHOM BapHAHTC OCYINCCTBJICHHA JAHHOTO H300PCTCHHA MPEIIATACTCA CIOCO0 JICUCHHA
OKHUTAIMH WK TPU3HAKOB KATANNH Y CyOBCKTA, HY)KIAIOMICTOCA B 3TOM, BKIIFOUAIOIIHA BBCACHHUC YKA3AHHOMY
CyOBEKTY A(P(PCKTHBHOTO KOTUYCCTBA amb(a-2-agpCHEPrHUCCKOTO ArOHHCTA HWIH Cro  (PapMaueBTHUCCKH
TPHEMJIEMOH COJIH B JJ03€, KOTOPAs HE BBI3BIBACT 3HAUUTEIBLHOTO ceaaTHBHOTO >(dekra. [Ipuroansie ambda-2
AAPCHCPTHYCCKUC ATOHHUCTHI BKJIFOYAIOT, HO HC OTPAHHYHMBAIOTCA 3THM, KJIOHHIHH, TyaH(paUWH, TyaHAOCH3,
TYAaHOKCAOCH3, TYAHCTHAWH, KCHIA3HH, TH3AHHAWH, MCIACTOMHINH, JCKCMCACTOMHAMH, MCTHIIAOMY,
MeTumHOpemuHSQpuH, (HATOTIMHUANH, HOAOKIOHWAWH, ANPAKIOHHIWH, ACTOMHINH, TO(DCKCHAWH, aMHUTPA3,
MHBA3€pOJ, Aa3EMEKCOJ, TAIMIEKCON, PWIMCHHAWH, HA(a30dMH, OKCHMETA30IMH, KCHIOMETA30JIIH,
TCTPArHAPO30JIMH,  TPAMA3OJIHHUIWH, TPAMA30JdHH,  TAJHICKCON,  POMH(DHINH,  MPOMHITCKCCIPHH,
HOp()CHE(PPHH, OKTOMAMHH, MOKCOHHIWH, quaamuauH, TojaoHuamH, UK14304, DJ-7141, ST-91, RWJ-52353,
TCG-1000, 4- (3-aMHHOMCTHJI-DUKJIOTCKC-3-3HIIMETHN) -1,3-IHruaponMuaa3on-2-THOH, a Takke U 4- (3-
THAPOKCHMCTHI-IUKIOTCKC-3-90HUIMETIT)  -1,3-AUrHapo-uMuAa301-2-THOH, WM WX  (PapMANCBTHUCCKH
MpPHEMJICMBIC COJTM. B KOHKPETHOM AacmeKTe JAHHOTO W300PCTCHHA TO3HPOBKA aimb(ha-2-aIpeHEPrHICCKOTO

aroHHUCTa, MPUMEHACMOTO B KOMITO3UIMHU, COCTABIACT OT OKOJIO 3 MHKPOrpaMM 10 0koJyio 100 Mukporpamm.

[57] B apyrom BapuaHTe OCYLICCTBICHUA JAHHOTO H300PETCHUS IPEAIaracTcs Cnocod JCUCHUS KUTALHH
WM MIPU3HAKOB KUTAIMH Y CyOBEKTa, HYKIAFOMET0CA B 3TOM, BKIIOUAOIIUH BBEACHHUE YKA3AHHOMY CYOBEKTY
3((PEKTHBHOTO KOJHYECCTBA ACKCMEACTOMUANHA HWIH €r0 (DapMalCBTHUCCKH MPHEMIICMO COJTH CyOIHHTBAIBHO
B 03¢, KOTOpas HE BBI3BIBACT 3HAUMTEIBHOIO CEAATHBHOIO 3(dexra. B KOHKPETHOM acHeKkTe JaHHOTO
H300PETCHUS 1032 JCKCMEICTOMHAMHA HIH €ro (papMareBTUUCCKH TNPHEMICMON COMH, NMPUMCEHICMBIX B
CYyOIMHIBATPHONH KOMITO3HIIHH, COCTABIACT OT OKOJO 3 MHKpOrpaMMm 10 okojo 100 mmxporpamm. ITpmvepst
MPUTOHBIX 03 BKJIFOUYAKOT: OT OKOJIO 5 MHKpOrpaMM A0 0k0j0 100 MUKpOrpaMM, OT OKOJIO 5 MHKPOTpaMM 10
0K0J10 90 MHKpPOTpamMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJO 85 MHKPOIPaMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJIO
80 MuKpOrpaMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJO 75 MHKPOTPaMM, OT OKOJO 5 MHKpOrpamm A0 okono 70
MHKPOTpaMM, OT OKOJIO 5 MHKPOIPaMM J0 OKOJO 65 MHUKPOTpaMM, OT OKOJIO

MHKPOTpaMM 0 0KoJI0 60

MHKPOTPAMM, OT OKOJIO 5 MHKPOTPaMM 0 OKOJO 55 MHKpPOTpaMM, OT OKOJO 5 MHKPOIpaMM A0 OKOJo 50

MHKPOTPAMM, OT OKOJIO 5 MHKPOTPaMM 0 OKOJO 45 MHKpPOTpaMM, OT OKOJO 5 MHKpOIpaMM A0 Okoyo 40

MHKPOTPAMM, OT OKOJIO 5 MHKPOTPaMM 0 OKOJO 35 MHKpPOTpaMM, OT OKOJO 5 MHKpOrpaMM A0 OKoyio 30

MHKPOTpaMM, OT OKOJIO MHKPOTpaMM 0 0KkoJio 20

5
5
5
5
MHKPOTPAMM 0 OKOJIO 25 MHKpPOrpaMM, OT OKOJIO 5
5

MHKPOTpaMM, OT OKOJIO 5 MHKPOTpaMM A0 OKOJO 15 MHUKpOrpaMM, OT OKOJIO 5 MHKporpamm a0 okono 10
MHKpOrpamMM, MeHbmie 4eM 10 MukporpaMM (Hampumep, okono 5, 6, 7, 8 wmun 9 mmkporpamm), okomno 10
MHKPOTPAMMOB, OKOJI0 12 Mmukporpamm, Okomo 14 wmukporpamMm, oxoao 15 MmuKporpamm, Okomo 16

MHKpOTrpamMM, 0k0J10 18 Mukporpamm, okono 20 MHKpOrpamm, ok0a0 30 MHKpOTrpaMM, OKOJI0 50 MHKPOIrpaMM.

YKaSaHHYIO JA03Y MOKHO BBOOUTH OAWH HJIH 0oJIbIIEE KOJMICCTBO pa3 B ACHbD.



WO 2018/126182 16 PCT/US2017/069030

[58] B momoaHHTEIFHOM BapHAHTE OCYIICCTBICHHA JAHHOTO H300PCTCHHA MPEIIaracrTcs CIOCo0 JICUCHHA
QXUTALUH HIIH MPH3HAKOB AKUTAIM Y CYOBEKTa, Hy KIAIOMETOC B 3TOM, BKIFOUAIOIIUH BBEJCHUC YKA3aHHOMY
CYOBCKTY 3(PPESKTHBHOTO KOIMYECCTBA JCKCMCACTOMHIMHA IJIH €T0 (DAapMALEBTHUCCKU MPUEMIICMON COJIH
CyOIMHIBAIBFHO B J03¢ OT 0k0J10 0,05 MuKporpamMm/kr Beca cyOBekTa 10 0K0JI0 1,5 MKI/Kr Beca CyOBEKTA.
ITpuMepbl IPHTOIHBIX 403 BKIFOYANOT: OT 0K0JI0 0,1 MHKporpaMma/Kr A0 OKOJIO 1 MHUKpOrpaMma/Kr, OT OKOJIO
0,1 mumkporpamma/kr a0 okono 0,5 muxporpamma/kr, ot oxonxo 0,1 wmukporpamma/kr a0 okxono 0,4
MHKPOTPaMMA/KT, 0T 0koJI0 0,1 MHKpOrpamMMa/Kr 10 0koo 0,3 MUKporpaMma/Kr, oT okoJio 0,1 Mukporpamma/kr
mo okono 0,2 mukporpamma/kr, okxomo 0,07 mukporpamma/kr, okomo 0,05 mmkporpamma/kr, okojio 0,1
MHKpOTpamMma/Kr, okoyio 0,2 MukporpaMm/kKr, okoo 0,3 Mukporpamma/kr, okoio 0,4 MHUKpOTpaMMa/Kr, OKOJIO
0,5 muxporpamma/kr, okono 0,6 Mukporpamma/kr, okono 0,7 MuUKporpaMMa/kr, okono 0,8 MHKpPOTpaMMma/Kr,
oxomo 0,9 wmmkporpamma/kr, okomo 1,0 wmmxporpamma/kr, oxoiao 1,1 wmumkporpamma/kr, oxomo 1,2
MHKpPOTPaMMa/Kr, OKolo 1,3 mmkporpamma/kr, okomo 1,4 MHKporpamMMma/kr, okoio 1,5 MHKporpamMMa/kr.

YKEISEIHHYIO A03Y MOKHO BBOOUTH OOWH HJIH 0oJIBITICE KOJTHICCTBO pa3 B ACHB.

[59] B cme omHOM BapHWAHTE OCYINCCTBIICHHS MAHHOTO H300PCTCHHS MPEATIATacTCA CHOCO0 JICUCHHSA
QOKUTAINMH WA MPU3HAKOB AKATALHH, ACCOIMUPOBAHHBIX C HCHPOICTCHCPATHBHBIM 3a00JICBAHACM, V CYOBCKTA,
HY KJAFOIIETOCS B 3TOM, BKIIFOYAIOIINI BBEACHHE YKA3aHHOMY CYOBEKTY 3(p(ekTHBHOTO KOIMMUecTBa ambpa-2-
AAPCHCPTHICCKOTO AarOHKUCTA WM €ro (DapMAICBTHUYCCKH NMPUCMIICMOH COMM B 03¢, KOTOpPAas HC BHI3BIBACT
3HAYUTEIBHOTO cexatuBHOTO 3(p(ekra. [Ipuroansie amp(a-2 agpPEeHSPrHUCCKUC ArOHACTHI BKIFOYAIOT, HO HE
OTPAHHIHMBAIOTCSA TUM, KIOHHINH, TyaH(anuH, ryaHabcH3, TYaHOKCAOCH3, TYAaHCTHANH, KCHIA3UH, TH3AHUIHH,
MCACTOMHINH, JCKCMCACTOMHIWH, MCTHWIAOMY, MCETWIHOpermmHeQpuH, (azomMuanH, HOJOKIOHHINH,
ampaKJIOHUAWH, ACTOMHIUH, JOPCKCHIUH, AMHTPA3, MHBA3CPOJ, Aa3CMEKCOJ, TAJIHICKCOJ, PHIMCHHIMH,
Ha(a30JIMH, OKCHMETA30/IMH, KCHIOMETA30JIHH, TCTPArHIPO30JIHH, TPAMA30IMHUIIH, TPAMA30JIHH, TATUIICKCOL,
PpOMH(PUINH, TPOMHITESKCEAPUH, HOPPESHE(PPHH, OKTOTIAMIH, MOKCOHUIUH, THAAMUINH, TonoHHauH, UK 14304,
DJ-7141, ST-91, RWJ-52353, TCG-1000, 4- (3-aMHHOMETHJI-IUKIOTSKC-3-3HUIMETHI) -1,3-THTHAPONMHIA30.T-
2-THOH, a Take U 4- (3- THAPOKCUMETHI-UUKIOTECKC-3-9HUIMETUT) -1,3-TUruapo-uMHIa30JI-2-THOH, HIH HX
(hapMaLCBTHUYCCKH TpHEMIICMbIC com. Jlo3a amp(a-2 aapeHEPrHYCCKOTO AroHHCTa, NPHMCHICMOTO B

KOMIIO3HIIHH, B ICILIX yI00CTBA COCTABIACT OT OKOJIO 3 MHKPOTPAMM J0 0K0JI0 100 MHKpOTpamMM.

[60] B cme omHOM JOMOTHUTCIBHOM BAPHAHTE OCYIICCTBIACHHA JAHHOTO HW300PCTCHHA MPEIIaracTcs
crnoco® JieueHHWs QKUTAUWH WIM MNPHU3HAKOB KHUTAUMH, ACCOIMHUPOBAHHBIX C HEHPOJCTCHEPATHBHBIM
3aboneBaHNeM, y CyOBEKTa, HY’KAIOIIEIOCS B 3TOM, BKIIOYAIOIIHI BBEICHHE YKA3aHHOMY CYOBEKTY
3((EKTHBHOTO KOJMYECTBA AEKCMEICTOMHANHA HIIH €T0 (PapMaIeBTHUCCKH IMPHEMIIEMO COJIH CyOIHHIBAIBHO
B 03¢, KOTOpas HC BBI3BIBACT HCKCIATCIBHBIN (HAMPUMEP, 3HAYUTCIBHBIN) ceaaTWBHBIN 3(dekr. [loza
MPUMCHACMOTO JIEKCMEICTOMUINHA MM €T0 (PapMaleBTHYECCKH MPHEMIIEMOH COJIH MOXET B IIEJIX YA0OCTBA
COCTABJIATH OT OKOJIO 3 MHKPOTpaMM A0 0k0J10 100 MHKpOorpaMM, HAPUMEDP, OT OKOJIO 5 MHKPOTPaMM A0 OKOJIO
100 MHKpoOrpamMM, OT OKOJO 5 MHKPOIPaMM 10 OKOJI0 90 MHKpOrpamM, OT OKOJO 5 MHKPOTPaMM A0 OKOJIO 85
MHKPOTpaMM, OT OKOJIO 5 MHKPOrpaMM A0 OKOJ0 80 MHKPOrpamMM, OT OKOIO 5 MHKPOTPAMM A0 OKOJO 75
MHKPOTpaMM, OT OKOJIO 5 MHKPOrpaMM A0 OKOJO 70 MHKPOrpamMM, OT OKOIO 5 MHKPOTPAMM A0 OKOJO 65
MHKPOTpaMM, OT OKOJIO 5 MHKPOrpaMM A0 OKOJ0 60 MHKPOrpamMM, OT OKOJO 5 MHKPOTPAMM A0 OKOJO 55

MHKPOTpaMM, OT OKOJIO 5 MHKPOrpaMM A0 OKOJ0 50 MHKpOrpamMM, OT OKOJO 5 MHKPOTPAMM A0 OKOJO 45
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MHKPOTpaMM, OT OKOJIO 5 MHKPOrpaMM A0 OKOJ0 40 MHKPOrpamMM, OT OKOJO 5 MHKPOTPAMM A0 OKOJIO 35
MHKPOTpaMM, OT OKOJIO 5 MHKPOrpaMM A0 OKOJ0 30 MHKPOrpamMM, OT OKOJIO 5 MHKPOTPAMM A0 OKOJIO 25
MHKPOTpamMM, OT OKOJO 5 MHKDPOTPaMM A0 OKOJ0 20 MHKPOIpaMM, OT OKOJIO 5 MHKPOrpaMM J0 OKojao 15
MHKPOTpamMM, OT OKOJO 5 MHKpOrpamMMm A0 Okoja0o 10 mMmkporpamMm, MeHbIIe 4eM 10 MHKpoOrpamm, OKOJIO 5
MHKPOTPaMM, OKOJIO 6 MHKPOTPAMM, OKOJIO 7 MHKPOTPAaMM, OKOJIO 8 MHKPOTPaMM, OKOJIO 9 MHKPOTPaMM, OKOJIO
10 MuxporpamMMoB, OkoJIO 12 MmKporpamm, oxono 14 MmukporpamM, okoiao 16 Mukporpamm, okomo 18

MHKPOTpaMM. YKaS’aHHYIO 03y MOXXKHO BBOOWUTH OJUH HJIH OO0JIBIIEE KOJTHICCTBO pas3 B ACHb.

[61] B cme ogHOM BapHAHTC OCYINCCTBIICHHA JAHHOTO H300PCTCHHA MPEIIATACTCA CIOCO0 JICUCHHA
OKATAOUH WIH MPHU3HAKOB AKUTAIMH, ACCOIMUPOBAHHBIX C HCHPOTICHXHUATPHUCCKAM COCTOSHHCM, Y CYOBCKTA,
HYXJAIOIIETOCS B 3TOM, BKIFOYAIOIIHI BBEACHHC YKA3AHHOMY CYOBEKTY 3(P(PEKTHBHOTO KOJIMUECTBA amb(a-2-
AIPCHCPTHYCCKOTO ATOHUCTA WM ero (DapMaICBTHUCCKH MPUEMIICMON COM B 03¢, KOTOPAs HE BBI3HIBACT
SHAYUTCIHHOTO ceaaTuBHOTO 3(dekra. [Ipuromnsic amp(a-2 axpeHESPrHUCCKUC ArOHHCTHI BKIFOYAKOT, HO HE
OTPAHHYIMBAFOTCA 3TUM, KJIOHUIWH, TyaH(PanuH, TyaHaOCH3, TYaHOKCAOCH3, TYAHCTHANH, KCHJIA3HH, TH3AHHINH,
MCACTOMHINH, JOCKCMCACTOMHUAWH, MCTHJIIONY, MCTHIHOpenuHC(QpHH, (amonMuanH, HOJOKIOHHINH,
AMpaKJIOHUAWH, ICTOMHIWH, JOQCKCHIWMH, AMHTPA3, MHBA3CPOJ, A3CHCKCOJ, TAIMIICKCON, PHIMCHHINH,
Ha(a30JIMH, OKCHMCTA30JIMH, KCHIOMETA30/IHH, TCTPATUAPO30/IHH, TPAMA30IHHHUIINH, TPAMA30JIHH, TATUIICKCOIL,
poMu(HANH, POTIIITEKCCAPUH, HOP(PECHS(PPHUH, OKTOAMHH, MOKCOHHINH, THIAMUINH, ToToHUIuH, UK 14304,
DJ-7141, ST-91, RWJ-52353, TCG-1000, 4- (3-aMHHOME THI-IHKIOTCKC-3 -3HHIMETH) - 1,3 -THrHApONMHIA301-
2-THOH, a TaKke H 4- (3- THAPOKCUMETHII-IUKIOTEKC-3-OHIIMETUN) -1,3-AUruapOo-UMHIa307-2-THOH, HIH HX
(apmaneBTHUeCKH mpHemieMble coim.  Jlosa amb(a-2 agpeHEPrHYeCKOr0 aroHHCTa, NPUMCHACMOIO B

KOMIIO3HIUH, B IEJIX YI00CTBA COCTABIIACT OT OKOJIO 3 MUKPOTpaMM 10 0K0J0 100 MuUKporpaM.

[62] B npyrom BapuaHTe OCYINSCTBICHUS JAHHOTO M300PETCHIA MPEAIaracTcs Crocod JeUCHU aKHTALMH
WIA TPH3HAKOB Q)KUTAI[MH, ACCOLMUPOBAHHBIX C HCHPONCHXHMATPHUYCCKUM COCTOSIHHEM, Y CyOBEKTa,
HYKJAFOIIETOCS B 3TOM, BKIIIOYAIOIIWIH BBCICHHE YKA3aHHOMY CYOBEKTY J(P(PEKTHBHOTO KOJIHYCCTBA
JEKCMEACTOMHUIMHA HWIH €ro (papMalCBTHUCCKH MPHEMJIEMOH CONMHM CyOIMHTBAJBbHO B 03¢, KOTOpas HE
BBI3BIBACT 3HAYUTCIBHOTO CEAATHBHOTO »(dekra. Jo3a ACKCMEIACTOMHUIWHA HIH €ro (hapMALCBTHYCCKH
MPHUEMJICMOH COJIH, TIPHMEHIEMAs B CYOJIMHTBAJIbHOW KOMITO3UIIHH, MOKET B IEISIX yI0OCTBA COCTABIATH OT
0K0JI0 3 MHKporpamMm A0 Okojo 100 Mukporpamm, Hampumep, OT OKOJO 5 MHKporpamMMm 10 okoyo 100
MHKPOTpaMM, OT OKOJIO 5 MHKpOrpaMM 0 OKOJO 90 MHKpOrpamMM, OT OKOJO

MHKPOTpaMM O OKOJIO 85

MHKPOTPAMM, OT OKOJIO 5 MHKPOTpaMM 0 OKOJO 80 MHKPOTpaMM, OT OKOJO 5 MHKPOIpAMM IO OKOJIO 75

MHKPOTPAMM, OT OKOJIO 5 MHKPOTPaMM 0 OKOJO 70 MHKPOTpaMM, OT OKOJO 5 MHKPOIpAMM IO OKOJIO 65

MHKPOTPAaMM, OT OKOJIO 5 MHKPOTPaMM 0 OKOJO 60 MHKPOTpaMM, OT OKOJO 5 MHKPOIpAMM A0 OKOJIO 55

MHKPOTPAaMM, OT OKOJIO 5 MHKPOTPaMM 10 OKOJO 50 MHKPOTpaMM, OT OKOJO 5 MHKPOIPAMM 0 OKOJIO 45

MHKPOTPAaMM, OT OKOJIO 5 MHKPOTpaMM 10 OKOJ0 40 MHKPOTpaMM, OT OKOJO 5 MHKPOIpaMM A0 OKOJIO 35

MHKPOTpaMM, OT OKOJIO 5 MHKPOTpaMM A0 OKOJ0 30 MHUKPOTpaMM, OT OKOJIO

5
5
5
5
5
5
5 MHKpOTpamMM J0 OKOJIO 25
5

MHKPOTpaMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJIO 20 MHKPOIpaMM, OT OKOIO 5 MHKPOIpaMM A0 OKoao 15
MHKPOTpaMM, OT OKOJO 5 MHKPOrpamMMm 10 Okoja0 10 muxporpamM, MeHbmie yeM 10 MHKpOrpaMM, OKOIO 5
MHKPOTPaMM, OKOJIO 6 MHKPOTPAMM, OKOJIO 7 MHKPOTPaMM, OKOJIO 8 MHKPOTpaMM, OKOJIO 9 MHKPOTPaMM, OKOJIO

10 mmxporpamm, okod0 12 MukporpamM, okono 14 Mukporpamm, Okoa0 15 MHKporpamM, oOkoio 16
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MHKpOTrpamM, 0k0J10 18 mMukporpamm, okoa0 20 MHKporpamm, 0koia0 30 MHKPOrpaMM, 0koJIO 50 MHKPOrpaMM.

YKaSaHHYIO JA03Y MOKHO BBOAUTH OAWUH HIIH 0oJIbIIIEE KOTMICCTBO pa3 B ACHbD.

[63] YpoBeHb MPHEMIIEMOTO CENATHBHOTO 3(dekTa mpH JeUeHUH CyOBEKTa B COOTBETCTBHU CO CIIOCOOOM
IO JAHHOMY H300pETCHHIO NMPEATOYTUTEIIBHO HAXOTUTCS HA YPOBHE HIM HIDKC YPOBHA 3 B COOTBETCTBHH C
cucremol oueHnkd cexamuu Pamcesa (RSS). Takum 06pa3zoM, B KOHKPETHOM BAPHAHTE OCYINECTBICHHUS JAHHOTO
H300peTeHUs MPEAIaraeTcsi Cnocod JEUCHHSA AXKHUTALMH WIH NPU3HAKOB LKUTALMH y CyOBEKTa-yelIoBEKa,
HYXXIAKIICTOCA B 3TOM, BI(JIIO‘-IEIIOH.[I/II\;I BBCACHHC ACKCMCACTOMHANHA HIIH €TI0 (i)apMaueBTmlecxn IIpIz[CMJ'[CMOf[
CONH CYOJIMHTBAIGHO YKA3aHHOMY CYOBCKTY B T03¢ B IHANMA30HC OT OKOJO 3 MuKporpamMm g0 100
MHKpPOTPAMMOB, TaKHM 00pa3zoM, mony4as RSS Ha ypoBHe 3 wiam HIKE YPOBHA 3 (HampuMep, YPOBEHb 2 HIIH

YPOBEHB 3).
IV.OAPMALIEBTUUECKHE KOMITO3ULINI

[64] B nmanHOM W300peTeHHH TaKKE MPEINIATAFOTCSA CyOIHHTBANBHBIC (DAPMALCBTHUYCCKAC KOMIIO3HIIHH,
comepkamme 3PPEKTHBHOS KOMMUCCTBO aTb(Pa-2-aAPCHEPTHICCKOTO ArOHUCTA WM €ro  (PapMalCBTHUCCKH

HpI/IeMJIeMOfI COJI, MPCANMOYUTUTCIIPHO ACKCMCACTOMHAAWHA HITHA €TI0 (I)apMaI.[eBTI/I‘{eCKI/I HpHCMJ'ICMOfI COJIH.

[65] CyOmmHTBaNBPHBIC  (DAPMALCBTUYCCKHC KOMIIO3HIMH 10 JAHHOMY W300PCTCHHIO MOTYT TaKKe
comepkath (PapMANCBTHUYCCKH NPHCMIICMBIH HOCHTC]Ib W/HIM BCHOMOTATCIBHOC BEIICCTBO. [IpHrogHsie
(hapMaLCBTHYCCKH MPHEMIICMbIC HOCHTEIH BKIIFOYAIOT BOAY, XJIOPUI HATPHUSA, CBA3YIOMINE BEMICCTBA, Y CHIUTCIIH

TMPOHUKHOBCHHUA, paz6aBm‘eJm, CMA3BIBAKIIHNC BCIICCTBA, APOMATU3ATOPBI, KPACUTCIA U TAK JAJICC.

[66] CyOmuHrBaipHbBIC (DApMALCBTHYCCKUE KOMIIO3HIMH II0 JAHHOMY H300PETCHHIO MOKHO BBOJHUTH
CYOBEKTY OTACIbHO WM B KOMOHHAIMH C OJHUM MM OOJBIIUM KOJHYCCTBOM JPYTHUX HMPUTOJHBIX AKTHBHBIX

HHIPEUCHTOB.

[67] B oxHOM BapuaHTE OCYHIECTBICHHS [JAHHOTO M300PETCHHS TMPEJIATacTCs CyOIHHTBAIbHAS
(hapManCBTHYCCKAsA KOMIIO3HIMA, coacpxamas >(PQCKTUBHOC KOIMYCCTBO ACKCMCICTOMHIMHA HJIH CTO
(apMaLEBTHYCCKH TNPHEMJICMOH COMM I JICUCHHUS QXKHTAUWH Yy CyOBEKTa, HAMpHMEp, AXXUTALWH,
aCCOIMUPOBAHHON C HEHPOJCTCHEPATHBHBIM 3a00JCBAHUEM, CHHAPOMA BEUCPHEH CIHYTAHHOCTH MPH OOJIC3HH
Anprrefimepa Wi JeMEHIWH. B KOHKPETHOM AacmieKTe C IMOMOINBEO CYONMHTBANbHOH (hapMAlEBTHUCCKOM

KOMITO3HITHH 3(1)(1)GKTI/IBHO JICYAT AKATALHIO Y Cy6’I>CI(Ta, HEC moJiyvad IPH 3TOM 3HAUYUTCIBHOTO CCAATHBHOIO

s¢pekra.

[68] B gpyrom BapmWaHTe OCYOICCTBACHHA JAHHOTO W300PCTCHHA MPCATATAcTCA CyOIMHTBATBHAS
(hapManeBTHUCCKAsA KOMIO3HIHA, coacpxamas >()QCKTUBHOC KOIMUYCCTBO ICKCMCICTOMHIWHA WM CTO
(hapManeBTHYECCKH MPUEMIIEMON COTH IS JICUCHHUS QKUTAIMA Y CyOBEKTA, aCCONMHPOBAHHON C IIH30(PCHUCH,
OHUIOIAPHBIM PACCTPOHCTBOM, OHMIOIIPHOH MaHmel, APYTrUMH OWITOIPHBIMH 3a00JICBAHHAMM, JCTIPECCHEH,
JICIIUPUEM HIIH JIPYTHM CBA3aHHBIM HEHPOIICHXHATPHUYCCKUM COCTOSHHEM. B KOHKPETHOM acCHEKTE C IMTOMOIIBIO
CyOnuHrBaIbHOH (papManeBTHUECKOH KOMIO3UIMH 3(P(PEKTHBHO IeHUaT AKUTALNIO Y CYOBEKTa, HE MOIyYast IPH

3TOM 3HAYHUTEJIFHOTO CEIATHBHOTO () (peKTa.
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[69] CyOnuarBampHas (papMANCBTUUCCKASA KOMIIO3UIHSA IO TAHHOMY H300PCTCHHIO MOXKET IMPEACTABIIATH
c000if, HampuMep, IICHKY, KancCyy, MIACTBIPb, MACTHIIKY, TCIb, CIPCH, TaOJNCTKY, JKHAKHC KAIUTH HWJIH TOMY

mo00HOE.

[70] B oagHOM BapHaHTE OCYINCCTBJICHHS TAHHOTO HW300pPETCHHS CyOMMHTBANIbHAS (hapMAaLCBTHUCCKAS

KOMITO3HIIMS MPEACTABICHA B (JopME TAOICTKH HIH YIAKOBAHHOTO MOPOLIKA.

[71] B apyrom BapmaHTE OCYINCCTBJICHHS JAHHOTO H300pPETCHHS CYOJMHrBaIbHAS (DapMaleBTHUCCKAS
KOMIIO3HIHA MPEICTABICHA B (hOPME TUIACTHIPSA WM IUICHKH (HANPHUMEP, TOHKOH IUICHKH). [1MacThIph MOXKET
001a1aTh AATC3HOHHBIME CBOUCTBAMH I MPSAOTBPALICHAA CTO MICPSMCIICHUS HITH MPOTIATHIBAHKUA. [11aCTHIPh
MOJKET OBITh PACIICTUIICMBIM B CIIy4Yac €ro CIy4aiHOTO MPOTJATHIBAHUA WU I OOJICTUCHHA €T0 VTHIH3AINH,

WA MIACTBIPh MOXKET OBITH YAAQJICH U3-I0 A3bIKA MO HCTCUCHUH YCTAHOBJICHHOTO BPDCMCHH.

[72] B cme 0HOM BapHAHTE OCYIICCTBICHHS NAHHOTO H300PCTCHHA CYOIHHTBATBHAA (DAPMAIICBTHUCCKAS
KOMITO3HIHUA MPCACTABIICHA B (l)opMe macThl, IS HJIH MAasH. Bsaskocts nacTel, TSI HJIM MasH MOXXHO

PETYJIMPOBATH C LEIIBE) OOCCIICUCHHS Y ACPKHBAHUSA MO A3BIKOM.

[73] B  IOMONHWUTCIPHOM  BAPHAHTE  OCYIICCTBICHHA  JAHHOTO  H300PCTCHHA  CyOJIMHTBaIbHAS
(hapManeBTHICCKAsT KOMIIOZHITHSA IIPEACTABICHA B (JOpME >KUAKOCTH (Hampumep, B popMe pacTBoOpa, CyCIICH3HH
WIH SMYJbCHH), 3 MOKET OBITH MPEICTABICHA, HANIPHMEP, B BHJAC CHpesA HIH Kamneidb. PacTBOPHI BKIFOYAIOT
AKTHBHBIH HHIPEIUCHT BMECTE C pa30aBHTENEM, TAKUM KaK BOJAA, (DH3HOJOTHYCCKUI pacTBOP, PacTBOP XJIOPHAA
HATPUA WM JFOOOH APYrod MPHUTOTHBIN PACTBOPUTENIb, TAKOH KaK MPOMUICHTINKONb, TIIHICPUH, STHIOBBIH
CIHMPT M Tak janee. PazOaBureneMm 11 pacTBOpa MOKET OBITh, B YAaCTHOCTH, (DH3HOJIOTHYCCKHH COJCBOH
pacteop miu Boga. KoimdecTBO BBOAMMOTO PAcTBOPA B HEIAX VA0OCTBA MOXKET COCTABIATH OT 0koJyio 0,01 mo

oxono 1 Mt (Hampumep, oxoo 0,025 - 0,5 mi).

[74] Herpepaple KOMIO3HIMH IO JAHHOMY H300PETCHHIO B ILEIX YA0OCTBA MOYKHO BBOAUTH IIyTEM

PACHBIICHUA, KAIIAHUSA, OKPAIMHBAHUA HJIH BIIPBICKUBAHUA KOMITO3HIHH IO A3BIK.

[75] B KOHKpDETHOM BapHaHTE OCYIICCTBICHHS JAHHOTO HW300PETCHUS JCKCMEICTOMHAWH HJIH €Tr0
(hapMaUCBTHYCCKH MNPHEMIIEMYI0 COJb BBOJAT CYOJMHIBAIbHO B JKUAKOH (opme, Hampumep, B
apOMATH3HPOBAHHOM HIIH  HEAPOMATH3HPOBAHHOM  (DH3HOJIOTHYECKOM COJICBOM  pacTteope. JKuakyro

KOMITO3HITHKO B ICJIAX yIl06CTBa MO’KHO BBOOUTH IO A3BIK B (l)opMe Kanciib U CIpes.

[76] JlekcMeIeTOMUINH WITH €10 (PapMALCBTHUCCKH MPHEMIICMAS COJTb B ICIIIX YI00CTBA MOKST COCTABIIATH
ot oxono 0,001% 1o okono 99,99% Bceit kommosumuu, Hanpumep, ot okomo 0,01% mo oxomo 90%, Oomee

KOHKPETHO, 0T 0k0J10 0,01% 10 oxono 30%.

[77] Korga xoMmo3umus mpeacTapmsaeT CoO0H KUAKOCTh WM TCJb, TICPBYIO OJHOKPATHYIO 03y HAHOCAT U
YACPKHBAKOT B MCCTC BBCACHHA, IO SA3BIKOM, B TCUCHHUC 3APAHCC OMPCACIICHHOTO BPCMCHH, HANPHMCED, B
TEUCHHUE N0 MEHbIICH Mepe okoyo 30 cekyHa mim, 0oxee KOHKPETHO, OKOJO 60 CekyHA mim Ooibmie. 3aTteM

MOJKHO IPHMEHATh BTOPYHO OJHOKDPATHYIO 03y U YACP/KUBATH €€ B TCUCHHE AHAJIOTHYHOTO NMEPHOJA BPEMCHH.
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[Ipencrasrger uHTEPEC TOT (PAKT, UTO 3TA MPOLCAYPA 3AMETHO YBEIHINBACT H(D(SKT KOMIIOZHIIHH MO JAHHOMY

I/I306peTeHI/IIO IPH JICUCHUH AXKUTALIUU UITH MMPU3HAKOB AXKUTAL[UH.

[78] B ngpyrom BapuaHTe OCYIICCTBICHHA JAHHOTO M300PCTCHUA CYOIMHIBAIbHAA KOMIIO3HIUA
JEKCMEJCTOMHIIMHA WK er0 (hPapMaLEBTHYECCKH MMPUEMIIEMOIT COTM MPEACTaBIIET CO00H TBEPAYIO TAONCTKy HIIU
TabJeTKy M3 IPECCOBAHHOIO MOPOIIKA. YKazaHHAs TabJeTka MOXKET OBITh CKOHCTPYHPOBaHA TakK, YTOOBI
PacTBOPATHCS MO SI3BIKOM B TeueHHE Okoyo 30-120 cexyHm, kak ommcano pmateHTe CIIIA Ne 6221392,
BbimanHOM Khankari, et al, W BKIIOUCHHBIM B JAHHBIH JOKYMCHT IMOCPEIACTBOM CCHUIKH. B KOHKpETHOM
BapHAHTE OCYINCCTBJICHHS JAHHOTO H300PCTCHUS CYOJIMHIBAIbHAS KOMIO3HIMA JCKCMEACTOMHUINHA HIH €T
(hapMaLECBTHYCCKH TPHUEMJICMOH COJIM MPEACTABISIET COOOH TBEpAYHO TAOJNETKy, HMCIONIYED KOMIIOHCHT C
TOHKOH AUCIEPCTHOCTBIO [UISI OPTaHOJICIITHICCKH MPHATHOTO OLIYINCHHSA BO PTY. YKa3aHHAs TableTka (W ee
YACTHIIBL, COACP)KAIINE AKTHBHBIH HHTPESIUCHT, KOTOPBIH MOXKET ObITh CIIPECCOBAH I 00PAa30BAHMS TAOICTKH)
TaKXE MOJKET COJEPKATh 3alIHTHOE HAPY>KHOE MOKPBITHE, HATIPHMEP 000N MoIuMep, OOBIMHO NMPHMEHIECMBIH

J71s1 00pa30BaHUI MHKPOYACTHL, MUKPOYACTHI] MATPHIHOTO THIIA H MHKPOKATICYJL.

[79] B 1OomOTHATCTFHOM BAPHAHTE OCYIICCTBICHHUA AAHHOTO HM300PCTCHHUA CyOIMHTBABHAS KOMIIO3HITHSA
JEKCMEACTOMUINHA HMIH €ro (PapMaUCBTUYECKH IPHEMIIEMOH COIM TPEACTABIIET COOOH TBEpAYIO
MPECCOBAHHY OBICTPOPACTBOPHUMYEO Ta0IeTKy. TabmeTka B HemrIX ya00CTBa BKIFOUACT AKTHBHBIN HHTPCIUCHT
B MATpPHIE. Mannua MOKET COCTOATH, HANPUMEP, H3 IO MCHBIICH MCPE OAHOI0 HANOJHUTCI H
CMa3bIBAIOINCTO BCIICCTBA. HAMOMHWTEIM BKIFOYAIOT, HANPHMEP, JIAKTO3Y WM MAHHUT, A TPHTOJHBIC
CMAa3bpIBAOIHUE BCHICCTBA BKIIKOYAKOT CTCAPAT MArHud, AUOKCHUA KPCMHHA H TaJbK. ManI/IIIa TAKIKEC MOKCT
BKJIFOYATh OJMH WM OOJIbIIEe KOJHYECCTBO M3 CICAYIOLIMX KOMIOHCHTOB: CBA3YIOIICE BEHICCTBO (HANPUMED,
MOBHAOH, Caxap WIH KapOOKCHMETHILECILIION03a), MAC3UHTCIPAHT (HANpHMEp, KPOCKApMEIUIO3a HATpHi,
KPOCHOBHIOH HJIM KPAaXMAJTJHKOJIT HATPHUS), MOACIACTHTCIb (HANPHMEP, CYKpajo3a) W TOMY IOJOOHOE.

TabneTka MOXKET HMETh JIOMKOCTh OKOJIO 2% HJIM MEHEE U TBEPAOCTb OT OKOJIO 15 10 00710 50 HEIOTOHOB.

[80] B ngpyrom acmekre JAHHOTO H300PETCHHSA MPEJIAracTcsl CHOCOO M3TOTOBICHHUS —YNAKOBAHHOM
CyOMMHIBATPHOM TAOJCTKH. YKA3aHHBIA Cmoco0 BKIIOYACT CICAYIONIMC 3Tambl (a) (POPMHPOBAHHE CMECH,
coaeprKammeii JeKCMEICTOMUINH WIH €T0 (PapMarieBTUUCCKH MPHEMIICMYIO COJIb M MATPHIly, BKIFOYAIOIIYIO IO
MCHBIICH Mepe HATOJHHUTEIb HEMPSIMOTO MPECCOBAHUS M CMA3BIBAIOIICE BEINECTBO; (b) MPECCOBAHHE CMECH C
00pa30BaHHCM MHOXKCCTBA TBCPABIX, NMPCCCOBAHHBIX, OBICTPO PACTIAJAIOIMUXCA YACTHI[ (HAPHUMEP, TPaHyJ),
BKIIFOUAs AKTHBHBIN WHTPEIHCHT, PACIpEICICHHBIN B CYOIMHIBAIbHO PACTBOPHMON MaTpHIe; H (C) XpaHCHHUE
Hepac(acoBaHHOTO TPOAYKTA 0 BHIMOJHEHHS padoT MO VIAKOBKE. B Apyrom BapHaHTE OCYINECTBICHHA
JAHHOTO WM300PETEHH JICKApCTBEHHBIC (DOPMBI 3aT€M YIAKOBHIBAIOT BHYTPh YIAKOBKH, TAaK YTO HX
HACUWTHIBAaeTCsA Oojee OJHOH HAa yMakoBKy. IIpsmoe mpeccoBaHHE SBISIETCSA NPEANOUYTHTEIBHBIM CIHOCOOOM
(hopMupoBaHHA NeKapcTBeHHBIX (hopM. Takke mpeanaracTcst OTKPHIBAEMAS M TIOBTOPHO 3aKPhIBacMas YIIAKOBKa,
COZCP’KAINAS MHOKECTBO TBEPIBIX, IPECCOBAHHBIX, OBICTPO PACTBOPSIOIIMXCS TAOJETOK, IMPHCHOCOOICHHBIX

AT MPAMOTO EPOPATBHOTO BBCACHHA, KaK OIMMUCAHO BBILIC.

[81] B apyrom BapuaHTE OCYIICCTBIICHUSA JTAHHOTO H300PCTCHHA MPEAIAracTca CyOIHHTBAIbHAA TAOJICTKA,
cogepxammas nmmyquit areHT. [lumyyunif areHT B IemsIX yI00CTBa MOXKET IPHCYTCTBOBATh B KOJIHYECTBE IO

okoJI0 95 Mac. % B pacueTe Ha BEC FOTOBOI TadIeTKU U, 00Jce KOHKPETHO, B KOMMUYCSCTBE OT 0KoJ0 30 mac. %
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J0 oxoiio 80 mMac. %. B KOMIO3UIMIO TaOJIETKH BKIFOUYECHO JOCTATOYHOE KOJIHMYECTBO IIUITYYEro MaTepHaa 1l
TEHEPHPOBAHHSA GOJIEe YeM OKOIIO 5 CM’, HO MEHBIIE YeM OKOJMO 30 CM’ rasa MPH BOICHCTBHE BOIHOM CpeIoit
HA YKa3aHHYI0 TabneTKy. CyOnaMHTBaIbHBIC KOMIIOZHIMH, COACPIKALINE INUIYYHE ArCHTHI, OIHCAHBIB IIATCHTE

CIITA Ne 6200604, KOTOPBIH BKIFOYCH B JAHHBIA TOKYMEHT IIOCPEICTBOM CCBHLIKH.

[82] B 0mHOM KOHKPETHOM BApPHAHTE OCYIUCCTBICHUS [JAHHOTO W300PCTCHHS INWIYYHH arcHT
BBICBOOOJKIACT THOKCHI YIJICPOAA, HANPHMEP, B PE3yJIbTATE PEAKUHH PACTBOPHUMOI KHUCIOTHI CO INECIOYHBIM
KapOOHATOM HTH OHKAPOOHATOM. MICTOYHUK KHCIOTHI MOXKET B LCIAX YI0OCTBA BKJIFOYATH MAIICBHIC KHCIOTHI H
KHCJIOTHI, TAKHE KAK JIMMOHHAS KHCIOTA, BHHHAS KHCIOTA, aMajoBas, (hpyMapoBas, aTHIHHOBAS W SHTAPHAS
KHCIOTHL McTOUHNKH KapOoHATa M OWKapOOHATA BKJIIOYAOT CYXO# TBEPABIA KapOOHAT W OMKAPOOHATHYIO COJIb,
TAKyI0 Kak OMKapOOHAT HATpWA, KapOOHAT HATPHUA, OMKAPOOHAT KA, KapOOHAT KajwsA, KapOOHAT MATHHA H

TOMY TOA0OHOE.

[83] KoMmmno3umun 111 pacmbUICHHS TIO JAHHOMY HW300PCTCHHIO AT CYONMHTBAIGHOTO BBCACHUSA MOTYT
BKIFOYATh OAHY WIM OoJbIiee KOJMHMUYCCTBO (DAPMAIICBTHYUCCKH IPHEMIICMBIX IJKHIKOCTEH (Hampumep,
MPHUCYTCTBYIOIUX B KoJM4ecTBe OT Okoio 30 mac. %. mo0 okomo 99,99 mac. % yka3aHHOH KOMITO3HIHH).
TakuMu  SKHOKOCTAMH MOTYT OBITh  PAaCTBOPHTCIH, COPACTBOPUTEIM WJIM  HEPACTBOPHTEIH UL
JICKCMEICTOMHIMHA WK €0 (papManeBTHYCCKH MpHEeMIeMol comm. [TpuMeps! (hapManeBTHIECCKH MPHEMIIEMBIX
JKHIKOCTEH BKJIFOYAIOT BOJY, JSTAHON, JHMETHICYIb(OKCHA, MPONMMICHITIHKONb, IOJHITHICHIIHKOIb,
MpoNMICHKapOOHaT, (hapMaLEeBTHICCKH MPHEMIICMBIC MAacla (HAIPHMED, COM, IOJCOTHECYHUKA, APAXHCA, MATHI
mepeyHodl u T. 4. ) u ToMy momoOHOoe. PapMANCBTHYCCKH MPHEMJICMYIO SKHAKOCTh BBIOMPAIOT JMOO It
PACTBOPEHUA AKTHBHOTO (DAapMAICBTHUCCKOTO HHIPSAMCHTA, JUOO U1 MOJIYYCHHSA CTaOMIBHOH, TOMOTCHHOMH

CYCIICH3UH WJIH €€ PacTBOPa, THOO0 111 00pa30BaHus TH0001 KOMOMHAIMY CYCIICH3HH WM PacTBOPA.

[84] Kpome TOro, cyOnMHrBaJBHBIC COCTaBBI IS PACHBUICHHS JACKCMEICTOMHIWHA HIH  €TO
(hapMaLeBTHYECKH NpUEMIEMOH com MOTYT BKJIFOYaTh OJUH
WM Ootbiee KOJIHYECTBO HOCHTENCH H/Am BCIIOMOTATETbHBIX BEHICCTB. ITpumepst
HOCHTEJICH/BCTIOMOTATEIPHBIX ~BCINECTB BKJIFOYAIOT MATEPHAJbBL, MOIYJIHPYIOMIHE BS3KOCTh (HAmpuUMeEp,
MOJMMEPBI, Caxapa, CaxapHbIC CIHPTHL, CMOJbIL, TJHHBI, ABYOKHCH KPEMHHA H TOMy moaoOHoe). OmHuM
KOHKPETHBIM TOJHMEPOM, KOTOPBIH MOKHO B LEJIX YAOOCTBA MPHMCHATH, SBJHICTCSA MOTHBHHHUIITHPPOIHIOH
(PVP). Moay mupyronmuii BA3KOCTh MATCPHAT MOKET B ICIIAX yI00CTBA MPUCYTCTBOBATH B KOJIMYCCTBE OT OKOJIO
001 wmac. % 1m0 okomo 65 wmac. % KOMIO3MIOWH IS PacHbUICHHA. JIpyrue  mpuMEpHI
HOCHTEJICH/BCTIOMOTATEIPHBIX BEIICCTB BKIFOYAIOT KOHCEPBAHTHI (HANPHMEP, STAHON, OCH3HIOBBIA CIHPT,
npormnapadeH u MetrmapadeH). KoHCepBaHTBI MOTYT IPUCYTCTBOBATH B KommdecTse oT okouo 0,001 mac. %
10 okoio 10 mac. % KOMIO3WIMH AT PACHBUICHHA. HOCHTCIIMH/BCIOMOTATCIIFHBIME BCIICCTBAMH TAKKE
MOTYT OBITH apPOMATH3aTOPBL, IOJCIACTHTENH (HAPHUMEP, Caxapa, TAKHE KAaK Caxaposa, INIFOK03a, JEKCTPO3a,
MaibT03a, (PPyKTO3a W T. 1A.), HCKYCCTBCHHBIC MOACIACTHTENN (HAIIPHMEpP, CAXapHH, acmapTaM, amecyibdam,
CyKpazno3a H T. 4. ) HJIH CAXapHBIC CHHPTHI (HAPUMEDP, MAHHUT, KCHIIUT, JIAKTUT, MAJIbTHTOBBIA CHPOI U T. A. ),
KOTOPBIC B IIETLIX YA00CTBA MOTYT IPHCYTCTBOBATH B KoJm4ecTBe 0T okoso 0,001 mac. % 1o oxono 65 mac. %
KOMITO3UIUH U pacibUIcHHA. JIpyrue mpuMepsl HOCHTENICH/BCIIOMOTaTEIbHbIX BEIECTB BKIFOUAIOT Oy hephl u

perymarops! pH (HampuMep, THAPOKCHI HATPHA, LUTPAT M JMMOHHASA KHCJIOTa), KOTOpBIE B IEIX yA00CTBa
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MIPHUCYTCTBYIOT B KoumdecTBe oT okono 0,01 mac. % 1o oxomo 5 mac. % KOMIO3HIMH Ui PACTIBIICHHSL
Kpacsmue arents! (Hampumep, IPUCYTCTBYIOIIUE B KoamdecTBe oT okoso 0,001 mac. % mo oxomo 5 mac. %
KOMIIO3HIUH I PACTIBUICHHUA), APOMATU3aTOPBI (HANPUMED, NPUCYTCTBYIOLIHE B KOIMYECTBE 0T 0KkoJyio 0,001
Mac. % mo okono 1 mac. % KOMIOBHIMH I PACIBUICHHA), XCIATHPYIOIHE areHThl, Takue kak TK
(HampuMep, MPUCYTCTBYIOIKE B KoamdyecTse oT okoio 0,001 mac. % mo okono 1 mac. % KOMIO3HIMH [T
pacIbUICHH), TOTJIOTHTETH Y®-H3nyyueHU (HampuMep, NPUCYTCTBYIOMHUE B KOIHYeCTBE 0T 0koyo 0,001 mac.
% 1o oxono 10 mac. % KOMIO3HMIMHU A PACHBUICHUS) H NPOTHBOBCICHHBAIONINE ATCHTH (HANPHMEP,
HU3KOMOJICKYJIIPHBIC CITUPTHL, AUMETHKOH), B IEJLIX yI00CTBA MPUCY TCTBYIOMINE B KOJIMUYECTBE OT 0K0J0 0,001
Mac. % 10 okomo 5 mac. % KOMHIO3HIMH A PACTBUICHHS, TAKKE MOTYT OBITh BKJIIOYCHBI B KA4YCCTBE
COOTBETCTBYIOIIMX HOCHTCICH/BCIIOMOTATEIbHBIX BCIIECTB B COCTaBbl JJII PACHbUICHAS IO JAHHOMY

H300PETCHUIO.

[85] B O0gHOM KOHKPETHOM AacTeKTe MAAHHOTO W300PCTCHUA NPCAIATacTCd CyONMHTBANBHAA TUICHKA,
coJeprkaImas JeKCMEICTOMUINH HIH €ro (DapMalEeBTHICCKU IPHEMIIEMYIO COJIb BMECTE C OJTHHM HITH OOJIBIIIM

KOJIMYCCTBOM HOCHTEJICH H/UJTH BCIIOMOTATCITBHBIX BCIICCTB, I JICUCHUA AXKUTAITHH.

[86] BcmomorarenpHble BEIECTBA, KOTOPBIE MOTYT OBITh BKIIOUYEHBI B CYOJIMHIBAJbHBIC IUICHKH IO
JAHHOMY H300pPETCHHIO, BKIIOYAIOT OJHO HIM OOJbIIeC KOAMYECTBO H3 CICAYIOIIMX BEIIECTB!
MIJICHKOOOPA3YIOIME arcHTHI, YIAyYIIHTEIN BKYCOBBIX OLIYINCHHH BO PTY, IIACTH(UKATOPHI, CTAOMIM3aTOPBL,
MOBEPXHOCTHO-AKTUBHBIC BEIIECTBA, KOHCEPBAHTBHI, MOACIACTUTEIH, KPACHTEIH, APOMATH3aTOPBL, 3MYJIbIaTOPBHI,
JE3MHTECTPAHTBL, ATCHTBI, BBI3BIBAIOLINE CIIFOHOOTACICHHE, AHTHOKCHAAHTHL, YCHIMTEIH HPOHHLIACMOCTH,

PACTBOPUTEIIN U TOMY IOAOOHOE.

[87] B GonpHoiMHCTBE Cly4yacB IUICHKOOOPA3YIOIIME ArcHTHI O3HAYAKOT ArcHTHI, KOTOPBIC OOECICYHBAIOT
CTPYKTYpPY IUICHKH IO JAHHOMY H300peTeH0. D(PQYEKTHBHOE KOIMYESCTBO ILICHKOOOPA3YIOIIETO AarcHTa
cocraBieT oT 0koJ0 10 mac. % 10 oxon0 99 mac. %, Ooiee IPeANOYTUTEIBHO OT 0K0JI0 50 Mac. % 10 okoso 90
Mac. % xoMmosuuuu. [TIeHKOOOPA3YIOIIHE ArCHTHI, KOTOPHIC MOXKHO HCIIOJB30BATH KAK YACTh ILICHOYHOM
KOMITO3HIIMH 110 JAHHOMY H300PETCHHIO, BKIFOYAIOT, HO HE OTPAHUYHBAKOTCA HMH, IIPOCTHIC S(DHPBI LEIUIFOJIO3bL,
MOZ[I/I(I)I/II.[I/IPOB&HHLIG KpaxMaJibl, HATY PAJIbHBIC CMOJIBbI, MHINCBBIC IMOJIUMCPBI, SKCTPAKTBI MOPCKHX BOI[OpOCJ'ICfI,

OKCTPAKThI HA3CMHBIX paCTCHHfI, IMyJUTY JIAaH, TOJTMBUHATIITAPPOIHAOH, HX IMTPOU3BOIHBIC H UX I(OM6I/IH3].[I/[I/I.

[88] [Mpuvepbr mpOCTBIX  3(PHPOB  LELUMONO3bI  BKIFOYAKOT, HO HE  OTPAHHYHBAIOTCA  HMH,
METHATHAPOKCHICILTFONO3Y, METHILEIUIEOJIO3Y, STHALECIUIFOIO3Y, THAPOKCH3THIIICIUIFOIO3Y,

KapOOKCHMETHIIICIUTOJIO3Y, HX MPOU3BOIHBIC U HX KOMOHHALIMH.

[89] Moau(uimpoBaHHBIE KpPaxXMajbl BKJIIOYAKOT, HO HC OTPAHWYHBAKOTCA 3THM, KHCJIOTHBIH H
(pepMCHTATHBHBIA THIPOJN30BAHHBIH KYKYPY3HBIH H KapTO(PEIbHBIA KpaxMambl, WX IPOU3BOAHBIE H HX

KOMOHHAIIHH.

[90] [Tpumepsr HATYPATBHBIX KaMeACH BKIFOUAIOT, HO HC OTPAHHYHMBAFOTCA UMM, TYMMHAPAOHK, TYapOBYIO
KaMmeapb, KaMeab POKKOBOTO AEPeBa, KapparHHaH, apaBUHCKYHK) KaMmedb, Kapaifr0, TaTTH, TPArakaHTOBBIN arap,

TAMAPHHAOBYHO KaMCAb, KCAHTAHOBYHO KAMCb, UX MMPOU3BOAHBIC H UX I(OM6I/IHaI.[I/II/I.
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[91] ITpumeps! NHINEBBIX MOJHMEPOB BKIFOYANOT, HO HE OTPAHUYHMBAKOTCI HMH, MHKPOKPHCTAJUIHYECKYEO

LETUTEONIO3Y,, MPOCTHIC (PUPBI HEIUTFOI03bI, KCAHTAH, HX MMPOU3BOIHBIC H HX KOMOWHAIIHH.

[92] IIpuMepsl 3KCTPAKTOB MOPCKUX BOAOPOCICH BKIFOYAKOT, HO HE OIPAHMYHMBAIOTCA MMH, AJbIHHAT

HATPUA, KAPPATrHHAHBI, UX MPOU3BOAHBIC H HX KOMOMHAIIHHL.

[93] OKCTPAKTHl HA3EMHBIX PACTCHUI BKIIOYAIOT, HO HE OTPAHHYMBAFOTCSA WMH, KOHJKAK, IICKTHH,

apaOHHOITIAKTAH, HX MPOU3BOJHbIC H HX KOMOUHAIIMHL.

[94] KoHkpeTHBIE  MICHKOOOpA3yIOIIHWE  ArcHTHl  BKIFOYAKOT — MYJUIYJIAH,  QJbTHHAT  HATpPHA,

TOTUBHHIIITHPPOTHIOH, MCTH/ILCIUTION03Y B METHITHAPOKCcHIeLrono3y (MHC).

[95] TepMuH «pPacTBOPUTCIH» B OONBIIMHCTBE CIAYYACB OTHOCHTCA K JKHAKOCTAM, KOTOPBIC PACTBOPSIOT
PACTBOPCHHBIC BCIICCTBA. PACTBOPHUTEIb MOKST PUMCHATHCS IS PACTBOPCHUSA IIICHKOOOPA3YIOINX arCHTOB |
JPYTHX BCIOMOTATCIBHBIX BCHICCTB UIA NPHTOTOBJICHUA IUICHKOOOPA3YIOMMX KOMIO3HIUA IO JAHHOMY
H300pETEHHIO. PacteopuTem BKJIFOYAROT, HO HE OTPAaHUYHBAKOTCS HMH,
JCMHHCPATH30BAHHY KO/ THCTHJUTHPOBAHHYF) BOAY, 3THJIOBBIN CIHPT, W3OMPOIHIIOBBIN CIIUPT, MCTHISTHIIKCTOH,
aneTaT MPONHJICHTIHKOIBMETHIOBOTO 3(Hpa, AMMETUIANICTAMU, MOHOTIPOMHIOBRIH 3(HP STHICHTIIMKOI H
tonyod. CyOnuHrBaIbHAA IUICHKA N0 JAHHOMY H300PETCHHIO MOXKET COJCPYKAaTh PACTBOPHTEIH B KOJIHYECTBE /10

okojo 1 mac. %.

[96] TepMuH «CTAOHIM3UPYIOMHUI areHT» B OOJIBIIMHCTBE CIIy4acB OTHOCHTCS K areHTY, KOTOPBIH MPHIAET
CTaOMJIPHOCTh KOMIO3ULUH B TEYCHHE €€ CpoKa TOAHOCTH. CTaOMIM3HPYIOIIHE AareHThl IO JAHHOMY
H300pETEHUI0O MOTYT BKJIIOYATh, HANPHMED, 3MYJIbraTopsl Macia/BOABI M apoMaTH3aTopsl. JOddexTuBHOE
KOJHYECTBO CTAOHIM3HPYIOIIETO AarcHTa B KOMIIO3HIMM IO JAHHOMY H300PETCHHIO MOXCT COCTABIATS,
HapuMep, B auana3oHe oT okoio 0 mac. % mo okoso 45 mac. %, O6osee KOHKPETHO, OT 0Koyo 4 Mac. % 10
okoJ1o 25 mMac. % xommo3uiy. [IpuMephl MOPUrOAHBIX CTAOMIH3HPYIOIIIX areHTOB 10 JAHHOMY H300pPETCHUIO
BKIIFOUAIOT, HO HC OTPAHHYHBAKOTCSA HUMH, TYMMHAPAOHK, MHKPOKPHUCTAIHMUCCKYIO LICIUIFOJIO3Y, KAPParWHaH,
KCAHTAHOBYIO KaMmeIb, KAMEIb POKKOBOTO JEpeBa, WX MPOM3BOAHBIE M WX KoMOmHammu. KOHKpeTHbIC
CTaOWIN3UPYIOIHE areHTHI IO JAHHOMY H300PETCHUIO BKIIOYAIOT I'YMMHApaOUK M MHKPOKPHCTAIHYECKYIO

LEJUTFONIO3Y .

[97] «Jle3HHTETPaHTB» MOTYT CHOCOOCTBOBATh PACTBOPCHHMIO CHEJOOHBIX IUICHOK, YTO OOECIECUHBACT
OBICTpOC MposgBicHUE 3P (Pekra yrazaHHOH TUIeHKH. [IPUTOTHBIC NC3HHTCTPAHTHI I MPUMCHCHHS B CHCA00HOMH
IJIEHKE 10 JAHHOMY M300PETCHHIO BKJFOYAIOT, HO HE OTPAHMYHBAIOTCS HMH, AIBIHHOBYIO KHCIOTY,
MHKPOKPUCTATHYECKYFO IEIUTOJI03Y M KapOOKCHMETHIIEILTION03y. CenuanbHbIe 1e3HHTETPAHTHI, H3BECTHBIC
KaK CYNEpAC3WHTETPAHTHI, TAKKEC NPHTOAHBI AII TPHUMCHEHHS HCIIOJNB30BAHUA B CHETOOHOH IUICHKE IO
JaHHOMY W300peTeHm0. CyNepae3HHTETPAHThl BKIIFOYAIOT CINUTHIC IMOJMMEPHI (HATPUMEP, KPOCIIOBHIOH),
CHINTBIE KpaxMambl (HapEMEp, TIHKOXAT Kpaxmaja HaTpusd) M CIONThIE LEIUIONO3bI  (HAampuMmep,
MOIU()UIUPOBAHHAS KAPOOKCHMCTHIICIUTION03a, TAKasd KAK KPOCKAPMEII03a). OTH CYNCPAC3HHTCTPAHTHI
SIBILIFOTCSL HEPACTBOPHMBIMHU B BOJIE M OOJBIIMHCTBE APYTHX PACTBOPHTEICH, 001anar0T CBOMCcTBAMH OBICTPOTO

Ha6yXaHI/I}I H HMCHT XOPOIIO NOIJIOIIAOT BOAY C BBICOKHM KaITHJIJIIPHBIM I[efICTBI/IeM, YUTO HOPHUBOAUT K
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ObICcTpoit ac3mHTErpamuu. VX HEpaCTBOPHMOCTh BO MHOTHX PACTBOPHTCILIX TAKKE O3HAYACT, YTO OHH
TTO3BOJIIOT H3TOTABIMBATH CYOIMHIBAIFHBIC KOMITO3UIIMH IO JAHHOMY H300PETCHHIO B OJHOATAIMHOM MPOIIESCCE

B MMPOTHBOIIOJIOKHOCTE AOPOTOCTOAIINM MHOTO3TAITHBIM ITPOLECCAM.

[98] Jle3MHTErpaTopsl WIH CYHEPAC3HHTETPAHTHI B LEJAX YA0OCTBA HPHCYTCTBYIOT B CyOIHHIBAJIbHOM
KOMITO3HULUH 10 JAHHOMY H300PETCHHUIO (HAPHUMED, B CHEIOOHOM MICHKE) B KOJHYECTBE OT 0K0J0 1 Mac. % 1o

oxoJ0 10 mac. %, 601ee KOHKPETHO, OT 0K0JI0 1Mac. % 10 0k0710 5 Mac. % YKa3aHHOH KOMIIO3HIIHH.

[99] «OMyJIbraTopbl», MPUTOAHBIC I TMPHMCHCHHS B CHEAOOHOH IUICHKE MO JAHHOMY H300pPETCHHIO,
BKIIFOUAIOT, HO HC OTPAHHYHBAIOTCA HMH, IYMMHAPAOWK, KAPPArWHaH, TPUATAHOJIAMHH CTEAPaT, COCTMHCHHS
YCTBCPTUIHOTO aMMOHHA, apaBHfICKYIO KaMCab, JKCIATHH, JICLIHTHH, 66HTOHI/IT, BHT'YM, HX IMPOU3BOOHBIC U HX
KOMOMHAIMH. DMYJIbraTopsl MOXKHO NMPHUMCHATH B KOMIIO3HIHMH IO JAHHOMY H300PETCHHIO B KOJHYECTBE IO
oxono 40 mac. %, 6oree KOHKPETHO 0 OKOJIO 25 Mac. % YKA3aHHOH KOMIO3HIMH. OMYIIbrarop MOXKET OBITH
CTaOMIIN3aTOPOM, CO3aBas IMYJIbCHIO MAcj0/BOJAa, HHKAICY TUPYIOIIYIO JICTyYHE Macla H apOMaTU3aTOPbL, TEM
CaMbIM, IO CYINECTBY, ACHCTBYIOIIYIO KaK 3aKPEHHUTENNb BKyCa. KOHKPETHBIM 3MYIIBraTopoM A MPHMEHCHHA

HCIIOJIb30BAHMS B ChETOOHOH IIICHKE TI0 TAHHOMY H300PETCHUIO SBIIIETCS Ty MMHAPAOHK.

[100]  «ITmacTuuUUpyOMMHA areHT» WIH «IDIACTH()UKATOPY» MOXKHO IPHMEHATH IS yIIyYIICHHSA THOKOCTH U
VMCHBIICHHS XPYIKOCTH KOMIIO3HIIMH ChEAOOHOH IUICHKH IO JAAHHOMY m300pereHmio. Ilmactuduuupyronmit
arcHT MOXKET B ICTIAX YA0OCTBAa COCTABIATh A0 0koyo 30 mac. %, HampuMmep, 10 okoyio 15 mac. % ykazaHHOH
KOMIIO3UIUH. [IpuMepsl MPHIOMHBIX IUIACTH(HKATOPOB BKIIOYAIOT, HO HEC OTPAHMYMBAOTCA HMH, TNIHLEPHH,
COpOWT, TPHALECTHH, MOHOALETHH, JHALCTHH, MOJMITUICHIINKONb, TPOIMICHIIHKONb, THIPOIU3ATHI
THAPHUPOBAHHOTO KpaxMaja, KyKYpY3HbIC CHPOIBI, HH3KOMOJCKYJUIPHBIC NPOMMJICHIIHMKOH, IPOM3BOIHBIC
(ranara, Takue KaK AUMCTHI, OUATWI U AuOyTHI (hTanar, MpOM3BOIHBIC IMMTPATa, TAKHEC KAK TPHUOYTHIL,
TPHATH], AUCTHILHUTPAT, KACTOPOBOE MACI0 M HX IPOHM3BOIHbIC, a Taloke HUX KoMOuHamuu. KoHKpeTHBIC

IIACTH(UIUPYIOIIME ATCHTHI 10 JAHHOMY H300PETCHHIO BKIFOYAIOT COPOUT U ITULCPHH.

[101] B OONBIIMHCTBE CIIy4acB TCPMHH «KOHCCPBAHT» OTHOCHTCA K BCIOMOTATCIHHOMY BCHICCTBY,
MPUMCHACMOMY JJIS1 YHHUTO)KCHHUS MUKPOOPTAaHU3MOB WJIH MPETOTBPALICHHS, HHTHONPOBAHHS HJIH 3aMCUICHHUA
HX POCTa W PA3MHOKCHHS, W BKIFOYACTCA B MPOAYKT B KOHICHTPAIIMH, JOCTAaTOYHOH TOJIBKO JUIA
MPEAOTBPAICHUS. TOPYH NPOAYKTAa WM POCTA HEIPESIHAMEPEHHO J00ABICHHBIX MHKPOOPTAHH3MOB.
[TpuroaHsIii KOHCEPBAHT BKJIFOYACT, HO HE OTPAHMYHBACTCA THM, METH/MIApaOcH, mpommmapadeH u OeH30aT
Hatpusa. B memix y1o0CTBa KOHCEPBAHT MOKET MPHCYTCTBOBATH B KOMIIOHITMH B KOJIHYCCTBE OT 0Koyo 0,001

Mac. % 10 okomo 10 Mac. % yka3aHHOW KOMITO3HIIHH.

[102] B OoOnBMMHCTBE CIy4acB TEPMHH «IOACIACTHTENBY» OTHOCHTCS K BCIIOMOTATEIFHOMY BEILICCTBY,
MPUMCHACMOMY UL TPHAAHHA CIATOCTH (papMarieBTHUCCKON KOMIO3HIUH. [IpHUTrogHbIC MOJACIACTHTENN UL
MPEMCHCHHS B KOMIIO3UIHH IO JAaHHOMY H300pPETCHHIO BKIFOYAIOT, HO HE OTPAHMYMBAFOTCA 3THM, acIapTam,
JEKCTPO3y, ITMMUEPHH, MAHHHUT, CAXapHH HATPHA, COPOUT U caxapo3y. B 1emxix y1o0cTBa NOACIACTHTEIb MOKET

IIPUCYTCTBOBATh B KOMITO3HIHH B KOJIHYECTBE OT OKOJI0 5 Mac. % 10 okoo 20% Mac. YKa3aHHOH KOMITO3HITHH.
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[103] B OoxpmmHCTBE CIy4YacB TEPMHH «OKPALIMBAIOINMI AareHT» MIH «KPACHTEIb» OTHOCHUTCA K
BCIIOMOTATEIbHOMY BCINECTBY, NPHMECHACMOMY /U1 TNpHIAHUSA IBeTa (HapMALEBTHICCKOH KOMITO3ZUIIMH.
ITpuroansle KpacUTEIH BKIIOYAIOT, HO He orpanuuusarorcs 3tuM, FD & C xpacusit Ne 3, FD & C kpacHsrif Ne
20, FD & C xenrsiit Ne 6, FD & C cunmit Ne 2, D & C 3enenbnii Ne 5, D & C opamxessiit Ne 5, D & C
kpacHbliNo. 8, mpyrme xpacurerm F. D. & C., xapamemns, kpacHbii okcua sxene3a (III) m HatypanbHbIC
KpacHUTeNH, TaKHe KaK SKCTPAKT KOXKUIBI BHHOIPAJA, IMOPOLIOK KPAacHOH CBEKIBI, OeTa-KapOTHH, AaHHATO,
KapMHH, KypKyMa HIH Ianpuka. B memix ymzoOcTBa KpacHTENIb MOXKET HPHCYTCTBOBATH B KOMIIO3HLHH B

komuecTse 0T 0k0J10 0,001 mac. % 10 oxos0 10 mac. % ykazaHHOW KOMITO3HITHH.

[104] B OonpmmHCTBE CIyYacB TEPMHH «BKYCOBOH arcHT» WJIM «apoMaTH3aTop» OTHOCHTCA K
BCIIOMOTATEIIbHOMY BCIIECCTBY, NPUMCHACMOMY [JI NPHAAHUS MPHATHOTO BKyCa (M YacTO TAKKE 3amaxa)
(hapmaneBTHUCCKOW KOMIO3UIWH. [IpUrOmHBIE apOMATH3aTOPBI BKIFOYAIOT, HO HE OTPAHHUYUBAIOTCS 3THM,
CHHTCTHYCCKHC apOMATH3HPYIOIIHE MACIa, BKYCO-apOMATHYCCKHE AOOABKM, HATYPAJbHBIC MACla, SKCTPAKTHI
LEJIBIX PACTCHUH WM MX YacTEH, TAKUX KAK JIHCTHS, OBETHI, (DPYKTHI WM X KoMOHWHarwH. [IprMeph! BRIFOUArOT
B cecOs KOPHMYHOE MACl0, MAClI0 BHHTEPIPEHA, MAacy0 IIEPEYHOH MATHI, TBO3AMYHOC MAcCO, JIABPOBOE Maclo,
AHHCOBOE MAacJo, 3BKAIHNTOBOE MACjI0, THMbIHOBOE MACIIO, Macio M3 JICThEB KeJpa, MacI0 MyCKaTHOTO Opexa,
Macno mandes, Macio TOPbKOTO MHHIAI M MAacjo Kaccwu. [IpyrHe IPHIOJHBIE apOMAaTH3aTOPHI BKIFOYAIOT
BAaHHIBHOE MACIIO, MACIIO M3 IUIOI0B IUTPYCOBBIX, TAKHE KAK MACIIO JJHMOHA, alleIbCHHA, BHHOTPA/a, J1aiiMa HIIH
rpeiin(pyTa, 1 QPYKTOBBIC ICCECHIHH, TAKHE KAK SOJOYHAS, TPYIICBas, IEPCUKOBAs, KIlyOHUYHAS, MaJIHHOBA,
BHITHCBAA, CIMBOBASA, AHAHACOBASA WJIH A0PHUKOCOBAA SCCCHUUA. ApPOMATHU3aTOPHI, MPESACTABILIFOIINC OCOOBIH
HHTEPEC A1 MPUMECHCHHSA B KOMIIO3HLHUH IO JAHHOMY H300PETEHHUIO, BKIFOUAIOT KOMMEPYECKH JOCTYITHBIC
aneIbCHHOBBIM, BUHOTPAJHBIN, BHINHEBBIA apOMATH3ATOPBI, APOMATH3ATOP KEBATCIBHOM PE3HHKH H HX CMECH.
KomuuectBo mpuMeHseMOro apomarmszaTopa OyJeT 3aBHCETh OT psaaa (PaKTOpOB, BKIFOYAS SKEIACMBIH
opranonentTuueckuii dQ@dexr. KoHKpeTHbIE apoMaTH3aTOpbl BKIIOYAIOT BHHOTPAAHBIH W  BUIIHEBBIH
apoMaTH3aTOPBI, a TAKKE APOMATH3ATOPHI IUIOJOB LIMTPYCOBBIX, TAKHE KAK ANCIBCHHOBBIM apomaru3arop. B
Hex yao0cTBa apoMaTH3aTop MOYKET IPHCYTCTBOBATH B KOMIIOZHIMY B KOIH4YecTBe 0T 0Kouo 0,001 mac. % mo

oxoio 10 mac. % yka3aHHOH KOMITO3HIIHH.

[105] TepMuH «arcHT, BBHI3BIBAIOIIIC CTFOHOOTACICHHCY) MPEACTABIACT COOOM arcHT, KOTOPBIA CIIOCOOCTBYCT
OOIBIIEMY CTFOHOOTACICHHIO BO BPEMS MPUMCHCHHUA KOMIIO3HIHHA M0 JAHHOMY H300PETCHHIO. 3TO MOXKET OBITh
BOXHOHW OCOOCHHOCTBIO, €CITH KOMIO3HIIHS MPESIHA3HAYCHA I IPHEMA MAIUCHTOM 0€3 MOMOIIH BOJBI, YTOOBI
00JICTYUTH MPOXOKACHUC YKaSaHHOfI KOMIIO3HIUK B JKCIYAOK MMAIACHTA. AFGHTOM, BBI3BIBAKOIITUM
CIFOHOOT/ICICHAE, MOXKET OBITh, HANPHUMEP, HSMYJBIaTOP IUIM MHINEBAsS KHCJIOTA, KOTOPAsI HWHHIMHPYET
CIFOHOOTACICHHEC BO PTy NanueHTa. [IpuMepsl 3MyIbraropos, NPHMEHICMBIX B KAUECTBE arcHTOB,
BBI3HIBAFOINNX CIIFOHOOTACIACHHC, BKIFOYAIOT ANKHIAPHICYTH(OHATHI, ATKHICYT(ATHL, CyIb(PUPOBAHHBIC
aMHIbl W aMHHBL, CyJb(aTHPOBAHHbIE M CyIb()HPOBAHHBIC CIOXKHBIC 3(QHUPHI H TPOCTHIC 3(HPBHIL,
ANKUICYT(DOHATHI, IOJW3TOKCHIHPOBAHHBIC CIOXKHBIC 3(HPBL, MOHO-, OH- W TPHUINIHICPHABL, 3(UPHI
MOHOTJIMIICPUAA W JHALCTHI-BUHHOW KHCJIOTHI, NOJMIJIMIECPHHOBBIC CIIOKHBIC 3(HPBL, CIIOKHBIC 3(UPHI
COpOWTaHA W 3TOKCHIATHI, JAKTHIMPOBAHHBIC CIOKHBIC 3(PHPHI, (HOCHOTUIHIBI, TAKHE KAK JICHHTHH, CIOKHBIC
3(pUpPHl MOMOKCHATHICHCOPOUTAHA, CJIOKHBIC 3(HPBHI MPOILTHCHIJIMKOJA, CIOXKHBIC 3(HPBI CaXapo3bl H HX

CMECH. YKa3aHHBIH 3MYJIBrarop MOKET OBITh JHOO HACBHIIICHHBIM, JIHOO HCHACHIMICHHBIM. CICIyET OTMCTHTD,
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YTO HCKOTOPBIC 3SMYJIbraropbl, SBJIIIOIIHCCA ArCHTAMH, BBI3BIBAIOIMUMH CIHOHOOTACICHUC, MOIYT TAKKCe
BBIIIOJIHATDH (I)YHKIII/I}O CBSBYIOIHUX BCIICCTB. HpI/IMepBI MAMICBBIX KUCJIOT, IPHMCHACMBIX B KAYUCCTBE ATCHTOB,
BBI3BIBAIOIIIX CIFOHOOTACICHUE, BKIFOYAOT TUMOHHYIO KHCIIOTY, AOJOUYHYIO KUCIIOTY, TapTPaT, MHINCBBIC COJIH,
TAKHUC KAK XJIOPUA HATPHUA U 3aMCHUTCIIA COJIM, XJIOPHA KaJIusd H UX CMCCH. KommuectBo Ar¢HTa, BBI3BIBAKOIICTO
CIIOHOOT/JENICHHE H NMPUCYTCTBYIOIETO B CYOIMHIBATIbHOHN IUICHKE O JAHHOMY H300PETEHHIO, MOJKET B IIEJIIX
yA00CTBA COCTABIIATH A0 OKOJIO 15 Mac. % KOHEUHOMH KOMITO3ULUY, HAIPUMEP, B AHAMAa30He 0T 0koJio 0,3 mac.

% 10 0,4 Mac. % yKka3aHHOH KOMITO3HIIH.

[106] B OonpmMHCTBE CIy4acB TCPMHH «AHTHOKCHAAHT» OTHOCHTCA K BCIHOMOTATCIFHOMY BCILIECTBY,
MPUMCHACMOMY [UISI HHTHOUPOBAHUS OKHCICHHS H, TAKUM 00Pa30M, MPEIOTBPAICHHUS PAa3PyIUCHHUS aKTHBHBIX
arcHTOB B PE3yJbTAaTe OKHCIHTEIBHBIX IMPOLECCOB. [IpHroaHple AHTHOKCHIAHTHI BKIIOYAKOT, HANPHUMED,
aCKOPOMHOBYIO KHCJIOTY, AaCKOpOWINANIbMHUTAT, OYTWIMPOBAHHBIH THAPOKCHAHU30JT, Oy THIMPOBAHHBIA
THAPOKCHTOIYOJI, THIO()OCHOPHYIO KHCIOTY, MOHOTHOTTIMIECPHH, POTHITA/IAT, aCKOPOAT HATPHS, THMOHHYFO
KHUCIOTY, OucynbduT HATpHA, opManpacruacyIb(poKCHIar Harpusi, Meraducymsdur Harpusa, I/TK u 3aerar
HaTtpui. B nemix yro0cTBa aHTHOKCHIAHT MOKET MPHCYTCTBOBATH B KOMIIO3HIUH B KOTHYCCTBE OT 0K00 0,001

Mac. % 10 oko1o 2 Mac. % YKa3aHHOH KOMITO3HIIHH.

[107] B OonpmmHCTBE CIyYacB TEPMHH (YCHIHTENIb IPOHHIACMOCTH» OTHOCHTCA K BCIOMOTATCILHOMY
BEHICCTBY, NPHMCHACMOMY IS YCHJICHHS IPOHHUKHOBCHHS AKTHBHOTO ATCHTA B KJICTOYHBIC MEMOPAHbBI HIIH
YCHJICHHA JOKAJIbHOMH/CHCTEMHOM aOCOPOLIMU AKTUBHOTO arcHTA. YCUJINTEIIH MPOHULIACMOCTH, KOTOPBIE MOKHO
MPUMCHATH B JAHHOM H300pETCHHM, BKJFOYAIOT, HO HE OTPAHHMYHBAIOTCS HMH, COJIOOMIHM3ATOPBI, TAKHE Kak
CIMPTBI, HOJM3THICHINIHKOIH, XEIaTo00pasyroIMe areHThl (HaNpHUMEp, HHKIOACKCTPUHBI), JaypaT Caxapos3bl
MM 0JI€aT Caxapo3sl. B memix yno0cTBa yCHIMTEIb IPOHUIIAEMOCTH NPHCY TCTBOBA B KOJMYECTBE OT 0K0J0 0,1

Mac. % 10 0koJ10 5 Mac. % yKazaHHOW KOMITO3HIIHH.

[108] B omHOM BapHaHTEC OCYIICCTBJICHHS JAHHOTO H300PETCHUS CyOIMHrBANBHAS (DAPMALCBTHUCCKAS
KOMITO3MIHAS 10 JAHHOMY H300PETCHHIO BKIIFOYACT YCHIIUTEIb MPOHUIACMOCTH YEpe3 CIH3HCTYIO OOOJOUKY,

MPHUTOTHBIN I YCHICHHA a0COPOLHH YKA3aHHOH KOMITO3UIIHH YCPE3 CIM3UCTYEO 000IOUKY .

[109] CyOnuHTBATBHBIC COCTABHI ACKCMCACTOMHIWHA (TAKHC KAK CIPCH, KAILUTH W TOMY MOJOOHOE) MOTYT
OBITH MPUTOTOBJICHBI IMYTEM CMCIMHBAHUA COOTBCTCTBYHOINUX KOJHYCCTB BBINICYKA3AHHBIX HHIPCAUCHTOB B
COOTBCTCTBHH CO CTAHOAPTHBIMH NPHHIHUIIAMHA HE]Z[J'IG)K.’:II.[[eﬁ HpOI/ISBOZ[CTBeHHOfl MPAKTHKH. OTHOCHTEIBHBIE
KOJIMYECTBA KAKJOTO HHIPEIHCHTA HE JO/DKHBI HAPYHIaTh JKeJIaeMble  (DAPMAKOIOTHYCCKHE H

(hapMaKOKHHCTHICCKHC CBOHCTBA MOYYACMOTO COCTABA.

[110] CyOnuATBamBbHBIC IICHKH ICKCMCICTOMHAMHA IO JAHHOMY H300PCTCHHIO MOTYT OBITh B IICIAX
ya00CTBa MPHUTOTOBIICHBI C MOMOINBE) TCXHOJIOTHH PharmFilm® (Haxomsmeiicss B COBCTBEHHOCTH KOMITAHHH
MonoSol) uau TEXHOJOTHH, HaxoadmeHcs B cobctBeHHOCTH KommaHuu ARx LLC. PasmudHbic TMATCHTH H
TMATCHTHBIC 3a9BKH BKJIFOUCHBI B JAHHBIH JOKYMCHT B IOJTHOM O0BEME M BKIIFOYAFOTIIATCHTHI WTH Iy OTHKAIIHH
CIITA NeNe 9585961, 7470397, 7727466, 9248146, 9545376, 2017-0087084, 9662297, 9662301, 2017-0246108,
2017-0252294, 9441142, 3axpemnéunpie 3a ARx LLC, u 7425292, 7357891, 8663687, 8685437, 7897080,
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8241661, 8617589, 8936825, 9561191, 9303918, 9346601, 8282954, 7972618, 9073294, 3akpemnéHHble 3a

Monosol Rx.

[111] Ilpu M3roTOBIACHUU CYOIMHIBAIBHOHN IUICHKH IO JAHHOMY H300PCTCHHIO AKTUBHBIH arcHT, HANIPUMED,
JCKCMEACTOMHAMH HIH €ro (papMaleBTHYECKH IpPHEMJIEMas COJb, IUICHKOOOpPA3yIOIHE arcHThHl H,
HE0013aTeNIbHO, OJHH HIIH OOJbIIee KOIUYSCTBO HOCHTENEH H/WIIH BCIIOMOTaTeIbHBIX BELICCTB, BHIOPAHHBIX H3
TPYIIIBI, COCTOAICH M3 YJIyYIIMTEId BKyca, IuacTH(hukatopa, crabuimms3aropa, cypQaxTaHTa, KOHCEPBAHTA,
MOACTACTHTES, KPACHTEIA, AapoMaru3aTropa, dMYJIbraTopa, AC3HHTCTPAHTA, arcHTa, BbHI3BIBAIOILICTO
CIFOHOOTACIICHHE, AaHTHOKCHIAHTA, YCHIHTE MPOHUIIACMOCTH PACTBOPSIOT B COBMECTHMOM PACTBOPHTEINC I
oOpaszoBaHNEM IUICHKOOOpasyromeld koMmo3unuu. COBMECTHMBIC PACTBOPHTEIH BKIFOYAOT BOJY, CIHPTBHIL
TaKWe KaK 3TAHOJ, STHIAIECTAT, ACTOH W HX CMECH. [IMeHKOOOPa3YIOIYI0 KOMIIOZHIHIO HAHOCAT HA CHEMHBIH
HOCHTENIb W Cymar ;i (POPMHPOBAHHS JHCTA/IUICHKH. MaTtepraa HOCHTENs JOJDKCH HMETh IOBEPXHOCTHOC
HATSDKCHHE, KOTOPOE TMO3BOJIIET IUICHOYHOMY PACTBOPY PABHOMEPHO PACIIPEACTIATHCS 0 HAMECUYCHHOH IIHPUHE
HOCHTEI O€3 BIHTHIBAHHA, YTOOBI C(HOPMHPOBATH PA3PYIIAOMIYIO CBA3h MEXKAY IOIIOKKAMH HOCHTEIA
IUTCHKH. [TpHMeps MPUTOJHBIX MATEPHAIOB HOCHTEA BKIFOYAIOT CTCKIJIO, HEPXKABCIOMYIO CTaNb, TC()IOH H
MPOTIUTAHHYI0 TMONHITHICHOM Oymary. CyImIKy IJICHKH MOJKHO HPOBOJHTH IIPH BBICOKOHM TEMIIEpaType ¢
MPUMCHEHHEM CYIIMIBHOM IEYH, CYIIMIBHOH KaMEpPhl, BAKYYMHOM CYIIHIKH HJIH JFOOOTO JPYTOTO MPHIOIHOTO
CYNIMJIBHOTO O00OPYIOBAHHS, KOTOPOE HE OKA3BIBACT OTPHIATEIFHOTO BIISHHA HA MHTPEAUCHTHL, W3 KOTOPBIX
coctont IuleHKAa. CyOnMHrBaIbHAs IUICHKA 1O JAHHOMY H300PETEHHIO TAKKE MOXKET OBITh IPHTOTOBJICHA C
MOMOIIBI0 JIPYTHX XOPOIIO H3BECTHBIX CHOCOOOB, HAPHMEP, C MOMOMIBIO 3KCTPY3HH (HAIPHMEDP, SKCTPY3UH
TOpSYETO PACIUIaBA, HKCTPY3UH TBEPAOM AUCHEPCUH), JUThS (HAPUMEP, JUThA B TBEPAOC MM MOJIYyTBEPIOC

COCTOSIHHE), CIOCOOOB MPOKATKU H TOMY MOJ00HOE.

V. BBEJIEHHE

[112] B omHOM acmekTe AAHHOTO M300PETCHHS MPEAIaractcs CyOIMHTBAJIbHAS KOMIIO3HLHS, COACPKAIIAS
anb(ha-2-aAPCHEPTHICCKUI arOHUCT WM €ro (PapMalEBTHYCCKH MPHEMICMYI) COJIb, BBOAHMYIO CYOBEKTY B
KOJIMYECTBE, JOCTAaTOYHOM s 3(PEKTHBHOTO NcucHH axurtauud. KommuectBo amb(a-2 aapeHEPrHISCKOTO
ArOHUCTA ABJLICTCA AOCTATOYHBIM  IJIA 3(1)(1)6KTI/IBHOFO JCUCHHA QKHUTAIMHA, HC BBI3BIBAA IIPH 3TOM
3HAYATEIBHOTO CEAaTHBHOTO >(dekra. Ampda-2 amxpeHeprHUCCKHi arOHUCT MOXKET OBITh B IEISX yA0OCTBA
JTOCTABJICH «TI0 MEPEe HCOOXOIUMOCTH» B OPTaHU3M CYyOBCKTA-KHBOTHOTO (HAMPHMEP, YCIIOBEKA) B OTHOM, IBYX
nun OoJiee 103aX B ACHb. YKA3aHHYHO KOMIIO3HIHEO TAKXKC MOKHO BBOJHTH B BH/C CAMHHIHONW JO3HPOBAHHOM

JIEKAPCTBECHHOH (DOPMBI HUTH MHOYKECTBA JICKAPCTBEHHBIX (POPM.

[113] B apyrom acmekTe JAHHOTO H300PCTCHHA NMPSAIAracTcd CyONMHTBATGHAS KOMIO3HIHA, COACP KAMIAT
JEKCMEACTOMUINH WM ero ()apManeBTHUYCCKH IPHEMIICMYIO COJNb, BBOAMMYIO CYOBEKTY B KOJHYCECTBE,
JOCTaTOYHOM I 3(P(CKTHBHOTO JCUCHHUA AXKHTAIMH. B KOHKPCTHOM AaCICKTe KOJMYCCTBO NMPHUMCHACMOTO
JEKCMEICTOMUIMHA WK €T0 (DApMANCBTHUCCKH MPHUSMIICMON COJIH ABIACTCA TOCTATOUHBIM A 3()()EKTUBHOTO
JICUCHHS A)KUTALMH, HC BBI3BIBAA MPH 3TOM 3HAYMTCIBHOTO CEIAaTHBHOTO 3()(ekra. JeKCMEACTOMUINH HITH €T0
(hapMaLCBTHYCCKH MPHUEMIICMAs COJIb MOTYT OBITH B LIEJIIX YA0OCTBA TOCTABJICHBI «II0 MEPE HEOOXOIUMOCTH» B

OpPraHu3M CYOBCKTa-KHBOTHOTO (HANIPHUMEP, YCTOBCKA) B OOHOH, MBYX MM OOJBIIEM KOJIHYCCTBE 03 B JACHb.
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YKa3aHHYI0 KOMIIOZHIMIO TAKXKE MOKHO BBOJIWTH B BHJC €AMHUYHON JOZMPOBAHHOH JIEKAPCTBEHHOH (DOPMBI

HJIH MHOYKECTBA JICKAPCTBEHHBIX (DOpM.

[114] Tlocme BBeaCHHSA KOMIO3HLIMH IO JAHHOMY H300pCTCHHIO CYOBCKTY, TEpaANCBTHUYCCKHH (TO €CTh
IIPOTHUBOKUTAMOHHBIH) 3(P(PEeKT MOKET HAYaThCA B TEUCHHE OKOI0 60 MHHYT (HAIIpUMEp, B TEUCHHE 0K0JI0 30,
20, 15, 10, 5, 3, 2 uimu 1 MHHYTBI) IOCJIEC BBEACHUA WM B TCUCHHUE 0K0JIO 30 CEeKyHA mocie BBeacHu:. [Ipu3Haku
QKUTALUH TAKKe MOTYT OBITh YCTPAHEHBI B TEUECHHE OT OKOJIO 1 10 0komo 60 MHHYT IOCJIe BBEISHHUS H, Oonee
THIIMYHO, B TCUCHHC OT OKOJO 5 10 0k0j10 30 MHHYT. BrOpas 1032 KOMIO3HIMH IO JAHHOMY H300PCTCHHUIO

MOJKET OBITH BBCICHA Cy6’bCI(Tyj CCJIM MPUBHAKH QAKUTAIWH HC YMCHBIIAOTCA B TCUCHHC OKOJIO 60 MHHYT.

[115] TIpoTOKOJBI ICUCHHUS MOTYT BKJIFOYATH OAWH WU OOJBIICC KOJIHYCCTBO HHTCPBAIOB BBCACHHA O3B
(HampuMep, aBa WM OOJBIICE KOMUYCCTBO HMHTCPBAJIOB BBCACHHA O3B, IATH HWIH OOJBIICE KOJIHYICCTBO
WHTCPBAIOB BBCACHHSA J03HI WM JCCATh WM OOJBIICC KOJAMYCCTBO WMHTCPBAJIOB BBCACHHA 103BI). B
3aBHCHMOCTH OT (DH3HOIOTHH CYOBCKTa M JKCIACMOTO TCPANCBTHUCCKOTO ((PCKTA, MPOAOLKATCIHHOCTD
HWHTCPBAJIOB BBECACHHA 03Bl M MPOTOKOJIBI JICUCHHSA B COOTBCTCTBHH C BAPHAHTAMH OCYINCCTBICHHSA TAHHOTO

H300PETECHIUSI MOTYT BAPbHPOBATHCS.

[116] JleckCMeACTOMUINH HWIH €r0  (DApMACBTHUCCKH NPUCMICMYI0 COJb MOKHO BBOJHTH B BHIC
CyONHHTBATPHOH KOMMO3SHIMH UIA JICUCHHSA QOKUTAOUU WIH MPHU3HAKOB KUTAOHH JHOO B KAYCCTBC
MOHOTCpAnuH, MO0 B KOMOWHAIMH C OJHHAM WIH OOJBITHM KOJHYCCTBOM JAPYTHX AKTHBHBIX arcHToB. [Ipm
MPUMCHCHUH B KOMOWHAIIMH AKTHBHBIC aTCHTHI MOTYT OBITh COCTABJICHBI THOO B BHIC OJHON KOMITO3UIIHH, JTHOO
B BHJC ABYX WIH OOJBINICTO KOJMHYCCTBA OTACIBHBIX KOMIIO3HIHH, KOTOPBIC MOKHO BBOJUTH OJHOBPEMCHHO,

HOCJICI0BATEILHO HITH YCPE3 OTPEACICHHBIH IMPOMEKY TOK BPEMCHH.

[117] B cayuasx, xorma AECKCMEICTOMHIMH HIH €ro (papMaleBTHUCCKU NPHEMJIEMYIO COJIb BBOJAT CO
BTOPBIM AKTHBHBIM Aar¢HTOM JJIA JICYCHUS QKUTAUWH WIM MPU3HAKOB Q’KUTALMH, BECOBOC OTHOIICHHUE
COOTBETCTBCHHO JCKCMEICTOMHANHA WM €ro (PapMaNCBTUUCCKH MPHEMJICMOH COJIH KO BTOPOMY AKTHBHOMY
ArCHTY MOJKCT B OOJIBINMHCTBE CITy4YacB HAXOAUTHCA B HAMA30HE OT 0K0JI0 1: 2 10 okouto 1: 2,5; ot okomo 1: 2,5
10 okxoj0 1: 3; ot okoso 1: 3 mo oxomo 1: 3,5; ot okoz0 1: 3,5 no oxomo 1: 4; ot oxomno 1: 4 mo oxoio 1: 4,5; ot
oko0J10 1: 4,5 no oxouso 1: 5; ot okoj0 1: 5 50 oxouso 1: 10; u ot oxoso 1: 10 g0 oxoso 1: 25. Hanpumep, BecoBoe
COOTHOIICHHE MOJKET, B YACTHOCTH, COCTABJIATh OT 0K0JIO 1: 1 10 okono 1: 5; ot okomo 1: 5 g0 okono 1: 10; ot
okoo 1: 10 mo oxomno 1: 15; wmm ot okono 1: 15 o okomo 1. 25. B anbTepHATUBHOM BAapUAHTE, BECOBOC
COOTHOIICHHC COOTBCTCTBCHHO BTOPOTO AKTHBHOTO ArCHTA K JACKCMCIACTOMHIWHY WM €ro (DapMaUCBTHUCCKH
MPUEMIIEMOH COJTM MOKET HAXOAMUTHCA B IHAMA30HE OT 0K0J0 2: 1 10 okomo 2,5: 1; ot okom0 2,5: 1 a0 okoJio 3:
1; oT okxomo 3: 1 go okouno 3,5: 1; ot oko0710 3,5: 1 10 oko010 4: 1; oT oKk0I0 4: 1 10 oKkomI0 4,5: 1; oT OKOIIO 4,5: 1
J0 oxo110 5: 1; ot oxom0 5: 1 70 oxoxo 10: 1; m ot oxono 10: 1 g0 oxono 25: 1. HampumMep, BECOBOE OTHOIICHHE
COOTBCTCTBCHHO BTOPOI0 AKTHBHOTO Ar¢HTA K ACKCMCACTOMHUAWHY HJIH €TO (I)apMaI.[eBTI/I‘{eCKI/I HpHCMJIGMOfI
COJIH MOSKET, B YaCTHOCTH, HAXOIUTHCI B JUATIA30HE OT 0Kk0J10 1: 1 10 ok0710 5: 1; ot okoJ0 5: 1 10 okoyo 10: 1;
ot okousio 10: 1 mo oxomo 15: 1; mmm ot oxomo 15: 1 g0 oxono 25: 1. Cresyer MOHMMATh, YTO BCE AHANA30HBI
MCKAY YKA3aHHBIMH JUAMMA30HAMH TAKXKC OXBATBIBAKOTCA B JAHHOM JOKYMCHTC H COCTABJAKOT AOIMOJHUTCIBHBIC

KOHKPCTHBIC aCIICKTBI 3TOI0 I/I306peTeHI/I}I.
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VI. PEXXHM JO3HMPOBAHUA

[118]  IIpumeHsAeMBIi pEKHM JO3ZUPOBAHHUS MOXET 3aBHCETh OT HECKOJBKHX (DAKTOPOB, TAKUX KaK THII
@OKHUTALHH, MOJICKAINECH JCUCHHIO, THKSCTh NPHU3HAKOB U TO, ABJACTCS JIH AKUTALMA CICACTBHEM OCHOBHOTIO

3200JICBAHHS.

[119] JlekCMeeTOMUIUH W €r0 (hapMaIeBTUYCCKH MPHEMIIEMYIO COJb MOKHO BBOJHUTBCS YKHBOTHOMY
(HampuMep, YeTOBEKY ) CYOJMHTBAJIBHO B OO0 MPUTOIHOH 103¢. B onpeneneHHbIX BapHaHTaX OCYIIECCTBICHHS
JAHHOTO M300pETCHHS YKAa3aHHAS /1032 JUI YCIOBEKA MOXKET COCTABIITh OT OKOJIO 3 MHKPOTPaMM 10 0k0J0 100
MHUKPOTpaMM (HampuMep, OT OKOJIO 5 MHKporpamm a0 okoa0o 100 MHKporpaMM, OT OKOJIO 5 MHKPOTpamMM [0
0K0710 90 MHKPOTpaMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJO 85 MUKPOTpaMM, OT OKOJO 5 MHKPOTPAMM J0 OKOJIO
80 MHKPOTpaMM, OT OKOJO 5 MHKPOTPaMM 0 OKOJO 75 MHKpPOTpPaMM, OT OKOJO 5 MHKpOrpamMMm 10 0koyio 70
MHKPOTpaMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJO 65 MHKPOIPaMM, OT OKOIO 5 MHKpPOrpaMM A0 Okojo 60

MHKPOTPaMM, OT OKOJI0 5 MHKPOTPaMM A0 OKOJO0 55 MHKPOTpaMM, OT OKOJO 5 MHKpPOTpaMM A0 OKojo S50
MHKpOTpamMM A0 0Kkojio 40
MHKPOTPaMM, OT OKOJIO

MHKPOTpaMM 0 OKOJIO 35 MHKpOTpaMM, OT OKOJO

5

MHKPOTpaMM, OT OKOJIO 5 MHKDPOTPaMM A0 OKOJO 45 MHKpPOTIpPaMM, OT OKOJO
5 MHKPOrpamMM 10 O0koyo 30
5

MHKPOTpaMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJO 25 MHKpPOIPAaMM, OT OKOJIO

5
5
5
5
5 MEKporpamm a0 okojao 20
5

MHKPOTpaMM, OT OKOJO 5 MHKPOTPaMM A0 OKOJO 15 MHKpOrpaMM, OT OKOIO 5 MHKpOrpamm a0 okojao 10
MHKpOTrpamMM, MeHbIIe 4yeM 10 MukporpamMM (HampuMmep, Okoao 5, 6, 7, 8 wm 9 mukporpamm), okono 10
MHKPOTPaMMOB, OKOJ0 12 Mukporpamym, okoso 14 wmukporpaMM, okoao 15 wmkporpamm, oxono 16

MHKpPOTrpamMM, 0K0JIO0 18 MuKporpamm, 0komo 20 MEKpOTrpaMM, 0k0a0 30 MHKPOrpaMM, OKOJI0 50 MHKPOrpamM).

YKaSaHHYIO JA03Y MOKHO BBOAUTH OAWH HJIH 0oJbIIEE KOTMICSCTBO pa3 B ACHbD.

[120] JexcmemeToMuaWH WM €ro (PapMALCBTUYCCKH IMPHEMICMYIO COIb MOJKHO BBOJHUTH UYCIIOBEKY
CyONUHIBAIBHO B JIFOOOH MPHrOAHOM 103¢. B HEKOTOPBIX BAPHAHTAX J03a IS YECTOBEKA MOXKET COCTABJIATH OT
oxouo 0,05 MukporpaMM/Kr Beca CyObekTa 40 0Ko1o 1,5 MEKporpamMM/Kr Beca cyObekTa. IIpumMepsl MpUroJHbIX
J103 BKJIFOYAKOT: OT 0koJio 0,1 MHKporpaMma/Kr 10 OK0JI0 1 MHKpOTpaMMa/kr, oT okoJio 0,1 MEKporpaMma/Kr 10
okoyo 0,5 muKporpamma/kr, oT okojo 0,1 mukporpamma/kr a0 okoyo 0.4 mukporpamma/kr, oT oxojo 0,1
MHKpPOTpaMMa/Kr 10 0koJio 0,3 MHKporpaMMa/kr, oT 0koJo 0,1 MukporpamMma/kr 10 oxoio 0,2 MEKpPOTpaMMa/Kr,
oxomo 0,07 mmkporpamma/kr, okoio 0,05 wmukporpamma/kr, okomo 0,1 wmumkporpamma/kr, okxomo 0,2
MHKpPOTpamMM/KT, 0k0J10 0,3 Mukporpamma/kr, okojio 0,4 Mukporpamma/kr, okoxo 0,5 MHKpOTpaMMa/Kr, OKOJIO
0,6 muxporpamma/kr, okoio 0,7 MuKporpaMMa/kr, okojo 0,8 mMukporpamma/kr, okomo 0,9 MHKpOrpaMMa/Kr,
oxomo 1,0 mmkporpamma/kr, okoio 1,1 wmmkporpamma/kr, oxomo 1,2 wmkporpamma/kr, oxomo 1,3
MHKPOTPaMMa/KT, 0K0JI0 1,4 MukporpaMma/kr, okoao 1,5 MUKporpaMMa/Kr. YKA3aHHYEO 03y MOXKHO BBOIHUTH

OJIMH WM OONbIIEe KONUYECTBO Pa3 B JCHB.
VII. BAPUAHTEI OCYINECTBJIEHHWA JAHHOI'O U30BPETEHMA

[121] Bapumantr ocymecTBicHHA AaHHOTO H300percHUA 1. Cmoco® JCUCHHA AKHTAIMH WM TMPH3HAKOB
axuTauu y CyOBeKTa, HYKTAIOIIECTOCA B 3TOM, BKIOUAIOINHH CyOIMHIBAIPHOC BBCACHHC YKA3aHHOMY

CyOBCKTY 3(D(PEKTHBHOTO KOIHICCTBA ACKCMEICTOMUINHA WIH €r0 (JapMAICBTHICCKH MPUEMIICMOH COJIH.
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[122] Bapumant ocymecTBIeHHA JaHHOTO m300percHua 2. Crnoco® JEYCHHS Q)KHTALMHM HIH IPH3HAKOB
QKUTALMH y CyOBEKTA, HYKJAFOWIETOC B 3TOM, BKIIIOYAIOIIUI BBEJCHHE YKA3aHHOMY CyOBEKTY 3(pdekTHBHOTO
KOJIHYECTBA ACKCMEACTOMHAUHA MM €ro ()apMaleBTHYECKH NPHEMJIEMOH COMM, IpH 3TOM YKAa3aHHBIH
JCKCMEACTOMHAMH HIH €r0 (hapMaleBTHYECKH NPHEMIICMYIO COJb BBOJAT CyOIMHIBAalbHO B J03€, KOTOpasd
apuercs 3(PQEKTHBHON [UI1 JICUCHUS KWTAIMU WM IPH3HAKOB QKUTALMH, HE BBI3BIBAI IPH 3TOM

3HAYUTETIBHOTO CEAATHBHOTO d(dexTa.

[123] BapmaHT OCymeCTBICHHA JAHHOTO H300percHHUA 3. Crmoco® MO BAPHAHTY OCYINCCTBICHHA | wWmH 2,
OTIMYAIOIIHMACS TEM, YTO YKa3aHHAS J03a ACKCMEICTOMHAMHA WM €ro (PapMaleBTHUCCKH MPUEMICMOH COJH
HAXOOUTCS B [HMANMA30HE OT OKOJO 3 MHUKporpaMM A0 Okojo 100 mukporpamMMm (HampuMmep, OT OKOJIO
MHKpOTrpamMM A0 0koo 100 MuHKporpamm, OT OKOJO 5 MHKpPOTpaMM J0 OKOJIO 90 MHKPOrpamMM, OT OKOJIO
MHKPOTpaMM 0 OKOJIO 85 MHKpOrpamMM, OT OKOJO 5 MHKPOTpaMM A0 OKOJIO 80 MHKPOIpaMM, OT OKOJO
MHKpPOTPaMM 70 OKOJIO 75 MHKPOTPaMM, OT OKOJO 5 MHKPOTPaMM 10 OK0J0 70 MHKpPOTpamMM, OT OKOJIO
MHKpPOTPAaMM 70 OKOJIO 65 MHKPOTpPaMM, OT OKOJO 5 MHKPOTpaMM 10 OK0J0 60 MHKpOTpamMM, OT OKOJIO
MHKpPOTPaMM 70 OKOJIO 55 MHKpOTpPaMM, OT OKOJO 5 MHKPOTPaMM 10 OK0JO0 50 MHKpOTpamMM, OT OKOJIO
MHKpPOTPaMM 70 OKOJIO 45 MHKpPOTpPaMM, OT OKOJO 5 MHKPOTpaMM 10 OK0J0 40 MHKpOTpamMM, OT OKOJIO

MHKPOTPAMM 0 OKOJIO 35 MHKPOrpamMM, OT OKOJO 5 MHKPOTpaMM I0 OKOJO 30 MHKPOTpaMM, OT OKOJIO

[V RV Y Y Y Y Y Y Y

5
5
5
5
5
MHKPOTPaMM 10 OKOJIO 25 MHKPOrpaMM, OT OKOJIO 5 MHKPOTpaMM A0 OKOJIO 20 MHKPOIPaMM, OT OKOJIO
MHKPOTPaMM A0 OKOJO 15 MHKpOrpaMM, OT OKOJIO 5 MUKpOrpaMM A0 0koia0 10 Mukporpamm, MeHsme yeM 10
MHKpOrpamMM (Hampumep, okoao 5, 6, 7, 8 mimm 9 mukporpamm), okoso 10 MHKpOrpaMMoB, Okod0 12

MHKpOTrpamMm, 0koi0 14 MHKporpamm, Okono 15 MHKporpamm, okoao 16 Mukporpamm, okoao 18 MuKporpamm,

0Kk0J10 20 MHKpOTpamMM, 0K0JI0 30 MHKPOTpaMM, OKOJIO 50 MHKpOrpamM).

[124] BapmanT ocymecTBIcHHs JAHHOTO W300peTeHus 4. Criocod mo BapuaHTax OCymecTBicHus 1, 2 wmu 3,
OTIMYAONIMHCA TEM, YTO YKA3aHHBIH CyOBEKT IPEACTaBIIET COOOH MICKOIMTAIOINEE, IPEATIOYTHTEIIBHO

YCJIOBCKA.

[125] BapuaHT OCYICCTBICHHA JAHHOTO H300peTeHuA 5. Cnoco0 mo moOoMy W3 BAPHAHTOB OCYINCCTBICHHSA
1 - 4, oTnmyaronmiics TEM, YTO YKA3aHHAA QXKUTALMS ABJLICTCA aCCOLMUPOBAHHON C HEHPOIETCHEPATHBHBIM

3a00JICBAHHEM.

[126] BapumanT OCYImCCTBICHHA TAHHOTO wm300peTeHUA 6. Cmoco0 MO BApHAHTY OCYIICCTBICHHA O,
OTJIMYAROLIHIACSA TCM, UTO YKA3AHHOC HCHPOJICTCHCPATHBHOC 3a00JICBAHAC BRIOUPAIOT W3 00JIC3HH AbIreiMepa,
no6HO-BuCOUHOM memeHIuH (JIB/I), memenumm, memceHumu ¢ tembiamu Jiesu (JTJI), mOCTTpaBMATHICCKOTO
CTPECCOBOTO paccTpoiicTBa, Oonme3Hu [lapkWHCOHA, COCYAMCTOH ACMCHIWH, COCYAHCTOTO KOTHHTHBHOTO
HapyImeHus, 0one3Hn XaHTHHITOHA, PACCEAHHOTO CKiIeposa, Ooesnn Kpeitrngenpaa-SIkoba, MHOKECTBEHHOM

CHCTEMHO# aTpoiu U MPOrPECCHPYIOLIETO HAABAASPHOTO MAPAIHYA.

[127]  Bapmant ocymecTBicHHA JAHHOTO m300peTeHmA 7. Crocod mo mro00oMy U3 BAPHAHTOB OCYIICCTBICHUA

1 - 4, oTIMYArOIIHIACS TEM, YTO AKUTALMS SABJLICTCS ACCOLUUPOBAHHON ¢ HEHPOTICUXUATPHUECCKHM COCTOSHUEM.
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[128] Bapumanr ocymecTBieHHA maHHOTO wu3o0percHua 8. Cmoco® MO BapHAHTY OCYHICCTBICHHUS 7,
OTIMYAIOLIMHCS TEM, YTO YKA3aHHOC HEHPONCHXHATPUUYECKOE COCTOSHME BBHIOMPAIOT W3 IMH30(PCHUHU,

OUMOAPHOTO 3a00ICBaHM (TAKOTO KaK MAHHA, PACCTPOHCTBA), ACTHPHA U ICTPECCHH.

[129] Bapmanr ocymecTBiaeHHA AaHHOTO wm300pereHus 9. Cmoco® mO BAPHAHTY OCYINECTBICHUA 3,
OTIHMYAIOLIMHCA TEM, YTO AKHTALMA ABJIACTCA ACCOLUMPOBAHHOM C CHHAPOMOM BEUCPHEH CIyTaHHOCTH IPH

JEMCHIMH WK 00Jie3HH AJbIreiimepa.

[130] BapuanT ocymiecTBiICHHA AAHHOTO H300peTeHuA 10. CyOMMHTBATPHAS KOMIO3HIHSA I MPHUMCHCHHSA C
LCTBO JICUCHUA AKATANWH HJIH MPH3HAKOB KUTAILMH Y CYOBCKTA, HYKIAKOIICTOCA B 3TOM, IPH 3TOM YKA3AHHASL
OKATAOUA HE ABJICTCS MCPHOTICPANMOHHON AXKUTAIMCH, 4 YKA3AHHAA CYOTMHIBAIbHAA KOMIO3HIHA COACPIKHUT
3((PEeKTHBHOE KOMMYCCTBO ACKCMCACTOMHUINHA HWIH €r0 (DapMAICBTHUCCKH MPHUSMIICMOH COJTH BMECTE C OJTHHM

HITH OOJIBIMTHM KOJTHYCCTBOM (l)apMaI.[CBTI/I‘{eCKI/I TMPUCMIICMBIX HOCHTEJICH/BCTTIOMOTATCIHHBIX BCHICCTB.

[131] Bapumanr ocymecTsieHns JaHHOTO H300pereHus 11. CyOnuHrBambHas KOMIO3HITHSA IS IPUMCHEHHS C
LETBIO JICUCHHUS )KUTALMH WIH MPU3HAKOB AKUTALHH Y CYOBEKTA, HYKIAIOLICIOCA B 3TOM, IIPH 3TOM yKa3aHHAs
QKUTALUs ABIACTCA AaCCOLMHPOBAHHON C HEHpOAEreHEPaTHBHBIM 3a00/ICBaHUEM, a YKA3aHHAA CyOIMHIBAaIbHAS
KOMITO3HIHS COACPKUT 3(PPEKTUBHOE KOJIMHYECTBO ACKCMEICTOMUINHA MM €r0 (DapMaleBTHICCKH MPHEMIICMOH
COIMM  BMECTE C  OJHMM  HWiIH  OONBIIMM  KOJHYECTBOM  (papMAalEBTHYECKH  IPHEMIIEMBIX

HOCHTEIICH/BCTOMOTATCITHHBIX BCIICCTB.

[132] Bapuant ocymecTBieHIA JaHHOTO n300pereHud 12. CyOmmHrBambHas KOMIO3HINA I MPHMCHCHUS C
LCJIBIO JICUCHUS AJKUTALTUH UJTH NMPU3HAKOB AXKUTALUHU Y cy61>eI<Ta, HYXXIArOMECTroCAa B 3TOM, IIPH 3TOM YKa3aHHAA
QOKUTAIMA ABJHICTCSA ACCOLMUPOBAHHON C HEHPONMCHXHATPHUCCKUM COCTOSHHUEM, a YKA3aHHAA CyOJIHHIBAJIbHASL
KOMITO3HIHSA COACPIKUT H(PPEKTUBHOE KOTUUESCTBO JSKCMEACTOMIINHA WIH eT0 (hapMaleBTHUCCKH PHEMIIEMOH
COMH  BMECTE C  OAHMM  HiM  OOJNBIIMM  KOJMYECTBOM  (papMALCBTHUYESCKH  NPHEMIICMBIX

HOCHTCIICH/BCTIOMOTATCIbHBIX BCIICCTB.

[133]  Bapuant ocymecTBieHHs JaHHOTO H300pereHus 13. CyOnuHrBaibHass KOMIO3HIHS IS MPUMCHEHHS C
LEIbIO JICUCHHS AKUTAIMH WM MPU3HAKOB KUTALMH ¥ CYOBEKTA, HYKAAIOMIETOCS B 3TOM, IIPH 3TOM YKa3aHHAS
QKATALYS ABJHICTCS AaCCOLMUPOBAHHON C CHHIPOMOM BEUCPHEH CITy TAHHOCTH TIPH JSMCHIMU WA NPU O0JIC3HH
AnmprreiiMepa, a yKa3aHHAas1 CYOIMHIBAJBHAS  KOMIIO3ULMA  COZEPKHT 3(P(PEKTHBHOE  KOIHMUYECCTBO
JEKCMEICTOMHINHA WM ero (DapMAaNEBTHYCCKH MPHEMJICMOH CONH BMECTE C OJHHM HIH OOJIBIINM

KOJIHICCTBOM (l)apMaHCBTI/I‘ICCKI/I MPUACMIICMBIX HOCHTEIICH/BCIIOMOTATETHHBIX BCIICCTB.

[134] Bapumant oCymecTBACHHA TAHHOTO m300peTeHUA 14, CyOmmHrBambHAS KOMIOSHIHUA TO BAPHAHTY
ocymecTBIeHHA 11, OTIMYArOmMAsACcs TEM, YTO YKa3aHHOEC HEHpOJCTreHEpPAaTHBHOE 3a00JICBAHHE BBHIOHPAOT W3
TPYIIBL, COCTOSAImICH w3 60e3HH Ambureiimepa, T00HO-BHCOUHON memcHuuu (JIB/I), meMeHIWH, ACMEHIHH C
texpuamu Jlesu (JATJI), mOCTTpaBMaTHIECKOTO CTPECCOBOTO paccTpoiicTea, Oonme3Hu [lapKHHCOHA, COCYIUCTOH
JIEMEHIIMH, COCYJUCTOr0 KOTHHTHBHOTO HAPYIICHUS, 00NE3HM XAHTHHITOHA, PACCESHHOTO CKIIEP03a, O0JIC3HH

Kpeitrudenpaa-SAxkoba, MHOKESCTBEHHON CHCTEMHOM aTpo()HH U MPOTPECCHPYIOLICTO HATBAACPHOTO MAPATHIa.
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[135] Bapmant ocymecTBicHHS JaHHOTO H300percHms 15. CyOnmHrBampHas KOMIIO3HLUSA IO BAPHAHTY
OCYHICCTBICHUA 14, OTIHYAOMA’ACA TEM, YTO YKA3aHHOC HCHPOJCTCHCPATHBHOE 3a00JICBAHHC BHIOHMPAIOT U3

JIEMEHIIHH, JJOOHO-BUCOYHOH AeMeHuuH, 6ose3Hu Abureitmepa u 6onessu [lapkuHCcoHA.

[136] Bapmanr ocymecTtBiaeHHA AaHHOTO u300percHmsa 16. CyOnuHrBambHas KOMIIO3HIMSA IIO BAPHAHTY
OCYIIECTBICHHA 12, OTIHYAOMAACS TEM, YTO YKA3aHHOE HEHPOICHXHATPHYCCKOE COCTOSIHHE BHIOMPAIOT H3
TPYIIIBI, COCTOAIICH U3 MU30(peHUH, OUIOIAPHOTO 3a00IeBaHUs (TAKOTO KAk MAHHA, PACCTPOHCTBO), ACTHPHU

U JICTIPECCHH.

[137] BapuaHT OCYICCTBICHHA JAHHOTO M300peTcHuA 17. CyOnMHrBANBGHAS KOMIIO3HIHA IO JEOOOMY H3
BapHAHTOB OCymiecTBICHUA 10-16, OTIHMUAOIIAACSA TeM, UTO YKA3aHHYIO KOMIOBHIHIO BBHIOHPAIOT W3 IICHKH,

KAICy JIbL, TUIACTHIPSA, MACTHIIKH, TCJIA, CIIPEs, TAOMCTKH, KHAKUX KATICITh WIIH TOMY ITOJ00HOC.

[138] Bapumant ocymecTBIcHHA TaHHOTO m300peTcHmA 18. CyOmmHrBaibHAA KOMIO3SHIHSA IO BAaPHAHTY

OCYIIECTBICHHA 17, OTIMYArOImAsics TeM, YTO YKA3AHHAS KOMITO3HIHS TPEACTABIIET COOOH IUICHKY .

[139] BapmanT ocymecTBieHus AaHHOTO H300percHus 19. CyOnmHTBaNbHAI KOMIOZUIMA IO BAPHAHTY
ocymiecTBICHHA 18, OTIHUArOmascs TeM, YTO IUICHKA SBJLICTCA MYKOAATE3MBHOW IO CBOCH NPHPOJE H

obecmeunBacT OBICTPOC HAYAJIO ICHCTBHA.

[140] Bapumant ocymecTeiacHHA JaHHOTO H300peTeHua 20. CyOmMHrBANBGHAS KOMIIO3HIHA IO JEOOOMY U3
BapHAHTOB ocymecTsiIcHUs 10 - 19, oTamyaromasics TeM, 4To JCKCMEACTOMUIUH HIH €ro (papMaleBTHYCCKH
MPHEMJIEMYIO COJIb BBOJAT B J03€, KOTOpas ABIACTCH 3(PPeKTHBHON NI JCUCHUS KUTALHM MM TPH3HAKOB

@KUTALUH, HE BBI3BIBAA IIPH 3TOM 3HAYHTEILHOTO CENATHBHOTO (D (eKTa.

[141] Bapumant ocymectBieHusi AaHHOTO u300peTeHus 21. CyONMHrBaNbHAS KOMIIO3ULHS O BAPHAHTY
ocymecTBieHus 20, OTIHYAIOMIAACS TEM, YTO HAOMIOAACMBIH YPOBEHb CENAIMH HE MPEBBINACT 3 MO MIKAJC

cemamuu Pamcest.

[142] BapuaHT OCYyIICCTBICHHA AAHHOTO H300peTcHUA 22. CyOnaMHTBAIBHAS KOMIO3HIHA IO JEOOOMY H3
BapHAHTOB OcymecTBiIcHUS 10 - 21, OTAMYArOIIAACS TEM, YTO JCKCMEACTOMHUINH HIH €ro (papMareBTHYCCKH
MPHEMIICMYEO COJIb BBOJAT YKA3aHHOMY CYOBEKTY (HAmpHMep, YEJOBEKY) B /03¢ B JHANA30HE OT OKOJO 3
MHKpOTrpamMM A0 0koso 100 MuKporpaMm (Hampumep, 0T OKOJIO 5 MHKPOrpaMM 10 Okojo 100 Mukporpamm, OT
OKOJIO 5 MHKPOTPAMM J0 OKOJ0 90 MHKPOTpaMM, OT OKOJIO 5 MHKPOTPaMM A0 OKOJO 85 MHKpPOrpaMM, OT OKOJIO
5 MHUKpOrpaMM 10 OK0J0 80 MHKpPOrpaMM, OT OKOJIO 5 MHKPOIpPaMM A0 OKOJIO 75 MHKPOrpamMM, OT OKOJO 5
MHKPOTpaMM 0 OKOJO 70 MHKpOTpaMM, OT OKOJO 5 MHKPOrpaMM IO OKOJIO 65 MHKpPOTpamMM, OT OKOJIO 5
MHKPOTpaMM 0 OK0IO 60 MHKpOrpaMM, OT OKOJO 5 MHKPOrpaMM IO OKOJIO 55 MHKpPOTpamMM, OT OKOJIO 5
MHKPOTpaMM 0 OKOJIO 50 MHKpOrpamMM, OT OKOJO 5 MHKPOTPaMM A0 OKOJIO 45 MHUKPOrpaMM, OT OKOJIO 5
MHKPOTpaMM 10 OKOJIO 40 MHKpOrpamMM, OT OKOJO 5 MHKPOTPaMM A0 OKOJO 35 MHUKPOrpaMM, OT OKOJIO 5
MHKPOTpaMM 10 OKOJIO 30 MHKpPOrpamMM, OT OKOJO 5 MHKPOTPAMM A0 OKOJO 25 MHUKPOIpaMM, OT OKOJIO 5
MHKPOTpaMM 10 OKOJIO 20 MHKPOrpamMM, OT OKOJIO 5 MHKPOIpaMM A0 OKOJIO 15 MHUKpOrpamMm, OT OKOJIO 5
MHKpoOrpamMM A0 0koao 10 mukporpamm, meHeme 4yeM 10 MHKporpamMm (Hampumep, okoyo 5, 6, 7, 8 umu 9

MHKpOrpamM), okoio 10 MukporpamMmoB, 0koi0 12 Mukporpamm, Okoa0 14 wmukporpamMm, oxogo 15
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MHKPOTpamMM, OK0J0 16 MHKporpamm, ok0ja0 18 Muxporpamm, okoao 20 MHKpOrpaMM, 0koja0 30 MHKPOTpaMM,

0K0JI0 50 MHKPOTpaMMm).

[143] Bapumasnr ocymecTBiacHUs JaHHOTO H300percHusa 23. Crmoco® neueHHsA QKUTAUHH WIH TPH3HAKOB
QKHTALMH Y CYOBEKTA, HY)KHAFOLICTOCS B JTOM, IPH 3TOM YKA3AHHBIA CIOCOO BKJIFOYACT CYOIHHIBAIBHOC
BBE/ICHHC YKA3aHHOMY CYOBEKTY 3()()CKTHBHOTO KOJIMHYCCTBA ACKCMEACTOMHIWHA MM €r0 (hapMalCBTHUCCKH

MPHEMIIEMOH COJIH, U IIPH 3TOM KHTALMA HE SABILACTCA NEPUONICPALIMOHHON aKUTALHCH.

[144] BapuaHT OCYINCCTBICHHSA HAHHOTO m300peTcHma 24. Cmoco® MO BAPHAHTY OCYIICCTBICHHA 23,
OTJIMYAFOLIHIACS TCM, YTO AYKUTAIMA ABIIICTCA aCCOIMMPOBAHHON C HCHPOACTCHEPATHBHBIM 3200 ICBAHHCM W/ WA

HEHPOTICHXHATPHYCCKM COCTOSTHHEM.

[145] Bapumant OCYmeCTBICHHA AAHHOTO m300peTcHmMA 25. Cmocod Mo BAapHAHTY OCYIICCTBICHHA 24,
OTJIMYAFOLIUIACSA TCM, YTO HCHPOJCTCHCPATHBHOC 3a00JICBAHUC BBIOMPAIOT M3 TPYIIIBL, COCTOAIICH W3 OO0JIC3HH
Ampureiivepa, no6HO-BucouHOM aemeHmmm (JIBJl), aemenmmm, aemeHmmu ¢ tempmamu  Jlesm  (JITJI),
MOCTTPABMATHIECKOTO CTPECCOBOTO PAcCTPoCTBa, Oone3Hn [1apkuHCOHA, COCYIUCTOH IEMEHIINH, COCY AUCTOTO
KOTHHTHBHOTO HAPYIICHHA, OONC3HH XAHTHHITOHA, PACCCIHHOTO CKjIepo3a, OonmesHm Kpenrtmpemsaa-Sdkooda,
MHOKCCTBCHHOU CHCTEMHOM aTpO()MH H MPOTPECCHPYIOIICTO HATBIACPHOTO MAPAINYa WITH JPYTHX CBA3AHHBIX

HEHPOJETCHEPATHBHBIX HAPY IICHH.

[146] Bapuant ocymecTBICHHS MaHHOTO wu300percHUA 26. Croco® MO BApHAHTY OCYHICCTBICHHA 24,
OTIMYAOIIHUCA TEM, YTO HCHPOICHXHATPHYUCCKOE COCTOSHHC BBIOHPAIOT W3 TPYIIBL COCTOSIICH U3
30 (ppeHuH, OHIMOIPHOTO 3a00IeBaHuA (HampuMep, OUMOIAPHOTO PacCTPOUCTBA WM OWIOJAPHONH MaHHH),

JETHPHUSA H JCTIPECCHH.

[147] Bapumant ocymecTBicHHS JaHHOrO wu300peTeHus 27. Cnoco® mno moOOMy U3 BapHAHTOB
OCYINECTBJICHHA 23 - 26, OTIMYAIOMMHICA TEM, YTO QKUTAUUA WIH NPHU3HAKH QKUTAUH IOAJAFOTCS

3((PCKTUBHOMY JICUCHHIO 0€3 3HAYHTCIPHOTO CCAATUBHOTO A(QeKTa.

[148] Bapumant ocymecTBicHHA JaHHOTO w300percHHa 28. Cmoco6 mo moOOMy W3 BapHAHTOB
OCyIecTBICHHS 23 - 27, OTIIMYAOIIUIICS TEM, YTO ACKCMEICTOMUINH WK €TO (PapMaleBTHYCCKH MPUEMIIEMYIO
COJb BBOIAT B ()OPME IICHKH, KAICYJIbL, TUIACTHIPS, MACTHIIKH, TEId, CHpes, TAONCTKH, JKUIKAX Kaleldb W HIH

TOMY TIOZOOHOE.

[149] Bapumant oCymeCTBICHHA AaHHOTO W300percHuHA 29. Crmoco0 JICUCHUS AKHTAIWH WIH TMPH3HAKOB
QOKUTAIMH V CYOBCKTAa, HY’KAAIOMCTOCA B 3TOM, NMPH 3TOM VKA3aHHBIA CMOCOO BKIFOYACT CYOIHHTBAIBHOC
BBCICHHC YKA3aHHOMY CYOBEKTY 3()(EKTHBHOTO KOMMYSCTBA JCKCMEICTOMHIMHA HIH €ro (papManeBTHICCKH
MIPHEMIIEMOH COJH, M IIPH 3TOM YKa3aHHAsA QKATANMA sABiisieTcs accormuposanHoii ¢ AMB/CTALL npoueaypavu
(manpumvep, MPT, KT mm KT-ckan, momOanbHAsA MyHKIHA, acIHPAnis/OHOIICHI KOCTHOTO MO3Ia, YJAlICHHE

3y0OB MM IPYTHE CTOMATOJIOTHYCCKAE MPOLEIYPHI).

[150] Bapumanr ocymecteiacHus JaHHOTO H300percHusa 30. Crmoco® neueHHs QKUTAUHHM WIH IPH3HAKOB

QKATAIMU ¥ CyOBEKTa, HY>KAAOIIEIOCA B 3TOM, IPU 3TOM YKA3aHHBIH CIOCOO BKIFOYACT CyOIHHIBAJIbHOE
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BBC/ICHHE YKa3aHHOMY CYOBEKTY 3(D()EKTHBHOrO KOJIMYECTBA JCKCMEACTOMHIMHA MM €ro (papMaleBTHYCCKH
MPUEMIIEMOH COMH, M TPH 3TOM YKA3aHHAS QKUTAIMA ABIICTCS ACCOUMHPOBAHHOH C aOCTHHEHTHBIM

CHUHAPOMOM, BOSHHUKAOIIUM IIPH OTMCHE MPUCMA AJIKOTOJIA H NMICHXOAKTHBHBIX BCIICCTB.

[151] Bapwuant ocymectBiaeHusa AaHHOTO H300pereHma 31. Cnocob mo BapuanTy ocymuectsieHus 29 umi 30,
OTJMYAFOMIAACA TEM, YTO YKA3aHHBIN AEKCMEICTOMUIUH I €T0 (hapMaleBTHICCKH MPHEMIIEMYO COJIb BBOIAT
CyOIHHTBANIBHO B J103€, KOTOpas ABACTCA 3(DMEKTUBHON 7M1 JCUCHMA YKA3AHHOH A)KHTALMH WIIH IPH3HAKOB

QKUTALUH, HC BHI3BIBAS MIPH 3TOM 3HAYHTCIFHOTO CEIATUBHOTO 3(dekTa.

[152] BapuanTt OCymecTBICHHSA AAHHOTO m300peTcHmA 32. Cmoco0 MO BAPHAHTY OCYIICCTBICHHA 31,
OTIMYAIOLIMHCS TEM, YTO YKa3aHHASA J03a ACKCMEICTOMHIWHA HIH €ro (PapManeBTHUCCKH MPHEMICMOH COJH
HAXOJUTCSA B JHMANA30HE OT OKOJIO 3 MHKporpamMm A0 Okodo 100 MukporpamMM (HAmpuMep, OT OKOJIO
MHKpOTpamMM 10 Ok0J0 100 MHKporpamm, OT OKOJO 5 MHKpPOrpaMM A0 OKOI0 90 MHKpOrpamm, OT OKOJO
MHKPOTpaMM 0 OKOJIO 85 MHKpOrpamMMm, OT OKOJO 5 MHKPOrpaMM J0 OKOJO 80 MHKpPOrpamMM, OT OKOJIO
MHKPOTpaMM IO OKOJIO 75 MHKpPOrpamMM, OT OKOJO 5 MHKPOrpaMM IO OKOJO 70 MHKpPOrpamMM, OT OKOJIO
MHKPOTpaMM 0 OKOJIO 65 MHKpPOrpamMM, OT OKOJO 5 MHKPOrpaMM IO OKOJO 60 MHKpPOrpamMM, OT OKOJIO
MHKPOTpaMM IO OKOJIO 55 MHKpOrpamMM, OT OKOJO 5 MHKPOrpaMM IO OKOJO 50 MHKpPOrpamMM, OT OKOJIO
MHKPOTpaMM 0 OKOJIO 45 MHKpOrpamMM, OT OKOJO 5 MHKPOrpaMM IO OKOJO 40 MHKpPOrpamMM, OT OKOJIO

MHKPOTPAMM 0 OKOJO 35 MHKPOTpPaMM, OT OKOJIO 5 MHKPOrpaMM OO0 OKOJI0 30 MHKPOTpaMM, OT OKOJIO

[V RV Y Y Y Y Y Y

5
5
5
5
5
MHKPOTpaMM 0 OKOJIO 25 MHKPOTpamMM, OT OKOJO 5 MHUKPOrpaMM IO OKOJO 20 MHKPOrpamMM, OT OKOJIO
MHKPOTpaMM A0 OKOJO 15 MHKpOrpaMM, OT OKOJO 5 MHKPOIrpaMMm a0 0koia0 10 Mukporpamm, MeHsme yeM 10
MHKpOrpamMM (Hampumep, okoiao 5, 6, 7, 8 mimm 9 mukporpamm), okoso 10 MHKpoOrpaMMoB, Okodo 12

MHKpOrpamm, 0koj0 14 MuKporpamm, Okono 15 Mukporpamm, okoa0o 16 MHKporpamm, okoao 18 Mukporpamm,

0K0JI0 20 MHKPOTpaMM, 0Kk0J10 30 MHKPOTpaMM, OKOJIO 50 MHKpOTpaMM).

[153] BapumanT ocymecTBICHHS TaHHOTO W300pereHus 33. Kommosuums wim cmoco0 mo modomy H3
NPCAMCCTBYOIIHX BAPHAHTOB OCYLICCTBICHUA, OTJIH‘{aIOLHHfICH TCM, YTO JACKCMCACTOMHIHH HJIH CTO

(l)apMaI.[eBTI/I‘IeCI(I/I IMPUCMIIEMY RO COJIb BBOIAT OOWH, ABA HJIH TPH Pa3a B ACHBb HIIH «IIO0 MEPE HGO6XO£[I/[MOCTI/I».

[154] Bapuant ocCymecTBICHHA AaHHOTO m300peTcHua 34, Kommoswimmsa wiu cmoco® mo modomy U3
OPCAMCCTBYOINHX BAPHAHTOB OCYIICCTBIICHUA, OTJII/I‘{aIOHlI/IfIC}I TEM, 4YTO JACKCMCACTOMHIHH HIIM C€ro
(hapMALCBTHYCCKU MPUCMIICMYIO COJTb BBOIAT TAKMM 00PA30M, YTO OH OKA3BIBACT TCPANCBTHUCCKOC ACHCTBHUC

MEHEE YeM 3a 0K0JI0 60 MHHYT, 0COOCHHO B TEUCHUE OT 0KOJIO 30 CEKYHA 10 OK0JIO 30 MHHYT.

[155] Bapumant ocymecTBICHHS AaHHOTO m300peTeHUA 35. Cnoco0 JICUCHHMSA AKUTAIMH WM TPH3HAKOB
QKUTAIUH Y CyOBEKTa, HYKIAOIIETOCAd B 3TOM, BKJFOYAIONMI CyONHHTBAJbHOC BBEIACHUC YKA3AHHOMY
CyOBCKTY 3((PCKTHBHOTO KONMHYCCTBA anb(a-2-aqpeHSPraueCKOT0 AaroHUCTa WM €ro  (PapMaleBTHUCCKH

MPHEMIIEMOH COTIH.

[156] Bapuant ocymecTBiIcHHS AaHHOTO m300peTeHUA 36. Cnocob JCUCHHMA AKHTAIMH WIH TPH3HAKOB
QXHUTALUH Y CYOBEKTA, HYXKIAFOIIETOCA B 3TOM, BKIIOYAOIINI BBEICHHE YKA3aHHOMY CYOBEKTY 3((PEKTUBHOTO

KOJIMYECTBA ab(ha-2-aJpeHEPrUIeCKOr0 aroHACTa WK ero (PapManeBTHICCKH NPHEMIICMOH COJH, IPH 3TOM
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VKa3aHHbI anb(a-2-aapeHEepruyeCKuii aroHWCT BBOAAT CYONMHIBAIBHO B 03¢, KOTOpAas SBIACTCA
3(QQPEKTUBHON U JICUCHHSA QKHTALMU WM IPU3HAKOB A)KHTAIMH, HE BbHI3BIBAS IIPH 3TOM 3HAYUTEIHHOTO

CcemaTuBHOTO PQeKra.

[157] BapuaHT OCyIECTBICHHI JAHHOTO H300peTeHmst 37. Cnoco0 Mo BapHAHTY OCYIIECTBICHHS 35 wmn 36,
OTIMYAOIIMHCA TEM, YTO YKa3aHHAA 1032 anb(a-2-aApeHEPrHdeCKOr0 aroHMCTa HAXOJHUTCS B JUAIA30HE OT
0K0JI0O 3 MHKporpaMM 10 okoyo 100 MukporpaMM (Hampumep, OT OKOJO 5 MHKporpaMMm 10 okoiao 100
MHKpPOTpaMM, OT OKOJIO 5 MHKPOrpaMM 0 OKOJO 90 MHKpOrpaMM, OT OKOJO 5 MHKpOTpamMM a0 OKOJIO 85

MHKPOTPAMM, OT OKOJIO 5 MHKPOTpaMM 0 OKOJ0 80 MHKpPOrpaMM, OT OKOJO 5 MHKPOTPaMM J0 OKOJIO 75

MHKPOTPAMM, OT OKOJIO 5 MHKPOTpaMM 0 OKOJI0 70 MHKpPOTpaMM, OT OKOJO 5 MHKPOTPaMM IO OKOJIO 65

MHKPOTPAMM, OT OKOJI0 5 MHKPOTpaMM A0 OKOI0 60 MHUKpOTpamMM, OT OKOJIO 5 MHKPOTPAMM A0 OKOJO 55
MHKpPOTpPaMM 10 OKOJIO 45
MHKPOTPAMM, OT OKOJIO

MHKPOTpaMM 0 OKOJO 40 MHKpOrpamMMm, OT OKOJO 5 MHKPOrpaMM IO OKOJIO 35

MHKPOTpaMM, OT OKOJIO 5 MHKPOIpaMM A0 OKOJIO 30 MHUKPOTpaMM, OT OKOJIO

5
5
5
5
5
5
5 MHKpOrpamMMm a0 OKOJIO 25
5

5
5
5
MHKPOTpaMM, OT OKOJIO 5 MHKPOIpaMM A0 OKOJO 50 MHUKPOTpaMM, OT OKOJIO
5
5
5

MHKPOTpaMM, OT OKOJIO 5 MHKPOIpaMM A0 OKOIO 20 MHKPOrpamMM, OT OKOIO 5 MHUKPOTpaMM A0 Okoao 15
MHKPOTpaMM, OT OKOJIO 5 MHKPOTpPaMM A0 OKoJo 10 MukporpamM, MeHslne uyeM 10 MHKporpamm (HanmpuMmep,
0K0JI0 5, 6, 7, 8 i 9 MEKpOTpaMM), Ok0J0 10 MEKpOTrpaMMOB, 0K010 12 MHKporpamm, 0koJI0 14 MHKporpaMm,
okoyo 15 mukporpamM, okono 16 mmkporpamm, okoao 18 mmkporpamm, okono 20 MuKporpamm, oxoao 30

MHKPOTpaMM, OKOJ0 50 MHKpOrpamM).

[158] BapuanT ocymecTBiIeHUSA JaHHOTO H300peTeHu 38. Criocob 1o BapHaHTaX OCYIECTBICHUA 35, 36 mwim
37, orTnuyaromumiics TeM, YTO YKA3aHHBIH CYOBEKT MPEACTABIACT COOOH MIICKONHUTAIOIIEE, IPEIMOYTHTEIBHO

YCJIOBCKA.

[159] Bapmant ocymectBieHuss ganHOoro m3o0pereHust 39. Cnoco6 mno moOOMy U3 BapHAHTOB
OCYHICCTBICHUA 35 - 38, OTIHMYAIOIUICA TEM, YTO YKA3aHHAA QKUTANUA ABJACTCA ACCOLMHPOBAHHOM C

HEeHpOoJereHepaTHBHBIM 3a00JICBAHHEM.

[160] Bapuant ocymecTBICHHA AaHHOTO m300peTcHmA 40. Cmoco® MmO BAPHAHTY OCYIICCTBICHHA 39,
OTJIMYAFOLIHIACA TEM, UTO YKA3AHHOC HCHPOJICTCHECPATHBHOC 3a00ICBAHAC BEIOUPAIOT W3 00JIC3HH AbIreiMepa,
n00HO-BHCOUHOM memeHuH (JIB/I), memenumm, mnemcHumu ¢ tembiamu Jiesu (JTJI), mOCTTpaBMATHICCKOTO
CTPECCOBOTO PpacCTpoicTBa, Oonme3HM [lapKkWHCOHA, COCYAMCTOH ACMCHIHUH, COCYAHCTOTO KOTHHTHBHOTO
HapyIIeHus, 0one3Hn XaHTHHITOHA, PACCEAHHOTO CKiIeposa, 6osesnn Kpeitrngenpaa-SIkoba, MHOKECTBEHHOH

CHCTEMHO# aTpouu U MPOrPECCHPYIOLIETO HAABSASPHOTO MAPATHYA.

[lo1] Bapmant ocymecTBiacHHS JaHHOTO wu300pereHNs 41. Cmoco® mo moOoMy W3 BapHAHTOB
ocymecTBiacHUd 35 - 38, OTIHYAOIMICA TEM, 4YTO QKHTAUMA ABIACTCA ACCOLUHPOBAHHOH C

HEHPOTICHXHATPUYECCKUM COCTOSTHHEM.

[162] BapumanT ocymecTBicHHS JaHHOTO wn300peTeHus 42. Cnoco® MmO BapWaHTY OCYINECTBICHHA 41,
OTIMYAIOLIMHCS TEM, 4YTO YKA3aHHOC HEHPONCHXMATPHUYECKOE COCTOSHHE BHIOHMPAIOT M3 IMH30(PCHUH,

OUMoIAPHOTO 3200 ICBAHHA (TAKOTO KAK MAHHUSA, PACCTPONCTBA), ACTUPHA U ICTIPECCHH.
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[163] Bapmant ocymecTBieHHA NAaHHOTO u300pereHms 43. Croco®d mo BapuAaHTY OCYLICCTBICHHA 39,
OTJIMYAFOLIMICA TEM, YTO KHTALHA SABJICTCA ACCOLMHUPOBAHHOM C CHHAPOMOM BEYEPHEH CIyTAHHOCTH IPH

JEMCHINH WU OOJIC3HU AbUreimepa.

[164] Bapumant ocymectBieHuss ganHoro m3o0perenust 44. Cnoco6 mno moOOMy W3 BApHAHTOB
ocymecTsiacHH 35 - 38, omimuaromuiica TeM, 4TO YKa3aHHAA AXKUTAUUA SBIICTCS ACCOLMHPOBAHHOM C
AMB/CTALL npouenypoit (Hampumep, MPT, KT wnu KT-ckan, momOanbHAs IMyHKIHA, aCHHPAIHA/OHOICHS

KOCTHOTO MO3Ta, VAJICHHE 3y00B HIIH APYTHE CTOMATOJOTHUCCKUS TIPOLICIY PBI)

[165] Bapuant ocymecTBICHHS JaHHOTO w300peTeHua 45, Cmoco® 1o moOOMy W3 BapHAHTOB
OCyweCTBACHUA 35 - 38, OTIHMYAROIIMITCS TEM, 4YTO YKA3aHHAS QXKUTAIUA SABISICTCS ACCOLMHPOBAHHOM C

a0CTHHEHTHBIM CHHAPOMOM, BO3HHUKAKOIIHAM IMPH OTMCHC MPHEMA AJIKOT0JII H ICHXOAKTHBHBIX BCIICCTB.

[l66] Bapmant ocymecTBICHHS JaHHOTO w300peTeHua 46, Cmoco® mo mo0OMy W3 BapHAHTOB
OCYIIECTBICHHA 35 - 38, OTIIHYAIOIUIICS TEM, YTO YKA3aHHBIE amb(a-2 aTpeHEPruIeCKUE aTOHUCTHI BKIFOYAIOT,
HO HC OTPAaHWYMBAIOTCA 3THM, KIOHHUIWH, TyaH(auwH, TyaHAOCH3, TYaHOKCAOCH3, TYAHCTHAWH, KCHJIA3HH,
TH3aHHAWH, MCACTOMHIHH, [OCKCMCACTOMHUAMH, MCTHIIOMY, MCTHWIHOpemuHC(PpwH,  (pamoaMuamH,
HOJOKIIOHUIWH, AaNpPaKJIOHHIAWH, JCTOMHAWH, JNO(QCKCHIAWH, aMHUTPa3, MHBA3EPOJI, A3EHEKCOJ, TAIHIIEKCOIL,
pIUIMECHHIWH, HA(a30IMH, OKCHMETA30JMH, KCHJIOMETA30JMH, TETPATHAPO30JHMH, TPaMa30JIHHHIMH,
TPaMa30JMH, TAJHICKCON, POMH(DHIMH, IPOMIITCKCEIPHH, HOp(QeHEe()PHH, OKTONAMHH, MOKCOHH/IHH,
magamuaaH, TonoruauH, UK 14304, DJ-7141, ST-91, RWJ-52353, TCG-1000, 4- (3-aMHHOMETHIT-ITHKJIOTCKC-3-
SHUIMETHN) -1,3-AUruapouMuaas3soa-2-THOH, a Takke U 4- (3- THAPOKCUMETUI-UUKIOTEKC-3-3HUIMETUI) -1,3-

I[I/IFI/IILPO-I/IMI/I,HaSOJ'I-Z-TI/IOH, HJIH UX (I)apMaI_leBTI/I‘{CCKI/I NPUECMJICMBIC COJIH.

[167] BapuaHThl OCYINCCTBICHMA, NPUBCACHHBIC BBINE, HE MPECTHASHAYUCHBI I OTPAHHYCHHA, H IPH
MPAKTHYCCKOM MPHMCHCHHH [JAHHOTO H300pETEHHS MOTYT OBITh IPESIYCMOTPCHBI ANbTCPHATHUBHBIC HITH

JOMOJIHUTCJIBHBIC BAPHAHTHI €TI0 OCYILICCTBIICHHU.

VIII. [TIPUMEPBI

Crenyronme mpuMeps! MPeIHASHAYCHBI I WILTIOCTPALMH, 4 HE B LICJIAX OTPAHHYCHHUS

ITpumep 1:

Cocras 1: CyOmuarBanpHas TabieTka

Tabmima 1: KoMmoswmms [I1 THOOBOTO COCTaBA CyONHMHTBANGHOW TAOJCTKH, WCHOIB3YCMOM AITA

CYyOIMHTBATFHON TOCTABKH

HHrpeaueHTs KomiiecTso Juana3oHbl

Jexcmeneromuaua HCI
50 MHKpOTrpaMM
(3KBHBAJICHTHO OCHOBAHHIO)

TloBumon 5,0 mr 1,0 - 10,0 %
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Kpockapmennosa HaTpus 7,0 Mr 5-15%
Cyxpanosa 1,0 Mr 0,05-3,0%
CreapaTt Maraus 0,75 mr 0,1-2,0%
Tanbk 0,75 mr 0,1-2,0%
Mamnsnuron q.s 75,0 mr q.s. 100 %
Bona q.s

ITpouecc U3roToBICHUS

Fmpoxnopna JCKCMCACTOMHINHA H BCIIOMOIATCIIBHBIC BCIICCTBA, TAKHC KakK CB}ISYIOH.[I/Iﬁ arcHT H
MOACTIACTHTEIb,  PACTBOPSIOT/JUCHCPTUPYIOT B (DAaPMAICBTHYCCKH  IPHEMIIEMOM  PacTBOPHUTEIC
(IpEeAmOYTHTEILHO B BOJE), M 3TOT PACTBOP MPHUMCHSIOT Ui TPAHY IMPOBAHUS MPOCESIHHONH CMECH BCEX JPYTHX
HHIPEIHCHTOB, KPOME CMAa3bIBAIOIIET0 areHTa M arcHTa, CIOCOOCTBYIOINETO CKOJNBKCHHIO, B IPHIOJTHOM
CMECHTEIIC/TPAHYLITOPE. 3aTeM TPaHYJbl CYIIAT B CYINHJIKE C ICEBAOOKIDKCHHBIM CIIOEM HIIM B JPYTOH
TIPUTOTHOM CYINHMIIKE, TAKOH KaK JOTKOBAS CYIIMJIKA. 3aT€M BBICYIICHHbIC I'PAHYIIBI COPTHPYIOT IO Pa3MeEpy B
KBAOPO-KO-APOOHMIKE WJIH MYJIbTH-IPOOHMIKE. 3aTeM TPAHYIBl OMPCACICHHOTO pa3Mepa 3arpykaroT B
MPUTOJHBIN ONeHAEp, TakoH Kak V-OleHaep, W CMAa3bIBAOT CTEAPATOM MATHUS H TAJIBKOM, IIOCJIE YEro
KOHEYHYI0 CMA3aHHYI0 CMECh NPUMEHSIOT LA IIPECCOBAHMA B TAOJICTKH OIMPEACICHHBIX Pa3MEPOB C MOMOMIBIO

COOTBETCTBYIOILET0 000PYA0BAHMUSL.

Cocras 2: CyOauHTrBaIbHAA IUICHKA

Tabmuua 2: KoMmo3unus 41 THIIOBOTO COCTaBa CyOIMHIBATbHON MICHKHU, HCIIOJIb3YEMOHR AT CyOIMHIBATbHOM

JOCTaBKH
WHrpeaueHTsI Kommuaectro JuanazoHsl
Jexcmeneromuaun HCI

50 MuKporpaMM
(3KBUBAJICHTHO OCHOBAHHIO)
TMomu3THACHOKCH T 5,0 mr 3-25%
TToMUATHACHT TMKO b 5,0 mr 3-25%
Cykpano3za 0,2 mr 0,05-3,0 %
Apomarmsarop q.s. 0,01 -1,0 %
Kpacurens q. s. 0,01 -1,0 %
[ToBuaon q.s. 50 mr g.s. 100 %

IIpouecc U3roTOBACHUS

JlekcMeneTOMUINHA ~ THAPOXJIOPHA  BMECTE C  IICHKOOOPA3yIOIIMMM  HOJMMMEPAMH W JPYTHMH
BCIIOMOTATEIbHBIMHU BEIIECCTBAMH PACTBOPSIOT/IUCTIEPTHPYIOT B (DapMALECBTHICCKU MPUEMIIEMOM PAaCTBOPHUTETIE

(IpEeAMOYTUTEIFHO B BOJC), M MOJTYyYCHHBIH PACTBOP 3aTEM HAHOCAT (PacIpeeLIOT/OTIHBAIOT) HA HHEPTHBIH
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MOKPOBHBIA Cca0H. IlomuMepHsIi Cioi, comepskamui ACKCMEACTOMHIMHA THAPOXJIOPHA, 3aTeM CylIar,
OTACAIOT M HAPE3al0T HA YaCcTH MNOAXOJAMIHX Pa3MEpOB ¢ NPHUMEHCHHEM COOTBETCTBYIOLIHX

MaTPHUL/HHCTPYMEHTOB, 4 3aTEM YIIAKOBBIBAIOT B COOTBETCTBHHU C TPCOOBAHUSAMH.
Cocraga 3: CyOnuHrBanbHbIH cipeit

Tabmuina 3: KoMImo3umus A1 THIIOBOTO COCTaBa CyOIMHIBATBHOTO CIIPEs, HCHOIb3YEMOTO AT CyOIMHI BaTbHOM

JOCTaBKH

HnrpeaueHTo KomuecTro Juana3oHbl

Jexcmeneromumun HCI
50 MHKpOTpaMM
(3KBHBAJICHTHO OCHOBAHUIO)

ITponuieHI THKO b 10 Mx 1,0 -40,0 %
Cmupr 5 MK 1,0 -40,0 %
Kucnora mumonHaS 0,2 Mr 0,1-10%
Msra nepeyHas 1 MK 0,05-3,0%
OunimeHHas Boga g. s. 100 M g. s. 100 %

IIpouecc U3roTOBICHH

JeKCMEeIeTOMHIMHA THIPOXIOPHI BMECTE CO BCEMH APYTHMH BCIIOMOTATCIBHBIMH BELICCTBAMH CMCIIHBAIOT B
COOTBCTCTBYIOIIEM IOPSAKE. [lOMydyCHHBIH pPACTBOP/AMCHCPCHIO 3aTEM  3aMONHSIOT B OAUIOHYHKH C
PACTIBLTHTEIIEM, HCTIOIB3YSI COOTBETCTBYIOLICE 000PY IOBAHUE. 3aTeM OATTIOHYMKH OCHAINAKOTCS JO3HPY FOLHMHE
HACAIKAMH, B PE3YJIbTATE Yero MOC/C MPHBEACHHS MX B JCHCTBHE KAKIBIA Pa3 JOCTABICTCS ONMPEICICHHOE

KOJIHYECTBO JEKCMEICTOMMIUHA.
Cocras 4: CyOnMHTBABHBIC )KHAKHC KATLIH

Tabnuma 4: KoMno3umus Ui THIOBBIX CYOIHMHTBAIBHBIX JKUIKHX Kalle/lb, MPAMEHICMBIX I CYOIMHTBAIBHOM

JIOCTaBKH
WHrpenueHTHI KommuectBo
Jexemeneromuaua HCI
10 mr
(3KBUBAJICHTHO OCHOBAHHIO)
OU3HOIOTHIECCKUN COJIEBOM PacTBOP
q.s

(0,9 % xnopuna HaTpH)

IIpouecc U3roTOBICHH
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Hexcmeneromuauaa ruapoxiopun (Ne mo xatamory SML0956) pactBopsuid B (PU3HOJIOTHYCCKOM COJICBOM

PacTBOPE AT MOJTYUYCHHUS KOHIICHTPAUUH 1 MI/MII CyOIMHTBAIbHBIX KATICITh.

ITpmmvep 2:

Orenka 3(p(exra CyOIHHTBATbHOTO M BHYTPHBEHHOTO BBEACHHS JICKCMEACTOMHUIWHA THAPOXJIOPHIA B MOACITH

QKUTALUH WIH arPeCcCHH "YyKaK-Pe3HACHT" Y KPBIC C MPUMEHCHHEM PA3IHYHBIX 103,

Mogenp "dayKak-pe3HacHT" SBIACTCA XOPOIIO W3BECTHON JOKIHHHYCCKONW MOJCIBI0 ArpPeCCHH M AKUTALMH H
MO3BOJISICT CIMOHTAHHO M CCTCCTBCHHO BBIPAXKATH KAK ArpeCCHI0 HAMAJCHIS/AKUTALMIO, TAK M 3aIHTHOC
MOBEACHHE Yy Ia0OPAaTOPHBIX TPHI3YHOB B MOJYMPHUPOIHBIX Ja0OPATOPHBIX YCIOBHAX. KoOraa rphi3yHBI
MOJABEPTAIOTCSI KOHTAKTY C HOBBIM CAMIIOM B CPEIC MX JOMAINHCH KJICTKH, OHH BOCIHPHHHMAIOT HOBOTO CaMIia
Kak "4dykaka" W ACMOHCTPHPYIOT (POPMBI 3AMIMTHOTO MOBCACHHA, TAKHC KAK AHOTCHHTAIHOC OOHIOXWBAHWC,

mpecacaopanue, kycanue u HanaaeHue (Nelson et al., ILAR Journal (2000) 41 (3): 153-162).

Marepuass! 1 CHOCOOBI:

KusoTHbIe: B KaueCTBE CaMIIOB-PE3HACHTOB HCTONB30BANMH 12-13-HemenbHBIX CAMIIOB KPBIC THHUH Bucrap
BecoM 380 - 400 r. B kauyecTBe "4yskakoB" HCIOJIB30BAJM CAMIOB KpbIC 7-8 Hexems BecoM ot 280 o 300 .
Kpeic-pe3uacHTOB COACPIKAMH C CAMKAMH KPBIC B TCUCHHE 8 NHEH O YCTAHOBJICHHA TEPPHTOPHATBHOCTH.
Kpplc-uyskakoB coepaiy B rpynmax mo 3 ocobu ¢ JpyTrUMH KPHICAMU-CAMIAMH aHAJIOTHYHOTO BO3PAcTa/Beca
Tena. Bee )KHBOTHBIC CONCPKAIUCH B KOHTPOJIHPYEMOit cpene ¢ remmeparypoi 22 + 3 © C, BrakHOCTBIO 50 + 20
%, IUKJIOM CBET/TEMHOTA 1O 12 yacoB Kaykapid U 15-20 cMeHaMU CBEXKETO BO3AyXa B 4aC H MMEIH CBOOOIHBIH
JOCTYI K MHIIEC H BoAc. Bce 3KCHEPHMEHTHI HA >KUBOTHBIX NMPOBOAMINCH B COOTBETCTBHU C PYKOBOIALIMMHU
npuHIMnaMu KoMHTETa MO KOHTPOMIO M HAOMIOACHHIO 3a JKcnepuMeHTamMu Ha kuBOTHBIX (CPCSEA),
MekayHapoOAHOW AacCOUMAIMHM OLCHKH W AKKPSIUTAUMH JaO0OpAaTOPHBIX HCCICAOBAHHN HA JKHBOTHBIX

DenepanpHoro npasurenbctBa Muaun (AAALAC).

AHamu3upyeMsIil coctaB: TpeOyeMoe KOTHUYSCTBO COCTaBa 4 THAPOXIOPHAA JCKCMEICTOMAINHA B3BCIIHBAA U
AN CCPHHHBIC PAa3BCACHUA AT MOIYYCHHA COOTBCTCTBYKOINMX 103 cornmacHo Tadmumme 5. PaseBeacHus
TOTOBIJIM CBE)XKAMH KKIBIH JCHb 1O BBEACHHUS JO3bI, MPUMCHIA C 3TOH menbio 0,9% Qu3nomormyeckuii

COJICBOM pacTBOP U3 COCTaBa 4 AJIsI BCETO UCCICAOBAHMUA.

ITopanox mpoBeAecHUA 3KCIIEPHMEHTA: [1ocae akKIMMATH3a0UH B TEUEHHUE 3 - 5 THEH, KAKAOTO CaMIA-Pe3HACHTA
MOMEIIAIU Ha 8 AHEH C KphICOM-CaMKOl. B JeHp 8 aHANMM3HpOBAIM OCHOBHYIO arpeCcCHI0 Y CAMIIOB-PE3UACHTOB,
MmoJBepras WX KOHTAKTY C "KpbIcoii-uy:kakoM" B TeueHHe 10 muHYT. 11 HCCIEOBAaHUS HCIOIB30BAJHCH
TOJILKO TE >KHBOTHBIC, KOTOPHIC IPOJCMOHCTPHUPOBATIHM ArPECCHIO B 3TOM TECTE€ OCHOBHOHM arpeccHu. JTH
JKUBOTHBIC OBUIH 3aTE€M PAHIOMH3HPOBAHBI C MOMOIIBI0 crocoba crparmukanmy mo Becy Tena. Bo Bpems
PaHIOMH3ANNH W3MCHEHHE BECA YKHBOTHBIX He IpeBbimano 20% o1 cpexHero Beca Teia B rpymie. JKHBOTHBIC
COJICPKAINCh BMECTE C CAMKOH KpBICHI B TEUCHHE JOIONHUTEIBHOTO MHA. B 1IeHb 9 KMBOTHOTO-pE3HICHTA
CHIAPHUBAJH C >KHUBOTHBIM-YY>KAKOM COOTBETCTBYIOIICIO BECa, TAK YTO BEC Tela PE3UACHTA BCETAa ObLI OOJIBINE,
YeM Y Uy’Kaka. ITO JOJDKHO OBLIO CIIOCOOCTBOBATH JOMHHUPYIOMIEMY, arPECCHBHOMY MOBEACHHUIO ¥ KUBOTHBIX-

pe3uaeHToB. ITocne paHaoOMM3aIMK KUBOTHBIM MPUCBAWBAIM MOCTOSIHHBIN HOMep. Knerku naeHTH(GUIIpoBamu
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IO KApTO4YKaM € YKa3aHHUCM HOMCpPA UCCICAOBAHMWA, KOAA UCCIICAOBAHNA, HOMCPA I'PyIIIbI, MOJIa, A03bI, HOMCPA

KJIICTKH U HOMEPA JKUBOTHOTO.

CaMuamM-pe3HIcHTaM KpPbIC BBOIUIM PA3HBIC O3Bl AekcMeneToMuauHa rugpoxiopuga (Dex) 3a 15 muHyT 10
AHATM3a TOBEACHHS CyOMHHIBAaTbHO WM BHyTpuBeHHO (Tabmuma 5). s cyOaMHTBAIbHOTO BBEIACHHUS KPBIC
JepKanu B OJHOHM pyke, a TYNBIM INMATEJICM A3bIK IEPEMEINATH B OJHY CTOPOHY prTa. JIeKCMEAeTOMHIWHA
THAPOXJIOPHA 3aTeM BBOJWIM CyOJIHMHIBAJbHO B (OpPME SKHIKHX Kamelb B ONPEACICHHOH KOHICHTPALHH C
MOMOIIBE) MHUKPOTHIICTKH M JABAJH BO3MOXHOCTh a0COpOMpoBathcsa B TeueHume 50-60 cexyna. Jlmazemam
MPUMCHSIH B KAaYECTBES KOHTPOJIBHOTO COCAMHCHMS M BBOJWIN BHYTPHOPIOIIWHHO. [ TPYIIIbI, MOJyYaBIICH
HOCHUTETh KauecTBe KOHTPO, mnpuMeHsum 0,9% (u3nogormueckuii COJIEBOH PacTBOpP, BBOJHUMBIH

CyOJIMHIBAITbHO WJIH BHY TPHBEHHO. | 'pymma HopMmaasHOTo KOHTpos (HK) He monyyana HUKAkOTO TCUCHHS.

IloBeneHUE KPBIC-PE3UACHTOB PETUCTPUPOBAH C MOMOIIBI0 MOJBECHOM BHACOKAMEPHI B TCUCHHE 15 MHHYT, a
aHAMH3 TOBCACHHA B OQ(IaliH PeKUME TMPOBOAWIH C MOMOINBID MporpaMMHOTO obecmeucHHs Noldus
Ethovision XT. Uro0bsl OTIHYHTH KPBICY-PE3HACHTA OT KPBICHI-UY’KAKA B BHICO3AIMCH, KPBICY-Uy’Kaka
MapKUPOBAJM HETOKCHYHOM Kpackod. Jlad aHami3a MOTCHIHAIBHOIO BIHAHHA JCKCMEICTOMHUAMHA
THAPOXJIOPHIA HA HXHUTANUIO aBTOPHI KOJIMUCCTBCHHO OLCHHIM PA3IHIHBIC IOBEICHUCCKHE NMAPAMETPBI, TAKHE
KaK aHOTCHHUTAIbHOC OOHIOXMBAHHE, IIPECICIOBAHHE, KyCAaHHE, HANAJCHHE H TICPHOJ OKHIAHHA IIEpes
HanmaaCcHHUCM, a TAKKC HGfITp&J'[BHBIG MOBCACHUCCKUC MAPAMCTPBI, TAKUC KaK MOHMCKOBAA AKTHBHOCTB, YXOZ 3a

TCJIOM H IEPHOA HCMMOABHIKHOTO IMTOKOA.

Tabmuna 5. Uccnenosanue s¢pdexrusrocTu: I pyms! JeUcHUS

I'pynna Kon-Bo Koropra 1 Koropra 2
JKUBOTHBIX

Ne (CyOmuureanpHoe BBeneHHME [JO3bI - | (BHyTpuBEHHOE BBEOCHHE O3Bl -
COCTaB 4 CKOPPEKTHPOBAH Ha | ACKCMEACTOMUAMHA THAPOXJIOPHI B
CIICAYIOIIHUE TO3BI) BOJC WM (PH3HOJIOTHYCCKHUI PACTBOP)

1 8 HopmanpHsIit KOHTPOJIB

2 8 Hocurens B kauecTBe KOHTPOJIA Hocurens B kauecTBE KOHTPOJIA

3 8 Hexcmeneromuauna rugpoxmopun (0,5 | Jdexcmeaeromuanna ruapoxiaopun (0,5
MKT/KT) MKT/KT)

4 8 Hexcmeneromuauna rugpoxmopun (1,0 | Jexcmeaeromuauna ruapoxmopuzn (1,0
MKT/KT) MKT/KT)

5 8 Hexcmeneromuauna rugpoxsopun (1,5 | Jdexkcmeaeromuanna ruapoxiaopun (1,5
MKT/KT) MKT/KT)

6 8 Hexcmeneromuanna rugpoxyopun (3,0 | Jexcmeaeromuauna ruapoxiopun (3,0
MKT/KT) MKT/KT)

7 8 Juasemam (3 Mr/kr, B/Op)

Crarucruueckuit  aHamm3: CTaTHCTHYECKMI  aHANW3 BBHINOTHAIM C  IOMOINBEO  BAJIHIAMPOBAHHOTO
cTaTucTHYecKoro mporpammuoro odecmneuenusa (GraphPad Prism 6). /laHHbIE mpeACTaBICHBI Kak CpeaHee =+

COC. Ins cpaBHEHHS COOTBETCTBYFOIIUX TPYIII MPHUMCHAIH O0THO(AKTOPHBIH AUCTICPCHOHHBIN aHamm3 ANOVA
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(AUCTICpCUOHHBIN aHANMH3) C MOCJICAYIOMMM «TECTOM MHOKCCTBCHHOTO cpaBHeHmaA J[lamHerta » ¢ 95%

JOBEPUTEIBHBIM HHTEPBATIOM. P < 0,05 pacueHHBANIH KaK 3HAYHMOC.

Pesymprarsl: JlaHHOE HCCIETOBAHHE OBLIO NMPOBEACHO A OLCHKU 3(Pdekra CyONUHrBAIBLHO/BHY TPHBEHHO
BBOJUMBIX PA3IHYHBIX 03 JEKCMEACTOMHAMHA THAPOXJIOPHIA HAa KUTHPOBAHHOC HOBEACHHE B MOJCIH

QKHUTALWH WK arPECCHH "1y KaK-PE3UACHT" Y KPBIC.

Opdexr CyOJIMHI'BAJIbHO/BHY TPHBEHHO BBOJUMOTO JCKCMEACTOMHUINHA THAPOXJIOPHAA HA

arpeCCHBHOC/DKUTAHOHHOC MOBSACHHUE B MOJCTH "Uy)KAK-PE3HACHT" V KPBIC:

KpbIChl TEMOHCTPHPYIOT pa3NIUYHBIC 3alIUTHHIC AKUTHPOBAHHBIC (DOPMBI TOBEACHHS, TaKHE Kak
AQHOTCHUTAIPHOE OOHIOXHBAHHE, IPECICIOBAHME, KyCaHHE H HamaJcHUE (MOKA3aTelH AKUTHPOBAHHOIO H
arpecCHBHOTO MOBEICHHS), KOTAA OHH IOJBEPTalOTCS KOHTAKTY C HOBBIM CAMIIOM B CBOCH JOMAIIHEH KIETKE.
CaMeI-Hepe3uICHT BOCIIPHHUMACTCS KaK Yy KAK, a CAMEI-PE3UICHT HMEET NPH3HAKH QKHTALMH U HAMAJAeT Ha
caMIa-uy»kaka, 4ToOBl 3AIIUTUTh CBOK TECPPUTOPHIO. B JAHHBIX 3KCIIEPUMEHTAX, KPbICBHL, ITOJyYaBIIHC
HOCHTENb, IPOACMOHCTPHPOBANM IIMPOKHA AHWAma3oH (OPM arpecCHBHOTO MOBEICHHA, H KpPbICA-UyKaK
NOABEPrajach AHOICHHUTAJIBHOMY OOHIOXHBAHHIO, HANAACHHIO, NPECICAOBAHHIO U KYCAHHUIO CO CTOPOHBI

PE3UACHTHON HITH JOMHHHPYFOIIEH KPBICHL

Hexcmeneromumuaa  ruapoxyopun  (Dex), BBOAMMBIN — CYONMHTBANBHO, VMCHBINANI  HYaCTOTY |
MPOIODKUTCIFHOCTD 3THX (DOPM MOBEACHHA 10303aBHCHMBIM 0o0Opa3oM (Dur. 1A u @ur. 1B). 3nauntemsHOe
CHIDKCHHUC HAOIFOJAIOCh B MOKA3ATEILIX MPECACAOBAHNA H HANIAJCHHUA 110 CPABHCHHUIO C KOHTPOJIBHOH TPYIIIOH,
MOJyYaBIICH HOCHTEb. AHAJOTHYHBIM 00pa30M, BHYTPUBCHHOE BBCACHHE JCKCMEACTOMHUANHA THAPOXJIOPHIA
(Dex) cHWKAIO BCE MOKA3ATEIN arpeCCUBHOTO U askutupoBaHHOTO noeeAcHuA (Our. 1C u ©ur. 1D). [Ipu go3ax
Bbme 0,5 MKI/KT HAaOOJAOCh 3HAYHTENBHOC CHIDKCHHE AHOTCHHTAJIBHOTO OOHIOXMBAHMSA, KyCaHUA H
HATAJCHUS 1O CPABHCHHIO C KOHTPOJBHBIMH >KHBOTHBIMH, mojay4aBmmmMu HOcHTEHb (Dur. 1C u @ur. 1D).
DTANOHHOE COCAMHCHHE aua3enam (3 MI/Kr, B/Op) TakKe BBI3BIBAJIO 3HAYUTCILHOC CHIDKCHHE BCEX MOKA3aTeNCH

arpeCCHBHOTO H AXKHTHPOBAHHOTO MOBCIACHHUS, OLCHHBACMBIX B ATOM Hcciaeaoanun (dur. 1A - 1D).

O(pdext CyOIMHTBATFHO/BHYTPHBCHHO BBOAMMOTO JCKCMCICTOMHAMHA THAPOXJIOPHIA HA TCPHOJ OXKHIAHHUI

nEPea HAMAACHUCM.

B ponomHeHne K M3MEHEHHIO YAaCTOTHI M NMPOAOJLKUTCIBHOCTH HAMAACHUA CAMIA-PE3HACHTA aBTOPBI TAKXKE
oucHmmH 3P@PekT aexcMmeacroMuauHa THApoxyopuaa (Dex) Ha TMepHOA OKHIAHHA TICPCT HATIAACHWEM HA
KPBICY-Uy>kaKka. ABTOPHI HAOMIOJANH YBEIMUCHHC NMEPHOAA OXKHIAHWS NEpe] HANMAJCHHEM HA KPBICY-Uy’Kaka
mocyie CyOINMHTBAJIBHOTO BBEICHHS JEKCMeAeToMuamHa ruapoximopuaa (Dex) mo3o3aBucHMBIM 00pa3oM, 4TO
VKasblBaeT HAa CHYDKCHHE YPOBHA arpeccuu u askuramuu (puc. 2A). Korga nexcMeaeTOMHINHA THAPOXIIOPHT
(Dex) BBOAMIN BHYTPHUBEHHO, QHAJOTHYHOC YVBEIMYCHUEC MEPHOAA OXKUAAHMA NMEPE] HANAJACHHEM HA KPBICY-
4yy)Kaka MPOHCXOJMIO J0303aBHCHMBIM 00pa3oM, KOTOpO€ OBUI0 3HAYHMTCIBHBIM IO CPAaBHCHHIO C
KOHTPOJIbHBIMH JKHBOTHBIMH, MOJYYaBIIUMH HOCHTENb. B A03¢ 3 MKI/Kr (®ur. 2B). )KusoTHbIE, MOTyyaBIINe

JIUa3enaM, MpoJISMOHCTPHPOBAIIH MTOJTHOE OTCY TCTBHE NOBEACHUA B (popMe HamaneHusa (Dur. 2A u 2B).
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O¢dexr cyOMMHTBAIPHO/BHYTPHBCHHO BBOJHMOIO JICKCMCICTOMHAMHA THAPOXJIOpHAA HA HECHTPAIbHOE

MOBCACHHC

HeiirpansHoe moBeAcHUE, TAKOE KaK YXOJ 32 TEJIOM, MMOUCKOBAsA AKTUBHOCTh U MEPHO HEMOABIKHOCTH/TIOKOS,
OLCHUBATH IOCJE JEYCHHSA JCKCMEACTOMHAWHA TruapoxiopuaoM. [locne CyOIMHTBaIbHOIO BBEICHUA
JEKCMEJCTOMHANHA THAPOXJIOPHAA HE HAOMIONANOCh HHKAKUX CYHICCTBCHHBIX H3MCHEHHH, 32 HCKIFOUCHHEM
CHIDKCHHSI TIOMCKOBOM aKTHBHOCTH, HaOmrogaemod mpu mo3ax 1,5 mkr/kr m 3 mxr/kr (©ur. 3A u 3B), mo
CPAaBHCHHUIO C KOHTPOJBHBIMH >XHBOTHBIMH, IOJIYYABIIMMH HOCHTEb. AHAJOTHYHO, BHYTPHBCHHOC BBCICHHC
JEKCMEICTOMHIMHA THAPOXJIOPHIA HE OKA3bIBAJIO 3HAYMTEIBHOTO BIWSHHSA HA YXOJ 32 TEIOM H TOHCKOBYIO
AKTHBHOCTH IO CPABHCHHIO C KOHTPOJBHBIMHU >KHBOTHBIMH, HOJTYYABIINMH HOCHTEIb, 3a HCKIIFOYCHHEM 0361 3
MKT/KT. OTHOCHTCIIFHO BIIMSHHA HA TICPHOT HCMOIBIXKHOCTH/TIOKOS, 3HAYATCIHFHOTO A(()CKTa CYOIMHTBATBHO
BBOJMIMOTO JTEKCMEACTOMHUIMHA THAPOXJIOPHIA MO CPABHCHUIO C KOHTPOIBHBIMH KHBOTHBIMH, ITOJYYaBIIHMH
HOCHTENIb, HE OTMCYAJM, XOTS BHYTPHBCHHOC BBEICHHE IECKCMCICTOMHIMHA THAPOXIOPHAA 3HAYUTEIHHO
YBEIHYHUBAIIO TICPHOI HCTIOABIKHOCTH B 103¢ 3 MKI/KT (©ur. 3C u @ur. 3F). 3TamoHHOS COCTMHCHUE THA3CTIAM
(3 mr/kr, B/Op) 3HAYMTENHPHO CHIDKANO YAaCTOTY W HMPOJODKHTEIPHOCTh BCEX HEHTPANBHBIX (POPM MOBEICHHI,

OLCHUBACMEBIX B 3TOM HCCJIICIOBAHUH.

Hnrepnperanmsa

B 1aHHOM HCCICIOBAaHHMH ABTOPHI H3y4YadH NOTCHIHAN ACKCMEACTOMHMAMHA THAPOXJIOPHIA OTHOCHTEIBHO
CHIDKCHUH arpecCHH U KHTALHH B MOJCTH "pEe3HICHT-UyXak" y Kpbic. Monenpb "pe3uacHT-dyKaK" SBIIETCA
XOPOIIO H3BECTHOM JOKIHHHYSCKOH MOJEIBIO ArPECCHH/QKUTALMU M MO3BOACT CHOHTAHHO U €CTECTBECHHO
BBIPAKATh KAK arpeCCHIO HANAACHMA/AKMTALMIO, TaK H 3allUTHOC NMOBEACHUE Y JaOOPATOPHBIX IPBI3YHOB B

NOJIy IPHPOTHBIX JIAOOPATOPHBIX YCIOBHAX.

1. Cy6derBam>Hoe BBCACHHUC ACKCMCACTOMHUAHHA THAPOXJIOPHAA NMPUBOAUIO K J0303aBHCHMOMY CHHO)KCHHKO
HCKOTOPBIX IMOBCACHUYCCKHX MmoKasarenei ArpeCCHU U AKUTALIHUU, TAKHX KAK AHOTCHHTAJILHOC 06H]0XI/[B3HI/I€,

NOPCCICAOBAHUC, HANTAACHUC U Ky CAHHC.

2. 3HAYHTCIPHOC YBCIMYCHHC MCPHOAA OXKUAAHHUA MEpPel HANAJCHHEM KpPBICHI-UY)KAaKa HAOMIOJATH B
J0303aBHCHMOM TIOPAIKE ¢ MPSAMCCTBYFOLIEM JICUCHHEM ACKCMEICTOMUINHA THAPOXIOPHIOM MO CPABHCHHIO C

KOHTPOJBHOH IPYNIOH, MOTyYaBIICH HOCHTE .

3. B HeHiTparbHOM MOBCACHUH YKHBOTHBIX HHKAKHX M3MCHCHHUHA HE HAOJFOIAI0CH, UTO YKA3BIBACT HA OTCYTCTBHUC
SBHOTO TPCBOXKHOTO TOBCACHHA V  KPBIC-PC3HACHTOB, TOJIYyYABININX  CYONHHTBAJIBHO  BBOJHMBIH

ACKCMCACTOMHAAWHA THAPOXJIOPHA.

4. V3 nmo3, mpumMeHACMBIX B JaHHOM uccrnemoBanun (0,5-3 Mir/xr), mo3sl 1-1,5 MKr/kr (mo3sl, BBOIMMEIC
CyOJIMHIBATBHO HJTH BHYTPHUBCHHO) 3()(EKTHBHO CHIKATH MOBCACHUYCCKUE MOKA3ATEIM ArPECCHH M A)KUTALHH

0e3 CYIICCTBCHHOI'O BJIMSHUA HA HGfITp.’:lJ'ILHOG IMOBCACHHUC.

BrBox: JlekcMeneToMUAMHA THAPOXJIOPUA 3(P(EKTHBHO CHIKACT Pa3IMUHBIC IOKA3ATCIH OKUTAIMH H

arpeccun B MoAeH "pe3macHT-uykak" y kpeic. Joza 1 - 1,5 MKr/kr 3()()eKTHBHO CHIDKANIA TOBCICHUCCKHC
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MOKA3ATCITH arpecCHH M KUTAUUH O3 CYIICCTBCHHOTO BIHMSAHHA HA HCHTPAJIbHOC TMOBCACHHC. B maHHOM
uccreaoBaHun 3PPEKTHBHOCTH CYOIHHTBATBHO BBOIMMOTO JCKCMEICTOMHUINHA THIPOXIOPHIA KOPPEIHPYET C

BHYTPHUBCHHBIM BBEICHHUEM JCKCMEICTOMUINHA THAPOXIOPHAA B 3TUX 103ax (Tabmima 6).

"pymma 3HAuUCHHs P, NONYYEHHBIC IIOCIE CTATHCTHYCCKOTO CPABHCHUA CyOJIMHIBAJIBHOTO H
BHY TPHBCHHOTO Iy TH BBEACHHSA C IIOMOIIBIO t-Kpurepus CThIOAEHTa

JITUTEIbHOCTH (CEK)

[Mpecnenosanune [Kycanme |[Hamanenue/Oopsba  |AHoreHurenbHoe |[[lepmon oxwmaHus —mepen
OOHFOXHBAHHC HATIAICHICM

HK 1,000 1,000 1,000 1,000 1,000
Hocurems 0,207 0,069 290 753 0,136
1Mkr/kr 0,506 0,102 204 ,090 0.207
15 Mxr/kr 0,125 0,059 1107 727 0,508

Tabmmma 6. B cpaBHeHMH MeXQy CyOJMHIBAIBHBIM M BHYTPHBCHHBIM IIyTEM BBCACHHSI T'HAPOXIOPHAA
JIEKCMEICTOMHIMHA B 103aX | ®W 1,5 MKI/Kr HHUKAKUX CYIICCTBCHHBIX Pa3IHIuil (TO €CTh B AHAJOTHYHBIX
s(dekrax B pe3ynabraTe CyONMHIBAJHHOTO M BHYTPHBEHHOTO BBEACHHS) B OTHOIICHHH ITPOJODKHTCIHHOCTH
MOBCACHYCCKUX TMOKA3aTCICH arpecCHU H AKHTALMHU (IMPECICAOBAHME, KyCaHHE, HANAJACHHE, AHOTCHHTAIBHOC
OOHIOXMBAHUE, TIEPHO/ 0XKUIAHMA IIEPe] HamaJAcHueM) He Habmogamm. CTaTHCTHYECKHH aHAIN3 BBIOTHAIN C
nomonipio t-kpurepust CterogenTa. * p < 0,05, ** p < 0,01, *** p < 0,001 u **** p < 0,0001. CpapHeHHE

CyOJIMHIBaJILHOTO H BHYTPUBEHHOTO Iy TCH BBEICHHA.

OcCHOBBIBAACH Ha 3(Q(PEKTUBHBIX [03aX A KpbIC 1-1,5 MKI/KT, 3KBHBAJCHTHBIC CYOIMHIBAJbHBIC TO3BI A
yenoBeka ObLTH paccuuTaHbl Kak coctaBistonmme 0,161 mxr/kr u 0,242 mir/kr. O0mas SKBUBAICHTHAS 103a LI
yenmoBeka BecoM 60  kr  Oymer cocraBmare 10 w15 wmxr  (https: /www.  fda.

gov/downloads/drugs/guidances/ucm078932. pdf).

IMpumep 3: KommdecTBeHHas oneHKa ackcmeaetomuamna (0,5-3 MKI/KT) B 00pa3max IUIA3MBI KPBIC METOIOM

KX-MC/MC

Hemp: OueHuTs YPOBHH ACKCMEICTOMUANHA B 00Pa3Hax IIa3Mbl Y KPbIC, IIOJIYUCHHBIX MOCJIC BHY TPHBCHHOTO H

CYOIMHTBATFHOTO BBSACHHUS KUBOTHEIM 103 0,5, 1, 1,5 1 3 MKT/KT.

3ab0op kpoem: /i1 ompeaeicHWSA KOHICHTPAMH ACKCMCACTOMHIWHA B IUIA3ME KpbicaM (n = 3) BBOJWIH
THAPOXJIOPH, JEKCMEACTOMHIINHA CyOIMHTBAIbHO WM BHYTPHBEHHO B PA3HBIX /033X (COCTaB 4 JTOBOJHIH 10
0,5, 1, 1,5, 3 mxr/xr). Kposs coOupamm mon nerkoii aHectesmedl H30(IyPAaHOM W3 PETPOOPOHUTAIBHOTO
crurereHmst yepes 0, 5, 15, 30, 60 u 120 munyT Mocnie BBeACHH 40361 [1n1a3my oTaemsm u xpanmm npu -80 ° C

A0 aHATN3a KOHICHTPAIUHA ACKCMCACTOMUIANHA.

Marepuainsl 1 CHocoObI

[IpuroroBicHHE CTAHAAPTHBIX PACTBOPOB



WO 2018/126182 44 PCT/US2017/069030

CraHmapTHBI UCXOTHBIH PACTBOP THIPOXJIOPHIA ACKCMCSACTOMUANHA TOTOBIUIA MyTeM pacTBopeHuA 1,358 mr
THAPOXJIOPHIA AeKCMeaeToMuanHa B 1358 M Boabl MIni-Q 10 ZOCTIKCHUA KOHICHTpanuu 829,071 mr/mo.
Paboune pacTBOPHI pa3IMYHBIX KOHIICHTPALWI TOTOBIIIH C MPUMEHEHUEM pa3zbasurend (MeTaHoI: Boaa (50: 50)
% 00. /00. ).

TonOytamMua TNPUMEHSUTH B KAYECTBE BHYTPECHHETO CTAHAAPTAa, M Cr0 HCXOJHBIA PACTBOP TOTOBHIH
pacteoperueM 25 mr tomdytamuaa B 1000 mxa JMCO mo moctwkeHus KoHueHTpauuu 25 mr/miu PaGouwme
PACTBOPHI PA3IHYHBIX KOHICHTPALMN TOTOBHJIM C MPHMCHCHHCM pa3daputet (aneToHHTpHI. Boga (50: 50)%
00. /00.).

[Tpurorosnenne pacropa 1 SPE u xpomarorpaduu: I[Toxsmwkras daza A (10 mm popmumara ammonms, pH
3,50): B3semmBamu 0,6306 T (hopmMmaTa aMMOHHA B IEPEHOCHIHN BO (DIAKOH U1 peakTHBOB 00beMoM 1000 M.
K stomy mobaBmsmm 1000 M Boasr Mmmmm-Q u pH mMOJIy4CHHOTO PacTBOpa JOBOMWIH T0 3,5 C MOMOIOBEO

MYPaBbHHOHN KHCIIOTBL

INoxsmwxHas daza B: 100% aneroruTpHI

PazbaButens (Metanor Boma (50: 50) % 06. /00. ): 50 M MeTanona cmemmBamy ¢ 50 M Boasl MuLm-Q.

[Nomy4eHHbIH PacTBOP MPHMEHSAIN B KAUECTBE Pa30aBHTEI.

PactBop s mpomemBku: 100 Mxin amvmaka cmemmBamd ¢ 100 mm Boxel Mumm-Q. ITosydeHHBIH pacTBOp

NPUMCHAIM B KAYCCTBE PACTBOPA AT MPOMBIBKH.

Pacteopurems ana smoupoBaHmsa: 100 MKI MypaBbUHOM KHCIOTHI cMemmBaiu ¢ 100 Mia ameToOHHTpHUiA.

INomyyeHHbIH pacTBOP MPHMEHSIH B KAYECTBE PACTBOPUTEIIA JI SIFOUPOBAHHA.

Anamutuueckue Metonpl: OOpasipl aHamM3upoBamu ¢ nomompro cucreMbl BOXXX Agilent 1290 Infinity II,
coeauHeHHOH ¢ mpubopom AB Sciex Triple Quad (API-5000). XpomaTorpaduieckoe pa3acacHAUe MPOBOIHIIH C
mpumcHeHHeM koyoHkH Agilent Zorbax Eclipse plus C18 (50 * 2,1 mm, 1,8 MKM) B IpaIHCHTHOM PEKHME.
IMoxemwxkHas (aza cocrosma w3 10 MM ¢Qopmmara ammonmsa ¢ pH 3,5 (mogsmwxkmas ¢aza A) u 100%
aneronuTpuiaa (moaswkHag (asza B). Temmneparypa xomouku coctasraia 40 °C, a CKOPOCTh MOTOKA COCTABIIAIA
0,35 m/mus. [Tpudop MC pabotan B monoxkuteasHOM peskmmve (ESI +). [t anamaza 2 M1 00pas3ia BBOIWIH B

npudop XKX-MC/MC. Temmeparypa aBroMaTHIeCcKoro mpobooTdopHuKa cocrasisuia 7 © C.

O6pa3ms! at korTpoIrt kadecta (KK) rorosumm B coorBeTcTBrH ¢ Tabmeit 7:

Tabmmma 7
JlexcMemeToMuIuH KOHI] ﬂ| OxoruatempHast |[KK ID
(PactBOp A) O6sem  pacTBopaXomocroit  mysOOmIHH 00BCMya THGpOBKa

A (MKIT) MIa3Mbl (MKJI) (MK
(Hr/MUIT) Kon1 (ir/mom)
1,114 2 U8 50 44,571 LQC
371,424 2 U8 50 14856,962 MQC
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928,560 2 o] 50 37142406 HQC

ITpurorosneHue 006pa3LoB

Jns mpurotoBneHus 00pa3uos npuMeHs 96-nyHouHbIH mianmer WCX SPE. [ sxcrpakuuu npumersm S50
MKJ o0pa3ia mia3Mbl. Hapsiay ¢ mccneayempiMu oOpa3namu, Takoke 00pabaThiBaM OHH HAOOP JTHHCHHOCTH H

nBa Habopa koHTpoJrt kayecTra (KK).

[MpenpapurenpHas oOpadoTka oOpasmo: K 50 mxia mmasmer mobaBmamu 10 Mkn pabodero pacTBopa
tosnOyTamuaa (tondyramux 250 wr/mim). [ocre nepemenmBannsa nodasmum 50 Mra Oydeproro pacteopa (10
MM ¢Qopmuar ammonus, pH 3,5). CoxmepxuMoe NEepeMEIIHBAIN BHXPEBBIM CIOCOOOM M 3arpykaid Ha

MPEIBAPUTEIIEHO 00paboTanHbNi miaHmeT SPE.

AHAJIN3 XX-MC/MC

[Mocne momemeHns KapTpupKeii B yctaHoBKY SPE ¢ OTpHIIaTEIHBIM JaBICHUECM UX KOHAHIIMOHUPOBAIH Iy TEM
mpomyckarusa 200 mxn 100% meranona, a 3arem 200 mxa Boasl [lpeasapuTebHO 00pabOTaHHBIC OOPA3IIBI

TIJIA3MBI 3aTEM 3arpyrKajid B MPCABAPUTCIBHO KOHAUITHOHHPOBAHHBIC KAPTPUIKH.

IMocme 3arpy3ku mMpeaBapUTEIIFHO 00PaOOTAHHBIX 00PA3LOB IUIA3MBI KAPTPUIKA MPOMBIBATH C MPUMCHCHHCM
100 mxx 0,1% pactBopa amMmmaka. B koHue cBA3aHHBIH aHAIWT 3moHpoBantu ¢ nmpumeHeHHeM 50 Mxia 0,1%
MYPaBbHHOH KHCIOTHI B QL[ETOHUTPHJIC. DTOT 3TAIl MOBTOPSUTH JIBAKIBI AJI ITOJHOTO 3IFOHPOBAHUA. KOHEUHBIH
00BeM 3moeHTa coctasut 100 Mxn. K 100 mxur amoeHTa nobasmmim 50 mxa 10 MM ¢opmuara ammonus (pH
3,5), oOpa3npl NMEPEeMEHIMBAIH BHXPEBBIM CIIOCOOOM H IEPEHOCHIH B 96-TyHOUHBIH mumaHmer ami BOXKX
(Agilent) m mpencrasmum ant aHamuza MeroaoM JKX-MC/MC. Jna anammsza XKX-MC/MC Beoaumit 2 MK

obpasua. Kamubposounsie crangapts! 1 KK 00padaTbiBaanuch Tak ke, KaK U I HCCICAYSMbIX 00pa3LoB.

CpenHUC KOHUCHTPALMH JACKCMCACTOMHIWHA B ILIA3ME B PA3IMYHBIX 00pa3nax IUIA3MbI KPHIC B Pa3THYHBIC
MOMCHTHI BpeMcHH onpeaesumm MetoaoM KX-MC/MC ¢ moMoIsi0 mporpaMMHOTO obectieucHusa Analyst 1. 6.
2 (Tabmuma 8 u @ur. 4A u 4B) ¢ xanuOpoBouHOI KpuBoil B quamazone 0,011-53,001 H M1, MPUTOTOBICHHBIC B
XOJOCTOH TUIa3MBI KPBICHL. KamiOpoBOYHYIO KPHUBYK) TOATAHATH C TOMONIBK) JHHCHHOW PETPECCHH.
Kornenrpannn B KK u TecToBhIX 00pasmax (mr/MiI) MOMyYaNId W3 mMporpaMMHOTO obecmeucHHs Analyst Ha
OCHOBE KanmnMOpoBO4YHOW KpuBOH. Kpurepmum mnpmemneMocTH il kamuOpoBounod kpuBod m KK Obum
caeayromumu: 1) Tlo meHbImeH Mepe 75% HECHYICBBIX KATHOPOBOYHBIX CTAHIAPTOB JTOJDKHBI OBITH BKJIFOUCHBI B
KATHOPOBOYHYFO KPHBYIO CO BCCMH OOPATHBIMH PACUCTHBIMH KOHIICHTPAMAMHE B MPEACTAX OTKIOHCHUA + 20%
OT HOMHHAJIBHOH KOHIICHTPALHH (32 HCKIFOUYCHHCM HIDKHETO YPOBHA KOJHYCCTBEHHOTO ompeaencHus, LLOQ,
rae oTkiaoHeHHE + 20% mpuemiemo). 2) Koaddumuent xoppenauun (r) KamnOpOBOIHOH KPHBOH JODKCH OBITh
6omsmre win paseH 0,99. 3) o menpmei Mepe ase Tperu (4 u3 6) 00pa3uoB KK nomkxHEI OBITH B Ipeaciax +

20% OTHOCHTCIIPHOH MOTPEIIHOCTH (TOYHOCTH)

PesyabTaTsr:
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Tabnuma 8: CpeaHue KOHICHTPAIMHU B IJIA3ME KPbIC MOCKE CYOIMHIBAJBHOTO MJIM BHYTPHBCHHOTO BBCICHHSA

ACKCMCACTOMHUANHA THAPOXJIOPHAA B PA3JIMIHBIX O03aX

prr[rIBI CCpe,uHﬂ}I KOHHCHTpaHI/Iﬂ B r[r/MJ'I BIprHHBI CKOHI.[CHTpaIII/IH B Hr/MJ'I B paSHH‘{HBIj

CY6J'II/IHFBaJ'Ipa3J'II/I'-IH]>Ie MOMCHTBI BpeMeHH HOCJ'IeBHyTpHBeHI'H)HVI IMOMCHTbI BpeMeHH IIOCJIC BBCACHU

[bHBbIM IBBCACHHUA J03bI IBBCICHUCM (V"I[OSBI.

?I‘f‘;'@‘;’meMoMnH S5 B0 ko 2o |V 0 yua 5amm 15 B0 |60 aun[120
MHUH MU H IMHH MHH IMHUH IMHH IMHH

[ - DexBLQ P8 451 87 417 =BLQ |V - Dex. HCIBLQ [70 =6 B35 19 +BLQ

HCI 0.5 304 9.1 [89.7 0.7 5 MEL/KT, B/B 72 142 bo Bs

MKT/KT, C/JT

I - DexBLQ [51 47 43 H13 H19 VI - Dex. HCIBLQ |174 #90 +45 +63 HBLQ

HCl 1 447 D24 (135 R8  [7.07 [ mxr/r, B/B 125 121 17 [58.0

MKT/KT, /]I

1 - Dex)BLQ 84 27 31 37 436 =VII- Dex HCIBLQ |158 14 b5 31 1 4

HCI 1.5 377 71 55 [163 636 [1.5 mxr/kr, B8 s6.1 (17 [11.0 [103  [8.89

MKT/KT, C/IT

IV - Dex]BLQ [71 42 4160 #96 493 VIl - DexBLQ W71 =D66 =139 284 p4 4

HCI 520 [13.0 [117.9 P15 153.95 [HCl 3 wxr/kr, 249 Bl6 [180 174 .6l

B/B
3 MKI/KT,
c/n

BLQ: Hipke caMOT0 HU3KOTO MPEACIA KOMMMECTBCHHOTO onpeaeieHu anammsa (LOQ: 0,05 Hr/mvm)

¢/ cyOIMHTBABHO; B/B. BHYTPHBEHHO

Jlanubie BRIpaXeHHI Kak cpeaHee + CO.

WHrepnperanys 1 BIBOIBI

INocne cyONMUHIBaIbHOTO BBEACHHA ACKCMEACTOMHIMHA I'MAPOXJIOPHAA HAOMIOJAICA I0303aBUCHMBIH 3(deKT

HA KOHLCHTPALMH B IJIA3ME MPH MPUMEHECHHH 103 B auana3one 0,5 - 3 Mxr/kr (Our. 4A, Tabnuma 8).

IToce BHYTPHBCHHOTO BBCACHHS ACKCMEACTOMHIMHA THAPOXIOPHIA HAOMOAAJICS JO303aBUCHMBIH 3P dekT Ha

KOHLCHTPALMH B IJIA3ME MPH MPUMEHEHUH 103 B quana3oHe 0,5 - 3 Mxr/kr (Qur. 4B, Tabmuma 8).

Jo3er 1 u 1,5 Mr/kr 3((CKTHBHO CHIDKANM PA3IAIHBIC MOKA3ATCIH AXKUTAUWH W AarPeCCHH, HE OKA3hIBAA
3HAYUTEIHHOTO BIHMAHHS HA HEHTPAIBHOE MOBEACHHE. KOHIIEHTpaniy B IJ1a3Me MOCIIE BBEICHHS J03BI | MKI/KT
(cyOnmHrBaNIBHO W BHYTPHBEHHO) B HHTEpBaie oT 15 mo 30 MuHYT (BpeMs, COOTBETCTBYIOIICE BPEMCHH
TOBEICHYECKOTO OTBETA, HAOMOAAEMOT0 B HCCISAOBAHUN Y(P(PEKTHBHOCTH;, MPENapaT BBOJWIHA 32 15 MUHYT 10
aHAIA3a TOBCACHHA HA TPCAMCT KUTANUHM, W >KHBOTHOC HAOIOJATH B TCUCHHC |5 MWH) HAXOAHINCH B
muamazoHe ot 43 = 13,5 go 90 + 12,1 nr/ma (Tabmuua 8). AHAIOTHYHO, KOHICHTPAIMH B IDIA3ME MOCIC
BBEJICHHS 710361 1,5 MKI/KT (CyOIMHIBAIbHO M BHYTPHBEHHO) B MHTEPBAJE oT 15 10 30 MuH BappHpPYIOT OT 27 +

7.1 no 114 £+ 1,7 nr/mn (Tabmuma 8).
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dopmyna uzoopeTeHus

1. Criocob neyeHnst aKUTAILUH Y CYOBEKTa, Y KOTOPOrO UMEETCs aXKMTALMS, BKITIOUAIOIIHI
BBEJICHHE uepe3 CIU3UCTYIO ODOJOUKY MOJIOCTH pTa YKa3aHHOrO CyOwbekta 3(pQPeKTHBHOrO
KOJINYECTBA JEKCMENETOMUINHA W ero (hapMaIeBTHUYECKU MPHUEMIIEMON CoJu 0e3 MpUBENEHUS
MIPH 3TOM K MPOSIBJIEHUIO 3HAYMTENILHOTO CENATUBHOrO 3¢ dekra B TeueHrne npudIu3uTensHo 60

MUHYT [TOJI€ BBEIEHHUS, TI€ AKUTAIMs ACCOLMMPOBAHA C N30 PEHUEH.

2. Crmoco6 mo m. 1, rme ykasaHHBIH JEKCMENETOMUIMH WA ero (apMareBTHUYECKH
NPHEMJIEMYIO COJIb BBOISAT B JIEKAPCTBEHHOH (hopMe, BBIOPAHHOW M3 I'PYMIBI, COCTOSINEH U3

IJICHKH, KAaIICyJIbI, IIJIACTBIPA, MaCTHUIIKH, I'CJis1, CIIPEs, TaOJIeTKH U JKUOKUX KalleJlb.

3. Crnoco0 mo n. 1 wim . 2, rie yKa3aHHbIH JeKCMEIETOMUANH WK ero (hapManeBTHUECKH
OPUEMJIEMYIO COJIb BBOIST B J03€ OT MPHUOIM3UTENBHO 3 MHKPOTPaMM [0 NPHOIHU3UTENBEHO

100 mukporpamm.

4, Criocob mo 1. 3, rae ykasaHHasi 103a COCTABJISIET OT MPUOIHU3UTENBLHO 5 MUKPOTPAMM [0

npuOIU3uTEILHO 80 MHUKPOrPAMM.

5. Cnocob mo 1. 3, rae ykazaHHas 1032 COCTaBJISIET OT NPUOIM3UTENLHO 5 MUKPOIPaMM 10

npubu3uTeIbHO 70 MEKPOTPAMM.

6. Cmoco® mo m. 3, rae ykasaHHas 1032 COCTABJISIET OT NMPHOIM3UTENBFHO S5 MHKPOrpaMMm 10

npubu3uTebHO 70 MUKPOTpaMM.

7. Cnocob mo 1. 3, rae ykaszaHHas 1032 COCTaBJISIET OT NPUOIM3UTENBHO 5 MUKPOTPaMM J10

npubIu3uTEIbHO 60 MHUKPOTPAMM.

8. Cnocob mo 1. 3, re ykazaHHas 1032 COCTaBJIIET OT NPUOIM3UTENBHO 5 MHKPOTPaMM J10

npubIu3uTENHHO 40 MUKPOTPAMM.

9. Cnocob mo 1. 3, rae ykazaHHas J03a COCTaBJISIET OT NPUOIH3UTENBHO 5 MUKPOTPaMM /10

npubnu3uTeabHo 30 MEKPOTpamMM.

10. Criocob mo 1. 3, rae yka3aHHas 032 COCTaBJsieT MPHOIH3UTENBEHO 30 MUKPOrpaMM.
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11. Crniocob mo 1. 3, rae yka3aHHas 1032 COCTABJSIET NPHOIH3UTENEHO 60 MUKPOTpAMM.
12. Crnocob mo 1. 3, re yka3aHHas 1032 COCTABJsIET NPHOIH3UTENEHO 90 MUKPOTpaAMM.
13. Crniocob mo mobomy u3 mm. 1-12, roe akuTtaiius npenyCcMaTPUBAET arpeCCHIO.
14. Crniocob mo mobomy u3 nm. 1-12, rae axxuTanus npeayCMaTpPUBaET OCTPYIO AKUTALUIO.
15. Cnoco6 mo mobomy w3 mm. 1-12, rae axkurtanusi NpeayCMaTpUBAET XPOHHYECKYIO
KU TALUIO.
16. Crnoco6 mo mobomy u3 mm. 1-12; roe akurtanmsi mpeayCMaTpUBAET AKUTALUIO THKEIOH
CTETeH!.
17.  Cmnocob mo mobomy u3 mm. 1-16, roe nekcMeneTOMUAWH WM ero (papMmareBTHYECKH
IPUEMJIEMYIO COJIb BBOIAT CyOIMHIBAJIBHO.
18. Cnoco6 mo sobomy u3 mm. 1-16, roe nekcMeneToMUAWH Wi ero (papMareBTHUYeCKH
IPUEMJIEMYIO COJIb BBOIST TPAHCOYKKAJIBHO.
19. Cnocob mo nrobomy u3 mm. 1-18, rae gekCMeneTOMUOWH WM €ro (hapMaleBTHYECKH

npuemiieMasi CoJib IPEICTABIEHbI TUAPOXJIOPUAOM JEKCMEIETOMUINHA.
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AHoreHuTansHoe 0BHICXUBAHKE
2 HK B Hocurens TIDex; S5mdw G 136

o e

g 2 8 4 @

- )
{¥90} aiLooHausLmxuUoTody yseHuNo80D

dur. 1A. ekt gekcmeneToMuamMHa ruapoxnopuga (Dex), Beoaumoro
CcybnuHrBansHO B paanuyHbix gosax (0,5 - 3 MKr/Kkr), Ha COBOKYRHYIO
NpoAOIKUTENBHOCTb arpecCMBHONO M AXXUTUPOBaAHHOIO noBegeHun. [laHHute
BbipaxeHbt Kak cpegHes + COC. OpHodaKkTopHbIR aucnepcnoHHsI aHanns ANOVA ¢
nocnenyiouM anocTepuopHbiM Kputepuenm darHeTtta. " p < 0,05, " p < 0,01; ™

p < 0,001 u** p < 0,0001 no cpaBHEHO C KOHTPOMbHbLIMK XUBOTHBIMM,
nony4asLitM HOCUTENb (HOCKUTENb ).
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HacToTa BOZHMKHOBEHUA arPecCUBHOTO U XXUTHPOBAHHOTO NOBEACHUR

(1) BuHaTag0L cloHHegodULNE 1

MpecnenobaHue HanageHwe Kycanue

AHOTEHUTANLHOE OBHIOXUBBHKE
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dur. 1B. 3d ekt gekcmeneToMmuanHa ruapoxnopuna (Dex), ssoammoro
CYBRUHIBanNbHO B pasnuyHbiX gosax (0,5 - 3 MKI/KT), Ha YacToTy BOSHUKHOBEHMA
arpecCcUBHOFC W AXUTUPOBaHHOIC nosefeHWs . [aHHbie BbipakeHb KaK cpefHee

+ COC. OpHOhaKTOpHBIA AUCNIepCUOHHBIA aHanus ANOVA ¢ nocnenyrowmm
anoctepuopHbiM KpuTepuem daHHerta. *p< 0,05 " p< 0,01, ™ p<0,00t ™ p<
0,0001 no cpaBHEHWIO ¢ KOHTPOMNBHLIMM XXMBOTHBIMU, NOMYYaBLLMMU HOCUTENb (HOCUTEND).
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Coaoxynuaﬁ NPpoOaOIMKUTENBLHOCTL arpecCUBHOIC M AXMTUPOBAHHOIO nNosegeHUA

B HK gHocwmens £ Dex; 0.5 mxeh O B D T O 83 Teeoe 15wl OO DI D Sl G B2 Anasenam;  3miiioe/6p

AHOTEHWTaNLHOE OBHIOXMBEHWE

L t
) Ly - L o W o
b ~ b P A ~
wf -t i
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®ur. 1C. 3drdekT aekcmeneToMuanHa rugpoxnopinga {Dex), sBogumoro
BHYTPUBEHHO B pasniyHbiX go3ax (0,5 - 3 MKI/Kr), Ha COBOKYMHYIO APOAOITKMTENbHOCTL
arpeccUBHOIO U aUTUPOBaHHOIO NoBefieHWUA. [laHHbIe BhipaXeHk: Kak cpefHee

+ COC. OpHogakTopHbi# gucnepcroHHbii aHanus ANOVA ¢ nocnenyowinm
anocTepUopHBIM KpuTepkem HdanHeTTa. *p < 8,05, “p < 0,01, ™ p <000t n™"p <
0.0001 no cpaBHEHWIO C KOHTROMBHEIMW XXMBOTHLIMK, MONVYABLIMMK HOCUTENb (HOCKTE!L).
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®ur. 1D. 3ddexr gexcmenetomuanta rmapoxnopuna (Dex), BBogumMoro
BHYTPUBEHHO B pasnuyHbix gosax (0,5 - 3 MKI/Kr), Ha 4acToTy BO3HUKHOBEHUS
arpeccUBHOIO ¥ aXUTUPOBAHHOTO NoBeAeHUA. [laHHbIE BhipaXeHbt Kak cpegHee
+ COC. OgHodhaKkTopHbi gucnepclorHbid aHanns ANOVA ¢ nocnegyowmnm
anocTepuopHbiM Kputepuem daHHetTa. * p < 0,035, * p < 0,01, " p < 0,001 n ™**
p < 0,0001 no cpaBHEHMIO ¢ KOHTPOSbHBIMU XXUBOTHBIMU, NOMYYaBLLMMK HOCUTENb
(HocHTEnNk).
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@ur. 2A. 3¢ dekT gexcmeneToMmanHa ruapoxnopuna (Dex), BBogumora
CyOnMHrBaNsHO B pasnuuHeix gosax (0,5 - 3 MKr / KT} Ha nepuog oxugaHusa nepeqn
HanageHueM. [laHHbie BbipaxeHst Kak cpegHee = COC. CTaTUCTUYECKMIA aHanus
Bbin BhiftONHEH ¢ NoMoLbK0 ofHodakTopHoro gucnepcuoHHoro aHanusa ANOVA ¢
nocnenywwmrM anocTepuopHbiM Kputepkem flaHHeTtta. * p < 0,05, " p < 0,01, "™ p <
0,001 u ™™ p < 0,0001 no cpaBHEHWIO C KOHTPONbHLIMK XUBOTHBIMIA, NOAYYABLLXMM
HocuTens {HocKuTENb).
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dur. 2B. 3d ekt aexcmeneTomuanHa ruapoxnopuaa (Dex), BBOAUMOTO
BHYTPUBEHHO B paznuuHbiX gosax (0,5-3 MKkr/ kr) Ha nepuoa oxXugaHus nepeg
HanageHueM. [laHHbie BoipaxeHb! Kak cpegHee + COC. CtaTucTUUecKuil aHanus
Obin BHINOMHEH ¢ NOMOLLbIO ogHOMgaKTopHOro gucnepcunoHHoro aHannsa ANOVA ¢
nocnegywoilinmM anocTepuopHsiM Kputepuem landetta. * p < 0,05; *" p < 0,01; ™™
p < 0,001 n*™* p < 0,0001 no cpaBHEHUKD C KOHTPONbHBIMA XUBOTHBIMY,
nonyJYaBLIMMK HOCKUTENb (HOCUTENb).
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®ur. 3A. 3 dpexT gekcmegeToMuanHa ruapoxnopuga (Dex), BBoguMoro
cybnvHrBanbHO B pasnuyHsix gosax (0,5 - 3 MKI/Kr), Ha COBOKYTIHYIO
APOJOIMKUTENBHOCTL HEUTPANbHOIC NoBefeHNA, TAKOrO Kak yXo[ 3a Tefom

“ NOWUCKOBaA aKTUBHOCTbL. [laHHbie BbipaxeHbt Kak cpegHee £ COC. [aHHbie
BbipaxeHbt Kak cpegHee + COC. CTaTucThYECcKA aHanina Sbin BLIIONHEH ¢ NOMOLWLI0
ofgHodaKkTopHOro gucnepcuorHoro aHanusa ANOVA ¢ nocnegyrotium anocTepuopHsiM
kputepuem HanHetTta. " p < 0,05, * p <0,01; ™ p < 0,001 u ¥ p < 0,0001 no
CPaBHEHWUIO C KOHTPOSbHEIMWM HMBOTHLIMU, NONYYasivMK HOCUTENs {HOCUTENb ).
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HacToTa BOZHUKHOREHUS HENTPANLHOMO NOBEJCHUR
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dur. 3B. 3ddekT gekcmeneTomuanHa rmapoxnopuaa {Dex), BBOGUMOTO
cyOnNUHrBaneHO B pasnuyHeix gosax (0,5 - 3 MKF/Kr), Ha HYacToTy BO3HUKHOBEHUS
HeWTpanbHOro NosefeHUs, TAKOFO KaK yXof 3a TeNIOM U NOUCKOBaaA aKTUBHOCTD.
HaHHbie BbipaxeHbt Kak cpegHee + COC. [laHHble BbipaXeHbl KaK cpefHee *

COC. CTatucTUdecknit aHanus Obifnl BbiNOMIHEH ¢ NOMOLbI0 OAHOMAKTOPHCIO
aucnepcuoHHoro aHanuaza ANOVA ¢ Nocnegyiowm anocTepropHbiM KprUTepuem
HaHneTtta. “p < 0,05, p <0,01;, ™ p < 0,001 u ™ p < 0,0001 no cpaBHeHWO C
KOHTPOMbHBIMK XWUBOTHbIMM, NONyYaBLLIMMK HOCUTENb (HOCUTENb).
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®ur. 3C. 3dexT gekcmeneToMuanHa rugpoxnopuaa (Dex), BBogumMoro
cyGnuHreaneHoO 8 pasnuyHbIX gosax (0,5 - 3 MKI/Kr), Ha HeATpanbHoe noBeaeHne,
TaKkoe KaK nepuof HenoaBWxXHOCTU/NOKOA. [laHHbie BhipaxeHbl Kak cpegHee + COC.
[aHHbie BoipaxeHb: Kak cpegHee £ COC. CtaTtucTrdecknyt aHannsa Obin BuINOMHEH

¢ NOMOLBI0 OQHOAKTOPHOTO gUCNepCcuoHHOro aHannia ANOVA ¢ nocnegyiowum
anocTepuopHseiM KpuTtepuem OanHetta. * p < 0,05, ** p < 0,01, *™ p < 0,001 n =

p < 0,0001 no cpaBHEHKMIO ¢ KOHTPONBbHLIMUK XUBOTHBIMMI, NONYYaABLUWMW HOCKUTENbL
{HocuTens).
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Coaoxynuaﬂ NpooomKuTeNnbLHOCTL HEﬁTpaanOFO noceeneHA
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®ur. 3D. dpexT gekcmegeTomuuHa rugpoxnopuga (Dex), erogumorc
BHYTPUBEHHO B pasnuyHeix goaax (0,5 - 3 MKI/Kr), Ha COBOKYIHYIO
NpPOAOINKNTENBHOCTL HENTPANLHOIo NoBeaeHUA, TAKOFO KaK YXOn4 3a Tenom

¥ NOUCKOBaA akTUBHOCTL. [laHHbie BoipaKeHb! KaK cpefHee + COC. daHHsie
BbipameHbt Kak cpegHee £+ COC. CTaTucTYeckuid aHanus Obif BoINONHEH ¢ NOMOLbO
ogHobakTopHOrO gucnepcuoHHoro adamnnsa ANOVA ¢ nocnenyiouMMm anocTepuopHbiv
KpuTtepuem JanHeTtta. " p< 0,05 “p < 0,01, p <0,001 n** p < 0,0001 no
CpaBHEHWIO ¢ KOHTPOIbHBIMM XKUBOTHBIMK, NOAYYaBLIMMU HOCUTENL (HOCUTENb ).
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YXog 3a Tencm

YacToTa BOIHUKHOBEHUA HEUTPANbHOTO NoBeAeHUA
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®ur. 3E. 9drpekT gekcmengeTomuanHa rmgpoxnopuga (Dex), ssogumoro
BHYTPHUBEHHO B pasniudHbIX Ao3ax (0,5 - 3 MKI/Kr), Ha YacToTy BO3ZHUKHOBEHNA
HEWTPanbHOro NOBeEHUA, TAKOTO KaK yXo/ 3a Tenom M NoMcKoBaa akTUBHOCTD.
HanHbte BhipaxeHsbt Kak cpegHee + COC. [JaHHbie BhipaeHbt Kak cpegHee +

COC. CratucTnyeckuit aHanus Obin BLINOMHEH € NOMOLLbI 0GHOMaKTOpHOro
ancnepcnoHHore adanuaa ANOVA ¢ nocnegyowiM anocTepuopHbiM Kputepmuem
HaHuetTa. * p< 0,05, ™ p < 0,01, " p < 0,001 n *** p < 03,0001 no cpaBHeHWIO ¢
KOHTPOMNbHbIMWA XXNBOTHLIMK, NONYYSBLIKMK HOCUTENb (HOCUTENb).
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Pur. 3F. I ekt AeKecMegeToOMUANHA TMapoxniopuaa (Dex), BBoguMoro
BHYTPUBEHHO B pasnuuHbix gosax (0,5 - 3 MKr/kr), Ha HeTpanbHoe nNoBefgeHue,
TaKOe Kak nepmoa HenogBUKHOCTU/MOKOA. [aHHbie BbipaxeHs! kak cpegHee £ COC.
LaHHbie BoipaxeHbt Kak cpegHee = COC. CTatucTIecKuit aHanns Obifl BeINONHEH

¢ NOMOLLbIC OBHOMaKTOPHOrS AncnepcroHHoro aHanuaa ANOVA ¢ nocnenyownm
anocTepuopHbiM KpuTepuem OaHHeTtTa. * p < 0,05, ™ p < 0,01; *™* p < 0,001 n **

p < 0,0001 no cpaBHEeHWIO ¢ KOHTPOMbHbLIMK XWUBOTHBIMK, NOMYYABLLMMK HOCUTENb

{HOCUTENb).



WO 2018/126182 PCT/US2017/069030

13/14
| M— |-
= = &
L
2 £ & : % S & &
= £ 2 E b
w =an 3
£ ed w4 M
g N N 8
L
x
s
=
'
........ § ©
5 =
B Q
Q.
o0
f <:'. ‘;
7 _f
¢ ! &
L % S &
o '
ot g
g 8 8 &8 & =& ©°
¢ b o4 L =3

uUwyiu sunediHanHOY

®Our. 4A. CpenHue KOHLEHTPpaUMK B NiNasme nocne cyGnuHreanbHoro (c/n)
BBeleHUSA AeKCMeoeTOMUAUHA FTMapoxdiopuaa KpbicaM. [laHHblie BbipaXeHb! KaK
cpegHee = CO.
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b. OGJIACTD IIOHUCKA:

A61K 31/4174; A61P 25/20

TIpocMoTpenHas JoOKyMeHTalus (cucTeMa kiaccudukanun 1 nuaekcs MIIK)
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Kareropua* CChIIKM Ha IOKYMEHTHI C YKa3aHHEM, TJIe 3TO BO3MOXKHO, PeNEBaHTHBIX YacTei OTHoCHTCS K YHKTY Ne
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Y WO 2016/061554 A1 (BIOXCEL CORPORATION) 2016-04-21 ‘ 1-19
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meta-analysis of randomized controlled trials. PAEDIATR ANAESTH, 2015, p. 468-476.

doi: 10.1111/pan.12587
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A ETHAN O. et al. Treatment-Resistant Postictal Agitation After Electroconvulsive Therapy 1-19

D MNOCHACAYIONIHE NOKYMCHTHI YKa3aHbl B IPOAOJDKCHHH

* OcoOBle KATETOPHH CCHINOYHBIX NOKYMEHTOB:

«A» - ZOKYMeHT, onpezensiomuit o61mmi ypoBeHb TEXHHKH

«D» - IOKYMEHT, NPHBEACHHBIH B eBpasHiickoil 3asABKe

(E» - Gonee paHHUH JOKYMEHT, HO ONyG/IHKOBaHHBIH Ha JaTy NMojauu
leBpa3sHACKOM 3a4BKH WIH MOCHE HEe

«O» - HOKYMEHT, OTHOCAIIMIKCA K YCTHOMY PACKPBITHIO, S5KCIIOHHPO-
BaHHIO H T.A.

"P" - NOKYMEHT, OIy6JIMKOBaHHBIN J0 JaThl OAAYH €BPA3UACKON
3a4BKH, HO NOCIE JAThl HCNPAIIMBAEMOro NpHOpHTETA"

«T» - Gonee Mo3AHKI AOKYMEHT, OMYGIMKOBAaHHBIH NOCC AaThl NPHOPHTETA H

NPUBEACHHEIH U4 NOHMMaHHA H300peTeHus

«X» - HOKYMEHT, nMelomuli HauGonee 6IH3Koe OTHOIIEHHME K MPEAMETY NOUCKa,
nopoyaimuii HOBU3HY WIN H300peTaTeNbCKUH YPOBEHD, BIATEIA B OTACNBHO-
CTH

<Y» - NOKYMEHT, uMeionuit Hanbosee 61M3K0€ OTHOLIECHHUE K NIPEAMETY TIOHCKa,
nopoyamui n306peTaTebCKHi YPOBEHD B COYCTAHHH C APYrHMH JOKYMCH-
TaMH TOH e KaTeropHH .

(&» - HOKYMEHT, ABJAIOIHUIACA IATEHTOM-aHAJIOroM

«L» - IOKYMEHT, MPUBEACHHBIA B APYrHX Lie/AX

Jlata nposeenus natenTHoro noucka: 20/02/2023

VoNHOMOYEHHOE THLIO:
3aMecTUTENb HaYaJbHAKA lepaBnemm OKCIICPTH3BI
HavannHuK OTACAa XMMHH H MEIHIMHBI
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- A.B. Ye6an
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