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KAPJINO- U HEO@POITPOTEKTHUBHASI TIPOTUBOJUABETUUECKAS TEPAIIUS

O6nacTh TEXHUKH H300pETEHHS

Hacrosmee nzobperenne 0THOCHTCS K ONpeeIeHHOMY uHruburopy JI1I1-4
(IIpeANOYTHTENLHO JTUHATIUNTHHY, HE0093aTEIBHO B KOMOMHALUY ¢ OXHUM HIIH
GOJBIIMM KOJIHYECTBOM JPYTHX aKTHBHEIX BELIECTB), IIpeHa3Ha4YCHHOMY JJIsI
IPUMEHEHHUS BO BpEMS T€PANMH CTpaJalomIdX JuabeToM MallMeEHTOB
(IpeANOYTHTENBHO, CTPAJAIOINX AUabeTOM 2 THIIA) HIIH He CTpajaromux auadbeToM
NALMEHTOB (MPEAIOYTHTENBHO, NPEIHASHAYCHHOMY /ULl IPHMEHEHHS B KapIHO- W/HIH
He()PONPOTEKTHBHOMN TEpanuy NalHEHTOB, OONBHBIX AUabeToM 2 THIIA), BKJIIOYAs
NallMEeHTOB, CTPANAIONINX KM BXOASLIHNX B IPYINIy PHCKa
(MHKpPO- H/MIH MaKpO-)COCYANUCTHIX 3a00IeBaHuUil, TAKHX KAK HaNpUMeED, MAUUCHTHI,
MMEIOLIHE UK BXOJSIINE B IPYIILY PHCKA CEPAEUHO-COCYAUCTHIX H/UiH (ITOYEUHBIX)
MHKPOCOCYAHCTHIX 3a00I€BaHMH, TaKHE KaK HAlPUMED, MALMEHTHI C BEICOKHM

COCYAHUCTEIM PHCKOM, TAaKX€ KakK U K (bapMaueBTqucng KOMIIO3HIIUSM H
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KOM(SI/IHaI_II’IHM, COACPXKAIHUM TAKHC aKTHUBHBIC KOMIIOHCHTLI, 4 TAKXE K UX
ONPEACIEHHBIM TEPANEBTHYCCKHUM NIPUMCHCHHUSM.

peanockUIKU cO3AaHUS H300PETEHUS

Caxapublit nuabet 2 Tuma npeacrabiisgeT coboil pacnpocTpaHEHHOE XPOHMYECKOE
U Iporpeccupyolee 3abojeBaHUE, KOTOPOE BOZHUKAET B Pe3yJIbTaTe CIOXKHOM
naToGU3UOJOrHH, KOTOpask BKJIIOYAET JBOWHBIC SHAOKPUHHBIE IeHCTBUS, COCTOSIINE B
PE3UCTEHTHOCTU K UHCYJIMHY U HapyHI€HHOH CeKpelUH UHCYJIMHA C ITOCIEACTBUSIMH,
KOTOPBIC HE COOTBETCTBYIOT HEOOXOAUMBIM YCIIOBUSM IS NOJAIep>KaHUsI ypOBHEH
IJIIOKO3BI B IJIa3M€ B HOPMAJbHOM JHana3oHe. DTO NPUBOAUT K XpOHUUYECKOH
rANEepPriukEMHUN U CBA3aHHBIM C HeH MHKPO- H MaKpOCOCYJNUCTBIM OCJIOKHCHHUSM HITH
XPOHUYECKUM HapyIICHUsIM, TAKUM Kak HanpuMmep, nuabeTuyeckas HegppomnaTus,
peTuHonaTus UiId HeldponaTus, WM MaKpOoCOCyAUCThIEe (HalpuMep, KapiHo- WU
1epeOpanbHO-COCYAUCTHIC) OCTIOXKHEHH S, H/HIIM CBA3aHHOE C HUIMH HapyUICHHUE
KOTHUTUBHOH (yHKnuu. CocTaBisiomas cocyIucToro 3abojieBaHus UTPAET BaAXKHYIO
pOJib, HO OHO HE SIBJISIETCS €AMHCTBEHHBIM ()aKTOPOM B psiJie HapYIIEHHH, CBI3AHHBIX C
nuabetoM. Beicokasi BCTpe4aeMOCTh OCIIOKHEHHUH IPUBOJHUT K 3HAYUTEIBHOMY
CHHXEHMIO Cpe;JHel MpOJoIKUTENBLHOCTH XU3HHU. JJuaber B HacTosi1Iee BpeMs
sBJIsieTCS HauboJsee yacTod MPUYMHON NPUOOPETEHHON OTEPH 3PEHUS, TOUECYHOH
HEJIOCTATOYHOCTH, a TaK)Ke aMITyTallii B MPOMBIIICHHO pa3BUTOM MHUpE, IO TOH
NpPUYUHE, YTO 1Ha0eT BHI3BIBACT OCJIOXKHEHHS U CBA3aH C JBYX - MSTH KPATHBIM
MOBBLIIIEHUEM PHCKa CEPAEYHO-COCYIUCTHIX 3a0oneBanuii. [IOBBIICHHBIN PUCK
MaKpOCOCYIHCTOro 3a00JieBaHHs B OCHOBHOM CBSI3aH C IIOBBIIIIEHHBIM PUCKOM
atepoTpomM003a, 4TO NPUBOIUT K MTOBBIIEHHONW YaCTOTE OCJIOKHEHUH U
NpEeXAEBPEMEHHOH CMEPTHOCTH OT cepaeuno-cocyauctoro (CC) 3aboneBanus, u pu
3TOM BaXHBIM NporHoctudeckuM pakropom CC 3aboneBaHuil sBisieTCS HapylIeHHUE
¢GbyHKIIUH mo4yek, HedponaThs U/ WM XpoHudeckas 6one3nn nodex (XbBII), kotopeie
4acTO BCTPEYalOTCs BMECTE.

Jleuenue cTpajamuaX AuadeToMm 2 TUIa OOBIYHO HAYHHAETCS C IUETHI U
(GU3NYECKHUX HArpy30K, KOTOPHIE CONPOBOKIAIOTCS MEPOPaTbHON
NpOoTHBOAHAOETHUECKOH MOHOTEpaNnHel, U, HECMOTPS Ha TO, YTO TPAAUIIMOHHAS
MOHOTEpAIHsl MOXeT BHauajle KOHTPOJUPOBATh YPOBEHb IIIOKO3BI B KPOBH Y
HEKOTOPBIX MAIlUEHTOB, TEM HE MEHEE, OHA CBA3aHAa C BEICOKOH CTEIEHBIO BTOPHYHOMN
pe3ucTEHTHOCTH. OrpaHU4YeHUs MOHOTEPANUH C LEIbI0 NMOAIepPXKaHUS IITUKEMHYECKOro

KOHTPOJIA MOXXHCO IIPEOAOJICTD, 110 MEHbUICH MEPEC Y HCKOTOPBIX IMAIITHCHTOB B Ha
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IPOTSHKEHUH OI'PAHUYCHHOTO 1I€EPHO/IAa BPEMEHH, C [IOMOIIbI0 KOMOMHUPOBAHH A
JICKapCTBEHHBIX CPEJICTB, COCTOALIUX H3 HECKOJBKUX AEHCTBYIONIMX BEIECTB, s
TOT0, YTOOBI JOCTHYL CHHXKEHHS YPOBHS IIIIOKO3BI B KPOBH, KOTOPOE HE MOJKET GBITh
obecreueHo BO BpeMsl ITUTEILHON Tepaluy ¢ IPUMEHEHHEM OJHOIO AEHCTBYIOLIETO
BemecTBa. JIoCTyNHbI 1aHHbIe, TOATBEPKAAIOIIHE BHIBOJ O TOM, YTO Y GONBIIHHCTBA
TAMEHTOB, CTPAJAIOMINX 1HAa0ETOM 2 THIA, CYIIECTBYIOIAs MOHOTEPANIUS HMEET
HeONaroNmpHUATHBIA HCXOJ, X HEOOXOMMO JICYEHHE ¢ IPUMEHEHHEM JIeKapCTBEHHBIX
CPEICTB, COCTOSIUUX H3 HECKOJIBKHUX AEHCTBYIOIIUX BEIECTB.

Onuaxo, 1o To# npuynHe, 4T0 JuabeT 2 THNA NPeACTaBIIeT co6oii
nporpeccupyoriee 3abojieBaHKe, AaXKe MANUEHThHl C XOPOIIUMHU HAYadbHBIMH OTBETAMHM
Ha TPAANLMOHHYIO KOMOHHHPOBAHHYIO TEPAIHIO OyyT BIIOCIEACTBUU HCITBITHIBATE
HEOOXOAMMOCTE B IIOBBILIEHHH 03Bl HIIH B AONOJIHUTENBHOM JICUEHHH C IPUMCHEHHEM
JONOJIHUTENBHOTO MePOPATHHOTO HIIH HENEPOPATHHOTO HPOTHBOAHAOETHIECKOrO
JIEKapCTBEHHOTO CPENCTBA (YACTO B KOHEYHOM HTOre C IPUMEHEHHEM HHCYIUHOBOMH
TEpaIKK), 0 TOA NPUYHMHE, YTO OYEHb CIIOKHO NOAEPKABATL CTAGHIBHBIN YPOBEHE
[JTIOKO3BI B KPOBH Ha NMPOTSDKEHUH JUIUTETLHOTO eproga BpeMenn. HecMoTps aa TO,
4TO CyIMIECTBYIOIAass KOMOMHHPOBAHHAS TepPaNusi HMEET MOTEHIMA YCHIHBATH
TIIKCMUYECKHH KOHTPOJIb, OHA HUMEET CBOU OrpaHHuYeHMs (0OCOOEHHO, YTO KacaeTcs
JJIMTEeNBbHOTO AeiicTBHsA). KpoMme Toro, TpaagunuoHHas Tepanyus MOXeT
JEMOHCTPUPOBATH IIOBBIICHHBIA PHCK MOOOYHBIX JEHCTBHI, TAKUX KaK THIIOrIAKEMHS
HJIM HabOp JHINHETO Beca, KOTOPHIE MOTYT HETATHBHO CKA3bIBATHCS HA €& JNeHCTBHE U
IIpUEMIIEMOCTH,

Taxum 06pasom, 11 MHOTHX MAllMEHTOB, YKa3aHHAS TepanHs ¢ IPUMEHEHHEM
CYLIECTBYIOUMX JIEKAPCTBEHHBIX CPEJICTB HPUBOJAUT K IPOrPECCHPYIOMEMY
YXYIMIICHHIO PETY/ISILUA MeTab0IN3Ma, HE3aBUCHMO OT JICYEHHS, U TIPH STOM He
AOCTaTOYHBIM 06pa3OM KOHTPOJIHUPYET MeTaGoIHYECK I CTaTyC, 0COGEHHO Ha
MPOTSHKEHUH JUIMTENLHOTO EPHOJA BPEMEHH H, TAKUM 00pa3oM, HMeeT
HeOIaroNpHUSTHELA HCXO/ B TOCTHXKECHHH M NOJJEP)KAHUH [NIHKEMHYECKOTO KOHTPOIIS B
Clly4ae 3alymeHHOro, mporpeccupyollero juabera 2 Tuna wim guadera 2 TMIa Ha
MOCJIeAHEH CTafuy, BKIII0Yas THabeT ¢ HEIOCTATOYHBIM INIAKEMMYECKHM KOHTPOJIEM,
HECMOTPS Ha TPaJUIHOHHBIE NEPOPATLHBIE H/UJIM HENIEPOpalbHbIE
NpOTHBOAMAOETHYECKHE JIEKAPCTBEHHBIE CPEICTRA.

Ilo aT0i IpHYKMHE, HECMOTPS HA TO, YTO HHTEHCHBHOE JICUEHHE THICPrINKEMHH

MOJXET YMCHBIIATHL BO3ZHUKHOBEHUE XPOHHYCCKHX HapYIHeHPIfI, MHOTI'H€ NAallHECHTHI,
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CTpajaloline 1MabeToM, OCTAIOTCS OABEPIHYTHIMU HETOCTATOUHOMY JICUECHHUIO,
YaCTUYHO IO NPHYMHE OTPAHUYECHHH B OTHOIIEHUH UTHTEIBHOCTH ACHCTBHS,
6e30macHOCTH/IEPEHOCHMOCTH, a TaKXe N0 NPHYHHE HeyRo6CTBa JIO3UPOBAHMUS
TPaJUIHOHHON POTHBOIUIIEPIIUKEMHYECKOM Tepanmu.

Kpome Tor0, 0XHpenne, IMUIHUN BeC WM HaOOP JIHIIHETO Beca (manpumep, B
Ka4yecTBe MOOOYHOIO MM HEXETAaTENBHOIO SIBJICHAS HEKOTOPHIX TPaIHLHOHHBIX
NPOTHBOAHA0CTHYECKUX JIEKAPCTBEHHBIX CPEACTB) AOMOIHUTENBHO YCIOKHAIOT
leyeHne [uabeTa u ero MEKpOCOCYIUCTBIX HJIM MAKPOCOCYIMUCTBIX, H/HIIH CBS3AHHBIX C
HHUMH KOTHHTHBHBIX OCJIOKHEHHUH.

YKa3aHHaA BbICOKAas 4YacTOTa BOBHMKHOBEHHS TEPaNeBTHUECKHUX
HeOJIaroNIpUATHEIX HCXONOB IPeNCTaBIsAeT c000i OCHOBHOM BKJIa B BHICOKHIA YPOBEHbB
AJATENBLHBIX OCTOXHEHHUH, CBA3aHHBIX C TMIIEPIIIHKEMUEH, MIIH XPOHUYECKHX
HapymeHUH (BKIIOYask MHKPO- H MaKPOCOCYAUCTBIE OCI0KHEHHS, TAKHE KaK,
HanpuMep, AnabeTHYecKas HedpponaTHs, pETHHONATHS HJIH HEHPONIATHS, WK
uepebpaibHble HIIH CEPIEHHO-COCYAUCThIE OCIOKHEHHS, TaKHe KAk, Halpumep,
MH(DAPKT MHOKAp/a, HHCYJIBT HIIH CEPAEYHO-COCYIHCTASl CMEPTHOCTD HJIH
NaTOJIOrMYECKOC HAPYIIEHHE) y NAIHEHTOR, CTPAAAIONINX AUA0ETOM.

IlepopanbHeie npoTuBOIMaGeTHYECKHE JIEKAPCTBEHHEIE CPEACTBA, KOTOpBIE
TPalHLHOHHO NPUMEHAIOT BO BPEMsl Tepanuu (Takue Kak, HapuMep, Tepanus [epBoi,
BTOPOH HIIM TPEeTheH JTHHUM, H/HIIM MOHO- MIIM (HAYaJIbHOH HJIH TOTOIHHUTEIbHOH)
KOMOWHUPOBaHHOH TEpamuM) MOTYT BKJIKOYATh, HE OPAHHYHBASICH HMH, MeTQOpPMHH,
CyJIb(OHHIMOYEBHUHBI, THA3OIMIMHIHOHBL, [TIHHUIB K HHTHGHTOPB! (-TIIFOKO3HAA3EI.

Henepopanbsheie (06BIYHO BBOAMMBIE ¢ HOMOIIBIO HHBEKIHH)

IPOTHBOHAOE THYECKUC JIEKAPCTBEHHBIE CPEACTBA, KOTOPHIE TPAAMIMOHHO IPHMEHSIOT
BO BpEMs TepanuH (TaKHe Kak, HanpuMep, Tepanus IIepBoi, BTOPO HIH TpeTbei
JINHUH, U/MIIM MOHO- HITH (Ha4aNbHOM WM JOTONHUTEIBHOIH) KOMOUWHHPOBAHHOM
Tepaniu) MOryT BKJIIOYaTh, He orpaHuduBascy umu, ITIII-1 (anen.: GLP -
2MoKanno006HbLi nenmuod) unu ananoru ['11I1-1, a Takxe HHCYIHH HIH aHANOTK
HHCYJIUHA.

Tem He Mekee, NpUMeHEHHE yKa3aHHBIX TPAAMIIMOHHbIX IPOTHBOAHAGETHYECKHX
HJTA TIPOTHBOTUNEPTIIHKEMHYECKHAX CPEICTB MOXKET OBITh CBSI3aHO € Pa3IHYHBIMH
HEXeJlaTeNbHBIMU sBJICHUsAMU. Hanpumep, MeTHOPMHH MOXET ObITH CBSI3aH C
MOJIOYHOKHCJIBIM allUA030M MJIK XKEIYAOYHO-KHIICYHbIMH 100OYHBIMU ICHCTBUSIMH,

CyJ'IB(i)OHI/IJ'IMO‘—IeBI/IHBI, FIMHU/ABI U HHCYJIMH HJIH aHAJIOTH HHCYJIUHA MOTYT OBITH
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CBA3AHEI C THIOIIMKEMHEH U HAOOPOM JIMIIHETO BECa; THA30IHANHIHOHBl MOTYT GBITH
CBsI3aHBI C BOASIHKOH, epeoMaMu KocTeil, HaGopoM THUIIHEro Beca u CepaeYHOH
HEJIOCTATOYHOCTHIO/KAPAMOTOHUYHBIMHU BO3/ICHCTBHAMHE; 1 OsokaTops! anbda-
ritoxosunasel v aqanoru I'TII-1 wnu I'TIHI-1 MoryT 6BITh CBSI3aHBI © KEIYNOYHO-
KUIIECYHBIMU HEXEIATCIbHBIMH ABJICHHAMH (TaKMUMHU, KaK HAllPUMEP, PaccTpoiiCTBO
THINEBAPEHU S, METEOPHU3M HJIM JIHApes, HJIH TOUIHOTA HIIH PBOTA).

B nononnenne x natonoruyeckomy HapymeHHIO, CBA3AHHOMY C Ka)X/[bIM W3
YKa3aHHBIX IOOOYHBIX NEHCTBHM, OHM TAKXKE MOTYT HMETh HeXeIaTe IbHbie CepleYHO-
cocynucTeIe oCloXHeHUs. Hanpumep, runoriaukeMus 1 HaGop JHITHEro Beca
AONYCKAKOTCA Kak (paKTOPBI, BIMSIONIHE HA HEXENaTeTbHYI0 CMEPTHOCTD B pe3yibTare
CC.

[IpacTynbr rENOTAMKEMUHT TaKKe ObLIH HACHTU(QHIIMPOBAHBI KaK HAHOCSALIME
Bp€]l KOTHHTHBHEIM HaBbIKaM H CBSI3aHHBIE ¢ 00JIe€ BBICOKHM PHCKOM KOTHUTHBHOI'O
HapyuweHusl MK JICMEHIMHY. PUCK IrMIOTTTHKEMHH JOIOIHUTENBHO MIOBBIIACTCS y
TIOHMIIBIX C COIYTCTBYIOMIMMH 3a00I€BAHUAMH ¥ MHOTOKPATHBIM IIPHMEHEHHEM
JIEKAPCTBEHHBIX CPEICTB.

Ilo sT0i NpUYKMHE, B ypOBHE TEXHUKH OCTACTCS HEOOXOMHUMOCTD 0GECIeunTh
d¢dexTuBHYIO, G30MACHYI0 H EPEHOCHMYIO IPOTHBOAMAOETHYECKYIO TEPAIHUIO.

Kpowme toro, B Tepanuu nuabeta 2 THIA HMeETCS HEOOXOIUMOCTD B
3 dexTHBHOM NieueHun 3aboIeBaHus, KOTOpO€ NMpeaoTBpamaeT (MUKPO- H/MIIH
MaKpOCOCYIUCTEIC) OCIOXHEHMS, XapaKTEPHBIE /IS 3TOTO 3a00eBaHMS, 2 TAKKe
OTKJIaNIbIBACT MM H3MECHAET IPOrPECCUPOBAHME 3a00ICBaHNS, HAIPUMED, JUTS TOTO,
YTOOBI OCTHYb [THTENbHbIN TepaneBTHYECKHIH () PeKT.

boiiee Toro, ocraercst HEO6XOAUMOCTE B TOM, YTOObI IPOTHBOHAOETUYECKOE
JICIEHHUE HE TOJBKO IPENOTBPAIIANO H/HIIH JEYUIIO JUTHTEIBHbIC OCTOKHEHHS, KOTOPbIE
1aCTO BCTPEYAIOTCS Ha 3alyIICHHBIX CTaauAX 3a00jeBanusa Ha AHAaGeT, HO TAKXKe
NPEACTABIANO COOOH BO3MOXHBIN CIIOCO0 JIeUEHHUS TEX HAl[HEHTOB, CTpajalomux
AHabeTOM, KOTOPEIE MMEIOT NPOSBHBIIHECS HJIH BXOIAT B TPYIIILy PUCKa Pa3BUTHS
TaKUX OCIIOKHEHHUH (HalpuMep, HapylIeHHe QYHKIMHU MOYeK).

B yacTHOCTH, cymecTByeT HEOOXOAMMOCTE B TOM, YTOOBI IPOTHBOHAOETHYECKOE
JICYEHHE NPENOTBPAIIAIO U/UIIH JICYHIIO TIPEANOYTUTEILHO KaK MHKPOCOCYIHCTHIE
(OYeHbIE) OCTIOKHEHHS], TAK K MAKPOCOCYLHCThIE (CC) ocnoxHenus BMecTe,

IPCAIIOYTUTEIBHO B IIpeaeiax OJIHOH TCpanuu.
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Kpowme Toro, B yacTHOCTH, Takke CymECTBYeT HEOGXOMUMOCTD B 00€Cey eHIUY
BO3MOXKHOI'O CI0Co0a JieYeHUsl TeX NalHeHTOB, CTPaJalomuX JuabeTom, KOTOpBIE
MMEIOT NPOABUBILHECS UK BXOJAT B IPYNITYy PUCKA PA3BUTHs KAK MHKPOCOCYIHCTHIX
(IIOYEYHBIX) OCTOXHEHUH, TaK H MAKPOCOCY IUCTBIX (CC) ocnoxnenuii.

Taxxe, cymecTByeT HEO6XOAMMOCTEL B TOM, YTOGHI HPOTHBOAHAGETHUCCKOE
JIEYEHHE NPENOTBPAIIAIO H/HUIH JICYHIIO YCKOPEHHOE CHIKEHHUE KOTHUTHBHBIX
CIOCOOHOCTEH (KOTOPBIE MOTYT GbITh CBSI3aHBI ¢ MHKPO- H/HIIH MaKpOCOCYIUCTHIMHU
OCJIOKHEHHUSIMH), IPENOYTUTENBHO KaK BMECTE ¢ MUKPOCOCY AHCTHIMH (mo4yeyHbIMH)
OCJIOXHEHHAMH, Tak B MakpocoCcyaucThIMU (CC) 0CTOXKHEHUSIMH, IPEANOYTHTEIHHO B
npejaenax OqHONW Tepaluu.

bosiee Toro, octaercs He0O6XoAMMOCTD 0GECIEUEHHUS IpeIOTBPALICHUS HIIH
CHHXXCHHS PHCKA HEXENAaTeIbHBIX SBJICHHH, CBSI3aHHBIX C TPAIHIHOHHOMN
NpOTHBOAHAOETHIECKOH Tepanuei.

Kpatkoe onucanue n3zobperenus

Hacrosmee n300peTeHne OTHOCHTCS K onpeneneHHomy uHruburopy JI1I1-4
(IpeNOYTHTENLHO THHATIHITHHY, HE00S3aTeNbHO B KOMOHHAIIHHE C OJHHM HIIH
GOJBIINM KONMYECTBOM IPYrHX aKTHBHBIX BELIECTB), npegHa3sHauYeHHOMY JUJIs
IIpPUMEHCHHUS BO BPEMS TEPANlUK CTPAAIOINHUX JHAOETOM MalMEeHTOB (IIPEAIIOYTHTEILHO
CTpajaroluX auadeToM 2 THIA) HIM He CTPafalolIMX AHabeToM NalHeHTOB (kax
HanpHMep, ¢ HEJIBI0 yMEHBUICHUS, IPOQUIAKTHKHY, 3aIUTHI OT, OTKIAABIBAHAS HAYaa,
3aMCUICHHUSI IPOTPECCUPOBAHHS M/ CHUIKEHHUS PHCKA CEPAEYHO-COCYXUCTOrC U/HJIH
IOYCHHOr0 MAaTONOTHIECKOr0 HAPYIIEHHUS H/UIIH CMEPTHOCTH Y CTPafaloIiX AHabeToM
MM HE CTPAJAIOIHUX 1Ha0eTOM NalUeHTOB-TIOAeH, IPeANOYTHTENBHO,
IpEAHAa3HAYCHHOMY JUIsl IPUMEHEHUS B KapAKO- M/UIH HeQPOIPOTEKTHBHOM Tepanuu
NalMEeHTOB, OONBHBIX AHabeToM 2 THMa), HallpUMeEp, B TOM YHCII€ Y ITal{MEHTOB,
CTpajaloUIMX W BXOJAAMHUX B I'PYIITY PUCKA (MEKPO- M/HIIM MaKpO-)COCYIHCTHIX
3a00J1eBaHUH, TaKMX KaK HAIPUMED, MAIHEHTH], HMEIOIHE MK BXOISIIHE B rpyuamny
PHCKa CEpACYHO-COCYTUCTHIX H/HK (MIOYEYHBIX) MUKPOCOCY IHCTHIX 3a00JI€BaHF i,
Takue KaK HallpUMep, NAllHeHThI C BEICOKUM COCYJHCTHIM PHCKOM, TAKXKe KaK U K
(bapmaneBTHIECKUM KOMIIO3MIHIM U KOMOHHAIUSM, COJIEPKALUUM TaKHe aKTHBHBIE
KOMIIOHCHTBI, & TAKXKE K HX ONPE/IeICHHOMY TepaleBTHYECKOMY IPHMEHEHHUIO.

Taxkas tepanus B COOTBETCTBHH C 3THM H306peTeHIEM (HanpuMep, KaK ONKCcaHo
37eCh BBIUIE UM HHXE 6oJiee TOAPO6HO) MOXKET BKIIOYATH JIeYEHHE C IPUMEHEHHEM

TaKoro onpenenedaoro uHruoutopa JIIN-4 (IpeanoYTHTENBHO TMHATTHIITHHA,
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HeoOs3aTeIbHO B KOMOWHAIMU ¢ ONHUM HIIH GOJIBIINM KOJIHYECTBOM JPpYyTHX aKTHBHBIX
BEILISCTB), HA NPOTSAKEHHH JIHTEIBHOTO IEPHOJIA, TAKOTO, KAK OIIUCAHO GojIce
HOAPOOHO (IPOAOIKHTENBHOCTD JIEYEHHUs) 34ECh HUXKE.

Hacrosimiee n3obperenne 0THOCHTCS K ONpeneNeHHOMY uaruéurtopy JAITII-4
(IPeANOYTATENBHO TMHATIHIITUHY, HE06S3aTeNbHO B KOMOHHAIHY C OHUM HIIH
OONBIINM KONMYECTBOM JIPYTHX aKTHBHBIX BEILECTB), IpeJHa3HAYEHHOMY JIIS
NIPUMEHCHHS BO BPEMs Tepanuy CTPAJAIOIKMX 1HabeTOM NanUEeHTOB (IPEANOYTHTEIHEHO
CTpajalomux 11abeToM 2 THIIA) HIIM HE CTPaJaloluX AHabeToM NalueHTOB
(IpeIOYTATENLHO, MPeIHa3HAYEHHOMY /IS IPHMCHEHHS B KapJAHONPOTEKTUBHOIA,
TAKXK€ KaK 1 B HEPPONPOTEKTHBHON Tepanuy MAalUEHTOB, GONBHBIX HHAGETOM 2 THTIA,
IPENMOYTATENbHO, HE YYUTHIBAS U/HUIIH HE3aBUCUMO OT YJIy9HICHHS [NIHKEMHYECKOTO
KOHTPOJIA), BKJIFOYas MalHeHTOB, CTPAAAIONINX MM BXOJAIIAX B IpyIly pUCKa
(MHKpO- H/HJIH MaKpO-)COCYIUCTHIX 3200 IeBanuii, TAKHX KaK HalpuMep, NalUEHTHI,
HMCIOIIHME WK BXOAALINE B IPYNIY PHCKA CEPAEYHO-COCYAUCTHIX U/UIU HOYESYHBIX
MHKPOCOCYIHCTEIX 3a00JIeBaHMH, TAKHX KaK HAPAMED, TALUEHTHI C BEICOKHM
COCYMHUCTBIM PHCKOM, TAK)K€ KaK M K (papMarieBTHYECKHM KOMIO3HIIHAM U
KOMOMHANKAM, COAEPXKALIUM TaKue aKTHBHbIE KOMIIOHEHTHI, 4 TAKXeE K ero
OIpeJeICHHOMY TE€pPaneBTUYECKOMY IIPHMEHEHHIO.

Hacrosmee u3o0peTeHre oTHOCHTCS K onpeneneHHoMy uaruduropy JI1I1-4
(NpeANOYTHTENBHO TMHATIIMITHHY, He00S3aTeIbHO B KOMOUHAIMH ¢ OXHHM HIIH
OOJIBIINM KOJNIMYECTBOM JPYTHX aKTHBHBIX BEIIECTB), OpeHa3HAuYCHHOMY JJIsi
NPUMEHEHHS Y NAUEHTOB (IPEANOYTUTENHHO CTPAAAIOIAX AHA6ETOM AlMEHTOB, B
YaCTHOCTH CTPa/aloIUX 14abeToM 2 THIIA NAMEHTOB), CTPAAAIONIMX HIH BXOAANIMX B
FPYIIy PUCKA CEPACUHO-COCYAUCTHIX H/MIM MOYEIHBIX MHKPOCOCYAHCTHIX
3a00JIeBaHUH, TAKUX KaK HallpUMep, HAHEHTHI ¢ BHICOKHM COCYIUCTBIM PHCKOM,
HallpuMep, KaK ONUCAHO 3JIeCh; TAKUX, KaK HallpUMep, HAlHEHTH! B COOTBETCTBEH IO
MEHBIIEH MEpE C OTHUM U3 BAPHAHTOB OCYIIECTBIEHHS | - 6 mian 1 — 7, kak onmHcaHo
371€Ch HHIXKE.

Hacrosmee n300peTeHne OTHOCUTCS K onpeneyneHuHomy uaruburopy JII1-4
(IPENOYTATENLHO INHATIUIITHHY, He06S3aTeIbHO B KOMOHHAIIMY C OJHHM HIIH
OOJIBIIMM KONMYECTBOM APYTMX aKTHBHBIX BELIECTB), IIpeIHa3Ha4YeHHOMY IS
IIPUMCHEHHA C NENBI0 YMEHBINEHHU S, NPOMUIAKTHKH, 3aLIUTHI OT, OTKJIAABIBAHUS H/HITH
CHHXKCHHS PHCKa [TAaTOJIOTHYIECKOTO HAPYIICHHUS U /MJIM IIPEXICBPEMEHHOM CMEPTHOCTH

OT COCYTHUCTOTO 3aboJieBaHuUsl, TAKOTO, KAK HAIPUMED, CEPIEUHO-COCYAUCTOE (CC)
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H/WITH TIOYETHOE MHKPOCOCYAHCTOE 3a60/1eBante (B OMHOM BAPHAHTE OCYIIECTBIECHHS,
TaKoe COCy/IHCTOe 3a00/1eBaHHE MOXET JONOJHUTEIHHO BKIIOYATh CHUKCHUE MK
HapyNICHHE KOTHUTHBHAIX CIIOCOOHOCTEH ), IPEANOUTHTENLHO Y CTPANAOIIHX
AnabeToM NanMeHTOB (B YaCTHOCTH CTPaJalonX AuabeToM 2 TUIIa MalUEeHTOB), KaK
HalpHMED, y NalMEHTOB, HMEIOLIUX HIIH HaXOAAIMUXCS IO/ BEICOKMM PHCKOM
CEPAEYHO-COCYAUCTOrO U/UIIH NMOYEYHOTO MUKPOCOCYAUCTOTO 3260 IeBaHys, KaK
HallpHMEP, y NaUUCHTOB ¢ BLICOKHM COCY/IMCTHIM PHCKOM (TaKHX KaKk HalmpuMeDp,
IAIIMEeHTRI, OTIMCAHHBIE 3]1€Ch); TAKMX KaK HaPUMEp, IIALIUEHTH B COOTBETCTBHHU 110
MEHEBLICH MEpEe C OJIHUM K3 BAPHAHTOB OCYIIECTBAEHHUS | - 6 wiu 1 — 7, Kak OmMcaHo
3/1€Ch HHXKE.

CooTBETCTBEHHO, HACTOAIIEE H30OPETEHHE TAKKE OTHOCHTCS K onpeneaeHHOMY
uHruduTopy JI1-4 (MpeAnoYTHTeNbHO NMHATIMIITHHY, He06A3aTeNbHO B KOMOHHAIHH
C OJTHUM HJIH OOJILIIMM KOJIMYECTBOM APYIHX aKTUBHBIX BEIIECTB), HpeAHa3HaYeHHOMY
Al IPUMEHEHHU € UeIbI0 YMEHbIIEHHS, TPOQUIAKTHKH, 3aIIMTHl OT, OTKJIAABIBAHUS
(Hanpumep, BOSHUKHOBEHMS HJIU IPOTPECCHPOBAHES) H/HJIH CHIKEHHS pPHCKa Yero-
nubo U3 MM Beero u3 cnenyomero: CC matonoruyeckoe HapyleHHe,
npexnespeMensas CC CMEPTHOCTB, HOYEYHOE NATOJOTHIECKOE HApyIIeHHE U/l
TMPEXACBPEMEHHAS CMEPTHOCTE OT 3a00JI€BaHMS TIOYEK; IIPEANOYTHTETHHO Y
CTpajalolIuX 11adeToM MalMEHTOB (B YaCTHOCTH CTPANAOIHX ArabeToM 2 THIA
NAlMCHTOB), TAKUX KaK, HAIIPAMEp, NAIMEHTHI, HMEIONINE KM HAXOAAIIHEC IO
BBICOKHM PHCKOM CEPAEYHO-COCYJUCTOIO H/MIH MOYEYHOTO MUKPOCOCYIHCTOTO
3a00/1eBaHNsl, TAKHE KAK HAPHUMED, IALUEHTHI C BHICOKHM COCYIHCTHIM PHUCKOM (TakHe
Kak HanpuMep, T€ NIaHEHTOB, KOTOPBIE ONMCAHBI 3/1ECh); TAKUX KaK HAIpHMeED,
MalHCHTH B COOTBETCTBHH 110 MEHBLIEH MEPE C OHHM M3 BAPMAHTOB OCYIIECTBICHUS
1 -6 nmu 1 -7, xak onucaHo 31ech HUXKE.

B onpenenennpIX BapHaHTax OCYLIECTBAEHHUS, TEPANHS B COOTBETCTBHH C
HACTOAMMM M300peTeHnEM (HAIPEMED, Takas, Kak ONHCAHO 3/eCh BBILIE HJIA HUKE,
HanpuMep, Kap1Ho- u/uiin HePONPOTEKTUBHAS TEPANHS MALHCHTOB, 60IBHAIX
nuabeToM 2 THIA, TAKUX KaK HapuMep, NaLHeHThl, AMEIOIIHE HiIH HAXOAIIHECs MO
BBICOKHM PHCKOM CEPACYHO-COCYAUCTOrO H/UIH II0YEYHOTO MHKPOCOCYIHUCTOTO
3a00/IeBaHNs, TaKHe KaK HallpHEMep, IALUEHTHI ¢ BHICOKHM COCYAHCTHIM PUCKOM (TaKHe
KaK HalIpUMep, NalMEHTH], ONHCAHHBIE 3/I€Ch); TAKHE KaK HAIPUMED, MAHUEHTH B
COOTBCTCTBHMHM 11O MEHBIICH MEPE ¢ OJHHUM U3 BAPHAHTOB OCYLIECTBJICHHUS | - 6 unu 1 —

7, KaK OITHCAHO 34eCh HI/I)Ke), MOXKET BKJIKOYaTh NPOAOIIKUTEILHOC JI€YCHHE C



10

15

20

25

30

IpUMEHEHUEM olipeleneiHoro uuruouropa J{I111-4, B yactHoCTH NMHArIUOTHHA
(IPEATIOYTUTENBHO 5 MT B I€Hb, KOTOPBIH IPHHUMAIOT NePOpaNIbHO, HEOOA3aTENLHO B
KOMOHMHALMHA C OHUM HJIM GOJNBIIMM KOJIUYECTBOM APYIHX aKTHBHBIX BEUIECTB,
HallpUMep, TAKHX KaK T€, KOTOPbI€ OIIUCAHBI 3/1€Chb) HA MPOTIKEHUU JUTUTEIbHOTO
IICPHO/Ia, TaKOro KaK HanpuMmep, 1o Menwinei mepe 1 - 6 jer, >/= 2 roga, uau 3 - 7
JeT, HanpuMep 3 - 4 roxa, 3 - 5 net, 3 - 6 ner, 4 - S net, 4 - 6 ner, S5 -6 netrunu 5 -7
JIET, NPEANIOUTATENBHO 110 MCHBLIEH Mepe 48 mMecsieB, GoJiee NPEAIOYTHTEIHHO 10
MEHbRIIEH Mepe 3 roaa.

Harpumep, 1ponosmxuTenbHOCTD IeYeHus ¢ IpHMEHEHHEM OIpPEJIEICHHOI'0
uHru6uropa JI1-4, B 4acTHOCTH JHUHAIIMIITHHA (Ipeano4YTHUTENHEHO 5 MI' B JICHb,
KOTOPBIH MPUHUMAIOT IEPOPAIBHO, HEOOA3aTENLHO B KOMOUHALUY C OHUM M
0OAbUIMM KOJIMYECTBOM APYTHX aKTHBHBIX BELIECTB, HaopuMep, TaKMX KakK Te, KOTOpble
ONHUCAHBI 3/1€Ch) MOXET COCTaBJIATH ANTHUTEIbHBIH NEPHOM, TAKOMH, KaK Halpumep, 1o
MeHbIel Mepe 1 - 6 set, >/= 2 roaa, unu 3 - 7 ner, Hampumep, 3 - 4 roaa, 3 -5 xer, 3
-6ner,4-5ner,4-6ner,5-6nerunu 5 -7 JIET, IPEATIOUYTHTENLHO 10 MEHb e
mepe 48 mecsmes, 6oJee NIPeIOYTHTEIBHO 10 MEHbIIEH Mmepe 3 roja, HapuMep Aus
TOTO, YTOOBI ONITHMHU3UPOBAThH KAPAHO- H/HIIH He(PONPOTEKTUBHYIO TEPANMIO H/HIIH
YJIYHIIHTE CEPAEYHO-COCYAUCTOE H/HIH TIOYEYHOE NATOJIOTHYECKOe HAPYIICHHE H/WiH
CMEPTHOCTH y NALMCHTA-YCI0BEKA, B YACTHOCTH MallMeHTa, OOJILHOTO 1HabeToM 2
THIIA, TAKOTO KaK HanpUMep, MallueHT, HMEIOIUM HIIM HAXOAAMHUICS 0] BHICOKUM
PHCKOM CEPACYHO-COCYAUCTOrO U/MIIU OYSIHOIO MHKPOCOCYIUCTOTO 3a60IeBaHuS,
TaKol KaK HallpHMep, MAIlHEHT C BHICOKHM COCYIMCTHIM PHCKOM (TAKHM, KaK ONMHCAHO
3J1eCh); TAKOM KaK HallpUMep, MALHEHT B COOTBETCTBHH 110 MEHBIIEH MEpE C OJIHHM H3
BapHaHTOB OCYHIECTBJICHHUs 1 - 6 min 1 - 7, KaK ONMCAaHO 3/IeCh HUXKE.

B kayectse Gosee moapoGHOro npuMepa, IPOJOIKHTENLHOCTD JICICHHS C
INPUMEHCHHEM ollpeaeneHHoro uaruouropa JII111-4, B yacTHOCTH NMHATTUIITHHA
(IPEANOYTHTENBHO 5 MI' B 1€HB, KOTOPBIH IIPUHAMAIOT I€POPaIbHO, HEOOA3aTENBHO B
KOMOMHALMK C OHUM HJIH OONBIIMM KOJIHYECTBOM JPYIHX aKTHBHBIX BEUIECTB,
HallpUMEp, TAKUX KaK T, KOTOPHIE ONUCAHB! 3/1eCh) MOXKET COCTABIATD JUIMTENbHbIH
NEPHOA, MPENNOITUTEILHO 10 MEHbIICH Mepe 48 MecsiueB, 6oJiee NpeANOYTHTENBHO 110
MeHbLIeH Mepe 3 roja (HanpuMep, 110 MeHbIneH Mepe 3 - 4 roja, uiH M0 MeHbLICH
Mepe 5 - 6 JieT), HanpuMep, 1S NalkeHTa (TaKoro Kak CTpajaroldil 1nabeTom
NALHEHT, B YaCTHOCTH CTpajaroluil AuabeToM 2 THIA), HMEIOIIEr0 MJIH HaXOISIIerocs

IO BHICOKHMM PHCKOM CEPACIHO-COCYAUCTOTO W/MIY TIOYEYHOT0 MHKPOCOCYIHCTOI'O
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3ab0JeBaHHus, TAKOTO KaK HampUMep, MALUEHT C BHICOKUM COCYIUCTBIM PHCKOM
(TaKHM, KaK OMMCAHO 31€Ch); TAKOM KaK, HAIPAMEp, ALHEHT B COOTBETCTBAM MO
MEHpIICH Mepe ¢ OZHUM H3 BAPHAHTOB OCYIIECTBIEHUs | - 6 wim 1 - 7, Kak OMMACaHO
371€Ch HUXE.

B onHom BapuaHTe OCyleCTBICHHUS, HACTOSAMIEE H300peTeHHE OTHOCUTCS K
onpeneneHHoMy UHruburopy JIII1-4 (mpegmourureapHoO JHHArJIHNTHHY,
He00s3aTeIbHO B KOMOWHAIIMH ¢ OIHHM HIM GOJNbIIMM KOTHYSCTBOM JPYTUX aKTHBHEIX
BEWICCTB), NPEAHA3HAYEHHOMY JUIsl IIPHUMEHEHHUS C eIbI0 YMEHbIIEHHS,
NPOQHIAKTHKH, 3aMATH] OT, OTKJIaABIBAHUS (HanpuMep, BOSHUKHOBEHHUS HITH
IPOrpecCHpOBaHus) H/MK cHMXKeHHs prucka: CC HaToNOrHIecKoro HapyIUeHHUs! U/UITH
(npexnespeMerBoi) CC cMepTHOCTH, Kak HanpuMep, OJHO MK OoJjee, BLIOpaHHOTrO
H3: CMCPTH IO NPUYHHE CCPACYHO-COCYAUCTON NMATOJNOrHH (HanpuMmep, haTanbHbli
HH(APKT MHOKap/a, GaTalbHbIH HHCYITBT, haTaabHas ceplieyHass HeJOCTaTOYHOCTb,
KapAHOTCHHBIH LIOK, HJIM BHE3AIHAsA CEPlCUHas CMEPTH), He(aTaIbHOTO uHdapkra
MHOKapJa, HepaTajibHOro HHCYIbTa (HalmpuMep, (BHYTpHUYEPEITHON) reMopparn4ecKuii
HJIH HETEMOPPArn4eCKHH HHCYIbT, H/UIIH OECCHMITOMHBIN MM CUMITOMHBIH) u/HjH
HeCTaOMJIbHOHM CTeHOKapAMH (HalpuMep, FrOCIUTAIH3AIHS 110 MOBOJAY HECTaOHJIbHOMN
CTEHOKAPJMH), H/UIIH, HEOOA3aTeNbHO, CTA0MIBHON CTEHOKAPHH, TPaH3UTOPHOM
MIIEMUYECKOH aTaKH, 3aCTOHHON CepAEeYHON HEeNO0CTATOYHOCTH, npouenyp
PeBACKyIAPU3ANNY NePHPEPHIECKUX COCYIOB H/HIIH NPONEAYDP PEBACKYISPH3aIHH
BCHE'HBIX apTepuii (TaKuX, Kak HAlPUMEp, FOCITUTAIHM3AIMS 10 IOBOY JIIOGOTO 13
TaKHX MaTONOTHYCCKUX HAPYUICHHUH); IPEANOYTUTEIBHO y CTPANAIOIIMX 1Ha6eTOM
NAIUEHTOB (B YACTHOCTH CTpajalouX quabeTom 2 Tumna NAIUEHTOB), TAKMX, KaK
HAIPHMED, MAUHCHTBI, UMEIOIHE HIH HAXOASIIMECS 1101 BHICOKHM PHCKOM CEPLEYHO-
COCYAHCTOTO /MM MOYEYHOI0 MUKPOCOCYAUCTOTO 3260 IeBaHMs, TaAKHE, KAK
HalpUMEP, ITAIIHCHTHI C BHICOKMM COCYAUCTHIM PUCKOM (TaKHe, KaK HalpuMep,
MalluCHTRI, OIMMCAHHEIC 31€Ch); TaKHe, KaK HAMPUMEP, NALlHEHTH B COOTBETCTBHH 110
MEHBIIEH Mepe ¢ OJHHM U3 BAPHAHTOB OCYINECTBICHHA | - 7, KAK ONHUCAHO 31€CH HIIKE.

B o/iHOM BapnaHTe oCylIeCTBICHHS, HACTOSIIEE H30OPETEHHE OTHOCHTCS K
onpenenennomy uarubutopy JII-4 (npeanouyrutensHo JHHATJIUNTUHY,
He00s3aTeNIbHO B KOMOWHAIMY C OJJHHM MM GOJIBIINM KOTHYECTBOM JPYTHUX aKTHBHBIX
BELIECTB), IPEAHA3HAYEHHOMY Il IDHMEHEHHS C LEIbI0 yMEHbBIIEHHS,
IpOQHIAKTHKH, 3AIMUTHI OT, OTKJIaAbIBAHUS (HanpuMep, BO3SHUKHOBEHHS HIIH

MPOrpeCCHPOBAHMA) U/MIIH CHUKEHUS PHCKA: IATONOTHYECKOT0 HAPYUICHUS (TAKOTO,
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KaK HaIlpUMep, [I0YCYHOE NAaTONOTMYEeCKOe HapyIleHHe) N/ (IIPeXAeBPEMEHHOH)
CMEPTHOCTH OT 3a00JIeBaHMs HOYEK, TAKHUX, KAK HAPUMEp, OTHO HIIH OoJee,
BBLIOPAHHOTO M3: PETHHONATHH, He)pONaTHHU, HEHPOIIATHH, CHHUKEHHS KOTHHTHBHBIX
CIIOCOOHOCTEH, NEMEHIIUH, JEIPECCHBHBIX PACCTPOHCTB, PACCTPOHCTB HACTPOEHHS MU
TPEBOXKHBIX PACCTPOMCTB, MUKPOANLOYMHHYPHH, MakpoaisO0yMUHYPHH, XPOHHIECKOH
6onesnu nouek (XBII), HapymreHus GyHKIMM MOYEK, CMEPTH OT 3a60JIeBaHHS [IOYEK,
TEPMHMHAJILHOH CTAJHU MOYE€YHOH HEJOCTATOYHOCTH M/UIIM CHHXKEHHS PaCYETHOM
CKOpOCTH Ki1yO0ouKoBO# ¢unpTpannu (nanpumep, pCK® > 50 % ot ucxoguoro
YPOBHS); NIPE/IIOYTHTENLHO Y CTPANAIOUIMX AHa0eTOM MAIMEHTOB (B YaCTHOCTH
CTpafaromuX 1HabeTOM 2 THIIa MalMEeHTOB), TAKHX, KaK HATpHMEp, MAlHEeHThI,
MMEIOLINE MJIA HAXOAAIIHECs IO BHICOKUM PHCKOM CEpJIeYHO-COCYAMCTOTO U/HH
IIOYEHHOr0 MUKPOCOCYTHCTOrO 3a00/I€BaHus, TAKHE, KaK HAIPUMED, HAIlHEHTHI C
BBICOKHM COCYNIUCTBIM PHCKOM (TaKkue, KaKk HalpuMep, NIalHeHTHl, ONIHCAHHbIE 31eCh);
TaKue, Kak HanpHMep, MallUeHThl B COOTBETCTBHH [0 MEHbBIIEH MEpE C OJHUM H3
BapUAHTOB OCYUIECTBJICHHS 1 - 7, KaKk ONHMCAHO 3/7€Ch HHXKe.

B onHoM BapuaHTe OCyIIECTBIICHHUS, HACTOSAIEE H30OPETEHHE OTHOCHTCS K
onpenenennomMy uHrubuTopy JII1-4 (mpenodTuTensHO TMHATIMITHHY,
Heo0s3aTeNbHO B KOMOMHAIIMY ¢ OJJHUM HIIH GOJIBIINM KOJTHYECTBOM JPYTHX aKTHBHBIX
BEILECTB)

A7 IPUMEHEHHS C LENbI0 YMEHbIIEHHS, NPOQUIAKTUKH, 3aLHTHI OT,
OTKJIa/IbIBAHUS (HallPUMEDP, BO3HUKHOBEHHA HIIH IIPOTPECCHPOBAHHMS) H/HIIH CHEKEHHS
pucka: CC naToaoru4eckoro HapyLeHHs H/HiTu (npexneBpemenHoit) CC cMepTHOCTH,
KaK HalpuMep, OXHO WK OoJiee, BHIGPaHHOTO M3: CMEPTH 110 IPUYHHE CEPACTHO-
COCYIHCTOH NaTo/loruu (Hanpumep, aTansHel nHGApKT MUOKapAa, BaTaIbHbIH
MHCYJIBT, BaTanbHas cepAedHas HeA0CTaTOUHOCTh, KAPAHOT€HHBIN MIOK, MM
BHE3alHas CepAcYHas CMePTh), HepaTaabHOro HHpapKTa MUOKapaa, HedaTaabHOTO
HHCYNbTa (HanpuMmep, (BHYTPHYEPENHON) reMOpparn4eckuil uiu HEreMopparn4eckui
HHCYJIbT, W/AIH OECCHMITOMHBIHA MM CUMIITOMHBIN) H/UIH HecTaGHIbHON
CTEHOKAap/1H (HallpuMep, FOCIHTATH3al}s 110 II0BOJY HeCTaGUIbLHON CTEHOKAP/IMH),
u/UiH, HeoO3aTEIbHO, CTAOUIIBHON CTEHOKapIHH, TPAH3UTOPHOM HIEMUYECKOIA
aTakKH, 3aCTOHHON CepACYHON HEOCTATOYHOCTH, IPOLENYDP PEBACKYIAPH3aLUH
nepHpepUYECKUX COCYNOB H/HIIM NIPOLENYP PEBACKYISIPH3AIHH BEHETHbIX aprepuii
(Takux, KaK HanpuMep, FOCIHTAIN3ANHUS O IOBOAY JIIOGOr0 U3 TAKHX MATONOrHIECKUX

HapyHICHHH);



10

15

20

25

30

12

u/unu

/U IPUMEHEHHUS € b0 YMEHBIIEHHS, NPOUIAKTHKH, 3allIUTHI OT,
OTKJIaJbIBaHUs (HAlIpHMED, BO3HUKHOBEHHS WM NPOTPECCHPOBAHHS) H/HIIH CHHXKEHHUS
pHCKa: IaTOJIOIMYECKOTO HapyIllleHUs (Takoro, Kak HalpHUMep, II04YeYHOe
MaTONOTHIECKOe HapyLIeHHe) H/MiH (IIpeKIeBPEMEHHOM) CMEPTHOCTH OT 3a60/eBaHus
IIOYCK, TAKOT'0 KaK HanpuMmep, OIHO Hiy OoJee, BRIOPaHHOE U3: PETUHOMATHH,
HedponaTuu, HelponaTHH, CHIXKEHHUS KOTHUTHBHBIX CIIOCOGHOCTEI, JIEMEHIIUH,
ACNPECCHBHBIX PACCTPOHCTB, PACCTPONCTE HACTPOESHHS HIIM TPEBOXKHBIX PACCTPOMCTB,
MHKDPOanbOyMUHYpHH, MaKpoaIbOyMHHYPHH, XPOHHYESCKOH GOJIE3HH NOYEK (XBID),
HapyIeHHs pYHKIHH NOYEK, CMEPTH OT 3a00JIeBaHMs MOYEK, TEPMHHAIBHON CTaTHH
I04€YHOH HENOCTATOYHOCTH /MM CHHXKEHHS PACYETHON CKOPOCTH KIyGOYKOEBOM
¢unbrpanuu (nanpumep, pCK® > 50 % o1 HCXOXHOTO ypOBHA);

HIPEANOYTHTEIBHO Y CTPAJAIOIIHUX JHabeTOM ManueHToB (B YaCTHOCTH
CTpaJalomuX 11abeToM 2 THNa NAalHEHTOR), TAKUX, KAK HAalpUMep, ITalHEeHTHI,
HMEIOIIHE MM HAXO/ISIIHECS O/ BBICOKHM PHCKOM CepPAEYHO-COCYAUCTOTO H/HIIH
[I0YEIHOr0 MHUKPOCOCYAUCTOTO 3a00/IeBaHus, TAKHE, KAK HAIIPEMED, MAIIHEHTHI C
BBICOKAM COCYJIMCTBIM PUCKOM (TaxHe, Kak HallpuMep, MalMeHThl, ONHCAHHBIE 1eCh);
TaKHe, KaK HalIPUMED, MAlHEHTHI B COOTBETCTBUH 110 MEHBILEH MEPE C OJHUM U3
BapHAHTOB OCYLIECTBJICHHUS 1 - 7, KaK OIHMCAHO 3/1eCh HUXE.

Hacrosmee n300peTeHne Takxe OTHOCHTCS K omnpenelieHHoMy uHru6butopy JITII-
4 (NpeanoYTATENBHO INHATTUITHHY, HE0OI3aTeNbHO B KOMOMHALIMH ¢ OXHHM WA
OOJBIIAM KOJIMYECTBOM APYIUX aKTHBHBIX BENIECTB), IpeHa3HauYeHHOMY IS
IPUMEHEHHUS C LIeNIPI0 YMEHBIIEHHUS, TPO(DHITAKTHKY, 3aIIUTH OT, OTKJIALIBAHK A
(HanmpuMep, BOSHHKHOBEHHS UM IPOTPECCHPOBAHUS) U/HIIH CHHKEHHUS pHCKa 110
MEHbINIEH Mepe OHOTO (IIPEeANOYTHTEILHO 0 MEHbIIEH Mepe ABYX, Gosee
NPEANOYTHTEIBHO 110 MEHbINEH Mepe TPEX. faxe GoJiee NPEANOYTHTENHEHO O
MEHbIIEH Mepe 4eThIPEX), BeIOpaHHOro u3: CC 1aTOIOrHYecKOro HapyeHus,
npexaespeMenHoi CC CMEPTHOCTH, HOYEYHOTO IATOJIOTHYECKOr0 HapyIIeHHS H
IIPEXACBPEMCHHON CMEPTHOCTH OT 3a00JI€BaHHUs MOYEK; NPEANOYTHTENBHO Y
CTPAfAlOLINX NUAOETOM MalUeHTOB (B Y4CTHOCTH CTPANAIOIINX AHabeToM 2 Tula
NallMeHTOB), TAKHE, KAK HAlPUMep, NAlHMEH T, HMEIOLHE WIH HaXOISAMIHECS 110
BBICOKMM PHCKOM CEPAEYHO-COCYIUCTOrO H/HIIH NOYEYHOTO MHKPOCOCYIHCTOrO
3a00/1eBaHusl, TaKHeE, KaK HAIPUMEDP, IIALMEHTHI ¢ BHICOKHM COCYIMCTHIM PHCKOM

(Takue, KaK HampUMep, NAaLHEHTH, ONMCAHHbIE 3/1eCh); TAKHE, KAK HalpuMep,
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IIALMCHTEI B COOTBETCTBHHU 110 MEHBIICH MEPE ¢ OJTHUM U3 BAPHAHTOB OCYIIECTBICHUA
1-6wnmul -7, xak onucaso 31ech HUXe.

Hacrosmee uzo6perenue, KxpoMe TOro, OTHOCHTCS K ONpeie/IEHHOMY HHTHOUTOPY
AII-4 (npeATOYTHTENBHO THHATIHITHHY, HEO6BA3aTENBHO B KOMOUHAIHH C O, THUM
MM OOMBIIAM KOTHYECTBOM APYIHX aKTUBHBIX BEIIECTB), NpeaHa3sHauYeHHOMY JUIs
IPUMEHCHHSA BO BPEMSI JICIEHHS, 3ALIUTHI OT, MPO(YUIAKTHKH, CHIKEHHS PUCKA H/HiIH
OTKJaJbIBAaHUA HAYala UM IPOTPECCHUPOBAHUS KaK MaKPOCOCYAUCTHIX (TaKHX Kak
cepaeuno-cocyaucteie (CC)) 0CH0KHEHUS, TaK H IOYEYHBIX MHKPOCOCYAUCTHIX
OCJIOXHEHHH (TaKHX Kak HepponaTHs), IPeANOYTHTENBHO Y CTPANAIONIHAX [HAGETOM
NalMCHTOB (B YACTHOCTH NAIMEHTOB, CTPAJAIOLIMX AHA6ETOM 2 THIIA), TAKHX, KAK
HaIpUMED, MAIMEHTDI, KMCIOIIME HIIH HAXOMAIIMECS TTOJ BBICOKMM PHCKOM CEpIedHO-
COCY/THCTOTO H/HJIN NOYEYHOT0 MHKPOCOCYAUCTOTO 3a60/IeBaHHsl, TAKHE, KAK
HAIpUMED, TAHCHTHI C BLICOKMM COCYMCTBIM PUCKOM (TaKkue, Kak HampuMep,
MallHCHTRI, OITHCAHHBIC 3/1€Ch); TAKUE, KAK HAIIPUMED, NMAIMEHTH] B COOTBETCTBUHU IO
MEHbIIEH MEpe ¢ OJIHMM M3 BAPHAHTOB OCYIIECTBIEHHAS 1 - 6 win 1 - 7, KaK OMKCAHO
31€Ch HHUXKE.

Hactosmee nzo6perenue, Kpome TOro, OTHOCHTCS K ONpPEeIECHHOMY HHTHOUTOPY
HII-4 (mpeAnOYTHTENBHO IMHATTMOTHHY, HeOBA3aTEILHO B KOMOMHAIMK ¢ OJHUM
HJIH OOJNIBIIMM KOJIMYECTBOM APYTHX aKTHBHBIX BEIIECTB), NpeJHa3HaYCHHOMY J{JIs
IPUMEHEHUS C LENBIO:

JI€YEHHA, 3aMUTH OT, NPO(YUIAKTHKY, CHUXKEHUS PHCKA H/UIH OTKJIAbIBAHUS
Hayalla UM NporpeccHpoBaHys MaKPOCOCYAUCTOrO (TAKOro Kak CepAeYHO-COCYNUCTOE
(CC)) ocnoxnenne

u/vim

NICUEHH S, 3AIUTH OT, IPOGHIAKTHKY, CHUKEHHS PHUCKA H/HJIH OTKJIANBIBAHUS
Havaja UM NPOrpeCCUPOBaHMA MIOUYCYHOTO MHKPOCOCYAHCTOrO OCIOXKHEHHS (TAKOTro
KaK HedponaTus);

IPEATMOYTHTEIILHO Yy CTPAJAIOIMX AHaOEeTOM MAlMEHTOB (B YACTHOCTH
CTPafalouIuX IMabeToM 2 THIa NANUEHTOB), TAKHX, KaK HATIPHMEp, NAalHEeHTHI,
HMCIOUIHE HIIM HAXONAIHKECS ITOA BEICOKHM PHCKOM CEPAEYHO-COCYAUCTOrO H/HIH
II0YEYHOr0 MUKPOCOCYTHCTOTO 3a00IeBaHus, TaKKe, KaK HaPUMep, Hal{HEHTHI ¢
BRICOKHM COCYAHMCTBIM PHCKOM (TaKHe, KaK HallpUMep, IALUEHTHI, OMHCAHHbIE 3/1eCh);
TaKue, KaK HalpUMEp, NalHEHTHl B COOTBETCTBHH 10 MEHBINECH Mepe ¢ OXHHUM U3

BapHaHTOB OCYIIeCTBACHHS | - 6 uam 1 - 7, KaK oNKMcaHo 37eCh HUXKE.
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Hacrosmee nuzobperenne, KpoMe TOro, OTHOCHTCA K ONpPEACICHHOMY HHTUOUTOPY
JIIT-4 (mpeanouTHTENbHO TMHATMATHEY, HeoOs3aTeIbHO B KOMOHHALNH C OJTHUM
MM OOJIbLIMM KOJIHYECTBOM APYIHX aKTHBHBIX BEIIECTB), IIpEeIHAa3HAYCHHOMY IS
IIPUMEHEHHUS B crTocobe

NPOQHIAKTHKH, 3aLIUTHI OT, CHUKEHHS PUCKA H/HIIH OTKJIAAbIBAHUS
BO3HHKHOBEHHS:

KapIHo- HIIK lepeOdpalbHOCOCYAUCTOrO 3a00IEBAaHMS HIIM COOBITHS, TAKOTO KaK
HanpuMep, BEIOPAHHOE U3 CMEPTH 110 NPHYHHE CEPAEYHO-COCYTUCTOM (CC) marosoruu
(BKmoYast GpaTanbHbIi HHCYNBT, GaTanbHbl HHGAPKT MHOKApA U BHE3AIMHYIO
CMEPTHOCTH), He(haTalbHOrO HHCYIbTa U HepaTanibHOro HHpapKTa muokapaa (MIM)
UM ¢ unn 6e3 cuMnTOMORB) M, HE06A3aTENHHO, FOCTHTANIN3AAH (Hanmpumep, no
IOBOJly HECTAOHIBHOH CTEHOKAPAHH, IPOLEYD PEBACKYIAPH3ANUH BEHEUHBIX
apTepuil, peBacKyIApH3alui NepuepuIecKuX COCYI0B HITH 3aCTOHHOM cepledHoM
HEJOCTAaTOYHOCTH),

u/unm

NpOGUIaKTHKH, 3ALIUTHl OT, CHUKEHHUS PUCKA, OTKJIANBIBAS IpPOIPECCUPOBAHUS
H/HJIH OTKJIaAbIBAHUS BOSHUKHOBCHUS:

(M04€YHOr0) MHKPOCOCYAUCTOrO 3a60I€BaHHU, TAKOTO, KaK HamnpumMmep,
BBIOPAHHOE U3 PETHHONATHH, AIbOYMHUHYPHH (MHKPO HIIH MaKpo), XPOHUUECKOIH
6onesnun novek (XBII), Hapymenus GyHKIUY MOYeEK, CMepTH 0T 3ab0JIeBaHus M0YEK,
TEPMHHAILHOM CTa/JuX OYEYHOH HEOCTATOYHOCTH M CHHXKEHHUS PACYETHOM CKOpPOCTH
K1y6oukoBo# dunbrpanuu (Hanpumep, pCK® > 50 % ot HcX0qHOTO YPOBHS);

IPEAMOYTUTENBHO Y CTPaAloIero qnabeToM NManueHTa-4yel0BeKa (B 9aCTHOCTH
CTpajaromero auabeTom 2 THIA NalUEHTa);

TaKOro, Kaxk HalpHMep, MAIHEHT, UMEIOIIUH UITM HaXOASMIHHACS MO BEICOKUM
PHCKOM CEPIACUHO-COCYTUCTOrO COOBITHS U/UIIH MIOYSYHOTO MHKPOCOCY TUCTOTO
3a00NIeBaHus, TAaKOH, KaK HallpUMep, HALHEHT ¢ BHICOKHM COCYIUCTBIM PHCKOM
(Hanpumep, ¢ BeICOKUM puckom CC cobbITHiT), TaKOH, KaK HalpUMEp, HAlUEHT, KaK
OIHCAHO 3/1€Ch); TAKOM, KaK HalPUMeED, NMALIUEHT B COOTBETCTBHH 110 MEHbLIEH Mmepe ¢
ONHHUM U3 BADUAHTOB OCYILIECTBJIEHHS | - 6 wu 1 - 7, Kak ONKUCAHO 31eCh HUXKE.

Hacrosmee u3obpeTenune, KpoMe TOr0, OTHOCHTCS K OTIpEIEIECHHOMY HHTHOHTOPY
AIIII-4 (1peanouTHTENBHO IMHATIUITHHY, He06A3aTEIbHO B KOMOUHALIMH C OHEM
U1K 0OJIbIIMM KOJHMYECTBOM JIPYTHX aKTHBHBIX BEIIECTB), NMpeAHa3sHAYeHHOMY JITd

IpUMEHEHHS B cliocobe
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MPpOQUIAKTHKH, CHHXKEHHS PUCKA H/UJIH OTKJIA[bIBAHAS BO3HUKHOBCHHS:

KapIHo- UK LIEPEOPANTBHOCOCYAMCTOTO 3a00IEBAHMS HIIU (cepbé3HOr0) COOLITHS,
TAaKOro Kax, HapuMep, BLIOPaHHOE M3 CMEPTH 110 IPHYHHE CEPAEUHO-COCYAUCTOMH
(CC) maronorun (Bkmouas GpaTaibHbIH HHCYIBT, (aranpHbIH HHPAPKT MUOKapaa U
BHE3aIIHYI0 CMEPTHOCTD), HeaTalbHOrO MHCYIbTa, HeaTansHOro HH(apKTa
Muokapzaa (MM) (6eccumnromusit UM MoxeT OBITH HCKJIKOYEH) U TOCIIUTAIU3AIUHA
(Heobs3aTeNIbHOI) 10 MOBOTY HeCTaGHIBHOM CTeHOKapanH,

u/Wiin

IIOYEYHOTO MHKPOCOCYAMCTOTO 3a00JI€BaHUS UIIH COOBITHS, TAKOTO KakK,
HampuMep, BBIOpaHHOE M3 CMEPTH OT 3a60JE€BaHUS MTOYEK, TEPMHHAJIBHOH CTamMIH
N0YEYHON HENOCTATOYHOCTH ¥ CHUIKEHHS PACYETHON CKOPOCTH KITyGOUKOBOI
dunpTpanum (ganpumep, pCK® > 50 % or HCXO1HOTO YPOBHS);

IpEANOYTHTEIBHO y CTPajaolero 1mabeTom nanueHTa-4eaoBexa (B 4aCTHOCTH
CTPa/IAlOMIero 11abeToM 2 TUNa NanHueHTa); TaKoro, KaK HallpHuMep, MalUeHT,
HMEIOINH NI HAXOSMMUHCS O/ BBICOKHM PHCKOM CePIAEYHO-COCYAUCTOrO COOBITHS
H/AIH I0YEYHOTO MUKPOCOCYAUCTOTO 3a60ICBAHUS, TAKOH, KaK HanpuMep, MaldeHT ¢
BBICOKHM COCYNHCTHIM PHCKOM (Hanpumep, ¢ BRICOKHM puckom CC cobBITHIA), TaKoif,
KaK HallpuMep, NalMeHT, KaK ONUCAHO 3/IECh); TAKOH, KaK HAallpUMeEp, MALUEHT B
COOTBETCTBHH IO MEHBIIICH Mepe ¢ OHUM U3 BapPHAHTOB OCYIIECTBICHHS 1 - 6 wH 1 -
7, KaK OIKMCAHO 31ECh HUXKE.

Hactosmee u306peTenue, kpoMe TOro, OTHOCHTCS K ONpeNeIECHHOMY HHTUOHUTOPY
AITI-4 (npeanoyTHTEeNEHO TMHATIMITHHY, HEO6A3aTENbHO B KOMOHUHAIIMH ¢ OQHUM
UK OONBUIAM KOJIMYECTBOM JIPYIHX aKTUBHBIX BEIICCTB), Ipe/Ha3HAYCHHOMY s
IIPUMCHEHHS B (KOMOMHHPOBAaHHOM) cIIOcO0e:

NIPOQUIAKTHUKH, CHIKEHHS PUCKA H/MIIM OTKJIAAbIBAHMS BO3HHKHOBCHHUS:
Kap/no- MM UepeOpasbHOCOCYUCTOr0 3a60JI€BaHms UIH (CEPbE3HOr0) COOBITH,
TAaKOro KaK, HallpUMep, BEIOPAHHOE U3 CMEPTH N0 IPHYHHE CEPAEIHO-COCYAUCTOMH
(CC) naronorun (BKmiovas GpaTanbHbIi HHCYIBT, haTalbHBIH HH(papKT MHOKAp/a U
BHE3AITHYI0 CMEPTHOCTE), He(aTalbHOTO HHCYNIbTA, HeaTalbBOro HHpApKTa
muokapia (MM) (6eccumnromusiii UM MOXeT GBbITh HCKIIIOHEH) ¥ FOCTIUTATH3AIHE
(HeoOa3aTeNBHOM) 1O MOBOAY HeCTaOHIIBHOM CTEHOKap/auH,

U

IPOQUIAKTAKH, CHHXXCHUS PUCKA H/WIIH OTKJIAAbIBAHUS BO3HUKHOBEHUS:

IHOYCYHOI'0 MUKPOCOCYIHCTOTO 3a00JIeBaHUS HIIH CO6I>ITI/I}I, TaKOro Kak, HallpuMep,
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BBIOpaHHOE U3 CMEPTH OT 3a60JIeBaHMs MOYEK, TEPMUHANBHON CTATHA IOYEYHOH
HENOCTATOYHOCTH ¥ CHH)KEHMS PaCU€THOM CKOPOCTH Ki1yGOUuKOBOH (HIbTpanuu
(manpumep, pCK® > 50 % oT ucxogsoro YPOBHS);

IPEANOYTHUTENBHO Y CTPAAIOIIEro 11abeToM NalHeHTa-4el0BeKa (B YaCTHOCTH
CTpajaromux n1abeTom 2 THNA NANKEHTa); TAKOTO, KaK HAPAMED, NALHEHT,
MMEIOIHH MM HAXOASIHHCS OJ BEICOKMM PHCKOM CEepIIEYHO-COCYAUCTOTO COOBITHSA
M/MITH II0YEYHOT0 MHEKPOCOCYAMCTOrO 3260 IeBaH s, TaKOH, KaK HampuMep, NalUeHT ¢
BBICOKHM COCYJHCTBIM PHCKOM (HAIpUMeEp, ¢ BEICOKMM puckom CC coOBITHIT), TAaKOH,
KaK HallpuMep, NalUEHT, KaK ONMUCAHO 3/1eCh); TAKOH, KaK HAallpUMep, MAIHEHT B
COOTBCTCTBUH 110 MEHBLICH Mepe C OJHUM M3 BaPHAHTOB OCYIIECTBICHUs | - 6 unu 1 -
7, KaK OIIMCAHO 3/1eCh HUXE.

Hacrosmee nsobperenne, kxpoMe TOro, OTHOCHTCS K ONpeIeIEHHOMY HHTHOUTOPY
AIII1-4 (mpeAnoYTHTENBHO JHHATIMITHHY, HeOOS3aTeNbHO B KOMOHMHAIMH C OJHUM
HIIM OOJIBIIMM KOJIHYECTBOM APYTHX aKTHBHBIX BEIIECTB), IPeAHA3HAYCHHOMY JUIS
NpUMEHEHHUs B (KOMOMHHPOBAaHHOM) crocobe:

NpOoQHIAKTHKH KapAHO- HIIH 1epedpanbHOCOCY IUCTOTO 3a60ICBAHUS UK
(cepbé3HOTo) COOBITHS, TAKOTO, KaK HAMpHMED, BBIOpaHHOE H3 CMEPTH 110 NPHYMHE
cepacuno-cocynucroi (CC) naronorun (Bkmodas GaTanbHbIi HHCYIBT, dbaTanbHbIH
MH(apKT MUOKAp/la H BHE3AIHYIO CMEPTHOCTS), He(QaTaabHOrO HHCYJIbTA,
HedaranbHoro nHdapkra Muokapaa (MM) (Geccumnromusiii UM MOXeT GBITh
HCKJIIOYEH) U TOCTIATAH3alMH (Heo0A3aTeIbHBLIT) 110 II0BOJlY HECTaOMIBHOM
CTEHOKapauu,

a

MPOPUNAKTHKH TOYEYHOI'0 MHKPOCOCYIHCTOTO 3a60IeBAHUS HIIH COOBITHS,
TaKoro KaK, HallpuMep, BEIOPAHHOE M3 CMEPTH OT 3a60/IeBAHUS OYEK, TEPMHHA.TbHOM
CTaZHHU MOYEYHOH HEJOCTATOYHOCTH U CHIXKCHHS PaCYETHOM CKOPOCTH KI1yOO4YKOBOM
dunprpaunn (Hanpumep, pCK® > 50 % ot uexomHoro YPOBHSA);

IPEANIOYTATENIBHO Y CTPAAIOIIETO AHabeToM NalHeHTa-4enoBeka (B YaCTHOCTH
CTpajaromiero auaderoM 2 THUIA NAUMEHTA); TAKOTO, KAK HaIlPEUMED, NAIUEHT,
MMEIOMINH UITH HAXOASIIMICS IO/ BBHICOKMM PHCKOM CEePACYHO-COCYAUCTOr0 COOBITHS
HM/HJIA 049€YHOTO MHKPOCOCYIUCTOTO 3260 eBanus, TaKoH, Kak HalpuMep, MalUeHT ¢
BBICOKMM COCYUCTBIM PHCKOM (Hampumep, ¢ BRICOKHM puckom CC co6bITHiT), TaKoil,

KaK HanpuMep, MallUeHT, KaK ONHCAHO 3/IECh); TAKOH, KaK HaIpHMED, NAIHEHT B
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COOTBETCTBHH 110 MEHBLICH Mepe C OJJHMM H3 BapUAHTOB OCYIIECTRICHHUS 1 - 6 uau | -
7, KaKk OMHCAHO 371eCh HUKE.

Kpome Toro, HacTosiinee u306peTeHne OTHOCHTCS K ONPE/IEICHHOMY HHTHOHTOPY
AIITT-4 (1peanoyTHTENbHO THHATIUIITHHY, HE0OS3aTeIbHO B KOMOUHAIUH C OJIHUM
HJIH GOJBIIMM KOJHYECTBOM JAPYTHX aKTHBHBIX BELIECTB), NpeHa3Ha4YeHHOMY ISt
IPUMEHCHHUS C UCITBIO YMECHBINCHHS, IPOQUIAKTHKH, 3aLIMTHI OT, OTKJIAJABIBAHKS
(HanpuMep, BO3HUKHOBEHHS HJIH IPOTPECCUPOBAHMS) H/HIIM CHUKEHHS pHcKa
(YCKOPEHHOT0) CHHKEHHSI KOPHUTHBHBIX CIIOCOOHOCTEH MITH KOTHHTHBHBIX HapyuleHHH
WA ICMCHIUH; NIPEAMIOYTUTENIBHO Y CTPAJAIOMMX AHabeTOM MAlUEHTOB (B YaCTHOCTH
CTPaJaromuX AHa0eTOM 2 THIa MAMEHTOR), TAKUX, KAK HapUMeEp, HalHEeHThI,
HMECIOINC MM HAXOMAUIMECS I10J1 BEICOKHM PHCKOM CEpPACYHO-COCYIACTOrO H/HIH
IIOYETHOr0 MHKPOCOCYTHCTOTO 3a00/IeBaHus, TAKHE, KAK HAIIPUMEP, MAlHEHThI C
BBICOKMM COCYJIMCTBHIM PHCKOM (TaKue, Kak HallpuMeEp, HallHeHThl, ONIHCAHHbIE 3J1€Ch);
TaKue, KaK HallppMep, MalMCHThl B COOTBETCTBHHM 10 MEHbBIIEH Mepe ¢ OJHUM 13
BApHAHTOB OCYUIECTBIEHHS 1 - 6 wuim 1 - 7, Kak OIMCAHO 3/1eCh HHXKE.

Takoif manueHT, UMEIOIMH MM BXOISINHIL B Ipynny pucKa KapJuo- Hjd
1EPeO6PaNIbHOCOCYAUCTOTO H/MIIH MOYEYHOT'O (MHKpO)coCyaucToro 3aboeBaHus,
COOBITHSL, OCIIONHEHHS HIIH IATONOTHYECKOTO COCTOSHHUS, TaKoM, KaK Halpumep,
MalUCHT C BEICOKUM COCYMCTBIM PHCKOM (HalpHMep, ¢ BbICOKMM puckom CC
COOBITHIT), B COOTBETCTBUH C 3TUM H306peTECHHEM, KOTOPKIH MOXET NOJABEPrarhCs
Tepanuu (JICYEHUIO H/MIH NPODHUIAKTHKE) B COOTBETCTBUH C STHM u3obpeTeHueM,
MOXET IPEJACTABISTE COOOH MM BKIIOYATE MaHUEHTa (Mpe[I0YTHTEIBHO
CTpanarouero 11abeToM NalueHTa, B YaCTHOCTH CTPAIAIoIero auabetom 2 THIA
NAHEHTa), KaK OIIMCAHO 3/eCh HUXKE (TaKOro, KaKk HalpHMep, B CIEAYIOMHUX najee
BapHaHTax ocyuiecTBienus 1 - 6 umu 1 - 7).

Hanpumep (sapuant ocymecrsienns 1), Takoi mauuesT, MOyl Wil
BXOZASHUIHHA B IPYIly PACKA KapJMO- MIIH 1epeOpaibHOCOCY IUCTOrO H/HIIM MOYEHHOTrO
(MHKpo)cocynucToro 3ab0ieBanus, COGBITHUS, OCIOKHEHUS MITH HATOIOTHIECKOI'0
COCTOSHHUA B COOTBETCTBHHU C HACTOSIIINM H300PETEHHEM, MOKET MPEACTABIATh CO6OM
nanueHTa (MpearnovYTHTENbHO CTPAAIOIIEro JHabeTOM allneHTa, B YaCTHOCTH
CTPazaloLIeTO 1HabeToM 2 TUMa NalHeHTa), HMEIOMEro MEKPOCOCY JUCTOE
3abo0JieBanHe (HApHMeED, PETHHOMATHIO, HeHPONATHIO, HJIH MOYEYHOE
MHUKpOCOCYIHCTOE 3a00JIeBaHKe, TaKoe Kak Hedponarus, ans6yMuHypus (Hanpumep,

MHKPOC- HJIM MakpoalbOyMUHYpHS), IPOTEHHYPHS, XPOHHYECKas: GOJIe3Hb MOYeK



10

15

20

25

30

18

(sanpumep, XBI1 1, 2, 3, 4 uin 5 cranuu) u/unn napyuesne GYHKIIHH TOYeK
(Hanpumep, NErKoe, CpelHee UM CePbE3HOE HAPYLICHHE GYHKIHH IT0YeEK MIIH
TepMHHANbHAS CTaAus MO4YeYHOU HepocTtatounoctu (TCITH)), u/unu
(mpenuecTByIonee) MaKpPOCOCYAUCTOE (HApUMED, KapaAuo- MK
epebpanbHOCOCYANCTOE) 3a00ieBanme (TaKoe, KaK Hanpumep, HHGapKT MHOKapJa,
uuiemMuyeckas O0ae3Hb cepana, (MIIeMUYecKuil uiIn TreMOpparuyecKuit) HHCYNIbLT,
3a00JIeBaHHE COHHBIX apTepHil u/unu 3aboneBanue nepudepHIecKUX apTepuil).

B kauecTBe N0NMOTHATENLHOTO IIpUMepa (BApPHAHT OCYLIECTBICHHS 2), Taxoi
NaNMCHT, MMEIOIMHA UJIM BXOASIIKH B IpyNIly pUCKa KapAHO- HIIH
1epedpanbHOCOCY AUCTOTO U/UIH (T0YEHHOTr0) (MHKPO)COCY IUCTOrO 3aboneBaHus,
COOBITHS, OCIIOKHEHHS! HITH NATOJIOTHYECKOTO COCTOSHUS B COOTBETCTBHHU C
HaCTOSIUM H300peTeHneM, MOXET NIpeACTaBIsATh cOO0i narueHTa (IpeaAnoYTHTENBHO
CTPaJalouIero 11adeToM NalueHTa, B YaCTHOCTH CTPANAIONIEro JuabeToM 2 THITa
NANXEHTa), UMEIOIEro HePPOIATHIO HIIH XPOHHYECKYIO 00JIE3Hb MOYeK (manpumep,
XBII 1, 2, 3, 4 wim 5 cTanuu, B yactHocTd XBII 3 - 5 CTaJlMM ), BKJIFOYasi, HalpUMep,
anb0yMUHYPHIO (HalIpUMEDP, MHKPO- HJIH MaKpoaib0yMHHYPHIO, IPOTEUHYPHUIO, B
YacTHOCTH MaKpoanbOyMUHYDPHIO) H/HIIN HapyIIeHHe QYHKIHH HOYEK (Hampumep,
NErKoe, cpeiHee MM CephE3HOE HApyIIeHHe (PYHKIIHH MTOYEK MM TEPMHUHATBHYIO
cTajnuio nodye4noi negocrarounoctu (TCITH), B yacTHOCTH cpegHIONO, CEPbE3HYIO
crajguro unu TCIIH u/unu B 9acTHOCTH annGyMHHYpPHIO, 60Jiee B YaCTHOCTH
MaKpoans0yMUHYypuI0); ¢ 1K 6e3 (IpeamecTBYIOMmEero) MaKpOCOCYAHUCTOro
(Hanpumep, KapaAuo- MK 1epedpanibHOCOCY IUCTOr0) 3a60JIeBAHNS (TAKOTO, KaK
HanpuMep, HHQapKT MHOKapAa, HIIeMHYecKas 60J1€3Hb cepaua, (HIIeMUYecKHH HiIH
r€MOpparuyecKuii) HHCYNbT, 3a60JICBaHHE COHHBIX apTepHil H/WiH 3a60J1eBaHHE
nepu(pepruIecKux apTepuil).

B ciydae otnensHOro npumepa (BapuaHT ocylecTBICHHS 3), Tako# NanMeHT,
HMEIOUMH HJIH HaXOASIUUHCS IO BEICOKHM PHCKOM CEPAEYHO-COCYAUCTOrO H/KITH
II0YEHOr0 MUKPOCOCYIUCTOTO 3a001eBaHus (HAIPUMEp, TaKOH, KaK NAIIHMEHT C
BBICOKHM COCYIHCTBIM PHCKOM, HallpuMep, ¢ BEICOKAM puckoM CC coObITuit), KOTOpBIii
TIOABEPracTCs Tepanuy (HanpuMep, JIEYEHHIO H/HTH NPOGUIAKTHKE H/HITH 3aLHTe) B
COOTBETCTBHHU € 3THM H300pETEHHEM, MOXET NPEACTABIATh CO0OH MallHeHTa
(IPEeNIOYTUTENHHO CTPAAAIOLIETO AHa6eTOM MAHEHTa, B 9aCTHOCTH CTpaAaroIiero
nuabeToM 2 THIIa MallMeHTa), HMEIOIIEero:

KakK
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anb0yMUBYPHIO (HAalIpUMeEp, MUKPO- MU MakpoanbOyMUHYPHIO),

TaK ¥

NPEAIMECTBYIOMEE MaKPOCOCY IUCTOE (HAapUMep, KapJHo- HIH
nepedpanpHOCOCYyIHCTOEC) 3a60sIeBanye (TaKkoe, Kak HanpuMep, HHPapKT MHOKAp/a,
umeMudecKkas 60ne3Hp cepana, (MIeMIYeCKHi HIH reMOpparnIecKuii) HHCYJIBT,
3a00JieBaHNE COBHBIX apTepuil U/HIH 3aboneBanue nepupepuyecKux apTepuii),

u/unu

nubo

(I€rkoe uiM cpenHee) HapyeHHe GYHKIHU T0YeK (manpumep, XBII 1, 2 unn 3
cTagu, takas xak XBII 1, 2 cragun (€rkoe HapyuleHHe) HIK CTaaUH 3a (HapyuIeHue
OT JIETKOTO JI0 CPEHEro), npeanoyTutensao ¢ pCK® > 45 - 75 mu/mun/1,73 M:!), c
MakpoajlbOyMHUHYpHEI,

6o

(cpenHee uiM cepbé3HOe) HapyleHHEe QYHKIMH NOYEK (manpumep, XBII 3 unu 4
crazuu, rakas xax XbII cragun 3b (Hapymenue oT cpenero 10 cepbésHoro) mwiu 4
CTanuHu (CephE3HOE HapylIeHue), NpeanoytuTensHo ¢ pCK® 15-45 mi/mun/1,73 M?), ¢
unn 6e3 KakoH-1nbo anbOyMUHYPHHU (HApUMep, ¢ HiIH 6e3 MHKpPO- HUJIH
MakpoansOyMuHypHeit).

Bonee noxpo6ro (BapuaHT ocymecTsienus 4), Takol ManHeHT ¢ BHICOKHM
COCYMCTBIM PHCKOM (Hanpumep, ¢ BEICOKUM puckom CC coOBITHIT) MOXeT
NPEACTABIATE CO00H nanuenTa (IPEANOYTHTENLHO CTPALAIOLIErO AHABETOM MaIUEHTA,
B 4aCTHOCTH CTPaJaloIlero AnabeToM 2 THIIA NalHeHTa), HalpHMep:

c

anbOymMuHypHeil (Takoi, Kak HapuMep, ¢ COOTHOIIEHHEM anbOyMHHa K
kpeaTuHUHY B Mo4ye (UACR) > 30 Mr/r kpeaTuHHHA HiId > 30 Mr/n (MuIIMrpaMm
anpOyMHHa Ha JTUTP MOYH), UIH > 30 MKI/MUH (MEKporpamM anp6yMHHA B MHHYTY)
uin 2 30 Mr/24 v (munnurpamMm ans6ymun 3a 24 yaca)) u

IIpEAMECTBYIOMMM MaKPOCOCYAUCTHIM 3a00IEBaHNEM, TAKHM KaK, HalpUMep,
OmpenesieTcs KaK 0JHO MM Oosiee U3 a) - e):

a) MpeAMeCTBYOIHN HHYAPKT MUOKap/Ia,

6) samymennas umemudeckas 60Je3Hb cepiiua,

B) BHICOKMH PUCK OJHOCOCYAMCTOH MIIEeMHYECKO# 6ole3H cepaua,

I') IPeECTBYIOMHUN HIIEMHYECKAN UITH TEMOPPArnyeCcKHiA HHCYJIBT,

A) Hanu4ue 3ab0JIeBaHKUs COHHBIX apTepHil,



10

15

20

25

30

20

¢) Hanu4ue 3a005eBanus nepudepUUECcKuX apTepuii,

u/unm

c

HapyIIEHHOH nmoyeuyHon ¢pynkuuei (sanpumep, ¢ uau 6e3 CC COMYTCTBYIOUIUX
3aboneBanuit), Takol Kak, HapUMep, ONPEIEIeHO aaee:

* HapyuwieHHas noyeyHas QyHKUHs (HAIPUMep, KaK ONpEAENIIOT IIOCPEACTBOM
dopmynst MDRD) ¢ pCK® 15 - 45 mun/mun/1,73 m° ¢ 1106bIM ¢ COOTHOIIEHHEM
anpOyMHuHa K KpeaTHHHHY B Moue (UACR), u/unu

* HApYLICHHAs noyeuHas GYHKUus (HanpuMep, KaK oNpeAesaioT I0CPeCTBOM
dopmynet MDRD) ¢ pCK® > 45 - 75 mut/mun/1,73 M2 ¢ COOTHOLICHHEM aibO0ymMHHa K
KkpeatnHHHy B Mo4e (UACR) > 200 mr/r xpeaTuHuHa wiu > 200 Mr/in (MunIHrpaMM
anbOymMHHa Ha NUTP MOoYH), Witk > 200 MKI/MUH (MuKporpamm ansO0yMHHA B MUHYTY),
uiy > 200 Mr/24 4 (Munaurpamm ansbymuna 3a 24 gaca).

HononnutensHo 6ojee noAPOOHO, TAKOH MAIMEHT ¢ BHICOKHM COCYIUCTBIM
PHUCKOM (HampuMmep, ¢ BRICOKHM pUckoM CC COBBITHII) MOKET NPEeACTABIATE CODOM
nanuenTa (IpeinOYTHTENLHO CTPAJAlomero AHabeToM NaueHTa, B YaCTHOCTH
CTpajarolero 11abeToM 2 THIIA NAIMEHTA) C MaTOJOTHYeCKHM COCTOSHHEM | (BapuaHT
OCYWECTBJIEHHUS 5) H/HIIM ¢ TATOJIOFMYECKUM COCTOSHHEM 11 (BapHaHT OCyIlEeCTBICHUS
6), Kax /bl U3 KOTOPBIX ONpeJelieH 30eCh HHKe.

B npyrom BapuanTe ocymecTtienus (BapuaHt OCYILECTBJIEHUS 7), TAKOU
MTALUEHT ¢ BLICOKMM COCYIMCTBIM PHCKOM (HalpuMep, ¢ BRICOKMM puckoM CC
COOBITHI) MOXKET HPeNCTaBIATh cobO0 nmanueHTa (IpeAnoYTHTENBHO CTPAAAIOLIETO
AnabeToM MalMeHTa, B YaCTHOCTH CTPajaloNiero auabeToM 2 THHA NalMeHTa) C OJHUM
uin 6onee u3 cneayomux CC paktopos pucka A), B), B) u/mmu IN):

A) Ipenmecrsyromee cocynucroe 3a6oneBanue, Takoe Kak, HanpuMep:

- MHApKT MHOKapaa (HanpuMep, B IIpeaenax HOpEAIECTBYIOMUX 6 HEAEND),

- MmeMHuYecKkas 0oie3ns cepaua (Hanpumep, >=50 % cyxeHus JuaMmeTpa
IIPOCBETA INTABHOTO CTBOJIA JIEBOH KOPOHAPHOMN apTepuu, HIIH 110 MEHbIIEH Mepe B ABYX
KPYIIHBIX KOPOHAPHBIX apTEPUSIX Ha aHTHOTPaMMe),

- YPCCKOKXHOE KOPOHAPHOE BMELIATENLCTBO (HAIIPUMeED, B IIpeieax
IpeNUIECTBYIOMHMX 6 Helemns),

- LIYHTHPOBAHHE KOPOHAPHOi apTepuu (HanmpuMmep, B Ipezenax
MPEAIIECTBYIOMMX 4 JICT, UK C PEIIHAMBOM CTCHOKAPMH TIOCIe XHPYPrHIecKoi

OIlEpalHu),
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- MIIEMUYECKMH HITH FeMOPPAaruyeckuii HHCYIbT (HanpHMep, B Ipeaeiiax
NpEIECTBYIOIIMX 3 MECSIER),

- OKKIIO3MOHHas 60JIe3Hb NepHpepHIeCKHX apTepHi (Hampumep,
IpCAIIECTBYIOMAst XUPYPTAYECKas ONepaiis UIyHTHPOBAHHS apTepHil KOHEYHOCTH I
HPECKOXHAS TPAHCIIOMHHAIbHAS aHTHOIUIACTHKA; NTPELIECTBYIOMAS aMITy TaIlisI
KOHCYHOCTH MM CTOIIBI BCICACTBUE COCYIUCTOM HEAOCTATOYHOCTH,
aHrHOrpad)MyeCcKOe MM YJIbTPa3ByKOBOE BBISBICHHE 3HAYMTETBHOIO CTCHO3A cocynoB
(>50 %) ocHOBHBIX apTepHii KOHEYHOCTH (061ell M0AB3I0MHOM apTepuH, BHYTPEHHEH
TOJB3IOIHON apTepHH, BHENHEH MOAB3AOINHON apTepuH, OenpeHHOM apTepuy,
TOAKOJIEHHOH apTepHun), IIepeMeXaromascst XpoMoTa B aHaMHe3€e, ¢ COOTHOIIEHHEM
apTCpHaibHOro NaBJICHUSA Ha JIOJABDKKE U pyke <0,90, mo MeHbInei Mepe Ha OxHOMN
CTOpOHE),

b) WmeMnueckoe mopaxxeHue opraHoB, CBS3aHHOE C COCYAUCTBIM
3a00eBaHUEM, TAKOE, KaK HAPUMED:

- HapyuIeHHas no4YevHas QpyHKuus (HanpuMep, yMEPEHHO HAPYIICHHAS MOYeyHas!
(GyHKUHKS, HATpHMED, KaK ONPE/IENSIOT IOCPEACTBOM ¢dopmynast MDRD, ¢ pCK® 30 -
59 mi/mun/1,73 1\12),

- MHKPO- HJIM MaKpOaIbOyMHUHYpPHs (HaNpHMeEp, MHKPOATbOyMHHYPHSL, HITH
CIy4aiHO ONpenessieMOe COOTHOIICHHE anbOyMHHA K KpPEaTHHHHY B MO4Ye
>/= 30 MKr/™mr),

- peTHHONATHS (HAaNpUMeEp, NpoIuepaTUBHAS PETHHONATHS, HIIH
HEOBACKYJAPH3aUUA CETIATKH MIIM NPEALIECTBYIONIAs TePaIksl B BUJE Ta3ePHOL
KOaryJjaslHH1 CeTHYATKH),

B) [loxwunrpie (manpumMep, Bospact >/= 70 net),

) Ilo Menbe# Mepe nByx u3 caeayomux CC dakTopoB pucka:

- 3allyMEHHEIA caXapHbld quaber 2 Tuna (HanpuMmep, IpoJOIKHTELHOCTD
> 10 ner),

- THIIEPTEH3Hs (HAIPUMED, CHCTOIMYECKOE apTepHATbHOE AaBJICHHE
>140 MM.PT.CT., MM 110 MEHBIIIeH Mepe HAXOAIIErocs Mo/ BO3AEHCTBHEM OIHOIO
JICYCHHUs 10 IOBOJY CHU)KEHHS apTepHaIbHOIO JAaBJIeHHs ),

- TeKyIee eXXEIHEBHOE KyPEHHUE,

- (aTeporeHHas) NUCITHUIHUAEMHS UM BHICOKHE YPOBHH JIITHII-xonecrepuna B

kposu (Hanpumep, JIIIHII-xonectepun >/=135 Mr/mn), niu HaxoasSMErocs M0
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BO3JICHCTBHEM 110 MEHBLIEH MEpe OJHOTIO JIEYEHHS O HOBOLY HapylUICHUS YPOBHS
JIUIUJIOB.

Hactosmee usobperenne, Kpome TOro, OTHOCHTCS K OIIpeJIeICHHOMY HHIHOUTOPY
AHIT-4 (npeanoyTHTeTbHO THHATIUNTHHY, HEOOI3aTENBHO B KOMOMHALHK C O JHUM
HITH OOJIBLIMM KOJIHYECTBOM APYTHX aKTHBHBIX BEIIECTB), IPEIHA3HAYCHHOMY IS
TIPUMEHEHHS B Crocobe

NPOGUIAKTHKY, 3aIATHl OT, CHHXCHHS PHCKA H/WIH OTKIIANBIBAHHAS
BO3HMKHOBECHHS

Kapano- UK HepedpalbHOCOCYIUCTOro 3a60I€BaHUs HIIH COOBITHS, TAKOIO Kax,
HallpUMEDP, BRIOPAHHOTO W3 CMEPTH 110 IPHYHHE CEPAEYHO-COCY AUCTOMH (CC)
NaTOJIOTHH (BKJIOYAs (QaTanbHbIil HHCYIBT, GaTaNbHBIH uH(apKT MHOKapaa u
BHE3aITHAsA CMCPTh), HeaTalbHOro HHCYIbTA, HePATAIBHOTO HH(papKTa MHOKapaa
(UM) (6eccumnromusiit UM MoxeT GBITH HCKIIIOY€H) U TOCIHUTANH3aLMHA 110 OBOLY
HEeCTAaOMIIBHOH CTeHOKapIuH,

u

TIOYEYHOro MHKPOCOCYTHCTOTO 3200JIEBAaHHUS, TAKOTO KaK, HAITpUME,
BBIOPAHHOIO U3 CMEPTH OT 3a60JI€BAHUS [IOYEK, TEPMHUHAIBHOU CTaIMH MMOYEYHOH
HE/I0CTATOMHOCTH U CHMXXEHHS PacYETHON CKOPOCTH Kily6OUKOBO#H GuIbTpanuy
(nanpumep, pCK® > 50 % ot HCXOAHOTO YPOBHS);

IpEAIOYTHTENBHO y CTpajaroulero 1mabeToM nanueHTa-4ea0BeKa (B 4aCTHOCTH
CTpajaiolero 1uabeToM 2 THNA NANKMEHTA); TAKOTO KakK, HalpuMep, NalHeHT,
MMEIOIHUH HIIH HAaXOAMMIACS IO/ BBICOKHM PHCKOM CEPACUHO-COCYUCTOrO COOBITHS
H/WJIH IOYEYHOT0 MHKPOCOCYIUCTOrO 3a00JI€BaHHus, TaKOM KaK, HallpuMep, IalMeHT ¢
BBICOKHM COCYAMCTBIM PHCKOM (Hampumep, ¢ BRICOKHM puckoM CC cobbITHIA), TaKoi,
KaK NallueHT C:

Kak

ansOyMuRypHeill (HanpuMep, MUKPO- WK MakKpoans0yMHuHypHeEi),

TaK "

IPEAICCTBYOMHUM MaKPOCOCY IUCTEIM (HallpUMeED, KapJHO- HITH
1epedpanbHOCOCY ANCTHIM) 3a60IeBaHHEM (TaKHUM, KaK Hanpumep, HHPapKT MHOKapaa,
HHIeMu4ecKas 60J1e3Hb cepana, (MIeMHUYeCKHi T reMOpparu4ecKmii) HHCYNIbT,
3a00/1eBaHHe COHHBIX apTepHil U/HiH 3a00JeBaHHe nepudeprudecKkux aprepuii),

/M

oo
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(IErKMM MM CpeHAM) HAapylIeHHeM QYHKIUH 0YeK (nanpumep, XBII 2 unu 3
CTazuu, npeanovuTuTenbuo ¢ pCK® > 45 - 75 mn/mnn/1,73 MZ), c
MakpoansOyMHuHypHeEl,

aubo

(cpenHuM WK cephE3HBIM) HapyleHHeM GYHKUHHU MOYeK (nanpumep, XEII 3 min
4 cranuu, npeanoururensto ¢ pCK® 15 - 45 mu/mun/1,73 M%) (c mnu 6e3 xakoi-1u60
anbOyMUHYPHH).

HacTosmee uzobperenne, kpoMe TOro, OTHOCHTCS K ONIpeCIEHHOMY HHTUOUTOPY
HAIII-4 (npeanouTHTeIbHO IMHATTMOTHHY, He0OI3aTeNbHO B KOMOHHANHH C OJHUM
MJTH OOJILIIMM KOJIHYECTBOM JAPYIHX aKTHBHBIX BEIIECTB), IpeaHa3sHauYeHHOMY s
IIPUMEHEHHUS B ClIocobe

NPOQHUIAKTUKY, CHHKCHUS PHCKA M/MJIH OTKIAbIBAHUS BO3HUKHOBEHUS:

Kap/iHo- WIld NepedpalbHOCOCYIMCTOrO 3a60IeBaHUs UM COOBITHS, TAKOI'O KAK,
HanpuMmep, BHIOPAHHOTO U3 CMEPTH 110 IPHYHHE cepreqno-cocyaucroi (CC)
NaTOJIOTHH (BKIOYas haTalbHBIH UHCYIBT, haTaabHBIH UHApKT MHOKap/a U
BHE3AMHYIO CMePTh), He(aTanbHOro HHCYNbTA, He(aTaNIbHOTO uH}papKTa MHOKapaa
(UM) (6eccumnromuniit UM MoxeT GbITh HCKJIIOYEH ) H TOCTIUTAIH3AIHAH 110 HOBOY
HECTAaOUIIBHOH CTEHOKApIUH,

U

TOYEYHOr0 MUKPOCOCYIUCTOrO 3a00EBaHUs, TAKOI'O KaK, HallpuMep,
BEIOPaHHOTO U3 CMEPTH OT 3a60JIeBaHus T0YEK, TEPMHUHANBHON CTAHH IOYETHOH
HENOCTATOYHOCTH M CHHKEHUA PACYETHON CKOPOCTH KIIyOOYKOBOM (GUIBTpaINy
(nanpumep, ¢ pCK® > 50 % oT HCXOAHOTO YPOBHA);

IPEANOYTHTENBHO Y CTPAJAIOIEro THabeToM MalueHTa-4€e0BeKa (B YaCTHOCTH
CTPAZlAlOMIEro THAOETOM 2 TUIIa MAlMEHTa), TAKOTO KaK, HANpHMep, AIHEHT ¢
CEPACYHO-COCYTUCTHIM OCJIOKHCHHEM H/HIIH OYEYHBIM MHKPOCOCY JHCTHIM
3a00JIeBaHUEM HITH C BHICOKHM PHCKOM CEPACYHO-COCYAUCTOI'0 COOBITHS W/UIH
II0Y€YHOro MUKpPOCOCY/IUCTOTO 3ab0IeBaHKS, TAKOH KaK, HAIIPHMEP, NALHEHT ¢
BBICOKHM COCYJHCTBIM PUCKOM (HampuMep, ¢ BRICOKHM puckoM CC COOBITHIT), TAKOH,
KaxK NALHUeHT, HMEIIUIM:;

anbOYMHHYPHIO (TaKylO0, KaK HAal[PUMED, C COOTHONIEHHEM ansO0yMuHa K
kpeatuHuHy B Moue (UACR) > 30 mr/r xpeatuHrHA win > 30 Mr/n (MunIUrpamm
anb0yMuHa Ha JTUTP MOYH), MIH > 30 MKIr/MUH (MHKporpamm ansbyMHHA B MUHYTY),

uid > 30 Mr/24 4 (Mmunnurpamm ansOymuna 3a 24 yaca)) u
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MpEAIECTRYIOMEE MaKPOCOCYIUCTOE 3ab0IeBaH1E, TaKOe, KaK HATIPHMe,
OMpEeNENAeTCA KaK OJHO WM GoJee u3 a) - e):

a) NPeAMECTBYIOMKA HHPAPKT MHOKap/a,

0) 3anymeHHas uineMudeckas 60JIe3Hb cepaua,

B) BBICOKHH PHCK OJIHOCOCYAMCTOH HIIEeMHYECKOH 60JIe3HI cepaua,

I') IPeAICCTBYOMNN HITEMUAYECCKUH W reMopparu4ecKuii HHCYJIbT,

1) Hanu4pe 3a60JIeBaHHs COHHBIX apTepui,

¢) HannuKe 3a60J1eBaHus epUdEPHIECKUX apTepuii,

u/nim

HapyIICHHYIO MOYCYHYIO QyHKIHIO (HanpuMmep, ¢ uiu 6e3 CC COIYTCTBYKOUIHUX
3300JICBaHMi ), TAKYIO, KAK HAIIPUMED, ONPEIESIOT KaK:

* HapyWIeHHas 0YeyHas QyHKIHA (HanpHMep, KaK ONPEAENIOT II0CPEeICTBOM
¢opmyner MDRD) ¢ pCK® 15 - 45 ma/mua/1,73 M2 ¢ mo65im COOTHOIICHHEM
anbbymuHa k KpeaTuHuHy B Mode (UACR), u/uiu

* Hapyllennas novevyHas GyHKIus (HapuMep, KaKk OIPeAeisioT NIOCPECTBOM
$opmynst MDRD) ¢ pCK® > 45 - 75 Mu/mMun/1,73 M2 ¢ COOTHOIIEHHEM anp0yMHuHa K
Kpeatununy B Mo4e (UACR) > 200 mr/r kpearununa wim > 200 Mr/a (MunIHTpaMM
anbOyMHHA HA JTUTP MOYH), WK > 200 MKI/MUH (MHKpOrpamM anp0yMHHA B MHHYTY),
wid > 200 mMr/24 9 (MuurpamMm ans6ymuna 3a 24 yaca).

CooTBeTCTBEHHO, HAacTOsAMEE H306PETEHHE TAKKE OTHOCHTCS K OIpeJeIEHHOMY
uarubutopy JI1I1-4 (npeanoururensuo JUHATJIMNTHHY, HE00AI3aTeIbHO B KOMOUHAIMH
C OTHUM HIH 6OJILIIUM KOJTHYECTBOM APYTHX aKTHBHBIX BEIIIECTB), IPEAHA3HAYCHHOMY
JUIS IPUMEHEHUS B ciocole

IPOQUIAKTHKM, CHHXKEHHUS PUCKA H/HIIH OTKJIAAbIBAHAS BO3HHKHOBEHHS"

Kapuo- Uiy 1epedpaibHOCOCYAUCTOrO 3a00€BAHHS MM COBBITUS, TAKOTO Kak,
HanpuMep, BEIOPAHHOTO H3 CMEPTH 110 NPHYHHE cepaeuyHo-cocyaucroi (CC)
IaTONOrHH (BK/IOYas GaTalbHBIA MHCYIBT, haTaabHbIH HHGApKT MHOKapa U
BHC3aHYIO CMepTh), HedaTanbHOro HHCYILTA, HeaTaNIBHOTO uH(apKTa MHOKapaa
(UM) (6eccumntomustiit UM MoXeT 6HITH MCKJIIOUEH) M FOCTHTAIH3ALUH [0 TIOEOLY
HeCTa0UIBHOM CTEHOKapAuH,

u

T09€1HOT0 MHKPOCOCYIUCTOrO 3a60eBanus, TAKOTO KakK, HallpuMep,

BBHIOPAHHOTO M3 CMEPTH OT 3a00JIeBaHHS TOYEK, TEPMHUHAIBHOH CTaHH IMOYEYHOM



10

15

20

25

30

25

HEAOCTATOMHOCTH M CHHIXEHHS PacYETHOH CKOPOCTH KiIybOUKOBO# (uiIbTpanuu
(napumep, ¢ pCK® > 50 % oT ucxomuoro YPOBHS);

IpCANOYTATEIEHO y CTPAAOIEro 11abeToM nalieHTa-4e10Beka (B 4aCTHOCTH
CTPAnaIOMIEro 1nabeToM 2 TUIa NaHueHTa), TaKoro Kak, HanpuMep, NalHeHT,
MMEIOINHA HIIH HAXOASIIUHACS MO/ BLICOKUM PUCKOM CEePAECYHO-COCYTUCTOTO COOBITHUS
H/HJ1M II0YEYHOTO MHKPOCOCYIHCTOrO 3a60/IeBaHMS, TAKOI KaK, HallpuMep, NalHEHT ¢
BBICOKHM COCYANCTBLIM PHCKOM (HampHMep, ¢ BHICOKHM puckoM CC coOBITHIT), TaKoMH,
KaK ITAMCHT C IATOJIOTHYECKUM cocTosiueM I u/mmu I, kak onpeneneno nanee:

[Tatonornyeckoe cocrostaue I:

anbOyMUHYpHs (Takas, Kak HalpUMeEp, ¢ COOTHOIIEHUEM anbOyMuHa K
KkpeatiHuHy B Mo4ye (UACR) > 30 mr/r kpeatununa wiu > 30 Mr/n (MunIHrpaMm
anbOyMHHa Ha JIMTP MOYH), WK > 30 MKI/MUH (MHKpOrpamM anb0yMHHA B MHHYTY),
uin 2> 30 Mr/24 4 (MmutErpamMm ans6ymuHa 3a 24 yaca)) u

IIpEIIECTBYIOMICE MAKPOCOCYIUCTOE 3a00NeBaHKe, TAKOE KaK, HalpHUMep,
OTpeleNAeTCs Kak OAHO M OoJiee U3 a) - e):

a) IPEAMeCTBYIOMHN HHPAPKT MHOKapa (nanpumep, > 2 Mecsnes),

0) 3amymenHas uineMuyecKkas GoJIe3Hb cepana, Takas Kak, Halpumep,
ONPEAENCHO MOCPEACTBOM JIFOOOI0 U3 CIIEAYIOLIEero:

* > 50 % cyxeHHs AnaMeTpa NpOCBeTa B 2 WM GOJBIIEM KOJAYCCTRE KPYITHBIX
KOpOHapHBIX apTepuit (Hanpumep, LAD (neBoit nepexnneit HHCcxoasei), CX
(oruGaromei) uim RCA (mpasoit koponapHoii apTepuu)) Mo pe3yabTaTaM
KopoHapoaHruorpaduu unu KT-anruorpaduu,

* IJIaBHBIH CTBOJI JIEBOH KOPOHAPHOH apTepuu ¢ > 50 % CYy)XCHUEM JHaMeTpa
IIpOCBeTa,

* MPEAbIYINas YpECKOXKHAs UJIM XUPYPrUYecKas peBacKyIspu3anus > 2 KpyHHBIX
KOpOHApHBIX apTepuil (Hanpumep, > 2 Mecsies),

* KOMOMHAIMS IPeABIAYIIEH YPECKOKHON uiH XHPYPTHYECKOH
peBacKyIsipu3anuy, HanmpuMep, 1 KpynHo# KOpoHapHO# apTepru (manpumep, > 2
mecsnes) H > 50 % cyxeHus auameTpa HPOCBeTa, 110 MEHbIIEH Mmepe 1
AOLONHUTENBHOK KPYIIHOH KOPOHAPHOI apTepuH, 10 pe3yIbTaTam
KopoHapoaHruorpaguu umm KT-anruorpadun,

B) BBICOKHI PHCK OJJHOCOCYHCTOM HIIEMHYECKOH 6OJIC3HH cepana, Takoi kax,
HAaIpUMED, KOTOpast ONMpEeNCseTCs Kak Hanu4ue > 50 % cyxeHus JuaMeTpa npocBeTa

OJIHO¥ KpyNIHO¥ KOPOHapHO#M apTepuu (HanmpuMep, 110 pe3ynbTaTam
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KopoHapoanruorpapun unu KT-anrnorpaduu y naunentos, Yy KOTOPHIX He Obliia
IIpOBE/ICHA peBaCKyIAPH3alH), H [I0 MEHBIIEH Mepe OJIHO M3 CICAYIOLEro:

* [IOJIOXKUTENbHBIH HEHHBA3UBHBIH CTPECC-TECT, TAKOH Kak, Hanpumep,
NOATBEPXKAEHHBIN IOCPEACTBOM JIIOOOTO HU3:

- TONOXUTEAbHBIA DKI'-TecT Ha nepeHocuMocTs Gu3nueckoit Harpy3KH y
NanHeHToB Oe3 O10Kaakl IeBOH HOXKKH NMydka ['uca, cuHapom Bonbda-Ilapkuncona-
Yaiita, runeprpodus JIEBOro Keryaodka ¢ HapyIIeHHEM PEeNoJIApU3aHH, UIU
HaBsI3aHHBIH PUTM XeEJy104Ka, NpeacepaHast Gubpunnsnus B cyyae anomanbueix ST-
T cermenros,

- HOJIOXHUTEIBHAS CTPECC-3X0KapIMOTpaMMa, KOTOpas MOKa3bIBAET
MHAYIUPOBAHHLIC PETHOHANBHBIE HAPYIIEHHUS CUCTOJIHYECKOTO ABHXKEHHS CTEHOK,

- TIONIOKUTENILHBIH AACPHBIA CTPECC-TECT C OLEHKOH rephy3uu MHOKapja,
KOTOPbIH MOKa3bIBAET CTPECC-HHAYLHPOBAHHOE 06PATHMOE Hapyiienue nepdysuu,

- MAOMCHT, BRITHCAHHBIA U3 OOJBHHULEI C TOYHO YCTAHOBIEHHBIM JHATHO30M
HECTAOUIbHON CTEHOKapauM (Hanpumep, > 2 - 12 MecCsIEeR),

I') IIPEAMIECTBYIOIUI HIIEMUYECKHH HITH TEMOpparu4ecKui UHCYIbT (HanpuMmep,
> 3 mecsua),

1) Hanu4Yue 3a60T€BAHNA COHHBIX apTepHil (HanpuMep, ¢ KIMHHYECKUMH
CHMIITOMaMH MK 6e3), Takoe Kak, HallpuMep, HOATBEPKAEHHOE IOCPEANCTBOM JIFOOOro
u3:

- METONIOB BU3YaJIM3allHH, KaK OPAXEHHUE 0 MEHbIIEH Mepe OJHOM COHHO
apTCpHH, KOTOPOE OlleHUBAaeTCs kKak =50 % cyxeHHe nuameTpa NpocBeTa,

- IPEABIAYMeH YPECKOKHON HITH XUPYPrHdecKon PE€BACKyIIpU3aIluH COHHOMN
aprepuu,

¢) Hannuue 3a601eBaHUs NepUePHICCKAX apTepuH, TaKoe KakK, HallpuMep,
MOATBEPXKAEHHOE NOCPEJCTBOM JIIOOOTO H3:

- NPEAIECTBYIOMEH aHIMOTIIACTHKH apTepUii KOHEUHOCTH, CTEHTHPOBAHUA, OO
XMPYPTUYECKOH ONepaniy LIYHTUPOBAHHUS,

- OPEAIECTBYIOMICH amMIlyTallud KOHEYHOCTH MJIH CTOIBI BCJIEACTBHE
MaKpOCOCYIUCTOH HEJOCTATOYHOCTH,

~ AHrHOrpa(MYeCcKOro NOATBEPXKICHUS CTEHO3a nepudepHuecKux aprepuii
> 50 % cyxeHMs nuaMeTpa IPOCBETa MO MeHbINEH Mépe B OJJHOH apTepuH KOHEYHOCTH

(Hanpumep, ouenka nepuQeprIecKuX apTepuii: obmel noaB3IOMHO apTepuH,
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BHYTPECHHCH NOJIB3/IOIIHON apTepuu, BHEIIHEH TOAB3A0MHOI! aptepuH, OeapeHHoH
apTepHH, HOAKOJICHHON apTepun ),

ITaTonoruueckoe cocrosuue II:

HapylieHHas noyeydas QyHKuus (Hanpumep, ¢ uin 6e3 CC CONYTCTBYIOIUX
3aboneBanui), Takas KaK, HalpUMep, OTPEREISLETCS KaK:

* HapyuieHHas noyedHas ¢pyHKUMs (HAIPEMED, KaK ONpPEAeNsioT I0CPEACTBOM
popmyast MDRD) ¢ pCK® 15 - 45 ma/mun/1,73 M2 ¢ m06bim UACR, u/unu

* HapylIeHHas noyeyHas GyHKIUs (HapUMep, KaK ONPeAeNAIOT I0CPEICTBOM
popmyner MDRD) ¢ pCK® > 45 - 75 ma/Mun/1,73 M? ¢ COOTHOIIECHHEM anp0yMHHa K
KpeatuHuHy B Mo4ye (UACR) > 200 Mr/r kpearunuHna uiau > 200 mMr/n (MunIHrpaMm
anbOyMHHa Ha JIUTP MOYK), Wil > 200 MKI/MHH (MHXpOTrpaMM anbOyMHHA B MUHYTY)
uin > 200 mr/24 4 (MuurpamMm ansGymuna 3a 24 gaca).

Bouee Toro, HacTosinee U306peTeHHE OTHOCHTCS K ONpeNeNIEHHOMY HHTHOUTOPY
JII1-4 (npeanoYTHTENHHO JIMHAIIUNITHHY, HEOOA3aTeIbHO B KOMOHHALHH ¢ OJIHUM
HJIH OOJNIBIIMM KOJUYECTBOM JPYIUX aKTHBHBIX BEIIECTR), npeaHa3sHa4YeHHOMY IS
IIPUMEHEHHUS C LENBIO:

JIEYCHHS, TPOQUIAKTHKH, 3aIIUTH! OT, CHMUXKEHHUS PUCKA, OTKJIAAbIBAHHS
BO3HMKHOBEHHsI H/WJIK OTKNIAAbIBaHHS POTPECCHPOBAHUS:

Kap/IHo- WM epebpallbHOCOCYAUCTOro 3a60JeBanus, COObITHS (Hanpumep,
OCHOBHOTO CEPIEYHO-COCYAUCTOrO COOBITHS) HIIH OCI0XKHEHHS, TAKOT'O KaK,
HalpUMEp, CMEPTH M0 NPUYHHE CEPACIHO-COCYAUCTON MAaTONOTHH, (PaTaubHbIN WK
HedaranbHbli) HHapKT MUOKapaa (HampuMep, GeCCHMITOMHBIH HIIH CHMIITOMHbIE
UM). (batanpueii uin HedaranbHblil) HHCYIBT, BHE3aMHAS CMEPTh, cepaecuHas
HEZI0CTATOYHOCTE, H/HIIN FOCIIMTANIN3AHMS (HAlIPUMED, TI0 IOBOIY OCTpOro
KOpOHApHOTO CHHAPOMA, aMIIyTallUH HOTH, IPOLEAYP PEBACKYIAPH3AIMUH BEHEUHBIX
apTepHH, PeBaCKy/IIpU3anAK NepUPEPHIECKHX COCYIOB, CEPASUHON HEAOCTATOMHOCTH
HJIM [10 ITOBOJLY HECTAaOMIBbHON CTEHOKApANH),

W/MIH, HapUMep, B KOMOMHAIHY C HIIH BMECTE C (IpeanoYTUTENBEHO
MOCPEACTBOM HJIH B IpEJIEax OJHOM U TOH XK€ Tepanuy WM JIEKapCTBEHHOT O
cpeacTra),

JI€YCHHS], IPO(YUIAKTHKH, 3aLHTHI OT, CHUXKEHMS PUCKA, OTKJIaAbIBAHHUS
BO3HHKHOBCHHMSI H/MJIH OTKIIAJIBIBAHHUS IPOIPECCHPOBAHUS:

(HeIIOYeYHOro MITH, IPEANOYTHTENBHO, TOYEIHOr0) MHKPOCOCY/IUCTOTO

3aboJieBaHHsA UIH OCJIOXKHEHH S, TAKOI'0 Kak, HallpyuMeEp, pCTUHONIATHA, CHUXKEHHE
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KOTHHTHBHBIX CIIOCOOHOCTEH, HehponaTus, (MUKpO- HIH MaKpo-)albOyMUHypHs,
XpoHH4eckas bonesnp nouek (XBII), TepMuHANbHAS CTAaAKd TOYESUHOMN
HEJOCTaTOYHOCTH, HAapyIIeHHe QYHKLUH HOYEeK, OCTPas WM XPOHHYESCKAs MOYeHAas
HEJIOCTATOYHOCTb, CMEPTH IO NPUYHHE 3a00JICBaHMSA 1T0YEK, W/HITH CHHEXXCHHE
pacu€THOH CKOpoCTH Ky6ouKoBO# GunbTpauny (Hanpumep, pCK® > 50 % ot
HUCXOIHOTO YPOBHS#);

NIpENOYTHTENBHO Y CTPAJAIOIIero AHabeToM NalueHTa-9€I0BEKA (B YaCTHOCTH
CTpajaroIero 1MadberoM 2 TUNa NalMeHTa), TAKOro Kak, HanpuMep, ManneHT, KOTOpBrif
CTPanaeT OT HETo, MK C BHICOKMM PHCKOM €r0 BO3HHKHOBEHHS, TaKO# Kak, HalpuMep,
TAUUEHT, UMEIOLMH HITH HAXOASIIAHCS O/l BEICOKHM PHCKOM TaKOTO CepASYHO-
COCYHCTOrO /UK II09€YHOI0 MHUKPOCOCY IUCTOTO 3a60NeBaHus, TAKOM KaK,
HAIpUMEp, MALHECHT C BBICOKHUM COCYHCTHIM PHCKOM (HAIIPUMED, KaK ONPENeTsHO
3J1€Ch; TAKOH Kak, HanpuMep, HAllMEHT B COOTBETCTBHHY 110 MEHbIICH MEpE C OJTHUM H3
BapHAHTOB OCYMECTBICHUSA | - 6 uim 1 - 7, Kak OHMCAHO 3/1€Ch BHIIIE);

TaKO# Kak, HalpuMep, NANHEHT, HMEIOIHI:

KaxK

anb0yMUHYPHIO (HanpUMep, MUKPO- MITH MakpoajbOyMUHYPHIO)

TaK #

NpeAIeCTRYIOee MAKPOCOCYIUCTOE (HalpHMep, KapAHuo- HIIH
nepebpaibHOCOCY IUCTOE) 3a60I€BaHHE (TAKOE KaK, HanpuMmep, HHPapKT MHOKapaa,
HieMuyecKas 60sIe3Hb cepaua, (MIeMUYeCKUH Ui reMOpparuyeckuii) HHCYJIbT,
3ab0NeBaHNE COHHBIX apTepHil W/HiH 3a60J1eBaHHe nepudepuyecKux aprepuil),

H/uiau

nubo

(mérkoe uim cpenHee) Hapymenue GyHKIUHE MOYEK (manpumep, XBII 2 umn 3
CTaauy, npeanoyTureabno ¢ pCK® > 45 - 75 mn/mun/1,73 Mz), C
MaKpoaabOyMUHypHei

aubo

(cpennee uiu cepbE3HOE) HapyeHHe GYHKIUA MOYEK (manpumep, XBII 3 unu 4
craguy, npeanouturensio ¢ pCK® 15 - 45 mu/mun/1,73 M2) (c nm Ge3 kakoi-160
anb0yYMHHYPHH).

Kpome Toro, HacTosIee H306peTeHHEe OTHOCHTCS K ONpe/ICIEHHOMY HHTHOHUTOpPY
HIIII-4 (npeanoutuTensHo JTUHATJIMITAHY, HEOOS3aTEeNbHO B KOMOMHAIIHHU C OJHUM

HJIH OOJIBIIIAM KOJUYECTBOM APYIrUX aKTHBHbLIX BeIlICCTB) U1 JIeYeHH s H/UIH
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MPO(UIAKTHKK MeTaboIHYecKUX 3a601eBaHUit, TAKHX KaK AHabeT, B 4aCTHOCTH
caxapHblil quaber 2 Tuma u/uay 3a60NeBaHMi WM MATOJOTHYECKHX COCTOSHUI,
CBA3AHHBIX C HUM (HapuMep, THabETHYECKHUX OCIOKHEHHH), y HarueHTa (B 4aCTHOCTH
MalMeHTa-4eJI0BEKA), MMEIOLIETO MM HaXOAAIErocs 0K BHICOKMM PHCKOM CEPAEUHO-
COCYTHCTOTO H/WIIA MOYEIHOTO MHKPOCOCYIHCTOTO 3a60eBaHus (TAaKOro Kak,
HalpHMep, HAlHEHT ¢ BEICOKHM COCYHCTLIM PHCKOM, HallpHMEP, KaK ONpEAeIcHO
3/1€Ch; TAKOH KaK, HANPUMeEP, NAlMERT B COOTBETCTBHH 110 MEHBIIEH Mepe ¢ OXHUM U3
BapuaHTOB OCYNIECTBICHHUS | - 6 unn | - 7, Kak ONUCAHO 371€Ch BBIIIE).

Kpome Toro, Hacrosimee H306peTeHie OTHOCHTCS K ONpeeIeHHOMY HHTHOUTODY
HAIIII-4 (npeanouTHTENHHO JINHATIMITARY, HEOOA3aTEIBHO B KOMOUHAIINY C OJTHHM
MM OOJIBIIMM KOTHYECTBOM APYIUX aKTHBHBIX BEIIECTB) JUIS JICUEHHs H/HIIH
npoduiakTuky 11abeTa, B YaCTHOCTH caXxapHOro jauabera 2 THNA /WK 3a00eBaHMI
HJIM TIATOJIOTHYECKHX COCTOSHUH, CBA3aHHbIE C HUM (HAampUMep, IHabeTHIeCKHX
OCNOXHEHHH, TAKMX Kak AnabeTnyeckas HepponaThs W/uiK (MHKPO- HIIH MaKpo-
)anbOYMUHYpHS), y MallHEHTa (B YaCTHOCTH MAalMEHTAa-4eI0BeKa), KOTOPBIHA B 3TOM
HYXJlaeTCs, TAC NAallMeHT HMEEeT UIH HAaXOAUTCS MO BBICOKMM PHCKOM CEPAEYHO-
COCYHCTOTO H/HJM MOYEYHOTO MHKPOCOCY IUCTOTO 3a60IeBanH s (TaKoi Kak,
HaIpHUMEp, MAIMEHT C BHICOKHM COCYANCTHIM PHCKOM, HAIPUMED, KaK OIpeIesIeHO
3/1€Ch; TAKOH KaK, HAIPUMEp, NAHEHT B COOTBETCTBHH 110 MEHBIIEH MEPE ¢ OJHUM H3
BapUaHTOB OCYINECTBICHNS 1 - 6 unu 1 - 7, kak onucaHo 31ech BHIIIE).

[Ipumepr1 MeTaboMHYEeCKUX PacCTPOHCTB MiIH 3a00IeBaHuil, KOTOpBIE
IIOBEPralOTCA TEPANUH B COOTBETCTBHHU C 3THM H300pETEHHEM, MOT'YT BKJIIOYATh, HE
OrpaHWYHMBasACh UMH, JuabeT 1 Tuma, quabeT 2 THIA, HAPYIIEHHE TONEPAHTHOCTH K
rmokose (HTT'), napymenue yposrst rimoko3sl B kposu Hatomak (HI'H),
THICPTIUKEMHIO, IOCTIPAHANAIBHYIO THIEPTIHKEMHIO, HOCTa6COPOTUBHYIO
THICPTIIAKEMHIO, TATEHTHBIH ayTOMMMYHHBIA AuabeT y B3pocnbix (LADA), numauii
BCC, OXXMPCHHUE, NHCITHIIUACMHUIO, TUIIEPIUIHIEMHIO, THIIEPX0JIECTEPOIIEMHUIO,
runeprpuriuuepuaemuio, runepHIXK-emuro (HOXKK - anzn.: NEFA -
HE3CMePUPUYUPOBAHHbIE JHCUPHbIE KUCIOMbL), THIIEPIHIHACMHIO HATOIAK HITH
[OCTIPAHIUANBHYIO THIICPJIUIHIEMHIO, TAKYIO KaK ITOCTIPAHIHAIBHYIO JIHIEMHIO
(HampyuMep, NOCTIPaHANANBLHYIO THIICPTPUIIIHIIEPHIEMHIO), THICPTCH3HIO,
aTePOCKIIEPO3, SHAOTCIHANBHYIO AUCHYHKIHIO, OCTEONOPO3, XPOHHYECKOE CUCTEMHOE

BOCIIa/ICHHE, HEAKOTOJIPHYIO XKUPOBYIO Gonesnpb neyenu (HXXBII), perunonaruro,
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HeHponaruio, HedponaTnio, HepoTHYECKHH CHHAPOM, CHHJPOM IMOJUKHCTO3HBIX
AUYHUKOB, H/MJIH METaOOIHYECKHH CHHAPOM.

Hacrosmee n3obperenue, kpoMe TOro, OTHOCHTCS K ONpelleICHHOMY HHI'HOUTOPY
JAII11-4 (1penoyYTHTENEHO THHATIHITHHY, HEOOS3aTEIBHO B KOMOMHAIHH C OJJHUM
WM GOJIBIIMM KONHYECTBOM APYTHX aKTHBHBIX BEIIECTB), NpeIHA3HAYCHHOMY JIs
NPUMEHCHHS 110 MEHBIICH MEPE B OHOM M3 CIEAYIOIIUX CIIOCOOOB:

- TpOQHIAKTUKH, 3aMeJUICHHS TPOrPeCcCHPOBAHMS, OTKIABIBAHMS HAYAA HIIH
JICYCHUS| METAOOTHIECKOro PacCTPOMCTBA WM 3a60JIeBAHHS, TAKOTO KAk, HanpuMmep,
CaxapHbIi nuaber 1 Tuna, caxapHeii quabet 2 Tumna, HapymIeHHE TOJICPAHTHOCTH K
rmokose (HTT'), Hapynienne ypoBHS ITIOKO3BI B KPOBH HATOINAK (HT'H),
TANICPIIIMKEMU A, IOCTIPaHANATbHAS IMIEPIINKEMHs, HOCTabCoOpOTHBHAS
THNICPTIINKEMHUS, JATCHTHBIH a2y TOUMMYHHBIH nuabet y B3pocabix (LADA), nuiuamii
BEC, OXUPCHHE, THCIUNHUICMHS, THIICPIUITHAEMHS, PHIIEPXOIECTEPOIICMHS,
runepTpuriannepuaemus, runepHIXK-emuro, nocrnpanauanpaas aunemus,
THIICPTEH3HUA, aTEPOCKICPO3, SHAOTEHAIbHAS NUCHYHKIIMS, OCTEONOPO3, XPOHHUECKOE
CHCTEMHOC BOCIIAJICHHE, HEAIKOTOIbHAs XKHUpoBas 6onesHs neuenu (HXKBIT),
peTHHONATHA, HeHponaTHs, HepponaTus, HeGPOTHUECKHH CHHAPOM, CHHJPOM
TIOJHKUCTO3HBIX SHYHHKOB, U/HJIH METabOTHUECKHH CHHAPOM;

- YJNydlleHHUs W/HIH DONAEPKaHUS TIHKEMHYECKOrO KOHTPOJIS H/HIH
CHUXKCHH TIIOKO3BI B MJ1a3M€ HATOIIAK, IOCTIPAHHATbHOMN ITIIOKO3Bl B IJIa3Me,
0cTabCOPOTUBHOIM IIIOKO3BI B IUIa3Me M/HIIH ITAKO3UJIHPOBAHHOTO I'eMOTII00KHA
HbA lc, unu npodunakTHKy, CHHXEH s PHCKa, 3aMeJUICHUS IIPOTPECCHPOBAHHSI,
OTKJIAJIBIBAHUS Havana WM JICYCHHS yXYyIIICHHs WM HapYIICHUS [IHKEMHYECKOTO
KOHTPOJIA, HYXAAIOMHNXCs B MHCYTHHOBOH Tepanuu WK B oBbmenHoM HbA ¢,
HE3aBHCHMO OT JICUECHHS;

- OpOoQUNAKTHKH, 3aMeJICHHUS, OTKJIaAbIBAHUS HIIH BbI3bIBAHUS obpatHOro
Pa3BUTHS NPOTrPECCUPOBAHUS NpeaAnabera, HAPYIICHUS TOJIEPAHTHOCTH K TIIIOKC3E
(HTT'), HapymieHus ypOoBHS IJIFOKO3BI B KPOBH HATOIIAK (HT'H), pe3ucrenTHOCTH K
MHCYJIUHY H/WIA MeTabOIHYECKOro CHHAPOMA B caxapHbIi quabeT 2 THIIa;

- OpOGHIAKTHKH, CHUXEHHUS PHCKa, 3aMeJIeHHs IIpOrpeccupoBaHus,
OTKJIABIBAHHUS HAYajla MJIH JICYCHHS OCIIOKHEHUM caxapHoro quabera, TaKux Kak
MHUKpPO- H MaKpOCOCYIMCThbIC 3a00JIeBaHus, Takue KaK Hed)pOmaTHs, MUKDPO- HIIH
MaKpoanbOyMUHYpHs, IPOTEHHYPUS, HePPOTHUECKHU I CHHIPOM, PETHHOIIATHS,

Katapakrta, HeHpONaThs, HapylIeHHEe 00y4aeMOCTH HITH MAMSTH,
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HEHpOJlereHepaTUBHbIE U/IM KOTHUTHBHBIE PACCTPOHCTBA, JeMEHIIHS, KapJAHo- MK
LepeOpanbHOCOCY AMCThIE 3a00IeBaHys, HIIEMHS TKaHEH, uabeTHIecKast CTONA WK
Tpo¢uyecKas A3Ba, aTEPOCKIEPO3, THIEPTEH3HSL, YHAOTENHATLHAS JUCQYHKITHSI,
MH}APKT MUOKap/a, OCTPBIH KOPOHAPHBIH CHHAPOM, HecTaGUIbHAS CTEHOKapaus,
CTabu/IbHAs CTEHOKAP/MS, OKK/IIO3HOHHAs 60Je3Hb NepUdepHUIeCcKHX apTepui,
KapZinOMHONIATHs, CEPEYHAs HEOCTATOYHOCTD, PACCTPOMCTBA CEPAEYHOrO PUTMA,
COCYTHUCTBIM PECTEHO3, H/MJIH HHCYIIBT;

- CHHXKEHMS MacChl TeNa H/WIIK XKHpPa B OPraHH3Me H/WJIM XKUpA B [IEYEHH W/UIH
BHYTPHMBILIEYHO-KJIETOYHOTI'O XHPa WU NPOoQHIAKTHKH NOBLIIEHHOH B MacChl Tea
HM/MJIM XXKHpa B OPraHu3Me M/MJIH XUPA B NICYEHH H/HIH BHYTPHMBILIEYHO-KIETOYHOrO
KHPa UJIM CIIOCOOCTBOBAHMS CHE)KEHHS MAcChl TeJia M/UJIH XHUpPa B OPraHu3Me W/HiH
KMpa B NICYCHH H/WIIM BHYTPUMBIIEYHO-KJIETOYHOIO XKHUPA;

- TpoQHNaKTHKH, 3aMeJICHUS, OTKJIAAbIBAHUS HAYAJA WU JICUeHHS
AereHepaiuu 6eTa-KIeTOK MOKENyJOYHOR KeNe3bl /MU CHUXCHHS
()YHKIMOHANIBHEIX CBOHCTB GeTa-KIETOK MOKENy0THOH KeNe3bl H/uiu yJIydIDCHUSs,
COXPaHEHMs U/MIIH BOCCTAHOBJICHHS (PYHKIMOHAIBHBIX CBOMCTB 6eTa-KIEeTOK
TIOJKENTYIOYHOM JKeJIe3bl /U CTHMYJIHPOBAHUSA /UM BOCCTAHOBIEHHS WM 3aIMHThI
(GYHKUHOHANBHBIX CBOHCTB CEKPEIHH WHCYJIMHA IOJXEIIyJOYHOH XKeNe30i;

- IpO(UIAKTHKH, 3aMeICHUs], OTKIAAbIBAHUS HAYANA UITH JeYECHHS
HEaIKOTOJIbHOH XHUPOBOii Gonesnu neuenn (HXKBIL,) Bkimoyas KHpoBoii remnaros,
HeankoronbHeik crearorenatut (HACT) n/unu ¢pubpos nevenu (manpumep,
NPOGUIAKTHKH, 3aMeJUICHNUsI IPOTPECCHPOBAHMSI, OTKJIAABIBAHHS, ocijabneHus,
JICYCHUS MJIN BBI3LIBAHUSA 0OPATHOTO Pa3BUTHS XHPOBOIO IeNaro3a, (renaTHIecKoro)
BOCIAJICHUS /UM aHOMAJIbHOTO HAaKOIUICHHS XHUpPa B ICYCHH);

- IpOGUIAKTHKH, 3aMeICHAS IPOTPECCUPOBAHHS, OTKIAABIBAHUS HAYANA WK
NeyeHus jguadeTa 2 Tuna ¢ HebNArompPUsITHHIM HCXOA0M TPaLUIHOHHOM
NPOTHBOAMAOETHYECKOH MOHO- UM KOMOHHUPOBAHHOH Tepamuu;

AOCTHIKCHHUS CHHXKCHHS J03bl TPAIUIHOHHBIX IPOTHBOAHA0ETHYCCKHX
JICKapCTBEHHBIX CPEACTB (HAIPUMED, CYNIbQOHUIMOYEBHHBI UITH HHCYIIHHA),
HEOOXOZHMOH N5 a/IeKBATHOTO TePaNeBTUYECKOTO 3 heKTa;

- CHIDKCHHSA PHCKA HEXKEIAaTeIbHBIX SBIECHHH, CBSI3aHHBIX C TPaAMIHOHHBIMH
NPOTHBOAHAOCTHYECKUMH JIEKAPCTBEHHBIMU CPEACTBAMH (HANPHMED, THIIOrTHKEMUH
HJIM HabOopa JMITHErO Beca, HAlpUMEp, CBSI3aHHbIE ¢ MEAMKAMEHTO3HOM Tepanuei

MHCYJIHHOM HJIH CyJ1b)OHHIMOUYEBUHOMN); U/ UK
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- HOJJepXKaHUS HU/WIIK yIlydIleHHs 9yBCTBUTEIBHOCTH K UHCYIIUHY H/¥UIH
JICYCHAS WM NPOGUIAKTHKY THIEPHHCYIMHEMUH H/HIH PE3UCTEHTHOCTH K HUHCYJIMHY;

Yy HallMeHTa, KOTOPBIA B 3TOM HYXJAAa€TCs (TaKOM KaK, HallpUMep, MAalHenT, Kak
OIHCAHO 3/eCh, HATPUMED, NALHUCHT-Y€I0BEK, HMCIOILHNA T1abeT, B YaCTHOCTH aHMabeT
2 Tumna), u/unu

B YACTHOCTH Y MALKEHTa (B YaCTHOCTH, NAl[HEHTA-4e/I0BEKA), HMEIOIIEro WK
HaXOAAINCTOCs TIOA BBICOKHM PHCKOM CEPIEYHO-COCYAUCTOTO H/MIIM HOYSUYHOro
MHKPOCOCY/IUCTOTO 3a00JIEBAHUS HITH OCIIOKHEHHMS, TAKOrO, KaK HanpuMep, HalHEHT ¢
BBICOKMM COCYLNCTBIM PHCKOM (HalpUMep, KaK OIpe/eIeHO 31eCh; TaKOH, Kak
HAIpUMED, IIAIIUCHT B COOTBETCTBHH O MEHBIIEH MEPE C OJJHUM M3 BAPHAHTOR
ocymiectByieHust 1 - 6 unm 1 - 7, kak onucano 3mech BBILIE);

TaKOIo KaK, HalIpUMeEp, y NAlHEHTa, HMEIOUIETO:

Kax

abOYMHHYPHIO (HalIpHMED, MUKPO- HITH MaKpoaab0yMUHYPHIO),

TaK H

MpENIECTBYIOIIEE MAKPOCOCYAUCTOE (HAIPUMED, KapAHO- HIIH
HepedpaibHOCOCYAHCTOR) 3a60IeBaHHe (Takoe Kak, HanpuMep, UHBAPKT MHOKap/Ja,
HmeMuyeckas 60ye3Hs cepana, (HIeMUYeCKUd Wi reMOpparuyecKuii) HHCYIIBT,
3a00JIeBaHHE COHHBIX apTepHil u/uin 3a60JeBaHKe nepudepuyecKux aprepuit),

u/uiau

aubo

(m€rkoe unm cpenHee) HapyleHHe GYHKIMH MOYEK (nanpumep, XBII 2 unu 3
CTapuu, npeanodtutensHo ¢ pCK® > 45 - 75 mn/mun/1,73 Mz), c
MaKkpoanb0yMuHypHel

nubo

(cpenHee unM cepbé3HOE) HApyIICHHE $ynxuun nouex (nanpumep, XBI1 3 unu 4
CTazuy, npeanouTuTensHo ¢ pCK® 15 - 45 ma/mun/1,73 M?) (¢ win 6e3 kakoii-mu6o
aneOyMUHYpHH).

Kpowme Toro, HacTosmee H306peTeHAE OTHOCHTCS K crnocoOy neveHus,
IPOGHIAKTHKH, OTKIIAABIBAHUS BO3HHKHOBEHHS, OTK/IAAbIBAHHS IpOrpecCUpOBaHHs,
3AIIMTEI OT U/UJIH CHUXKEHHS BEPOSITHOCTH HIIH PHCKA: arepockiieposa, areporpeM60o3a,
SHIOTEINANLHON JNUCOYHKIAH, U/HITH IATONOTHYECKOTO HAPYIIEHHS H/HIIH
IPEXICBPEMEHHOH CMEPTH OT cepaedHo-cocyanuctoro (CC) u/unm noyeunoro

MHKDPOCOCYAUCTOTO 3a60J'IeBaHI/I}I;



10

15

20

25

30

(V'S]
[US]

TaKoOMYy KakK, HallpuMep, KOMOMHUPOBAHHBIH CIIOCOO:

JC€YeHHUs, IPOPHIAKTHKH, OTKJIAAbIBAHUS BOSHUKHOBEHHS, OTKJIA(bIBAHHA
TIPOTPECCHPOBAHUS, 3AIMHTHI OT M/MIIM CHIKEHHS BEPOSTHOCTH HJIM PHCKA:

KapaHo- WK 1epebpajbHOCOCY THCTOro 3a00JIeBaHus WM COOBITHS (TAaKOTO KAk,
HapHMep, BEIOPAHHOTO H3 CMEPTH IO NPUYHHE cepaedHo-cocyaucToi (CC)
naToNOTHH (BKII0Yas daragbHbIH HHCYIIbT, BaTanbHbIH HHPAPKT MEOKApIa 1
BHE3ANHYIO0 CMEPTh), He(aTaNbHOTO HHCYIHTa, HedaTanbHOro HHGAPKTa MHOKApIA
(UM) (6eccumnromusiii MM MOXeT ObITh HCKIIFOUEH) U TOCIUTATH3AIHHY T10 MOBOLY
HeCTaOUIBHON CTEHOKApIIUH),

%}

JeYCHHUS, NPOYUIAKTHKH, OTKJIAJAbIBAHUSA BOSHMKHOBEHHUS, OTKJIA{bIBAHUSI
IIPOTPECCHPOBAHMS, 3ALUATHI OT U/UJIM CHUXKEHUS BEPOSATHOCTH UJIM PHCKA:

IOYEYHOr0 MHKPOCOCY IHCTOTO 3ab0eBanus (TaKoro Kak, HallpuMep, BRIOpaHHCEe
U3 CMEPTH OT 3a00JIeBaHUS IOYCK, TEPMUHAIBHON CTaAHH MOYEYHOH HENOCTATOUYHOCTH
1 CHHMIKCHHS PAacU€THOM CKOPOCTH KIyOOUKOBOM (GHIbTpaLUu);

y manueHTa (B 4aCTHOCTH MallHeHTa-4el0BeKa, B YaCTHOCTH, HMEIOLIEero J(uader,
B YAaCTHOCTH CaxapHbIA [uabeT 2 Tuna u/unu 3a60eBaHus CBA3AHHBIE C HUMH),
KOTOpBIH B 3TOM HYX/aeTcs (HanmpuMep, NalHeHT, HMEIOIMH UM BXOSIIHUN B Iy
PHUCKa KapJIHO- MM 1epedpanbHOCOCY TUCTOTO H/HIIH HOYEYHOTO (MHKPO)COCY JUCTOTO
3a00.1eBaHusA, COOBITHS, OCITOKHEHHS HJIM MAaTOJOTHYECKOTO COCTOSHUSN, TAKOT0, KAK
OMHCAHO 3/1€Ch, HAIPUMEP, MAIIMEHT C BHICOKUM COCYIUCTHIM PHCKOM, HAIIpUMEp, KaK
ONPEAEIICHO 3[1ECh; TAKOH KakK, HallpuMep, NallHeHT B COOTBETCTBHH IO MEHbIIEH Mepe
C OJIHMM M3 BAPUAHTOB OCYIIECTBACHHS 1 - 6 mum 1 - 7, KaK ONMUCAHO 3/1€Ch BHINIE);

conepikalleMy BBe/IcHHE NalUeHTy 3P PEKTHBHOTO KOJNMYECTBA ONPENEIEHHOTO
uHruduropa JIII1-4 (mpennoyYTuTensHO IMHATIMNTHHA), HeoOM3aTENbHO B
KOMOMHAIMH C OJHHM MK GOJBUIMM KOJIHYECTBOM APYTHX aKTHBHBIX BELIECTB.

Kpome Toro, Hactosuuee u3o6pereHne, KpOMe TOIO, OTHOCHTCS K OTIPENeIeHHOMY
uaruburopy JI1I1-4 (IpeanoYTHTENbHO IMHATIMATHHY, HEOOA3aTEIbHO B KOMOHHAIHHU
C OJTHMM HJIH GOJBIIMM KOJIMYECTBOM APYIHX aKTHBHBIX BENIECTB, HAIPHMED,
Heo0A3aTeNbHO B KOMOUHAIMH C OAHMM MM OOJBIIMM KOJIUYECTBOM
IPOTHBOMAOETHYECKHX CPEJICTB, H/UIIH He0OA3aTeIbHO B KOMOMHAIMY C OJHHM HITH
OO0JIBIINM KOJIHYECTBOM aHTUTHIIEPTEH3UBHBIX BEIIECTB, TAKHX KAK uHruburtop Alld

u/unn BPA), npennasHaueHHOMY JUIsl IPUMEHEHHUS JUIS 3aIIUThI CEPALA U IS 3AIUTHI
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MOYCK M/MJIM AN TPOQHUIAKTHKH, OTKJIaAbIBAHHS BO3HHKHOBEHHS, 3aIUTHI OT,
OTKJIa[bIBaHHs IPOIPECCUPOBAHMS, HIIH CHUIKEHHUS PHCKA:

KapaKo- UM LepebpanbHOCOCY JUCTOrO 3a00IeBaHUS HIIH COOLITHS (TAKOTO KakK,
HanpuMep, BLIOPAHHOTO W3 CMEPTH MO NPUYHHE cepledno-cocyaucToii (CC)
naTojoruy (BKio4Yas GatanbHbli MHCYIBT, BaTaibHbIH HHOAPKT MHOKApaa U
BHE3ANHYIO CMEPTh), He(aTalbHOro HHCYIbTa, HehaTalbHOrO HHpAPKTa MHOKApP/IA
(UM) (6eccumnroMHublit UM MoOXeT GbITh HCKIIIOYEH) U TOCHHTATH3ANMH O IIOBOY
HECTAOMIIbHON CTEHOKapIHuH), H

MI0YEYHOr0 MUKPOCOCYIHCTOTO 3a00/ieBaHMs (TAKOTO KakK, HAlPUMED,
BBIOPAHHOTO M3 CMEPTH OT 3a00JIeBaHUs TOYEK, TEPMHHATBHON CTAHH TOUYECIHOM
HEI0OCTATOYHOCTH M CHHXKEHHUS PaCU€THOM CKOPOCTH KIIyOOUKOBOH GHIIBTPALMH);

y MalHeHTa (B YACTHOCTH MAllMEHTa-4eI0BEKa B YACTHOCTH, HMEIOLIEro fuaber, B
4aCTHOCTH caxapHbii nuaber 2 Tuna, u/uind 3a00JieBaHUs CBSI3aHHbBIE ¢ HUMH, TAKHE
KaK nuabetuyeckas Hedponarus),

TaKOTO KaK, HAlIpUMEP, MALUCHT, HMEIOMMH WM BXOISAIIMA B IPYIINY pUCKa
KapHo- MJIH HepeOpaibHOCOCYTUCTOrO H/HIIH TOYEYHOTO (MHKPO)COCYAUCTOTO
3aboneBanus, COOBITHSA, OCTOKHEHHUS WM N1aTOJNIOTHYECKOTO COCTOSHUSA, TAKOTO, KaK
ONHKCAHO 37€Ch (HaIPUMEP, MAIMEHT C BRICOKMM COCYIHCTHIM PHCKOM, HANIPHMeD, KaK
OIPENEIEHO 311€Ch; TAKOX KakK, HAPUMED, NANMEHT B COOTBETCTBUH 110 MEHBIIEH Mepe
C OZIHHUM M3 BApPHAHTOB OCYINECTBJICHHs | - 6 min 1 - 7, Kak ONHMCAHO 31€Ch BHIILE);

TAKOH KaK, HalpuMep, HallUeHT, KMEIOIIHIA:

KakK

anbOyMHHYDHIO (HalIpUMeP, MEKPO- MIIH MaKpoaTb0yMHHYPHIO),

TaK H

IpennIecTBYIOUICe MAKPOCOCYAUCTOE (HalpUMep, KapAHo- UK
epebpabHOocoCyIuCcTOE) 326071€BaH e (TaKoe KaK, HanpuMep, HHPApKT MHOKAp/A,
HIIeMHYecKas 00ne3Hp cepaua, (MIIEMHYECKHI UM FeMOPparu9ecKuii) HHCYJIbT,
3a00JIeBaHHE COBHBIX apTepHil H/unu 3abonesanue nepudepuyecKux aprepuit),

W/ unu

nubo

(n€rxoe niu cpenHee) Hapymenue GyHkuuu novek (Hanpumep, XBIT 2 mmw 3
craauy, npeanoyturesibHo ¢ pCKd > 45 - 75 mn/mun/1,73 Mz), c
MaKpoaJIbOyMUHYpHeit

060
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(cpennee uim cepré€snoe) HapymeHne GyHKuuM nouex (Hanpumep, XBI1 3 uan 4
cTannu, npeanodrutensio ¢ pCK® 15 - 45 mn/mun/1,73 M?) (¢ nnn 6e3 kakoi-nu6o
aNbOYMUHYPHH).

B onpenenennpix BapuaHTax OCYIECTBIEHHS, TEPANUs B COOTBETCTBHH C
HaCTOAIINM H300pETEHHEM (HAalpHMeEP, KaK OMMCAHO 3/1€Ch BhILIE H HUXE) MOXKET
BKJIIOYaTh NIPOJOJIKUTEIBHOE JICUCHHE C IIPUMEHEHHEM OIIPECICHHOTO HHIHOHTOPa
HIT-4, B 4acTHOCTH JIMHATIUNITHHA (IPEIIOYTHTENHHO 5 MT B JI€Hb, KOTOPBIil

IPUHUMAIOT IIEPOPAIBHO, HEOOA3aTENBHO B KOMOHHALIMY C OJHUM HJIH OOJIBIITHM

KOJIMYECTBOM JPYTUX aKTHBHBIX BCUIECTB, HAIIpEMEP, TAKUX KaK T€, KOTOPbIC OITMCAHEI

371€Ch), Ha MPOTSDKEHUU IJUTENBHOTO IIEPHUO/Ia BPEMEHH (TAaKOTO KaK, HalpuMep, Ho
MEHbUIEH Mepe Ha NpOTsKeHuu 1 - 6 ner, >/= 2 net, uau 3 - 7 net, vanpumep, 3 - 4
aer, 3 - 5 nert, 3 - 6 5et, 4 - 5 net, 4 - 6 net, 5 - 6 jget, wiu S - 7 aer,
IPEJITOYTHTEIBHO 110 MEHbIIEH Mepe Ha npoTsxkenuu 48 mecaues, 6omee
IPEAIIOYTHTEIBHO 110 MEHbIICH MEPE Ha IPOTSHKEHUH 3 JIeT); HAIPHUMED, C LENEI0
obecreueH s JUIMTENLHOTO NEHCTBHS B OTHOLIEHHH CEPEYHO-COCYAUCTON H/HIIH
MoYe4HOH (MUKPOCOCYIMCTOH) 6€30IIaCHOCTH, NATOJOTHYECKOTO HAPYIIEHHS U/ HIH
CMEPTHOCTH (HAllpUMEp, BKIIIOYas IeHCTBHE HAa KOTHUTHBHOE HapylleHHe), B
COOTBETCTBHHM C HACTOSIIMM H300pEeTEHHEM; HAIIpUMEP, y HAIIMEHTOB (HapHUMeD,
CTpaJarInuX 1uabeToM NalHeHTOB, B YACTHOCTH, CTPaJaloluX 1HabeToM 2 THIa
MalUeHTOB), HMEIOIHNX MJIH HAXOIAMMXCS 10 BHICOKMM PHCKOM CEpAEYHO-
COCYJIUCTOTO H/MJTH MOYEYHOTO MHKPOCOCYIUCTOro 3a60JIeBaHus, TAKHX, KaK
HanpuMep, NAUESHTHI C BHICOKHM COCYAUCTBIM PUCKOM (TaKHe Kak, HallpPUMED,
NalueHThl, ONMMCAHHBIE 3/I€Ch); TAKHE KaK, HAIPUMED, NALMEHTH B COOTBETCTBHM 110
MCHBIIEH MEpEe ¢ OJHUM M3 BapUAHTOB OCYIIECTBIECHHS | - 7, KaK ONUCAHO 3/1eCh.
Harpumep, Tepanus B COOTBETCTBUH ¢ HACTOSNIIUM H300peTeHHEM (HATIpUMED,
TakKas., KaK OIHUCaHO 31€Ch BBILIE H HI)KE) MOXKET BKJIIOYATH NPOJOJKHTENBHOE
JI€4eHHEe ¢ IPUMECHEHHEM onpeaeneHnoro uaruburopa JAI1I1-4, B yactaoctu

JIHHATTMITHHA (IIPEANOYTHTENBHO 5 MT B [IeHb, KOTOPbIN NPHMHAMAIOT II€POPATIBHO,

HeoOA3aTeNBHO B KOM6I/IHa]LII/II/I C OTHUM HUJIM OONBUINM KOJIMYECTBOM APYIruxX aKTHBHBIX

BCLIECTB, HAIPUMED, TAKUX KaK T€, KOTOPbIE ONMCAHBI 3[I€Ch) HA NPOTANKEHUU

HAIUTCIBHOTO II€EPHOAA BPEMEHH, IPEANIOYTHTEIBLHO 110 MCHBbIIEH MEPC Ha NPOTSKCHHUU

48 mecsues, 60ee MPeANOYTHTENBHO 10 MeHblIEH Mepe 3 eT (HampuMep, 110
MEHBLICH Mepe Ha NPOTSHKEHHH 3 - 4 JIeT, HITH 110 MeHbIIeH Mepe Ha NMPOTSKEHHH S - 6

JIET).
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Hpyrue acniexts! nacTosmero H300peTeHnst OyayT O4eBUHBI JIs CIIENKaTHCTA B
AaHHON 00IACTH TEXHUKH U3 NPEABIAYIIHX K IIPUBE/ICHHBIX Naliee CBeeHuH (BKIouas
IpuMepbl ¥ Gpopmyiy u3o6peTeHns).

Kpatkoe onucanue rpapuueckux MaTEepHAJIOB

®urypa 1 moKasblBaeT SKCIPECCHIO TIOIOKaTHKCHHA B KAYECTBE MapKepa
HCOCTHOCTH IIOOUTOB Yy CTpajaomux Juabetom menmeii db/db H Y 310POBLIX
MBbIIEH KOHTPOIBHOM IpYNIIEL, TIOABCPTHYTBIX JCYEHHIO C IPHMEHEHUEM
JTHHATITHITHHAE, SHATANIPUIIA, WM C HCIONB30BAHUEM N1aNe6o.

Honpo6yoe Onucanue H300peTeHus

B npenenax nacrosmero n3oGperenus s HacTosuiee BpeMs ObLIO BBISIBIEHO, YTO
Onpeaeinennpiit uuruéurop JII1-4 (mpexnournrensuo JMHATMIAITAN), KaK ONpeNeIeHo
3ACCh, TAKKE Kak U (papmareBTHICCKHE KOMOHHALMH, KOMINO3HIINH, IPUMEHEHHS
yKasaHHOro mHruburopa JIII1-4 (npeamoururensuo JIHHArIUITHHA), He00g3aTeIbHO B
KOMOHHALIMK C OJTHUM HJIH GOJIBIINM KOJIHYECTBOM APYTHX aKTHBHBIX BEIECTE, KaK
ONPENCICHO 31ECh, HIIH CIIOCOOH! B COOTBETCTBHH C 3THM H300peTeHHEM, HMEIOT
XapaKTePUCTHKH, KOTOPLIE JENAIOT HX ONE3HBIMH JUIS Leieit 3TOro U300peTeHus
H/MJM JUIs BHIIOJIHEHHS OHON HIIH GoJiee IOTPEOHOCTEH, YIOMAHYTHIX 3/1€Ch.

®epment AII11-4 (IunenTHaUNNenTHAA3a IV), Taxxe u3BecTHEI Kak CD2e,
lipencrasiger coboit cepuHnpoTeasy, KOTOpas, KaK U3BECTHO, IIPUBOJUT K
pacliennienuto nunenTua ¢ N-TepMUHATBHOTO KOHIa psina 6enkoB, UMEIOMMX Ha
cBoeM N-TepMHHAIBLHOM KOHIlE OCTATOK NIpOJINHA WM aNaHuHa. Beaencteue
YKa3aHHOTO CBOHCTBa HHrUGHTOPHI JIIII1-4 3aTparuBalOT OMOaKTHBHBIC HENTHIbI B
IJ1asMe KpoBH, BrmoYdas nentuy I'III-1, u cuntaorey HePCHEeKTUBHBIMHU
JICKapCTBCHHBIMH CPEJICTBAMH JUISl IEYEHHS CaXapHOTo Juabera.

Hanpuwmep, uaru6urops: JII1-4 u ux IPHMEHEHHE PACKPBITHI B
WO 2002/068420, WO 2004/018467, WO 2004/018468, WO 2004/018469,

WO 2004/041820, WO 2004/046148, WO 2005/051950, WO 2005/082906,
WO 2005/063750, WO 2005/085246, WO 2006/027204, WO 2006/029769,
W02007/014886; WO 2004/050658, WO 2004/111051, WO 2005/058901,
WO 2005/097798: WO 2006/068163, WO 2007/071738, WO 2008/017670;
WO 2007/128721, WO 2007/128724, WO 2007/128761, wia WO 2009/121945.
HIIIT-4 sBiseTcs aHanOrHYHbBIM aHtureny CD26 T-kietox, KoTopsiii HI'PAET

OIIPENICIICHHYIO POJIb B aKTHBALUH T-KJIETOK | UMMyHOMOysiud. Kpome Toro,
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HekoTopele cyoerpatsl JIIT1-4 (kpoMe HHKPETUHOB) MOTYT HMETh [OTEHIHA Kapauo-
ITOYEYHBIX JEHUCTBHH.

boisiee Toro, nuHArIUMNTHH, celeKTHBHEIH uaruoutop JI1I1-4 moxer
COOTBETCTBOBATE HEMOCPENCTBEHHBIM LEISM B OTHOIICHUH OIIpPEeIeHHBIX
AHTHOKCHUJAHTHBIX H/UJIYU NPOTHBOBOCHAIUTENBHBIX CBOHCTB.

JInHarnunTAR MOXKET TONONTHATEILHO HMETh HENMOCPEACTBEHHOE BO3IeHCTBHE HA
OEIOCTHOCTh SHAOTENHUS ¥ MOJOIUTOB KIIyOOYKOB M MPOKCHUMAIBHBIX KJIETOK
I04€IHOr0 KaHaNbla IIoYeK, TAKXKE KaK U Ha 9HAOTENHANBHYIO QYHKIIUIO, U IIPA 3TOM
JINHATTAIITAH HMEET OTHOCUTEJILHO BBICOKOE paclpeie/ieHue B TKAHIX, B TOM YHCIIE B
MOYKaXx.

Kpome Toro, o6pa3ne! H3 noyek 4yenoBeka NOKa3pIBalOT, YTO IPOTEHHYPUYECKHE
3a00JieBaHMs YenoBeKa (Takue Kak, HampuMep, AuabeTuyeckas HedponaTus wiH
HEPPOTHYECKH CHHAPOM), 110 BCeil BUAUMOCTH, XapaxkTepu3yroTcsd aktupamuei J{ITI-
4 B xi1ybouKax.

Bosee Toro, TMHATMTUITHH MOXET JOIONHUTEIBHO COOTBETCTBOBATD
HEMIOCPEACTBCHHBIM LENAM POTHBOIHUA0ETUYECKOTO M IPOTHBOAIE0YMUHYPHYECKOTO
ACHCTBUA/TIPAMEEUMOCTH, IIPEIIOYTHTENBHO Y CTPAJAIOIIMX AHabeTOM 2 THIIA
HalMeHTOB, C MUKPO- WJIH MakpoansOymMuHypueit (Hanpumep, 30 - 3000 mr/r
KpeaTHHHHA), IPEANIOYTHTENBHO B HOMOJIHEHHE K CYIIECTBYIOIEMY CTaHJApPTHOMY
JICYEHHMIO 110 MOBOJY AHabeTHuecKol HepponaTuu (Hanpumep, uHrH6uTOpoM Al1D Hin
BPA).

B nononHuTenbHOM BapuaHTe OCYMIECTBICHMS, NAlMEHT, ONMCAHHBIH 31€ECh,
npeacrasiser coboil cyObekTa, uMeromero auaber (Hanpumep, nuaber 1 Tuna wiag 2
tina uid LADA, B wacTHOCTH nuaber 2 tuna).

B gacTHOCTH, CyOBEKT B pelesax yKa3aHHOrO H306PETEHHS MOXKeET
NPEACTABIIATE CO0O0i Yenoseka, HanmpuMep, peGEHKa, NOAPOCTKA HIIH, B YACTHOCTH,
B3pOCJIOr0 YeIoBeKa.

JononHUTENBHO, B YACTHOCTH, CYyOBEKT B Mpeenax yKa3aHHOTo n3o0peTeHus
IPEACTaBIAET COOOH NalMEeHTa-4YeI0BeKa, CTPAJAIoeEro AuabeToM 2 THIIA.

B ompenenenHpx BappaHTaX OCyIECTBICHHS, CYOBEKT B IIpe/eiaX yKa3aHHOro
H300peTeHus NpeacTapiser coboil manuenTa (YenoBeka), CTPajaoIIero 1uabeTom 2
THUIIA HA paHHEH cTauu auabeTa (B OJHOM BapHaHTEe OCYLIECTBJICHMs) UK Ha

3alyIEeHHOH craguu quabera (B ApyroM BapHaHTe OCYLIECTBIEHHS).
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B nononHuTenpHOM BapHaHTE OCYHIECTBIICHHUS, CyOBEKT B NpeeNax YKa3aHHOTO
H300peTeHus npencTapiser coboil nanueHT (YeoBeKa), CTpajalomero JuadbeToM 2
THIIA Ha cTaauu auabera c 3aboseBaHueM 1mouek (T.€., JHabeTOM, CBSI3aHHBIM C
3a00JIeBAaHHEM NOYCK).

COOTBETCTBEHHO, B OTACIPHOM BapHAHTE OCYIIECTBACHHS, IPEANOYTHTENHHBIH
uHruOuTOp JIIII-4 B COOTBETCTBHH C CYIHOCTBIO 3TOr0 U300PETEHHS NPEACTAESIET
co00ii IMHArTUOTHH.

B nononuuTensHOM IpeINOYTHTEIFHOM BapHaHTEe OCYLISCTBICHHS B IIpegeax
YKa3aHHOT'O M300PETEHHUS, JUHATIUNITHH IPUMEHSIIOT KaK B Ka4eCTBE
Kap/{IHONPOTEKTHBHOTO, TaK M B Ka4eCTBE HEQYPOIPOTEKTUBHOIO JIEKAPCTBEHHOI O
cpeacTBa (B YaCTHOCTH IIPOTHBOJHAOETHYECCKOTO JIEKAPCTBEHHOIO CPECTBA).
CoOTBeTCTBEHHO, IMHATIUIITUH NpeJHa3HAYCH JJIS IPUMEHEHHS, KaK JUIs 3aIIU T
cepaina, Tak M JJis 3alIUTHl mo4Yek. KpoMe Toro, JIMHArnunTHH npeaHa3sHayey s
IPUMEHEHHS MUIst 00ecTIeueHus: KapUONPOTEKTHBHOTO U HEQPOIPOTEKTHBHOTO
ANCACTBUS WM NPEUMYILECTB [JIsl MallMeHTa (B YaCTHOCTH CTPAJAIOIEro q4abeTom
ManueHTa, TAKOro Kak, HallpuMep, CTpajarolero A1abeTomM 2 THIIa MalUeHTa),
BKJII0Yas NallMeHTa, KOTOPbIH BXOAUT B IPYIIY PHUCKA, TAKOTO KakK, IALMEHT C
BBICOKMM COCYIKCTBIM PHCKOM (HampuMep, KaK ONnpeAeaeHo 3/[€Ch;, TAKOM Kak,
HampUMep, MallMeHT B COOTBETCTBHH IO MEHBLIEH Mepe C OJIHHM M3 BapHAHTOB
ocyiecTBieHus 1 - 6, Kak onmMcaHo 34eCh BHILIE).

B nononHuTensHOM NpeANOYTHTENFHOM BapHAHTE OCYIECTBICHUS B Ipeaenax
YKa3aHHOIo U300peTEeHUs, TUHATJIUNTHH SABJISETCH NOJE3HBIM B CIIocobe

NpOGUIAKTHKH, 3aIUTHI OT, CHH)KEHHUSI PUCKA W/MIIA OTKJIAaJbIBAHUS
BO3HHKHOBECHHS:

KapJiuo- HJIH HepeOpaabHOCOCYAUCTOr0 3a00IeBaHus HIIH COOBITHS, TAKOTO KaK,
HaIpuMep, BEIOpaHHOTO U3 CMEPTH 110 MpHUKHE cepaeuHo-cocyaucToii (CC)
naTosioruy (BKIOYas GaranbHelil HHCYNBT, GaTaNbHbIH HHOAPKT MHOKApAa U
BHC3AIHYIO CMEPTH), HePATaIbHOIO MHCYNIbTA, HedaTalpHOro HH}papKTa MHOKapaa
(M) (6eccumnTomubiit UM MoxeT GBITh HCKIIIOUEH) H FOCIHUTAIM3ALHUH 110 I0EOLY
HeCTaOMJIBHOH CT€HOKApAHH,

H/viu

[I0YEYHOTO MUKPOCOCYIHCTOr0 3a00JIeBaHUS, TAKOTO KaK, HAIIPUMeED,

BBIOPAaHHOTO M3 CMEPTH OT 3a00JIeBaHUs IOYEK, TEDPMHUHATBHON CTaJMU IOYECUHOH
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HEJOCTATOYHOCTH ¥ CHUXEHHUS PACUETHOH CKOPOCTH KIyOOUKOBOH (PHIBTpaNy
(manpumep, ¢ pCK®D > 50 % ot ucxoqHOTO YPOBHS);

NpeaNOYTUTENBHO y CTpajamouiero fuabeTom nanueHTa-4yesioBeka (B 4aCTHOCTH
cTpaJarouero [4aberoM 2 TUNa NalMeHTa);

BKJIIOYas, HAIpUMEp, MMallHE€HTa C HJIM C BHICOKHMM PUCKOM CEpIAEYHO-COCYUCTOTO
COOBITHS M/HJIM OYEYHOTO MUKPOCOCYAUCTOr0 3a00JIeBaHus, TAKOIO KaK, HapAMEp,
NALHEHT ¢ BBICOKUM COCYIZHCTBIM PHCKOM (Hampumep, ¢ BEICOKUM puckom CC
COOBITHH, HalpUMEP, KaK OMHCAHO 3/1eCh; TAKOH KaK, HalpuMep, HAIUEHT B
COOTBETCTBHH I10 MEHBILIECH Mepe C OJHUM U3 BapHAHTOB OCYINECTBICHHS 1 — 6, Kak
OIIHMCAHO 31€Ch BI:IHIC);

TaKO# Kax, HallpuMep, NallMeHT, UMEIOMIUM:

KakK

anb0yMHMHYPHIO (HallpUMep, MUKPO- HJIM MaKpOaJIbOYMUHYPHIO),

TaKk u

IpeALIECTBYIONIEE MAKPOCOCYIUCTOE (HAaIpUMEp, KapJuo- UiId
uepeGpanbHococynucToe) 3abojieBanue (Takoe Kak, HanpuMmep, HHGapKT MHOKap/a,
uniemMudeckas 0oJe3Hb cepana, (MIeMHUYecKHil I reMoppariyeckKuii) HHCYIIbT,
3ab0€BaHNE COHHBIX apTepuil u/unu 3aboseBanue nepupepuIecKux apTepuii),

/AU

aubo

(n€érkoe Wiy cpefHee) HapymeHUue GpyHKuH moyek (Hanpumep, XBII 1, 2 unun 3
cranuu, Takas, kak XBII 1, 2 ctagun (Jiérkoe HapymieHue) WK cTaauu 3a (HapylieHue
OT NErKOTo 10 CpeIHEro), mpeanouturensuo ¢ pCK® > 45 - 75 mu/mun/1,73 M?), ¢
MakpoanbOyMUHYpHeH,

aubo

(cpennee uiaM cepbE3Hoe) HapymeHue GpyHkuuy novek (Hanpumep, XBIT 3 unu 4
craguu, Takas, kak XbII craguu 3b (Hapynienue oT cpelHEro 10 CepbE3HOT0) Hitu 4
cTanuu (Cephé3HOE HapylIeHHe), mpeanouTutensio ¢ pCK® 15 - 45 mu/mun/1,73 M%),
¢ uny 6e3 xakoi-1u60 anbOyMuHYpHH (HanpuMep, ¢ Wik 6€3 MEKPO- WX
MakpoajJbOyMUHYPHH).

B 10no0JMHUTEIBHOM NPEANOYTUTENFHOM BapHaHTE OCYHIECTBIICHUS B IIpea2iiax
YKa3aHHOTO H300pETEHH S, IMHATIMIITHH SBJISIETCS MOJIE3HBIM B (KapAHOMPOTEKTHBHOM
¥ He()pOIPOTEKTHBHOM) JICUCHHH AuabeTa, B YaCTHOCTH AuabeTa 2 THIIA, BKJIIOYas

HaOpuMCEp, Yy HallUCHTA € HJIM ¢ BBICOKHM pHCKOM CEPACHYHO-COCYUCTOrO coOpITHSA
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H/MIIH IOYEYHOIO MHKPOCOCYAHCTOro 3aboJieBaHus, TAKOTO Kak, HanmpuMep, IalMueHT ¢
BBICOKHM COCYAHCTBIM PHCKOM (HAllpUMeEp, ¢ BHICOKHM puckom CC coObITH,
HalpuMep, Kak ONHCAHO 37IeCh);

TaKOTO Kak, HallpUMep, NalHEHT, HMEIOLIHI1:

Kakx

anbOyMHHYpPHIO (HanpuMep, MHKPO- HJIH MaKpoansOyMHuHypHIO)

TaK H

TIPEAMECTBYIOIEE MAKPOCOCYTUCTOE (HATIpHMeD, Kapauo- uiu
iepedpanbHOCOCyIuCcTOR) 3a60IeBaHIe (Takoe kak, Hanpumep, HHpAPKT MHOKapa,
HINIEMHYECKast DOJIE3Hb cepana, (MIMeMUuecKui uily T€MOPParu4ecKHii) HHCYIbT,
3a00/IeBaHKE COHHBIX apTePHil W/UITH 3a60IeBAHMe nepudeprnyeckux aprepuii),

u/Him

mbo

(n1€rkoe MM cpenHee) HapyLeHue GyHKUMH moYyex (mampumep, XBIT 1, 2 wnu 3
CTaluy, Takas, kak XBII 1, 2 cragun (nérkoe HapylIeHHe) UK cTanuu 3a (HapylueHue
OT JIETKOTO JI0 CPeHero), MpeaIoYTHTENbHO C pCK® > 45 - 75 mn/mun/1,73 M), ¢
MakpoanbOyMUHYpHEH,

ambo

(cpenHee mim cepbésnoe) HapymeHHue QYHKIMU NoYeK (nanpumep, XBI1 3 unwm 4
Cranuu, takas, kak XbII craguu 3b (Hapymenne ot CPENHETO N0 CEPbE3HOrO) run 4
CTanuM (Cephé3noe HapymeHue), npeanoyrurebno ¢ pCK® 15 - 45 ma/mMun/1,73 M),
¢ unn 6e3 Kakoi-1ub0o anEOYMUHYpPHH (HallpuMep, ¢ uiu 6¢3 MHKpPO- HJIH
MakpoajibOyMUHYypHEI).

B orxenshom Bapuante ocymectsnenus s COOTBETCTBHU C 3THM H300peTeHHeM,
JIMHATHOTHH ABNACTCS HOJIE3HBIMH B TEpaNny NalHeHTa (npeanouruTensHO
CTpaZlaloImero 1HabeToM HalueHTa, B YaCTHOCTH cTpajarwomero auabetom 2 Tuna
NaIlMEHTa), HMEIIETO:

KaK

anbOyMuHYpHIO (HampuMep, MHKDO- HJIH MaKpoaabOyMHHYPHIO),

TakK u

PEAMECTBYIOMEe MAKPOCOCY INCTOE (HAIIPHMED, KaPAHO- HIIH
uepebpanbHOCOCY IMCcTOR) 3a60IeBaHKe (Takoe kak, Hanpumep, HH(]apKT MHOKapa,
MieMuvecKkas 00Ne3Hb cep/aua, (MIeMUYecKui Wik TEMOPPAru4eCKHit) HHCYNBT,

3a00/leBaHME COHHbIX apTepril H/UiIH 3360 eBane nepupepuuecKuX aprepuit),
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W/UuIH

mmbo

(n1€rkoe uiM cpenHee) HapymeHne GyHKIMK novek (Hanpumep, XBIT 1, 2 wiu 3
cranuu, Takas, kak XBII 1, 2 cranun (n1érxoe HapynieHne) uid ctaauy 3a (HapyeHue
OT JNIETKOro A0 Cpennero), npeanouruteabo ¢ pCK® > 45 - 75 mn/mun/1,73 M%), ¢
MakpoanbOyMUHypHel,

an6o

(cpennee win cephésnoe) HapyieHne QyHKunM nodek (Hanpumep, XBII 3 wiu 4
cranuu, Takas, kak XbII cranun 3b (mapymenue ot cpenHero 1o cepbé3Horo) uiu 4
cTanuu (Cepb&3HOe HapymeHue), npeanouTurensio ¢ pCK® 15 - 45 mn/mun/1,73 m?),
¢ U Oe3 kako#-nubo anbOyMUHypuH (TaKoii, Kak Hanpumep, ¢ Wi 6e3 MHKPO- HIIH
MaKkpoanbOyMUHYPHH).

B nomnonHuTENLHOM OTACTBHOM BapUaHTe OCYLIECTBICHHS B COOTBETCTBHMU C
5THM H300peTeHHEM, JIMHATIUNTHHE SBJISCTCS NOJE3HBIMA B TEPANMH HALHCHTA
(IpeNnOYTHTENBHO CTPAAIomeEro 1MabeToM NallHeHTa, B YACTHOCTH CTPaAOLIero
AuabeToM 2 THIIA MalMeHTa), HMEIOIIEro:

aIbOYMHUHYPHIO (TaKylo KaK, HAl[pUMep, ¢ COOTHONIEHHEM aTbOyMHHA K
kpeatuHuHy B Mode (UACR) > 30 mr/r xpeatnnMHa uiy > 30 Mr/n (MUILIUTpaMM
anpOyMHHA Ha JIATP MOYH), HIH > 30 MKr/MHH (MUKPOrpaMM anb6yMHHA B MHHYTY),
Wik 2> 30 Mr/24 v (MuMrpamm anp0ymuHa 3a 24 yaca)) u

NpeIIECTBYIONEE MAKPOCOCYANCTOE 3a00/IeBaHNe, TAKOE KaK, HAallpUMeEp,
OTpeeseTcs Kak OJHO UM OoJiee u3 a) - €):

a) mpeaecTByOmMuNd HHGapKkT MUOKapHa,

0) sanyumeHHas HiemMuyeckas 60J€3Hb cepla,

B) BBICOKHI PHCK OJIHOCOCYAMCTOM MINEMHUYECKOH GOIe3Hu cepana,

I') OpeAIIecTBYIOIHH HINEMUYECKHH HIIM reMOppParndecKHii HHCYJbT,

A1) Hanuuue 3a00JeBaHMs COHHBIX apTepuil,

¢) Hanuure 3a00NeBaHus NepUepUIeCKuX apTepHi,

WU

HapyIIeHHYIO MO4euHyt0 GyHKuuo (HanpumMep, ¢ wid 6e3 CC conyTCTBYIOMHUX
3abosieBaHuif), TaKylo KaK, HalpUMep, ONpeAeiaeTcs KakK:

* HapyLIeHHas novyevnas QyHKIUsS (HaIpUMep, KaK ONMpPEAENsIOT I0CPEICTBOM
dbopmynst MDRD) ¢ pCK® 15 - 45 ma/mun/1,73 M® ¢ m06BIM ¢ COOTHOIICHHEM

anbbymuHa x kpeaTuHuHY B Moue (UACR), u/unu
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* HapyuleHHas rnodedHas QyHKIHUs (HaIpUMep, Kak ONpeeIsioT MOCPEACTBOM
dopmynst MDRD) ¢ pCK® > 45 - 75 ma/mun/1,73 M” ¢ COOTHOLIEHHEM anbOyMuHa K
kpeaTuHuHy B Mo4e (UACR) > 200 Mr/r xpeatuHuHa win > 200 Mr/n (MAJUTHTpamMM
anpOyMMHa Ha TUTP MouH), WiH > 200 MKI/MHH (MHKpPOrpaMM anb0yMHHA B MUHYTY),
unu > 200 Mr/24 g (Munnurpamm ans6yMmuHa 3a 24 4daca).

B eine nononHuTENbHOM OTAENIBHOM BapHaHTE OCYIIECTBIEHUS B COOTBETCTBHH C
3THM M300pPETEHUEM, JIMHATIMNITHH SABJISICTCS MOJE3HbIM B TEPAIlUH MAaLUEHTa
(IpeanoOYTHTENEHO CTPAAAIOMIEro JHabeToM NallieHTa, B YaCTHOCTH CTPalalonlero
nuabeTom 2 TMna manMeHTa) ¢ IlaTonoruyeckuM coctosinueM I, Kak onpeneneHo 31ech.

B eine npyrom nonosHuTENBEHOM OT/JEIBHOM BapUAHTE OCYLIECTBJIEHUS B
COOTBETCTBHH C 3TUM H300peTeHHEM, JIMHATIUNTHH SBISETCS HOJIE3HBIM B TEPATHH
nanMenTa (IpeaoYTHTEIBHO CTPaaloIIero AMabeToM MmanMeHTa, B 4aCTHOCTH
cTpazamomero anaberom 2 tTuna nanuenta) ¢ [laronoruyeckum cocrosuuem Il, xak
OIIpEJIEJIEHO 31ECh.

B npyrom BapuaHTe OCyIIECTBIICHHS B COOTBETCTBHH € 3THM H300pETEHHEM,
JMMHArIAOTHH (Heo6s3aTebHO B KOMOMHAIMY C OIHUM MJIH OOJBUIMM KOJMYECTBOM
JOIIOJIHUTEJIbHBIX aKTUBHBIX BEIIECTB, TAKUX KaK OMHCAHO 371€Ch) ABJISETCS I10JIE3HBIM
B TEPAINH NalMeHTa (IPENMOYTHTENIFHO CTpalaonero 4adeToM nanueHTa, B
YaCTHOCTHU CTPaNalolero quabeToM 2 THNa NAUEHTa) C WX C BHICOKHM PUCKOM
CEPAEYHO-COCYIUCTOTO U/UJIH NMOYEYHOTO MHKPOCOCYAUCTOrO 3a001€BaHus, TAKOTO
KaK, HallpUMeEp, MTalMEHT C BLICOKUM COCYJUCTHIM PHCKOM (HAIIPHMED, C BHICOKKM
puckom CC coOrITHI), HAaIpUMeEP, KaK ONUCAHO 3/1eCh; TAKOW KakK, HAPUMED, MAIMEHT
B COOTBETCTBHUH 10 MEHBIIEH Mepe ¢ OAHHUM U3 BapHAHTOB OCYIIECTBJIEHHS | - 6 Ui 1
- 7, KaK OIHMCAHO 3JECh; H, HEOOS3aTENBHO, C HEJOCTATOUYHLIM KOHTPOJIEM
anbOYMHHYPHH, HECMOTPS Ha TEPAIHIO C IPUMEHEHHEM HHTUOMTOPa aHTHOTEH3MH-
npespamaromero dpepmenta (AIID) u/unu 6iokaropa penentopa auruoreHsuna Il
(BPA).

B apyrom BapuanTe 0CyLIECTBICHHS B COOTBETCTBHHU C 3THM H300pETEHHEM,
NMUHArJIUNTHH (Heo0A3aTesIbHO B KOMOUHAIMH ¢ OJHUM HIIH OOJIBIIMM KOJIHYECTBOM
JOTIOJIHUTEIBHBIX aKTHBHBIX BELIECTB, TAKKX, KaK OMMHCAHO 3JIC€Ch) SABISETCS I10JE€3HBIM
B T€palyy NMalueHTa (IPeANOYTHTENBHO CTPaialoniero AuabeTom nanmenTa, B
YacTHOCTH CTpajaarollero nuabetom 2 TUNa MalUueHTa), TAKOTO, KaK OIUCAHO 37€Ch,
KOTOPBIH (JIOTIOJHATENBHO) MOXKET HMETh HJIH MOXET BXOAHTH B IPYIINy PUCKA

KOTHHTHBHOI'O HAPYHMICHHA, CHUXXCHHUSA KOTHUTHBHBIX crmocoOHOCTEH HIIH JACMCHIIUH,
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TaKOH KaK, HalpuMep, NAIHEHT, KOTOPBIA MOKET HaXOAUTHCS MO 00Jjiee BBICOKHM
PHCKOM TMIOITHKEMHH, H/UIH KOTOPBIM MOXKET IPEACTARJIATh COO0H MOXKUIOro
IALHEHTA, U/WIH KOTOPHIH MOXET UMETh B aHAMHE3€ OJHO MM GOJbIIee KONHYECTRO
AHabETHYECKUX OCJIOKHEHUH (TaKUX KaK, HAIpUMeE]p, peTHHONATHS, Heliponarus,
Hedponatus, makpococynucroe (CC) ocnoxHeHHe), W/ UK KOTOPBIH MOXKET UMETh
3anynIeHHbIH J1abeT (HanpuMep, NPOa0JKUTENBHOCTD qiabeTa cocTapusger > 10 ner),
H/WIIM KOTOPBIH MOXET IIOABEPraThcs MPUMEHEHHIO OJHOTO KM GONBIIEr0 KOJIMIeCTBa
NPOTUBONHAOCTHIECKHX JIEKAPCTBEHHBIX CPEACTB (HANpUMeD, IPeAMecTBYONas Wil
TCKYIIas TEPAINs ¢ MPUMEHEHUEM OJTHOTO MM GOJIBINEro KOJMYECTBA TPAAHIHOHHBIX
IPOTHBOANA0ETHYECKHUX CPEJICTB, TAKHX KaK HAaIpUMep, METOPMHH), H/HIIH KOTOpOMY
MOXET OBITh HA3HAYE€HO OJHOBPEMEHHO HECKOJBKO JIEKAPCTBEHHBIX CpenCTB
(Hampumep, NpHEM B I€HD 5 JICKAPCTBEHHBIX CPEACTB HIIH GOJIBIIEro KOJIUYECTBA),
H/HTH KOTOPHI MOXET MpPeCTaBIATh co60i ManMenTa ¢ BhICOKHM COCYAUCTBIM
pHCKOM (Hampumep, ¢ BhIcOKUM puckoM CC coGBITHI), HAIpUMED, KaK ONKCAHO 371€eCh,
TaKoro Kak, HalpuMep, NaIHEHT B COOTBETCTBUH N0 MEHbBINCH MEPE C OAHHUM M3
BapHaHTOB OCYIECTBICHHUA 1 - 6 unu 1 - 7, Kak ONKCaHO 3/IeCkh.

HeHCTBHE Tepanuy B COOTBETCTBUH € 3TUM H300pETCHHEM HA KOTHHTHBHbIE
GyHKIMH MOXET BKJIIOYATh, H IIPH 3TOM MOXET OBITH OLIEHEHO NOCPEACTBOM OajuioB
OCHOBHOHM aKTHBHOCTH ¥ GalJIOB OLEHKH CIOCOOHOCTH K CaMOO6CITyKHBAHHUIO, 6aJI0B
OLCHKH IMHUTAHMS, IIKAJIEI OLEHKHU JENPECCHH, KOTHUTHBHBIMH HAaBBIKAMHU H/HJIN
GyHKIHOHANBHOM paboTOCHOCOBHOCTH.

Taxoxe npenycMOTpeHb! papmaneBTHYECKHE KOMIIO3HIHH Ml KOMOHHAIMH,
NpeAHAa3HAYEHHBIC IS IPUMEHEHHS B YKa3aHHOM Tepalyy B COOTBETCTBHH C STUM
u300peTeHneM (HanmpuMep, JieueHre Ui NpoHIAKTHKA WK 3alIUTa), CoepIKaLue
onpeneneHHbId wHru6utop JII1-4 (mpeAnoYTHTeIbHO JIMHATTHNTHH), KaK OIpeIEIEHO
3/1€Ch, HEO03aTEIPHO BMECTE C OJTHAM HJIM GOJBIIAM KOJNHYECTBOM APYTHX aKTHBHBIX
BEILECTB.

Kpome Toro, HacTosilee H300peTeHHE OTHOCHTCS K ONIPEACIEHHOMY HHTHOHUTOPY
JAII-4 (peanouTUTeIPHO IHHATIMNTHHY), HeoOsA3aTeIbHO B KOMOHHAIIHY C OJHUM,
ABYMS HIIH OOJBINMM KOJIMYECTBOM AOMOJHUTENbHBIX AKTHBHBIX BELIECTB, KAXIbIH H3
KOTOPBIX ONpPENE/ICH 3[€Ch, IPSIHA3HAYEHHOMY [UIS IPHMEHEHHs B TEPaNuH
(Hanpumep, JICUEHHH MK NPOGUNAKTHKE MITH 3ALIATE), KAK OMHCAHO 3/1€Ch.

Kpowme Toro, HacTosmee H300peTeHHE OTHOCHTCS K TPHMEHEHHIO OIIpeJIe. ICHHOTI'0

unruburopa JAIII1-4 (npenmnoyTHTENbHO THHATIMITHHA), HEOOA3aTENBHO B
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KOMOWHAIMH C OJIHUM, JIBYMS HJIH OOJBIIHM KOJHYECTBOM JONMOJHUTEIbHBIX
AKTHBHBIX BELIECTB, KAXKABIA U3 KOTOPBIX ONpEAEsIeH 3/IeCh, JI.IS H3TOTOBJICHUA
bapmaneBTHYECKOH KOMIO3HIIMH, KOTOPast ABJISETCS MOAXOMSIIEH s Leael JeIeHus
H/Miy NpoQUAAKTUKY U/MIIM 3alIUTH B COOTBETCTBUHU C 3THM H300peTeHHEM.

KpomMme Toro, HacTosiinee H300peTeHHE OTHOCUTCS K IPUMEHEHHIO OIPEeACNEHHOTO
unrudbutopa JI1I1-4 (npeanoyTuTeNILHO IMHATIKUIITAHA) I H3TOTOBJIECHHUS
(bapmaneBTHYECKOH KOMIO3UIINY, IPeAHA3HAYCHHON [Tl IPUMEHEHHUS B TEPAIlKH, KaK
OIMCAHO 3/1€Ch.

Kpome Toro, HacTosinee H300peTeHHE OTHOCUTCS K TEPANeBTUYECKOMY CIIOCO0y,
KaK OMHCAHO 3J€Ch, IPH 3TOM YKa3aHHBIH c1Oco0 COAEPKHUT BBEACHHE MAlHEHTY,
KOTOPBIH B 3TOM HYXIA€TCSA, KaK ONUCAHO 37eCh, 3O (PEKTHBHOr0 KOJIUYECTBA
onpeneneHHoro uuruoutopa JIII1-4 (nnpeanodTHTENbHO JHHATJIUNITHHA) H,
HeoO0s3aTeNIbHO OJIHOTO UITH OONbIIEro KOJHYeCTBa APYTrUX aKTHBHBIX HIIH
TepaneBTUYECKUX BEIIECTE.

Jpyrue acnekTsl HacTOAIEro H300peTeHus OyayT OUeBHIHBI IS CHIENHANHNCTA B
JAaHHOH 06J1acTH TEXHUKH U3 NPEABIAYIIUX U NPUBEICHHBIX Jaliee CBeJAeHu M (BKIII0O4as
OpUMephl U GpopMyity U300peTeHHS ).

AcIEeKThl HaCTOSIEr0 H300pETEHHsI, B YAaCTHOCTH (hapMalleBTHYECKHE
COEIMHEHHS, KOMIIO3ULIHU, KOMOMHAIIUH, CITOCOOBI M IPHMEHEHHSI, OTHOCITCS K
onpejeneHHoMy uHruouropy JII111-4 (mpenmnoYTuTeIbHO JIMHATIUIITHHY ),
Heo053aTeNbHO B KOMOWHAIIUM C OJTHUM HJIU OOJBIIUM KOJTHYECTBOM JAPYTIHX aKTHBHBIX
BENIECTB, KaK OIMpe/IesIeHO 3/IeCh O U HOCJIE.

ITo pesynpraTam HaboaeHUs JIeUeHHs caxapHoro aquabera, Benuduna HbAlc,
IPOAYKTa HEPH3UMHOIO INIMKUPOBaHHUS Llenu remoryiobuna B, npeacrasiseT coboii
HCKJIIOUUTENBHOE 3HaueHue. [lockonbky ero obpazoBanue 3aBHCHT B OCHOBHOM OT
YPOBHS caxapa B KPOBH M BPEMEHHU KU3HH 3puUTpouutoB, HbAlc B cMeICcie
"HaKONHMTEINS caxapa KpoBU" oToOpaxkaeT CpeJHHIl YPOBEHb caxapa B KPOBH
npeasiaymux 4 - 12 nenens. Ctpagaroimue nuabeToM nmanueHTsl, yeid ypoenb HbAlc
KOHTPOJIMPOBAJICA Ha MPOTHKEHUHU JI0JITOTC BPEMEHH MOCPEACTBOM OoJiee
HHTEHCHUBHOTO JicueHHs aquadera (T1.€., < 6,5 % o0mero kojudecTBa reMorioouua B
obpasue), 3HaUUTENBHO JIyIlle 3alHINEHBI OT [Ha0eTHICCKOW MHKPOAHTHOIIATHH.
JlocTtynHoe nedyeHue nuabera MOXeET JaBaTh CTpaJalomeMy THA0eTOM HaIlHEeHTY
ynyudiienue ero yposast HbAlc, B cpentem, nopsiaka 1,0 — 1,5 %. Ykazannoe

cHuxeHue ypoBHs HbA1C sBisieTcs He JOCTATOYHBIM st BCEX CTpaJaronInX
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ANabeTOM MALKEHTOB JUIS TOrO, YTOGHI IIPUBECTH HX B XXe/laeMbli LeIeBOH aHaIIa30H,
KOTOpbIH cocTanser < 7,0 %, NpeoYTHTeIBHO < 6,5 % u Gonee npenIOUTHTENBHO
<6 % HbAlc.

o empicny sToro n3obperenus, HEHaANEeXaIMi UITH HELOCTATOYH bIM
TJIMKEMHYECKHMH KOHTPO.Ib 03HAYaeT, B YaCTHOCTH, COCTOSHHE, TJe MalUeHThI
ACMOHCTPHPYIOT 3Hauenust HbAlc Beime 6,5 %, B yacTHOCTH BeIe 7,0 %, naxe 6onee
HPEAMOYTHTENbHO BbilIe 7,5 %, ocobeHHO Bhime 8§ %. BapuanTt nanmentos ¢
HCHAJUIEKAIHUM HITH HEJOCTATOYHBIM MIHKEMHYCCKHM KOHTPOJIEM BKJIIOYAET, HE
OTPaHHYHBASCH UMM, TALMEHTOB, HMEIOMHMX 3HadeHne HbA lc oT 6,5 10 10 % (unn, 8
APYTOM BApHaHTE OCYMIECTBIEHHMS, OT 7,5 10 10 %; UJIH, B JIDYIOM BapHaHTeE
ocymectBiaeHus, ot 7,5 1o 11 %, unu, B APYroM BapuaHTe OCyWIEeCTBICHHS, 0T 6,5 110
8,5 % wunn, B 1pyrom BapuanTe OCYIIECTBICHHS, OT 6,5 10 7,5 %). Ocobmit
MTOABAPHAHT MALUEHTOB ¢ HEAOCTATOYHBIM [IIHKEMUYCCKAM KOHTPOJIEM OTHOCHTCS K
HAllHCHTaM C HEYAOBJIETBOPUTEIbHBIM TITHKEMHUYCCKHUM KOHTPOJIEM, KOTOPEIE
BKJXOHAIOT, HE OFPAaHMYMBASCh UMM, IAIHEHTOB, HMEIOIIHX 3HAYCHHE HbAlc > 9 %.

B npenenax riamkemuueckoro KOHTPOJIS, B AOTIOJHEHHE K YJTyYUICHUIO YPOBHS
HbAlc, npyrue pexomennosanusre TEPallCBTHYCCKHE IENH B OTHOINCHUH NAIIHEHTOB,
CTPaZlaloUX CaxapHbIM AUa0eTOM 2 TUIa, NPeACTaBIAIOT COBOl yiIydllleHHe
CONCpXaHUA IJIFOKO3BI B IIJ1a3Me KPOBH HATOIAK (I'TH) u conepxanus
MOCTIPaHANANLHOH TTIOKO3BI B IIa3Me KPOBH (III'TT) xo HopManbHOTO YPOBHS HJIH
HACTOJILKO OJIM3KO 10 HOPMANBHOTO YPOBHS, HACKOILKO 3TO BO3MOXHO.
PexomenoBannble xeaeMple menenbie Anana3oHel NPEHPaHAHANBLHOTO YPOBHS
(HaTomaK) rIOKO36! B MIa3Me KpoBH cocTaBnsaroT 70 - 130 mr/mn (mtm 90 - 130 MTI/ 1)
HIH <110 Mr/ni, a Takxe JABYX-4acoBoii TIOCTIPaHANANILHOH TJIIOKO3bI B IIa3Me KPOBH
cocrapnger <180 mr/mn unu <140 mr/m.

Kpome Toro, B HekoTOphIX BapuanTax OCYIIECTBJICHUSI, ITALIUEHTHI B
COOTBETCTBHH C 3THM H300peTeHHeM (BKIIFOYAs MAMEHTOR (npeanoutuTeNnsHO
CTpalaromMX NHaOETOM MalUeHTOB, B YaCTHOCTH CTpamamuux nuabetom 2 Tuna
[AIIMEHTOB), HMEIOIIHE UM BXOJSLINE B I'PyNOy pUcKa Kapauo- HiIu
1epedpanTbHOCOCY AUCTOTO H/HIIH TIOYEYHOro (MHKPO)COCYHCTOTO 3a601eBaHHSL.
COOBITHS, OCTOXKHCHUS UK 3a00/IeBaHUs, TaKHe KakK, HalpuMep, NalUEeHTHI C BBICOKHM
COCYAHUCTBIM PHCKOM (HAlIpUMeED, ¢ BEICOKMM prcKoM CC coObiTHil), HanpuMep, Takwue,
KaK B H{HOM CIIy4ae PacKphITO 311€Ch, TaKHE KAk, HalpuMep, NallUe€HTHI B COOTBETCTBUH

110 MCHBIIEH Mepe C OJHMM H3 BAPHAHTOB OCYILECTBIEHHS | - 6 | - 7, xak
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OMMCAHO 3/1€Ch) MOTYT AOIOJHUTENBHO XapaKTePHU30BATHCS KaK ClIeYIOLIHE NaHeHTh
WJIM MOTYT JONOJHUTENBHO BKJIIOYATh JIIOOOTO H3 CISAYIOIMX MallHeHTOB, HAIIPHMED.
B onnoMm BapuaHTe ocylecTBIIEHHS, TALIMEHTHI, CTPAajAIOLIMe HAa JUabeT, 110
CMBICITY 3TOTO M300PETEHH MOTYT BKJIIOYATh MAIIMEHTOB, KOTOPHIX HE JICYHIIH PaHEe ¢

OPHMEHEHHEM IIPOTHBOAHA0ETHUECKOTO JIEKAPCTBEHHOTO CpeIcTBa (MAllUEHTHI, HE
NPUHAMABIIME PaHee JaHHOE JIEKAPCTBEHHOE CpeacTBO). Takum 00pa3oM, B OJHOM
BapHaHTE OCYINECTBJIEHHS, CIIOCOOBI JIEUEHHS!, ONIUCAHHBIE 3[1€Ch, MOTYT IPUMEHSITHCS
Cpely MalMeHTOB, He NOJABEPraBIINXCs paHee TepalMH MPOTHBOHAOETHYECKUM
CpeAcTBOM. B oIpeneieHHBIX BapHaHTaX OCYUIECTBIEHHS CIOCOOOB JICUEHHS B
COOTBETCTBHM C DTHM H300pETEHHEM, B OTHOIIECHNH TaKHX NMAlHEHTOB, HHTHOUTOP
JIIII-4 (mpeano4TUTe IHO TUHATIIUNITHH) MOXET IPUMEHATHLCS OJJUH HIIH B
KOMOHMHAIIHH C OJJHUM HIJIM OOJIBITUM KOJIHYECTBOM APYIUX NMPOTHBOAHAOETHYECKUX
CpeacTB. B npyrom BapuanTe oCylecTBICHHS, NAUEHTHI, CTpajaonike Ha AuabeT, 1o
CMBIC/LYy 3TOT0 H300pPETEHUSI MOTYT BKIIOYATh NAHEHTOB, KOTOPBIX NPEABAPUTENLHO
JICYUJIH C IPUMEHCHUEM TPAJAHIIMOHHOI0 NPOTHBOIUA0ETHYECKOTO 6a30B0I0
JEeKapCTBEHHOIO CPEACTBA, TAKUX KaK, HapuMep, MaIllHeHTHI ¢ 3ayLEHHOM cTanueH
caxapHoro auabera, MM HaxoJAsdIIMecs Ha UOcieqHed cTaauu caxapHoro auadera 2
THIa (BKJIIOYas MAlHEHTOB C HeOMaronpusaTHLIM HCXOJOM B OTHOIIEHHUU
TPaJHIHOHHOM POTHBOAMAa0ETHIECKOH Tepanun), TaKue Kak, HanpuMep, HalueHThI C
HEJOCTATOYHBIM TIIMKEMUYECKHM KOHTPOJIEM II0CIIe IPUMEHEHHS OQHOr0, ABYX HJIK
GoNbLIEr0 KOJIMYECTBA TPAJUIIMOHHBIX IEPOPATLHBIX W/ HENEePOPaTbHBIX
IPOTHBOAHAOETHYECKUX TEKAPCTBEHHBIX CPEJCTB, KaK ONPEIENEHO 3€Ch, TAKHE KaK,
HaIpUMEp, NAUEHThl ¢ HEJOCTATOYHBIM INIHKEMHYECKUM KOHTPOJIEM, HECMOTPS Ha
(MOHO-)Tepanuio ¢ IpAMEHEHHEeM MeTGOpMHUHA, THA30JIHAHHIHOHA (B Y4aCTHOCTH
NUOIIUTa30Ha), cylbHOoHUIMOUEBUHEI, rauuuaa, ['TIT-1 win ananora I'TIT-1,
HHCYJIMHA MJIH aHaJIora WHCYJIMHA, HJIH HHIMOUTOPA O-TJIIOKO3UJa3bl, HIIH HECMOTDS Ha
JBOHHYIO KOMOMHUPOBAHHYIO TE€PAIHIO C IIPUMEHEHHEM
MeTHOopMHUHA/CyIb)OHHIMOYESBUHBI, MET(HOPMHUHA/THA3OIUINEINOHA (B YACTHOCTH
NHOIJIMTa30Ha), CyJIb()OHUIMOYEBHHBI/UHTHOUTOPA Q-TIIOKO3HAA3HI,
IIHOTIHTa30Ha/Cynb()OHHIMOYEBHHBI, MeTHOPMHUHA/HHCYIHHA,
THOTJIMTa30Ha/MHCYJIMHA WM CyTb(pOHUIMOYEBUHBI/MHCYIHHA. TakuM o6pasom, B
OJIHOM BapHaHTE OCYLIECTBJIEHHUS, CIOCOOB! JICYCHUS, OMUCAHHBIE 311€Ch, MOTYT
NPUMEHATHCA CPENM NMalluEHTOB, KOTOPBIE NOBEPTaIUCh TePanu, HAIPUMED, MOHO-

HJTH IBOMHOM MM TPOHHOH KOMOMHMPOBAHHON TepanuH TPaIuIIMOHHBIMHU
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HepopaJbHBIMH H/MJIM HellepOopadTbHbIMU MTPOTUBOAHMA0ETHUECKAMH JIEKAPCTBEHHBIMH
cpelcTBaMH, KaK YIOMSIHYTO 3/ieCh. B onmpeeneHHbIX BapHaHTax OCyLIECTBIECHHS
crrocoOOB JIEUeHHs B COOTBETCTBUHU C 3TUM H300peTeHUEM, [ TAKUX MIALMEHTOB,
KpPOM¢ HJIM JOIMOJHUTENBHO K CYIIECTBYIOIIECH MM TEKYIEH MOHO- HJIH IBOWHOH HJIH
TPOWHOMU KOMOMHHPOBAaHHOM Tepanuy TPaAUIIMOHHBIMHE IIEPOPATBHBIMU /UK
HernepopanbHBIMA MPOTUBOAHAOETHYECKUUT JIEKAPCTBEHHBIMH CPENCTBAMH, KOTOPBIMHU
TaKHX MAIEEHTOB NPEABAPUTEIHHO JICUUIIH UITH TOJABEPrajii BO3JAEHCTBHIO, MOXET
npuMeHsTbest uHrnouTop J{I111-4 (npeAnoYTUTENbHO JIHHATIUIITHH).

HanpuMep, cTpanaromuii 1uabetom nauueHT (B YaCTHOCTH CTPajaroIIHi
nuabeToM 2 THNA ManUeHT. ¢ HEJOCTaTOYHBIM INIMKEMHUUYECKHM KOHTPOJIEM) B
COOTBETCTBHH C HTHUM H300peTeHHEM MOJXET IpeACTaBJIATh cO00H manyueHTa, He
nojBeprapuierocs pasee repanuu uaruoutopom JAII-4, unu koroporo
HIpeJABAPUTEIHHO JICUHIIU C IPUMEHEHHEM OJIHOTI'O MJIH OO0JIBIIEro KOJH4YeCTBa
(HanpuMep, OJTHOT'O MJIH JIBYX) TPaJHLIMOHHBIX NPOTUBOANA0ETHYECKHX CPEICTB,
BBHIOPaHHEIX U3 MeTGOPMIHA, THA30JUIMHIHOHOB (B YACTHOCTH NMHOTJIMTA30HA),
CyJb(OHHIMOYEBHH, TJTMHNJIOB, UHTUOUTOPOB 0-INIIOKO3HAA3bI (HAIpUMeEp, akapOo3a,
Bornu0o3a), a Tak’Ke MHCYJIMHA UJIM aHAJIOTOB UHCYJIMHA, TAKOI0 KaK, HallpuMep
HalHeHTa, KOTOPOTro NMPEeJIBAPUTENBHO JICYHIIH HIIH MOJIBEpPrali BO3AEHCTBHIO!

MOHOTEpAIHH ¢ IPUMEHEHHEM METGOPMUHA, HHTHOUTOPA Q-TJIIOKO3U A3,
cynb(POHHIMOYECBHHBI UM TJIMHUA, WU ABOHHON KOMOMHMPOBAHHOM TEpaluu C
IpUMeHEeHHEeM MeTGOpPMHHA H OJHOBPEMEHHO UHTHOUTOPA Q-TIFOKO3U/1a3bl,
MeT(GPOPMHHA U OJHOBPEMEHHO CYJIb()OHHIMOYEBHHBI, METQOPMHHA U OJTHOBPEMEHHO
rIMHUIA, FHTHOHTOPA 0-TJIFOKO3U/1a3bl H OJITHOBPEMEHHO CYJIb()OHUIMOYEBUHBI, HIIH
UHrHOUTOpa O-TTIHOKO3UIA3bl H OJJTHOBPEMEHHO TJIMHUIA.

B onpeneneHHbIX BapUaHTax OCYILIECTBICHHUS, OTHOCSIIUMCS K TAKHUM
HalMeHTaM, KOTOPbIE HE MOJIBEprajluch panee tepanuu uHru6utopom JAI1I1-4,
uaruoutop JAIII-4 (npeanoyTUTENbHO NTUHATIUIITHH) MOXET IPUMEHSATHLCA B KAY€CTBE
MOHOTEpAIlNH, WM B KaYeCcTBE Ha4adbHOH KOMOMHUPOBAHHOM TE€paluHy, TaKUX Kak,
HarpuMep, ¢ IpuMeHeHrueM MeTGOopMHHa, THA30JIU/IUHANOHA (B YACTHOCTH
MHOTJINTA30HA), CYJIb()OHHIMOUEBHHBI, TTIMHUIA, UHTHOUTOPA O-TJIFOKO3U1a3b]
(manipumep, akap6o3a, Bornu6o3a), I'TII1-1 unu ananora I'TIII-1, niu neCyIMHA WM
aHaora WHCYJIMHE, NPeANOUYTHTEIbHO B Ka4YECTBE MOHOTEPAIIHH.

B onpeneneHHbIX BapuaHTaX OCYIIECTBIEHUS, OTHOCAIIUMCS K TAKUM

DaueHTaM, KOTOPBIX NPEABAPUTEIIBHO JICUHUIIH UJIN IOABEPrany BO3JCUCTBHIO C
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TIPUMEHCHHEM OJTHOTO MJIH JBYX TPaIUIIMOHHDBIX NPOTUBONHAOETHYECKUX CPENCTB,
unrudurop JI111-4 (mpeamourutensuo JAMHATIHUITHH) MOXKET IPUMEHSTHCS B KAYECTRE
AOHOTHHTENBHOH KOMOHHMPOBAHHOI Tepanuw, T.€., IONMOJHHTEABHO K CYIECTBYIOLIEH
HJTH 6a30BO TEpaNuK ¢ IpUMEHEHeM ONHOTO MJIH ABYX TPaJHIIHOHHBIX
IPOTHBOANA0CTUYECKHUX CPEICTB, Y MAMEHTOR ¢ HEOCTATOYHBIM INIHKEMUYECKUM
KOHTpOJIEM, HECMOTPS Ha TEpaNHIO ¢ NPHMEHEHHEM OTHOTO MK Oosbmero xonnyecTna
TPaZIMIIMOHHEIX TIDOTHBOAUAOETHYECCKHUX CPELCTB, HamnpuMep, B KaYecTBe
AOTIOJIHUTENBHOR Tepanuy K OJHOMY HIIH bonbmemy KoanuecTBy (Hanpumep, ogHOMY
HJIH ZIBYM) TPaJMIIHOHHBIM TIPOTHBOAHAGE THYECKHM CpeacTBaM, BEHIOPAaHHBIM U3
MeT()OPMHHA, THA30MHIHHIHOHOB (B 4aCTHOCTH MHOrNHUTA30Ha), CYNb()OHUIMOYEBHH,
TTTHHUNBI, HHTHOMTOPOB 0,-ITIOKO3M1a3bI (HanmpuMep, akap6o3a, Bornu6o3a), I'TIT1-1
ujn anajoros I'l1II-1, a takxe MHCYnMHA MK aHATOrOB MHCYJINHA, HallpUMep:

B Ka4eCTBE NONOIHUTENBHOM Tepanny K MeThopMuny, HHTHOHUTODY a-

[JIFOKO3K 1a3bl, CYJIb(GOHUIMOYEBHHE HITH TJIIMHU Y

HJIH B Ka9ECTBE JIONONHHUTENLHON Tepanuu k MeT(GOPMHUHY U OTHOBpPEeMeHHO
HHIHOUTOPY O-TJIIOKO3H a3k, MET(HOPMHUHY H OTHOBPEMEHHO CYTb)OHHIMOYEBHHE,
MET(HOPMHHY U OJHOBPEMEHHO INIMHANY, THTHOUTOPY 0.-IIIIOKO3UIA3bl ’
OTHOBPEMEHHO CYJb(GOHUIMOYEBUHE, HITH HHTHOMTOPY O-TIIOKO3HIA3bI U
ONHOBPEMEHHO TJIHHHY;

HIH B Ka4eCTBE NONOJHUTENBHON TEpauu K HHCYJIMHY, ¢ uiaM 6e3 MeTpopMuHa,
THA30JIMIUHIAMORY (B 4acTHOCTH ITHOTTIMTa30HY), Cy/lb(pOHHIMOYEBHHE, TIHEUAY WU
HHIHOMTOPY 0-I'MIOKO3H 12351 (nanpumep, akap603a, BOrinubo3a).

Hononnurensusiit Bapuant CTpajaroimuX 1MabeToM alMeHTOB 110 CMBICIIY 3TOTO
H300pETCHHS OTHOCHTCS K TalueHTaM, HEIOAXOMSIIUM JUISl TepaNHH ¢ IPUMEHEHHEeM
MET)OPMHHA, KOTOPbIE BKIIOYAIOT

- TAIHEHTOR, IS KOTOPHIX TEpPaNHs ¢ IPUMEHEHHEM MeTQOpMHHA ABISETCS
TPOTHBOIIOKA3aHHOH, HAIPUMED, IALAEHTE], UMEIOIHE OZHO HJIY GOJIbIIEE KONIMYECTBO
POTHBOIIOKAa3aHHH K IPHMEHCHHUIO METGOPMHUHA B COOTBETCTBHH ¢ HHPOpMaLFeil o
penapare, HanpuMep, MalHEHTHI O MEHbIIEH MEpe C OJHKM NPOTHBONOKA3aHHEM,
BBEIOPDAHHBIM H3:

320071€BaHHs T0YEK, HAPYILEHUS (GyHKIHM OYEK MM MOYeUHO AUCOYHKIIHH
(HanmpuMep, KaK ykasaHo B MH(OPMAIUK O POxyKTe MET()OPMHUH, TONMYIIEHHOM AJIs
UPUMCHCHHS B KIIHHAYECKOH NPaKTHKE HAa MECTHOM YPOBHE),

FMIIOTHUAPHH,
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HeCcTaOMJIBHOM MJIH OCTPOH 3aCTOMHOM CepAeUYHON HEAOCTATOYHOCTH,

OCTPOTrO UJIH XPOHHUUYECKOTO META00JIMYECKOro aluro3a, u

HacJIeICTBCHHAs] HEMEPEHOCUMOCTD IajlaKTO3bI;

u

- HAIIMEHTOB, KOTOPHIE CTPAAAIOT OT OJTHOTO WU OO0JIbLIEr0 KOJIUYECTBA
HelmpHeMJIeMbIX TOOOYHBIX AEHCTBUHN, XapaKTepHbIX /I METQOPMHHA, B YACTHOCTH
KETYJIOYHO-KUUICUYHBIX NOOOYHBIX NEHCTBUH, CBI3aHHBIX C IPUMEHEHHEM
MeTPOpPMHUHA, TAKUX KaK, HallpUMEp MallMeHThl, KOTOPbIE CTPaJaroT 10 MEHbUIEH Mepe
OT OJHOTO XEYJIOYHO-KHIIEYHOT0 NOO0YHOro AeHCTBUS, BHIOPAHHOIO H3:

TOIIHOTHI,

PBOTHI,

nuapem,

KHMIIEYHBIX ra3oB, U

CepPhE3HOrC KeNyA0YHO-KUIIEYHOT0 AUCKoMopTa.

JIOTOMTHUTENBHBIN BAPHAHT MAIlMEHTOB, CTPAJAIOUINX Ha AMA0eT, KOTOPhIE MOTYT
HOJABEPrarbCsi TEpaii B COOTBETCTBUH C 3TUM H300PETEHUEM, MOXKET BKJIIOYATh, HE
OTpaHMYMBasICh HMH, T€X NAIHEHTOB, CTPAJAIOIHX Ha AUabeT, I KOTOPBIX 0OLIYHAs
Tepanus ¢ NpUMEHEHHEM MeTGOPMHUHA SABJISETCS HEMOAXOASIIEH, TAKHX Kax,
HallpUMED, NallMeHTh, CTpajalinie 11adeToM, KOTOPBIE HYXAAlOTCs B YMEHBLICHUH
710361 MET(HOPMHHA BCIEICTBHE IOHMXEHHOH IEPEHOCUMOCTH, HEIEPEHOCHMOCTH HJIH
IIPOTUBONOKA3aHHH Y MET()OPMHUHY, HIIH BCIEACTBUE (CIIErKa)
HApYNIEHHOH/MTOHM)XEHHON MoYedHOW GPYHKIUH (BKIIOHAs NOXHIIBIX NAIUEHTOB, TAKUX
KakK, HalIlpuMep, Bo3pacToM > 60 - 65 ner).

JlomoIHUTENbHBIH BapHAHT NALUEHTOB (HaNpuMep, KOTOPble MOTYT OBITH
CTpaJaloNIMMH OT AuadeTa WM He CTPaJaioIuMH OT 1uabeTa NanueHTaMH) 110 CMBICITY
3TOr0 H300peTEeHH s, MOXKET OTHOCHTHCS K MAalMEHTaM, HMEIOIKUM 3a00JieBaHUE 110YEK,
HOYEYHYIO JUCGHYHKIIHIO, HJIH TOYEUHYIO HEJOCTAaTOUHOCTD HJIM HapylleHHe NOYEYHOH
GyHKupMy (BKIOYas NErkoe, CpeiHee U/UH CephE3HOE HapylleHHe QYHKIMH 1104€K),
HallpUMeED, KaK MOXET OBITh TOATBEPXKIACHO (€C)IM HE yKa3aHO MHOE) C IOMOUIbIO
MOBBIIICHHBIX YPOBHEH KpEaTUHHHA B CHIBOPOTKE KPOBH (HAIlpUMED, YPOBHH
KpeaTHHHHA B CBIBOPOTKE KPOBHU BHIILIE BEPXHEro Npejesa, HOpMajabHOro JJIs UX
Bo3pacTa, Hanpumep > 130 - 150 Mxmoms/n, unu > 1,5 Mr/

(> 136 MKkMOJIB/1) Yy MYX4HH, 1 > 1,4 Mr/mr (> 124 MKMOIB/11) Y XKEHITHH ), HIH
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HapyLIeHHBIH KIMPEHC KPEaTHHHHA (HAPUMED, CKOPOCTh KJiyOOYKOBOH (UIbTpaLiH
(CK®) <30 - 60 Ma/mug).

B yKa3sanHOM KOHTEKCTE, B JONONHUTENHHOM BAPHAHTE OCYNIECTBJIEHHS, IETKOR
HapyuieHue QYHKIHH NOYEK MOXKET OBITh, HanpuMep, DOATBEPXKAEHO (€C/IH He YKa3aHo
MHOE) IIOCPEICTBOM KJIHPEHCA KPEaTHHHHA, COCTaBAOmero 50 - §0 MJI/MUH
(IpHOIU3UTENLHO COOTBETCTBYIOIIEE YPOBHAM KpeaTHHMHA B CBIBOPOTKE KPOBH,
COCTaBAAIOMUM <1,7 Mr/mn y Myxuut u <1,5 Mr/an y sxeHmun ); cpellHee HapylIeHHe
(GyHKUAM TOYEK MOXXET GbITh, HAIPHMED, IMOATBEPKACHO (€C/IM HE YKa3aHO HHOE)
IIOCPENCTBOM KIUMPEHCA KpeaTHHUHA, cocTaBisiomero 30 - 50 Mu/Mun
(HpI/[6JII/[3I/IT€JILHO COOTBE:TCTBYIOHICG YPOBHSIM Kp€aTHHHHA B CbIBOPOTKE KpoBH,
cocTapgiomum >1,7 - <3,0 Mr/m1 y Mmyxuun u >1,5 - <2,5 MI'/A% y XeHIuH ); 1
CEpr€3HOE HapylieHHe QYHKIHH I0YEK MOXXET OBITh, HalpuMep, NOATBEPXKICHO (€Ciu
HE YyKa3aHO HHOE) NOCPE/ICTBOM KJIHMpPEeHCa KpeaTHHUHA, COCTABIAIOmEro < 30 MJI/MHHE
(NpuGIN3HTENBEHO COOTBETCTBYIOMEE YPOBHAM KpEaTHHHHA B CBIBOPOTKE KPOBH,
COCTABJIAIOIUM 3,0 MI/IUT y My»)4uH 1 >2,5 mMr/mn y *eHuuH ). [lamuenTsi c
TCPMHHAILHOH CTa/lMedl [I09€YHOM HEA0CTATOYHOCTBIO HMEIOT HEOOXO0IUMOCTD B
Auanuse (HanpuMep, B TeMOJHANN3€E MITH [IEPHTOHEATbHOM JHanuse).

B npyrom nomonHuTeNbHOM BapuaHTe OCYIIECTBIEHUS, MALHEHTEL C
3a00JIeBaHUEM TI0YEK, HOYEUHOH JUCPyHKIHEH 1n HapymeHueM QyHKIHH H0o4YeK
MOTYT BKJIIOYATh MALIUEHTOB ¢ XPOHUYECKOM IMOYEUHOH HENOCTATOUYHOCTBIO HIIK
HapyIIeHHEM, KOTOPBIE MOTYT OBITh pa3jelieHsl (€C/H He yKa3aHo HHOE) B
3aBUCHMOCTH OT CKOPOCTH Kiy60oukoBo# dunbrpanun (CK®, ma/mun/1,73 M%) Ha 5
cranumii 3abonesanus: cragus 1 xapakTepusyercs IIOCpencTBOM HopMalibHOM CK® > 90
M OIHOBPEMEHHO MO0 CTOMKAs alIbOyMHHYpHS (narpumep, UACR >30 mr/r), au6o
M3BCCTHOC OPraHMYeCKOE HIIM HACleICTBEHHOE 3ab0JIeBaHNe HOYeK; cTanusd 2
XapaKTEpU3yeTCA NOCPEACTBOM J€rkoro camkenus CK® (CK® 6 0- 89), onuckipas
JE€rKoe HapyleHue GyHKUUHU MoYeK; cTaaus 3 XapaKTepU3yeTCs MOCPEACTBOM
cpeanero cumxenns CK® (CK® 30 - 59), onuceiBas cpepuee HapylieHue QyHKUUH
I0YeK; CTaus 4 XapaKTepHU3YeTCsl IOCPEACTBOM CepPbE3IHOTO cHIKeHns CK® (CKD 15
- 29), onuceiBas cephEé3HOE HApyLIEHHE (GyHKIMH TTOYeK; U TepMUHAIBHAS CTA/IHS S,
KOTOpas XxapaKTepusyeTcs HeoOXoaumocThio ananusa unmu CK® < 15, onuchipas
YCTaHOBJICHHYIO HOYEYHYIO HEJIOCTaTOYHOCTE (TEPMUHANbHAS CTANAHS TOYEYHOMN

HenocratouyHocTH, TCITH).
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Xponuueckas 6ose3Hpb nmouek U e€ craguu (XBII 1 - 5) MoxeT 06bI4HO
XapaKTepU30BaTbCs MIIA KIACCH(PULMPOBATHCS COOTBETCTBEHHO, HAIPUMED, Ha
OCHOBAHWH HaJIKYUA THOO NOBPEXACHUS NoueK (AIbOyMUHYpHUS), THOO HAPYLIEHHOM
pacuéTHOI ckopocTH Kiy6oukoBoit dunbrpanuu (CK® <60 [ma/muu/1,73 M?], ¢ win
0e3 NOBpeXACHUS MOYEK).

Cranuu ansOyMHHYPHH MOTYT, HAIPUMED, KJIACCH(PHUIIHPOBATHLCS, KAK PACKPBITO
3]1€Ch, H/MJIM MOCPEJCTBOM COOTHOIICHHS AJIbOYMHHA K KPEAaTHHHHY B MOYe
(nanpumep, 06p19H0 UACR >30 Mr/r, B HEKOTOPBIX CJIydasix CKOPOCThb BBIAEIEHHS
ansOymuHa >20 MKI/MHH), TaKk HalIpUMep, MUKPOAIbOYMUHYPHS MOXET, HalpuMep,
xapaktepuszoBathed 10 UACR 30 - 300 mr/r (B HekoTOpbIX cinydasx 20 - 200 MKr/MuH)
HJIH, B IpyroM Bapuante ocyuiectBieHus, 1o UACR 30 - 200 mr/r, u/unun
MakKpoans0OyMHHYPHUs MOXET, HapuMep, XapakrepusoBarbes o UACR >300 mr/r (B
HEKOTOPBIX ciaydadx >200 MKI/MHH), UJIM, B IPyTOM BapHaHTEe OCYLIECTBICHHMS, 110
UACR >200 mr/r. Ouens seicokoe UACR >2000 mr/r UACR xax HedpoTrueckoe.

JIONONHATENBHBIA BapDHAHT NAIHEHTOB II0 CMBICITY 3TOTO H300PETEHUS MOKET
OTHOCHTBCA K MAlKMEHTaM, CTPAJaloMUM A1abeToM, CTPaAaOIluM HIIH BXOAAIIUX B
rpynny pucKa pa3suUTHs [IOYEYHBIX OCIOXHEHHH, TAaKHX, KaK JuabeTHuecKas
HedponaTHs (BKIIFOYask XPOHHYECKYIO H MPOIPECCUPYIONLYIO IIOUEIHYIO
HEJIOCTATOYHOCTH, aNbOyMHHYPHS, IPOTCHHYPHUSL, 3aJ€PIKKa KHUIAKOCTH B OPraHU3MeE
(BonsiMKa) W/HITH I'HIIEPTEH3 U ).

JonomHATENPHBIH BapHAHT HAIlMEHTOB 110 CMBICILY 3TOTO H300peTeHus (KOTOphIe
MOTYT OBITH CTPaJAIOMKUMH OT nuabeTa WM He CTPaJaloIUMHU OT quabeTa
HNalHEeHTaMH) MOKET OTHOCUTHCS K ManueHTaM (IpeAMOYTHTENbHO CTPadaloIIuM
ArabeToM MmanueHTaM) ¢ HeJIOCTaTOYHBIM KOHTPOJIEM allbOYMUHYPUH, HECMOTPS Ha
TEPaNHUIo ¢ IPUMEHEHUEM HHTHOUTOpA aHIMOTEH3HH-TIPEBPAIIAIOIEr0 pepMeEHTA
(AIl®) u/unn 6nokatopa peuenropa auruorensuna II (BPA).

JlononHUTENBHBIH BAPUAHT NIALIMEHTOB 10 CMBICILY 3TOT0 H300peTeHHus (KOTOpbIe
MOTYT OBITH CTPaJalOMIMMH OT fuabeTa HIid He CTpaJaloluMHK OT AuabeTa
NalHeHTaMH) MOXET OTHOCHTBCH K NMallMeHTaM (IPeAMOYTHTEIHHO CTPaSaroIIMM
AunabeToM malUeHTaM, B YaCTHOCTH CTPaJAloIAM AUabeToM 2 THIla alMEHTaM),
HUMEIOLIUM ITI0YEYHOE H/NITH CEPAEYHO-COCYAUCTOE 3ab0jieBaHre B aHAMHE3€e, H/HIIH
II0/IBEPraBIIMXCs COOTBETCTBYIOIIEH MEAMKAMEHTO3HOM Tepanyuu, HalpuMmep,
nuadeTHyeckyro HedponaTHio, MaKpococyadcToe 3aboieBanus (HapuMep,

uuieMu4eckas 6onesHs cepaua, 3aboneBanne nepudepudecKux apTepHuii,
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LepeOpaIbHOCOCYIUCTOE 3200IeBaHNE, TUIIEPTEH3H), MHKPOCOCYAUCTOE 3a6CIeBaHe
(HanpuMmep, ruabeTHyeckas HedponaThs, HEHPONATHS, PETHHONIATHS ), HIIEMHYECKYEO
Gonesns cepana, nepebpaabHOCOCYANCTOE 3a60IeBaHme, 3a00IeBaHMe
neprdepuIeCKuX apTepuii, FTHIEPTEH3HIO, OBIBIIMM KYPHIIbIIAKAM HIIH HACTOSIIIHM
KypHIIBIIMKAM, H/HIM 110/ABEPraloONIUMCs MeIUKaMEHTO3HOM Tepamuu ¢ IpUMEHeHHEM
AUETHIICAUIMIOBONW KMCIOTH], TPOTHBOTHHEPTECH3UBHBIX CPEACTB H/HIIH
THIIOJIMITUAEMAYECKUX CPEJICTB, HAIPUMED, K HAIlHEHTaM, 110 ABEPrarolUMcs
(mpeamecTByOMER HIH TEKyINeH) Tepanuu ¢ IPUMEHEHHEM Ale THIICATHIIUIORO
KucioTel, HHruOuTOpa AIl®, BPA, 6era-610katopa, 6;10KaTopa KaabIHEeBbIX KaHAIOB
WJIM 1Ny PETHYECKOTO CPENCTBA, HIIM HX KOMOHHAIIMK, M/WIIH K HallHcHTaM,
IOJBepralomuMes (IIpeAecTBYIOMEH WK TeKyIen) Tepanuu ¢ IpUMeHEeHIEM
¢ubpata, HUAI[MHA MK CTATUHA, MJIX HX KOMOMHALUH,

JlononHATENbHBIA BADHAHT NALMEHTOB 1O CMBICILY 3TOrO H306PETEHHS (KOTOphIE
MOTYT OBITh CTpaJaloIMMHK OT Juabera Wik HE CTPAJAIOIMMK OT Anabera
NALMEHTAMH) MOKET OTHOCHTBCS K NMalHeHTaM (IIpeANOYTATENHHO CTPaTaIOLIHM
nuabeToM NauueHTaM, B YaCTHOCTH CTPAJAlOUIUM AnabeToM 2 THIIA MAHEeHTaM) ¢
nuabernyeckoi Hepponarueit (¢ uiau Ge3 HONONTHUTENBHOMN CTAaHAAPTHOM 6a30BoM
TEpanuH, TakOH Kak, Hanpumep, ¢ npumenenneM HAIIO® unu BPA), nanpumep,
BKJIIOYas NOJJAIOIIMXCH [uabeTuyecKol HeponaTHH MaMeHTOB, TAKUX, KOTOPHIE
HaXOJATCs B BO3pacTe > 65 JIeT, KOTOPhle 00BIYHO HMEIOT GoJsiee MIHTEIBHBIH TIEPHOL
IPOAOIKUTENBHOCTH AuabeTa (> 5 ner), napyiiesue QyHKIUM NMoYeK (TaKoe Kax
nérxoe (60 - <90 pCK® ma/mun/1,73 M%) unu cpensee (30 - <60 pCK® mua/mun/1,73
M?) HapymeHue QyHKIMY ToYeK) u/miau 6osee Bricokoe uexognoe UACR (Hanpumep,
3allyll€HHbIE CTaTHH MHKDPO- HIIH MaKpOaJbOYMHHYPHH).

JlONOTHATENbHBIH BapHAHT MIAIHEHTOB IO CMBICILY 3TOTO H300peTeHHs (KOTOpBIE
MOTYT OBITH CTpafalOUMMK OT AuabeTa WM He CTPAJAIOIHMMK OT nuabera
NalHeHTAMH) MOKET OTHOCHTBCH K NAalHeHTaM ([IPeANOYTHTENBHO CTPaJalOIM
A1abeTOM NalMeHTaM, B YaCTHOCTH CTPAJAIOLIHAM 1HabeToM 2 THIIA IALIHEHTaM) ¢
AnabeTHYecKo# HedponaTueii, B YaCTHOCTH K NAIMEHTaM, I10/BEPraromHMCs
(HanpuMep, NPenUIECTBYIOIEH HiIH TEeKylleH) Tepanuy ¢ IpHUMEHEHHEM HHIHOHTOpa
aHTHOTCH3HH-NpeBpamaromero Ggepmenta (AIID) u/unu 6rokatopa penentopa
anruoreHsuna Il (BPA), nanpumep, K NanKeHTaM ¢ HEJOCTATOYHBIM KOHTPOJIEM

anbOYMHUHYPHH, HECMOTPS Ha TEPAIHNs C IPUMEHEHHEM HHIHOGHTOPA AHTHOTEH3MH-
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npespamaromero gepment (AIID) u/unu GrokaTopa penenrtopa anruotensura 11
(bPA).

Wuruburop JAIII1-4 MoxeT BBOIHTHCS NaUMEHTY (HApPUMeEp, TAKOMY Kax
MallMeHThl, ONIMCAHHbIE BHIIIE) B KOMOHHALUH (Hanpumep, Ha doHe, JAOTIOJHHUTENBHO) ¢
0a30BBIM JIEKAPCTBEHHBIM CPCACTBOM, TaKuX KaK, HAPHMED, HHIUOUTOP aHIFOTEH3MH-
lpeBpamaromero pepmenrta (AIID) unu 6okaTop peuentopa anruorensuna |l (BPA).

B onpenenennsix Bapuanrax OCYIIECTBIICHHS, NALIUEHTHI, KOTOPBIE MOT'YT
IIOABCPraThCs TEPANHU B COOTBETCTBHH C 3THM H300pEeTeHHEM, MOTYT HMETh HJIH
BXOIAT B IPyIITy pUCKa OXHOTO UM GoJlee U3 CIICAYIOMHUX 3aboJieBaHuii, paccTpoiicTs
HJIK IATOJIOrHYECKUX COCTOSAHMMU: quabet 1 tuna, nuaber 2 THIIA, HAPYIIEHUE
TosepanTHOCTH K rimokose (HTT), napymenne YPOBHS I'TIOKO3BI B KPOBH HATOMIAK
(HI'H), runeprnuxemus, OCTIpaHInaIbHAas HICPIIHKEMHUS, TOCTabcopOTUBHAS
THICPIIHKEMHA, TaTCHTHBIH ayTOMMMYHHBIH 1HabeT y B3pocnbeix (LADA), nuinuwmii
BEC, OXKUPEHHE, TUCIHNUACMHUS (BKIIOYas HalpUMED, aTEPOreHHYIO AUCIHIHUIAEMHUIO),
THICPIUTIIHAEMHS, THIIEPXOJIECTEPOIEMHS, runepTpuranuepuaemMmus, runepHI KK -
CMUsL, IOCTIPaHnaNbHAas JTUNEMHSL, TUNIEPTEH3Hs, aT€pOCKIIEPO3, SHAOTENHANTLHAS
AUCPYHKIHS, 0CTEONOPO3, XPOHHYECKOE CHCTEMHOE BOCHaleHue, HealKoroIbHasl
KupoBas bonesus meyenn (HXKBIT), CHHIIPOM NOTHKUCTO3HBIX SHYHHKOB,
THNICpYPHKEMHUS, METa00IMYECKHN CHHAPOM, HepponaTHs, MHKPO- HIIH
MaKpoanbOyMUHYpHsl, IPOTEHHYPHS, HeQpoTHYeCKHii CHHAPOM, peTuHOmaTHs,
KarapakTa, HeHponlaTs, HapyLIeHHe 06YYaeMOCTH HH [aMSTH,
HEeHpO/lereHepaTUBHEIEC HIH KOTHUTHBHbIE paccTpoicTsa, NEMEHIUS, KapIHO- WK
1epedpanbHOCOCY IHCThIE 3a60ICBAHNS, HIIEMHS TKaHeH, quabeTudeckas cTona win
Tpodryeckas s3Ba, aTepocKIepos, THIEPTEH3Us, SHAOTENHANbHAS AUCYHKIHUS,
HH(}apKT MHOKAp/Ia, OCTPEIN KOpOHAapHbIN CHHAPOM, HecTabuIbHAas CTEHOKapaus,
CTabuIIbHAS CTEHOKAPAUS, OKKITIO3HOHHAS 5OIC3HE nepudepuyeckux aprepmuii,
KapHOMHONATAA (BKIIIOYas HApUMep, YPEMHUYCCKYIO KapJINOMHOMIATHIO), CepACYHAas
HENO0CTaTOIHOCT, TMIEPTPOGHS CepALa, pacCTPOiCTBO CEepAEYHOr0 pUTMa,
COCYIMCTBIA PECTEHO3, HHCYJIIBT, HIIeMHst/penepdy3HOHHOE OpaXKeH e (mouek,
CepANa, rOJIOBHOTO MO3ra WK NedeHH), Gubpos (novek, Cepana, roJOBHOTO MO3ra HiIH
IEYEHH), PEMOIETUPOBAHHE COCYI0B (movek, cepana, roJOBHOIO MO3ra MIH IIEYCHH);
anabeTudeckoe 3adoneBanue, Hanpumep, caxapHelii fuaber 2 Twura, KOTOpBIH, B

HaCTHOCTH, HEOOXOIHUMO 0CO00 OTMETHTH (HampHUMep, KaK OCHOBHOE 3aboneBanue).
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TakuMm o6pa3oM, COOTBETCTBEHHO, HACTOSIIEE U300pETEHHE OTHOCUTCS K
onpeneneHHoMy uHruoutopy HIII-4, xak onpeneneHo 3aech, MPEATIOYTHTENBLHO
nuHaraunTuny (BI 1356), npenHazHaueHHOMY /U1 IpUMEHEHUS B Tepanuu (Hanpumep,
JEYEHUH H/UiM NpoQUIaKTHKE U/WIIH 3aIHUTE), OITHCAHHOMY 31€Ch.

Hacrosimee u3o00peTeHne, KpOMe TOTO, OTHOCHTCS K ONpeAeIeHHOMY HHTHOUTOPY
JIIII-4, kak onpeneneHo 30€ech, PEeANOYTUTENbHO JuHaraunTury (Bl 1356), B
KOMOMHaNUM ¢ MeTHOPMUHOM, IIPeITHA3HAYECHHOMY Ul IPUMEHEHHS B Tepalliu
(HanpuMep, JICYCHUH H/UIM NpOQHUIaKTUKE M/HUIU 3alIMTE), ONTHCAHHOMY 3J1€Ch.

HacTtosimee u3o0pereHne, KpoMe TOro, OTHOCUTCS K OIPEACICHHOMY HHIHOUTODY
AIII1-4, kak onpeneneso 37ech, NPEeANOUYTUTENbHO TuHarTuntuny (Bl 1356), B
KOMOMHAIIMH ¢ MeT(MOPMHHOM H/MIHU CYIb(HOHHUIMOYECBHHOMU, IIpeIHA3HAUEHHOMY IS
IpUMEHEHHUS B Tepanuu (HarupuMmep, JeUeHUH U/ v npopuIaKTUKE H/HITH 3alluTe),
OIUCAHHOMY 3]I€Ch.

Hacrosmee n306peTeHne, KpoMe TOTO, OTHOCUTCS K ONPE/ICJICHHOMY HHTHOHUTOPY
JIIIT-4, xak onpeaeneHo 3/1ech, NPeANOYTHTENbHO JuHarnunTuny (BI 1356), B
KOMOMHAIMU C NHOIIMTa30HOM, IpeIHA3HAYCHHOMY Ui IPUMEHEHHS B TEPAIHH
(manpumep, JICUEHUH U/UIH NPOHIIAKTHKE U/HIH 3aIUTE), OMHUCAHHOMY 3/1€Ch.

HacTosmee n3o6peTeHne, KpOME TOTO, OTHOCHTCS K ONPEIEICHHOMY HHTHOHUTOPY
JIIII-4, xak onmpejaeneHo 3/1ech, NpeaAnoYyTuTeNsHo nunarnuntuny (Bl 1356), B
KOMOUHAIIMH C TeIMHCAPTAaHOM, NIPEIHA3HAYEHHOMY [UISl IPUMEHEHHUS B TEpaluid
(HanipuMep, JIeueHHH W/UIH NpOPHUIaKTHKE H/HIIH 3AIUTE), ONUCAHHOMY 3/1€Ch.

Hacrosimee n3obpeTeHue, Kpome TOro, OTHOCUTCS K ONPEAeIEHHOMY HHTHOUTOPY
AIIII-4, xak onpeaeneHo 3/ech, NpeAnoyYTUTeNbHO MuHarunTuHy (Bl 1356), B
KOMOMHALIMY ¢ HHCYJIMHOM HJIM aHAJIOTOM HHCYJIHMHA (Hanmpumep, 6a3anbHbIM
MHCYJIHHOM, TaKHM KaK, HallpuMep, MHCYJIMH TIapTUH, WHCYJIMH JETEeMHDP HUJIN HHCYIHH
peraynek, unu HITX-uncynun), npegHazHadyeHHOMY JUIsl IPUMEHEHHUS B TEPAIHK
(Hanpumep, JICUEHUH W/HIM NpO(HIAKTHKE /UK 3alIUTE), OMMHCAHHOMY 3J1€Ch.

Hacrosimee n3o6peTeHne, KpoMe TOro, OTHOCHTCS K OIPECICHHOMY HHIHOUTOPY
JI1I1-4, kak onpejieneHo 3)1ech, NPEeANOUYTHTENbHO TuHaraunTaHy (Bl 1356), B
KOMOMHALHH C JUypPETHYECKUM cpelicTBoM, BPA u/unn uaruburopom AIlO,
IpeJHa3HauYeHHOMY JUIs IPHMEHEHHS B Tepanuu (HarnmpuMep, JICUSHHH H/UTu
npodyiIakTHKE U/ MK 3allUTE), OMMUCAHHOMY 3/I€Ch.

Hacrosiee n3o6peTeHne, KpoMe TOr0, OTHOCHTCS K ONPEJCJIEHHOMY HHTHOUTOPY

AIII1-4, xak onpelieaeHo 3/1eCh, NPEANOYTHTENbHO JuHaraunTuny (BI 1356), B
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KOMOHMHALIMH ¢ OJHUM HJIH OOJIBINUM KOJTUYECTBOM JAPYrUX aKTUBHBIX BEIIECTE,
HanpuMep, BIOpaHHBIX U3 JPYTHX HPOTUBOAUA0ETHUECKUX CPEJCTB, aKTHBHBIX
BEUISCTB, KOTOPHIE CHHXKAIOT YPOBEHD caxapa B KPOBHU, aKTHBHBIX BEUIECTB, KOTOPHIE
CHMI)KAIOT YPOBEHb JIMIIUAOB B KPOBH, aKTHBHBIX BEIIECTB, KOTOPHIE MOBBIIIIAOT
yposeusb JIBII (anen.: HDL - nunonpomeudwt 8b1cOKOU n10OMHOCMU) B KPOBH, aKTUBHEIX
BEIISCTB, KOTOPHIE CHUXAIOT apTepHajbHOE JaBIEHUE, a TAK)Ke aKTUBHBIX BEINECTB,
KOTOPBIE€ yKa3aHbl B JICUCHUH aTEPOCKIIEpO3a UIIH OXKUPEHUSs, TPeJHA3HAYEHHOMY I8
IIPUMEHEHHUS B Tepanuu (Hallpumep, JeUYeHHH U/HIN NPoQUIakTHKe H/HIH 3alluTe),
ONHCAHHOMY 3]1€Ch.

Hacrosmee nzobperenne, KpoMe TOro, OTHOCHTCS K ONpeAeIeHHOMY HHTHOHTOPY
AIIII-4, xak onpeneneHo 31eck, NpeanodTuTeNbHo TuHarnuntuny (Bl 1356), B
KOMOHMHALMHA ¢ OOQHUM HIIH OOJIBIIUM KOJHYECTBOM JPYTUX NPOTUBOAHAOETHYECKUX
CPEACTB, BEIOPaHHBIX U3 I'PYIIIBI, COCTOSINEH H3 METGOPMHUHA, CYIb(OHUIMOUSBHHBI,
HATEIVIMHUA, pelariuHuia, THa30auAuHAu0oHa, aronucTta PAIIll-ramma (PAILIT -
anain.: PPAR - peyenmop, akmusupyemulii nponughepamopom nepoxcucom),
MHruOUTOPA alb(ha-raoKo3u1a3sl, HHCYIHHA WM aHAJora HHCYJIHHA, a Takxe ['TII-1
nnu agagora I'TIII-1, HeoOsa3aTenbHO B KOMOHMHAIMY ¢ OJHUM MM OOJILLIUM
KOJIMYECTBOM JIONOJIHUTENBHBIX aKTHBHBIX BEIIECTB (HAaIpUMep, BEIOPAHHBIX W3
IHYpeTHYECKOro cpencTBa, unruouropa AI® u/unu BPA, Takux kak, Hanpumep,
TEJIMHCApTaH), IPpeJHa3HAYEeHHOMY ISl IPUMEHEHHUS B TepanuH (HalpuMmep, JeYCHUH
U/Un¥ NpoUIIAKTHKE W/UITU 3alIUTe), ONMHCAaHHOMY 3/1€Ch.

Hactosimee nszobperenue, kpoMe TOro, OTHOCHTCS K (papManeBTHYCCKOM
KOMIIO3KIIMH, cojiepKaineii onpenenesusiii uaruoutop AI111-4, xak onpeaeseHo 31ech,
npeanouyTuTensHo nuHarnunTul (Bl 1356), npennaznayeHHO#N U1 MpUMEHEHHS B
TEepanuu, ONUCAHHON 37eCh.

HacTosiee nu3zobpetreHue, kpoMe TOro, OTHOCUTCS K (papManeBTHYECKOM
KOMIIO3HIIHH, CojiepKalleH onpeneneubiii uaruoutop JI111-4, xak onpeneneHo 3aecsh,
npeano4TuTensHo guHarnunTul (Bl 1356), a Takxke metgopmuH, npeiHa3HAuYCHHOH
1718 IPUMEHEHUs B Tepallly, ONHCAaHHOH 3/1eCh.

HacTos1iuee nsobperenue, KpoMe TOro, OTHOCHTCS K (papManieBTHYECKOU
KOMIIO3HIIMH, cojiepxKalieil onpenencsublii unrudourtop JAI1I1-4, kak onpeneneHo 31ecs,
NpeaIoYTUTENbHO JUHAarnunTuH (Bl 1356), a Takke nuornuTasoH, npeHa3HayeHHOM

AJid ONpUMCHEHHKSA B TCpalluu, ONMCAHHOH 3/IeCh.
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Hacrosmee n3o0peTeHue, KpoMe TOro, OTHOCHTCS K KOMOMHAIIMH, coAepxkamei
onpejaeneHHbld UHruO6uTOop JIII1-4 (B yaCTHOCTH JTHHATTHUIITHH) ¥ OAHO UIH Oonbliee
KOJTUYECTBO APYIMX aKTHBHBIX BEIIECTB, BHIOPAHHOTO U3 BEIIECTB, YIIOMSHYTHIX 3JI€Ch,
HanpuMep, BBIOpaHHBIX U3 APYTHX IPOTHBOAHAOECTHYECKUX CPEJCTB, aKTHBHBIX
BELIECTB, KOTOPhI€ CHUXKAIOT YPOBEHD caxapa B KPOBH, aKTHBHBIX BELIECTB, KOTOPbIE
CHHJKAIOT YPOBEHb JIMIIUJ0OB B KPOBH, aKTUBHBIX BEIIECTB, KOTOPBIE MOBHIIAIOT
ypoBeHb JIBII B KpoBH, aKTUBHBIX BELIECTB, KOTOPHIE CHHXKAIOT apTEPHANbHOE
JlaBJICHHE, aKTUBHBIX BELIECTB, KOTOPHIE YKa3aHb! B JICUEHUHU aTePOCKIEpPO3a 1ild
OXHPEHHS, HallpEMEp, KaX10€, KaK OIUCAaHO 3/IeCh; B YACTHOCTH JJIS
OTHOBPEMEHHOI'0, Pa3JeJbHOIO MJIU NOCIEN0BATENHHOTO IPUMEHEHHUS B TEPAIINU
(HampuMep, JIEYCHUH H/UIM npodUTAKTHKE H/WIIH 3alIUTE), ONHCAHHOIO 3/eCh.

Hacrosmee u3obperenne, KpoMe TOro, OTHOCHTCS K KOMOMHAIUMH, COIepxKallei
onpeneneHHbd uuruoutop AII1-4 (B yacTHOCTH JIMHATTUIITAH) B OJHO HJIM OOJIbLIEE
KOJIMYECTBO APYTHX IPOTUBOAHAOETUYECKUX CPEJCTB, BHIOPAHHBIX U3 FPYIIIBI,
cocrosieH u3 MmeTGopMHHa, CyNb(HOHMIMOYEBHUHBI, HATETIMHUA, pENariuHua,
THA30IuIuHAMOHA, aroHucTa PAIIII-ramma, naruburopa aneba-riaoko3uiassl,
HHCYJIMHA MJIM aHajora HHCyauHa, a Takxke ['TII1-1 unu ananora I'TIII-1, B wacTHOCTH
JUIsL OTHOBPEMEHHOIO, Pa3J€IbHOTO HIIH OCIENOBATEIBHOI'0 IPUMEHEHHUS B TEPAITHU
(JledeHuH H/UM NPOoPUITAKTHKE H/HIIK 3aIATE), OMUCAHHOTO 3J€Ch, He00SI3aTEIBHO B
KOMOMHAIMH (HanpuMep, OTHOBPEMEHHO, pa3/IebHO MU II0CIEN0BATENBHO) C
JUYpPEeTHYECKUM CpeacTBOM, HHruOuTOpoM AIID n/unu BPA, Takum, kak Hanpumep,
TeJIMucapTaH.

Hacrosimee n3o0peTeHne, KpoMe TOro, OTHOCHTCS K CI10co6aM JIEYeHHs HIIH
(TepaneBTHYECKHM WM TPO(PHIAKTHYECKUM HIIH 3alUTHEIM) CIIoco0aM MU
HPUMEHEHHAM, KaK ONUCAaHO 3/1€Ch, COJEPKAIUM BBeJcHHE (HampuMmep,
OJHOBPEMEHHO, Pa3/IeJIbHO HJIM IIOC/Ie10oBaTeNIbHO) 3¢ HEeKTHBHOIO KOJIMYECTBA
onpenenennoro nurnouropa JII1I1-4 (B yaCTHOCTH THHATTUOTHH), KAaK ONPEAEIEHO
3]1€Ch, H HE003aTEeNbHO, OJHOTO WM OOJBIIEro KOJMYECTBA APYTUX aKTHBHBIX
BEIECTB, TAKUX KaK, HAIPHMED, OJIHO HIIH OOJIbIIIEe KOJUYECTBO APYIHUX
IPOTHBOAMAOETHYECKUX CPEACTB, BEIOPAHHBIX U3 IPYIIIbI, COCTOsIIEH U3 METHOPMHHA,
a cyne(GOHHMIMOYEBUHBI, HATETIIHHU/A, PENATJIMHEA/A, THA30JIMIMHAHOHA, aTOHUCTA
PAIlIl-raMma, HHrHOHTOpA anbda-rioko3ua3sl, HHCYJIHHA WM aHAJIora HHCYJINHA, a
takxe ['IIII-1 uan ananora I'TIII-1, (mpeAnodYTHTENBHO, BHIOPAHHBIX K3 I'PYINILL,

COCTOAIIECH U3 MCT(’I)OpMI/IHa, CyHL(bOHI/I.IIMO‘—IeBI/IHI:I, HaTCerjiuHwn[aa, penarjinHuaa,
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THa30MMauHANOHA, arorucTa PATIII-ramMma, MHTHOHTOpPA anb(a-riroKo3naasel, a
TaK3Ke HHCYJIMHA MM aHAJIOra HHCYIIHHA), He0OI3aTeILHO B KOMOMHanuu (Hanpumep,
OLHOBPEMEHHO. pa3JeIbHO UIH [IOCJICAOBATENIHEHO) C OJTHUM UIH GOJIBIIAM

KO THYECTBOM NONONHUTENBHBIX AKTHBHBIX BEIIECTB (HanmpuMep, THypeTHYECKOT0
cpenctsa, uHruduropa AII® u/unu BPA, Takoro KaK, HallpEMep, TeJIMHCapTaH),
NallMEHTy (B YaCTHOCTH [TALHEHTY-HEI0BEKY), KOTOPHIH B 3TOM HYXIaeTcs, TaKOMY
KaK, HallpuMep, NANKEHT, KaK OMHCAHO 3/1eCh, MIPEANOYTHTEIbHO YeJIOBEK,
CTpajaroumuii JinabeToM (B yacTHOCTH CTpajnaromui nuaberom 2 tumna ITAIMUEHT);

BKJIIOHas, HAl[pUMEP, NALHEHTA, HMEIONIEro HIIH HAXOASIIErocs MO/l BEICOKHM
PHCKOM CEpIEUHO-COCY AMCTOTO M/UITH MOYEYHOT0 MHKPOCOCYTUCTOrO 3a00JeBaHHus,
TaKoro Kax, HapuMep, MAUKEHT C BEICOKHM COCYAHCTHIM PHCKOM (HampHumep, ¢
BRICOKUM puckoM CC cobsIThif), HalIpUMEp, KaK OIIHCAHO 3/IeCh; TaKOH, KaK HanpumMmep,
MIALIMEHT B COOTBETCTBUM MO MEHbIIEH MEPE ¢ OMHUM U3 BapHaHTOB OCYIIECTBIICHHUS | -
6 mnu 1 - 7, xax onucano 3J1€Ch.

Hacroamee nzo6perenmue, KPpOME TOro, OTHOCHTCS K CIIOCOOaM JIeYEHHUS HIIH
(TepaneBTHYECKHM WIIH HPOPHIAKTHYECKHM HJIH 3alIMTHBIM) crioco0aM Ml
NPUMEHCHHUSIM, KaK OIMHCAHO 3/1€Ch, COAEPIKALIHM BBEICHHE (nampumep,
OLHOBPEMEHHO, pa3AeibHO HIIH [I0CIeI0BATEILHO) 3 (HEKTHBHOTO KOIHYECTBA
JIUHArIMNTHHA TAlHEeHTY (B YaCTHOCTH NallHEeHTY-4Ye0BEKY), KOTOPBIH B 3TOM
HYKNACTCsl, TAKOMY KaK, HAIIPUMEP MALHEHT, KaK ONHCAHO 3J€Ch, IIPEAMOYTUTETHLHO
1€JI0BEK, cTpajalomui nuabeToM (B 4aCTHOCTH CTpajaromuii nuaberom 2 Tuna
Al HEHT);

BKIIIOYast, HaNIpUMEp, NaUeHTa, HMEIOIIEr0 HITH HaXOMSIMErocs Mo BHICOKHM
PHUCKOM CEPIEYHC-COCYAUCTOTO H/HIIH IOYEYHOIO MHKPOCOCYHCTOro 3ab0JieBaHus,
TaKoro Kak, HallpuMep, MALUKEHT C BHICOKHM COCYAHCTHIM PHCKOM (Hanpumep, ¢
BBICOXMM pHcKoM CC coGriTwif), HalpuMep, KaK OIHCaHO 3/€Ch; TaKOH, KaK Halnpumep,
MAlCHT B COOTBETCTBHH IO MEHBIIEH MEPe C ONHHM H3 BapHaHTOB OCYIIECTBICHHUS | -
6 wiu 1 - 7, xak onucano 3J1€Ch.

Hacrosmee nso6perenne, KpOMe€ TOro, OTHOCHTCS K criocobam JeYeHus Uiu
(TepaneBTHYECKHM HJIH NpOQHIAKTHYECKHM HIIH 3alIUTHEIM) CHOCO0AaM WM
TIPUMEHEHHUSAM, KaK OIMCAHO 3/1€Ch, CONEPKALIHM BBEICHHE (nmanpumep,
OJHOBPEMEHHO, Pa3JelIbHO HIIH 110CJIe10BaTENbHO) 3¢ PEKTHBHOTO KOMHYECTRA
JUHATTHIITHHA B MeTGOPMHHA NAIMEHTY (B YaCTHOCTH [allHEHTY-4Y€JIOBEKY), KOTOPBIH

B OTOM HYXJIaeTcs, TaKoOMy Kak, HAIpUMEDP MAUEHT, KaK OIHCAHO 371€Ch,
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IPEAIIOYTUTENBHO YEJIOBEK, CTPAdAOUM inabeToM (B YaCTHOCTHU CTPaatOLIu i
auabeToM 2 THNA MMAHEHT);

BKJIIOYasi, HAIPUMeEpP, NAallHEHTa, HMEIOIIET0 WIH HAaXOJAIIErocs MoJl BHICOKHM
PHCKOM CE€pAEYHO-COCYIUCTOTO W/MITH TTOYEYHOTO0 MUKPOCOCYAUCTOTO 3a00iIeBaHms,
TaKoro Kak, HallpHMep, ITallUEeHT C BEBICOKUM COCYJUCTHIM PHCKOM (HampuMmep, ¢
BEICOKHUM puckoM CC coObITHIT), HaIpUMep, KaK OIHUCAHO 3]1e€Ch; TaKOH, KaK HanpuMep,
MalMEeHT B COOTBETCTBHH 10 MEHBIIEH MEPE ¢ OTHUM M3 BapPUAHTOB OCYIIECTBJIEHHS 1 -
6 unu 1 - 7, xak ONMMCAHO 31€eCh.

Hacrosimee nzobperenune, KpoMe TOTO, OTHOCHTCS K CIIOCO0aM JIeUEHHUS HIIH
(TepaneBTHYECKHM HJIH MPO(UIAKTHYECKIM HIIM 3alMTHBIM) CIIOCO0AM HIIH
NIPUMEHEHHIM, KaK OMHCAaHOo 3/1eCh, COJIEPXalllUM BBeJAcHUE (HAlpuMep,
OJIHOBPEMEHHO, Pa3/IeJIbHO MJIM IOCIEN0BATEIbHO) 3P (HEKTHBHOIO KOJIMYECTBA
JUHArIMNTHHA U MeTGOpPMHUHA U CYIb(OHUIMOUYEBUHBI MAIIMEHTY (B YaCTHOCTH
NalHEeHTY-4elI0BEKY), KOTOPBIH B 3TOM HYXJaeTcs, TAKOMY Kak, HallpuMep, Mal(HEeHT,
KaK OIHCaHO 3JeCh, IPEANOYTUTEIBHO YEI0BEK, CTpadalomui 1uabeToM (B YaCTHOCTH
cTpajaomui quabeToM 2 THIa MAallUEHT);

BKJIIOYas, HalpuUMep, NallueHTa, UMEIOIIEro UK HaXOIANIerocs Mo BEICOKHM
PHCKOM CEpJEeYHO-COCYAUCTOr0 H/HIIU MOYEHHOT'0 MHKPOCOCYAUCTOr0 3ab0jieBanus,
TAaKor'o KakK, HallpuMep, MallMeHT C BBICOKUM COCYJUCTHIM PHCKOM (HampuMeEp, C
BbICOKMM pucKkoM CC coOriTHH), HapuMep, KaK ONUCAHO 3[1eCh; TAKOW, KaK HallpHUMeED,
NalUEHT B COOTBETCTBHH I10 MEHBIEH MEpe ¢ OJTHUM M3 BapHAHTOB OCYIIECTBICHHS | -
6 win 1 - 7, KaK oInucaHo 3/€ecCh.

Hacrosmee uzobpereHue, KpoMe TOro, OTHOCHTCS K CIIoco0aM JIEUeHHs HIIH
(TeparneBTHUYECKUM HIJIM NPOPUIAKTHYECKHM HIIH 3aUIUTHEIM) CIIOCO0aM HITH
IPUMEHEHHUAM, KAaK OIIUCAHO 3J€Ch, COJIEPKAIllUM BBeJIeHUE (HalpuMep,
OIHOBPEMEHHO, Pa3/ieIbHO WIH MOCIeA0BaTeNbHO) 3 (PEKTHBHOTO KOJIMYECTBA
JUHATIHMITHHA ¥ NHOITIMTAa30Ha NMAallMeHTy (B YaCTHOCTHU NMalMEHTY-4YeIOBEKY),
KOTOPSHIH B 3TOM HYXXJAETCH, TAKOMY KakK, HallpUMeEp, MaIHeHT, KaK OMHCAHO 3/1€Ch,
HpEeANOYTUTENIBHO YeIOBEK, CTPAJAIoOMuii 1HabeToM (B YaCTHOCTH CTPaJaromuii
anadeToM 2 THUINA ITAllHeHT);

BKJIIOYas, HAIIpUMeEp, HallUeHTa, UMEIONIEro WM HaXOJAIIEeroCs 10 BHICOKHM
PUCKOM CE€PJEYHO-COCYAUCTOIO H/HJIA MOYEUYHOI0 MUKPOCOCYAHCTOr0 3ab0ieBaHHus,
TaKOTO KakK, HallpEMeEp, NalueHT C BBICOKMM COCYIMCTBIM PHCKOM (HanpuMep, C

BLICOKMM pHCKOM CC coOBITHI), HapUMeEp, KaK OMMCAHO 3/IeCh; TAKOM, KaK HallpUMeD.,
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HallHEHT B COOTBETCTBUH 110 MEHBINEH MEPE C OAHUM M3 BapUaHTOB OCYLIECTBICHUS | -
6 unu 1 - 7, xax onucano 3mecs.

Hacrosmee n3obperenne, kpome TOTO, OTHOCHUTCH K crioco0aM JIedyeHHs UIIH
(TepaneBTHUECKHM Hiln IPOQHIAKTHIECKHM WITH 3alIUTHBIM) CIOCO0AaM UITH
IIPUMECHCHHSIM, KaK OIHCAHO 3/IECh, COAEPKAIIUM BBEJCHUE (manpumep,
OAHOBPEMEHHO, Pa3sNeNbHO HJIH NOCIEA0BATENLHO) 3} (eKTHBHOrO KONHYECTRA
MTHBArTIMITHHE ¥ MHCYJIMHA WM aHallora HHCYJIMHA (TaKoTo, KaK HanpuMmep,
OasanbHeI HHCYIHE) NAaKEHTY (B YaCTHOCTH [AIHCHTY-4€NI0BEKY ), KOTOPBIH B 3TOM
HYXNACTCA, TAKOMY KakK, HallpuMep, MAalMEHT, KaK OMHCAHO 30€Ch, IPEAIOYTHTEILHO
HUCJIOBEK, CTpajaloui 1HabeToM (B YaCTHOCTH CTPaJaloLIMi AHabeToM 2 THOA
ITAlMCHT);

BKIIIOYast, HAPUMED, NALHUEHTA, UMEIOIIEro WM HAXOIAIIETOCS 1O BHICOKHM
PHCKOM CEPACYHO-COCYIUCTOIO H/UIIM MOYEYHOTO MHKPOCOCYAHUCTOTO 3a00/eBaHus,
TaKOTO KaK, HAllpUMEP, MALUEHT ¢ BHICOKUM COCYIHCTHIM pPHCKOM (Hampumep, ¢
BBICOKMM puckoM CC coGbITHH), HAPHEMED, KaK ONHCaHO 31€Ch; TAKOMH, KaK HaIpumep,
HallHEHT B COOTBETCTBUH 110 MEHBILEH MEpe C OMHUM M3 BApUAHTOB OCYINECTBJICHUS | -
6 wiu 1 - 7, xak ONHCAHO 3/1€Ch.

Hacrosmee uzoGperenune, kpome TOI'0, OTHOCHUTCS K coco0aM JeYeHus uiiu
(TepaneBTHYECKHUM HJIH MPOGUIAKTHIECKAM HITH 3aIIMUTHBIM) CIOCOOAM HIIH
TIPUMCHCHHSIM, KaK OIHCAHO 31€Ch, COJAEPKALIUM BBEICHUE (nanpumep,
OZHOBPEMEHHO, Pa3/Je/IbHO HJIH MOCIEAOBATENBHO) 3¢ dexTuBHOrO KOMUYECTBA
JTHHATTHOTHHA U TeJIMACAPTaHa NalUeHTy (B YaCTHOCTH NallHeHTY-4eI0BEKY),
KOTOPbIH B 9TOM HYXJAeTCs, TAKOMY Kak, HallpUMeED, NallUeHT, KaK OMMCaHO 3/1eCh,
MPEATOYTHTENIEHO YEI0BEK, CTPANAIOIIMi 11abeToM (B 4aCTHOCTH CTpajarmuii
AnabeToM 2 THNa nanuenT);

BKTIIOHAs, HATPUMEP. NAMEHTa, HMEIONIEro UM HaXOJISIIErocs Mo BEICOKHM
PHUCKOM CEpPIIETHO-COCYAUCTOrO H/HIIH HOYEYHOTO MHKPOCOCYAMCTOro 3a00JeBaHus,
TaKOI'o KaK, HAallpUMEP, NaUUEHT C BBICOKHM COCYAUCTHIM PHUCKOM (Hanpumep, ¢
BBICOKMM puckoM CC coOsrTnit), HAlIpUMED, KaK OIMMCAHO 3/IeCh; TAKOH, KaK HarpuMep,
HallHCHT B COOTBETCTBUH O MEHBILEH MEPE C OJHUM H3 BapHaHTOB OCYINECTBJICHUS | -
6 unu 1 - 7, kak onHucaHo 371eCh.

Kpowme toro, Hacrosmiee HU300peTeHHe OTHOCHUTCS K cnocoby Tepanuu (Hanpumep,
M€YeHHs, NPOQUIAKTHKH, 3alIUTh) HAHEHTA (B 4aCTHOCTH NaNMeHTa-4eI0BeKa,

KOTOPBIH MOXET CTpafaTh oT nuabera, HanpuMep, auabera | Tuna uinu nuabera 2 THoa
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umu LADA, B yacTHOCTH OT nquadera 2 THIa); TAKOro Kak, HanpuMep, MalueHT,
AMEIOLINH UM HAXOASINUICS 1101 BEICOKMM PUCKOM CEpJIEYHO-COCYAUCTOrO U/UIH
IMOYEYHOT0 MUKPOCOCYJUCTOrO 3a00JieBaHMsl, TAKOH KaK, HallpuMep, MalHEeHT C
BBICOKHM COCYJHCTBIM PUCKOM (Hanpumep, ¢ BBICOKUM puckoM CC coOwiTHit),
HanmpuMep, Kak ONHUCAHO 3/1eCh; B YACTHOCTH HAallMEHT B COOTBETCTBUHU 110 MEHbIUEH
Mepe ¢ OJHUM K3 BapHaHTOB ocyuiecTBIeHMs | - 6 mum 1 - 7, Kak ONHUCAHO 3]1eCh;

Tako¥# Kak, HallpuMep, MAllMEHT, UMEIOIIUM:

KakK

anpOyMUHYpHIO (HAIpUMEDP, MUKPO- HJIM MaKpoaabOyMHUHYPHIO),

TaK ¥

IpeIlIecTBYOIIee MAKPOCOCYAUCTOE (HallpUMep, KapJuo- 1K
uepebpanpHOcocynucToe) 3abonepanue (Takoe Kak, HaipuMep, HHPapKT MHOKapAa,
unieMuyeckas 0ose3Hp cepana, (MIeMUYeCKHH I TeMOopparnyeckuif) HHCYJIbT,
3ab0JieBaHHEe COHHBIX apTepuil u/uim 3aboJieBaHNE NepUPEPUYECKUX apTEPHif),

a/uim

nubo

(nérxkoe unu cpennee) Hapyumenue ¢GpyHkuuu noyek (Hanpumep, XbII 1, 2 win 3
craauu, Takas, kak XBII 1, 2 craguu (n€rkoe HapyuIieHue) Wi CTaguM 3a (HapyuieHue
OT JIErKOI0 0 cpefHero), npeanodruteisto ¢ pCK® > 45 - 75 mu/mun/1,73 M%) ¢
MaKpoanb0yMHHYypHEH,

aubo

(cpenHee Ui cepbé3Hoe) HapymieHue GyHkuu movek (Hanpumep, XbBI1 3 unu 4
craauu, Takas, kak XBII cragquu 3b (BapynieHne oT CpeIHEr0 A0 cepbE3HOro) uiu 4
cTann (CeppésHoe HapylIeHHe), mpeanouTaTensHo ¢ pCK® 15-45 ma/mun/1,73 M%), ¢
uin 0e3 Kako#-nu0o anbOyMUHYpHH (Tako#, KaK HalpuMep, ¢ Uid 6e3 MUKPO- Uiu
MaKpoaab0yMHUHYPHH);

IIPH 3TOM VKa3aHHBIH cocod coAepKUT BBEJCHHUE NAallUEHTY 3P (PEKTHBHOIO
KOJIHYECTBa JIMHATJIMNTHHA, He00sA3aTeIbHO B KOMOUHAIIUY C OJHUM HJIH OOJIBIIUM
KOJIMYECTBOM JIPYI'HX aKTHBHBIX BENIECTB (TaKUX KakK, BRIOpAHHEIC H3 TEX, KOTOLHIE
OIHCaHBI 3/I€Ch BBIIIEC WU HUXeE; HAIpUMEp, BEIOpaHHbIE U3 APYTHX
IIPOTHUBOHAOETHYECKUX CPEICTB, aKTUBHBIX BEIIECTB, KOTOPHIE CHUXAIOT YPOBEHB
caxapa B KPOBH, AKTHBHBIX BEIECTB, KOTOPHIE CHHKAIOT YPOBEHB JIUITHIOB B KPOBH,
AKTHBHBIX BEINECTB, KOTOPbIC MOBHIAIOT YpoBeHb JIBII B KpoBH, aKTHBHBIX BEHIECTB,

KOTOPpSHIC CHHUKAIOT apTePpHaJIbHOC NAaBJICHHUC, AKTHBHBIX BCIIECTB, KOTOPBIC YKA3aHEL B
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JICICHUM aTE€POCKIICPO3a WIIH OXKUPEHHMS, H/MIIH AKTHBHBIX BEIIECTB, KOTOPBIE yKa3aHbI
B JICUCHUH UM NIPOPUTAKTHKE OCHOBHBIX CC COOBITHH, H/MIM aHTHATPEraHTHBIX
CPELCTB M/HIIK AHTUKOATYJISTHTOB).

Kpome Toro, Hacrosmee H300peTeHne OTHOCHTCS K crocody:

NPOGUNAKTHKHY, 3aIHUTH] OT, CHIKEHHS PHUCKa H/UIHM OTKIaABIBAHHS
BO3HHUKHOBEHHS

Kaplio- 411 nepebpanbHOCOCY AUCTOrO 3a60I€BAHUS HITH COOBITHS, TAKOTO Kak,
HanpuMep, BEIOPaHHOTO U3 CMepTH 1o IIpHYHHE cepaeyHo-cocyaucToii (CC)
naTonoruu (BKiovas QgaraapHbi HHCYJIBT, BaTaabHbIH MH(papKT MHOKapjaa u
BHE3AIHYIO CMEPTB), HedaTanbHOro HHCYNbTA, HedaranbHoOro HHdpapKTa MHOKapjia
(UM) (6eccumuromuniit UM moxer OBITH HCKITIOYEH) U FOCITATATH3ANMH 10 IOBOAY
HeCTaOUIIBHOM cTeHOKapIuy,

u

NPOGUNAKTHKH, 3AIHTH OT, CHHKEHHUS PHCKa H/MIHM OTKNIaABIBAHUS
BO3HUKHOBEHHSI

TI0€YHOr0 MHKPOCOCYAUCTOTO 3a60/I€BAHUS, TAKOTO KaK, HanpuMmep,
BBLIOPaHHOTO U3 CMEPTH OT 3a60/1eBaHMS [TOYCK, TEPMUHAIBHOM CTAUH [TOYEHHOL]
HEIOCTATOYHOCTH U CHHXKEHUS PACYETHOM CKOPOCTH KiIy0OYKOBO#H puIbTpanun
(nanpumep, pCK® > 50 % ot HCXOJHOIO YPOBHS);

y namnuenTa (B 4aCTHOCTH MallHCHTA-4€I0BEKA, KOTOPHIN MOXET CTPALaTh OT
nunabera, Hanpumep, nuabera 1 Tuna unu nquabera 2 Tuna nma LADA, B yactHOCTH OT
AnabeTa 2 THOA), KOTOPHIH B 3TOM HYXJaeTcs;

BKIIIOYast, HaNpUMep, MallHEHTa, HMEIOIEro UiIH HaXOISIIErocs MO BHICOKHM
PHCKOM CEPAEYHO-COCYAUCTOrO M/UIIH II0YCYHOTO MHKPOCOCYIUCTOro 3ab0sieBaHus,
TaKOro Kak, HapuMmep, MalUEHT C BBICOKHM COCYAUCTBIM PHCKOM (HApPUMED, ¢
BBICOKMM prckoM CC coGpITHif), HapUMep, KaK OIUCAHO 3]1eCh; TAKOMH, KaK Hanpumep,
MAIHEHT B COOTBETCTBHHU 1O MEHbIIEH MEPE ¢ OJHHM U3 BApPUAHTOB OCYINECTBIICHHUS | -
6 wm 1 - 7, xak onucauo 371€Ch;

TaKOH, KaK HalpUMep, NAHEeHT, HMEFOLIHI:

Kak

anb0yMHHYPHIO (HampuMep, MHKpPO- HiH MaxkpoanbOyMuHypuIo),

TaK H

IPEANIECTBYIONIEE MAKPOCOCYIUCTOE (HampuMep, Kapano- UK

nepedpansHOCOCYAUCTOR) 3a60eBaHHe (Takoe kax, Hanpumep, UHPapKT MHOKapna,
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uiemMuydeckas 00Jie3Hb cepana, (MIEeMHYECKHE HIH TeEMOPPara4ecKuii) HHCYNbT,
3abosieBaHHe COHHBIX apTepuil u/unu 3aboseBanue nepudepuyecKnx apTepuit),

u/1u

6o

(nérkoe wiM cpenHee) HapylieHue GyHKIKUH novek (Hanpumep, XBII 1, 2 unu 3
craauu, Takas, kak XbII 1, 2 craguu (1€rkoe HapyuieHHe) WK cTaauu 3a (HapylieHue
OT NErKOr'o 0 CpeaHero), npeanoururensio ¢ pCK® > 45 - 75 mu/mun/1,73 M%) ¢
MaKpoajIs0yMUHypHeid,

nubo

{cpennee uny cepbé€3Hoe) HapymeHue GyHKIUU nouek (Hanpumep, XbI1 3 uim 4
cranuu, takas, kak XbII cranum 3b (HapyieHHue OT CpeIHEero 1o cepbE3HOro) umu 4
cTanum (cephé3Hoe HapylleHue), npeanourutensHo ¢ pCK® 15-45 mu/mun/1,73 M%), ¢
uiH 06e3 Kakoh-1n60 anb0yMUHYpHH (Takod, Kak HampuMep, ¢ WM 6e3 MUKPO- KHITH
MaKpoaIsO0yMUHYPHH);

coAepiKalieMy BBeICHHE NMaltueHTy 3((peKTHBHOTO KOJIHYECTRA JIMHATIMIITHHA,
Heo053aTeIbHO B KOMOUHALMK C OHUM HJIK OOJBIIMM KOJHYECTBOM JPYTHX aKTHBHBIX
BEIIIECTB, HAIIPAMEP, BBIOPAHHBIX U3 JPYTHX MPOTHBOAHAOETHYECKUX CPEJCTB,
aKTHUBHBIX BEILIECTB, KOTOPHIE CHUXXAIOT YPOBEHBb caxapa B KPOBH, aKTHBHBIX BENIIECTB,
KOTOpBIE CHHXXAIOT YPOBEHb JTUIIHAOB B KPOBH, aKTUBHBIX BEIIECTB, KOTOPHIE
nossluaioT ypoBeHdb JIBII B KpoBH, aKTHBHBIX BEIIECTB, KOTOPBIC CHHXKAKOT
apTepHuagbHOE JaBJICHHE, aKTUBHBIX BEIIECTB, KOTOPHIC YKA3aHbI B JICUCHHH
aTepOCKJIEPO3a WJIM OKUPEHHS, U/HIU aKTHBHBIX BEINECTB, KOTOPHIC YKa3aHHI B
JedeHHH Wiy npodunakTuke ocHOBHBIX CC coOBITHH, /UK aHTHAI PEraHTHBIX
CpPEeNCTB H/HJIM aHTHKOATYJISTHTOB.

Kpome Toro, HacTosiniee n3ob6peTeHne OTHOCHTCS K CIoco0y:

NpOo(pUIaKTUKH, 3aIIUTHI OT, CHIDKCHUS PUCKA M/HUJIH OTKJIaAbIBAHHS
BO3HHKHOBEHHSI:

KapJHO- WIH IepedpalbHOCOCY AUCTOIO 3a00I€BaHMs UM COOBITHS, TAKOTO Kak,
HalipuMep, BBIOPaHHOIO M3 CMEPTH 110 IpUUHHE cepaedHo-cocyauctoit (CC)
natosoru# (BKiwuas ¢patanbHbIl HHCYNbT, GaTanbHBId HHGAPKT MHOKapAa U
BHE3aIHYI0 CMepTh), HedaTaJIbHOTO HHCYIIbTA, HedaTalbHOTO HHPAPKTA MHOKAP/Ia
(MM) (6eccumnroMusiiit UM MoXeT ObITh HCKJIIOYEH) U FOCIHTANH3ALMH 110 TIOEOLY
HecTabWIbHOH CTeHOKapIUH,

"
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IPOGHUNAKTHKH, 3AI0UTHI OT, CHHKEHUS PHCKa H/MIHN OTKJIa bIBAHHSA
BO3HUKHOBEHHSI:

IOYEYHOr0 MHKPOCOCY AUCTOTO 3a00eBaHus, TAKOTO KaK, Hanpumep,
BBIOPAHHOIO M3 CMEPTH OT 3a60NIeBaHuS II0OYEK, TEPMUHAIBHOMN CTAHH MOYSYHOMH
HCNOCTATOTHOCTH U CHHKEHHSI PACIETHON CKOPOCTH KIyGOYKOBOI bunsTpaumn
(nanpumep, pCK® > 50 % ot ucxogHoro YPOBHS#);

Y HaUHMEeHTa (B YaCTHOCTH NAlHEHTA-4eI0BeKa, KOTOPBIH MOXET CTPaaaTh OT
Auadera, HanpuMep, nMabera 1 THNa win nuabera 2 tuna unu LADA, B yacTHOCTH OT
Auabera 2 THIA), KOTOPHIH B 3TOM HYXJaeTcs;

BKJIIO4ast, HaTpuMep, NalMEeHTa, HMEIOIEro WM HaXOMAIIerocs 0 BHICOKAM
PUCKOM CEPAEHYHO-COCYAMCTOr0 U/UIU MOYEYHOTO MHKPOCOCYIUCTOTO 3a60JicBaHus,
TaKoro xax, HallpuMep, NALHUEHT C BBICOKAM COCYIHMCTBIM PHCKOM (nanpumep, ¢
BLICOKUM puckom CC cobrITHIA), HampUMeEp, KaK OMHCAHO 311€Ch; TaKOii, KaK HalpuMep,
IIALMCHT B COOTBETCTBUU 110 MEHBLIEH MEPE C OHUM H3 BaApHAHTOB OCYLIECTBJICHUA | -
6 unu 1 - 7, kax onucano 37eCh;

TaKoH, KaKk HallpuMep, NalHeHT, HMEIOIIHIT:

KakK

anbOyMHUHYPHIO (HAIPHMEpP, MHKPO- HIIH Makpoajb0yMHUHYPHIO),

TaK U

IIpCAIECTBYIOMWEE MAKPOCOCYAUCTOE (HAIIPUMED, KAPAHO- UK
nepebpanbHOCOCYAUCTOR) 3a60JIeBaHHe (Taxoe Kak, HanpuMmep, uHpApKT MHOKap/a,
HINEMHYecKas 00J1€3Hb cepaua, (MIMeMHAYeCKU il iy reMOpparu4ecKuii) MHCyIIET,
3a00.1eBaHHe COHHBIX apTePHil W/HIH 3200/ eBanme nepudepuyecKux apTepuit),

u/uin

6o

(71€rkoe uNM cpenHee) HapymeHne $ynknun nouex (manpumep, XBI1 1, 2 win 3
cTaguu, Takas, kak XbII 1, 2 cragun (nérkoe HapyuICHUE) UM CTafuy 3a (HapyIeHue
OT JIETKOT'O JI0 CPEJIHEro), MPeANOYTHTENBHO C pCK® > 45 - 75 mn/mun/1,73 MZ) c
MakKpoans0yMuHypHeii,

6o

(cpenHee unu cepbésnoe) Hapymenue dynkuuu novek (aanpumep, XBII 3 mwin 4
CTanuu, Takas, kak XBII cranuu 3b (mapymwenue or CpeAHero a0 cepré3Horo) uiam 4

cranuu (ceppE€3Hoe HapyIIeHHE), IPEAIOUTHTENHHO ¢ pCK® 15-45 mu/mun/1,73 M%), ¢
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unu 6e3 kakoi-nubo anbOyMUHYpHUH (Tako#, Kak HapuMep, ¢ Uiu 6€3 MUKPO- HIIH
MakKkpoalbOyMUHYPHH);

cojepKameMy BBEJICHHE NalueHTy 3G (PEeKTHBHOrO KOIMYECTRA JIUMHATJIUITHHA U,
HeoO0s3aTelIbHO, OJJTHOTO WJIM OO0JIBLIEr0 KOJIMYECTBA APYTUX MPOTUBOANA0ETHYECKUX
CPEICTB, BEIOPAHHBIX U3 IPYNIIBI, COCTOsAIEH N3 MeTHOpPMHUHA, CYJIbGOHUIMOYEBUHEI,
HATEINIMHKUIA, penarjiuHuaa, THa3oIuAUHAMoHa, aronucTta PAIIIl-ramma, nuaruéuropa
anbda-rirOK03u1a3bl, HHCYJINHA HIIM aHajora uHcyiuHa, a takoke ['TII-1 unu ananora
I'TIII-1, u, HeoOs3aTEeNbHO, B KOMOWHAIIMH C OHHUM HJIH OOJIBIIMM KOJIHUECTBOM
JIOTIOJIHUTENIbHBIX aKTUBHBIX BELIECTB (HallpUMeEp, IUYPETHIECKOTr0 CPEACTBA,
unrubutTopa AII® u/unm BPA, Takoro xak, Hanpumep, TeIMHcapTaH).

Kpome toro, HacTosiiee u300peTeHHEe OTHOCUTCS K OIpe/leIeHHOMY HHTHOUTOPY
JIIII-4, npeanoyTUTENbHO JUHATJIUITUHY (HE00S3aTEIbHO B KOMOUHAIIUU C OJTHUM
Uiy O0JBUIUM KOJIMYECTBOM JIPYTHX aKTUBHBIX BEIIECTB), IIpEJHA3HAYECHHOMY IS
IpUMECHEHHS B JISUCHUHU NuabeTHYecKoi HehponmaTHu, B YaCTHOCTH AHAbETHUYECKOH
He(poNaTUH ¢ MOBBINIEHHHIM KPEATUHUHOM B CBIBOPOTKE KPOBH M IIPOTEHHYPHEH
(>300 mr/geHp), y maueHToOB, CTpAJAIOMKUX AHabeToM 2 THIa, TAKKX KaK, HanpuMep,
NalUEeHThl, UMEIOIINE WM BXOASIINE B TPYNIy PHCKa KapJIHO- UJIU
1epedpanbHOCOCY IUCTOrO U/HIIH MIOYEYHOro (MHKPO)COCYIHCTOr0 3a00/I€BaHHs,
COOBITHS, OCJIOXKHSHUS UJIH NMATOJIOTHYECKOTO COCTOSHHUS, TAKKE, KAK OMMUCAHO 31€Ch
(Takme Kak, HaIpUMep, MAIHEHTHI ¢ BHICOKHM COCYJIHCTBIM PHCKOM, HATTPUMED, KaK
ompeleNieHO 3eCh); TaKue, KaK HalpuMep, NMalHeHThl B COOTBETCTBHH 110 MEHbUIEH
Mepe ¢ OJTHUM U3 BapHaHTOB OCYLIECTBIEHHA | - 6 unu 1 - 7, Kak ONUCcaHo 34€Ch.

Kpome Toro, HacTosIiee H300peTeHUe OTHOCUTCS K ONPEASICHHOMY HHTHOUTOPY
JIII1-4, npeanoYTUTEeNbHO JUHATTUNTUHY (HE00A3aTEIbHO B KOMOUHAIIMY C OJIHUM
UK OOJBIIUM KOJMYECTBOM JIPYTHX aKTHBHBIX BEIIECTB), IpEHAZHAYCHHOMY /s
NPHUMEHEHHUS BO BpeMs JIeUeHUS UJIH CHUXXKEHHUS anbOyMUHYpHH Wi quabeTHYeCKOM
Hedponatuu, B NONONHEHHUE K TEPANHH HHTHOUTOPOM aHTHOTEH3UH-IIPEBPAIHAICINETO
dbepmenTa (AIlD) u/unu Tepanuu 6mokaTopoM penentopa anruorensuna Il (BPA),
OPEeANOYTUTENIFHO Y CTpagaloux 1uabeToM 2 TUIa MAIHeHTOB, TAKUX KakK, HallpHMEp,
HNallMeHThI, HMEIOLINE HJIM BXOJASIIUE B IPYIIy pUCKa KapAuO- UIIH
1epedpaibHOCOCY,ITUCTOrO U/UIIH NOYEYHOT0 (MHKPO)COCYIHCTOro 3aboneBaHus,
COOBITHS, OCJIOKHECHHUS UJIM AaTOJIOTMYECKOTO COCTOSIHUSI, TAKHUE, KaK OMHUCAHO 3/1eCh

(TaKI/IC KakK, HallpuMep, MaluCHThI C BBICOKHUM COCYAHUCTBIM PUCKOM HalpUMeEp, KaK
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OLPENENIEHO 3[eCh); TaKHEe, KAK HallpUMep, ITAlIHEHThl B COOTBETCTBHU 11O MEHEIIEH
MEpE C ONTHUM H3 BApHAHTOB OCYIIECTBICHHUS | - 6 uim 1 - 7, kak OmMcaHo 31eCh.

Kpome Toro, HacTosinee n306peTeHHE OTHOCHTCS K ONpeNeIEHHOMY UHTHOUTOPY
JIITI-4, IpeAnoYTHTENbHO AMHATIUNTHHY (HeOGS3aTe bHO B KOMOMHAUUM C OHUAM
HJIH DONBLIMM KOJIMYECTBOM APYTMX aKTHBHBIX BELIECTB, TAKUX KAk, Hanpumep, bPA
Wi uaruburop AIl®, Hanpumep, ¢ niu 6€3 TONONHUTENBHOH CTaHZapTHOU 0a30Boif
T€panunu, Tako# Kak, Hanpumep, ¢ npumeneaueM HAIID unu BPA),
[pelHa3sHAYCHHOMY Ul IPHMCHEHHS B MPO(UIAKTHKE, CHUXXEHUH PHCKA MIIH
BEPOATHOCTH, MM OTKIIa/bIBAHUS Ha4ajla HIIH 3aMeICHHS IPOrPECCHPOBAHHUS
II0Y€YHOro NaToNOTMIECKOTO HAPYIICHNAS H/HIH CMEPTHOCTH, IPEANOYTHTENBHO ¥
CTPajAOMmMuX 11abeToM 2 TUNA alMEHTOR, TAKHX KaK, HANPUMeEp, aLHeHThI,
MMEIOIIHME HIIH BXOAAME B IPYIIY PHCKa KapAHO- HIH LepeGpaibHOCOCYAHCTOrO
H/AIA TIOYEYHOTO (MUKPO)COCYAUCTOro 3a60IeBaHus, COOBITHS, OCIIOXHEHHS HIIH
IIaTOJOTMIECKOro COCTOSIHMS, TaKUe, KaK ONMCAaHO 3/1eCh (TaKHe KaK, HanpuMep,
TALUCHTBL C BEICOKUM COCYIUCTBIM PHCKOM, HAIIPUMEP, KaK OIIpeJe]IeHO 3/1eCh); TaKHe,
Kak HalpuMep, MALNHEHTH B COOTBETCTBHH 10 MEHBIIEH Mepe ¢ OJHMM U3 BAPHAHTOB
OCywecTBiIcHus 1 - 6 unu 1 - 7, xak onucaHo 3/1eCh.

Kpowme Toro, HacTosiiee H306peTEHHE OTHOCHTCS K OIIPEACIIEHHOMY HHTHOUTOPY
A4, npeAnouTHTENbHO TMHATTUOTHHY (Heo6A3aTebHO B KOMOHMHAIMH C OJHUM
HJTH OOJIBIINM KOJIMYECTBOM APYTHX aKTHBHBIX BEIIECTB), npeIHa3sHauYeHHOMY s
IIPUMCHEHHUS BO BPEMS JICYCHHUS, TPOQUIAKTHKH, CHHXKEHUS PHUCKA MITH OTKJIA/bIBAHUS
Hadaja WIN NPOrpecCUpOBaHysl NHabeTHUECKOH HepponaTuu, MEKPO- HIIH
MakpoanbOyMHHYPHH, XPOHHYECKOH 6OJIE3HH MOoYeK (XBII), yxynmenus XBI1, n/unu
OCTPOH MOYEYHOH HENOCTATOYHOCTH, IIPEANIOUYTHTENBHO Y CTPAJAIOIINX AHABETOM 2
THIIA JIJAUEHTOB, TaKUX KaK, HANpUMeEp, TAllHEeHTHl, HMEIOIIAE HIIH BXOALIHE B
rpyniy pucka Kapauo- WK 1epedpanbHOCOCYAHCTOrO H/HITH MOYEYHOrO
(MuKpO)cocyaucToro 3aboneBanus, COOBITHS, OCIOKHEHHS HITH MAaTONOIHIECKOro
COCTOAHHA, TAKUE, KaK OITHCAHO 3/1eCh (TaKKe KaK, HallpHMeEp, NAllUeHT C BHICOKMM
COCYMHCTBIM PHCKOM HallpUMeEp, KaK ONPEENIEHO 3/1€Ch); TaKue, KaK HanmpuMep,
IIAIHEHTBl B COOTBETCTBHHU 110 MEHBIICH MEpe ¢ OJTHIM U3 BAPHAHTOB OCYIIECTBIICHHUS
I -6unul -7, Kak OIIMCAHO 371eCh.

Kpome Toro, HacTosimee n306peTeHHE OTHOCHTCSH K ONPCIENICHHOMY HHTHOUTOPY
AIIII-4, npeanoyTHTENHHO JIMHAMTUNTHRY (He0OS3aTeNbHO B KOMOHHALHH ¢ OJTHUM

HJIH GOJIBIINM KOJUYECTBOM JPYIHX aKTHBHBIX BEIIECTB), IpeHa3HAYCHHOMY ISt
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NIPUMCHCHHS C LEJIbIO CHHXKEHHS PUCKA MJIM OTKJIAJBIBAHHUS HAYaIa UIH
NIPOrpeCcCUpOBAHMST MUKPO- HJIH MakpoaibOyMUHYPHH, Hayala XpOHHUYECKOH 60e3HK
nouek (XbII), yxynmenns XBI1, nauana ocTpoii mo9eunoil He 0CTATOIHOCTH u/viu
CMEPTH, NPCANOYTHTENILHO Y CTpaJalomux AuabeToM 2 THIla AMEHTOB, TAKAX Kak,
HanpUMEp, NALUCHTDI, UMEIOLINE WK BXOAAIIHME B IPYNIY PHCKA KAPIHO- UK
11epeOpanbHOCOCYIMCTOIO H/HIIH ITOYEIHOTO (MuKpo)cocyucToro 3aboneBanus,
COOBITHS, OCIIOXKHEHHS HIIM HATONOrHYECKOTO COCTOSIHHSA, TaAKHE, KaK OIKMCAHO 3/1€Ch
(Takne KaK, HanpuMep, NaIHEHTHI ¢ BEICOKHM COCY IUCTHIM PHCKOM, HallpuMep, Kax
ONPENCIEHO 31€Ch); TaKUE, KaK HAIlpUMep, MTAIIHEHThl B COOTBETCTBUH 110 MEHbIICH
MEpE € OTHUM U3 BAPHAHTOB OCYHIECTBIEHHs 1 - 6 wim 1 - 7, kak onmucaHo 37ech.
Kpowme toro, HacTosimee u3o6perenne oTHOCHTCS K ONIpeNIeJICHHOMY HHTHOHTODY
JII11-4, npeanoYTHTENEHO NMHATTHITHHY (He06I3aTeNbHO B KOMOHHAIUH C OHUM
MJTH OOJIBIIAM KOJIMYECTBOM APYTHX aKTHBHBIX BEIIECTB, TAKHX Kak, HallpuMep, OJHO
UK 6oJiblIee KOJIMIECTBO IPOTHBOANA0ETHIECKHIX CPEeACTB, U/UIU HEOOA3aTENbHO B
KOMOHMHAIUM C OJHUM MK GOJIBIIMM KOJHYECTBOM JIOTIONHUTEIbHBIX AKTHRHEIX
BELICCTB, TAKHX KaK, HAIIPUMEP, ONHO WK OOJIbIIee KOIHYSCTBO AHTHATPETaH THBIX
CPCACTB, NPOTHBOTUNICPTEH3UBHBIX CPEJCTB H/MIIM THIIOTHIMAEMAYECKHX CPEICTB)
AJIsl IPUMCHEHHS B IPO(QHIAKTHKE, CHHXKEHMH PHCKa W OTKIABIBAHMM HadaJia
HJIH 3aMEIICHUM TPOTPECCHPOBAHHUS [I0YE€YHOTO NATOJOTHYECKOTO HAPYIUCHHS H/MJIH
CMEPTH, TAKOM KaK, NPO(HIAKTHKA, CHMXKEHHE HIIH OTKJIAALIBAHNE HAYAIA FIIH
IIPOrpecCHpoBaHHs MHKPO- HJIH MakpoaibOyMHHYPUH, Hauana XpOHHIECKOH 60Ie3HN
nouek (XbII), yxynmenus XBII, u/unu nauana OCTPOH IIOYEYHOM HEJOCTATOYHOCTH
H/MJIA CMEPTH, B YACTHOCTH y TMALMEHTA-YeI0BEKa, HMEIOIIEero nuabeT, B YaCTHOCTH
caxapHbIfl [uabet 2 Tuma, u/uiau
A IPUMEHCHHUS BO BPEMs JICYCHHUS, CHIDKCHUS, NPOGHIAKTHKH, CHUKCHHUS
PHCK4, OTKJIa/IbIEAHHUs HAaYalla UM 3aME/UICHHS TPOTPECCHPOBAHUS anbOyMHUHYPHH
(MMKpO- HIIM MaKpoanbOyMUHYPHHE) WM THA6ETHICCKOMH He(pOnaTHH, B YACTHOCTH y
NallHeHTa-9eJO0BCKa, HMEIOIIEro 1HabeT, B JaCTHOCTH caxapHblil quaber 2 THIIA;
TaKoro Kak, HampUMEp, NALUEHT, HMEIOUIHH UK BXOSINHN B IPYNIy PHCKa
KapIHo- UK HepeOparIbHOCOCYAUCTOrO H/HIIH IIOYE€YHOTO (MHKpO)coCcyaucTOro
3ab0eBaHus, COOBITHS, OCIOKHEHHUS M TATONOIHYECKOTO COCTOSIHHS, TAKOTO, KaK
ONHCAaHO 31eCh (TAKOro Kak, HanpuMep, HANUEHT C BHICOKHM COCYAUCTBIM PHCKOM,

HallpUMEp, KaK ONPEAETICHO 3/1€Ch); TAKOT0, KaK HalPUMED, NALUEHT B COOTBETCTBHH
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10 MEHBIIEH Mepe ¢ OJJTHUM H3 BAPHAHTOB OCYINECTBIeHMs | - 6 win 1 - 7, kak
OIMCAHO 31€Ch.

Kpome Toro, HacTosuiee H306peTEHUE OTHOCUTCS K OTpeNe/IEeHHOMY HHTHOUTOpPY
AIIIT-4, 1peAnouTHTENEHO THHATIMNTHHY (Heo6sA3aTeNbHO B KOMOHHALIMH ¢ OJIHUM
HJIH OOMBIIAM KOJMYECTBOM APYTHX aKTHBHBIX BELECTB), IpeaHa3HauYeHHOMY 1S
NPUMEHEHHS B CII0CO0€E ICUeHHS, NPOPUIAKTHKH, 3aLIUThI OT, CHHXEHUS pHUCKa,
OTKJIaIbIBAHUSA BOSHUKHOBEHHUS HJIM 3aMEUICHHS POrPECCUPOBAHHS:

KapA1o- Wil LepedpanbHOCOCYIMCTOTO 3a60IeBaHus, OCTIOKHEHHUS HIIH COOBITHA,
TaKoro Kax, HanpuMep, BLIOPAHHOTO U3 CMEPTH IO MPHYHHE CEPAEUHO-COCY AUCTOMN
(CC) maronornu (Bkiroyas dharanbHbId HHCYIBT, (aTaNbHbIH HH(PapKT MHOKap,1a u
BHE3ANHYIO CMEPTh), He(aTanbHOTO HHCY BT, HeaTanbHOTO HHpapKTa MHOKap/a
(MM) (6eccumnromustit UM MoXeT GbITh HCKITIOUEH) M FOCIUTATH3ALMH T10 IOBOY
HeCTabMIIBHOM CTeHOKapIuH,

u/unu

TOYEYHOr 0 MHKPOCOCYIUCTOrO 3a00JI€BAHUS HIIH OCIIOKHEHHS, TAKOTO KaxK,
HanpuMep, BEIOpanHoro u3 Hepponaruu, (MHKpPO- HIH MakKpo)anb0yMHUHYpHH,
XpoHuYeckoi Oonesnn nodex (XBIT), cmepru ot 3a6oneBanns mouex, TEPMUHAJIBHOH
CTaJlM¥ MOYCUHON HEJOCTATOYHOCTH, HAPYIIEHHs QYHKITHH NIOYeK ¥ CHHKEHHUS
Pacy€THOH ckopocTH Kiy60ukoBo# GuibTpanuu (nanpumep, ¢ pCK® > 50 % ot
HCXO0JHOI'O YPOBHS);

y HallKEHTOB (B YaCTHOCTH NANUEHTOB-IIIOIEH, KOTOPBIE MOTYT CTPaAaTh OT
nuabera, HanpuMep, nuabera 1 Tuna uiu nuabera 2 Tuna win LADA, B 4acTHOCTH OT
nuabera 2 TMNA), KOTOPBIE B 3TOM HYXKAAIOTCS, IPEANOYTHTEIHHO y CTpaJarouux
nuabeToM 2 THIA NALMEHTOB, TAKMX KaK, HATPUMEp, ALHEeHTH, UMEIOIHUE HITH
BXOISINHUEC B IPYNIy PUCKA KapAHO- HJIM LepebpanbHOCOCYUCTOr0 H/MITH MOYEYHOTO
(MUKpO)cocyaucToro 3aboseBanus, COOBITHS, OCIONKHEHUS UM MATOIOIHIECKOIO
COCTOSHUSA, TAKHE, KaK OMUCAHO 3/11€Ch (TaKHE KaK, HAIPUMED, MALUEHTHI C BHICOKHM
COCYMHCTBIM PHCKOM, HAIPUMED, KaK OINPE/ENEHO 3]IeCh); TaKHe, KAK HaIlpuMep,
aHUEHTB! B COOTBETCTBUH IO MEHbIIEH MEPE C OJTHMM U3 BAPHAHTOB OCYIIECTBIICHUS
1 -6wumm 1 -7, xak onucano 3aecs; u/unm, HanpuMep, NalUeHThl C HEAOCTATOYHbIM
KOHTpPOJIEM albOYMUHYPHM, HECMOTPSI Ha TEPANUIO C IPHMECHEHHEM HHTUOUTODA
aHTHOTEH3MH-NIpeBpallaroero Gepmenta (AIIQ) u/unm 61okaTopa peunenrtopa
anruorensuna Il (bPA); B wacTHocTH yKka3zaHHBIH c1I0c06 COLEPKUT BBEACHHUE

nauuenty uHruonropa JII-4 8 koMGuHaNMK ¢ HHTHOUTOPOM AHTMOTEH3HH-
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npespamaroutero pepmenra (AIlD) n/unu 6rokaropa penenropa anrunoreH3una Il
(bPA).

Kpome toro, Hactosimee n3o6peTeHne OTHOCHTCS K OTPeNeNeHHOMY HHIHGHTOPY
JUII1-4, npeAnoYTHTENbHO THHATIUITHHY (HE06S3aTeIPHO B KOMOHHAIMHY C OJHHM
UM OOJBIIMM KOJTHYECTBOM APYTHX aKTHBHBIX BEIECTB, TAKMX KakK, HallpAMep,
ApYTHE NPOTHBOHAOCTUYECKHME CPEACTBA, H/UaU BPA u/unu uaruburop AIID),
IpeIHa3HAYCHHOMY ISl IPUMEHECHHS B IPO(UIAKTHKE, 3aIIUTE OT, CHUKEHHH PHCKA
WM OTKJIaABIBAHMY Havana WM 3aMeJIEHUH IPOrpecCUpoOBatus MOYEYHOro U/ MU
CEPAECYHO-COCYIUCTOrO MATOJOTMYE€CKOT0 HAPYLICHUS H/HIM CMEPTHOCTH,
NPEANOYTUTENBHO KaK MOYCIHOTO, TAK M CEPAECYHO-COCYAHCTOrO NaTOJOITHYECKOTO
HapyIIeHHs U/WIIH CMEPTHOCTH, NPEANOYTHTENBHO y CTPaAalomuX AuabeToM 2 Tuma
[IallUEHTOB,

TaKdX KaK, HalpUMEDP, NAIHCHTHI, UMEIOIIHE HIIM BXO/SAIINE B IPYNIy pHCKa
KapJHo- HIH HepeOpanbHOCOCY TUCTOTO H/HITH [IOYEYHOTO (MAKDPO)COCYAHCTOTO
3ab0seBanys, COOBITHS, OCIOXKHEHHS MM T1ATOJOTHYECKOT0 COCTOSHUS, TAKHE, KaK
OIMCAHO 3/1eCh (TAKUE Kak, HAIPUMeEp, NNAIHEHTbI ¢ BBICOKHM COCYAMCTHIM PHCKOM,
HanpuMep, KaKk OIpenesieHO 3/1eCh); TaKUe, KaK HapHMeEp, MallMeHThl B COOTBETCTBHH
10 MEHBIIEH MepE C OJHMM U3 BApHAHTOB OCYINECTBJIEHHS | - 6 unu 1 - 7, kaK
OIIMCAHO 3/71eCh;

/WM, HAPEMED, NIANMEHTH] C HEAOCTATOYHBIM KOHTPOJIEM anb0yMHHYpHH,
HECMOTPS Ha TEPAIHIO C IPAMEHEHHEM MHIMOMTOPa aHTHOTEH3HH-1PEBPAIIAIONIEr0
depmenTa (AIIP) n/unn 6:10kaTopa penentopa anruoTeHsuna Il (BPA).

Kpome Toro, HacTosmee u306peTenne OTHOCUTCS K ONPeieIeHHOMY HHTHOHTODY
JAIII-4, npenoyYTHTeNbHO JHHATIUNTHHY (Heo6S3aTeNbHO B KOMOUHAIMHE C OJTHUM
UM GONBIIAM KOJTHYECTBOM APYTHX aKTHBHBIX BEUIECTB), NIPEIHAZHAYCHHOMY IS
NPUMECHEHHUS BO BpeMs JICUEHHS, NPOPHIAKTHKH, CHUKEHHS PHCKA MIIM OTKJIAAbIBAHUS
Havajla HJIH IPOIPeCCHPOBaHUs HePPONATHH, MUKPO- HIIH MaKpoansOyMUHYPHH,
XpoHnueckoii 6bonesun nouvex (XBIT), yxyamenns XBI1, Hapymenus QyHKIHH TOYEK
H/WIIH OCTPOH MOYEUHOH HEJOCTATOYHOCTH, IPEANOYTUTENBHO Y CTPAJAIOLIAX
anabeToM 2 THIla TalldeHTOB,

TaKuX Kak, HalpUMep, NalUEeHThl, MMEIOUIHE HIIH BXOASIIKE B TPYIIy PHCKa
KapAHo- UK 1epedpanbHOCOCYAUCTOTO H/WIIN TIOYEYHOTO (MHKPO)COCYAUCTOTO
3a00J1CBaHuUs, COOBITHS, OCIOXKHEHHUS HITH NATOJNIOTHYECKOTO COCTOSIHHS, TAKUE, KaK

OIIHCAHO 3J€Ch (’]‘aKI/Ie KakK, HaIipuMEp, NALlUCHTHI C BEICOKHM COCYNUCTBIM PHUCKOM,
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HanmpuMep, Kak OIpee/IeH0 3/1€Ch); TaKUe, KaK HanmpuMep, HallHEHThl B COOTBETCTBHHU
110 MCHBLICH Mepe ¢ OTHUM M3 BADHAHTOB OCYyIIeCTBJIeHHs 1 - 6 unu 1 - 7, xak
OIIMCAHO 3]1€Ch;

H/WNIK BKJIIOYasi, HADPUMED, IAIHEHTOB C HEJOCTATOYHBIM KOHTPOJIEM
anbOYMHMHYPHHM, HECMOTPSI Ha TEPAIIHIO C IPUMEHEHUEM MHIHOUTOPa aHTHOTEH3HH-
npespaiaiomero ¢pepmenra (AI1P) u/unu 6okatopa peuentopa aurunorensuna Il
(bPA); B yacTHOCTH yKa3aHHBIH c110COO CONEPXKUT BBeACHHE IIAMEHTY HHIHOMTOpA
JIII1-4 B xoMOMHaHK ¢ MHFMOUTOPOM aHI'MOTEH3HH-TIPEBPAIIAIOIIETO GepMEHTA
(AII®) u/nan 6rniokaropa penentopa anruoteHsuna I (BPA).

Kpome Toro, HacTosimee n306peTeHHe OTHOCHTCS K OIPeIeJIEHHOMY HHTUGUTOPY
JIIII-4, npennodTHTENBHO JUHATIHITHHY (He0693aTeIbHO B KOMOUHAIIMHN C OTHUM
UK OOJILIIMM KOJIMYECTBOM JPYTrUX aKTHBHBIX BEIIECTB), IPEHA3HAYEHHOMY IS
NPHMEHEHHUS ¢ 1ENbI0 CHUKEHHUS PUCKa WIIH OTKJIAJAbIBAHUS Havyalla MU
IIPOrpeCCHPOBAHUA MUKPO- MJIM MaKpoaabOyMUHYPHH, Hauaja XpOHUYECKOH OONe3HH
nouek (XBII), yxynmenns XBI1, Hayana ocTpoii mo4eyHOM HEJOCTATOYHOCTH H/HIIH
CMEPTH, IIPEANOYTUTEIBHO Y CTPAJAIOIINX AHAa0ETOM 2 THIIA AIHEHTOB,

TAKHX KaK, HallpuMep, alMeHTh], MMEIONIMEe WM BXOASUINE B FPYIINy pUCKa
Kapauo- WK HEPeOpasbHOCOCY IUCTOTO H/WIIH MOYSIHOTO (MHUKPO)COCYHCTOrO
3a0051eBaHMs, COOBITHS, OCIOXKHEHHS HIIH [1aTOJIOTHYECKOIO COCTOSHHUS, TAKUE, KAK
OMUCAHO 3/1€Ch (TaKHe KaK, HallpUMep, NAIUCHThI ¢ BHICOKHM COCYIUCTBIM PHCKOM,
HalpuMep, KaK ONpeIesIeHO 3/1€Ch); TaKUe, KaK HallpUMeEp, MallMEHTH B COOTBETCTBUHU
II0 MEHBIIEH Mepe ¢ OJHUM U3 BAPHUAHTOB ocylecTBieHus 1 - 6 unu 1 - 7, kak
OIIMCAaHO 3/1eCh,

V/MITH BKJIIOYasl, HAIPHUMep, MAIUEHTOB C HEJ0OCTATOYHBIM KOHTPOJIEM
anbOyMUHYPHH, HECMOTPS Ha TE€PAIHIO C IPUMEHEHHEM HHTHOUTOpA aHI'MOTEH31MH-
npespamaromero pepmenta (AIIP) n/unu 6nokaropa penentopa aHruoTeH3HHa 11
(BPA); B yacTHOCTH yKa3aHHBIH CIIOCOO CONEPKUT BBEAECHHE MALMEHTY MHTMOHTOpA
JIIT1-4 B koMOMHANMK ¢ HHTHOUTOPOM aHT'MOTEH3MH-IIPEBPALIAIOIIEro pepMenHTa
(AII®) u/nnu 61oxatopom penenropa anruorensuna II (BPA).

Kpome roro, Hactosiee u3o6peTeHne OTHOCHTCS K ONpPeIeIEHHOMY HHTHOUTOPY
AIITI-4, npeAnoyTUTENHHO TUHATTUNTHHY (HEODS3aTENLHO B KOMOHHAIIHH C OTHAM
HJIA DOJILIIMM KOJMYECTBOM JPYTHUX aKTHBHBIX BEIIECTB, TAKHX KaK, HAIPHMED, OJHO
Ujad OoJibIIee KOJHYECTBO IPOTUBOAHAOETHYECKHX CPEACTB, H/HIH HeoO43aTebHO B

KOM6l/IHaIII/IH C O;JHUM MU OOJBIIHM KOJIHYECTBOM AOIIOJTHUTCIBHBIX aKTHUBHBIX
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BELICCTB, TAKKX KaK, HApUMeD, BRIOPaHHbIE H3 aHTHATPETAHTHBIX CpelCTB,
IIPOTHBOTHNICPTEH3UBHBIX CPEACTB U/MIM FHIONUITHIEMHYCCKUX CpelncTB),
TIPCAHA3HAUCHHOMY JI IPUMCHEHHUS B PO HIAKTHKE, 3aIIHTE OT, CHIKCHUH pHUCKa
WX OTKIa[bIBAHNM Havalla HIH 3aMeJIEHHH IPOTPECCHPOBAHHUS MOYSYHOTIO K/HIH
CEPAEIHO-COCYMCTOTO NATOJIOTHYECKOTO HAPYLICHUS H/HIIH CMEPTH,
TMPCALIOYTHTENBHO KAK TOYETHOIO, TaK H CEPACYHO-COCYTHUCTOrO NATONOIHIECKOrO
HapylmIeHHUs M/U.1M CMEPTH, B YaCTHOCTH y HalMEeHTa-4€JI0BEKa, CTPAJalOIEro OT
Anadera, B YaCTHOCTH OT CaXapHOro auabera 2 THHA,

TaKoTro Kak, HanpuMep, NAIlMEHThI, UMEIOIHE HIIH BXOASIHE B IPYIIy pHcKa
Kap/1no- MJIM 11epebpanbHOCOCYAUCTOrO H/HJIH MOYESYHOTO (MHKpO)coCyarcTOro
3a00/1eBaHuUs, COOBITHS, OCTOKHEHHS HIH MATONIOrHIECKOro COCTOSHHS, TaKHE, KaK
OIIMCAHO 3/1eCh (TaKhe Kak, HalpuMep, MallHeHThl ¢ BEICOKHM COCYIHMCTBIM PHCKOM,
HalpUMEp, KaK OIPEJENICHO 31€eCh);

TaKHe, KaK HallpUMep, NalHEHTH! B COOTBETCTBUH 10 MEHBIIEH MEpE C ONHUM M3
BAPHAHTOB OCYINECTBICHHs 1 - 6 unu 1 - 7, xak onucano 3xecs;

TaKnC, KaK HallpUMeEp, NALMEHTHL, I0BEPralomuecs (TeKyiei) TEpanuu ¢
HPUMCHCHHEM AHTHArperaHTHOIO CPEACTBA, TAKOTO KakK, Hanpumep,
AlCTHICATHIHIIOBAST KUCIIOTA, U/HITH OABEPTaAIOUIHECS (Texymeit) Tepanun c
MPUMEHCHUEM TIPOTHBOTUIICPTCH3HBHOTIO CPE/ICTBA, TAKOTO KaK, Halpumep, HHIHOUTOP
AlIl®, BPA, 6era-6nokaTop, 0JI0KaTOpP KanbIHEBBIX KAHAIOB MITH JHYPETHYECKOE
CPeACTBO, U/WUIH MOABEPrafOIHecs (Tekymie#) Tepanuu ¢ NpEMeHEHHEM
THHOUIIAICMIMECKOTO CPECTBA, TAKOTO KaK, HalpuMep, GUOPAT, HHALMH HIIK
CTaTHH; WJIH UX KOMOMHAHY.

B onpenenennsix Bapnantax OCYINECTBJICHUS, IIPOJOJIKHUTENBHOCTD JICUEHHS C
IPUMEHEHHEM onpenencHHoro uuruburopa JII1-4, B yacTHOCTH JIMHALIHITHHA
(IpeNIOYTHTENEHO 5 MT B JICHb, KOTOPBIA IPHHUMAIOT IEPOPATBHO, HEOOS3aTEIbHO B
KOMOWHAIMH C OJHUM HIIH GOJIBILIMM KOJHIECTBOM JPYTHX aKTHBHHIX BEINECTB,
HAaIpHMED, TAKHX KaK T€, KOTOPbIE ONMUCAHBI 3/1€Ch) B TEPANlHH B COOTBETCTBHH ¢
HACTOAIMM H300peTeHneM (TaKoH Kak, HalpuMep, KOTOpasi BKJIIOYaeT MJIH OTHOCUTCS
K NEPBUYHON WK, B 9ACTHOCTH, K BTOPHYHO npodunaktuke CC cobpITHIT) MOXKET
IIpeACTaBIATh COO0H HPONOTKUTENBHBIH EPHOT BpeMEHH (manpumep Takoii, Kax
OIHCAHO 3/1€Ch), TAK, 9TOOB ONTHMH3HPOBATH KAPAHO- H/HIIH HEPPONPOTEKTHBHYIO
TEPANHIO H/UJIK YIIYYLUIHT CEPAEIHO-COCYANCTOE H/HITH OYEUHOe aTOJOTHYECKOE

HapylurcHue u/vnu CMCPTHOCTD ¥ IIaUE€HTa-4YCJIOBEKA, B YACTHOCTH CTpagarouiero ot
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Aauabera 2 TMIa NallueHTa-4eJ0BeKa; TaKoro Kak, HanpuMmep (¢ UeNbio BTOPHUHOH
npodunaktuku CC coObITHI), Y DallMeHTa, HMEIOLIEr0 MJIH HaXOASIIErocs HoJ
BBICOKMM PHCKOM CEPAEYHO-COCYAUCTOrO /UM MOYEYHOTO MUKPOCOCYIUCTOrO
3ab0JieBaHusl, TAKOIO KaK, HAIpUMeEp, MALHEHT ¢ BHICOKHM COCYIHCTBIM PHCKOM
(TaKoe, KaK OIMCAHO 3eCh); TaKO#, KaKk HAIIPUMED, MAIlMEHT B COOTBETCTBHH 10
MEHBIUEH MEPE ¢ OJIHMM M3 BapUAHTOB ocyliecTBIAcHu 1 - 6 win 1 - 7, Kak onucaHo
371€Ch).

Hanpumep, Tepanus B COOTBETCTBHH C HACTOSIIMM H300pETEHHEM MOXKET
OTHOCHUTBCS K IIPOJOJDKHTEILHOCTH JIEYEHHS], COCTABISIONIECH 110 MeHbIeH Mepe 3
roja, ¢ MpuMeHeHUEeM onpeaeneHHoro uaruburopa JAI111-4, B yactHocTH
JTHHArTUOTHHA (IPEINOYTHTENBHO 5 MT B J€Hb, KOTOPBIH NPUHUMAIOT IIEPOPANILHO,
HeoO0s3aTeNIbHO B KOMOMHAIIMY C OJHUM HJIH GOJIBUINM KOJIMYECTBOM JPYTMX aKTHBHBIX
BEIECTB), IS IEPBUYHOM MIIM BTOpHuHOM npopunaktukd CC coOpITUH, MK Ui
CHM)KEHHUS MX pPHUCKa.

B kauyecTBe jJIONOIHATENFHOTO IPUMEPA, TEPAllKsl B COOTBETCTBHH C HACTOALIUM
H300pETEHHEM MOXKET OTHOCUTBCS K IIPOJOJKHTEIBHOCTH JIEYEHHUs, COCTABISIOEH 110
MeHblIIeH Mepe 3 roja, ¢ IpUMEHEHHeM onpenesiensoro uuruduropa JI1I1-4, B
YaCTHOCTH JIMHArJMNTHHA (MIPEANOYTHTENBHO S5 MT B IeHb, KOTOPBIH MPHHAMAIOT
epopanbHo, He0OSI3aTeIbBHO B KOMOWHAIIMH ¢ OXHUM MY OOJBLIAM KOJIUYECTBOM
APYTHX aKTHBHBIX BEINECTB), Ul IEPBUYHOH WX BTOpUYHOU npoduuakTuku CC
COOBITHH (MM CHHXXEHHS MX PHCKa), (HampuMep, 110 MeHbIIeH Mepe 3 - 4 rona umn S -
6 net B cny4ae BTOPUYHOHN MPOYHIAKTUKH, 10 MEHbLIEH Mepe 3 - 6 et unu 7 - 10 ner
B ClIyyae NepBUYHON NpOQHUIAKTHKH ), HAIPUMED, C HEJIbIO YMEHbIIEHHS,
npo(UIAKTHKH, 3alIUTHI OT, OTKJIAABIBAHUS (HAllpUMED, BOSHUKHOBEHHS HIIH
IIPOTPECCHPOBanus) H/HIH cHUXKeHus pucka: CC naTo0ruyecKoro HapyeHus u/uin
(npexnaeBpemennoif) CC cMEPTHOCTH, TaKHX KakK, HAIIPUMED, OJHO HIIH OoJee,
BHIOPaHHOE M3: CMEPTH MO NPHYHHE CEPACYHO-COCYAUCTON NATOJOrMH (HAIpHMeD,
daranbHpId HHPapKT MEOKap/a, GaTalbHBIH HHCYNBT, QaTalbHas cepAedHas
HEJIOCTAaTOYHOCTh, KAPAMOI'€HHBIH 110K, HJIM BHE3allHasl cepAeyHas CMEPTH),
HeaTanbHOro HH(papKTa MEOKap/a, HedaTalbHOTO HHCYJIbTA (HAIIpAMED,
(BHYTPHYEPEITHOI0) TEMOPPAru4eCcKOro WK HEreMOpparu4ecKoro HHCynbTa, u/KiH
6ecCUMIITOMHOIC MM CHMITOMHOTIO) H/HJIM HeCTaOHIIBHOM CTeHOKapAUH (HanpHMep,
rOCIIMTAIH3alluK 110 NOBOAY HECTAOUIIbHOM CTEHOKApAUU), H/MIH, HEOOA3aTENbHO,

CTaOM:IbHOH CTEHOKapAHH, TPAaH3HTOPHOH HINEMHUYECKON aTaKu, 3aCTONHOM cepredHoH
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HEJOCTATOYHOCTH, IPOLEAYP PEBACKYIAPH3ALNN EpUPEPHUCCKHX COCYIOB H/KIIH
Ipouexyp peBacKyIspH3alHy BEHEYHBIX apTepuii (TaKOro Kak, HalpuMep,
rocnyTaiu3anus 10 MoBoay J000ro U3 yKazaHHBIX MAaTOJOTHYECKUX HAPYIIEeHH).

B olHOM BapHaHTe OCYIIECTBIEHHUS, TEPAIIUS B COOTBETCTBUH C HACTOSIIHM
1300peTeHNeM MOXKET OTHOCUTHCS K NPOJOIKUTEIBHOCTH JICYEHHUS, COCTaBASIOMEN M0
MeHbIIel Mepe 3 - 4 roja, ¢ IpAMEHEHHEM onpeaesienHoro uurudutopa JAI111-4, B
YACTHOCTH JIMHATJIMIITHHA (IPEANOYTUTENLHO 5 MI' B JIEHb, KOTOPBIH MPHHUMAIOT
nepopabHO, HEODA3aTEIbHO B KOMOMHAIINY C OJTHAM WX OOJIBHIMM KOJIHYECTBOM
JpYTUX aKTHBHBIX BEHIECTB), Ui BTOpUYHOU npodunakTuku CC coObITHH (HiH
CHHUXXEHHS X PHCKA).

B onHOM BapuaHTe OCYLIECTBIEHHUS, Tepanus B COOTBETCTBUH C HACTOSIIHUM
N300pETEHUEM MOXET OTHOCUTHCS K IIPOJOJDKUTENBHOCTH JICYCHHS, COCTABJISAIOMIEH 110
MeHbHel Mepe 3 - 6 J1eT, ¢ NpUMeHeHueM onpeaeneHsoro uaruburopa JI1-4, B
YaCTHOCTH JIMHATTUOTUHA (IPEAIIOYTUTENHHO 5 MI' B ICHb, KOTOPBIH MPUHHMAKOT
nepopaiLHO, HenOA3aTeIbHO B KOMOMHAIMY C OJHHAM HJIM OOJbIINM KOJHYECTBOM
JOPYTHX aKTHBHBIX BEUIECTB), Wi nepBUYHOH npodunaktuku CC coObiTuil (Mian
CHM)KEHHMS UX pHCKa).

B nonoiHuTEeNbHOM BapHaHTE OCYIIECTBJIEHUS, TEPANHS B COOTBETCTBHH C
HaCTOSAIMUM H300pEeTEeHHEM MOXET OTHOCHTBCS K MPOJOKHTEILHOCTH JICUECHHS,
COCTABJISIOIIEH 110 MEHbIIEH Mepe 5 - 6 JieT, C IPUMEHEHHEM ONPEICICHHOTO
unrubutopa JIll1-4, B yacTHOCTH NHHArTHNTHHA (IPENOYTHTEILHO 5 MI' B JIeHb,
KOTOPBIH IPHUHUMAIOT NEPOPAIBHO, HE00A3aTEIPHO B KOMOUHAIIMH C OJHUM HIIH
OOJBIIUM KOJUYECTBOM JPYTHX aKTHBHBIX BEIIECTB), MU BTOPHYHOMN PO HIAKTUKY
CC coOpITuii (MW CHMKEHHS X PHCKA).

B nononHuTEIbHOM BapHaHTE OCYINECTBIICHHUS, TepaIis B COOTBETCTBHH C
HacTOSIIHM H300pEeTeHHEM MOXET OTHOCHTHCS K NPOJAODKHTEIBHOCTH JICYEHHUH,
COCTaBISAIOEN 10 MeHbLIeH Mepe 7 - 10 5eT, ¢ npuMeHeHHeEM ONpeAeIEHHOTO
unruburopa JII1-4, B yacTHOCTH nuHAarnunTHHa (MPEAMOYTUTENBHO 5 MT B JIEHD,
KOTOPBIH IPUHUMAIOT NEPOpaibHO, HE00A3aTEILHO B KOMOKMHAIMY C OJHHM HJIN
OONBLIUM KOJIHYECTBOM JPYIMX aKTHBHBIX BEIIECTRB), IS IEPBHYHON NPOQUIAKTUKH
CC coOpITHil (MU CHUXEHUS UX PHUCKA).

ITepsuunas npodunaxktuka CC coObITHH, HAIPUMED, MOXKET OTHOCHUTHCS K
3aIIUTe OT (MM CHUXEHHIO PUCKA) pa3BUTHS 3a00JIeBaHUsA, Y TAKHX MAIIHECHTOB,

cepile H COCYJbl KOTOPBIX SBJISIOTCS 340poBbIME. BropuuHas npodunaktuka CC
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COOBITHIA, HAIIPUMED, MOXKET OTHOCUTHCS K OTKJIAIbIBAHUIO HAYANa, K 3aMeJJIEHHIO,
M K 3alIMTE OT (MJIM CHUXKEHHIO PHCKA) NPOrPECCUPOBAHUS 3a00IeBaHHs, Y TAKHX
[IaHEHTOB, KOTOPBIE BXOAAT B rpyniy pucka CC coObiTuii/3ab0ieBaHie, U UMEIOT
CC 3aboneBanre.

Wurubutop JAI111-4 B HOHMMaHHK HACTOAINETO H300PETEHHS BKIIOYACT, He
OTPaHWYHBAsICh HMH, J11000# U3 HHrubuTOpOB JIITI1-4 , yMOMSHYTHIX 34€Ch BHIIIE U
HHKE, IPEAIIOYTUTEIbHO AKTHBHBIX IIPH II€POPAIbHOM BBEJCHUH HHTHOUTOpOR JIIIT-
4.

B nepBom Bapuante ocymecTBieHHs (BApUAHT OCYIECTBIEHHUS A), uHrHCUTOP
AIIII-4 B KOHTEKCTE HACTOSIMIEr0 H300PETEHMS IPEACTABISET cO6O0M TI060H HHTHOUTOP
HI111-4
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rae R1 o6osnauaer ([1,5]nadrupuaun-2-un)mernn, (XMHa307THH-2-HIT)METHII,
(XHHOKCANHH-6-HI)METHI, (4-METHII-X MHA30THH-2-HJ1)METHIL, 2-nnaHo-6ensui, (3-
LMaHO-XMHOJIMH - 2-HJI)METHIL, (3-UHaHO-THPUIMH-2-HI)METHI, (4-METHII-THPHMHIHH-
2-ummeTnn, umu (4,6-1MMeTUNI-TIHPUMUANH-2-HI)MeTHI, ¥ R2 0603HagaeT 3-(R)-
aMUHO-IUNEePUINH- 1 -1, (2-aMHHO-2-MeTHII-IPOIIHII )-METHIAMUHO HJTH (2-(S)-amunO-
NPOIHI)-METUIIAMHUHO,

HJIK ero (papMaIeBTHYECKH IPUEMIIEMYIO COJIb.

Yro kacaercs nepBoro BapHaHTa OCYIIECTBICHHS (BapHAHT OCYILECTBJICHHS A),
npeanodTuTenbHbie uHruouTopst A11I1-4 npeacrasnsaior co6oii mobbie WK BCE U3
CIEAYIOMMX COCNUHCHUN H HX (papMaleBTUYECKH IPUEMIIEMBIE COJIH:

. 1—[(4-M€?TI/IH-XI/IHa3OHI/IH-Z—HJI)MeTI/IJI]~3-MCTI/IH-7-(2-6yTI/IH-1-HJI)-8-(3—(R)—
aMHHO-MHNepHanH-1-1m)-xcanTun (cpaau WO 2004/018468, npumep 2(142)):

—
—

O
N
AN Q\W/\N N

o I-[([1,5]nadTupuaun-2-nn)merun]-3-metna-7-(2-6ytun-1 -un)-8-((R)-3-

NH,

aMHHO-TIIUNEPHNH-1-1i)-kcanTul (cpapan WO 2004/018468, npumep 2(252)):

O —
N Ni N
L P | )—N
N T 07N N
| NH,
¢ |-[(Xunasonun-2-ummerun]-3-metun-7-(2-6yTun-1-u1)-8-((R)-3-amuno-

IMNIepUaNH-1-1i)-kcantun (cpaBan WO 2004/018468, npumep 2(80)):
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Cr /L”I/H

* 2-((R)-3-AmuHo-nunepuant-1-un)-3-(6yT-2-uuHuN)-5-(4-METHII-X HHAZOJIH H-

NH,

2-unametun)-3,5-nuruapo-uMunaso[4,5-djuupusasun-4-on (cpasan WO 2004/050658,
npumep 136):

5 NH,
* 1-[(4-MeTun-xunazonun-2-un)mMerni]-3-metun-7-(2-6yruun-1-un)-8-[(2-
aMHHO-2-MEeTHJI-TIPOIKII)-METUIAMHHO |-KcaHTHH (cpaBuu WO 2006/029769, npumep
2(1)):
=
N. N
N /
Oi WA | )—N NH,
N l ~
10 * 1-[(3-1luano-xunoNUH-2-un)MeTHI]-3-MeTHI-7-(2-6yTUH-1-11)-8-((R)-3-

aMHHO-NUICPHIMH-1-1i)-KcanTUH (cpaBEH WO 2005/085246, npumep 1(30)):

;\Ji Wa

o 1-(2-1Inano-6ensun)-3-metni-7-(2-6yrun- 1-uin)-8-((R)-3-aMuHO-IHIIC PUIHH-

1-un)-kcautun (cpaBan WO 2005/085246, npumep 1(39)):

NH,
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N
Jj v
| Wal
= O')\N/ N
| NH
e 1-[(4-MeTtun-xuHa30IUH-2-UI1)METHI]-3-MeTUA-7-(2-0yTHH- 1 -111)-8-[(S)-(2-

aMHHO-TIPOTIHJI )-METHIIAMHHO |-KcauTHH (cpaBHH WO 2006/029769, npumep 2(4)):

O =
N /
| )N s
N N
| NH,
5 o 1-[(3-Llnano-nupuauH-2-un)Metwi|-3-metun-7-(2-6yrun-1-umn)-8-((R)-3-

aMHHo-anepnmm-l—nn)-KcaHTHH (cpaBau WO 2005/085246, npumep 1(52)):

;\kf S

o 1-[(4-Metun-nupumMuaun-2-un)Metuil-3-metui-7-(2-6ytun-1-un)-8-({R)-3-

Hz

aMHMHO-TIMNIepHAHH-]-m1)-kcaHTHH (cpaBHu WO 2005/085246, npumep 1(81)):
o) /
N\j/\N/uj/
| )—N
N . —
~ 0 ,?“\N N
| NH

o 1-[(4,6-luMeTUN-IHPUMHU U H-2-HIT)MeTH]-3-MeTHII-7-(2-6yTHH- 1 -111)-8-

10

((R)-3-amuHO-nHOEPUAMH- 1-1T)-KcanTHH (cpaBHu WO 2005/085246, npumep 1(82)):
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| NH,

¢ 1-[(XuHokcanuu-6-un)metni]-3-Mmetui-7-(2-6yTun-1-mn)-8-((R)-3-amuuo-

nunepuiMH-1-vin)-kcantun (cpaBun WO 2005/085246, npumep 1(83)):

TR N
[NI\)Q«T L

Yka3zaunbie uaru6utops! JII1-4 oTaHYaIOTCS OT CTPYKTYPHO COIOCTABHMBIX

NH,

uHrnburopos JIIII-4 , Tak Kak OHM COYETAIOT HCKIIOYUTENBHYIO S3QPEKTHBHOCTD H
JUIATENBHOE AeHCTBHE C GIaronpusTHEIMHE (HapMaKoJOrHUYECKHMHU CBOHCTBAMH,
PENENTOPHYIO CEJICKTUBOCTD U ONaronpUATHbIH NpoQuiIb 1060YHOr0 AEHCTBHS, HIIH
NPUBOAAT K HCOXKUJJAHHBIM T€PaNeBTHYECKIM IIPEUMYINECTBAM HJIH YIIy4IIEeHHIM,
KOrja X KOMOMHHPYIOT C IPYTHMH (hapMaleBTHUYECKH aKTUBHBIMH BEMIECTBAMU. MX
U3TOTOBJIEHUE PACKDPBITO B YNOMSIHYTHIX MyOIHKaAUIX.

Bo BTOpoMm BapuaHTe OCcymecTBICHHs (BAPUAHT OCYIECTBICHHUS B), HHTHOUTOD
JII1-4 B kOHTEKCTE HACTOSALIEro H300PETEH S NIpeaCcTaBsieT coboil u"ru6urop JII1-
4, BpIOpaHHBIN W3 IPYIIBI, COCTOSHIEH U3

CUTArJuNTHHA, BUWIAATIMIITHHA, CAKCATJIUIITHHA, aJIOTIMNTHHA, TEMUTITUITHHA,
OMapHUIIANTHHA, SBOTJIUIITHHA,

(25)-1-{[2-(5-MeTun-2-dpennn-oxcason-4-ui)-3THIaMUHO|-aleTHII } -
IHUPPOJIHINH-2-KapOOHUTPHIIA,

(25)-1-{[1.1,-lumeTun-3-(4-nupuaun-3-niI-MMHA23071- | -HT)-IPONTHTaMHEHO | -
AIleTHII } -TIUPPOJIM I H-2-KapOOHUTpHIIA,

(5)-1-((25,3S5,11bS)-2-AMun0-9,10-gumeTokcu-1,3,4,6,7,1 Ib-rexcarunpo-2H-
nupuo[2,1-alu30XHHOIHH-3-11)-4-OTOPMETHII-TMPPOTH AMH-2-0Ha,

(3,3-Mudropnupponuaun-1-un)-((2S,4S)-4-(4-(MupuMMHUAKHE-2-HT)IHIEpa3HH- 1 -

UJ)ITHPPOTHANH-2-HUI1)METAHOHA,
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(1((3S,45)-4-amuno-1-(4-(3,3-mudropnuppoauans-1-un)-1,3,5-tpuaznu-2-
HI)IHPPOTHAMH-3-11)-5,5-nud ropnunepuine-2-oHa,
(2S.45)-1-{2-[(3 S,1R)-3-(1H-1,2,4-Tpuazon-1-uiIMeTH ) HHKIONEH THIAMHHO |-
aneTui j-4-QTopnuppoHIMH-2-KapOOHUTPHIIA,
(R)-2-[6-(3-AMuHo-nIMnepuauH-1-11)-3-MeTHI-2,4-100KCO-3 ,4- 1urH apo-2 H-
NUPHUMHIUH- ] -HIMeTHI]-4-PTOp-OeH3OHUTpHIIA,
5-{(S)-2-[2-((S)-2-1lnano-nupponu AuH- 1-11)-2-0X0-3THIAMHHO | -TIPOITHJI } - 5-
(1H-rerpa3on-5-nn)-10,11-guruapo-SH-aubennsola,djuukrorenten-2,8-
JUKapOOHOBOH KUCIOTHI OHC-IHMETHIIAMH A,
3-{(28,48)-4-[4-(3-MeTun-1-pennn-1H-nnpason-5-un)nunepasus-1-
HJI|TUPPOTUIMH-2-UIKAapOOHHII } THA30 M IMHA,
[(2R)-1-{[(3R)-npponuauH-3-1IaMHAHO |alle THII } IUPPOJIHANH-2-11]60pOHOBOI
KHCJIOTHIA,
(25,4S)-1-[2-[(4-aTOKCHKApOOHMNOMIHKINO[2.2.2]0KT- | -U1)amMuHO |aneTh A |-4-
GTopnuppouauH-2-KapOOHUTPHIIA,
2-({6-[(3R)-3-amuH0-3-MeTHINIHNIEpUAKMH- 1 -1 ]-1,3-AuMeTUI-2,4- THOKCO-
1,2,3,4-terparunpo-5SH-nuppoino[3,2-d|nupumu qun-5-un } MeTn)-4-
¢TopOeH3oHUTpH A,
6-[(3R)-3-amuno-nunepuaut-1-un]-5-(2-xnop-5-prop-6en3un)-1,3-mumerni-1,5-
JUTHIpo-niuppoio|3,2-djnupumMuaun-2,4-1uoHa, U
(S)-2-metunnupasono[1,5-alnpumuanH-6-kap60HOBON KUCIOTHI {2-[(2-
IHaHOIUPPOTHIHH-1-1I1)-2-0KCOITHIIAMHHO |-2-ME THIIIPOIHII } aMU 1A,
HJIM UX (papManeBTHYECKH MPHEMIIEMOMN COJIH.
bonee npennouturensueiii muaru6urop JAII1-4 cpean ynoMsHyTHIX BBIIIE
uaruburopos J11111-4 BapuanTa ocymecTBiIeHHS] A B COOTBETCTBUH C ITHM
n30bpeTeHneM npeacTasnseT co6oi 1-[(4-MeTHI-XUHA3ONMAH-2-HT)METH]-3-MeTHI-7-
(2-6yTun-1-n1)-8-(3-(R)-aMUHO-IUNIEPUAMH- ] -UJT)-KCAHTHH, B YaCTHOCTH €I'0
caoboxHOe ocHOBaHHE (KOTOPHIH TakXkKe H3BECTHBIN KaK JMHATIUNTUH WK BI 1356).
Wurudurop /II1I1-4 B COOTBETCTBUH C 3THM H300peTEHHEM MOXKET GHITh BEIOpaH
U3 TPYIIIBL, COCTOSIIEN U3 TUHATIUNTHHA, CATAITUITHHA, BUIAATIUITHHA,
aJIOTIMNITHHA, CaKCAarTUNTHHA, TEHEIMTITIMIITHHA, aHATJUIITHHA ¥ TEMUTJIMIITHHA, UIH
(apmaneBTHYECKH PUEMIIEMOH COIH OJIHOTO U3 YIOMSIHYTHIX 3/1€Ch HHTHOHTOPOB

AIII-4 , win ux uponexapcrsaa.
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B wactHoCTH, nIpeanoyTHTeNbHBINH HHrHOUTOP JIIII1-4, Ha KOTOPHII clieayeT
0o0OpaTHTH BHUMAHHUE B 3HAUYCHHH HACTOSIICTO H300peTeH s, IpeAcTaBiseT co0oi
JTUHArIUOTHH. TepMuR "IMHArIMITHH", KOTOPBINA UCIONB3YIOT 31€Ch, OTHOCHTCS K
JIMHArJIUATHHY HIMH €70 (papMaleBTHYECKH IPHEMIIEMOH COJH, BKJIIOYAs €ro rHApaThl 4
COJIBBATHI, & TAKKE €TI0 KPUCTAJIIMYECKHE (POPMBI, PEAINOYTUTEIHLHO THHATTUIITHH
OTHOCHTCS K 1-[(4-MeTHI-XxMHA30MHH-2-HI)MeTUN]-3-MeTHII-7-(2-6yTHHE-1-11)-8-(3-
(R)-aMuHO-IHIIEpHIMH- | -1iT)-KcaHTHRY. KpucTanimyeckue GpopMel onucaHbl B
WO 2007/128721. CnocoGbl H3roTOBICHHUS JIMHATTHITAHA OMUCAHEI, Hanpumep, B
3asBKax Ha mojydenue nareara WO 2004/018468 u WO 2006/048427. JIuHarninTul
OTJIMYACTCS OT CTPYKTYPHO CONMOCTaBUMEIX MHTHOMTOpOB JIIIII-4 , mockoabKy oH
COYETaeT HCKIKYHUTEIBbHYIO 3Q()EKTUBHOCTD U JUTUTEILHOE NEHCTBUE C
OraronpuATHEIMH (JapMaKONIOTHYECKUMH CBOMCTBAMH, PELENTOPHYIO CEIEKTHBHOCTD H
OaronpuATHBIN NPOGHIL NOOOYHOTO AEHCTBUS, WM IPHBOAUT K HEOKUIAHHBIM
TEpaneBTHYCCKUM MMPEUMYIECTBAM UJIH YIYyULICHUSIM B MOHO- HJIM JBOMHOMN HJIA
TPOHHOH KOMOMHMPOBAHHOM Tepaluy.

Bo n3bexanue kakux-nmu60 COMHEHHIA, paCKPBITHE KAXKAOTO M3 MPEAbIAYIIHX H
CJIEAYIOIHUX JOKYMEHTOB, IPOLIMTHPOBAHHBIX BHIIIE B CBA3H C YKA3aHHBIMH
unrudutopamu JIIII-4, mpu 3TOM BKJIIOYEHO B 3TOT AOKYMEHT IMOCPEACTBOM CCHUIKH
BO BCEH ero moJjiHoOTe.

Onun BapHaHT OCYIIECTBICHHS B COOTBETCTBUH ¢ OTHM H300pPETEHHEM OTHOCHTCH
x uaruduropy J[1I1-4, noxxoxasiuemMy ais NpUMeHEHHs CPEaM NAIMEHTOB, e
yKa3aHHbIC NAaHEHThl, KPOME TOr0, CTPaAaioT OT 3a00JIeBaHMS IMOYEK, [I0YEYHOM
IMCQYHKIUY UM HapyIeHus QYHKIUH MOYeK, KOTOPHIH B YACTHOCTH OTJIMYAETCS TEM,
4TO yka3aHHbIH HHruOuTOp JIIIII-4 BBOMAT yKa3aHHBIM MMAIIHEHTAM B TEX )K€ A03aX, YTO
M IaldeHTaM ¢ HOpManbHOH QyHKLHUEH NoUeK, TaKUM 00pa3oM, HapuMep, HET
He0OXOMMMOCTH B CHIXKEHHUH JI03bI yKa3aHHoro unruourtopa J{[1I1-4 B ciayuae
HapymeHHOH QyHKIIMHU TTOYEK.

Hanpumep, naruburtop JAIII1-4 B cOOTBETCTBUH ¢ 3THM H300peTeHHEM (B
4aCTHOCTH HHIHOMTOP, KOTOPBIH MOXET OAXOAUTD /LISl MAlMEHTOB ¢ HAapyHIIEHHOMH
(GyHKIHE TOYEK), MOXKET NIPE/ICTABIATE cO0O0I TaKOH mepopanbHblit unru6uTop JITII-
4, XOTOpBIH U YBM aKTHBHbBIC METABOIMTHI 1PEANOYTUTEIFHO HMEIOT OTHOCHTEIEHO
WHPOKOe (HanmpuMep, NpUOIU3HTeNbHO > 100-KpaTHOE) TEpaneBTHYECKOE OKHO H/HIIH,

B 4aCTHOCTH, KOTOPBIE B IIEPBYIO OYE€PEC/Ib BBIBOASITCA NOCPEACTBOM IeYEHOYHOTD
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MeTad0JIM3Ma HIIH XKEITYeBBIeIeHUs (IPEAIOUYTHTENBHO 6€3 100aBIeHUS
JOIOJIHUTEIbHOH Harpy3Ku Ha MOYKH).

B Oonee neranpaoM npumepe, uaru6utop JII1-4 B COOTBETCTBHH C 3THM
M300peTeHHEM (B YACTHOCTH HHTUOUTOP, KOTOPHIA MOXET MOAXOAUTD ISl TAKEHTOB C
HapyuIeHHOH QyHKIHM NOYeK), MOXKET IPeACTaBsTh co60l Takoi nmepopaabHO
npuHuMaeMblii uHruOuTOp JIIII-4, KOTOPHIH UMEET OTHOCHTEIBHO IIHPOKOE
(Hampumep, > 100-kpaTHOE) TEpaneBTHYECKUM OKHO (IPEANOUYTHTENBHO €r0 TpOodHIb
0€3011aCHOCTH CONOCTAaBUM C IIane60) H/uiK, KOTOPBIH COOTBETCTBYET OJHOMN MU
Gonee u3 cienyromux GpapMakOKHHETHYECKUX XapaKTEPUCTHK (IPEAMOYTHTENBHO NPH
BeJIUYHMHE €ro TepaneBTUYECKOH 03I A1 NpHéMaA BHYTpPb):

- Uuru6urop JIIII1-4 B 0CHOBHOM HIIM TTaBHBIM 00Pa30M BBHIBOAMTCS 4epes
neyeHn (Hanpumep, > 80 % unn naxe > 90 % npuHSATON! NepoOpaIbHON A03B1), H/HIU
JUIsl KOTOPOTO MPH 3TOM BhIBEJEHHE ¢ MOYOM npeJicTaBiseT cob0i HEOCHOBHON HIIH
JUIIb HE3HAYUTEIbHBIN 1Ty Th BhIBEACHUS (Hanpumep, < 10 %, npeanouTHTeNsHO

<7 % NpUHATON MepopasbHOHN JO3BL, YTO GBUIO YCTAHOBJIEHO, HALIPHMED,
NIOCPECTBOM IIOCIIEYIONIETO BEIBEEHUS BEIlECTBA NEPOPATBHOM 103bI, MEUEHHOTO
pafMoaKTHBHEIM H30TOTOM yriepozaa (' 'C));

- Uaruburop JI1I1-4 BeIBoAUTCS rIaBHBEIM 06pa30M HEM3MEHHBIM KaK HCXOIHOE
JeKapCTBEHHOE CPEACTBO (HAIPUMEDP, CO CPEIHHM 3HAYEHHEM, KOTOPOE COCTABNISIET
> 70 %, unu > 80 %, win, npeAnoyYTHTENbHO, 90 % BHIBEAEHHON PaJHOAKTHBHOCTH C
MO40i U (eKaTHsIMH NOCNIE NePOPaIbHOrO NpHEMA BEIECTBA, MEYEHHOTO
PaIMOAKTHBHEIM H30TOHOM yriepona (' *C)), u/unu KOTOPBIH BHIBOJUTCS B
HE3HAYUTEJIbHON MIIM TOJIBKO B MAJIOHM CTeNeHHu nocpecTBOM MeTaboan3Ma
(nanpumep, < 30 %, unu < 20 %, win npeanoyruteabao 10 %);

- (OcnoBHoeif) MeTaboauT(p) uHTHOHTOPA JI1I1-4 sBNsIeTCS /ABAAIOTCS
dapmakoorHYecKy HeaKTUBHBIMH. Tak, HanpuMep, OCHOBHOU METabOJUT He
cBs3bIBacTCA ¢ 1esieBbiM pepmentoM [I1I1-4 u, HeobGs3aTearHO, OH GBICTPO
BBIBOJIMTCS, IO CPABHEHHIO C HCXOJHBIM COEAMHEHUEM (HANPUMED, ¢ KOHEYHEBIM
IEePHOTOM IONYBBIBEAEHHS MeTaboIHuTa, KOTOPHIH cocTaBiugeT < 20 4, uau
NPEANOYTHTENBHO < npubnusuTensHo 16 4, Hanpumep, 15,9 u).

B oiHOM BapHaHTe OCyIIECTBICHHS, (OCHOBHOI) METabOJIMT B IJIa3Me KPOBH
(KOTOpPBIHA MOXET OBITH (apMaKOJOIHYECKH HEAKTHBHBIM) HHrHOuTOpa JI1I1-4,
UMEIOUIEI0 3aMECTUTEND 3-aMUHO-ITHIIEPHIUH- | - 11, IpeJCTaBsgeT coboll Takoe

IIPONU3BOJHOEC, TAC aMHAHOTIPYIIIIa d)parMeHTa 3-aMI/IHO-HI/IHepPII[I/IH-1-I/IJI 3aMcEIcHa
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IIOCPEACTBOM 'HAPOKCUIIBHOM Ipynnel ¢ 06pazoBaHueM (parMeHnTa 3-rupoKcu-
NHNepUANH- -4 (HanmpuMep, ¢pparmenTa 3-(S)-rumpoxcu-nunepuuH- 1-un, KOTOpBIi
00pasyeTcs MOCPEACTBOM HHBEPCHH KOH(QUIypallHH XHPaJIbHOTO LEHTpPa).

HononnuTeNbHbIE XapaKTePHCTHKH uHruoutopa J{I111-4 B COOTBETCTBUH C 3THM
H300peTeHHeM MOTYT NIPEACTaBIATh COGOM OIHO HIIM Gollee H3 cienywomero: beictpoe
AOCTHKCHUE YCTOHYHUBOIO COCTOSHHS (HAPUMED, TOCTHKEHHE TIIATO KOHLEHTpaIun
(> 90 % KoHUEHTpPALMH NIIA3MBI YCTOHIHBOTO COCTOSIHHMS) MEXY BTOPBIM U MSITHIM
AHAMH JICICHUS ¢ IPUMCHEHHUEM BEJIHYMH TEPANeBTHYECKOH A03bI 115 NpUEMa
BHYTPb), HEOO/IbIIOE HAKOIIICHHE (HANIPHMED, CO CPEJTHHM 3HAYEHHEM COOTHOILUEHHS
HakomieHUus R auc < 1,4 ¢ IpUMeHEeHUeM BeJIHYHH T€PaNeBTUYECKOH O3bI A
NpuéMa BHYTPb), H/MJIH COXPaHEHHE JUTHTENBHOIO NeHCTRIS Ha unarubuposanue JI1I1-
4, IPeANOYTHTENHHO, KOTa €T0 NIPUMEHSIOT OHH pa3 B JieHb (HalpUMeED, C IOYTH
HONHBIM (> 90 %) uarubuposanuem JI1I1-4 IIDH BEJIMYMHE TEPANIEBTHYECKON NO3BI IS
npuéma BHyTph, > 80 % WHIHOMPOBAHUS HA IPOTIKEHHU 24-4aCOBOTO UHTEpBaIa
nocsie NpuémMa TepaneBTHIECKOH 03B IEKAPCTBEHHOTO CpeAcTBa Ui IpuéMa BHYTph
OJIMH pa3 B JIEHb), 3HAYUTEILHOE YMEHBUICHHE 2-9aCOBBIX HOCTIIPaHIHANbHBIX
KostedaHui ypoBHS IMIOKO3BI B KPOBH Ha > 80 % (yxe Ha IepBbIi IeHb Tepanuu) npu
TCPalIeBTUYCCKIX 3HAYEHHUAX 1103, H IIPU 3TOM 001€ee KOTHYECTBO HEH3MEHHOLO
HCXOIHOTO COCNNHEHHS, KOTOPOE BRIBOJAMTCS C MOYOMH B NEPBEIH A€HB, COCTABIISLET
Hike 1 % npuHATOM 03Bl M MOBBIMAETCS He GoJiee, YeM npubnu3uTensHo Ha 3 - 6 % B
YCTOHYHMBOM COCTOSIHHUH.

Takum obpasom, Hanpumep, uHruouTop JI111-4 B COOTBETCTBHH C 3THM
H300peTEHHEM MOXET OTJIMYAThCS TEM, YTO yKaszanHbld uHrudutop JIII1-4 umeer B
IEPBYIO OYCPE/Ib HENIOYEYHBIA My Th BBIBEJCHHUS, T.€., YKa3aHHbIH uuruburop JIII1-4
BBIBOJIUTCS TOCPENCTBOM IOYCK B HE3HAYUTEIBHOM HIIM TONBKO B MAJIOH CTEEeRH
(Hanpumep, < 10 %, npeanouturensro < 7 %, HallpuMep, NPUOIU3UTENBLHO 5 %, OT
NIPHHSATOH NE€POPAIBHON TO3BI, IPEAIOYTHTENLHO IEPOPATBHON TepaneBTUYECKOH
103b1) (4TO OBLIO YCTAaHOBJIEHO, HanpuMep, NOCPEACTBOM MOCIESAYIOErO BRIBEACHHUS
BELICCTBA NEPOPAIBHOM J03bl, MEYEHHOTO PaJMOAKTHBHBIM H30TOIIOM yraepona (14C)).

Kpome toro, uaru6urop JI1I1-4 B cCOOTBETCTBHH ¢ HTUM U300PETEHHEM MOXET
OTIHYAaTbCS TEM, YTO yKa3aHHbIH MHrHOUTOp JII1I1-4 BRIBOAMTCS B OCHOBHOM HIIH
TJIaBHBIM 00pa3soM 4epes medeHsb, KENTUBIO HiIH BeKanusamu (4To 6BIIO YCTAHOBINECHO,
HaMpHMCP, MOCPEACTBOM HOCIEAYIOIETO BHIBEIEHHs BEIIECTBA EPOPAIBHON 103HI,

4
MEYEHHOTO PaJHOAKTHBHBIM H30TONIOM yriaepoza (' Q).
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Kpowme toro, uaruburop JI1I1-4 B cOOTBETCTBHH C 3TUM H300PETEHHEM MOXKET
OTJIMYATLCS TEM, YTO

ykazanuelii uHruourtop JI111-4 BeIBOgUTCS rIaBHBIM 00pa3oM HEW3MEHHBIM, KaK
UCXO/HOE JIEKAPCTBEHHOE CPEJCTBO (HAallpUMEP, CO CPEHUM 3HAYEHUEM, KOTOpOe
cocrasiuset > 70 %, unu > 80 %, unu npeamnoututesnsHo 90 % BeiBeIeHHOMN
PaMOaKTUBHOCTH C MOYOH U (eKaNnHusiMU MOCiIe NepopaabHOTO NpHéMa BEIECTBA,
MEYEHHOTO pajv0aKTHBHBIM H30TONnOM yriepona (' 'C)),

ykasanHbi¥ AHruouTop JI1I1-4 BEIBOASATCS B HE3HAYMTEABLHONW HIIM TOJILKO B
MaJIO¥ CTENEHU NOCPEACTBOM MeTaboJIN3Ma, H/HIIH

OCHOBHOH MeTaboJIuT yKazaHHoro uaruduropa JIII1-4 sensercs
GapmaxoIOrHyecky HEAKTHBHBIMHU HIIH HMEET OTHOCHTENBHO HIHPOKOE
TepalneBTUUECKOE OKHO.

Kpome toro, uaruburtop JIII1-4 B cOOTBETCTBUH C 3THM H30OpETEHHUEM MOXKET
OTJIMYAThCS TEM, YTO

ykasauapld uHruOuTOp JIII1-4 He HapymaeT 3HaYUTENIHLHBIM 00pa3oM
KJIyOOUYKOBYIO H/UJIM KaHAJBIEBYIO QYHKIIMS cTpanarounero ot auabera 2 Tuna
NAIHCHTa ¢ XPOHHYECKOH MMOYEYHON HEJOCTATOYHOCTHIO (HanpuMep, JIErKOoe, CpeHee
UJIM CephE3HOe HapylleHHe GYHKIHH MOYEeK WM KOHEUHas cTaaus 3aboneBaHus
MOYeK), H/uinu

MHUHHUMAalbHbIE YPOBHH yKa3aHHOro uaruouropa JII1I1-4 B mna3me xpoBu
CTpajaroLIMX AuabeToM 2 THIA MAHEHTOB C JETKHM HJIH CPEJIHUM HapylHIEHHEM
GyHKIIMM MOYek CONOCTABHMBIM C YPOBHSAMH Y MAIMEHTOB ¢ HOPMaNbHOH QyHKLHeH
MoYex, /Uiy

HET HEOOXOIUMOCTH PEeryIupoBaTh 03y ykazanHoro uHruburopa JAIII1-4 nns
cTpajaroniero ot juadera 2 THHA NAlMCHTA C HAPYUIEHHON MOYeYHOM QyHKIMET
(nanpumep, JErKUM, CPEIHUM HIIH CEPbE3IHBIM HapylIeHHEeM (YHKIMH IOYEK HIIU
KOHEYHOH cTazuyu 3ab0NeBaHUs HOYEK, IPEANOYTHTEILHO HE3ABUCHMO OT CTaguHu
HapyumeHHs QyHKIHH HOYEK).

Kpowme toro, uarudutop /II1I1-4 B cCOOTBETCTBHY C 3THM H300PETEHHEM MCXKET
OTJIMYATHLCS TEM, YTO

yka3zauubli kHruOuTOp JIIII-4 0o6ecneunBaeT cBOXO MHHHMANBHO 3G (HEKTHBHYIO
03y IIpH TaKOH ,103€, KoTopas npuBoauT K >50 % unaruOupoBanus aeiicreus JA1111-4

0 MeHblIeH Mepe (24 4 nocie nocneaael 10361) y >80 % nanueHToB, H/UIU
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TEpaleBTHYECKYK) A03y NPH TaKo# 103€, KoTopast IpUBOAMT K >80 % HHruGupoBaHuUs
neucteus [I111-4 no menpwei Mepe (24 4 nocie nociaeanen no3nl) y >80 %
IallUeHTOB.

Kpome toro, uarudurtop JI1-4 B COOTBETCTBHHU C 3TUM H300pETEHHEM MOXKET
OTJIHYATHCS TEM, YTO SBJIACTCSA MOAXOAAIINM ISl HIPUMEHEHHUS Y CTPAJaroLINX
auabeToMm 2 THIIA NalMEeHTOB, Yy KOTOPBIX JHArHOCTHPOBAHO 3a60JIeBaHHE TOYCK,
HapylIeHHE HJIH OCIIOKHEHHUE, H/UIIH KOTOPBIE BXOAST B IPYIIy PHCKA pa3BHTHA
3a60JieBaHus TOYEK, HAPYIUICHUS UIIH OCIIOKHEHHS, HAlPUMEP, NIalluEHTOB,
CTpPafaloUNX WK BXOAAIIUX B IPYIIly pHcKa aquabeTHYecKoi HedponaTun (BKIroUYas
XPOHUYECKYIO U IPOrPECCUPYIONIYIO IOYEUHYIO HEAOCTATOYHOCTh, alb0yMHHYPHIO,
NPOTCHHYPHIO, 3aJ€PKKY KUIKOCTH B OpraHu3Me (BOASHKY) H/HJIH THIIEPTEH3HIO).

Ecnu He ykazaHO MHOE, B COOTBETCTBHH C 9TUM H300pETEHHEM HEOOXO0IUMO
IIOHUMATh, YTO OIPEIC/ICHHSI aKTHBHEIX BEECTB (BKIoYass HHruourtopsr JI111-4),
YIOMSHYTBIX 3JICCh BBIIIE U HHIXKE, MOTYT TaKXKe IPeJIoarath ux apManeBTHUECKH
IIPUEMJIEMBIC COJIM, & TAK)XKE NPOJIEKAPCTBA, THAPATHI, COJIBBATHI H HX MOJTHUMOPQHBIE
dopMbl. B 4acTHOCTH, TEPMHUHBI TEPaNEBTHYECKMX BEIECTB, IPUBEACHHEBIX 3/1€Ch,
OTHOCATCS K COOTBETCTBYIOIIMM aKTHBHBIM IpenaparaM. UTo xacaercs colieit,
THIPaToOB U UX NOJUMOPQHBIX GOopM, 0COOBIH aKIeHT NeaeTcs Ha Te€X, Ha KOTOPhIE
CCBIJIAIOTCSA B 3TOM JOKYMEHTE.

B npenenax ykazaHHOTo H300peTeHust HEOOXOAUMO MOHUMATh, YTO KOMOMHAIINH,
KOMIIO3HIIUK 1M KOMOMHUPOBaHHBIC IPUMEHEHHS B COOTBETCTBUHU C ATUM
U300pEeTEHHEM MOTYT NpelycMaTpUBaTh OJHOBPEMEHHOE, IIOCIIEA0BATEILHOE HITH
pasjeNbHOe BBE/(€HHE aKTHBHBIX COCTABJISIONINX WU JE€HCTBYIOUIUX BEIIECTB.

B yka3aHHOM KoHTeKcTe, “KOMOMHALNA” HIH “KOMOUHHPOBAHHBIN 110 CMBICITY
3TOr0 U300pETEHH MOTYT BKJIIOYaTh, HC OIPAaHMYHBAsACH UMM, PHKCHUPOBAHHBIE U
HeduKCHpoBaHHbIE (HanpUMep, cBoGoaHbIe) popMBI (BKIIOUas HaGOPHI) U
NPUMCHEHHS, HATPUMEDP, OJJHOBPEMEHHOE, 10CIEA0BATEIBHOE HIIH pa3elbHOE
IIPUMCHEHHE COCTABIISIIOLUX HIIH ICHCTBYIOIHUX BEMIECTB.

Kombunuposannoe BBEJ€HHE B COOTBETCTBUH C 3TUM H300PETEHHEM MOXKET
OCYIECTBIATHCS IMOCPEACTBOM BBEICHHUSI aKTHBHBIX COCTABJISIOIUAX HIIH JEHCTBYIOIUX
BEIIIECTB BMECTE, HAIpUMED, IIOCPEACTBOM BBEJICHHUS HX OJJHOBPEMEHHO B OJHOM
OTIEJIbHOM MJIM B ABYX OTAEJBHAIX NPENapaTax UM JIEKapCTBEHHBIX hopmax.

AJIBTGpHaTI/IBHO, BEBCACHHC MOXCT OCYHICCTBIATHCA ITIOCPEACTBOM BBEIACHHUS aKTUBHBIX
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KOMITOHCHTOB HJIM JIEHCTBYIOIIMX BEIIECTB I10CIEI0BATENBHO, HAPUMED, OJNH 32
APYrMM B ByX OTHENIBHBIX Ipenaparax MM JIEKAPCTBEHHbIX (popmax.

B cnydae koMOHMHUPOBaHHOM TE€panuy B COOTBETCTBHH € 3THM n3obpereHueM
aKTHBHBIC KOMIIOHEHTBI MJIH JICHCTBYIOIME BELIECTBA MOTYT IIPUHEMAThLCS Pa3;1eIbHO
(4TO 03HAYAET, YTO OHH COCTABISAIOTCS Pa3AebHO) HIIH MOTYT OPHHHUMAThLCS BMECTE
(4TO 0O3HAYAET, YTO OHM COCTABISIOTCS BO BPEMS OJHOTO H3TOTOBIEHHS WJIH B OTHOMN
JeKapcTBEHHOH (opme). CrieJoBaTENBHO, IPHEM OJHOTO COCTABIAIOMIET0 KOMOGHHAIMH
B COOTBETCTBHH C HACTOSIIUM H300PETEHHEM MOXET OBITH OCYIIECTBICHO JI0,
ONHOBPEMEHHO C, UJIH IT0C]Ie MPHEMA APYroro COCTABIAIOIEr0o KOMOUHAIIMH.

Ecnn He yxazano nHoe, KOMOGHHUPOBaHHAs TepaNHs MOXET OTHOCHTBCS K
TEpaluy NEPBOH JIMHUHN, TEPANMU BTOPOH JTHHUH UM TEPAIMH TPETheil IMHUHU, U K
Ha4aJbHOH HJIK JOTOJTHUTEIbHON KOMOHHMPOBAHHOM Tepanum, WK K 3aMeCTHTEbHOM’
Tepalliu.

Ecny He ykazaHO HHOe, MOHOTEPANHSI MOXKET OTHOCHTHLCA K TEpaNuy HepBOH
JIMHUM (HanpuMep, Tepalys NalUeHTOB ¢ HeJOCTATOYHBIM INIHKEMHYECKHM KOHTpPOJIEM
OCPEACTBOM OLHOH TOJBKO AHETH U PU3MUECKUX HArPY30K, TaKas Kak, Hanpumep,
Teparus ManuesTOB, HE MOJyYaBIIMX MEIUKAMEHTO3HOIO JeYeHHU s, OOBIYHO
ITAHUCHTOB B PAHHUE CPOKH MIOCIIE MOCTAHOBKH AMArHO3a, W/HIM KOTOPHIX HE JICYHIIH
paHee ¢ IPUMEHEHHEM NPOTUBOANAOETHYECKOTI'O CPEJICTBA, H/HIIH IALlUEHTOB,
HEIOAXOAAIAX NSl TEPANKMHU C NPUMEHEHUEM MET(GOPMHUHA, TAKHX KaK, HAPUMED,
NAUUCHTRL, I KOTOPBIX TE€panus ¢ IPUMEHEHHEM MET(HOPMHHA SBIISETCS
NPOTHBONIOKA3aHHOU, HAPUMED, BCICACTBHE HAPYIIEHUs PYHKIHH [1OYEK, HIIH
SIBJIACTCS HEMOAXOAAIICH, HAIPUMED, BCIIEICTBUE HEIIEPEHOCHMOCTH).

Eciu He ykaszano mHoe, JOMONHUTENbHAS KOMOUHAPOBAHHAS Tepalnus MOXeT
OTHOCHTBCS K TEPANUH BTOPOH JIMHHM UK TEPANUM TPEThel IUHUuM (HampuMep,
Tepanud ManueHTOB ¢ HEAOCTATOYHBIM [NIMKEMHYECKHM KOHTPOJIEM, HECMOTPS Ha
(nueTs! U pU3MYECKHE HATPY3KH U OJHOBPEMEHHO) TEPAIHIO C NPHMEHEHUEM OJIHOT'O
HJIM IBYX TPAAHIMOHHBIX IPOTHBOAMAOETUYECKUX CPEJCTB, OOBIMHO MTAHEHTOB,
KOTOPBIX TIPCABAPUTENIBLHO JICUHIIN C IPHMCHEHUEM OIHOTO HJIH ABYX
IIPOTHBOAHAOETHIECKUX CPEACTB, TAKHX KaK, HAIPHMeEP, MaqHEeHTOB, KOTOPBIX JI€YUIIH
CYWIECTBYIOIMM NPOTHBOAHA0CTHYECKUM OA30BEIM JIEKAPCTBEHHBIM CPEICTBOM).

Ecnn He ykazano unoe, HauarbHasi KOMOMHUPOBAHHAS TEPAIIUS MOXKET
OTHOCHTBCS K TEPANHUH NIEPBOH JTMHHUH (HalpUMep, Tepanus NalUeHTOB C

HEAOCTAaTOYHBIM MINKEMUUYESCKHM KOHTPOJIEM NOCPCIACTBOM OJHO¥ TOJIBKO JHUCTBI U
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(u3nueckux Harpy3oK, TAKUX KaK, HalpuMep, IallMEHTHl, HE MOIyYaBIIHe
MEJMKaMEHTO3HOTO JIEYEHHsI, OOBIUHO B paHHUE CPOKH I1OCJIE MOCTAHOBKH JAMArHo3a,
H/WIIM KOTOPBIX HE JICYUIIH PaHee C MPHMEHCHHEM NIPOTHBOIMA6ETHYECKOTO CPEICTBA).

Uro kacaeTcs BapuaHTa OCYIIECTBICHUS A, TO CIOCOOBI CHHTE3a HHTHOUTOPOB
JIIII-4 B cOOTBETCTBHH C BADHAHTOM OCYIIECTBJIEHHS A B COOTBETCTBHH C ATHM
M300PETEHHEM SIBJISIOTCS U3BECTHBIMHU JUISl CHIEIMANMACTA B JaAHHOH 00JIACTH TeX HUKH.
Ipenmymectsenno, uuru6utopst JI1I1-4 B cOOTBETCTBUY ¢ BAPHAHTOM
OCYILIECTBICHUS A B COOTBETCTBHH C 3THM H300pETEHHEM MOTYT OBITH H3TOTOBJICHHI C
IPHMEHEHHEM METOJOB CHHTE3a, KaK ONKCAHOo B JuTeparype. Tak, HampuMmep,
pou3BOJHBIEC IyprHa GopmyIsl (I) MOTyT GBITE MOYYEHBI, KAK ONMCAHO B
WO 2002/068420, WO 2004/018468, WO 2005/085246, WO 2006/029769 wnu
WO 2006/048427, pacKpbITHS KOTOPBIX BKJIIOYEHBI B 3TOT JOKYMEHT.

IIpoussonnnie nypuHa Gpopmysst (II) MOTyT GBITE HOTYYEHBI, KAK OMHCAHO,
Hanpumep, B WO 2004/050658 unu WO 2005/110999, pacKpsITHS KOTOPBIX BKJIIOUEHBI
B OTOT JOKYMEHT.

[Ipoussoansie mypuna ¢popmysnst (II1) u (IV) MOTyT GBITH TONYYEHBI, KaK
onmucaHo, Hanpumep, B WO 2006/068163, WO 2007/071738 wiu WO 2008/017570,
PACKPBITHS KOTOPBIX BKJIIOYEHBI B 3TOT JOKYMEHT. M3roToBieHne TeX HHrHOUTOPOB
HII1-4 , koTopkle, HAapUMED, YHOMSHYTHI 3[1€Ch BBIILIE, PACKPHITO B NyGIHKALAAX,
YIOMAHYTBIX B CBA3H C HUMH. [lonMMopdHbIe KpUCTAIHYECKHE MOAU(DUKALIUH U
npenapatsl OTAcHbHBIX HHrHOUTOpOB JII1-4 packpeirer B WO 2007/128721 u
WO 2007/128724, cOOTBETCTBEHHO, PACKPHITUS KOTOPBIX BKJIOYEHBI B 3TOT JOKYMEHT
BO Beeit ux nonnore. Ilpenapatsl oTaensHbix uHru6uTOopos JI-4 ¢ MeTdpopMuHOM
HJIH IPYTUMH KOMIIOHEHTaMHu KoMOuHanuu onucanbl B WO 2009/121945, packpritue
KOTOPBIX BKJIIOYEHO B 3TOT JOKYMEHT BO BCEii €ro I0JIHOTE.

Tunwnunele conepxanus JO3MPOBKH ABOHHON pHKCHPOBAaHHOH KOMOHMHAINH
(tabmeTku) nuHarmunTHHa / MeTdopmunra HB (HeMeieHHOTO BBICBOGOXKICHHU),
KOTOpast MOXEeT IIPUHUMAaThLCA 1 - 3 pa3a B JieHb, B YaCTHOCTH JiBa pa3a B JACHb,
coctasJstor 2,5/500 mr, 2,5/850 mr u 2,5/1000 mr.

Tunuynble conepxaHus JO3HPOBKU ABOHHOM GPUKCHMPOBAHHON KOMOHHALIMK
(tabuerxu) muRarmunTuHa / MeTpopmuna IIB (1poJlOHrHPOBAaHHOTO BEICBOOOKAEHNS),
KOTOpasi MOXKET IIPUHUMAThCA 1 - 2 pa3a B JieHb, B YACTHOCTH OJIHH pa3 B JEHb,

HNPpCANOYTHTCIILHO NPUHUMATECA BECUCPOM BO BpeMs NIPHHATHSA MHUIIH, COCTABISIOT
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5/500 mr, 5/1000 mr u 5/1500 mr (kaxkno#t onHOM Tabnetku) wiau 2,5/500 MT,
2,5/750 mr u 2,5/1000 Mr (kaxabix IABYX TableTox).

B onpenenennsix Bapuanrax ocyinecrsienus, apoiuas bukcupoBanHas
KoMOuHanus (Tabnerka) IMHATTHITHHA / MeTopmuHa 1B (NponoHrHpoBaHHOTO
BEICBOOOXK/IEHHS) (HAIIPHMED, C COIEPKAHAEM n03upoBkH 5/1000 mr, 2,5/1000 Mr unu
2,5/750 Mr) npuHEMaeTCs Mmocyie eabl UM HATOIAK (HampuMep, OZHH pa3 B AEHD).

Hacrosmee n3obperenne, kpome Toro, obecrneunsaert uaruburop JINI1-4, kak
OIPEACICHO 31SCh, NPEAHA3HAUYCHHBIN [ IPUMEHEHHUS B (TOMOTHUTENBHON HIIH
Ha4anbHOW) KOMOHHMPOBAHHOM Tepanuy ¢ MeTGopMUHOM (Hampumep, B 061eM
CHKENHEBHOM KoJmyecTBe oT 500 no 2000 mMr rugpoxnopuna MeTdopMuHba (MK 10
2500 Mr runpoxitopuiaa MeThOpMHIHA B AeHb), HanpuMmep, 500 mr, 850 Mr wau 1000 mr
OJTMH pa3 WJIM [Ba pa3a B JICHb).

Hanpumep, nacrosiee uso6perenwe, KpOME TOr0, OTHOCHTCS K HHIHOUTODY
HIITI-4, kak onpeaeneno 3aeck (B 4aCTHOCTH JTMHArJMITHHY, HAIpUMEp, B
©XKENHEBHOM 1103¢, KOTOpas COCTABISAET 5 MT, HPEANIOYTHTETHHO HPUHUMAEMOMY OJIMH
pa3 B JIeHb), NpeJ(Ha3HAYCHHOMY JUIS IPUMEHEHHUS B (mononHUTENLHOM)
KOMOHHHPOBAaHHOH Tepanuu ¢ MeTGOPMHHOM (Hanpumep, IPUHUMAEMBIM OJIHH pa3
HJIK JIBA pa3a B /ICHB), HANpUMeEP, B 00ILIEM eXeIHEBHOM KOTHYECTBE OT 500 bi ()

2000 mr (mnu mo 2500 mMr) ruapoxnopuna MeTPOpPMHHA (HAIPHMED, €XKETHEBHOE
KomuaecTo cocrasnger 1000 mr - 2000 mr, uiau 1500 mr - 2000 mr, HanpuMmep,

500 mr, 1000 mr, 1500 mr, 2000 Mr uaa 2500 MI'), HallpEMep, IPHHUMAEMOr0 KaK
500 mr, 750 mr, 850 mr unu 1000 Mr oqun pa3 uiHM J1Ba pas3a B €Hb, B YACTHOCTH,
IIPEAHA3HAYCHHOMY ISl IPHMEHCHHUS Y CTPaaloiuX AuabeToM 2 THNA NalMeHTOB ¢
HENOCTATOYHBIM ITHKEMHYECKHM KOHTPOJIEM, HECMOTPS Ha TEPAIHIO C IPUMEHEHHEM
MeTpopMHHa (HaNpHMep, Tepanus BTOPOH Wi TpETheH JIHHHH).

Hanpumep, nacrosmee usobperenue, xpome toro, oTHocuTes K HHTUOUTOPY
AIIII-4, kak onpeaeneno 3aech (B 9aCTHOCTH JNUHArMITHHY, HAIIpUMeEp, B
CXCIHEBHOMH J103€, KOTOpasi COCTABISET 5 MT, NPEANOYTHTENLHO MPUHHUMAEMOMY OJHH
pa3 B IeH»), NpeIHA3HAYSHHOMY JUIS IPAMCHEHHUS B (Ha4anpHOM) KOMOUMHMPOBAHHOMN
Tepanuu ¢ MeTGOpMUHOM (HanpuMep, IPHHUMAEMBIM OTHH pas WM J1Ba pa3a B JIEHB),
Hanpumep, B 00IEM €XeIHEBHOM KoJuecTBe 0T 500 10 2000 Mmr (mnu o 2500 mr)
THApOXJI0opuJa MeTGOpPMHUHA (HAIIPUMED, eXeTHEBHOE KOJIHYECTRBO cocTasiger 1000 Mr
- 2000 Mr, nau 1500 Mr - 2000 wr, Hanpumep, 500 mr, 1000 mr, 1500 mr, 2000 Mr win

2500 mr), HapuMep, TPHHEUMAEMOro Kak 500 mr, 750 mr, 850 mMr unm 1000 Mr onun
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pa3 WM J1Ba pa3a B I€Hb, B YaCTHOCTH, NIPEIHA3HAYEHHOMY JUIs IPHMEHEHHS Y (He
NPUHUMAaBIINX paHee JaHHOE JEKapCTBEHHOE CPEICTBO,) CTpajalolux auabeTom 2
THIA AIIHEHTOB ¢ HEIOCTATOYHBIM INIMKEMHYECKHM KOHTpoJieM (HalpuMep, Tepamus
[IepBOM TUHUH).

B KauecTse NONMOJTHHTENBHOIO IPUMEpA, HACTOSIIEE H300pETEHHE OTHOCHTCS K
uaruburopy JIII-4, kak onpeneneHo 31ech (B YaCTHOCTH JMHATTIUIITHHY, HAPUMED, B
NepopalbHON €XKEIHEBHON 103€, KOTOpast COCTABIAET 5 MT, PEAIOYTHTEIBHO
IPHHMUMAEMOMY OJIUH pa3 B JE€Hb), IPHHUMAEMOMY COBMECTHO METGOPMHHOM,
HanpuMep, B 00IIEM €KeJHEBHOM KOJHYeCcTBe, KoTopoe cocrasuseT 1000 mr
ruApoxsopuaa MeTGOpMHUHa, NPEANOYTUTEIBHO IPHHUMAEMOMY OJUH pa3 B A€Hb
(MpeNTOYTHTENBLHO B Be4epHee BpeMs), IpeAHa3HAYeHHOMY JIis IPUMEHenus y (He
LIPUHUMABIIHUX paHEe JaHHOE JIEKAPCTBEHHOE CPEJCTBO, HEJJABHO NHATHOCTUPOBAHHBIX )
CTpa/laloliuX JHa0eToM 2 THIIA NAMEeHTOB ¢ HEAOCTATOYHBIM IITMKEMHYECKUM
KOHTPOJIEM I10C/I€ OJHOM TOJIBKO IHETHl U PU3UYECKUX HArpy30K (HampuMep, Tepanus
NEePBOH JINHWM, TAKHE, KaK IAlMEHTHI OCIIE PEeXHUMa AUeThl U GU3HYECKUX HArpy3oK,
KOTOPBIX HE JIEYU/IU paHee ¢ IPUMEHEHHUEM NePOPpaIbHOM NPOTHBOAHA0E THYECKOM
TEpalluy UK HHCYJIHHA).

B kauecTBe JONMONHHTENBHOrO IpUMepa, HACTOsIIEE H30OPETEHHE OTHOCUTCS K
unruduropy JI1I1-4, xak onpeleneHo 34ech (B YaCTHOCTH JIMHATIMIITHHY, HAIPAMED, B
nepopaibHON €XEIHEBHOM J103€, KOTOpAasi COCTABJSET 5 MTI, IPEAIOYTUTEIHHO
IPUHUMAEMOH OHH pa3 B A€Hb), IPHHUMAEMOMY COBMECTHO C METGHOPMHUHOM,
HanpuMmep, B 0OLIEM €XeJHEBHOM KOJIMYeCTBE, KOTOopoe coctasiusgeT 1500 mr - 2000 mr
rHAPOXJIOpUAA METHOPMHUHA, NPEANOYTHTEIHHO B BHIE HEMEIIEHHOTO
BHICBOOOX/IEHHS, IPEANOYTUTEIHO IPHHAMAEMOMY OJIMH pa3 B J€Hb,
npeaHa3sHaYeHHOMY JJIs IPUMEHEHHS Y (He IPHHUMABIINX paHee JaHHOe
JIEKapCTBEHHOE CPEACTBO, HEAABHO NHATHOCTHPOBAHHEIX) CTpaJalOmuX AuabeToM 2
THIIA ITAHEHTOB C HEAOCTATOYHBIM [NIMKEMHYECKUM KOHTPOJIEM MOCJIE ONHOM JIHIIE
JUETHI U QU3NYECKUX HArpy3ok (Hanpumep, yposens HbAlc¢ cocrasuser 8,5 % -

12,0 %) (nanpuMep, Tepanus NepBOH TMHUH, TAKUX, KaK MAIMEHTH NOCIE PEXHMA
JUETH! H QH3HYECKHX HAIPy30K, KOTOPHIX HE JICYHIU paHee ¢ IPUMEHECHHEM
nepopanbHoi NPOTHBOAHAOETUYECKOM TEpaNluK MM HHCYJIHHA HJIM arOHUCTa

penentopa I'TIII-1).
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Yro kacaercs BapuanTa ocymectieHus B, cioco6sr cuuTesa HHTUOUTOPOB
HI111-4 BapuasTa ocymecTBieHus B onucans! B Hay4YHOM JIMTEpAType U/ WUIIU E
ONyOJIHKOBAHHBIX MATEHTHBIX TOKYMEHTAX.

AKTUBHBIE COCAHHEHHS B COOTBETCTBHHU C STHM H300pETEHHEM MOI'YT BBOJUTHCH
I0CPENCTBOM Pa3IMYHBIX CIOCOOOB, HAPUMED MOCPEACTEOM IIEPOPAILHOTO,
OyKKanbHOro, Cy6IMHIBANBHOTO, SHTEPANbHOro, NaPEHTEPANBHOTO (HanpuMep,
TPaHCIACPMAIEHOTO, BHYTPUMBIIIEYHOTO HIIH ITOKOKHOTO), HHIaIALHOHHOrO
(HanpuMep, KUAKass UK TOPOIIKOBAs MHTAJIA1Hs, a9p030Jib), IIYIbMOHAJILHOTO,
HHTPaHAa3albHOTO (HAIPUMED, CIIpeit), HHTpaNepUTOHEANbLHOTO, BaruHaJIbHOIO,
PEKTANLHOTO, NIIM MECTHOTO CTIOCOOOB BBEIEHHS, H MOTYT COCTABISITLCS, OT/IETHHO
HJIH BMECTE, B IOAXOASIIMX JIEKAPCTBEHHBIX (OpMax N03HPOBAHHBIX €JUHHII,
COACPXKAINX TPaHLIHOHHbIE HETOKCHYECKHE hapMaLeBTHYECKH IPHEMIIEMbIE
HOCHTEIIH, alBLIOBAHTBI H OCHOBBI, IOAXOAALIKE JUIS KAX/IOTO CII0c06a BBEICHHUS.

B onnom Bapuante ocymectBienus, uHrubutop JII1-4 B cooTBeTCTBHY ¢
H300peTeHHEM NTPEANOYTHTENHHO IPHHAMAIOT IIEpOpalbHO.

Hoaxonsime 1035l M ekapcTBEHHbIE Gopmer nErEGHTOPOB JTIIT-4 MOTYT OBITh
OTIPENCIICHBI CIISIHATHCTOM B JAHHOH OOJIACTH TEXHUKH, H MOTYT BKJIIOYATh Te,
KOTOpBIE ONMCaHbI 3/1€Ch UJIH B coomércmyromnx CCBUIKax.

B ciiyuae dapmanesrudeckoro npumenenus Y TEeNJIOKPOBHBIX MO3BOHOYHEIX, B
YaCTHOCTH JIOJIeH, COETUHEHHUS B COOTBETCTBHHU C ATHM U300peTeHHEM OOBIYHO
IpUMEHSIOT B fo3ax oT 0,001 no 100 mr/kr maccs! Tena, npeairoytutensHo 0,01 -
15 mr/xr wiu 0,1 - 15 Mr/xr, B KaxxzioM ciryyae 1 - 4 pasa B nenp. C YKa3aHHOH 11eJIblo,
COCTMHEHUS, Heo0sA3aTeIbHO KOMOMHUPOBAHHbIE C APYTMMH aKTHBHBIMH BEILECTBAMH,
MOTYT BKITIOYAaTECA B JICKAPCTBEHHYIO (POPMY BMECTE C OJHHUM HIIH GOJIB UM
KOJIMYCCTBOM TPpaJHUHOHHBIX HHEPTHBIX HOCHTENeH U/unu pazGaBuTeneit, Hanpumep,
TaKMX Kak KyKypy3HbIH KpaxMall, JIaKT03a, III0K03a, MHKPOKPHCTALTHYECKAs
HISJLTI0NI03a, MarHMs CTeapar, MOJUBHHUINMPOIUINAOH, IAMOHHAS KHCIOTA, BHHHAS
KHCJI0Ta, BOAa, BONA/3TAHOJ, BOAA/TIMIEPOIL, BoJa/copbuTo,
BOJI/IIOIM3THIICHI THKOJIb, NPOMHICHIITHKOND, HeTHJICTEapHIIOBBIM CHPT,
KapOOKCHMETHIILEIUTION03a HIIH KHPOBbIE BEINECTBA, TAKHE KaK TBEPIABIA JKUP KM HX
MOAXOAAIME CMECH, B TPAIHIIUHOHHbIE I'aJIEHOBbI IPEAPATHI, TAKHE KAK ILITOCKHE MM
MOKPBITBIE TAOICTKH, KAICYJIbl, IOPOLIKH, CYCIICH3UH MU CYIIIO3UTOPHH.

Takum o6pazom, papmaneBTHYSCKHE KOMIIO3UIIHH B COOTBETCTBHE C 3THM

U300pETEHHEM, CO/IepKaIIUE uHruburopst JIII1-4, kak onpeneneno 3necs,
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M3TOTABIHBAIOTCS CTICUMAIMCTOM B IaHHOH 061aCTH TEXHUKH C IPHMEHEHHEM
(hapmarteBTHYECKH IPHEMIIEMBIX T COCTABICHUS IIpenapaToB BCIOMOTATEIbHBIX
BCIICCTB, KOTOPLIC ONIUCAHBI B YDOBHE TEXHUKH H ABISIOTCS MOAXOJSIIMMH s
Kenaemoro cnocoba BesieHus . [IpuMephI TAKHX BCIIOMOTATe IbHBIX BEIECTB MOTYT
BKJIIOYaTh, HE OTpaHUYHBASACh UMH, Pa30aBUTENIH, CBA3BIBAIONINE BELIECTRA, HOCHUTEJIH,
HaNOJIHATE/H, CKOJIB3SIIHE BEIECTBA, CNIOCOOCTBYIONINE TEKYIECTH BEIECTRA,
3aMCIVIHTE]I KPUCTANNU3AIMH, PA3PLIXITUTENH, COTIOOHIN3ATOPEI, Kpacsllne
BCILIECTBA, PErynsITOpsl pH, NOBEpXHOCTHO-aKTHBHBIE BEIECTBA H/HIIH SMYJIBIATOPHI.

[lepopantrsie mpenapath uin JieKapcTBeHHbBIE PopMbl uHrHOUTOpa J{I111-4 B
COOTBETCTBHH ¢ 3TUM I/I306peTeHHeM MOTYT OBITH H3TrOTOBJICHBI B COOTBETCTBHH C
U3BECTHBIMH METOIAMH.

DapmaneBTHYeCKas KOMIIO3HIIUS HITH nekapcTBeHHas Gopma (Hanpumep,
nepopanbHas tabnerka) naru6uropa JII1-4 B cooTBEeTCTBUH ¢ BapHaHTOM
OCYIIECTBJIEHHSs A H300pETEHUS B Ka4eCTBE BCIIOMOTATENBHEIX BEI[CCTR (B
AOMOIHEHME K JCHCTBYIOIEMY BEIIECTBY) OOBIYHO MOXKET COZiepXkaTh, HallpUMep:
OZIMH UM GOJIbIIEEe KOJTHYECTBO pa3baBUTeleH, CBA3BIBAIOLICE BEILECTBO,
PasphIXJIHTENb, a TAKKE CKOJIB3AIIEE BEMECTBO, IPEANOYTHTENHHO KaXK/bIH, KaK
PacKphITO 3/1eCk HUXKe. B onHOM BapuanTe ocymecTBieHus, Pa3pBIXJIUTENIh MOXET
OBITH HEOOS3aTeILHBIM.,

IIpumeph noaxoasumx paz6aBureneii s coeqHHEHNH B COOTBETCTBHH C
BApHAHTOM OCYINCCTBJICHUS A BKJIIOYAIOT TOPOINOK IEJITION03HI, rugpogocdar
KaJbLiUA, S3pUTPATOIN, THAPOKCHIIPONHIILIEIUTION03Y ¢ HU3KOM CTENEHbIO 3aMelleHHS],
MaHHMTOJI, KJICHCTEPH30BAaHHBIN KpaxMall MM KCHIHTOI.

Ipumepsl monxonsmmx cKoNp3sMUX BEIMECTB LI COCTMHEHHUH B COOTBETCTBHH C
BAPUAHTOM OCYIIECTBICHAS A BKIIOHAIOT TabK, IOJM3THICHIIIUKONb, GereHaT
KanbLHd, CTeapaT KalbLus, THAPOT€HU30BAHHOE KACTOPOBOE MACIIO HITH cTeapar
MarHus.

[IprMepr! NoAXOASMUX CBA3BIBAIOLINX BELIECTB IS COCJIMHECHHH B COOTBETCTBUHU
¢ BapHaHTOM OCYLICCTBIEHHUS A BKIIOYAIOT KOMOBUAOH (KOTOIMMEPH3ATHI
BUHUJITHPPOIU/IOHA ¢ APYIHMH IPOM3BOAHBIMH BHHHIIA),
rHapoxcunponmiMeTunneunonaosy (I'TIML), ruapoxcunponuinesunonosy (I'TIL),
IOTHBHHUINUPPOIUAOH (IIOBUOH), KIE€HCTEPU30BAHHBIN Kpaxmaln, Ui

THAPOKCHIPOIHJILEIUTIONO03Y ¢ HU3KO# CTENIEHbIO 3aMele U (H-T'TIL).
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[TprMepsl NOAXOAAIINX Pa3PHIXJIHUTENEH /Uil COeJUHEHUH B COOTBETCTBHH C
BapHAHTOM OCYLUECTBJIEHHS A BKJIIOYAIOT KYKYPY3HBIH KpaxMaJll UM KPOCIIOBH/IOH.

IHoxxoasimye cnocoOsl H3rOTOBJIEHHS (MIEPOPANIBHBIX ) IPENApPaTOB HIIH
JneKapcTBEHHBIX ¢popM uHrubutopos J{I111-4 B cCOOTBETCTBHM C BAPHAHTOM
OCYILECTBJICHUS A H300peTeHUs NPeACTaBIIOT coO0i

e 1npamoe TabJeTHpOBaHUE aKTHBHOIO BEIIECTBA B MOPOIKOBOM CMECH ¢
NOJAXOJAINIUMH ECIIOMOIaTeIbHBIMU BEIIECTBAMHU TabJIETHPOBAHUS;

® TpaHyJIMPOBAHHE C MOAXOJAAIIUMHU BCIIOMOTaTEIbHBIMHU BEIIECTBAMHU U
nocjeayllee cMENUBAaHUE € MOAXOSIIIUME BCIIOMOTaTeIbHEIMH BEIIECTBAMH, 1
noclieaypuiee TabieTupoBaHUe, a TAK)XKEe HAHECEHUE TIEHOYHOTO MOKPBITUS; HITH

®  YKJAABIBAHHE IOPOIIKOBOM CMECU UJIM I'PaHyJI B KarCyJIbl.

[Toxxonsmumu cnocobaMu rpaHyTUpPOBaHHUS SIBJISIOTCS

®  BJIAXHOE I'DaHyJIMPOBAHHE B BHICOKONIPOU3BOJAUTENILHON MeIIaKe, 3a 9eM
CJIELYy€ET CYILIKa B [ICEBIOOKUXKEHHOM CJIOE;

® OJHOPCAKTOPHOE rpaHyJIUpPOBaHKUE;

® TIpaHyJHPOBAHHE B IICEBIOOXUKCHHOM CJIO€; HIIN

® CyXoe rpaHyJIHpOBaHHE (HalpuMep, OCPEICTBOM BalIbIIEBAHHS) C
NOAXOJAINMMH BCIIOMOTAaTENbHEIMU BENIECTBAMH, H MOCHIEAyIOee TabIeTHPOBAHHE
WJIM YKJIAJbIBAHUE B KaICYJIBI.

[IpuMepHEI# cocTaB (HanmpuMep, cepaneBUHb TabieTkn) uaruourtopa AIII-4 B
COOTBETCTBHH C BADMAHTOM OCYIIECTBICHUS A H300pETeHUs CONCPKUT MEPBHIH
pa3baBuTeNs MAHHUTOJ, KJICHCTEPH30BaHHBIN Kpaxmall B Ka4eCTBE BTOPOrO
pa36aBHUTENs C NOITOIHUTEILHBIMY CBSI3bIBAIOIAMHE XapaKTEPHUCTHKAMU, CBA3BIBAIOIIEE
BEIIECTBO KONOBHU/IOH, Pa3pBIXIHTENIb KYKYPY3HbIH Kpaxmall, a TaKk)Ke MarHus creapar
B KQYEeCTBE CKOJIB3SIIETO BELIECTBA; I7Ie KOMOBUIOH H/WJIA KYKYPY3HBIH Kpaxmain
MOTYT OBITh HeoOs13aTENbHBIMH.

Tabnerka unruburopa J{I111-4 B cOOTBETCTBHM C BAPHAHTOM OCYIIECTBICHHUSA A
U300peTEeHNs MOXET OBITh MOKPHITA MJIEHKOH, NPEAMOYTUTEIHHO MIEHOYHOE IIOKPHITHE
BKJIIOYAET ruApoKcHIIponriaMerunieionosy (I'MIMIL), nonustunenrnukons (119100,
TaJIbK, THOKCH]l THTAHA M OKCHJI )KeJie3a (HanpuMep, KpacHBIN W/UJiH XKETTHIMH).

Jia 6onee nonpoOHO# HHGPOPMaNMH O JIGKapCTBEHHBIX GopMmax, mpenaparax u

BBeaeHuH HHrubuTopoB JI1I1-4 B cOOTBETCTBHM € 3THUM HU300peTeHHEM, 0COOKIIl
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aKIeHT Je/1aeTCs Ha HayYHOM NIUTepaType H/UIH OMy6IHKOBAHHBIX IAT€HTHIX
AOKYMEHTaX, B HaCTHOCTH T€X, KOTOPhIE IPOUUTHPOBAHbI B 3TOM JIOKYMEHTE.

dapMaueBTHYECKHE KOMIIO3HIMH (UK IIpeTaparkbl) MOIyT OBITh yIAaKOBAHBI
MHOXCECTBOM c1nioco6oB. Kak npaBuno, npoaykr juis TPAHCIIOPTUPOBKH BKJIIOYAET OJHH
WM OOJIbIIIEE KOJHYECTBO KOHTEHHEPOB, KOTOPBIC COAEPKAT OHY UM OOsIbIIee
KOJTH4eCTBO (apMaleBTHYECKUX KOMIIO3UIIMH B noaxonsien popme. Tabaetkun
OOLIYHO YHAKOBBIBAIOT B 110X OIAIIYIO NEPBHYHYIO YIIAaKOBKY JUIs y00CTBa B
00palleH!A, TPAHCHOPTUPOBKH M XPAHEHHS H JUTS OBeceyeHus HaJexaniei
CTabUIILHOCTH KOMIIO3HIIHK NIPH IJIHTENBHOM KOHTAKTe C OKpyXKarouiei cpeoif Bo
BpeMsi XpaHeHHsi. IlepBUYHBIME KOHTEHHEpaMK 11 TaBIeTOK MOTYT OBITH (PJIaKOHBI
HIIA OJIMCTEPHBIE YIIAKOBKH.

[Moaxonsimuii pnakon, Hanpumep, IUisi papMaleBTUYECKOH KOMITO3HITHH HITH
KoMOnHanuu (Tabnetku), coaepxamuii uHrudurTop JI1-4 B cootBeTCTBHH C
BapHAaHTOM OCYIIECTBIEHUS A H306PETEHUS, MOXKET GBITh H3TOTOBJIEH 3 CTEKIA HIIH
nonuMepa (MPeANOYTHTENILHO NOMUIIPOIHIIEHA (TTIT) uam nonusTHIEHA BHICOKOMH
miotHocTH (I12-BIT)) u 3akpriBaThes 3aKpy4YHBaIOIIEHCS KPBIIKOH. 3aKpyyHBaromasics
KpBIIIKa MOXKET OBITh 0GecneueHa KpbIKoii ¢ GyHKIMeH 3amuTh! OT nerei (Hanpumep,
KPBIIIKOH CHCTEMBI HAXAaTh-TIOBEPHYTB) /IS OpENOTBPALIEHUS MIIH NIPENATCTBOBAHUS
AOCTYNa K COACPKUMOMY neTbMH. Ecitn 310 siBasteTcs Heo6x0auMbIiM (manpumep, B
PETHOHAX C BBICOKOH BJIaXKHOCTBIO), C TIOMOLIBIO JONOTHUTENBHOTO HCIIOIb30BAHMS
BJIATOIOTIOTUTEIS (TAKOT0, KaK HallpUMep, GEHTOHHTOBAS IJIUHA, MOJIEKYJISIPHbIE
CHTA, HJIM IIPENIIOYTUTENBHO, CHIHKATENb) CPOK FOJHOCTH YIAKOBAHHOI KOMITO3HIIHH
MOXET OBbITH MPOJIJIEH.

Hoxxonsmas 6iucrepras ynakoska, HanpuMmep, s GapmaneBTHYECKOMH
KOMIIO3HIHH HJIH KoMOHHanuu (Tabietku), comepxaineit uaruburop JAI1I1-4 B
COOTBETCTBHM C BADHAHTOM OCYIIECTBIEHAs A H306pETEHH, BKIIOYAET B Ce6S MK
COCTOUT M3 BepXHEH Pobr (KOTOpas MOKeT Pa3phIBaTHCS MOCPEJICTBOM TabJIETOK) U
HH)KHEH YacTH (KOTOpasi COLEPKHUT THE3NA [Is TabyieTok). Bepxusas ¢onbra moxer
TNIPECTaBIATE COO0H METATHYECKYIO GONBIY, B 4YaCTHOCTH ATIOMHHUEBYIO, HIIH
(onery U3 alOMHHHEBOTO CIIJIaBa (HampuMep, HMEIOLIYI0 TOJIHHUHY 20 MKM - 45 MKM,
MPEANOYTHTENBHO 20 MKM - 25 MKM), KOTOPYIO HOKDPHIBAIOT TEILIOU30THPYIOIINM
TIOJTMMEPHEIM CJIOCM C €€ BHYTPEHHEH CTOPOHBI (3aKpBIBaOLIAS cTopoHa). Huxuss
HaCTb MOXKET MPECTaBNATE COO0H MHOTOCIOHHYIO IONTHMEPHYO ¢oubry (Takyro, Kak

Hanpumep, nonu(Bunuaxnopun) (IBX), IIOKPBITYIO IONH(BUHHIHACHXJIOPHIOM)
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(IIBAX); unn I1BX domnery, 17aMHHUPOBAaHHYIO NOJH(XJIOPTPUDTOPITHIEHOM )
(IIXT®3)), unu MHOrOCIOHHYIO ITOTHMEPHO-METALIO-TIOJIHMEPHYIO QOJIbIY (TaKYyIO,
KaK HanpuMep, JlamuauposanHas [IBX/amomMuareBo/moiuaMuiHas KOMIIO3HIIHA
XoJjioaHoro ¢popmupoBanus). IlpuMepsl 6iMCTEpHBIX YIAKOBOK MOTYT BKJIIOYATh
alu/alu, alw/I1BX/nmonuBuannanerar conoaumep-akpuiat wim alu/IIBX/IIXTOD/TIBX
OJHCTEpHbIC YIaKOBKH.

Jns Toro 4ToOb1 00eCIeYNTh NTUTEAbHBIA IEPUOT XPpAHEHHS, OCOOEHHO B
YCJIOBHAX JKapKOro ¥ BJIAXHOTO KJIUMAaTa, [UIsl OJIMCTEPHBIX YIAKOBOK MOTYT
NPUMEHSATH JOTONHUTENBHYIO BHELNIHIOW 00EPTKY UJIM MEUIOYEK, H3TOTOBJIEHHBIE U3
MHOFOCJIOMHOM ITOJIMMEPHO-METAIUIO-TIOIUMEPHOH GONbIru (HampuMep,
JAMUHHMPOBAHHOH NOJHITUIEH/aTIOMUHUI/NONMUIPUPHON KOMITO3HIIHH).
JlonoTHUTENBbHBIN BIArONOTJIOTUTENb (TaKOU Kak, HanmpuMep, OEHTOHMTOBAs I'JIMHA,
MOJICKYJIIPHBIE CHTA, WJIU NPEANOYTUTENIbHO CHIUKArelb) B YKa3aHHOM yIaKOBOYHOM
MELIOYKE MOXKET €Ile OO0JIbIIE POATUTh CPOK I'OJHOCTH B TAKMX arpeCCHBHBIX
YCIIOBUSIX.

[IpoaykT MOXET JOTMOTHUTENIBHO CONEPIKATh ITHKETKY HIIH BIIOXKEHHYIO
HHCTPYKIHIO IO IPUMEHEHHUIO IIpenapara, KoTopass OTHOCUTCS K HHCTPYKITHSAM,
KOTOpPBIEe OOBIYHO BKJIAJBIBAIOT B CEPUIHBIEC YIAKOBKHU JIEKAPCTBEHHBIX CPEICTB,
KOTOPbIE MOTYT COJepKaTh HHYOPMALIHIO O OKA3aHHUIAX K IIPUMEHEHHUIO, IPUMEHEHHH,
J103ax, crnocobax BBEJCHHS, IPOTHBOMOKA3AHUIX K IPUMEHEHHIO H/HIIN
IpeNOCTEPEKEHMAX, KAaCaloIMXCsl IPUMEHEHUS TaKUX JIEKapCTBEHHBIX cpencTB. B
OJIHOM BapHaHTE OCYIIECTBICHHS, 3TUKETKA UM HHCTPYKLHS 110 TPUMEHEHHIO
npenapara yKa3plBaeT, YTO KOMIO3ULHS MOXET NPUMEHSITBCS JUIS JI00BIX IeIeH,
ONMHCAHHBIX 3/1€CH.

Yro KacaeTca IepBOro BapHaHTa OCYUIECTBICHHUS (BapUAHT OCYINECTBIEHHUA A),
TO JIo3a, KoTopas 0ObIYHO HeoOxoauMa ains uaruburopos JII1-4 , ynoMsaHyTHIX B
BapHMaHTE OCYILECTBIECHUS A, KOT/la UX BBOJST BHYTPHBEHHO, cocTaBiuser 0,1 mr -

10 mr. npegnoururenpso 0,25 Mr - 5 Mr, ¥ Korjja X HPUHAMAIOT IIEPOPAIILHO,
coctaniuseT 0,5 mr - 100 mr, npeamoututenso 2,5 mr - 50 mr unm 0,5 mr - 10 mr,
Oonee npeanoyTHTEAbHO 2.5 Mr - 10 Mr unm 1 Mr - 5 Mr, B kaxaoM ciyyae 1 - 4 paza B
JeHb. Takum obGpa3oM, HallpUMeEp, KOJUUIECTBO 1-[(4-MeTHA-XHHA30IMH-2-HI)METHII |-
3-meTHil-7-(2-6ytun-1-nm1)-8-(3-(R)-aMmuHO-nMNEpUANH- | -HJT)-KCAHTHHA, KOIJa 2r0
IPHHKUMAIOT NEepopalbHO, cocTasaseT 0,5 Mr - 10 Mr Ha manueHTa B J€Hb,

NPEANOYTUTENBHO 2.5 Mr - 10 Mr ui 1 MT - 5 MI Ha HalUEHTA B JEHb.
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JlexapcTBennas popma, U3roTOBNEHHAs ¢ IpHMEHEHHEM dapmaneBTHYECKOK
KOMIIO3HLIHH, conepxauieit uarudurop JIIMI1-4, ynmomsuyTsiit B BapuanTe
OCYIIECTBICHHA A, COACPKHT JeHCTBYIOIIEE BEIIECTBO B JHANA30HE /03, KOTODBI
coctanser 0,1 - 100 mr. Tax, HanpuMep, KOHKpPETHBIE JNO3UPOBKH 1-[(4-meTHI-
XHHA30MHH-2-un)metuin]-3-metun-7-(2-6ytun-1 -u11)-8-(3-(R)-amuHO-nMnepu 1un- 1 -
HJ1)-KCaHTHHA B I1€POPaNLHOM dopwme cocraBasiror 0,5 mr, 1 mr, 2.5 MT,

Swmru 10 mr.

Oco6biit BapuanT HHrUGHTOPOB I1I1-4 B COOTBETCTBHM C 3THM u3006peTeHHEM
OTHOCHMTCH K IIEpOPAJILHO NPHHUMAaeMbIM HHTHOHTOpaM JIIII1-4 | koTopsie
TepaleBTHIECKH 3P PEKTHBHBI IPH HU3KUX 103aX, HATIPUMED, [IPH J03aX IepopaybHO
NPUHAMAEMBIX HHTHOUTOPOB < 100 Mr uiu < 70 Mr Ha MalHeHTa B JeHb,
IPEANOYTHTENLHO < 50 Mr, 6osiee mpeanoyTuTensHo < 30 Mr mim < 20 Mr, naxe Goiee
IPeANOYTHTENLHO OT 1 Mr 10 10 Mr, B wacTHOCTH OT 1 MT 10 S Mr (B 9acTHOCTH 5 MT)
Ha TAIIHEHTA B JICHB (€CIIH 3TO ABNSETCS HCOOXOAMMBIM, pa3ieléHHbIX Ha | - 4
OZHOPA30BRIC N03BI, B YACTHOCTH | HiIK 2 OXHOPA30BbIE X03bI, KOTOPBIE MOTYT GBITH
O/IMHAKOBOM BEJIMYHHBI, IPEANOYTHTEILHO, KOTOPIE IPUHAMAIOT IEPOPAIBHO OJUH
pa3 HJH 1Ba pasa B ieHk (OoJiee NPeNOYTHTEILHO OAMH Pa3 B JICHB),
TIPEINIOYTUTEIBHO, IPHHUMAIOT B 11060€ BpeMs IHs, ¢ nuiel uin 6e3. Tak,
HAIpUMED, CXENAHEBHOC KOJHYECTBO NEPOPATbHO# 10351, cocTaBusromee 5 mr BI 1356,
MOKET IPUHUMATLCS CO CXEMOH NpuéMa OfMH pa3 B JeHb (T.€., 5 Mr BI 1356 ofun pas
B JICHb) HJIH CO CXeMOH mpuéma ABa pasa B 1eHb (T.e., 2,5 mr BI 1356 npa pasa B
J€HB), B JII000€e BpeMs AHS, ¢ MUUield WiK 6e3.

Jlo3a nefcTBYIOMMX BELIECTB B KOMOMHALIMA U KOMIO3HIHH B COOTBETCTBHH C
HaCTOAMHUM H300PETEHHEM MOKET BAPbUPOBATHCS, IIPH 3TOM KOJNHYECTBO
ACHCTBYIOUINX BEMIECTB HOJKHO ObITh TAKHM, YTOGHI MOy YT IO IXOASIIIYIO
JICKapCTBeHHYIO GopmMy. XoTs, BEIGpaHHas 103a ¥ BEIOpaHHAs TeKapCTBEHHAS dbopma
OyAyT 3aBHCETH OT XKEJNaeMOI0 TEPALIEBTHIECKOTO sddexTa, myTH BBEIEHHS H
IPOACIKXUTENBHOCTH JIeYeH s Jlnana3onsl 103 Jisi KOMOMHALMH MOTYT COCTABJISATh OT
MaKCHManbHOH IepEeHOCUMOH 03B! ISt OHOTO BEIIECTBA X0 GOJIee HU3KHUX 103,

Oco6o npeanoutnrensusii uarubutop JI111-4, na KOTOPHKIHA clegyeT oOpaTHTh
BHUMaHHE I10 CMBICIY 3TOTO H300pETEHUs, IPeACTaBNAeT coboi 1-[(4-MeTH -
XHHa30MMH-2-ui)MeTun]-3-metun-7-(2-6ytun-1 -un)-8-(3-(R)-amuHO-nunEpUAMH- ] -
HJT)-KCAaHTHH (Takxe U3BecTHHIH xak Bl 1356 uin nuHarmunTuH). BI 1356

AEMOHCTPUPYET BEHICOKYIO 3 (HEKTUBHOCTD, 24-49aCOBYIO POIOIKHTEILHOCTS
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JEHCTBHUS, a TaK)Ke IHPOKOE TepaneBTHIECKOe OKHO, Y NallMCHTOB, CTPaJaOLIUX
Ana0eToM 2 TuIIa, KOTOPBIE MONYYaoT MHOTOKpaTHbI€ NepopanbHble 1035l 1, 2.5, 5 pan
10 mMr BI 1356 onun pa3 B neus Ha npotsikenuu 12 mueit, Bl 1356 JEMOHCTPHPYET
OnaronpusTHbII hapMakoIHHAMHYECKHIi U (GapmMakoknHeTHYECKH npoduis (cMoTpH,
Hanpumep, Tabuuny 3 HIXE) ¢ GBICTPBIM AOCTHXEHHEM YCTOHYHUBOTO COCTOSHHUS
(HanpuMep, NOCTHXXEHHE MJIaTo KoHuenTpanuu (> 90 % xoHneHTpanuu
NIpEABAPUTENBLHON 0351 B I1a3Me KPOBHU Ha 13-if JI€Hb) MEXIY BTOPBIM H HSATEIM JHEM
JICHCHHUA BO BCCX NO30BBIX IPyNIax), HeOOJIBIINM HAKOILICHHEM (manpumep, co
CPC/IHHM 3HAYCHHUEM COOTHOLIECHUS HAKOILICHHUS Ra.auc < 1.4 B cniyyae 103 Beime 1 MT)
H COXpAaHCHHMEM IJIMTEIBHOIO NEHCTBUS B OTHOLICHHH uHruoupoBanus J[I1I1-4
(Hanpumep, ¢ nouTH nOMHBIM (> 90 %) unrubuposanuem JI111-4 IpH J103€¢ S MI' ¥

10 mr, T.€., 92,3 1 97,3 % HHTHOMPOBAHHA B YCTOHYHBOM COCTOSIHHH, COOTBETCTBEHHO,
1 > 80 % MHrHOMpPOBaHUS HA MPOTIKEHHUH 24-9aCOBOTO HHTEpBaja nocie nmpuéma
JIEKApCTBCHHOI'0 CPEICTBA), TAK)KE KaK U 3HAYUTEIHHOE YMEHbIIEHHE KoJiebanuii 2-
aCOBOTO MOCTHPAHANANEHOTO YPOBHS [IIOKO3HI B KPOBH Ha > 80 % (yxe Ha 1-ii nenr)
IpH 003¢ > 2,5 MT, M IIPH 3TOM 0611ee KONHIECTBO HEHU3MEHHOTO UCXOJHOTO
COCAUHEHHUS, KOTOPOE BRIBOAUTCS C MOYOH Ha 1-# JeHp, cocTaBnseT menbmre 1 %
IPHHSATOM 103Bl, U MOBHIIIAETCS He Gojiee yem IpUOIU3UTENBHO 10 3 - 6 % Ha 12-if
AcHb (NOYEYHbI KIIHPEHC CLR s cocTaBnsieT ot npubnuszurensHo 14 no
NpUOIH3ATENLHO 70 MII/MUH JUIS IPUHUMAEMBIX NEPOPANBHO 103, HAPUMEP, IS A03bI
5 MI' MOYeYHBIH KIMPEHC COCTaBIIsgeT npubnuszurensro 70 ma/mun). V monei,
CTpaliaromux quabetom 2 tuna, Bl 1356 nokazbisaer miane6o-nono6Hyro
6€3011aCHOCTL ¥ MEPEHOCHMOCTb. IIpu Hu3KHX K03aX, KOTOPBIE COCTABISIOT > § M,

BI 1356 ne#icTByer kak ucTHHHOE IIEPOpaTbHOE JICKAPCTBEHHOE CPEICTRO,
IIPHUHUMAEMOC O/IHH pa3 B A€Hb, C NOJHON 24-4acOBOii IPOJOJIKUTENbHOCTHIO
uHrubuposanus JI111-4. Ipu TEpalleBTHUCCKUX 3HAYCHHUSAX 103 1/ NpuéMa BHYTPb,
BI 1356 rnaBubBIM 06pa3om BHIBOIMTCS HCpe3 NI€UYEHB, H TOJIBKO B MaJIOH CTENEHH
(npubnusutensHo < 7 % npunaToi NEepopaabHOM 036I) NIOCPEACTBOM MOYEK. B
nepByro ouepens Bl 1356 BRIBOAMTCS HeM3MEHHBIM nocpeacTBoM xémuu. Opaxknus

BI 1356, xoTopas BeiBoauTCs IIOCPEACTBOM MOYEK, MOBBIIIAETCS TOJNHKO OYEHE
HESHAIUTENIBHO ¢ TEYEHHEM BPEMEHH M C MOBBILIEHHEM H03bI, TAK YTO, IIOXO0XE, HE
OyneT HeOOXOAUMOCTH MEHSTH no3y Bl 1356 na ocHoBanuu GYHKIHMOHHPOBaHUS
no4eK nmauueHToB. Hemodeunoe BriBenenue Bl 1356 B KOMOMHALIMK C €r0 HU3KHM

IIOTCHOHWAJIOM HAKONJCHUSA U IIIHpOI(I/Iﬁ 3amnac 6€30macHoCTH MOXET OBITH
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3HAYMTENBHBIM IIPEUMYINECTBOM /ISl MONYJISIIIMHM TAlHEHTOB, KOTOPhIE HMEIOT
BBICOKYIO PAacCIpOCTPAaHEHHOCTh [TOYEYHOH HEIOCTATOYHOCTH U JuabeTHUECKOM
HedponaTuu.

Taéauua 3: I'eomeTpudeckoe cpennee (rCpesee) U reoMeTPHYECKHH

ko3 dbunment Bapuaimu (rKB) dapmakoxkudgeTuueckux napamerpoB Bl 1356 B

YCTOHYHBOM cocTogHuH (12-i1 JleHs)

ITapameTp 1 mr 2,5 mr S mr 10 mr
rCpeanee rCpeanee rCpeanee rCpennee
(rKB) (rKB) (rKB) (rKB)

AUCy.24 40,2 (39,7) 85,3 (22,7) 118 (16,0) 161 (15,7)

[EMOIB U/

AUC s 81,7 (28,3) 117 (16,3) 158 (10,1) 190 (17.4)

[EMONB - u/n]

Cuake 3,13 (43,2) 5,25 (24,5) 8,32 (42,4) 9,69 (29,8)

[aMonB/n]

Cuaxe.ss 4,53 (29,0) 6,58 (23,0) 11,1 (21,7) 13,6 (29,6)

[EMOIIB/ 1]

tuaxe™ [4] 1,50 [1,00 - 2,00 [1,00 - 1,75 [0,92 - 2,00 [1,50 -
3,00] 3,00] 6,02] 6,00]

tuake.ss™ [4] 1,48 [1,00 - 1,42 [1,00 - 1,53 [1,00 - 1,34 [0,50 -
3,00] 3,00] 3,00] 3,00]

Ty, [4] 121 (21,3) 113 (10,2) 131 (17,4) 130 (11,7)

Hakonnenune 23,9 (44,0) 12,5 (18,2) 11,4 (37,4) 8,59 (81,2)

ty,, [4]

RA.Cmake 1,44 (25,6) 1,25 (10,6) 1,33 (30,0) 1,40 (47,7)

Ra.Auc 2,03 (30,7) 1,37 (8.2) 1,33 (15,0) 1,18 (23.4)

fep.24 [%0] HP 0,139 (51,2) 0,453 (125) 0,919 (115)

feq s [%0] 3,34 (38.3) 3,06 (45,1) 6,27 (42,2) 3,22 (34,2)

CLR.ss 14,0 (24,2) 23,1 (39,3) 70 (35,0) 59,5 (22,5)

[Mn/muH]

* cpenqHee 3HaUCHHE W JWANa30H [MHH-MaKc|
HP He paccunThiBaeTcs Kak G0JIBIIMNHCTBO 3HAYCHHH HIKE HHXKHETO Ipeesa

KOJIHYECTBCHHOI'O ONIPCACIICHUSA

IMockonpKy paznuuHble MeTabonuueckne GyHKIHOHAIBHBIE PACCTPOUCTBA JACTO
BO3HHKAIOT OJJHOBPEMEHHO, TO JOBOJIBHO Y4CTO TOKa3aHO KOMOMHUPOBATH P

pasIM4HBIX AEHCTBYIOMHKX BEIECTB APYT ¢ ApYroM. Tak, B 3aBUCHMOCTH OT
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ZHarHOCTHPOBAHHOIO (HYHKUMOHAIBLHOIO PACCTPONHCTBA, JIydLIME pe3yabTaThl TCUCHN
MOTYT OBITh MOJydeHbl, €ciiM HHTuOuTOp JAIII1-4 KOMOUHUPYIOT C OHUM WIIH
OOJIBIINM KOIMIECTBOM aKTHBHBIX BELIECTB, IIPUHSATHIX JUIS COOTBETCTBYIOLIMX
paccTpoMCTB, TaKuX Kak, HallpUMep, OJHO YUIM OOJIbLIEE KOJUYECTBO aKTHBHbIX
BELIECTB, BLIOPAHHBIX CPEAM JPYIHX NPOTHBOJHAOGETHIECKHX CPEICTB, B YACTHOCTH
aKTHUBHBIX BEILECTB, KOTOPHIE CHHXAIOT YPOBEHb caXapa B KPOBHU HJIM YPOBEHE
JIHIIU/IOB B KPOBH, MOBBIIIAIOT YpoBeHb JIBIT B kpoBH, cHHXAIOT apTepuanbHOe
JlaBJIEHUE HJIM IIOKAa3aHbl IPHU JIEYEHHH aTEPOCKIIEPO3a HIIA OXHPEHHS.

Wuruburopsr [I1-4 , ynoMsHyTHIE BBILIE - IOMHMO HX TIPHUMEHEHHS B
MOHOTEPAMHUH ~ MOTYT TAK)K€ IPUMEHSATHCS BMECTE C OJHHUM WA OOJIBIIUM
KOJHYCCTBOM JIDYTHX aKTHBHBIX BELICCTB, B PE3YJIbTATE YETO MOT'YT OBITh HOJTyYEHBI
Jy4ine pe3yibTaThl JieueHusa. Takoe KOMOMHUPOBAHHOE JIEYEHUE MOXKET
obecrieunBaThCS B KayecTBE CBOGOAHON KOMOHMHALMH BEIIECTB UIIU B BHIIE
GuKCcHpOBaHHOH KOMOWHALMH, HATIPEMED, B BHIE TAONETKH MK KaIcCyJIbl.
dapmaneBTHYECKHE TIpernapaTsl KOMIOHEHTa KOMOHHAIMH, HEO6XO0JUMBIE IS
YKa3aHHOTO, MOI'YT JINOO OBITH HOJTyYEHBl KOMMEPUECKHMM IyTEM B KaUeCTBE
(apmaneBTHUECKHX KOMIIO3HLIHUIA, TUOO MOTYT OBITh COCTABIIEHBI CHIENHATUCTOM B
JaHHOHM 06J1aCTH TEXHUKHU C IIPUMEHEHHEM TPATUIMOHHBIX CIIOCOO0B. AKTHBHbIE
BEISCTBA, KOTOPBIE MOTYT OBITh MOJY4YEeHHI KOMMEPYECKHUM IIyTEM B KQUeCTBE
(bapManeBTHYECKUX KOMIIO3UIKH, ONIMCARBl B MHOTOYHCIIEHHBIX HCTOYHHKAX B
Ipe/IIECTBYIONIEM YPOBHE TEXHHKH, HAIIPUMED, B IEPEYHE JIEKAPCTBEHHBIX CPEJCTB,
KOTOPBIi MosBiseTcs exeronso, "Rote Liste ©" denepaTuBHOro 00bLEAUHEHUS
(papManeBTHYECKOH IPOMBINLIEHHOCTH, HIH B €XKEroHO OGHOBISEMOM cOopHHKe
HH(OPMALAH U3TOTOBUTENECH O IEKApCTBEHHBIX CPEICTBAX PELEHTYPHOTO OTIyCKa,
u3BeCTHOM Kak "Physicians’ Desk Reference" ("HactonbHbiii cipaBounuk Bpava)".

[TpuMepaMu TpoTHBOANAOETHYECKUX KOMIOHEHTOB KOMOMHALIMH ABISIOTCS
MeT(OPMHH; CyTb)OHHIMOYEBHHBL, TAKHe KaK MIMGEHKIAMUA, TONGaTaMu,
TIMMENMPH, TJINIU3HI, ITTHKBUIIOH, TTHOOPHYPU U [IMKIIA3K/; HATeTIHHH/,
penariiMHAA; MUTHIJIHHUL; THA30JUAMHIHOHBI, TAKHE KaK PO3HITHTA30H U
NHOTINTa30H; MoayasTopel PAIIII-raMmma, Takue Kak MeTarnuaassl; arouuctel PAIIII-
raMma, Takue Kak, HallpuMep, pUBOTITIMTa30H, MUTOIIHTa30H, INT-131 u
Ganarnurason; antaronuctsl PAIIII-raMmma; Momy 1 TOpEI PAIlll-ramma/ansba, Takue
KaK Te3aryimrasap, MypariuTasap, ajaeriarasap, uaaeriutasap u KRP297;

monynsatopsr PAIIll-ramma/ansda/nenbra, Takue Kak, HaIpUMED, J0OETTHTA30H;
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AM®K-akTuBaTophl, TaKHeE KaK AICAR; HHTHOUTODEI anerui-CoA-kap6okcuiiaspl
(ACC1 u ACC2); unruéurops AHalMITTHIepHH-aneTHaATpanchepass (JIFAT);
aronuctsl GCRP Gera-kneTok nomkenynounoi XKEJIE3bl, TaKue Kak arouuctsl GPR119
(aronncTer SMT3-penenropa), Takue kak GPR1 19-aronuctsr 5-31un-2-{4-[4-(4-
TeTpa30J1-1-pm--d)eHOKcheTHn)-THa3on-2-Hn]-nnnepmmn-l-nn}-nnpanmH HIIH S-
[1-(3-u30mponnn-[1 ,2,4]()KcalII/Ia3OJI-5-HH)-HHHepI/IHI/IH-4-PIJIM€TOKCI/I]-2-(4-

METaHCY b GOHUI-HEeHU)-IHPH IHH; uHru6uropsl 118-HSD; aronucter FGF19 un
aHAaJIOTH; OJIOKATOPEI aiibha-rIII0KO3H/1a36bl, TAKHE KaK akap6o3a, Bornu6o3a u
MHUIJIATON; anb(a2-aHTarOHUCThI; HHCYJIHH U aHANOIH UHCYJIHHA, TAKHE KaK
HCIOBEUCCKUH MHCYIIMH, MHCYIIHH JTH3NPO, HHCYJIHH riy3unud, p/IHK-uncynun
acnapt, HIIX-nncynun, nucynun ACTEMHD, HHCYJIHH AETIydeK, HHCYJIHH TPETOmHI,
MHCYJIHH IUHK CYCTICH3HUs K HHCYJTHH IJIApTHH; JKeTyI0YHbIH UHI'HOMTOPHBIN IENnTH
(KUII); aMunmH ¥ aHANIOTH aMuIHHA (HanpuMep, NPaMIIMHTHI WU JTaBaJIMHTH]);
['TII-1 u ananoru I'TIT-1, Takue xak OKceHauH-4, HallpUMeEp, DKCEHATHU /I, DIKCEHATH T
LAR, nuparnyrun, Tacnornyruz, mkcucenatun (AVE-0010), LY-2428757
(II3T'mnuposanuas sepcus I° [I1-1), nynarmytun (LY-2189265), cemarnyrun uiu
andurnytux; uarubutops SGLT2, Takue KaK, HallpuMmep, ranariu(io3uH,
ceprumdaosun (KGT-1251), aTHUITUQIIO3HH, KaHATIU(IIO3UH, Unpariuio3uH,
TYCeOrnuIo3uH HiIH ToGoraupIo3ny; MHTHOHTOPbI IPOTEHHTHPO3UH-DOChaTa3bI
(Hanpumep, TpoayCcKBeMHH); HHTHONTOPBI TII0K032a-6-(ocdaTassr; MO Y JISITOPBI
¢pyxrosa-1,6-6uchocharaspr; MOZYJIATOPHI TJIHKOTeH(OCHOPHIA3bl; AHTATOHUCTHI
pelenTopa rioKkarona; HHruOUTOPBI dbocdoenonnupysarkapboxcukunazsr (DEIIKK);
HHTHOMTOPBI IHPYBATAETHIPOreHA3KHHA3DI (PDHK); uHru6uTOpSI THpO3UHKHHA3
(50 mr - 600 Mr), Takue kak KuHAa3a peuenropa TOP (cm. EP-A-564409, WO 98/35958,
US 5093330, WO 2004/005281, a Taxxe WO 2006/041976) unu xuna3ml
CEepHHA/TPEOHHHA; MOJYJISATOPHI TTIIOKOKMHA3BI/PETYISITOPHOrO Oelka, BKII0Yas
aKTHBATOPHI I'IIOKOKMHA3bl; HHTHOUTOPEI TTAKOT€HCHHTA3bIKAHA3BI; HHIHOHTOPBI
coaepxameit roMen SH2 unosuron 5-pocdarassr tuna 2 (SHIP2); uaru6uropsr IKK,
TaKHe KaK BHICOKOO3UPOBAHHBIN CAMIIMIIAT, HHrHOnTOpEl JNK1; Huruéurops:
npoTeunkuHasbl C-Tera; 6eTa-3-aroHUCTEI, TakHe Kak putoberpon, YM 178,
cosaberpoH, Tanuberpos, N-5984, GRC-1087, padaberpon, FMP825; HHTHOUTOPHI
albloCepeayKTaskl, Takue kak AS 3201, senapecrar, ¢unapecrar, snanpecrar,
pannpecrat, NZ-314, CP-744809, a taxxe uHrubuTopsl CT-112; SGLT-1 win

SGLT-2; uaruburops! xkanazos KV 1.3; Moxynsropsr GPR40, rakue kax, HanpuMep,
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[(3 S)-6-({2’,6"-‘Z[I/IMCTI/IH-4’-[3-(MeTI/I.IlchIB(l)OHHH)HpOHOKCH]fSI/I(l)eHI/IH-3—
pm}MeTOKCH)--ZZ,3-nHanpo—1-66H30d)ypaH-3-Hn]yxcyCHaﬂ KHCJIOTa; HHTHOUTOPHI
SCD-1; aataroructel CCR-2; aroHHCTH JONaMHHOBLIX penentopoB (OpoMOKPHIITHHA
Mesuiar [Iukiiocer]); 4--(3-(2,6-,ZII/IMeTI/IJ'I6eH3H.HOKCH)(‘l)eHI/IJI)-4-0KC06yTaHOBaH
KUCJIOTa; CTUMYISATOPEI CUPTYUHA; U Apyrue uHruburops: JIIII IV.

Merpopmun 06b14HO naroT B 103ax, BapbUPYIOMHUXCHI OT Npubnusurensuo 500 mr
no 2000 mr, Bniots 10 2500 Mr B aeHb, ¢ NPUMEHEHHEM Pa3TMYHBIX CXEM NpHEMaA OT
npubmusurensao 100 Mr no 500 mr, wiu 200 Mr - 850 mr (1 - 3 pasa B nens), unu
npudausutensHo 300 mr - 1000 mr ogun pa3 uiin Ba pa3a B JI€Hb, HJIU MET(HOPMHUH ¢
OTJIOXKEHHBIM BBICBOOOXAEHHS NAIOT B 103aX, COCTABJISIONIMX npubauzurensuo 100 Mr
- 1000 mr unm npeanoututensuo 500 mr - 1000 MT, OTMH pas WJIM JBa pa3a B J€Hb,
W npubnusutTensao 500 mr - 2000 Mr onuH pa3 B ieHb. OTAENbHBIC T03MPOBKU
MOryT coctasuats 250, 500, 625, 750, 850 u 1000 mr THAPOXJIOpH A MEeTHOPMHUHA.

Jlo3a nuoriuTasoHa 06bLIYHO COCTABISET npubiusutensyo 1 - 10 mr, 15 mr,

30 mr, wnu 45 Mr oMH pa3 B IeHb.

Posurimurazon 061910 naroT B 103ax o1 4 10 8§ MT onMH pa3 (MJIH pa3ieidioT Ha
ZiBa pa3a) B AeHb (0OBIYHEIC JO3MPOBKH COCTABISIOT 2, 4 1 8 MT).

I'mabenxnamun (rnmubypua) o6bIMHO JAIOT B 103aX OT 2,5 -5 10 20 Mr oauH pa3
(4n¥ pasnensioT Ha Ba pa3a) B AeHb (0OBIYHBIE JO3HPOBKH COCTABIAIOT 1,25, 2,5 1
5 Mr), HJIM MAKPOHHM3HPOBaHHbBIH FIMGEHKIAMI B noszax ot 0,75 - 3 go 12 Mr oaun pas
(MR pasjiesgroT Ha JBa pasa) B ACHb (OGBIYHBIE JAO3UPOBKH COCTaBNSAOT 1,5, 3,4.5u 6
MT).

I'manusun 0661400 faroT B no3ax or 2,5 10 10 - 20 mr OxuH pa3 (unu g0 40 mr
Pa3JCISIOT Ha [IBA pa3a) B IeHb (0OBIYHBIE JOSHPOBKH COCTABIISIOT 5 i 10 MT), 1JIH
TIHOCHKIIAMHUJL ¢ TIPOJIOHTUPOBAHHBIM BHICBOOOXKICHHEM JaroT B Ao3ax ot 5 g0 10 mr
(mo 20 Mr) oauH pas B AeHb (06bI9HBIE AO3UPOBKH COCTABIAIOT 2,5, 5 u 10 Mr).

I'mumenupu 06619HO naroT B 103ax o7 1 - 2 10 4 Mr (o 8 Mr) oxun pa3s B n1eHb
(06brunBIE TO3UPOBKHE cocTaRIsIOT 1, 2 u 4 MT).

JBOHHYI0 KOMOHHAIMIO rinbeHknamuia/MeTHOpMHHA OOBIYHO JAFOT B 103aX OT
1,25/250 onun pa3 B nens no 10/1000 Mr apa pa3a B 1eHb (0OBIYHBIE TO3UPOBKY
coctasisror 1,25/250, 2,5/500 u 5/500 MT).

JIBOiHYI0 KOMOHHAIHIO runu3uAa/MeThopMuHa 0OBITHO JAIOT B 033X OT
2,5/250 no 10/1000 mr aBa pasa B geHb (0ObIYHBIE TO3HPOBKH COCTABIAIOT 2,5/250),

2,5/500 u 5/500 wmr).
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JBoliHyI0 KOMOMHANKIO rITUMenHpuIa/MeTGOPMHEHA OOBIYHO AAIOT B H03aX OT
1/250 mo 4/1000 mr nBa pasa B J€Hb.

JBOHHY10 KOMOMHAINIO PO3UTIINTA30HA/TJIMMENIHPHIA OOBIYHO AAIOT B J03aX OT
4/1 onuH pas unu 1Ba pasa B JeHb 10 4/2 MT /Ba pasa B JeHb (OOBIYHEIE JO3UPOBKH
cocraBasior 4/1, 4/2, 4/4, 8/2 u 8/4 mr).

JIBOHHYI0 KOMOMHAIHIO NHOTJINTa30HA/TIUMENUPH/IAa OOBIYHO JAIOT B 033X OT
30/2 no 30/4 Mr onuH pa3 B 1eHb (00bIYHbIE JO3UPOBKH cocTaBisioT 30/4 u 45/4 mr).

JIBoiHY0 KOMOMHAIHNIO PO3UTIINTAa30HA/METGOPMHUHA OOBIYHO JAIOT B 033X OT
1/500 mo 4/1000 mr nBa pa3za B n1eHb (06BIYHBIE JO3MPOBKHU cocTaBisioT 1/500, 2/500,
4/500, 2/1000 u 4/1000 mr).

JBoiHY10 XOMOMHAIMIO THOTTHTa30Ha/MeTHOPMHUHA OOBIYHO JAIOT B A03aX OT
15/500 oun pas uiu ABa pasa B JeHb 10 15/850 Mr Tpu pasa B 1eHb (0OBIUHBIE
COJIEPIKAHUS TO3UPOBKHU cocTaBiusiOT 15/500 u 15/850 mr).

HecynbponnamMoueBUHHBIH CTUMYIATOP CEKPELUN MHCYIMHA HATETTHHAL
00bIYHO aroT B 103aX oT 60 5o 120 Mr Bo BpeMs npuHsaTHs nuHU (10 360 Mr/neHb,
0OBIYHBIE T03UPOBKH cOCTABIAIOT 60 1 120 Mr); penariuHEA 0OBIYHO JAIOT B A03aX OT
0,5 10 4 Mr BO BpeMs IPHHATHS NHINH (10 16 Mr/neHb, OOBIYHBIE TO3HPOBKH
coctaBistoT 0,5, 1 1 2 mr). JIBoliHas KOMOMHANMS penarauHuIa/MeTPOPMUHA
JnocTynHa B go3uposkax 1/500 u 2/850 mr.

Axkap603y 00BI9HO JaIOT B J03aX OT 25 10 100 Mr BO BpeMs NPHHSATHS IHIIH.
Murnuron o6e4H0 gatOT B 103ax 0T 25 10 100 Mr BO BpeMs IPUHSATHS ITHIIH.

[IppMepamu KOMIIOHEHTOB KOMOHHALMH, KOTOPbIE CHHXKAIOT YPOBEHD JIHINIOB B
KpOBH, SBJsA0TCA UHrub6uTopsl HMI'-CoA-penykTassl, Takue KaKk CHMBAacTaTHH,
aTOpPBACTATHH, JIOBACTATHH, (JIyBACTATHH, IPaBAaCTATHH, NUTABACTATHH H
posysacTaTuH; ¢ubpaThl, Takue Kak 6ezadubpar, hpenopubpar, kiopubpart,
rempubpo3ui, stobudbpat u 3TobUIITHHKIOUOPAT; HUKOTHHOBAS KHCIIOTA U €&
[IPOX3BOJHBIE, TAKKE KaK allMNUMOKC; aroBucTsl PAIlIl-annda; aronucter PAIIII-
JeNbTa, Takue Kak, Hanpumep, {4-[(R)-2-3tokcu-3-(4-rpudropmerun-GpeHokcH)-
IPONHUIICYIbPaHNII]-2-METHII-QEHOKCH } ~YKCYCHas KHCJIoTa; aroHUcTEl PATIII-
anba/nensTa; KHrHOMTOPHI allMI-KopepMeHTa A :XoJlecTepuHAIMITpaHCchepashl
(ACAT; EC 2.3.1.26), TakHe Kax aBa3uMu0; HHTHOUTOPHI BCACHIBAHUS XOJIeCTepHUHa,
TAKHE KaK 33¢THMHO; BEeIecTBa, KOTOPbhIE CBA3BLIBAIOTCS C XEIUHOM KHCIOTOH, TaKHe
KaK XO0JeCTHPAMHH, KOJECTHIION U KOJIECEBEJaM; HHTHOUTOPHI IEPEHOCa KETYHOM

KHCJIOTBI; aKTUBHEIE BellecTBa, Moaynupyromue JIBII, takue kak D4F, o6partusriit D4F,
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AKTUBHBIC BElCCTBA, MoLynupytomue LXR, n akTHBHBIE BellecTBa, MOAYIHPYIOLIHE
FXR; uarnburopsr CETP, Takue kak Topuerpanu6, JTT-705 (nannerpanu6) wiu
coeaunenue 12 u3 WO 2007/005572 (ananerpanu6); MonyJATopsl penentopa JIITHII;
HHrubuTopsl MTP (Hanpumep, nomutanuy); 1 anTucMbiciiosas PHK ApoB100.

/losa aropsacratina 06b19HO cocTaBiseT oT 1 Mr 10 40 M wid 10 Mr - &0 mr
OJHH pa3 B JIeHE.

IIpumMepamMu KOMIOHEHTOB KOMOHHAIMH, KOTOpbIC CHUXKAIOT apTepHaibHOe
AaBIICHHE, ABIAIOTCS OeTa-010KaTOPHI, TAKKE KAK ATEHOOI, 6ucomnposon,
UEMIIPOJION, METONPOIIOJ 1 KapBEIHION; ANYyPETHKH, TAKHE KaK MHIPOXIOPTHA3HI,
XJIOPpTaliuJ0H, KCHHaMHU ], (1)yp03eMI/III, INUpeTaHU g, TOpaseMHun, CIIHPOHOJIAKTOH,
SUPCICHOH, aMHU.TOPH/I X TPHAMTEPEH; 6I0KATOPBI KAHAIOB KaNbLUs, TAKHE KAK
aMIIOINNIUH, HU()EAUTIUH, HATPECHAMIHH, HH30JIJHIIHH, HUKapIUIUH, QeIOAUIINH,
MAUHAUIHH, ICPKaHUIU/IMH, MAHHTHIIMH, HCPAIHIINH, HUIBaIUITHH, BEPaaMuI,
TaJlJIonamMuil 1 THITHA3eM; HHTHOHTOpHI AII®D, Takne Kak paMunpm, JTU3UHOIIPHIT,
HHJIa3alphil, KEMHAIPHIL, KaNTONPHII, SHANANDPHUI, GEHa3enpuil, epHHIOIPHUIL,
(hO3MHONIPHII M TPAHAONANPHIL; @ TAKKE 0JIOKAaTOPBI PeLEeNTOPOB aHTHOTEH3HHA 1]
(BPA), Takue xax Tenmucapran, kangecapras, BaJicapTaH, jiocapTas, upbecapras,
OJIMECapTaH, a3d/ICcapTaH ¥ 3MpocapTaH.

Ho3a Tenmucaprana o6bruHO cocTaBuseT oT 20 Mr 10 320 Mr wiu 40 Mr - 160 mr
B JIEHb.

Ilpumepamy KOMIOHEHTOB KOMOHHANNH, KOTOpbI€ NMOBRIMAT ypoBeHb JIBII B
KPOBH SABJIAIOTCSI HHTUOUTOPHI TPAHCIIOPTHOTO Gejika XOJIECTEPUHOBBIX 3QHUPOB
(CETP); uHTHOMTOPBI SHAOTENHATEHOMN JTHNIA3HI; perynaropet ABC1; anTaroHucTsl
LXRanb¢a; aronncter LXR6eTa; aroHHCTHI PAIIIl-ngenbra; perynsaropsr
LXRansda/bera, a Takke BemecTsa, KOTOPBIE MOBBIIAIOT 3KCIIPECCHIO H/UIH
KOHIICHTPALMIO B IJIa3M€ KPOBH allOJIUNPOTeHHA A-I.

[Ipumepamu KOMNOHEHTOB KOMGHHAIMHT IS JICYECHUS 0XXHPEHUS SIBISIOTCH
cuOYTpaMHUH; TeTparuaApoNnICTaTHH (opiucTar); anu3uM (LEeTHIMCTAT);
JeKcpeHIrypaMut; aKCOKMH; aHTarOHUCThI KaHHAOMHOUHBIX PElenTOpoB 1, Takue
Kak autaronuct CB1-penentopos puMono6anT; antaroauctst MCH-1 PEUENnTOPOB;
aroHuctel MC4 penenropos; antaronuctsl NPYS u NPY?2 (HanpuMep, BeTHENIEPHUT);
aroHuctel 6era3-AP, takue kak SB-418790 u AD-9677; aronuctel SHT2¢ penenropa,
Takue kak APD 356 (1opkaseprH); ”HIHGUTOPHI MHOCTATHHA; Acrp30 ¥ aTUNIOHEKTHH;

HHrubuTopsl creapon-CoA mecatypassi (SCD1); uHrUOHTOPH! CHHTA3BI XHUPHBIX
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kucnor (CXKK); aronucter CCK penentopos; Mooy asaTops: PELEnTOPOB I'peINHA;
Pyy 3-36; anTaroHUCTBI PelENITOPOB OPEKCHHA; @ TAKKE Te30(EHCHH; TaKKe KaK U
ABOHHBIC KOMOMHANKMHK 6yIPONIHOH/HANTPEKCOH, GYIPONHOH/30HUCAMHU,
TONMpaMaT/QpeHTEPMHH U IPAMIHHTH//METPETCHTHH.

IIpuMepaMy KOMIOHEHTOB KOMOMHALMH IS JIEUEHHS] aTepocKJIepo3a SBJISIOTCS
HHTHOUTOPBI Qocdonunasst A2; HHTHOUTOPHl TUPO3HH-KHHA3 (50 mr - 600 Mr), Takue
Kak kunasa penentopa TOP (cm. EP-A-564409, WO 98/35958, US 5093330,

WO 2004/005281, a taxxe WO 2006/041976); anrurena oxkuciennsix JIITHIT u
BakuuHbl okucneHubx JIITHIT; apoA-1 Munan; ASA; u uHrubutopsr VCAM-1.

Kpome Toro, onpenenennsiit uurubutop JAIII1-4 B COOTBETCTBHH C 3THM
M300pETEHHEM MOXKET IIPHMEHATHCS B KOMOWHAIMH C cyoctparom JIITI1-4 (B
1aCTHOCTH € NPOTHBOBOCTIAMUTENIBHBIM cyOcTpart JTII1-4), koTophlii MOXeET OBITH
Apyrum, uyem I'IIII-1, nas neneit B COOTBETCTBHY ¢ HACTOSLIIMM U300peTeHHEM, TAKHE
cybcrparst JII1I1-4 BKII0YAIOT, HAPEMED - He OrPaHHYMBAACH UMH, OJJHO WIH Gojee U3
CIEIYIONIETO:

Hukpetunsi:

I'mokaron-nono6Hsii nentua (I'TIIT)-1

I'nrox03aBMCHMBI HHCYJIHHOTPONHBIH HENTH (I'"tn

HeilipoakTupHbIE:

Cy6crannus P

Hetiponentun Y (NPY)

Ilentun YY

DHepreTHYeCKUuil rOMeocTas:

['TITT-2

[Iponakruu

[lentun, akTuBUpyrOmKii aleHUIaTUNKIAa3y THIO(H3A (PACAP)

Hpyrue ropMoHsbI:

PACAP 27

Anba nenb XOpHOHHYECKOIr0 TOHAI0TPOIHOr0 FOPMOHA YeIOBeEKa

DaKTOp, CTUMYIHMPYIOIHH BECIEHHE TOPMOHA POCTa (GHRF)

Anbga nens JOTEHHAZAPYIOWIETO FOPMOHA

NHcynmanonono6nblii paxrop pocra (MPP-1)

CCL8/s0Takcun

CCL22/maxpodaranbuplii XeMOKHH
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CXCLY9/untepdepos-raMMa-uH Iy IHPOBAHHBIA MOHOKHH

XEeMOKHHBI:

CXCL10/unTepdepoH-raMma-uHIYyIHPOBAHHBIA HPOTEUH-10

CXCL11/unTepdepoH-uHAYIUOCIBHBIN XeMOATTPAKTaHT T-KJIETOK

CCL3L1/ nzodopma makpodaranpHoro 6enka Bocrnanenus laibda

LD786eTa

CXCL12/ dakrop cTpoManbHbIX KJIeTOK 1 anbda u 6eTa

Hpyrue:

DHKedanuubl, racTpHHOCBOOOXK AN NENTHI, BA30CTATHH-1,

NeNnTU] TUCTHAMH METHOHHH, THPOTPONHUH anbda

JIOTIOTHUTEILHO, HIIM KPOME TOTO, onpeeseHHbIH naruburop JII1-4 B
COOTBETCTBHH C 3THM H300PETEHHEM MOXET IPUMEHATHCHS B KOMOHHAIINK C OJHHUM HJIM
OO0JILIIMM KOJIMYECTBOM aKTHBHBIX BEIECTB, KOTOPBIE IIOKA3aHbI IPH JICYCHHH
He(pponaTHH, HAIPUMEp, TAKHX KakK, BHIOpPAaHHbIE U3 JHYPETUKOB, HHTHOUTOPOB AlTD
u/unv BPA.

JlOnOIHHATENBHO, HIH KPOME TOTO, OnpeesieHHbIN uHrubutop JI1I1-4 B
COOTBETCTBHUH C 3TUM H300pETEHHEM MOXKET MPUMEHATHCS B KOMOMHALMM C OJHUM HIIH
OO0JIbIIMM KOJHNYECTBOM aKTHBHBIX BELIECTB, KOTOPHIE MIOKA3aHEI IIPH JICYEHHH KIIH
NpopUIaKTHKE CEPAEYHO-COCYUCTHIX 3a001eBaHUN HIIH OCIIOXHEHUH (Hanpumep,
OCHOBHBIX CEPAEYHO-COCYAUCTBIX OCIOXKHEHHH).

Kpome Toro, Heobs3aTenbHO B IONONHEHHE, OnpeaesieHasiit narubutop J[111-4 B
COOTBETCTBMH C 3THM H300pETEHUEM MOXXET IPUMEHITHCS B KOMOUHALIUY ¢ OJHUM KU
O0JIBIIMM KOJTHYECTBOM aHTHArPEraHTHBIX CPEJCTB, TAKMX KaK, HallpUMep,
(MM3K0/T03MPOBAHHBIN) aCITHPUH (ALETHICATHIINIOBAS KHCIO0Ta), ceneKTUBHEIH [[OI'-2
WM HecesleKTUBHbIH uHrHOuTop LOT'-1/LOI'-2, unu uaruburtop AJI®-penentopa,
TaKOH KaK THCHONMPUIUH (HANpUMeEp, KIOMUJOTPel UITH IIPa3yrpet), 3JHHOTPe Nl Uil
THKarpeaop, Wiy aHTarOHKHCT PEHENTop TPOMOUHA, TaKo# Kak Bopamakcap.

Tem He MeHee Gosiee TOro, He00A3aTENBHO B JONOJIHEHHE, OIIPEeIEHHbIH
uaruburtop JII1I1-4 B cOOTBETCTBHH € 3THM H300PETEHHEM MOXET NPHUMEHATHCS B
KOMOHHAIMH C OIHUM HJIH OOJBIIUM KOJHYESCTBOM aHTHKOATYISHTOB, TAKHX Kak,
HalpuMep, renapuH, KymapHuH (Takoi kak BapgapuH uin GeHIpOKyMOH),
neHracaxapuaHbli MBruouTop dakropa Xa (Hanpumep, GoHAaANAPHHYKC), UIIH IPAMON

HHTHOMTODP TPOMOHHA (TakoH Kak, Hanpumep, naburarpan), win HHruOuTOp daxTopa
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Xa (Tako# Kak, HallpuMep, puBapokcaban UM anuKcabaH, IK n0cabaH, Win
oTtamucadas).

Tem ne menee Gonee Toro, He0Os3aTEALHO B AONOJHEHHE, ONPEAeIe HHbII
uHruduTop JIII1-4 B COOTBETCTBUH C ITUM H300pETEHHEM MOXKET IPUMEHSATHCS B
KOMOWHAIHH € OJJHAM HIIH OOJIBIIMM KOJHYECTBOM BEIIECTB JIS JIEYEHUS CEPACUHON
HEeOCTATOYHOCTH (TaKUX KaK, HanpuMmep, ynomsayteie B WO 2007/128761).

Hacrosimee u3oOperenne He TOJKHO OrPaHHYHBATHCHA B 06 beMe KOHKPETHBIMH
BapHaHTaMM OCYIICCTBJIEHHS, ONUCAHHBIMHU 3/1ech. Pa3inuunbie Moaudukanuu
H300peTeHUs B IONOJIHEHNE K T€M, KOTOPHIE OIMMCAHBI 3/1€Ch, MOTYT OBITH OUYEBUIHBIMH
JUIsL CICHATMCTOB B JAaHHOH 00JIaCTH TEXHHUKH, HCXO/S U3 HACTOAILEro OMUCAHUS.
[Ipennonaraerca, 4To Takue MOJU(PUKAIMH MOANANAIOT N0 O6BEM IPHIIOKEHHOH
dbopMyIbl H306peTeHHUS.

Bce 3asBkM Ha nonyyeHHe NaTeHTa, MPOIMTUPOBAHHEIE 3/IECh, BKIIOUEHBI TAKHM
00pa3oM NOCPEIICTBOM CCBUIOK BO BCE HX IIOJHOTE.

YMenbmenue NOBPexKIACHU MOJOUUTOB; JKCIPECcCHs NOAOKATHKCHHA KaK
MapKepa eJOCTHOCTH MOJOIHUTOB:

OKCNMPECCHID NON0KATHKCHHA aHATH3HPOBAIHU 110CPEACTBOM HMMYHOTHCTOX AMUH
C IIPUMEHEHHEM NOJOKAINKCHH-cnenudpuieckoro anturena. Cpessl OYeK caMIioB
anaberuveckux db/db mpimeii (Bo3pact 10 Henenpb B Ha4aue HCCIEIOBAHUS, H KOTOPBIX
JICYHIIH HA NPOTAKEHUH 3 MeCAlEB) aHATH3UPOBAIU B CIIEAYIOMIHUX TPYNIaX:

Huabetuyeckuit konTposb (n=10), TuHarnunTHH 3 MI/Kr (n=8), SsHajtanpui
20 mr/xr (n=10) ¥ reTepo3UroTHHIE MBIIIH KOHTPOJIBLHOH rpymnsl (n=8).

Bce onieHKM HHTEHCHBHOCTH OKpAlIMBaHKs KIYOOUYKOB BBIIONIHANU IPH
npub.IMXEHHOM OUEeHKe NBYMsI pa3HBIMH CIIEIMaINCTAMU B 00JIACTH TIATOJIOTHH I10YEK,
JUIsL KOTOPBIX MHKPOCKOIIMUECKHE HCCIEI0BAaHUS ObLTH 3aMacCKHPOBAHHBIMH.

IlpenBapuTeNnbHO 3a1aHHBIM IPaMeHT IKaIbl OlUeHKH cocTasiusan 0, 1, 2, u 3.
IIpu 210M 0 0O3Ha4aeT OTCYTCTBHE SKCHPECCHH, ¥ [IPH 3TOM 3 03HAYAET HAUOOIBIIYIO
skcnpeccuro. CpeHue 3Ha4eHHUs TPYNIBI CPABHUBAIU C HENIAPAMETPHYECKUM
kputTepueM. 3HaueHUS P MeHee ueMm 0,05 cunTanuch CyliecTBEHHBIMH.

®urypa 1 1oKa3pIBaeT IKCIPECCHIO NOJOKAIHKCHHA B KAUECTBE MapKepa s
LENOCTHOCTH MOAOUMTOB y nuabetndyeckux db/db Mepimeit, KOTOpPBIX neunu
JAMHArIMOTHHOM, SHAJIANPHIIOM HIIH IJanebo, U y 340pOBBIX MEIIEH KOHTPOJIbHOI

CPYHIIBL.
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YkasanHoe uccinenopanue db/db Mprmeit ocymecTBasiercs JUis MOATBEP¥ ACHIS
KOHIIENIIMH (KpaTKoe OITHCAHHE CMOTPH HUXe) O TOM, UyTo uHrubuposanue JI11-4
MOXET NPEJI0XKUTh HOBBIN TeparneBTUUECKUH MOIXO0 JJIS JIeUeHHUS
OPOTEUHYPHUYECKUX 3a00JIeBaHUM, CBSI3aHHBIX C IIOBPEXACHHUEM ITOIOIUTOB.
VYka3zaHHO€E HCCIIeJOBaHKUE ICHO IEMOHCTpUpyeT, yTo uHrnourop JAII1-4 nunarnuntud
3HAYUTENIBHO CHHIXKAET NOBPEXACHUE II0JJOIUTOB B INIFOKO3€ B CHIBOPOTKE KPOBH Y
db/db mplimeit, He3aBUCUMBIM 0O6pa3zoM (Dur. 1). [loBpexeHre MOAOLUUTOB
ONpeAessA0T IIOCPEeACTBOM OKpalluBaHUsl MOJOKaTHUKCHHA. [10JOKaIMKCHH,
CHAJIONIMKONPOTEHH, CYUTAETCS OCHOBHBIM COCTABJISIIOIIUM TJTUKOKAJIHMKCA MOMXOMKTOB.
On sBysercs uneHom CD34-cemeiicTBa TpaHcMeMOpaHHOro cuanomyinuua. On
IOKPBIBAET BTOPUYHBIE OTPOCTKH THUIA HOXEK NOAOUUTOB. OH SBJISETCS OTPHIIATEIHLHO
3apsA>KEHHBIM H, TAKUM 00pa3oM, yAEPKUBAET COCEIHHUE OTPOCTKH THIIA HOXEK
OTZAEJIBHO APYT OT JIpyra, HOAJEpXKHUBas TaKUM 00pa3oM meind QUIbBTPAIHH MOYH
OTKPHITHIMU. Y Ka3aHHas QYHKIUSI, KPOME TOTO, TIOATBEPKIAAETCS C IOMOIIBIO
HCCIEeN0BAHHH MBIIIEH C BBIKJIIIOYEHHBIM I'€HOM, KOTOPbIC BBISIBUIIH €r0 CYHIECTBEHHYIO
poJib B MOpdoreHese NoXOMUTOB.

HedponporekTnBHOE geiicTBHE JHHATIUNITHHA; 3alIHTA OJOHTOB:

Jnabernyeckas HedponaTus npeacrasisger coO00i OCHOBHYIO IPHUYHHY
TepMHHAJIBHOH CTAJUHU MOYECYHON HEJIOCTATOYHOCTH. Y Ka3aHHOE HCCIIEI0BAHUE
yCTaHaBJIMBAJIO JCHCTBUE JIMHATJIMITHHA Ha AUabeTHYECKYIO0 HepOomaTHIO B
CepBbE3HBIX CIIyyassX HHCYNHH-pe3UCTEeHTHBIX db/db MbllIei cTapinero Bo3pacra B
KauecTBe Mozemnu ais guabetnueckoi Hepponatuu. Camnos auaberndeckux db/db
Mbluei (10 Hexens) pasnensiu Ha 3 TPYNNBI U JICYUIIH Ha MPOTSKEHUU 12 Hezenb ¢
npuMeHeHueM mnanebo (n=10), nuHarnuntuda 3 Mr/xr/nensp (n=8), uinu HHrubuTopa
aHTrMOTeH3MH-npeBpamaiero pepment (AIID) snananpuna 20 mr/kr/aens (n=10).
I'eTepo3urorHsix db/+ Mble# neuyniu ¢ IpUMeHEHHUEM TTale00 B KayecTBe
KOHTPOJILHOH Tpynnsl (n=8). Y poBHHU I'TIOKO3bI, TPUIIIHIEPUIOB, HHCYJIHHA, CyCTATHHA
C u xpeaTuHMHa aHANU3UPOBANIU B 00pa3ilaX CEHIBOPOTKH KPOBH M MOYH B Hayalle U
€XeMeCsI4HO nocJie 3Ttoro. Ilepuoauyecku oTCIeKUBaIN MacCy Tela, BhIIACICHIE
ansOymuHa ¢ Mo4uoH u IITTI (mepopasnbHpiii TECT TOJNIEPAHTHOCTH K TIIIOKO3€E).

B xoHIEe HCCIE0BaHUS OLCHUBAJIN THCTOJIOTHIO MTOYeK (TIIOMEPYJIOCKIIEpO3,
TyOYTOMHTEPCTHIHANBHBIH GHOPO3) U IKCHPECCHIO CHANTOTTHKOTIPOTEHHA-

IIOAOKAJTHKCHHA (MapKepa HCIOCTHOCTH NOAOIIUTOB B Knyﬁo‘n(ax, Mapkepa
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KJ1yOOYKOBOIO IIOBPEX/ICHHUS ), PELENTOPa IIIOKAaroH-MoA00Horo nenruaa 1 (I'THT-1P),
anb(da-raaKOMbIIIEYHOT0 aKTHHA U KoJlaareHa | Tuna.

Pesynbrartsi:

Ha 22 nenemo, db/db mMpimm noxasanu suayurensHo (p<0,01) 6osee BrICOKHE
YPOBHH IJIIOKO3bI B IJIa3M€ HATOLIAK, HHCYJIHHA, U TPUIJIHIEPHIOB, a TAKKE
NOBBIIHEHHYIO MAcCy Tejia, 10 CPaBHEHHUIO €O 310poBeIMH db/+ Mplmamu. JIMHAITHNTHH
1 JHAJAIPUII MMEJTH OTPAaHUYEHHBIE NeHCTBUS HA YPOBEHD IIFOKO3bl HATONIAK UMY HA
NOCTIPaHAUANbHbIA YPOBEHD IIIOKO3Bl. TeM HE MeHee, aHaJIM3 FUCTOJIONHH 0Ka3all,
4TO TYOYJOHHTCPCTHIHANLHBIH GUOPO3 M yBeTHYCHHE ME3AHTHATILHOIO MATPHKCA B
K1y0o4Kax OBIIH yMEHbUIECHBI TIOYTH 0 KOHTPOJIBHBIX yPOBHEH B 06€HX rpymnax
J€YECHHUS, 10 CPABHEHHUIO ¢ inabeTnyeckoi rpynmnoi niane6o (p<0,05 mns obenx).
Cxopocrn BbIZ€EICHHS aNb0OyMHHA ¢ MOYOH U TYOYJIOMHTEPCTHIMANBHEIH GHOPO3 GHUIH
3HAYUTENbHO yMeHblleHbl y db/db Mblmei, KOTOPBIX JI€4nIn ¢ IPUMEHECHHEM
JINHATJIMNTHHA, 10 CPAaBHEHHIO C TEMH, KOTOPBIX JICYUJIH C IPUMEHEHHEM DHAJIANpUJIa
(nns ob6eux rpynn p<0,05).

Okenpeccus nogokanukcuHa y db/db Melmeit, KoTopbIx jedmtn mwianeGo, Gbuia
3HAaYMTEJIBHO MEHbIIIE, IO CpaBHEHHUIO ¢ db/+ KoHTponbHOI rpynmoit (1,59+0,2 no
cpaBHEHHIO ¢ 2,6540,1; p<0,001). MbIii, KOTOPBIX JIEYHIIH C IPUMEHEHHEM
JHHATTIHUNTHHA ¥ YHAJalpHIIa, MMEJId 3HaYUTENIFHO 00Jiee BBICOKYIO 9KCIPECCHIO
NOAOKANUKCHHA, 110 CPABHEHUIO ¢ UabeTHYECKUMH MbluaMu (2,3+0,2 u 2,4+0,2,
COOTBETCTBEHHO; p<0.05 115 0ob6eux rpymm).

Takxe B moykax onpeneisin npoGuib SKCIPECCHH 0-IIAAKOMBIIIEYHOTO AKTHHA
B Ka4Ye€CTBE MapKepa HOBPEXIAECHHS ME3aHTHANBHEBIX KJIETOK. JIeueHne NMHATIMITHHOM
HOPMAJTH30BaJIO 3KCIPECCHIO O-TJIAAKOMBIIIEYHO-aKTHH-T10JI0 KU TEIBHBIX
MHO(PUOPOOIACTOR B HHTEPCTHIHANBHOM TKAHU U KJIy60UKaxX MOYEK ArabeTHUeCKHX
db/db mpimeit. [Tono6HbIe pe3yabTaThl OBLIM MONYYEHB! VIS OTIOKEHUS KOJIareHa I
THIIA.

VIMMYHOrHCTOXMMHYECKOE OKPAIIHBAHUS CPE30B NMOYEK BBHISBHIO YMEHBIICHHE
skcnpeccud I'TII[-1R B kopTukansHbIX xiy6oukax db/db memmeit (1,67 = 0,07), 1o
CPaBHEHHIO CO 30POBBIMHM MBIIIAMH KOHTPOJLHOM rpymnnsl (2,15 + 0,1; P < 0,01).
Jleyenne MMHArTMATHHOM 3HAYMTENHHO HOBbIAET 3kcnpeccuio I'TIN-1R B kiayGoukax
db/db mpimeit (1,90 + 0,04; P < 0,05), no cpaBHeHuIo ¢ auaberudeckumu db/db

MBbIITIaMH, KOTOPEIX JICYHJIHA 1iane6o.
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B 3axmoyenue, ykazaHHOE UCCIICIOBAaHHE NIPEAIIONAraeT, YTo JHHATJIUIITHH
3aIllMIIACT MOJOUHUTHI OT MOBPEXKACHHS U, IO 3TOH NPUUYUHE, MOXKET OBIThH
3¢ GeKTUBHBIM B JieUeHUH, HPOGHIAKTHKE HIIH OTKIAAbIBAHHHU NIPOTPECCHPOBAHMUS
nuabeTHyecKoil HepornaTuyu, HE3aBUCHUMO OT €ro AEHCTBHS HA TOMEOCTa3 IIIOKO3bI.
Kpome Toro, ykazaHHO€ UCCIICIOBAHUE IIPEANOIAraeT, YTO JIMHATIMIITAH SBISETCS
TIOJIC3HBIM [UIsl JIEYEHHUs, TPOQUNAKTHKH MIIH OTKJIaJBIBAaHHS [IPOIPECCHPOBAHMS
TJIOMEPYI0CKAEepOo3a u/unu TyOyJOMHTEpCTUIIMATBHOTO pubpo3a, il KIy6odKoBOro
H/Mjii TyOyJOMHTEPCTHIHMATBHOrO HOBpexaeHus. Kpome Toro, ykazanHoe
HCCIICIOBAHUE MPEINOJIAraeT, YTO JMHATJIMIITUH SBISETCS MOJE3HBIM IS 3aIAThI
HOYEK B pe3yabTaTe HHTHOUMPOBAHHS NMOBPEXJCHHUS NOJONUTOB U NIpeobpa3oBaHus
MHo(pHOpoOIacToB (CHIXEHHE IKCcnpeccun a-I'MA).

HedponporekTuBHoE NefcTBHE NMHATIMIITHHA B YKa3aHHOH MOJIEIH, IO BCeil
BUIMMOCTH, SBIIETCA 3QPEKTHBHBIM B KaUeCTBE JICUCHUS C IPHMEHEHHEM HHIHOUTOpA
AII®, cymecTByIOmHM OOIIETIPUHSTHIM METONOM JIEUEHHS THAOETHUECKOMH
HeponaTuu.

JIMHArJIANTHH, NPeAHA3HAYEHHBIN Ui NIPUMEHEHHS ¢ IeJIbI0 CHHKEHH
aJbOYyMHHYPHHU, B JONOJHEHHE K PEKOMEH/yeMOMY CTAHAAPTHOMY JIeYeHHIO
anabernyeckoii HepponaTum:

HecMOTpst Ha ONTUMANIBHYIO TEepanuio, JIOIU, CTpajalomue quabeToM 2 Tuna
(JA2T) ocraroTes nox feicTBHEM BBICOKOTO PHCKA MOBPEXAEHUS IOYEK, KOTOPOE
IPOSBISETCS KaK albOyMUHYpPHS, H MHOTO ClIy4aeB pa3BHTHS POrPECCHPYIOMEH
NOYeYHOMH HEAOCTATOYHOCTH. KpoMe TOro, HeCMOTPSI Ha ONTHMANBHYIO TEPAIHIO C
NPUMECHEHHEM UHTHOMTOPOB PEHNH-aHTHOTEH3UH-AIBA0CTEPOHOBOM cucTeMbl (PAAC),
HAlHEHTH ¢ caxapHbIM qHabetom 2 tTuna (CJI12T) ocraroresd noxa geiicTBueM
HOBBIIICHHOI'0 PUCKa NPOrpeCCUPYIOIEH TOYeUHOH HEAOCTATOUHOCTH B CEPAEIHO-
COCYUCTOro 3aboJeBanys, Ul KOTOPOTo anlbOyMHHYPHS CTajda MPOrHOCTHYECKHM
Ouomapkepom. JIunarnuntus, uaru6urop JI111-4, panee npoaeMOHCTPHPOBAI
NOATBEPXICHUE CHHIKEHKE albOyMuHa y MbIIIEH, B IONONHEHUE K TeJIMUCApTaHy. MEI
00BsCHAECM KIMHHYECKOe A€ CTBHE THHATTUITAHA Ha anbOymunypuro y JI2T
NanMeHToB AuadeTnyecKkoit Hegponarueit Ha panHel ctaauu. YeTsIpe
PaH/IOMHU3UPOBAHHBIX, B yCJIOBHSIX IBOHHOH aHOHUMHOCTH, Ha NPOTSHKEHUH 24 Henelb,
C KOHTpPOJIEM 110 11a1e00, UCCIIEAOBAaHUS JIHHAMIMITHHA (5 M €XXeAHEBHO) IIpH
OTCYTCTBHH, C IPUMEHEHHEM MOHO, WIH JBOHHON MEpOpanbHO INIFOKO30CHUKAIOIIE

6a3oBoii TepanuK (Takoit KaK, HAIPEMED, MOHOTEPAIIHs JTHHATTHIITHHOM,



10

15

20

25

30

107

JUMHATJTUITHHOM TOIMOJIHUTENBHO K METGOPMHUHY UJIH JIHHATJIMITHHOM JOMOJHHTEIHHO
K METGOPMHHY ¥ OJHOBPEMEHHO CYJIb(OHUIMOYEBUHE, HIIM JUHATTHIITHHOM H
OJTHOBPEMEHHO MET()OPMHHOM B paMKaxX HadyalbHON KOMOWHHPOBAHHOM TEepanyH)
IPENOCTABIAIN NaHHBIC OTHOCUTEJILHO COOTHOIUEHHS anbOyMHHA K KPEaTHHHHY
(UACR) B Moue, u uX 00BEJUHSIIN C LeNbIo ananu3a (n=2472). Y4acTHHKOB
BKJIIOYAJIH B yKa3aHHBIA aHanu3, eciau oHU umenn: [) 30<SUACR<3000 mr/r
kpeaTuHuHa; II) crabuneHoe neyenue ¢ npuMeHeHneM HHTHOHTOPOB AIID/BPA >4
HEe)b, KaK MPEAIECTBYIOINNX, TaK H BO BpeMs ucciaenoBanus; u [11) pCK® >30
miI/MuH/1,73 M*. MITOroBslif oxasaTeib NpeCTaBIsn co60i MPOHEHTHOE H3MEHEHHE
reomerpuyeckoro cpepnero UACR. B ykaszannom ananuse, 492 (19,9 %) nanuenton
CoOTBETCTBOBAIK TOPOTOBBIM 3HaYCHHIM UACR u pCK®, 46 % K0oTOpBIX MoJIydanu
crabunbuyto AIIO/BPA rtepanumio (muuarauntun n=168; nnane6o n=59). Cpexsuit
ucxoubid yposenb A1C n meanana UACR cocraBusinu 8,2 %, no cpasrenuio ¢ 8,5 %,
1 76 110 CpaBHERHIO ¢ 78 MI/T KpeaTHHHHA JUIs JIMHATIUIITHH- | TU1ane60-rpynnsl,
coorBeTcTBeHHO. [locne 24 Henens, ninanebo-yrounénnsie nsmerneaus A1C u [TTH
coctaBisiian -0,71 % u -26 mr/nn, coorBercTBeHHO (062 p<0,0001). JImHarmunTHH
3Ha4uTeNbHO cHuKaN peryaupyemelii UACR Ha 33 % (95 % JAIU ot 22 no 42 %;
p<0,05) ¢ pasnuneif Mmexay rpynno#, mo cpaBHeHuIo ¢ miane6o —29 % (-3 - —48 %;
p<0,05). B ocHOBHOM, $YHKIUS 1I0Y€K H apTEPHAIBHOE NABIEHHE OBIIH
HEM3MEHHBIMH, HECMOTPS Ha TO, YTO 0OJIbIIEE YUCIIO MAIUEHTOB, I10JYYaBIIMX
m1ane6o, HoNyYanu HOBbIC aHTHTHIIEPTEH3UBHBIE JIEKapCcTBeHHbIE cpenctaa (17 %, no
cpaBHEHHMIO ¢ 11 % mony4aBIINX JHHATIUNTHH). Vcclie10BaHMs Ha YyBCTBHTEILHOCTB
y MallMEHTOB, KOTOPBIX paHee HE JICYHJIM ¢ NpUMeHeHHeM Oiokannl PAC (n=265),
BBISIBUJIM TTOJOOHEIE pe3yabTaThl. JIMHATIMIITHH MOXET HMETh HEPPONPOTEKTHBHBIE
CBOMCTBA, TOMUMO IJIIOKO30CHHKAIOIIETO AeHCTBUA. YKa3aHHOE IPOTEKTHBHOE
ACHCTBUE MOXKET OBITH HE3aBHCHUMBIM OT pachl. JINHATTIUITHH MOXET GbITH MOIE3HBIM
JJIsL JICYCHUST MITH CHHDKEHHS albOYMHMHYDHH B IOIIOJHEHHE K CTAHAAPTY JIEYEHU A
MHI'MOMPOBaHHEM aHTHOTEH3HH-TIpeBparamero Gpepmenta (AITD) umm 61okaTopom
peuenropa anruorensnna II (bPA) y CJI2T nanueHTOB Ha paHHel cTaquu

auabeTudeckoi HedponaTHH.
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JIMHATINITHH, TpeIHA3HAYEHHbIH AJIA IPUMEHCHUS B JeYeHHH
aJbOYMHHYPHH y IAIHEHTOB, CTPAAA0OMMUX AuabeToM 2 THIA U AHabeTHYECKOH
Hedponarueii:

Ipennocsuikn u nenu: CaxapHsiit anabet ctan Haubosee pacnpocTpaHEHHOMN
CIMHCTBCHHON NPUYHUHON TEPMUHAIBHOM CTAJHK MOYE€YHOM HEJOCTATOYHOCTH, H pu
3TOM y BBICOKOH TPONOPLHH CyOBEKTOB, cTpafaromux anabderom 2 tuna (J27T).
BBIABJIAIOT HAIMYHE MUKPOaNbOYMUHYPUH U SIBHOH HedponaTuu BCKOpe mociie
auardosa auaderta. Jlnnarmunrtuu, uaru6urop JI1I1-4, panee npogeMoHCTpUpOBa
TITIKEMHYeCcKyto 3G dekTuBHOCTE ¥ 6e3omacHocTs y J[2T nanueHToB Ha 3amynie HHBIX
cTaausix 3abosesanus nouek. [Ipu 3ToM coo6IIAIOT 0 KITUHAYECKOM JEHCTBHI
NHHArIMITAHA Ha anbOymMuHypHuIo y JI2T nannedToB Ha panHei ctaguu
auabeTnyeckoi HeppomaTuu.

Marepuains u cioco6sr: CeMb paHZOMU3HPOBAHHBIX, B YCIOBHIX ABONHHOI
QHOHAMHOCTH, ¢ KOHTPOJIEM 10 11anedo, uccaeaoBaHuil (IPOAOKUTENBHOCTRIO 24 -
52 HeJlenu) JIMHAITUNTHHA (5 MI €KEJHEBHO) B KAYECTBE MOHOTEPAITHH WK
AOTIOIHUTENBHOH TEPANMK K PA3IMYHBIM TIIOKO30CHHXKAIOIMM 6a30BbIM TEPAMAIM
IPeI0CTaB/ISIA NAHHBIC OTHOCHTEIBHO COOTHOIIEHHS albOyMUHA K KpEATHHHHY
(UACR) B MOYe, 1 OHH COOTBETCTBOBAIM KPUTEPUAM YKA3aHHOTO UCCIIEN0BAHMA
(n=4113). Jlaunsie nocie 24 Henenb JeUeHUs 06pabaThIBAIH TAKAM o0pa3oM, 4TOOLI
UX CTPpYIIUPOBAThH, M ONPEAEISIH JIBE BEIOOpKHU: 1) JlnabeTnyeckas HepponaTtus Ha
panunx cranusx JI2T (¢ n 6e3 nepopanbHOii rimoko30cHmKaouIeH 6a30Boii Tepamnuy,
TaKo# Kax, HampHuMep, MOHOTEePANUs JIMHATTHITHHOM, JIMHATJIMIITHHOM
MONOJIHUTENIBHO K METYOPMHUHY HJIH JHHATTHITHHOM [IONOJHHTENLHO K MET)OPMHHY
H OJTHOBPEMEHHO CYIb(GOHANIMOUEBHHE, HIIH THHATTHITHHOM U OJHOBPEMEHHO
MeTGOPMHUHOM B paMKaxX HavalbHON KOMOHHMPOBAHHOH TEPaNMH): yIaCTHHKOB
4eTHIPEX 24-X HeAeNbHBIX 0a30BBIX uccaenosanuii 111 paskl, ecnu oHn uMenu CTOMKYIO
anpbymMuuypuio, Takyio kak 30<UACR<3000 mr/r (pCK® >30 mn/mMun/1,73 M2?), u
CTabMIIBHOC JIEYEHHUE C IPUMEHEHHEM HHIHOUTOPA aHTMOTEH3HH-IIPEBPAIIAOLIETO
pepmenta (MAII®D) unu Gi10karopa penenropa anruotensuna Il (BPA) na ucxommom
ypoBHe (Tekyluee neueHue ¢ npumeHenneM HAII® unu BPA); 2) Jlnabernueckas
HedpONaTHs y MOXHUIIBIX MAIKEHTOB (Pa3IHUHbBIE [NIIOKO30CHUKAIONIHE 6A30BbIE
TEpanHH, BKIOYasi HHCYJIMH, TAKUE KaK, HAIPUMEP, MOHOTEPAIIHs JIMHATJIMIITHHOM,
JUMHATTMITHHOM JONOJHHUTENBHO K METQOPMUHY HIIH JIMHATIUITHHOM JOTOJTHHTEIBHO

K MET(OPMHHY H OJHOBPEMEHHO CYJIb(QOHHIMOYEBHHE, HIIH IHHATIUIITHHOM M
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OZHOBPEMEHHO METGOPMHHOM B paMKaxX HayajlbHON KOMOMHMPOBAHHOMN Tepanuu, WiH
JVHArJIAITAHOM B KOMOHHAIUU ¢ 6a3aIbHBIM HHCYJHHOM): TALIMEHTHI H3 BCEX CEMH
ucciaenoanui, oTeeqaromue UACR-kpurtepuio 30<UACR<3000 mr/r

(pCKP >30 mn/mun/1,73 M) 1 HaXoasIIHECs B BO3pacTe >65 neT (¢ uam 6e3 TeKyIero
neqenus ¢ npuMeHeHneM HAII® unn BPA). Utorosslii mokasaress B 06eux BEHIGOpKaX
IpeACTaBsi cODOM NPOLEHTHOE U3MEHEHHE reomeTprueckoro cpeaaero UACR mocie
24 wenens.

Pesynprarsr: JIns Bei6opku #1, 492 u3 2472 nanueHTOB COOTBETCTBOBAIH
kpurepuio UACR, 46 % w3 KOTOPBIX mony4anu ctabuibHyio tepanuio nAI1IO/BPA
(mHarnunTeH, n=168; n1ane6o, n=59). [lns Beibopku #2, 1331 manueHT HAXOMUIICH B
BO3pacTe 265 net, 377 u3 xotopeix (28 %) coorBeTcTBOBaNM KpuTepuio UACK
(muHarmuntHH, n=232; miane6bo, n=145). Cpenuuit ucxonssii yporeas HbAlc u
meanana UACR cocrasnsnu 8,3 % u 76 mMr/r B nenom no Beibopke #1, a taxxe 8,1 %
(obmee), 77 mr/r (nuHarnunTuH) 1 86 Mr/r (wiane6o) wis BeIGopkH #2. B BBIOOpKE 1,
mnane6o-yroynénnple u3MeneHus HbAIc H riioko3bl HaTOmaK B Mua3Me B KPOBH
cocraBnsaiu —0,71 % u ~1,4 mmons/n (—26 Mr/nn), cooTBeTcTBEHHO (062 P<0,0001).
JlunarnunTeH 3HAYMTENBHO cHIXKaN peryaupyembiit UACR ma 33 % (95 % JJU: 22 %,
42 %; P<0,05) ¢ pasnunes Mexay rpynioi, B cpaBHenuH ¢ miane6o —29 % (95 % JU:
-3 %, —48 %; P<0,05). B BeiGOpKe 2, THHATJIUNTHH TaKXXe 3HAYMTEILHO CHHKA
perynmupyemsiit UACR na 30 % (95 % IN: 13 %, 43 %; P<0,05) ¢ TeHaeHHel K
CHHXKEHHIO, 110 CpaBHEHHIO ¢ m1anebo —25 % (95 % IIU: —47 %, +6 %). Bo Bcex cemu
UCCJIEOBAHUSX, apTepUAIbHOE IaBIeHHE U GYHKIIHU NO4YeK ObUIM HE 3aTPOHYTHI B
KIIMHUYECKH 3HAYMMOM CTENEHH HOCPEACTBOM JIFOOOTO JIeYeHHUs.

BeiBonsl: B0 BpeMs Mcciie10Banui 10 52 HeleNb, THHATIMIITAH CHHEXAI
anbO0yMHHYPHIO CBEPX TOT'0, YTO MOXXHO OBUIO 0XKHMAATH B Pe3ylIbTATE €ro
TIIIOKO30CHIDKalouero aeicteus. Habmonanucs 6osee GpicTpole H3MEHEHHS
anbOyMUHYpHH (HAaIPUMED, B OCHOBHOM 3¢ ekt B otHOomenun UACR Bo3HHKa yxe
depes 12 Hellenk JIeYEH ), YEM MOTJIO OXKHAATHCH HA OCHOBAHUM MOP(ONOTHUSCKHX
u3MeHeHul. CHHKEeHHE alb0yMUHYPHH NPEAII0NaraeT JIHTENbHOE TOUYSIHOe
IIPEUMYIIECTRBO.

Kpowme Toro, nuHarnuntus (5 Mr eXeIHEBHO) CHHUXKAeT (MHKPO)anbOyMHBYPHIO y
MOJIBEPKEHHBIX JHA0ETHYECKON HedpomaTuu NanueHToB (¢ UIH 6€3 JONOIHUTETLHOMN
CTaH/1apTHOH 0a30BOH Tepanuu, TaKO# Kax, HapuMep, ¢ IpuMeHeHHeM HAIID win

BPA), koTopble Haxoa9TCs B Bo3pacTte > 65 JIeT, KOTOpble 06BIYHO HMEIOT GoJes
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JUIATENbHBIA quadeT (> 5 ner), HapylieHHe YHKUUM 0oYeK (Takoe, Kak nérkoe (60 -
<90 pCK® mu/mun/1,73 M?) uin cpennee (30 <60 pCK® mn/mun/1,73 M%) HapyLICHUE
dbynkuuu noyex) u/unam 6onee BoicOKH nexonnsiit yposenb UACR (Takoit kak Ha
3alyINEeHHBIX CTaAMAX MHKPO- HJIH MaKpoalbOyMHUHYPHH).

B HeKoTOpBIX ciyyasx, nuabeTudeckas He(pponaThs NALUEHTOB, KOTOPHIE
IOJBEPraloTCs Tepanus B COOTBETCTBHU C 3TUM H300pETEHHEM, MOKET BO3ZHHKATH
[IOCJIC MPOTHBOIMIIEPTEH3UBHON U/HIIM THIIOUITHAEMHYECKOH MEIHKAMEHTO3HON
TEpaluy Ha HCXO/THOM YPOBHE, HAIIpUMED, y NAIlHEHTOB, II0BEPraroIuxcs (TeXyne)
Tepaluu ¢ npuMeHeHHeM nuruburopa AII®, BPA, 6erta-6s10kaTopa, aHTaroHUCTOM
KaIbIIHsl HJIN My PETHUECKOTO CPEICTBA, UIIM HX KOMOUHAIMHY, U/HUIIM y TAIIHEHTOB,
MOJIBEPraloUIuX st (TEKYIIEN) Tepanuu ¢ NpUMeHeHneM GubpaTta, HHALMHA WU
CTaTHHa, HJIM UX KOMOMHAIINH.

IToueunas He30MacCHOCTH U pe3yJabTaThl J€YEHHS JHHATJIUNTHHOM: MeTa-
aHaau3 y 5466 nmanMeHTOB, cTpajgamux auabeTom 2 THNA:

JnuTenbHblA IIMKEMUYECKHH KOHTPOJIb Y THA0eTHIeCKUX OOJIBHBIX CBS3aH C
IIOHHM)KCHHEM PHCKA IOYEYHBIX MEUKPOCOCYAUCTHIX OCIOXHEHUMN. JIMHATIMIITUH
10Kasajl HepPONPOTEKTUBHOM AeUCTBHSA Ha )KUBOTHBIX MOJEISAX M 3HAYHTEIBHOE
CHHDKEHHUE albOYMUHYPHH y cTpajnaroiux auaderom 2 tuna (J[2T), cBI3aHHBIM ¢
Hedponartueit. ITockoabky ykazanusle 3 (PekThl ObUIH HE3aBUCHMBIMH OT
KPaTKOBPEMEHHbIX MNIMKEMUYECKUX YJIyUIIeHHH, TO NMPEANOJI0XHIH, YTO JIMHATJIHITHH
MOXET UMETh HEQPONIPOTEKTUBHOE AeiicTBHeE. [[ebI0 yKa3aHHOTO UCCIIeIOBAaHMUS OblLia
OLICHKA MOYCYHOH 6€30MacHOCTH/PE3yIbTATOB JICUYSHH s JTMHATTUIITHHOM Ha 3 da3se,
PaHAOMHU3UPOBAHHBIX, B YCIOBUAX IBOWHONH aHOHHMHOCTH, ¢ KOHTPOJIEM 110 njanedo
uccienoBanusax (> 12 senens). [IpenBapuTenbHO onpeaeieHHBIE OCIOKHEHUS U3 13
HCCJICIOBAaHUH aHATU3HPOBAIIH C IPHMEHEHHEM KOMIIJIEKCHOTO OCHOBHOTO KPUTEPHS
OILIEHKH: HOBO€E Ha4aJl0/BO3HUKHOBECHHE a) MUKPO- (IIEPBOE YCTAHOBJIEHHOE
UACR >30 mr/r) unu 6) makpo- (nepsoe ycranosiaennoe UACR >300 mr/r)
ansOymunypuu, 8) XbII (kpeaTHHHH B CBIBOPOTKE KPOBH MOBBIIIEH >250 MKMONB/1),
r) yxynmenus XBIT (morepst pCK® >50 % no cpaBHEHHIO ¢ HCXOTHBIM YPOBHEM),

1) ocTpoii moueuynoit Hepocraroynoctu (OITH, crangapTusobannslit MedDRA -
OIIPOCHHUK) M €) CMEPTHOCTH (B j1000M ciyuae). M3 5466 BKIIOYEHHBIX NAIHEHTOB
(cpennee 3HaueHne ucxoqHoro yposus HbAlc: 8,2 % u pCK®d: 91,4 ma/mun/1.73 M),
3505 nmosryyany JIKHATIMOTHH 5 MT exxeaHeBHo M 1961 mnane6o; obiiee Bo3eiicTBHE

(4enoBexo-yeT) coctaBnsno 1756 u 1057, coorBeTcTBeHHO. OCI0XHEHUS BOSHUKIH Y
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448 (12,8 %) nauneHTOB, KOTOPBIC NIOJIyYalH JUHATIUITAH, IO CpaBHEHHIO ¢ 306
(15,6 %) B cnyuae nnane6o. OrHomenue puckoB (OP) s KOMIUIEKCHOTO HTOTOBOTO
NoKa3aTeJsl 1Jisl NTUHArJIUNTHHA, 110 CpaBHEHUIO ¢ nanebo, cocrasnsuio 0,84 (95 % AU
0,72 - 0,97, p<0,05), n HE3HAYATETHHO MEHSIOCH B 3aBUCHMOCTH OT Pachl, HO GBLIO
CHHJKEHO Y ITallHeHTOB <65 mo cpaBHeHHIO ¢ >65 et (OP: 0,77 u 1,04,
COOTBETCTBEHHO). P3 mocneqoBaTesIbHO YMEHBIIANUCH JJISI HHIABU Iy albHbIX
IIOYEYHBIX HTOTOBBIX MOKa3zaTeaen: MUKpPO- (-15 %) u Makpoansbymunypus (-12 %),
HOBo¢ Havyano (-56 %) umm yxyamenue XBII (-24 %), OITH (-7 %), u cmepts (-23 %).
B yxazanHoM G0NbIIOM MeTa-aHaNIH3e, HOYeYHas 6e30MacHOCTh U PE3yIbTAThl OBLIN
3HAYUTENBHO YIy4ylleHbl y nanueHToB ¢ JI2T, KOTOPBIX JEYUIU ¢ IPUMEHEHHUEM
JHHArTAIITAHA (5 MI/1€Hb, HAIPUMED, OJNH pa3 B ACHB; HAIIPEMEp, B KAUECTBE
MOHOTEpANHH WM B KOMOMHALMH C IPYTHMHU IIPOTUBOAHAOETHIECKUMH CPEICTBAMH
(nanpumep, MeTHOPMUHOM, CyTbHOHMIMOIECBHHON, HHCYTHHOM, METHOPMUHOM
OJIHOBPEMEHHO ¢ CyJIb(HOHHIMOYEBHHON, METHOPMUHOM OJHOBPEMEHHO C
MHCYIIMHOM), Y IIALIHEHTOB C HEAOCTATOYHO KOHTPOJIHPOBAHHBIM AHa0eToM 2 THMA).
VkazanHbl€ JaHHbIE TOATBEPKAAIOT NPSIMOEe HEPPONPOTEKTUBHOE JeHCTBHE
JTMHAITHIITAHA. JINHATTHIITUH MOXeT OBITh HOJIE3HBIM JUIS NPOQUIAKTHKH, CHUKESHHS
WM OTKJIAJBIBAHMS Ha4aja UM 3aMe/lIeHUs] IPOTPECCUPOBAHUS MUKPO- HIIH
MaxKpoans0yMUHYpHH, Hayana XxpoHudeckoi 6onesuu nmouek (XBII), yxyamenns XBII,
Havana oCTpo# moYeyHoH HeAOCTaTOUHOCTH U/HIIM cMepTH. TakuM oOpasoM,
JMHATTANTHH MOXET OBITh MOJIE3HBIM IS NPO(HIAKTHKH, CHUKEHHS PHCKA HIIH
OTKJIaIbIBAHUS Hayalia UJIu 3aMeJUICHHs IPOTPECCHPOBAHUS OYEYHOTO
HaTOJIOrMYECKOT0 HAPYIMIEHHUs! H/UIH CMEPTHOCTH, IPEAIOYTHTEIHHO Y NAIHEHTOB,
crpagaromux C/I2T. B yacTHOCTH, THHArTMITHH MOXET OBITh NOJIE3HBIM IS
NpoUIaKTUKH, CHI)KEHHSI PUCKA UJIM OTKJIaJbIBaHKA HAYajda/BO3ZHUKHOBEHHUS UM
3aMeliieHus nporpeccuposanus XbII, mpeIoUTUTENBHO y TallHEHTOB, CTPAJAIOLINX
CH2T.

B HexoTOphIX ciydadx, (BXOASIINE B IPYIILy PHCKA) NMAllMEHTHI (B 9aCTHOCTH,
cTpajarouMe 1uabeToM 2 THIa HallMeHTH), KOTOpPBIE MOABEPraloTCcs AeHCTBHIO 3aLUThI
HNOYCK WM CHHXKEHHUS PUCKA B COOTBETCTBHH C 3THM H300peTeHHeM (HalpHMeED,
npoHIaKTHKA, CHUKEHHE HIIH OTKJIabIBaHHe Havyalla UM POTPECCMPOBAHHUS MHKPO-
WJIH MaKkpoans0yMHHYPHH, Hayana XpoHHdyeckoit 6one3nu nouek (XBII), yxyamenns
XBbII, nauana ocTpoit MoYe4HOH HEOCTATOYHOCTH U/HJIM CMEPTH), MOTYT HMETh

HO‘IG‘IHOG/CepI[e‘lHO-COC}’,HI/ICTOC 3aboJsieBaHKMC B aHAMHE3€ H/HIIH MEJHKAMCHTO3HYHO



10

15

20

25

30

112

Tepanuo (Heobs3aTeIbHO B JONOJHEHHE K IIPOTHBOANA0ETHYSCKON MEJUKaMEETO3HOM
Tepaluy), HanmpuMep, CTpaaaTh oT AuabeTuyecKkoi HehpomaTH, MaKpOCOCYIUCTOTO
3aboJieBaHus (HANTpUMep, ulieMudeckas 00Je3Hb cepala, 3a00JeBaHne
nepudepuueckux apTepuii, nepebparbHOoCcOCyIucTOE 3a00N€BaHUe, TUIIEPTEH3U),
MHKPOCOCYIHCTOro 3abosieBaHus (Hanmpumep, fuadbeTuyeckas HedpponaTus,
HeWponaTus, peTUHOINaTH ), HllleMUUYecKoi O0JIe3HH cepana,
uepebpaspHOCOCYAUCTOrO 3a00aeBaHus, 3a001eBanus NepUPEPUUECKUX apTepuil,
TUNEPTECH3UH, OBITH OBIBUIUM KYPUJIBIIUKOM HIIH HACTOSIIUM KYPUIIBIIUKOM, H/UIIH
NOJBEPraThCs NPUMEHEHHIO alleTUICATUIIUIOBOM KHCIOTHI, IPOTUBOTUIIEPTEH3UBHBIX
CPEACTB H/HJIM I'MIIOJIMIUJIEMHYECKUX CPEJICTB, HAlpUMeEp, MOoABepraTbes (TeKyuie)
Tepaltuy ¢ IpUMEeHEeHHEM alleTUICAJTUuIIIOBONH KUCIOThl, HHTHOUuTOpa AIID, bPA,
Oera-0y0kaTopa, aHTaroHUCTa KaJbIUs UJIH IUYPETHUYECKOIO CPEJCTBa, UIN UX
KOMOWHAIIMH, H/HJIH NOJABepraThcs (TeKyliei) Tepanuu ¢ npuMeHeHneM ¢ubpara,
HUAIMHA WIM CTaTHHA, UK UX KOMOUHAIIUH.

B HEKOTOpBIX NOMOJHUTENBHBIX CIIy4asix, (BXOASIIME B IPYINY PHCKA) MATUEHTHI
(B 4acTHOCTH, cTpajgalIux quabeToM 2 TUIa NallMeHThl), KOTOpble NOABEPralTCs
JIEWCTBUIO 3aUIMTE TTOYEK UM CHH)KCHHUS PUCKa B COOTBETCTBUHM C 3TUM H300peTeHUEM
(HanpumMep, npodHIaKTHKA, CHUXKEHHE MM OTKJIaJbIBAaHUE Havyajla WuiIix
IpPOTPeCCHPOBAHHUS MHKPO- HIIM MaKpoalbOYMHHYPHUH, Hayala XpOHUYECKOH Ocne3Hu
noyek (XBII), yxymmenuss XBI1, Hauana ocTpoii moyeyHOH HETOCTATOYHOCTH H/HIIH
CMEepTH), MOTYT NPEACTABIATE cOO0M NAallHEHTOB C MOBBIIIEHHBIM PUCKOM MOYEYHBIX
OCJIOKHEHHUH (TaKkuX Kak, Hanpumep, nanueHTsl ¢ pCK® < 60 mMa/mMuH iy, B
yacTHOCTH < 30 Mi/MuH Ha 1,73 M%), MEKDO- HJIH MakpoaltbOyMHHYPHH, H/HITH
TTOXXPJIBIX MAIlMEHTOB (TaKUX, KaK HAPUMED, ManueHTsl > 70 neT).

Ilpumepnl

Jns 6oJiee TTOTHOTO MOHUMAaHUS YKa3aHHOTI'O0 U300pETEHNs HAaBOASTCS
cnenyiommue npumepsbl. UcXoas U3 3TUX NPUMEPOB, MOTYT OBITH OUYEBUIHBIMHU
JIOTIOJIHMTENbHbIE BAPUAHTHI OCYIIECTBIICHUs], XapaKTEePHCTHUKM UJIK aCHEKTHI
HacTosIero u3ooperenus. [IpuMeps! ciayxat Ui HIUTIOCTPAIiHK, B Ka4eCcTBe IpUMepa,
MIPHHIIUIIOB H300pETEHUS, HE OrpaHUYHBas €r0.

JleyeHHe NAIIHEHTOB, CTPAJAAHINX CAXaPHLIM AHA0eTOM 2 THNA, C BLICOKHM
PHCKOM CepAEYHO-COCYTHCTHIX H MOYEUYHBIX MHKPOCOCYAUCTHIX 3a00/1eBaHH:

JnutensHOE Bo3aelicTBHE IEUeHNUs ¢ IPUMEHEHUEM JIMHATJIMIITHHA B

COOTBECTCTBYIOINX NONYIIANNAX MAITUEHTOB, CTpAJAOIHX CaXapHbIM III/Ia6eTOM 2 Tuna
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(HanpyuMep, y DAUEHTOB C BBICOKHM COCYIHCTBLIM PHCKOM), Ha CEPICUYHO-COCY THCTYIO
U OYEYHYIO (MUKPOCOCYIUCTYIO) 6€30MacHOCTh, NaTONOrHYECKOe HapylleHHe W/HITH
CMEPTHOCTH H COOTBETCTBYIOLIME NapaMeTphl 3¢ dextuBHOCTU (Hanpumep, HbAlc,
YPOBEHB I'TIOKO3EI B IJJa3M€ KPOBH HATOUIAK, YCTOHUYHUBOCTD JICYEHHS ), MOXKET OBITh
YCTAHOBJICHO CIEYIOIHUM 00pa3oMm:

IlanuenTa, cTpanammero 1uabeToM 2 THNA ¢ HEAOCTATOYHBIM ITHKEMHYECKHM
KOHTpoOJEM (He IoaBeprasuieropanee tepanuu uaruburopom JAI1I1-4, unun
[pe/BAPUTENBHO JIEYUBLIETOCS C IPUMEHEHHEM JII0OO0T0 MPOTHBOIUAOETHIECKOTO
6a30BOro JIEKaPCTBEHHOI'O CPEJICTBA, 3a UCKIIOUCHHEM JICUCHHS C IPUMEHEHHEM
aronucToB penentopos I'TIII-1, uaru6utopon JII111-4 wim uerudéuropos SGLT-2, eciu
> Ha NPOTSIKEHUH NOCAE0BAaTENbHBIX 7 nHel, HanpuMep, umen 6,5 - 10 % HbAlc), a
TakK>Xe ¢ BBICOKMM PHCKOM CEPAECYHO-COCYIUCTHIX OCIO0XHEHUN, HAapUMep,
OIpElEISIEMBIM IIOCPEICTBOM

anbOYMHUHYPHH (MHKPO HJIM Makpo) U IIPeIIeCcTBYIOIEro MaKpOCOCY IHCTOIO
3a0071€BaHUS: HAIIPEMEP, KaK ONpPENeIeHO B COOTBETCTBHH ¢ [laTomornueckum
COCTOsIHHEM I, KaK ykazaHO HHXKE;

u/vnu

HapylieHHOH QyHKIMM MOYeK: HapuMep, KaK ONpeleleHO B COOTBETCTBHH C
IlatonorudeckpM coctossauem lI, kak yKka3zaHo HUXKE;

ITatonorudeckoe cocrosuue I:

anbOyMHHYpHS (Takas KakK, HallpUMep, ¢ COOTHOUIEHHEM albOyMHUHA K
kpeatuHuHY B Moue (UACR) > 30 mr/r kpeatunrHa uid > 30 Mr/in (MUJLIATpaMM
anbOyMHHa Ha JIUTP MOYH), HIH > 30 MKI/MHH (MHKpOTpamMM ajibOyMHHA B MHHEYTY)
uiy > 30 mMr/24 v (MunnurpamMm ans0yMmuHa 3a 24 yaca))

HpeAUIECTBYIONIEE MaKpococyaucToe 3ab0eBaHme, TAKOe KaK, HapuMep,
omnpeaenseTcs Kak OqHO ulu dosee u3 a) - e):

a) IpeAIecTBYIOMI HHPAaPKT MUOKapAa (HanpuMep, > 2 MecsIeB),

©) sanmymenHas umeMudeckas 6oe3Hb cep/ila, Takas Kak, HallpuMep,
OIIpEeJIeJIEHO NMOCPEACTBOM JI000T0 U3 CIEAYIOMEro:

* > 50 % cyxeHHus JuaMeTpa MpocBeTa B 2 WK O0JIbIIeM KOJIMYECTBE KPYIMHBIX
KOpOHapHBIX apTepuil (Hanpumep, LAD (neBoit nepenneit Hucxoasmeii), CX
(orubaromeit) nnu RCA (nmpaBoit KOpoHapHO# apTepuT)), IO pe3yabTaTam

KopoHapoanruorpaduu uinu KT-auruorpaduu,
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* IJIaBHBIH CTBOJI JIEBOM KOPOHApHOM apTepuu ¢ > 50 % cyxeHHeM auamerpa
IpOCBeTa,

* IpeAblaynias YpeCKOKHAS UJTH XUPYPrudecKas peBacKyJIapHu3anus > 2 KpyImHbIX
KOPOHApHBIX apTepHuil (Hanmpumep, > 2 MeCSIEB),

* KOMOMHALKA OpeblayIel YPECKOKHOH UM XHPYPIrHYECKOH
peBacKylisipu3alivi, HanpuMep, 1 OCHOBHOH KOpPOHApHOM apTepuu (Hanpumep, > 2
MecsiieB) B > 50 % cyxeHus AuaMeTpa IpOoCcBeTa MO MEeHbIIeH Mepe 1
JOTIOTHUTENbHOM KPYIHOH KOPOHAPHOM apTepHH, [0 pe3yabTaTaM
KopoHapoanruorpaduu unu KT-anruorpadpuu,

B) BBICOKHH PUCK OJJHOCOCYIMCTOH HIIEMHYECKOi OOJIe3HM cepana, TaKoi Kak,
HalpuMmep, onpenesnsercs kak Hanuaue > 50 % cyxeHus auameTpa IpocBeTa ONHOM
KPYNHOH KOPOHAPHO# apTepuu (HanmpuMep, 10 pe3ysbTaTaM KOpOHapoaHTHorpadHu
uind KT-anruorpaguy y maliMeHToB, y KOTOPHIX He ObLIa IMPOBEAEHA
peBacKynspu3anus), ¥ 10 MEHbLICH MEpe OJHOTO U3 CIEAYIOIIETO:

* MOJIOXKUTEIbHBIA HEMHBA3HBHBIHA CTPECC-TECT, TAKOH Kak, Halpumep,
NOATBEPXKAEHHBIH ITOCPEICTBOM JIIOOOTr0 M3:

- nojoxurtenbHplii OKI'-TecT Ha mepeHOCUMOCTD QU3HYECKOH HArPY3KH Y
nauueHToB 0e3 6yokanbl 1eBoif HoXKH Iyyka ['uca, cunapom Bonbda-TTapkuncona-
YaiiTa, runepTpo¢us 1eBOro KelyJo4Kka ¢ HapylIeHHeM PeNoasSpU3alty, I
HaBj3aHHBIA PHTM XKeJIyJOUKa, nIpeacepaHas Gudbpuwuisnus B ciaydae anoManbHsIXx ST-
T cerMeHTOB,

- TOJIOXKHUTEJIBHAS CTPECC-IX0KapAUOTrpaMMa, KOTopas MOKa3bIBaeT
HHAYIIMPOBAHHbIE PETHOHAJIbHBIE HADYIIEHUS CUCTOJIMYECKOTO JABHXKEHHS CTEHOK,

- IOJIOXKUTEJIBHBIN SIEPHEIA CTPECC-TECT C OLlCHKOH nepdy3un MHOKapaa,
KOTOPBIX MOKa3bIBAET CTPECC-UHAYLHPOBAHHOE 00paTUMOe HapyleHue neppy3nu,

- MALUEHT, BHIMHCAHHBIA U3 OOJBHHUIBI C TOYHO YCTAaHOBIEHHBIM AHATHO30M
HecTabunbHOM cTeHOKapauu (Hanpumep, > 2 - 12 Mecsies),

I') MPeAECTBYIOMMN HIIEMHUYECKHI HIIH reMOpparnyecKuii HHCyIbT (HanpHMED,
> 3 MecqLes),

/1) Hanuuhe 3a00J1eBaHUs COHHBIX apTepHii (HapuMep, ¢ KIHHHYECKUMH
CHMITOMaMH WK 6€3), HallpuMep, TOYHO YCTAHOBJIECHHOIO MOCPEACTBOM JIFOO0OIr0 U3:

- METOJIOB BU3yaIH3alHH, [I0 MEHbLIEH Mepe C OJHUM IMOPaXXECHUEM, KOTOPOE

onenuBaeTcs Kak =50 % cyxeHus AuameTpa pocBeTa,
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- IPeABIIAYIIEeH YPECKOKHOH HITH XHPYPrUUECKOi peBacKyagpHU3anui COHHOH
apTepuu,

e) Haj4ne 3a60J1eBaHus nepHpepuIECKUX apTepHii, HalpUMep, TOYHO
YCTAHOBIEHHOE ITOCPEACTBOM J1060ro u3:

- IPEILECTRYIONMEH aHTHOTUIACTHKA apTEPHil KOHEYHOCTH, CTEHTHPOBAHHS I
XHUPYPTrHYECKO¥ Ollepaliy IyHTHPOBAHMUSI,

- IPEAIIECTBYIONICH aMITyTalllsi KOHCYHOCTH HIIM CTOIIBI BCIIECTBHE
MaKpOCOCYJIMCTOH HEAOCTATOYHOCTH,

- QHIHOTpadHIECKOro MOATBEPXKASHUS CTEHO3a TIEPHPEPHUECKHX aprepwui
> 50 % cyxeHus quaMeTpa MpocBeTa 0 MeHbIIelH Mepe B OXHOM apTEpPHH KOHEYHOCTH
(Hanpumep, oleHKa epuEepPUIECKUX apTepHii: o0lmel noAB3AOIIHON apTepuH,
BHYTPEHHEH MOAB3NOUIHON apTepuH, BHEIIHEH M0AB3A0MHOMN apTepuH, OepeHHOI
apTepHH, NOAKCJIECHHONH apTepun),

ITatonorudeckoe cocrosuue 1I:

Hapyuiennas noveunas Gpynxkuus (Hanpumep, ¢ uiu 6e3 CC conyTeTBYROWUX
3a00.1eBanuii), TaKas KaK, HallpUMED, ONpPeNeIsIeTCs IIOCPEICTBOM:

* HAPYHIEHHOH IOYeYHOH QYHKIMHU (HanpUMep, KaK ONpeaessioT IOCPEICTBOM
¢opmynst MDRD) ¢ pacuéTHOHN cKOpPOCTBIO KITyGOYKOBOI ¢unprpanuu (pCKd) 15 -
45 mu/mMun/1,73 M? ¢ 1106BIM COOTHOIICHHEM anbOyMHHa K KpEeaTHHHHY B MOYe
(UACR), w/unn

* HapylIeHHOH noueYHO! QpyHKUUM (HAOpHMep, KaK ONPEAC/ISIOT IOCPEACTBOM
¢opmynst MDRD) ¢ pacyéTHO#N cKOpOCTHIO KITy6OUKOBO#H ¢unbTpanuu (pCKD) > 45 -
75 mn/mun/1,73 M? ¢ cooTHOIIEHHEM anbOyMuHa K KpeaTHHHHY B Moue (UACR)
> 200 Mr/r kpeatHHMHA WK > 200 MI/n (MEITHrpaMM ans0yMHHA Ha JTUTP MOYM), HJIH
> 200 MKr/MHH (MHKpOrpaMM anb0yMuHA B MEHYTY) Witk > 200 M1/24 4 (MunnErpamm
anbbyMuHa 3a 24 yaca);

10JBEPrav JIEYEHHIO HA IPOTSHKEHUHU JUIUTENBHOTO NEPHOAa BPEMEHH
(Hanpumep, Ha MPOTSHKEHHH 4 - 5 €T, HIIH MPEANOYTHTENBHO 10 MEHbIIEH Mepe Ha
IPOTAKCHUH 48 MECALEB) C IPUMEHEHHEM JINHATTMITHHA (IPSANOYTUTENBHO 5 MT B
IeHb, KOTOPBIH NPHHUMAIH NIEPOPALHO, IPEIIOYTHTENLHO B BUAE TabJIETKH,
Heo0sA3aTebHO B KOMOHHAUMH C ONHAM WIH GOJIBINEM KOJUYECTBOM IPYTUX aKTHBHEIX
BCILIECTB, HANPUMED, TAKUX KaK T€, KOTOPbIE OMHCAHBI 311€Ch), U CPABHHBAIIHN C
TTaUEHTAMH, KOTOPBIX NOABEPTaH JICYCHHUIO C TPUMEHEHHEM U1ane6o, (B KadecTBe

JOIIOJTHUTEIILHOH T€palnuyd B JOINOJIHEHHUE K CTangapry JIC‘{CHI’IH).
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IloxTBepixienue TepaneBTHYECKOro ycnexa, 10 CPaBHEHHUIO ¢ IallieHTaMH,
KOTOPBIX JCHHIU C IPUMEHEHHEM MIaneb0, MOXKHO BBIPA3HTh B KAYECTBE HIIH
NpEUMYIICCTBE. 110 CPABHEHHUIO C Ianebo, HanpuMep, B (GoJee JUIMTENBHOM) EPEMEHH
A0 NIEPBOTO BO3HUKHOBEHHS Kap/nO- UJIM 1ePEOPabHOCOCYAUCTHIX OCI0KHEHMUIHA,
HaIIpHMEP, BPEMCHHU JI0 IEPBOT0 BOSHUKHOBEHHMS 9Ero-1u00 U3 CIeoyIONIHX
COCTABJISIOMHUX KOMIIJIEKCHOTO HTOTOBOTO nokaszartens CC OCI0XHEHHS: CMEPTh 110
NIpHYHHE CEPIEHO-COCYIUCTON NATONOTHH (BKIIOYas (aTanbHbIi HHCYJIBT,
atanbHbIi MHPAPKT MUOKAp/A U BHE3ANHYIO CMepTh), HedaTaIbHBIH HHPAPKT
MHOKapna (McKiro4as 6€CCHMNTOMHBIN HHDAaPKT MUOKapaa), HedaTanbHbIi UHCYJIBT, a
TaKKe (Heobs3aTebHas) rOCIHTAIH3alHsl, HAPUMED, 110 OBOAY HECTaGHIBHOM
CTEHOKapIUH; M/HIIH

B (GoJsiee NMHMTETHHOM) BPEMEHH 10 IEPBOTO BOSHUKHOBEHMS ITOYESYHBIX
MHKPOCOCYAUCTBIX OCIOXHEHHH, HAIIPUMEDP, BPEMEHH JI0 IEPBOTO BO3SHHKHOBEHHS
4ero-aubo U3 CreAYIOMUX COCTARNAIOMUX KOMIUIEKCHOTO HTOTOBOIO OKAa3aTes
II0YE€IHOTO OCIOKHEHUA: CMEPTh 110 MPUYHHE 3a00/I€BaHus MOYEK, YCTOHYNBAS
TEpMMHA.IbHAS CTA[IMS MOYECTHOH HEAOCTATOYHOCTH, @ TAKXKE YCTONYMBOE YMEHbIICHHE
Ha 50 % unm 6o1ee pCKD.

JOTIONHATEIBHBIN TepPANeBTHYECKHH YCIIEX MOXKET OBITH BeIpaXkeH B (OoJee
MEHBIIEM) KOJIHYECTBE WK B (Gosiee JIMTEIbHOM) BPEMEHH /10 IEPBOTO
BOSHHKHOBEHHS YEr0-THO0 U3: CMEPTH 110 MPHYHHE CEPAEIHO-COCY AUCTON MATONOTHH,
(ue)-aransuoro undapkra muokapaa, Geccumuromaoro UM, (ue)-dparansHoro
HUHCYJIbTa, TOCIATAIM3AIUA 110 TOBOAY HECTAOMIIBHOM CTEHOKAPAHH, TOCITHTAIH3AHH
110 IIOBOAY peBACKY/IIPU3ALUH BCHEYHBIX apTEPHif, TOCIUTANN3AHMHU 11O TIOBOY
peBacKyIApU3anuy NepupepUIecKnX COCyI0B, FOCIUTATA3ANHMH IO IIOBOAY 3aCTOHHOMN
CEPACYHOH HENOCTATOYHOCTH, BCEX IPUUMH CMEPTHOCTH, CMEPTH 110 IPHYHHE
3a00JIeBaHus NIOYCK, YCTONYABOH TEPMUHANBHOM CTAAHH MOYEYHOMN HEeNOCTaTOYHOCTH,
norepu pCK®, H0BOro BO3HUKHOBEHUS MaKpOaIbOYMHHYPHH, NIPOrPECCHPOBAHHS
anbOyMHHYpHH, nporpeccupoBanus XBII, He06X0AUMOCTH B TEepanuu NIPOTHUB
PCTHHONIATHY; HJIM B YIYYNICHUHU anbOyMMHYpHH, QyHKUuH nouek, XBI1; win B
YIyHILICHHE KOTHATUBHON QYHKUMHU UM B IPOGHIAKTHKE/3AMHATE OT YCKOPEHHOTO
CHHXKCHHS KOTHUTUBHBIX CITOCOOHOCTEH.

KorautneHble QyHKIMK MOTYT OUEHHBATLCS MOCPEACTBOM CTaHJapTH30BAHHBIX

TECTOB Kak Me€pa KOTHHTHBHOTO (hyHKIHMOHHPOBAHHS, HAIPUMED, MOCPEACTBOM
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NPUMEHEHHUs KPATKON IIKaJIBl OLIEHKH Ncuxudeckoro craryca (MMSE), tect Ha
3pUTEIBbHO-MOTOpPHYIO KoopauHauuro (TMT) u/unu tect Ha 6ernocts peun (VFT).

JlonmonHuTENbHBIH TepaneBTHYECKUH yeneX (0 CpaBHEHHIO ¢ IIane6o) MoxKeT
OBIThH BeIpaXKeH B OoJsiee BeIcokoM u3Mmenenuu HbAlc n/unu I'TTH ot ucxoaunoro
YPOBHSL.

Kpome T0Oro, 1omonHUTENbHBIH TEPaleBTHYESCKHIA YCIIeX MOXKET OBITH BBIPAXKEH E
Gosiee BRICOKOH NPONOPIHMHM NALHEHTOB OT Hayajla UCCAEN0BAHUS K KOHIY
HCCIICIOBAHNS, IIOIEPKHUBAIOIINX IIIMKEMHYECKHH KOHTpob (Hanpumep, HbAlc </=
7 %).

Kpome Toro, 10moHUTENbHBIH TEpaneBTHYECKUM YCIEX MOKET ObITh BRIPAXEH B
OoJtee BBICOKOH MpomopIuy MAIHEHTOB OT Hayalla UCCAEI0BAHUS K KOHIY
HCCINEIOBAHUSA, IIOIIEPKUBAIOIIUX ITHKEMUYECKUH KOHTPOJIb 0€3 HEOOXOIUMOCTH B
AOIOJHUTENBHOM IPOTHBOAMA0ETHIECKOM JIEKAPCTBEHHOM Cpe/IcTBE (BO BpeMs
nevyenus) ais nonxydenust HbAle </= 7 %.

Kpome Toro, nononHUTENbHBIN TepaneBTHYECKUH yCeX MOXKET GBITh BHIPAXKEH B
YMCHBPIIEHUH NPONOPIHH ITAIIMEHTOB, KOTOPbIE BO BPEMS HCCJICIOBAHUS JICUCHH S
Ha4yHHAIH IPUMEHATh HHCYJIUH HJIH JEYHJIUCh C IPUMCHEHHEM HHCYJIMHA, HIH B
CHUXXEHHHM O3Bl HHCYJIUHA, KOTOPYIO IIPUMEHSIIH.

Kpome Toro, 1onosHUTENbHELN TepaneBTHYEeCKHH YCIEX MOXKET ObITh BRIPAXKEH B
6oJiee MEHBITNX H3MCHEHHAX MACCHI TeJla OT HCXOJAHOTO YPOBHS, HIH B OoJiee
BBICOKOH IIPONOPIHH NMAaLMEHTOB ¢ < 2 % Habopa JMINHEro Beca, HiIH B 6oJiee HU3KOM

IIPOMOPIMH MAIHEHTOB ¢ > 2 % Habopa JIMIIHero Beca Ha KOHEIl HCCIeIOBaHMA.
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®OPMVIJIA U3OBPETEHUA

1. JINHATIMOTHH, WIK €ro (apManeBTHYeCKU pHeMIieMas CoJlb, HE00A3aTeIbHO B
KOMOHHANMH C OJHHM HJIH OOJILIIAM KOJMYECTBOM JAPYTHX aKTHBHBIX BEIUECTB,
npeaHa3HauYCHHBIH UISI IPUMEHEHHUs BO BPEMs TEpalluy NAalMCHTOB, HMEIOUIHX HIIH
BXOJAUIMX B TPYIIIY PUCKA CEPAEYHO-COCYAUCTOIO H/HIIH [TI0YE€YHOTO
MHKDPOCOCYUCTOrO 3a00JIEBaHHs, TAKMX KaK, HAllpUMeEP, NAIHEHTHI C BBICOKUM

COCYAUCTBIM PHCKOM

2. JIMHArIMOTHH, WK ero ¢papMaleBTHYECKH IpHemMiIeMas COJlb, HE00A3aTebHO B
KOMOMHAIMK C OJJHUM HJIM OOJBIIUM KOJIHYECTBOM APYIHX aKTHBHBIX BEIIECTB,
npejHa3HaYeHHBIH U1 IPUMEHEHHUS B COOTBETCTBUH C MYHKTOM 1, r/ie Tepanus

npeicTaBiseT coboi Kak KapAHOIPOTEKTHBHYIO, TaK X HEPPONPOTEKTUBHYIO TEPANHUIO.

3. JInHArIMOTHH, He00A3aTEIbHO B KOMOMHAIIMH C OOHUM HJIH OOJIbIIUM
KOJIMUECTBOM JPYIHX aKTUBHBIX BEIECTB, IPEJHAa3HAYEHHbIH I NPUMEHEHHUS B
COOTBETCTBHMHM € MYHKTOM 1 WJid 2, rie Tepanus BKJIOYaeT NpoQUIaKTHKY, 3alIATY OT,
OTKJ1a/IbIBAHHE BO3ZHUKHOBEHHMS, OTKJIaJbIBAHHE IPOTPECCHPOBAHNUS U/UIU CHUKEHHUS
PHCKa I10 MEHBIIEH Mepe OAHOTrO, BEIOpanHoro u3: CC naTolordi4eckoro HapyuieHus,
npexaeBpeMenHoi CC cMEpTHOCTH, TOYEYHOT0 NAaTOJOTHYECKOr0 HapyHNICHUS U

npex\')leBpeMeHHoﬁ CMEPTHOCTH OT 3a00/1eBaHUS TOYEK.

4. JIMHArTUITHH, HE0043aTENIbHO B KOMOHHAIIMU C OJHHUM N OOJIBIINM
KOJIMUYECTBOM APYTHX aKTUBHBIX BEIECTB, IPEAHA3HAYEHHEIH I MIPUMCHCHUS B
COOTBETCTBHH C IIYHKTOM 1, 2 unu 3, rae Tepanus BKIIOYaAeCT:

npoQHUIAKTHKY, 3aIIUTY OT, CHUXKEHUE PUCKA U/UIIH OTKJIAbIBAHUS
BO3HHKHOBEHHS:

KapJHo- HIIH LepeOpatbHOCOCYAUCTOr0 3a00IeBaHUs MM COOBITHS, TAKOI0 Kak,
HaIpuMep, BRIOPAHHOTO M3 TPYIIIBL, cocTosel u3: cepaeuyno-cocyaucroi (CC)
cMepTH (BKIIOYas (artanbHbli HHCYIBT, GaTansHblil HHGAPKT MHOKapAA, GaTanbHyo
cepledHyI0 HEIOCTATOYHOCTD, KApAHOrCHHBIH 1OK H/UIH BHE3AMHYIO CMEPTH),
He(aTaJbHOrO MHCYJIBTA (FEMOPPAruieckoro MM HEreMopparuyeckoro) u
HedaTansHOro undapkra muokapaa (MM) (¢ nnu 6e3 6eccumnromuoro UM) u.

HeoOs13aTeNbHO, TOCIIMTATH3AIMY (HalpUMep, 110 II0BOAY HECTAOMIbHON CTEHOKApAMH,
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CTaOMIBHOM CTCHOKAPAUHU, TPAH3UTOPHOHN MIIEMHUYECKOH aTaku, NpoUENyp
peBacKyJsApU3alliid BEHEUHbIX apTepUi, peBacKyJIspu3anuu nepudpepudecKux cocyaon
UJIM 3aCTOHHOW CepaedHOH HeJOCTaTOYHOCTH),

u/unm

npoHIaKTHKY, 3aIIMTY OT, CHHXKEHHE PHCKA, OTKJIaJbIBAHHE ITPOTPECCHPOBAHHUSI
U/WNU OTKJIa/ibIBAHUE BO3SHHKHOBCHHUS:

HOYEYHOTO MHKPOCOCYIMCTOTO 3a00JI€BaHMs, TAKOIO KaK, HallpUMep,
BBIOPAHHOI'O U3 T'PYIIIBI, COCTOSAIEH H3: albOyMHHYPHH (HallpEMEDP, MHKDPO- HIIH
MaKpoaas0yMHHEYPHH), XpoHUYecKoi 6one3nu noyek (XbII), Hapymenus GpyHKUHH
MOYeK, CMEPTH 0T 3a00JeRaHUs MMOYEK, TEPMUHAIBHOMN CTaJiuK OYEYHOMN
HEJOCTATOYHOCTH M CHH)KEHHS PACUETHON CKOPOCTH KJIyOOYKOBOH (PHIIBTPALIMH

(wanpumep, pCK® > 50 % oT HCXOOHOTO YPOBHS).

5. JIMHaArIMITUH, HeoOsA3aTebH0 B KOMOMHALUH ¢ OMHUM HJIH OOJIbITHM
KOJIHYECTBOM JIPYTHMX aKTHUBHBIX BEIECTB, IpEHA3HAYEHHBIN 1JI1 NIPUMEHEHHS B
COOTBETCTBHH C ITyHKTOM 1, 2, 3 unu 4, rjae repanus BKJIIOYaeT KOMOMHUPOBAHHBIN
croco®:

npo¢UIaKTHKH KapJIHO- HWIH 1epedpaTbHOCOCYAUCTOTO 3a00I€BaHHUS MIIH
COOBITHS, BLIOPAHHOTO H3: CMEPTH MO NMpUUHHE cepaedHo-cocyaucToi (CC) naroaoruu
(BKJIFo4ast patarabHBIA HHCYJIBT, GpaTanbHBI HHGAPKT MUOKApAa U BHE3aNHYIO CMEPTD),
HedaTaaILHOro HHCYJIbTa, HedaTtanbHOTO HHpapkTa Muokapaa (UM) (6eccuMITOMHBIN
MM MoxeT OBITH HCKIIIOYEH) H, HE00S3aTeJIbHO, TOCITUTAIM3AllUU N0 MOBOAY
HecTaOHJIBHOM CTEHOKap/IuH,

U

npo¢UIAKTHKH MTOYEYHOT'O MUKPOCOCYAUCTOr0 3a00IeBaHus HIIM COOBITHSI,
BBHIOpAaHHOI'0 H3: CMEPTH OT 3a00JieBaHUs OYEK, TEPMUHAIBHONH CTaqUuU NIOYEHHON
HEJ0CTATOYHOCTH M CHH)KCHHS Pac4ETHON CKOPOCTH KJIyOOUKOBOH (PUIIBTPALMH

(manpumep, pCK® > 50 % oT ncxoaHOrO ypoBHS).

6. JInsarnvnTug, Heo0A3aTeIbHO B KOMOHHAUUY ¢ OJHHUM HJIH OOJIBINNM
KOJIHYECTBOM JPYTUX aKTUBHBIX BEIIECCTB, IPEAHA3HAYECHHBIN U IPUMEHEHHUS B
COOTBETCTBHH C NIOOBIM U3 NYHKTOB | - 5, rae Tepanust COAEPKUT 110 MEHbIIEH MEpE

OJUH H3 CIICAYIONIUX CcrmocoboB:
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- Opo¢WJIAKTHKH, 3aMeJIeHHs IpOrpeccHpoBaHus, OTKJIaAbIBAHUS Hayala Ui
JeYeHUs MeTab0JIMYECKOT0 pacCTpoicTBa WK 3a00JIeBaHUs, TAKOTO KaK, HAlpUMep,
caxapHbiit muaber 1 Tuna, caxapHblil 1nabeT 2 TUNa, HapylleHHUE TOJEPaHTHOCTH K
rmoxo3e (HTT'), HapymeHue ypoBHs Il0OKo3bl B KpoBu Harouiak (HI'H),
THIEPrINKeMUs, IOCTIPaH/AualbHas THNepriuKeMus, noctabcopOoTuBHAs
THIIEPIIIAKEMHUS, JJATEHTHBIH ayTOMMMYHHBIH nuabet y B3pocibix (LADA), nuniHui
BEC, O)KHPEHHUE, JIUCITUIIHUIEMUS, THIIEPIUIINAEMUS], THIIEPXOJIECTEPOJIEM U,
runeprpuraunepuaemusi, runepH3XKK-emus, noctnpaniuanbHas IuneMus,
THIEPTEH3MS, ATCPOCKIEPO3, IHAOTENHATbHAS JUCHYHKIIUA, OCTEONOPO3, XPOHUUECKOE
CHUCTEMHOE BOCIIAJIeHHEe, HeaNKorojabpHas xuposas 0one3ns neuenu (HXBII),
peTHHoIaTusl, HeliponaTtus, HedpponaTus, HeGPOTHUECKUNA CUHIPOM, CHHAPOM
HOJMMKHUCTO3HBIX SUYHUKOB, H/MIH META00INYECKUI CHHIPOM;

- YJYYHIICHHS W/HWIY NOJJAepKaHUS IMTUKEMHUYECKOI0 KOHTPOJSL U/UTH
CHHMKEHHS YPOBHS I'JIIOKO3bI B IJIa3M€ KPOBH HATOIIAK, NOCTIPaHAHAaIbHON IJIOKO3bI B
1J1a3Me KpoBH, 10CTaOCOPOTHUBHOMN INIIOKO3BI B IUIa3Me KPOBU M/HJIH
IIMKO3WJINpOBaHHOro remornodonna HbAlc;

- npodmiIakTHKH, 3aMeJJICHUS, OTKJIAbIBAHHS UJIM BBI3BIBAHHS 0OpaTHOIO
pa3BUMTHA IIPOrpecCUpOBanms npenuabera, HapyIIeHHs TOJEPAHTHOCTH K TIIIOKO3€
(HTT), vapywmiedus ypoBHs rioko3bl B KpoBu Hatowmak (HI'H), pesauctenTHOCTH K
HHCYJIHHY U/HI METa00JIMYECKOTr0 CHHIPOMAa BO BpEMs caxapHOro auadera 2 THIA;

- npodMIIAKTHKU, CHUXKEHUS PUCKA, 3aMeJICHHUS IPOTPECCUPOBAHUS,
OTKJIaJpIBAHUS HAaYala UM JIeYeHUs] OCIIOKHEHUH caxapHOro nauadera, TakuX Kak
MHKPO- H MaKpOCOCYAHCThIE 3a00JIeBaHUS, TaKKe, Kak HeponaTus, MEKpO- WU
MaKpoanbOyMUHYPHS, IPOTEHHYPHUSI, HEQPOTUUECKUH CHHI[POM, PETUHONATHS,
KarapakTa, HeiiponaTus, HapylieHue 00yuaeMOCTH UK NaMsITH,
HelipoaereHepaTUBHbBIE UJIM KOTHUTHBHBIE pacCTPOHCTBA, KapAHO- UITH
nepedpaibHOCOCYAUCTHIE 3a00JIEBaHUs, HINEMUS TKaHeH, 1nadeTuyeckas CTONa UK
Tpoduyeckas s3Ba, arepoCKIEpo3, THNEPTEH3Us, IHAOTEIHANbHAS AUCHYHKIUS,
HH(PAPKT MUOKapa, OCTPhLIH KOPOHAPHBIH CHHAPOM, HECTaOUIbHAsl CTEHOKAap/IHH,
cTabuiibHast CTeHOKapaAus, OKKIIO3HMOHHAs 00Je3Hb NepudepUUECcKUX apTepuii,
KapIUOMHOMNAaTHs, cepJleuHas HeJJOCTaTOYHOCTh, pacCTPOHCcTBA CEPAEYHOr0 PUTMA,
COCYHMCTHIH PECTEHO3, H/UIH UHCYIIBT;

- CHHXKCHHUS Macchl TeJla U/UJIH )XKHpa B OpraHUW3Me U/UJIM XUpa B NIEUYEHH U/HIIH

BHYTPUMBIIICYHO-KJIICTOYHOI'O XHpa HJIH HpO(I)HJIaKTI/IKI/I HOBBINICHUA MACCHI T€Jia
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U/WIIK XKHpa B OpraHr3Me M/HIIH XKHUpa B IIEUCHH W/MJIM BHYTPUMBILIEYHO-KJIETOYHOT O
KUpa UM CIIOCOGCTBOBAHMS CHIKEHHIO MAcChI TeJla U/UIIH XKUPa B OPraHUu3Me H/UIH
)KMpa B TICYCHN W/ UM BHYTPHMBILICYHO-KIETOYHOTO XKHPa;

- mpoduIaKTHKH, 3aMeJUIeHHUs, OTKJIaAblBaHUs Hayaja U JICUCHHUS
JlereHepanuy 6eTa-KIeToK NOKENY0YHOH JKeNe3sl H/HUIIH CHIKEHHS
GyHKIHOHANBHEIX CBOMCTB GeTa-KJIETOK II0KEIYI0YHON JKeae3bl H/HiM yly4leHus,
COXPAHEHHUs U/WJIA BOCCTAHOBJICHHS (HYHKI[HOHAIBHBIX CBOMCTB GeTa-KIeToK
NOKETYI0YHOM JKeJe3bl /WM CTUMYJIUPOBAaHHUS M/HIIK BOCCTAHOBIICHUS MJIH 3aLIUThI
GyHKIHOHANBHEIX CBOHCTB CEKPELUH HHCYJIMHA IIOKELY I0YHOU Kelle30H;

- popUIIAKTHKH, 3aMeUICHHs], OTKJIa/IbIBAHMS HAYala HIIH JICYCHUS
HEeanKoroJibHOM >xupoBoit 6one3uu neyenn (HXKBII), Bkmrovas KupoOBOH remaros,
seankoroabHbli ¢rearorenatut (HACT) u/unn pubpos neyenu (TakoH Kak, HarpuMmep,
npodHIaKTHKH, 3aMeUICHAS IPOrPECCHPOBAHNS, OTKJIAAbIBAHHS, OCIA0IeHH S,
JeYeHHs MM BbI3bIBAHMS OOPATHOIO Pa3BUTHS )XHPOBOTO renarosa, (renaTu4eckoro)
BOCIIAJICHUS U/HJId aHOMAJIbHOTO HAKOIUICHHUS JKHPA B IIEUYEHH);

- npodUIAKTHKY, 3aMeJICHUS] IPOrPECCHPOBAHHS, OTKIIA/[BIBAHHS Havajga UK
jgedeHus Auadera 2 THIa ¢ HeOJaronpUATHBIM HCXOJ0M B Cliydae TPaAUIMOHHOM
NpoTUBOAHAbeTHIeCKOH MOHO- HJIH KOMOHHHPOBAHHOH Tepaluy;

- JIOCTH:KEHMS CHMDKEHMS J03bl TPAAUIHOHHOTO IIPOTHBOAUAOETHYECKOrO
JIEKaPCTBEHHOTO CPEACTBA, HEOOXOAUMOMH IS aJIEKBATHOI'O TEPANEBTHYECKOTO
JECHUCTBHSA,

- CHIDKEHHUS pHCKa HeXeJaTeNbHbIX SABJICHHH, CBA3aHHBIX C IPUMECHEHUEM
TPaAMLHOHHOTO [[POTHBOAHAGETHYECKOTO JIEKapCTBEHHOI0 CPEACTBA (HapUMeDp,
THUIOTJIMKEMUS HJIM HAOOp JIMIIHETO Beca); H/WiIH

- mojJepKaHMs W/HIM YJydIIeHHsS 4YyBCTBHTEIbHOCTH K HHCYJIHHY H/HIH

JICUCHUA UIIN HpO(l)I/IIIaKTI/IKI/I THOEPUHCYJIMHEMHUHN 15007047 PE3UCTEHTHOCTH K HHCYJIUHY.

7. JInHAraunTHH, HeobsA3aTeIbHO B KOMOUHAIMH ¢ OJHUM HJIH O0NbIIUM
KOJIMYECTBOM JPYTMX aKTHBHBIX BEIIECTB, IIPeJHA3HAYEHHbIH I IPUMEHEHHUS B
COOTBETCTBMH C JIOOBIM M3 IMYHKTOB 1 - 6, r/ie Tepanus BKJIIOYaeT NPOQUIAKTHKY,
3alllUTy OT, OTKJaJAbIBAHHE BO3HHKHOBEHHUS, OTKIIaAbIBAHUE IPOrPECCHPOBAHUS /UK
CHMDKEHHE PHUCKA YCKOPEHHOTO CHWKEHHS] KOTHUTHBHBIX CIOCOOHOCTEH HIIH
KOFHUTHBHOTO HapylIEeHHsI, IEMEHIINH, U/ UM IeNPECCHBHBIX PACCTPOMCTB,

paccTpoicTB HACTPOEHHUS UM TPEBOXHBIX PACCTPOMCTB.
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8. JluHarnunTHH, HeoOsA3aTEILHO B KOMOUHAIIHHA C OJHUM HIIH OOJILIIUM
KOJINYCCTBOM J[PYTHX aKTHBHBIX BELIECTB, IPeIHa3HAYCHHBIH 1/t IPUMEHEHHS B
COOTBETCTBHH C JIOOLIM M3 MYHKTOB 1 - 7, rlle Tepanus BKIIOYAET JICYEHHE AuadeTa, B
4aCTHOCTHU caxapHoro auabera 2 Tvna, U/uny quabetuvyeckoi HepponaTuu u/uim

(MHMKpPO- HJIM MaKpo-)aJbOyMHUHYDHUH.

9. JIunarnmunTHH, He00A3aTENEHO B KOMOMHALMHA C OMHHAM HIIH GOJIbIIAM
KOJTMYECTBOM APYTUX aKTHBHBIX BEIECTB, IPEJIHA3HAYCHHBIH /I IPUMEHEHHS B
COOTBETCTBHH C IHOGBIM U3 ITYHKTOB 1 - 8, raic¢ NnanueHThbl HMCXOT HJIH HAXOAATCH 110
BBICOKHM PHCKOM CEPAEYHO-COCYIUCTOro 3a00JIEBAHUS U/UIIU TIOYEYHOTO
MHKPOCOCYIMCTOrO 3a00JIeBaHus, TaKue KaK, HAIPUMED, NAalHEHThI C BRICOKUM

COCYJIMCTBIM PHCKOM (Hampumep, ¢ BBICOKHM puckoM CC co6niTuit).

10. JInnar:;tunTHH, HeO0A3aTENHHO B KOMOUHAIMK C OJHUM HJIH OOJIBIIMM
KOJIM4€CTBOM APYTUX aKTUBHBIX BEINECTB, HPEIHA3HAUYCHHBIM IS IPUMEHEHHUS B
COOTBETCTBMH C JIOOBIM U3 NYHKTOB 1 - 9, rje nanueHsTh HUMEIOT

(a) MmukpococyaucToe 3aboieBaHKe (HAIpUMEp, PETUHONIATHS, HEHPOMATHS, WK
II0YeYHOE MUKPOCOCYAUCTOE 3ab0eBaHue, Takoe Kak HepponaTus, aab0yMUHypUs
(HampuMep, MHKPO- HJIH MaKpoaJbOyMUHYpHS ), IPOTEMHYPHS, XpOHHUECKas GOTE3Hb
noyek (Hanpumep, XBIT 1, 2, 3, 4 unu 5 cranun) u/unm Hapymenue GyHKIHH TOYEK
(HanpuMep, NETKOE, CpefHEe WIIH CEPhE3HOE HapyLIeHHe QYHKIIMHU OYEK HIIH
TEpMUHAaJIbHAsA cTaausd noyeynoi Hepocrarouynoctu (TCITH)),

U/ v

(6) (mpenmecTByIOIEe) MaKPOCOCYAHCTOE (HAIPHMED, KAPAHO- HIIH
nepebpanbHOCOCYyIHCTOE) 3ab0neBanme (Takoe KaK, HapuMep, HHGAPKT MAOKap/a,
HIIeMHuYeckas 00Jie3Hb cepana, (MIEMUIECKHH HIIH TeMOpparnvecKuii) HHCYIbT,

3ab0JleBaHKHE COHHBIX apTepHi H/UiH 3a60jieBaHue TepU(EPHIECKHX apTepHii).

11. JlunarnwnTeH, He00A3aTEIbHO B KOMOHMHAIIMH C OJHHM HJIH OOJIBIIHM
KOJIMYECTBOM JIPYTUX aKTUBHBIX BEIECTB, IIPEJHA3HAUYCHHBIH IS IPHMEHEHHS B
COOTBETCTBHH C MOOBIM U3 MyHKTOB | - 10, rae malnMeHTs HMEIOT:

He(hpoNaTHIO WIIH XPOHHYECKYIO OoJie3Hb noyek (Hanpumep, XBI1 1, 2, 3, 4 win 5

craauy, B yacTHOCTH XBII 3 - 5 cTaguu), BKitoyas, HanpuMmep, anb0yMUHYPHIO
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(HanmpuMep, MUKpPO- UJIM MaKpoadbOyMUHYPHIO, TPOTEHHYPHIO, B YACTHOCTH C
MakpoansOyMHHYypuel) H/UK HapylneHHe QYHKIHH [ToYeK (Hanpumep, Jérkoe,
cpejlHee WM cephE3HOE HapylleHHe QYHKIUHU MOYEK UM TSPMHUHAIbHAS CTaIH
nouyeqHo# HenoctaroyHocTa (TCIIH), B yacTHOCTH cpeaHee, cepbE3HOE HApYUICHUE
¢ynkuuu nouex uinu TCIIH cTagus u/unu, B 4aCTHOCTH ¢ ans0OyMUHypHUeH, B
YaCTHOCTHU C MakpoalbOyMUHYpPHEN);

¢ uin 6e3 (IpeAIecTBYIOMIET0) MAKPOCOCY TUCTOTO (HAIpUMEp, KapIHo- HIIH
nepedpasibHOCOCYAUCTOr0) 3a601€BaHms (TaAKOTrO KakK, HalipuMep, HHGapKT MHOKapa,
uieMmuyeckas 00:1€3Hb cepua, (MIEeMHYECKUH UM reMoppariyecKnuii) HHCYJIbT,

3aboJieBaHHE COHHBIX apTepuil u/uiam 3abosieBaHHe NepUpepUIecKUX apTepHii).

12. JIuHarIMOTUH, HE0OsA3aTeIbHO B KOMOUHAIIUM C OJJHUM HUJIH OOJIBIIUM
KOJINYECTBOM IPYTHX aKTHBHBIX BEIIECTB, MPeJHAa3HAYCHHBIH I IPUMCHEHHS B
COOTBETCTBUM C JIIOOBIM U3 MYHKTOB 1 - 11, rjie nanueHThl HMEIOT:

Kak

anbOyMUHYpPHIO (HalpEMEp, MUKPO- HJIH MaKkpoaJbOyMHHYPHIO),

TaK "

IpeaNIecTEYIOIIee MAaKpOCOCYTUCTOEe (HAIPUMEP, KapAHO- HIIH
nepebpansHOCcOCcynucToe) 3aboeBanue (Takoe Kak, HanpuMmep, HHGapKT MHOKap/a,
umeMudeckas 60Jie3Hb cepiaua, (MIIeMHYeCKUH WM reMopparf4ecKuii) HHCYIIbT,
3aboneBaHUe COHHBIX apTepuil H/uiu 3aboieBanue nepudepuvecKkux apTepuii),

U/UIiTH

6o

(nérkoe uiaM cpenHee) HapyuieHHe GpyHKUHU nmovek (Hanpumep, XBIT 1, 2 wim 3
cTtaauy, Takas, kak XbII 1, 2 cranuu (n€rkoe HapyeHue) WK CTaANU 3a (HapylieHue
OT NIErKOTo 10 CPEIHEro), mpenodTHTensHo ¢ pCK® > 45 - 75 mn/mMun/1,73 M%), ¢
Makpoans0yMUHYpHE,

nubo

(cpenHee unu cepbé3zHoe) HapyuieHue GpyHkuun nodek (anpumep, XbII 3 unm 4
craauu, Takas, kak XbIl craguu 3b (HapynieHue oT cpeHETO 10 CepbE3HOro) unu 4
cranuu (cepbésnoe Hapymienue), npeanourutensio ¢ pCK® 15 - 45 mn/mun/1,73 M),
¢ UK 0e3 KakoH-1mbo ansOyMUHYpUH (TaKoH, KaK HalpuMep, ¢ Uiu 6€3 MUKPO- HIIH

MaKpoaarbOYMUHYPHUH).
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13. JlunaraunTuH, HeoO0sA3aTeIbHO B KOMOMHAIIMH C OAHUM HIHA OOJILIIUM
KOJIMYECTBOM JIPYTHUX aKTUBHBIX BELIECTB, IpeHa3HAUYCHHBIH ISl IPUMEHEHHUS B
COOTBETCTBHH C JIFOOBIM U3 MYHKTOB 1 - 12, r;ie NanHeHTHI HMCIOT:

(I) anebyMunrypuio (MHKpO MJIM Makpo) (Takyro Kak, HallpUMep, ¢ COOTHONICHHEM
anbbyMuHa Kk kpeaTuHuny B mode (UACR) > 30 mr/r xpeatununa uiau > 30 Mr/1
(MuIMrpamMMm a:1,0yMHHA Ha JIMTP MOYHM), WK > 30 MKI/MUH (MHKpOTpaMM ainb0yMHHA
B MUHYTY) uid > 30 mr/24 4 (MmurpamMm ans0yMuHa 3a 24 vaca)) u

IpeALIeCTBYIONEE MAKPOCOCYAUCTOE 3a00IeBaHueE, TaKoe KakK, HallpuMep,
omnpejensierca Kak oJHO Uiu 6onee u3 a) - €):

a) npeAnIecTBYIOIUH HHpapKT MHOKApa,

0) 3anyuieHHas uuieMudeckas 00yie3Hb cepaua,

B) BBICOKH PHCK OJHOCOCYOUCTOH HllIeMUYecKOi O0JIe3HU cepala,

') DpeAEeCTBYIONINN HIIEMUYECKHH HIIM FreMOpparu4ecKuii HHCYJIbT,

1) Hayu4ue 3ab0JIeBaHUS COHHBIX apTepHi,

€) Hanuuue 3aboeBaHus NepuPepUIESCKUX apTepHil;

u/unu

(I1) HapymenHnyo no4deynyro pyHkiuro (Hanpumep, ¢ uin 6e3 CC
CONYTCTBYIOINHNX 3a00JeBaHuUil), TAKYIO KaK, HAlpUMeEp, ONpPeAeIeHO MOCPEACTBOM:

» HapymeHHo# ¢ynkiuu noyek ¢ pCK® 15 - 45 ma/mun/1,73 M? ¢ TH0GBIM
COOTHOLIEHUEM albOyMuHa Kk kpeaTHHUHY B Mmoue (UACR), u/unu

« HapymeHHol QpyHKuy moyex ¢ pCK® > 45 - 75 mn/mun/1,73 Mm% ¢
COOTHOIIEHHEM alIbOyMHuHa K KpeaTuHuHY B Mmoye (UACR) > 200 Mr/r kxpeaTHHHHA WA
> 200 mr/n (MuaaurpaMm anb0yMuHa Ha JIUTP MOYH), Wik > 200 MKr/MUH
(MukporpaMm ansOyMuHa B MUHYTY) iy > 200 Mr/24 4 (MunnurpaMm anb0yMuHa 3a

24 4aca).

14. JInHaArjunTHH, HeoOsA3aTEJIbHO B KOMOMHAIIMH C OJHHM HJIH OOJIBIIHM
KOJINYECTBOM JIPYTHX aKTHBHBIX BEUIECTB, IpeHA3HAYCHHBIN JIJIsi IPUMEHECHHUS B
COOTBETCTBHH C JIFOOBIM H3 IYHKTOB 1 - 13, rJie manueHTHl HPeACTaBIAIOT co00ii
CTpajalIIuX AUa0eTOM MAallHEHTOB, B YACTHOCTH MAIlHEHTOB, CTPAJAIONUX JHadeToOM

2 THIIA.

15. JlunarnunTHH, Heo043aTEJILHO B KOMOMHAIHH C OJHUM HJIM GOJIBIIUM

KOJIMYCCTBOM JPYrux aKTHBHBIX BCIICCTB, IIpeIIHa3Ha‘ICHHBIi;I JJIsd IpUMCHEHHUS B
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COOTBETCTBHH ¢ JIIOOBIM U3 NYHKTOB | - 14, rie 04HO niK 60JbIIee KOJIHYECTBC
JPYr¥X aKTUBHEIX BELIECTB BBIOUPAIOT M3: APYTHX IPOTHBOHAOETHYECKUX CPENCTB,
AKTUBHBIX BELIECTB, KOTOPhIE CHUXKAIOT YPOBEHb Caxapa B KPOBH, aKTHBHBIX BEIIECTB,
KOTODPBIE CHHIKAIOT YPOBEHb JIUIHI0B B KPOBU, AKTHBHBIX BEILECTB, KOTOPbIE
noseinaloT ypoeHs JIBIT B KpoBH, aKTHBHEIX BEUIECTB, KOTOPBIE CHUXKAIOT
apTepHalbHOE J1aBlieHHE, aKTHBHBIX BELIECTB, KOTOPHIE IIOKAa3aHb! IIPU JICUCHHH
aTEpPOCKJIEPO3a AN OXHUPECHHUS, H/HIIM aKTMBHBIX BEIECTB, KOTOPBIC NOKA3aHBI IPH
nedeHnuH uiny npoduiaktrke ocHOBHBIX CC coOBITHH, H/MITH aHTHArPEraH THBIX

CpPEeJICTB H/UJIM @aHTHKOATyJISHTOB.

16. JIunarnanTHH, HeoOA3aTEIFHO B KOMOHHAIIUM C émmM WU OOJILITHM
KOJIMYECTBOM APYTHX aKTHBHBIX BELIECTB, IIpeJHAa3HAYEHHBIH JIJISI IPUMEHEHHUS B
COOTBETCTBHH ¢ JIIOOBIM U3 NMyHKTOB 1 - 15, rae oqHo unu 6osipmiee KOJUYECTBO
APYTAX aKTHBHBIX BENIECTB BHIOHPAIOT M3: APYTHX NPOTHBOAHAOETHYECKUX CPEICTB

H/Unu OPOTHUBOTI'HIIEPTCH3UBHBIX CPCIACTB.

17. JIuHAr TUNITHH, He00A3aTeIbHO B KOMOMHAIMH ¢ OJTHUM MU OOJIBIIUAM
KOJHMYECTBOM APYTHX aKTUBHBIX BEIIECTB, MPeJAHa3HAYEHHbIH I IPUMCHECHUS B
COOTBETCTBMH € JIXOOBIM M3 NMYHKTOB 1 - 16, rie Apyrue akTUBHBIE BEIECTBA BKIIOYAIOT
NpoTHBOAMAGETHUECKHE CPE/ICTBA, BHIOpaHHEIE U3 METGOPMHHA, penariuHua,
HaTerJIMHUAA, CyIb()OHUIMOYEBUH, MHOTTUTa30Ha, OI0OKaTOPOB alb(a-TIoKo3uaa3s! |

HHCYJIHHOB.

18. JIMHATTUIITHH, HE00S3aTEIbHO B KOMOMHALKHA ¢ METPOPMUHOM,
Cynb(POHMIMOUEBHHOM H/HIIM MHCYJIHHOM, IIPEHA3HAUYECHHBIN JJI1 IPUMCHCHHS B

COOTBETCTBHH ¢ JIIOOBIM U3 MYHKTOB 1 - 17.

19. JIluHArTUNTHH, HEOOSI3aTEILHO B KOMOMHAIIUH C MET(QPOPMHHOM,

HpelIHﬁ?lHa‘leHHbIﬁ I IPUMEHCHUS B COOTBETCTBHH C JIIO0BIM U3 IHYHKTOB 1-18.

20. JIuHAr U THH, HEOOS3aTEIbHO B KOMOMHAIMU C HHCYJINHOM,

npeaHa3HAYECHHBIH IS IPHMEHEHHS] B COOTBETCTBUH ¢ JIIOOBIM U3 IyHKTOB 1 - 19.
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21. JIAHarMNTHH, Heo043aTeIbHO B KOMOHHAIMH C JUYPETHUYECKHM CPEACTBOM,
MHIHOMTOPOM aHIHOTEH3HH-NpeBpamaromero pepmenta (AIID) u/unu 610KaTopoM
penenropa anruotensuna Il (bPA), takum xak, Hanpumep, TeIMHECApTaH,

[Ipe/IHa3Ha4YeHHBIA JUISI IPUMEHEHHS B COOTBETCTBHH C JIIOOBIM U3 MyHKTOB 1 - 20.

22. JluHarnunTHH, Heo0sA3aTeIbHO B KOMOMHAIIMY C OJHHM HJIH OOJIbIINM
KOJIMYECTBOM JAPYTUX aKTUBHEIX BELIECTB, IPEJHA3HAUYCHHBIH IS IPUMEHEHHUS B
COOTBETCTBHHU € TtOOBIM U3 NyHKTOB | - 21, rie manueHTH NpeacTaBisdioT coboii
HeqMabeTHYECKHUX MallMeHTOB WM CTPAaJaomuX 1uabeToM NalHeHTOB, TAKUX KAK

Hanpumep LADA, uiu npenoyTuTenbHO cTpajalomux 1uabeToM 2 THIA NalHeHTOB.

23. JluHarnunTuH, HeoOA3aTENIHbHO B KOMOMHAIIHNY C OJJHUM HJIH GOJIBIINM
KOJIM4eCTBOM APYTHX aKTUBHBIX BEIECTB, IpeIHAa3HAYCHHBIH /IS MIPUMEHEHHUS B
COOTBETCTBHH € MFOOBIM U3 IIYHKTOB | - 22, rie nmanueHTHl IPeACTaBISIOT coboii
CTpaiaroIuX 1MabdeToM (IPeANOYTHTENBHO CTPAAAIoMKX AHabeToM 2 THIIA)
NalMEeHTOB, KOTOPbIC HE MOABEPTaluch paHee Tepanuu nHruouropom JINI1-4, niu
IPEBAPUTEILHO JIEYUTUCh C IPUMEHEHHEM OJIHOTO HJId GOJIBIIErO KOJIHYECTBa
TPaAULHOHHBIX NIPOTUBOAHAOETUYECKUX CPEICTB, TAKUE KaK, HAIPUMED, MALlMEHTH C
HEJIOCTATOYHBIM INIMKEMHUYECKHUM KOHTPOJIEM BCJICACTBHE OJHOM JIMIID JHETHI U
$usryeckux HArpy30K, HIN MALMEHTH! C HEJOCTATOYHBIM IJIMKEMHYECKHM KOHTPOIEM
BCJICJICTBHE IUEThl U PU3NIECKUX HATPY30K H OJHOBPEMEHHO, HECMOTPS HA TEPAIHIO C
HPUMEHEHHEM OJ(HOT'O MK OOJIBIIEro KOJIMYECTBa TPAAHIMOHHBIX

IpOTH BOAHA0ETHYECKUX CpCICTB.

24. J/IuHarIMnTHH, HeoOA3aTEIbHO B KOMOMHALIMY C OJTHUM HJIA OOJbHINM
KOJIUYECTBOM JAPYTHX aKTHBHBIX BELIECTB, IPEJHASHAYCHHBIN [[JI1 IPHMEHEHUS B
COOTBETCTBHH C JIIOOBIM U3 MYHKTOB | - 23, riae mauMeHTH NPeACTaBIsIOT cob0il
(mpeaBapHTENBbHO NEYUBIIMXCS) MAMEHTOB, CTPaJalOIIMX qHabeToM
(IpeanoYTUTENBHO CTPAfaIOUX qHabeToM 2 THIIA), ¢ HeAOCTaTOUYHBIM
IMTUKEMHYECKHM KOHTPOJIEM, HECMOTPS Ha TEPAINHIO C IPUMEHEHHEM OJTHOTO WJIH JBYX
TPaJAHUMOHHBIX TPOTHBOANAOETUYECKHUX CPEJCTB, BRIOPAHHBIX M3 IPYIIIIBI, COCTOALIEH
13 MeTGOpPMHHA, THA30IHIHH/JUOHOB (B YaCTHOCTH ITHOTIHTA30Ha),
CyIb)OHUIMOYEBHH, IIMHH/IOB, HHIHOHTOPOB (-TIIIOKO3H a3kl (HapHMED, akap6o3a,

BOFJII/I603E[), 4 TaKXXC HHCYJIHHA AJIN aHAJIOTOB UHCYJIHHA, IPEAIIOYTHTEIBHO, TA€
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JIMHATJIMIITHH NPUMEHAIOT B JONOJIHUTEIbHON KOMGHHI/IpOBaHHOﬁ Tepanuu €
YKa3aHHBIMH OJITHUM HIJIA OBYMS TpaIHUIIHOHHBIMH HpOTI’IBOlIHa6CTH‘ICCKI/IMI/I

CpeJCTBaMHU.

25. JluHarnunTHH, HE0O0A3aTEILHO B KOMOMHAIMU C OJHUM HJIH OOJIBLIINM
KOJIHYECTBOM JAPYTIHX aKTHBHBIX BEIIECTB, IpeIHAa3HAUYCHHBIN JIIsf IPUMEHEHHS B
COOTBETCTBHMH C JIOOBIM U3 IMyHKTOB 1 - 23, rie nmanueHTH MpeACTaBIsSIOT co0oii (He
MOABEPTraBUINXCS paHee Tepanuu ¢ npuMeHeHueM uaruburopa JI111-4) nanuenTos,
CTpaJaloluX A1adbeToM (IPeAMOYTUTENIPHO CTPALAIOIKUX 1HabeToM 2 THIA), ¢
HENOCTATOYHBIM I'NIMKEMHYECKHM KOHTPOJIEM BCIIEACTBHE OHOM JUIIL JHETHI U
(Gu3MUeCKUX Harpy30K, HPeANOYTHTENbHO, TA¢ JIMHATIUIITHH IPUMEHSIOT B
MOHOTEPAIIHY, HJIM B HaYaJIbHOH KOMOHMHHUPOBAHHOHN Tepanuu ¢ TPaIHIIHOHHBIM
IPOTHBOANA0ETHYECKUM BEIECTBOM, BEIOPAHHBIM M3 I'PYIIIILI, COCTOSINEH U3
MeTGOPMHUHA, THA3OJIUAUHIHOHOB (B YACTHOCTH IHOTJIHTA30HA), CYI1b()OHHIMOYEBHH,
[JIMHUJO0B, HHTHOUTOPOB Q-TIIIOKO3HMAa3bl (HanmpuMep, akapbo3a, Borau6o3a), a Takxe

HHCYJIMHA WJIX a@HAJIOTOB HHCYJIHHA.

26. JluHarinunTuH, Heo0A3aTENBHO B KOMOMHAIIMY ¢ OJJHUM HJIH OOJIBIIUM
KOJIMYECTBOM JIPYTHX aKTHBHBIX BEIECTB, pEJHA3HAYCHHBIA It MIPUMEHEHHS B
COOTBETCTBHHU C JIFOOBIM M3 MYHKTOB 1 - 25, rie manmueHTsl HaXoAATCA nocie 6az0Boit

Tepanuu MeT(HOPMHHOM.

27. JIMHArMUOTHH, He00A3aTEJIBHO B KOMOUHAIMH C OJJHUM WJIH OONbUINM
KOJIMYECTBOM JPYTUX aKTHBHBIX BEILECTB, IPEJHA3HAYCHHBIN /IS HIPUMEHEHHS B
COOTBETCTBUH € MIOOBIM M3 MYHKTOB | - 26, rie MaMeHT NpeACcTaBiaseT coboi
IalMenTa, cTpazamoniero 1uadbeToM (B 4aCTHOCTH cTpajamplnero guabetToM 2 THia), rie

nuabeT HaXOJAUTCA HA paHHEH cTajuu.

28. JIunarnunTul, HeoOsA3aTebHO B KOMOMHALUY ¢ OJJHUM HJIM OOJIBIIAM
KOJIHYECTBOM JPYTUX aKTUBHBIX BELIECTB, MpeIHA3HAYCHHBIH JJIS IPHUMEHEHHS B
COOTBETCTBHH C JIOOBIM K3 MYHKTOB 1 - 26, rae maiMeHT NpeAcTaBseT cobon
IalyMenTa, cTpajamouiero 1nadeToM (B YaCTHOCTH cTpajamoulero naabertomM 2 Tuia), rae

anaber HaxoJHuTCA Ha SaHy'IHCHHOﬁ CTaJiuH.
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29. JlunarnunTvH, Heo043aTeJILHO B KOMOMHAIIMY C OJHHUM WK OONBIIUM
KOJIUYECTBOM JPYIUX aKTHBHBIX BEICCTB, NPEHA3HAUYCHHBIH 1JIsi IPUMEHEHUS B
COOTBETCTBMH C NIOOBIM U3 MYHKTOB 1 - 26, rjie naiueHT npecTaBisieT coboit
HNanMeHTa, cTpaaouero uabetoM (B 4aCTHOCTH cTpajarouiero 1HabeToM 2 THa), Iae
Auabet cBs3aH ¢ 3ab0jieBaHUEM MOYEK UIH HapyHIeHHEM QYHKIHH MMOYEK.

30. JlunarnunteH, HeoOsA3aTeJIbHO B KOMOUHAIHY C OAHUM HJIH OOJIBIIMM
KOJIMUECTBOM JI[pPYTHX aKTUBHBIX BEILECTB, IpEIHA3HAUYCHHBIN JJIsI IPUMEHEHHUS B
COOTBETCTBHH C JIOOBIM U3 IYHKTOB 1 - 29, rie nanueHToB ne4yaT ¢ IPUMEHEHHEM
JIMHAIIAIITHHA, Heo0s13aTeIbHO B KOMOUMHAIIMH C OJHUM HMJIM OOJIBIIHUM KOJHYECTBOM
JPYTMX aKTUBHBIX BEIECTB, Ha MPOTSKEHUH JUIHTEILHOTO IIEpHO/Ia BpEMEHH, TAKOT'0
KaK, HallpuMep, [0 MEHbIIIEH Mepe Ha pOTsSKEeHUH 1 - 6 net, >/= 2 net, unu 3 - 7 ner,
HallpuMep, Ha npoTskenuu 3 - 4 net, 3 - 5 ner, 3 - 6 net, 4 - 5 net, 4 - 6 net, 5 - 6 €T
Uy 5 - 7 net, npeAnoYTUTENILHO 110 MEHbIIIeH Mepe Ha npoTskeHuu 48 Mecsues,

Oonee NMpeANOYTUTECIIBHO NTO MEHbIIEH MEPE HA NPOTAXKCHUH 3 ner.



9Kcnpecc:pm IIOAOKAJIMKCHHA B KAUYE€CTBEC MapKepa NEJIOCTHOCTH NOJOLHUTOB

db/+ xoHTpoOJIBHAS Tpynna
Huabetnyeckue db/db Mpimu

HunabeTtnuyeckue + JIMHArnunTun, 3 Mr/kr

BOEDd

Huabetuuyeckue + Jnananpui, 20 Mr/kr
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*P<0,05; **P<0,01; ***P<0,001, o cpaBHeHHUIO ¢ db/db MbIlIaMH; KOTOPBIX JICUHJIH C
¥

npuMeHeHueM 1anebo; F<0,05, mo cpaBHEHHIO CO 3M0POBBIMH db/m MBIIIAMHU

KOHTpPOJIbHOH rpynnel (TecT ManHa-YHUTHH)
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