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O01acTh TeXHUKH H300peTeHust

Hacrosiee n300peTeHrne OTHOCHTCS K omnpeaelicHHOMY wHruOutopy AINII-4 (mpeAmouTUTeNnsHO JTUHAT-
JUNTHHY, HEO00A3aTENFHO B KOMOWHAIIMKA C OJHHUM FUIH OOJBIINM KOJMYECTBOM JAPYTMX AaKTUBHBIX BEIIECTB),
TpeIHa3HauYCHHOMY JJIsl IPIMEHEHHS BO BpEeMs Teparuy CTPAJAIONINX T1abeTOM MarMeHTOB (IPEAITOYTUTEIHHO
CTPaJIAIONINX THAa0eTOM 2 THITAa) MM HE CTPAJAIONINX AMa0eTOM MaIMeHTOB (MPEAMOYTHTEIHHO MpeaHa3HAUYCH-
HOMY JJIsI TPUMEHEHHUS B Kap0- W/ WA HEPOIIPOTEKTUBHON TepaITuy TIAIIMEHTOB, OOJILHBIX AUabeToM 2 THIa),
BKITIOUAs TAIUEHTOB, CTPAIAIONINX WIIA BXOSIINX B TPYINTY pUCKa (MUKPO- W/HIIH MaKpO-)COCYAUCTHIX 3a00I1e-
BaHUH, TaKUX KakK, HAIIpUMep, MAIMEHTHI, NMEIOMNE MM BXOMAIINE B TPYIIY PHUCKa CEpAEYHO-COCYTUCTHIX
n/uim (IOYCYHBIX) MUKPOCOCYAKCTHIX 3a00JIeBaHUI, TaKHE KaK, HAIPUMEP, MAIIUEHTHI ¢ BRICOKHM COCYIHCTBIM
PHUCKOM, TaKXKe KaKk W K (hapMaleBTHYCCKUM KOMIIO3HIUSAM M KOMOWHAIIMSAM, COJACPKAIIAM TaKHE aKTHBHEIC
KOMIIOHCHTBI, @ TAKXKE K UX ONPEACICHHBIM TCPATICBTUICCKUM MPUMCHECHUSM.

IIpeanoceliky co3nanus u3odpeTeHUus

CaxapHsbIii 1uabet 2 THNa MpeJcTaBIsieT co00H pacrpocTpaHEHHOE XPOHHYECKOE U porpeccupyoniee 3a-
OoyeBaHUE, KOTOPOC BO3HUKACT B PE3YNIbTATE CIOKHOU MaTO(PHU3HOIOTHH, KOTOPAsi BKIIOYACT JBOWHBIC SHJOK-
PHUHHBIC ICHCTBHSA, COCTOAIINE B PE3NCTCHTHOCTH K WHCYJIMHY M HAPYIICHHOW CEKPEeIMH WHCYIMHA C MOCTIEICT-
BUSIMH, KOTOPBIE HE COOTBETCTBYIOT HEOOXOIUMBIM YCIOBHSM IS TTOJAEP KaHUS YPOBHEH TIIIOKO3HI B IJIa3Me B
HOpPMAaJIFHOM JHana3zoHe. DTO MPUBOAUT K XPOHMUECKON THUTIEPTINKEMHN U CBSI3aHHBIM C HEW MHKPO- U MaKpo-
COCYIUCTBIM OCIIOKHEHUSAM WM XPOHWYECKUM HapyIICHHSM, TAaKAM Kak, HalpuMep, quadeTndeckast Hepora-
THSI, PETHHONATHS WJIM HEHpomaTHs WIM MaKpOCOCYAHWCTHIE (HalpuMep, KapAno- WIH LepedpanbHo-
COCYIVICTBIE) OCJTIOXHEHWSI, /MU CBA3aHHOE C HUMH HapyIllleHHe KOTHUTUBHOHN (QyHKIHH. CocTaBisIomas co-
CYIUCTOTO 3a00JICBaHUS UTPACT BAXXHYIO POJIb, HO OHO HE SBJISACTCS CAMHCTBCHHBIM (PaKTOPOM B psific HapyIIe-
HUH, CBS3aHHBIX C JHAa0CTOM. BBICOKas BCTPEHYaeMOCTh OCIOXHCHHUI MPUBOIUT K 3HAYUTEIHPHOMY CHU)KCHUIO
CpeIHe! MPOJODKUTSIFHOCTH KU3HU. [lHa0beT B HACTOsIIEe BpeMsl SBJIIETCS HAuOoJIee YacTOW MPHYUHOMN MPH-
00peTéHHON MOTepH 3pEHHUS, IOYCTHON HEIOCTATOYHOCTH, a TAKXKE aMITyTaIllUH B MPOMBIILICHHO Pa3BHTOM MH-
pe 1o TOll MpUYWHE, YTO AUA0ET BBHI3BIBACT OCIOXKHCHHUSA U CBSI3aH C JABYX-IISITH KPATHBIM IMOBBIIICHUEM PHCKA
CEepIeYHO-COCYIUCTHIX 3a0oeBannii. [I0BBIIIEHHBII PUCK MaKpOCOCYAUCTOrO 3a00JIeBaHUS B OCHOBHOM CBSI3aH
C TOBBIIIEHHBIM PHCKOM aTepoTpoM003a, 9TO MPUBOIWUT K MOBBIIICHHON YacTOTE OCIOXHEHUH M HpexXIeBpe-
MEHHOM CMEpPTHOCTH OT cepuedHo-cocyauctoro (CC) 3aboneBaHus, ¥ MPU 3TOM BaKHBIM NPOTHOCTUIECKUM
(daxropom CC 3abosnieBaHUi ABISACTCS HapylIeHHe GYHKINW ToUYek, HepOommaTus /Wil XpoHUIecKas 00JIe3Hb
nmouek (XBIT), koTopble 4acTo BCTpEUIaroTCsl BMECTE.

Jleuenne crpamaromux auadeTom 2 THMAa OOBIYHO HAYMHAETCS C MUETHI M (U3HYECKUX HATPY30K, KOTOPBIC
COTIPOBOXKIAIOTCS IEPOPATEHON TPOTHBOANA0CTHIECKOI MOHOTEpanuell, i, HECMOTPS Ha TO, YTO TPAIUIIMOHHAS
MOHOTEpAINus MOXET BHAYaJIe KOHTPOJIUPOBATH YPOBEHb TIFOKO3Bl B KPOBH y HEKOTOPHIX ITAIIUCHTOB, TEM HE
MEHEE OHA CBs3aHAa C BBICOKOW CTCMICHBIO BTOPHYHOW PE3UCTEHTHOCTH. OTpaHWYCHHS MOHOTEPAIMUH C ICIBIO
TOJICPKAHUS TIIMKEMUYECKOTO KOHTPOJIS MOYKHO TIPEOJI0NCTh, TI0 MEHBIIICH Mepe y HEKOTOPHIX MAallMCHTOB U Ha
OPOTSDKCHUH OTPAaHHYCHHOTO MEPUOJa BPEMEHH, C TMOMOIIBI0 KOMOMHHUPOBAHUS JICKAPCTBEHHBIX CPEICTB, CO-
CTOSIINX U3 HECKOJIBKUX JEHCTBYIOIINX BEIIECTB ISl TOTO, YTOOBI TOCTUYh CHUXKEHUSI YPOBHS TUIFOKO3EI B KPO-
BHU, KOTOPOE HE MOXKET OBITh 00ECIIeYeHO BO BpeMsl [UTUTEIEHON Tepaliy ¢ MPUMEHEHHUEM OJHOTO IeHCTBYIOIIE-
ro BemecTBa. JJoCTYIHBI JaHHBIE, TIOATBEPKIAIONINE BEIBOJ O TOM, YTO Yy OOJBIIMHCTBA MALUEHTOB, CTPAIAr0-
UX TUabeToM 2 THTIa, CYIIECTBYIOIIAs MOHOTEpAIUs NMEET HeOIaronpusATHBIA UCX0Jl U HEOOXOIUMO JieUeHHE
C IPUMEHEHHNEM JICKAPCTBEHHBIX CPENICTB, COCTOSIINX M3 HECKOJIBKUX JICHCTBYIOMNX BEIIECTB.

OmHako 1o TOW MpHUYWHE, 9TO AWA0ET 2 THIIA MPEACTABIET COO0H porpeccupyloiee 3a0ojeBaHue, TaxKe
MAIMEHTHl ¢ XOPOIIMMHU HAYaJbHBIMH OTBETAMH Ha TPATUIMOHHYI0 KOMOMHUPOBAHHYIO TEPArUI0 OYIyT BITO-
CJICJICTBUU UCTIBITHIBATh HECOOXOAMMOCTD B MOBBINICHUH JTO3BI WIIX B JOMOJHUTEIHHOM JICYCHUH C MTPUMCHCHHEM
JIOTIOTHUTEIBHOTO TEPOPATHFHOTO U HEMEPOPaTbHOTO MPOTUBOJUAOCTHYCCKOTO JIGKAPCTBEHHOTO CPEICTBA
(4acTo B KOHEYHOM HUTOTE C NMPHUMEHCHHEM HHCYJIUHOBOW TEpANWH), O TOW MPUYUHE, YTO OYCHB CIOKHO IOJ-
JICPKUBATh CTAOMIBLHBIN YPOBEHB IIFOKO3HI B KPOBHU Ha MPOTSHKCHHUU JITUTEIBHOTO Meproaa BpeMeHu. HecmoTps
Ha TO, YTO CYINECTBYIOIIass KOMOWHHPOBaHHAs TEpamus UMEET MOTCHIUANl YCHIMBATH TNIMKEMUYCCKUN KOH-
TPOJIb, OHA UMEET CBOM OTpaHMUYEHHS (0COOEHHO, UTO KacaeTcs AIUTEIBHOTO AeiCcTBHs). Kpome Toro, Tpaauim-
OHHAs Tepamus MOXKET JIEMOHCTPUPOBATH MOBHIIICHHBIH PUCK MOOOYHBIX NEHCTBHM, TAKUX KaK THIIOTIIMKEMUS
W Ha0Op JIMIITHETO Beca, KOTOPBIE MOTYT HETaTUBHO CKa3bIBATHCS HA €€ NEHCTBUU M IPUEMIIEMOCTH.

Takum o0pa3om, Ui MHOTHX HAIMEHTOB yKa3aHHAs Tepamusl ¢ MPHIMEHEHHEM CYIIECTBYIOIINX JIEKapCT-
BEHHBIX CPEIICTB IIPUBOJUT K IIPOTPECCHPYIONIEMY YXYAIMICHHIO PETYIIANN METab0In3Ma, He3aBUCUMO OT JIede-
HUS, U TIPH 3TOM HE TOCTaTOYHBIM 00pa3oM KOHTPOIHPYET METaOOIMIECKUA CTaTyC, OCOOCHHO Ha MPOTHKCHUN
JUTUTEIILHOTO TEPHO/Ia BPEMCHH, U, TAKUM 00pa3oM, UMEET HeOIaronpusITHBIA UCXOJ B TOCTHKCHUH U TIOJACP-
JKaHHUU TIIMKEMHYECKOTO KOHTPOJIA B CIyYae 3aIlyleHHOTO, MPOrpeccupyromiero nuadera 2 Tuna wik auadera 2
TUTIA HA TIOCJICTHEH CTaJuH, BKIOYAs TUA0ET ¢ HETOCTATOYHBIM IITMKEMUYECKHM KOHTPOJIEM, HECMOTPS Ha Tpa-
JUIIMOHHEIC TICPOPATBHBIC /W HETIEPOPATbHBIC MPOTHBOANA0CTHICCKHE JICKAPCTBEHHBIC CPEICTRA.

Io 3To¥i mpUYHMHE, HECMOTPS Ha TO YTO MHTCHCHUBHOC JICUCHHE THIICPTIIMKEMUU MOXET YMEHBIIATh BO3-
HUKHOBEHHUC XPOHHUYCCKUX HAPYIICHHUA, MHOTHE MAI[UCHTHI, CTPAIAIONINE TUA0ETOM, OCTAIOTCS ITOIBEPTHYTHIMU
HEIOCTaTOYHOMY JICYCHHUIO, YACTUYHO IO MPUYMHE OTPAaHMYCHHUH B OTHOIICHHUH JTHTEIBHOCTH NEHCTBHSA, Oe30-
MACHOCTH/TIEPEHOCUMOCTH, a TakKe IO NMPHUYMHE HEeyN0oOCTBa JO3UPOBAHUS TPATUIIMOHHON NMPOTHBOTHIICPTIIH-
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KEMUYCCKOW TePaITHH.

Kpome Toro, oxxupeHue, TUITHUA BeC WM Ha0Op JHUIIHETO Beca (HAalpuMep, B Ka4eCTBE MOOOYHOTO WITH
HEXKEJIaTeNbHOTO SBJICHUS HEKOTOPHIX TPAAWUIIMOHHBIX NMPOTHBOAMAOCTHYCCKHUX JIEKAPCTBEHHBIX CPENCTB) M0-
TIOJTHUTENNBHO YCIOXKHSIOT JeUeHHE THadeTa U ero MUKPOCOCYANCTHIX MIIH MaKpOCOCYAHMCTHIX H/FITH CBSI3aHHBIX
C HIMH KOTHUTHUBHBIX OCJIOKHCHHH.

YxazaHHas BEICOKAsl 9aCTOTa BOSHUKHOBEHHS TEPATICBTUIECKUX HEOJIArONPUATHBIX UCXOJIOB MIPEACTABISACT
c000¥i OCHOBHOW BKJIAJ B BBICOKHH YPOBEHb JUIMTEIHHBIX OCIOXHEHHM, CBS3aHHBIX C THICPTIUKEMHUEH, WIH
XPOHHYECKHUX HAPYUICHWH (BKIIOYAsi MUKPO- M MaKPOCOCYAMCTBIE OCIOKHEHHS, TaKue Kak, HallpuMep, auade-
THUYecKas HeppomaTHs, peTHHONATHS WU HEHPOIATHs, WK IiepeOpallbHbIe WM CEPICYHO-COCYIUCTHIC OCIOXK-
HCHHS, TaKHe KaK, HApUMep, WHPAPKT MUOKapJa, HHCYIBT WIH CEPACYHO-COCYIHCTasi CMEPTHOCTh WK ITaTO-
JIOTHYECKOE HAPYIICHUE) Y MAIUCHTOB, CTPATAOIINX JHAOCTOM.

[epopaibHbIC TPOTHBOAHAOCTUICCKHE JICKAPCTBEHHBIC CPEJICTBA, KOTOPHIC TPAIUIIMOHHO MPUMCHSIOT BO
BpeMsl Tepanuu (Takue Kak, HampuMep, Tepamusl IepBOi, BTOPOU WM TPETheH JIMHUY, W/WIM MOHO- WU (Ha-
YaIlbHOW WU JTOTIOJIHUTEIHFHOH) KOMOWHUPOBAHHOW TEpamiM), MOTYT BKIIOYATh, HE OTPaHUYUBASICh UMHU, MET-
(dhopMuH, CyIb()OHUIMOYCBUHBI, THA3OIUANHINOHEI, TIIMHUIBI 1 HHTHOUTOPHI O-TJTFOKO3UIa3HI.

Hemnepopaybabie (0OBIYHO BBOJUMBIC C MOMOIIBI0 HHBEKIMH) MPOTHBOIUAOCTUICCKUE JIEKAPCTBECHHBIS
CpeICTBa, KOTOPHIE TPAAUIIMOHHO MMPUMEHSIOT BO BpEeMs Tepaniu (Takue Kak, HaupuMep, Tepamnus IepBoi, BTO-
pOM WIIM TPEThEW JIMHWUM, W/WUIH MOHO- WIN (HAYaJILHOW WIJIM JOTIOJHUTEIHHOW) KOMOMHHUPOBAHHOW TEpaIim),
MOTYT BKJIO4aTh, He orpaHmuuBasch umu, [TIII-1 (amrmr: GLP -rmiokaHmofgoOHBIA TENTHA) WM aHAJIOTH
T'TITI-1, a Tak)ke MHCYJTUH WX aHAJIOTH WHCYJIMHA.

Tem He MeHee MpPUMEHEHHE YKa3aHHBIX TPATUIMOHHBIX MPOTHBOAMAOCTUIECKUX I HMPOTHBOTUIICPIIIH-
KEMHUYECKUX CPEICTB MOXET OBITh CBSI3aHO C PA3UYHBIMU HEXKEIATCIbHBIMU sBICHUAMU. Hampumep, meTdop-
MHUH MOKET OBITh CBSI3aH C MOJIOYHOKHCIIBIM aIliI030M WU KETYIOYHO-KHUIICUHBIMU TOOOYHBIME JICHCTBUAMU;
CyITb(OHUIMOYCBUHEI, TIIMHUIBI M WHCYJIMH WIW aHAJIOTH WHCYJIUHA MOTYT OBITH CBSI3aHBI C TUIIOTJIMKEMUCH U
HA0OpPOM JIMIITHETO Beca; THA3OJUIUHANOHEI MOTYT OBITh CBS3aHBI C BOJSHKOM, IMEPEIOMaMU KOCTEH, HabopoM
JUITHETO Beca W CEPICYHON HEAOCTATOYHOCTHIO/KapIUOTOHUYHBIMH BO3JCHCTBUAMH, M OJIOKATOPHI aib(a-
rimoko3uaa3sl U ananoru [TIT-1 wimu ['TITT-1 MoryT OBITE CBSI3aHBI C JKETYA0YHO-KHIIICYHBIMU HEXXEIaTCIbHBIMU
SABIICHUAMH (TaKMMH Kak, HaIpUMeEp, PACCTPONUCTBO MHUIIEBAPEHUS, METCOPH3M HJIHM TUapes WIN TOIIHOTA WM
pBOTA).

B nmomosHeHME K MaTOIOTHYECKOMY HAPYIICHHUIO, CBI3aHHOMY C KaXKABIM M3 YKa3aHHBIX OOOYHBIX JEHCT-
BUH, OHM TaK)Ke MOTYT MMETh HEXeJaTeIbHbIe CepAeTHO-COCYUCTRIE OCIoKHeHU. Hanpumep, rumornukeMus
¥ HabOp JIMITHETO Beca JOIMyCKaIOTCS Kak (PaKTOpHI, BIUAIONINE Ha HEXXEJATEeIbHYI0 CMEPTHOCTh B pe3yJbTaTe
CC.

[pucTymBl THIOTITUKEMHUH TAaKXKe OBUTH UACHTH(GHUINPOBAHBI KaK HAHOCAIINE BpPEI KOTHUTHBHBEIM HaBHI-
KaM U CBSI3aHHBIC C 0OJiee BHICOKUM PHUCKOM KOTHUTHBHOTO HApYIICHUS WM ACMCHIMH. PUCK THITOTIMKEMHU
JIOTIOTHUTEIBHO TTOBBIIIACTCS Y TIOXKIIBIX C COMMYTCTBYIOIUME 3a00JICBAHUSIMY U MHOTOKPATHBIM IIPUMCHECHUEM
JICKApCTBCHHBIX CPEJICTB.

ITo 3TO# MpUYMHE B YPOBHE TEXHUKU OCTACTCS HEOOXOUMOCTh 00ecIeuuTh 3 (DEKTUBHYIO, OC30IaCHYIO H
MIEPEHOCUMYIO IPOTHBOANAOETHIECKYIO TEPAIHIO.

Kpowme Toro, B Tepanmuu auabdera 2 TUIAa ©MeeTCsl HEOOXOAMMOCTh B 3P (GEKTHBHOM JICUEHUH 3a00JIeBaHus,
KOTOpOE TpeoTBpaIiaeT (MUKpO- W/HIH MaKpOCOCYAHMCTHIE) OCIOXKHEHWMsI, XapaKTepHbIe I 3TOTO 3a00JieBa-
HUS, a TaKOKe OTKIAABIBACT WM M3MEHSET IPOTrpecCHpOBaHME 3a00JIeBaHuUs, HAIPUMED, IS TOTO, YTOOBI T0C-
TAYb IITUTEIBHBIA TEPANEBTHUECKUN dPPEKT.

Bonee Toro, ocraeTcst HEOOXOAMMOCTE B TOM, YTOOBI IPOTHBOINAOETHYECKOE JICUEHHE HE TOJIBKO MPEIoT-
BpAIaJI0 W/WIH JICYUIIO [UTUTEIEHBIC OCIOXKHEHUS, KOTOPBIC YaCTO BCTPEYAKOTCS HA 3aIyIICHHBIX CTaUAX 3200-
JICBaHUA HA AUA0ET, HO TAaKXKe TPEACTABISLIO OO0 BO3ZMOXKHBIN CHOCOO0 JICUCHHUS TEX MAIUCHTOB, CTPAJAFOIINX
abeTOM, KOTOPBIC UMCIOT MPOSIBUBIINECS WU BXOAST B TPYIITY PUCKA PAa3BUTHS TAKHX OCIOKHCHUH (HAMpPU-
Mep, HapyIIeHHe (QYHKIHH T0YeK).

B uacTHOCTH, CylIecTByeT HE0OXOIUMOCTh B TOM, YTOOBI IIPOTUBOIUAOCTHUCCKOE JICUCHHE MPEIOTBpaIla-
JIO W/WTH JICYHJIO TPEIIOYTHTEIEHO KaK MUKPOCOCYAUCTHIC (TIOYEUHBIC) OCIOKHEHHUS, TaK K MaKPOCOCYIICThIC
(CC) ocnoxHEHUsT BMECTE, MPEATIOYTHTEIHLHO B TIpeIiesax OJHOM Teparui.

Kpome TOoro, B 4acTHOCTH, TaK)Ke CYIIECTBYET HEOOXOAUMOCTh B 00ECIICUeHIH BO3MOXHOTO cIlocoba Jre-
YeHHs TeX MAIEeHTOB, CTPANAIOIINX AHa0ETOM, KOTOPBIE MMEIOT MPOSBUBIINECS WM BXOIAT B TPYIILY PHUCKa
Pa3BUTHA KaK MUKPOCOCYAUCTHIX (TIOYETHBIX) OCIIOKHEHUH, Tak 1 MakpococynucThixX (CC) ocmoKHEHUT.

Taxxe cymecTByeT HEOOXOAMMOCTH B TOM, YTOOBI NIPOTHBOIMAOETHYECKOE JICUCHHE IPEIOTBPAIIAIIO
W/WIIA JICYUIIO YCKOPEHHOE CHIDKCHHE KOTHUTHBHBIX CIIOCOOHOCTEH (KOTOpPBIE MOTYT OBITH CBS3aHBI C MHUKPO-
W/WIIA MaKPOCOCYIUCTBIMH OCIIOXKHEHUSAMH) MPEIIOYTHTEIEHO KaK BMECTE ¢ MHKPOCOCYIUCTHIMU (TIOYCYHBIMH)
OCIIOXHEHUAMH, Tak U MakpococyaucTbiMu (CC) OCI0KHEHUSMHU, MPEIIOYTUTEIIFHO B MPeIeiax OJHOM Tepa-
U,

Bornee Toro, ocraeTcs HEOOXOAMMOCTE 00CCIICUCHHUS MPEIOTBPAILCHHS MU CHIDKCHHS PUCKA HEKEIATEIThb-
HBIX SIBJICHHH, CBSI3aHHBIX C TPaIUIIMOHHON MPOTHBOIHA0CTHYCCKON Teparuei.
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Kpartkoe onucanue n300peTeHus

Hacrosiee n300peTeHrne OTHOCHTCS K omnpeaeiicHHOMY wHruOutopy AIIII-4 (mpeAmouTUTeNnsHO JTUHAT-
JUNTHHY, HEO0A3aTENFHO B KOMOWHAIIMKA C OJHHUM FUIH OOJBIINM KOJIMYECTBOM JAPYTHX AaKTUBHBIX BEIIECTB),
TpeIHa3HauYCHHOMY JJIsl IPIMEHEHHSI BO BPEMS TepaIiy CTPAAIONINX T1abeTOM MarMeHTOB (IPeAITOYTUTEIHHO
CTpaJlalonIuxX AuabeToM 2 TUIA) WK He CTPaNaloNuX TUadeToM MAlMeHTOB (KakK, HalmpuMep, ¢ IEeIbl0 YMEHb-
IIeHUs], MPO(UITAKTHKH, 3aIIMTHl OT, OTKJIAIbIBAaHMS Hayasla, 3aMeUICHUS IPOTPECCHPOBAHUS W/HITH CHHUKCHHUS
pHCKa CepAeUYHO-COCYAUCTOTO /MM ITOYEHYHOTO MATOJOTMYSCKOTO HAPYIICHHUS W/WIIM CMEPTHOCTH y CTpaaro-
mUX ArabeTOM WM HE CTPajaloluX AnabeToM TMAIMeHTOB-TIOACH, MPEANOYTHUTENIHHO MpeIHa3HAYCHHOMY
JUIL TPUMCHCHHS B KapAuo- W/WIK HEQPONPOTCKTUBHON Tepamuyd MAlMeHTOB, OOJBHBIX JUa0eTOM
2 THIa), HATPUMEP, B TOM YHUCIC Y MAIEHTOB, CTPAIAONIUX WIH BXOJISIIUX B TPYIIY pHCKa (MHKPO- H/WJIH
MaKpO-)COCYAUCTHIX 3a00JICBaHNN, TAKUX KaK, HAPUMEP, MAIUCHTHI, UMCIOIIUC MU BXOJISAIINE B TPYIITY PUCKA
CEPIICYHO-COCYTUCTHIX U/WIH (IMOYCUHBIX) MHUKPOCOCYAMCTHIX 3a00JICBaHUI, TaKHe KaK, HAPUMED, TallUCHTHI C
BBICOKUM COCYIHCTBIM PHCKOM, TaKXe KakK M K (hapMaleBTHYCCKUM KOMIIO3HIUSAM H KOMOWHAIIUSIM, COJICpIKa-
MM TaKHe aKTUBHBIC KOMIIOHEHTHI, a TAK)KE K UX ONPEICIICHHOMY TEPAaNIeBTHICCKOMY MTPUMCEHECHHIO.

Takast Tepamus B COOTBETCTBHUH C 3TUM H300peTeHHEM (HaIpUMep, KaK OMFCAHO 3/1€Ch BBIIIEC WM HIKE
Oonee mMoapoOHO) MOXKET BKIIIOYAThH JICUCHHE C MPUMEHEHHWEM TaKoro ompeneseHHoro wHruomropa JIITI-4
(TIpeArIoYTHTENHHO TMHATINIITHHA, HE00A3aTEIbHO B KOMOWHAIIMY C OIHUM MIIN OOJIBIIAM KOJTHIECTBOM JAPYTHX
aKTHBHBIX BEIIECTB), HA MPOTHKEHUH ITUTEIHLHOTO TIEPHOJIa, TAKOTO, KaK OMHCaHo Oojee moapoOHO (MpoIoii-
JKUTEIHHOCTD JICUCHHS) 31ECh HIDKE.

Hacrosimee m3o0peTeHne OTHOCUTCS K ompeneneHHoMy uHruoutopy AIII-4 (mpeanodTUTeNnsHO JTUHAT-
JUNTUHY, HE00A3aTCIFHO B KOMOWHAIIMKA C OJHUM MU OOJBIINM KOJMYECTBOM JPYTHX AKTUBHBIX BCIICCTB),
MpeHa3HAYCHHOMY JIJIsl IPUMEHEHUS BO BPEMs TepAIiU CTPAJAIONINX TUA0ETOM MAIMEHTOB (TPEAMOYTUTEIHHO
CTpaJaronmx quabeToM 2 THITA) WIK HE CTPAJAIOIIUX IUA0EeTOM MalMeHTOB (TPEAMOYTUTEIBHO MPeTHA3HAYCH-
HOMY JJIsl TIPUMCHCHHS B KapIUOMPOTCKTHBHOW, TaKKe KaK M B HE(PPOIPOTCKTUBHON TEPAllUM MAIUCHTOB,
0ONBHBIX TUabeToM 2 TUIMA, MPEAMOYTUTECIHHO HE YIUTHIBAS W/WJIH HE3aBUCHMO OT YIIYYIICHUS TITHKEMHYCCKOTO
KOHTPOJSI), BKJIIOYAs TAIMEHTOB, CTPANalOMIMX WIH BXOMAIIMX B TPYNIy pHCKa (MHKpO- W/WIN
MaKpO-)COCYAUCTHIX 3a00JIeBaHNH, TAKUX KaK, HAPUMEP, MAIlMCHTHI, UMCIOIINE FITH BXOIAIINE B TPYIITY pUCKa
CEpICYHO-COCYIUCTHIX W/MIIN MOYEUYHBIX MHKPOCOCYAHMCTHIX 3a00JIeBaHMMA, TAKUX KaK, HAlpUMeEp, MAIMeHTHl C
BBICOKMM COCYAMCTBIM PHCKOM, TakkKe KaK M K (hapMalleBTHYSCKIM KOMIIO3HIINSAM M KOMOWHAIIHSM, COZIepiKa-
IIIMM TaKHe aKTUBHBIC KOMIIOHEHTHI, a TAK)KE K €0 OTPEACTICHHOMY TePareBTHIECKOMY IIPUMEHEHHIO.

Hacrosimee m3o0peTeHre OTHOCUTCS K omnpeneneHHoMy uHruoutopy AIII-4 (mpeanmodyTUTeNnsHO JTHHAT-
JUNTUHY, HE00A3aTCIFHO B KOMOWHAIIMKA C OJHUM MU OOJBIINM KOJMYECTBOM JPYTHX AKTUBHBIX BCIICCTB),
NpeHA3HAYCHHOMY JUIS MPUMCHEHUS y MAalUEHTOB (MPEANOYTUTEIFHO CTPAJAIOIINX JUA0eTOM IMAalUeHTOB, B
YaCTHOCTH, CTPAJAIONINX TUA0CTOM 2 THIA MAIIMEHTOB), CTPAIAONINX U BXOJSIIUX B TPYIIITY PHCKA CepicU-
HO-COCYIUCTBIX W/WJIM MOYEUHBIX MHKPOCOCYIHMCTHIX 3a00JICBaHUH, TAKUX KaK, HAPUMEp, MAUCHTHI C BBICO-
KAM COCYIUCTBIM PUCKOM, HAIPUMEp, KaK OMICAHO 3/IeCh; TAKUX KaK, HAIPUMEp, MAIIUCHTH B COOTBETCTBUH 110
MEHBIIIeH Mepe ¢ OHUM U3 BApUAHTOB OCYIIECTBICHU 1-6 minn 1-7, Kak OMUCaHO 3/1€Ch HUXKE.

Hacrosimee m3o0peTeHre OTHOCUTCS K omnpeneneHHoMy uHruoutopy AIII-4 (mpeamodyTUTensHO JTUHAT-
JUNTHHY, HEO00A3aTeNFHO B KOMOWHAIIMKA C OJHHUM FUIH OOJBIINM KOJMYECTBOM JAPYTHX AaKTUBHBIX BEILECTB),
MpeIHa3HaYCHHOMY IJISl IPUMEHCHHS C IeJIbI0 YMEHBIICHUS, TPOQIIIAKTHKH, 3alIUTHI OT, OTKJIAIbIBAHUS W/IIIN
CHIDKEHHS PHCKa MATOJIOTHIECKOTO HAPYIICHUS W/WIIH MIPEKAEBPEMEHHOW CMEPTHOCTH OT COCYANCTOTO 3a00Je-
BaHWs, TAKOTO Kak, Hampumep, cepaeano-cocynuctoe (CC) u/uium mouevHoe MUKPOCOCYIUCTOE 3aboseBanue (B
OJTHOM BapHaHTE OCYIIECTBICHHS TAKOE COCYAUCTOE 3a00JICBaHUEC MOKET JIOTIOTHUTEIFHO BKIIIOYATh CHIKCHHC
WA HApYIICHUE KOTHUTUBHBIX CIOCOOHOCTEH), MPEINOYTHTENEHO YV CTPAIAONINX THA0eTOM MAIUeHTOB (B Ya-
CTHOCTH, CTPaJarolux nuabeToM 2 TUMAa MMAlUCHTOB), KaK, HApPUMEp, Y MAIEHTOB, HMCIONINX WA HAXOMs-
IIMXCSI TIOJ] BRICOKMM PUCKOM CEPJCYHO-COCYIUCTOTO W/WIIM MMOYEYHOTO MHUKPOCOCYIUCTOTO 3a00JicBaHMS, KaK,
HApUMEp, y MAlUCHTOB C BBICOKUM COCYIHMCTBIM PHCKOM (TakMX KakK, HalpuMep, MAIMCHTHI, OMHCAaHHBIC
3JIeCh); TAKHUX KaK, HAPUMED, MAIIMCHTH B COOTBETCTBHHU IO MEHBIIICH MEpe C OJHUM W3 BapPUAHTOB OCYIICCTB-
seHust 1-6 wim 1-7, KaK OIMKMCaHo 3/1€Ch HIKE.

COOTBETCTBEHHO, HACTOsAIIEe H300pETEHHE TaKXKe OTHOCHTCA K ompeneneHHomy uuruouropy JTITI-4
(TIpeArIOYTHTEIRHO THHATIUIITHHY, HE00sS3aTEeNbHO B KOMOMHAIIMH C OJHUM WM OOJBIIAM KOJIUYECTBOM APY-
THX aKTUBHBIX BEIIECTB), IPEAHA3HAYEHHOMY ISl IPUMECHEHUS C IIETBI0 YMEHBIICHUS, MTPO(UITaKTUKHY, 3AIIHTHI
OT, OTKJIAJBIBAaHUS (HAapHMep, BOSHUKHOBEHHS MIIM IPOTPECCHUPOBAHNS) /WM CHIKEHHS PUCKA YEero-Iudo U3
nnm Bcero u3 cienyromero: CC matosorndeckoe Hapylienue, npexneBpeMmenHas CC cMEpTHOCTh, TIOYEHHOE
MATOJIOTUYECKOE HAPYIICHUE VW/HJIH MPEKACBPEMCHHAS CMEPTHOCTD OT 3a00JICBaHUS MOYCK; IPEAIOYTHTEIBHO Y
CTpAJAONINX AUA0ETOM MAaIMEHTOB (B YaCTHOCTH, CTPAJAIONINX NUA0ETOM 2 THUIIa MAIMECHTOB), TAKUX Kak, Ha-
MpUMEp, MAIUCHTHI, UIMCIONITUE WIIA HAXOJSAIIUECS O] BRICOKHMM PUCKOM CEPICYHO-COCYMCTOTO W/WIK IOYCY-
HOTO MHKPOCOCYIHCTOTO 3a00JICBaHUs, TAKUC KaK, HAPUMEP, MAIUEHTHI ¢ BBICOKHM COCYTUCTBIM PHCKOM (Ta-
KHE KaK, HalpuMep, T¢ MAIllMeHTOB, KOTOPHIC OMMCAHBI 3/ICCh); TAKUX KaK, HAIIPUMEp, MTAIMCHTHl B COOTBETCTBHU
MO MEHBIIICH Mepe C OIHUM M3 BAPUAHTOB OCYIICCTBICHUS 1-6 miu 1-7, Kak OMUCAHO 3/1eCh HUXKE.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS TEPAINUs B COOTBETCTBUH C HACTOSAIIMM H300peTeHHEM (Ha-
prUMep, Takasl, KaK OMFCaHO 3/IeCh BBIIIEC WIH HIDKE, HAPHIMEP KapIwo- W/WIH HEe(PPOIPOTEKTUBHAS TEPAIHsI
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MAIMECHTOB, OONBHBIX TUa0CTOM 2 THIIA, TAKMX KaK, HAPUMEP, MAIMCHTHI, UMCIOIINEC WIIH HAXOMSIIUECS IO
BBICOKUM PHCKOM CEpPJCYHO-COCYTUCTOTO /YU MOYCYHOTO MHKPOCOCYAUCTOTO 3a00JICBaHMS, TaKUC KakK, Ha-
TpUMep, MAIEHTH ¢ BRICOKIM COCYAHMCTHIM PHCKOM (TaKue Kak, HalpuMep, MalueHThI, OIMMCAHHBIC 3/1eCh); Ta-
KHe Kak, HallpuMep, MalMeHTH B COOTBETCTBUH IO MEHBIICH Mepe ¢ OAHUM W3 BapHaHTOB OCYIIECTBICHUS 1-6
i 1-7, Kak OTMHCaHO 3€Ch HIKE), MOXKET BKIIOYATh MPOJODKUTENFHOE JICUCHHE ¢ IPUMEHEHHEM OIpeIeTICH-
Horo wHruouropa JI1I1-4, B 4acTHOCTH JWHATIHMNTHHA (TIPEANOYTHTEIHLHO 5 MT B JIeHb, KOTOPBIH TPUHUMAIOT
TepopanbHO, He00s3aTeNbHO B KOMOMHAIIMH C OJHUM WK OOJIBIINM KOJHYECTBOM APYTUX aKTHBHBIX BEHICCTB,
HaIpuMep, TAKUX KakK Te, KOTOPbIE OMICAHBI 3/1eCh) Ha MPOTSHKEHUH UTUTEIBHOTO TIEPHOAA, TAKOTO KaK, HAIlPH-
Mep, o MeHbIeH mepe 1-6 set, >/= 2 roga wiu 3-7 net, Hanpumep 3-4 roxa, 3-5 ner, 3-6 ner, 4-5 ner, 4-6 ner,
5-6 et wiam 5-7 JeT, MPEeaIOYTHTEIILHO IO MEHBIIeH Mepe 48 MecsleB, 0oee MPEAMOUTHTEIBHO 0 MEHBIICH
Mepe 3 rofa.

Hanpumep, npoaomKATENFHOCTD JICYCHUST ¢ IPUMEHEHUEM onpeaeicHHoro uaruouropa JI1I1-4, B vacT-
HOCTH JIMHATJIMOTHHA (IIPEAIOYTUTEIFHO 5 MT B JCHb, KOTOPBIH NMPUHHMAIOT MEPOPATBHO, HEOOA3aTEIHFHO B
KOMOWHAIIMY C OJHUM FJIU OOJIBIIIMM KOJIMYSCTBOM JIPYTUX aKTHBHBIX BEIICCTB, HAPHMEP, TAKUX KaK TE, KOTO-
pBIE€ OIMUCAaHBI 3/IeCh), MOKET COCTABJIATH NIUTEIBHBIA TEPUOJ, TAKOH Kak, HampuMep, Mo MeHbIe mepe 1-6
net, >/= 2 roga, wim 3-7 net, Hanpumep, 3-4 rona, 3-5 xer, 3-6 net, 4-5 net, 4-6 ner, 5-6 jer wim 5-7 7er,
MIPENMOYTHUTENBHO 110 MEHBIIEH Mepe 48 MecsIeB., 0ojee MPEMOUTUTEILHO 110 MEeHbIIeH Mepe 3 roja, HalpH-
Mep, IJS TOTO, YTOOBI ONTUMHU3UPOBATH KapJHO- W/WIM HEPPOMPOTESKTUBHYIO TEPANUIO W/WIIA YIYIIIUTH CEp-
JIEYHO-COCYIUCTOE W/MIIM MOYEYHOE TATOJOTHUECKOE HAPYIICHHE W/WIIM CMEPTHOCTh y HAalMeHTa-4eJIOBEKa, B
YaCTHOCTH MAalMeHTa, 00IpHOro nuabeToM 2 THIA, TAKOTO Kak, HApUMEp, HalWueHT, HMCEIONINN WIH HaXOJsd-
IIMACS TIOJ] BBICOKUM PHUCKOM CEPICYHO-COCYAUCTOTO W/WIIM MOYSUYHOTO MHUKPOCOCYAUCTOrO 3a00JCBaHUS, Ta-
KO# Kak, HaIpuMep, MAIUEHT ¢ BRICOKMM COCYAHMCTHIM PHCKOM (TaKHM, KaK OMUCAHO 37eCh); TAKOW KaK, HAIlPH-
Mep, TMAIMEHT B COOTBETCTBHU O MEHBIIICH Mepe C OJHAM U3 BapUAHTOB OCYIIECTBICHUS 1-6 min 1-7, Kak omnu-
CaHo 37IcCh HIDKE.

B kauectBe 0Oojee moapoOHOTO MpUMEpa MPOODKUTEIFHOCTD JICYCHUS! C TIPUMEHEHUEM ONPEACICHHOTO
naruouTopa /I1I1-4, B yaCTHOCTH TUHATTUNTHHA (MPEATOYTUTEIHLHO 5 MT B JIeHb, KOTOPBIH MPUHUMAIOT MEPO-
paspHO, HEOOA3aTeNbHO B KOMOWHAIINH C OTHUM M OOJBIINM KOJMYECTBOM JPYTHX aKTHBHBIX BEUIECTB, Ha-
pUMep, TAKUX KaK Te, KOTOPHIC OMUCAHBI 3/1€Ch), MOXKET COCTABIAThH JIUTEIBHBIN MMEPHOA, MPEAIOYTUTEIHHO
Mo MeHbIeld Mepe 48 Mecsies, OoJjiee MPEIMOYTUTENHHO TT0 MEeHbIeH Mepe 3 roma (HampuMep, 10 MEHbIIEH
Mepe 3-4 rona Wiv 1Mo MeHbIeH Mepe 5-6 JieT), HanpuMep, U TarueHTa (Takoro Kak CTpajalomui 1nadeTom
MAIMEHT, B YaCTHOCTH CTPAJAIONINH JrabeToM 2 THIa), IMEIOIIET0 WIH HaXOSIIIETOCs IT0J BRICOKUM PHCKOM
CEPIICYHO-COCYTUCTOTO W/WIIA TIOYSYHOTO MHKPOCOCYAHMCTOTO 3a00JIEBaHUs, TAKOTO KaK, HalpUMep, MalleHT ¢
BBICOKUM COCYJIMICTBIM PHCKOM (TaKHUM, KaK OMUCAHO 3/IeCh); TAKOHM KakK, HAIPUMEp, MAIUEHT B COOTBETCTBUU 110
MEHBIIEeH Mepe ¢ OJHUM U3 BApUAHTOB OCYIIECTBICHU 1-6 minn 1-7, Kak OMKUCaHO 3/1€Ch HUXKE.

B omHOM BapmaHTE OCYIIECTBIICHHS, HACTOSIEE H300PETCHUE OTHOCUTCS K OIPECICHHOMY UHTHOUTOPY
JIII-4 (mpeanoYTUTEeNFHO JTHHATJIMOTHHY, HE00A3aTeIbHO B KOMOMHALIMY C OJJHUM WM OOJBIIUM KOJUYCCT-
BOM JIDYTHX aKTUBHBIX BEHICCTB), IPEAHA3HAYCHHOMY JJIsl MPUMEHCHHUS C LIENBI0 YMCHBIICHHS, MPOGUIAKTHKHY,
3aIUTHI OT, OTKJIAAbIBaHUS (HampuMep, BO3HUKHOBEHUS WIIM TPOTPECCUPOBAHUS) W/wim CHIkeHus: pucka CC
MATOJIOTHIECKOT0 HapymieHus u/wimm (npexaepemenroil) CC cMepTHOCTH, Kak, HampuMep, OJHO WK Oolee,
BBEIOpAHHOTO M3: CMEPTH IO NMPUYNHE CEPACUYHO-COCYAUCTOMN MaToJIoTuN (Harpumep, GarambHbld HHPAPKT MHO-
Kapna, GpaTtanbHBIA HHCYIBT, (haTadbHast cepledHasi HeIOCTaTOYHOCTb, KapIMOTCHHBIN [IOK, WM BHE3aITHas cep-
JIeYHass CMePTh), HepaTaIbHOTO HHPAPKTa MUOKapaa, HedaTaIbHOTO MHCYIbTA (HanmpuMep, (BHYTPUICPEITHON)
TeMOPPArnIeCKUi WM HETEMOPPAarHdeCKUd MHCYIBT, W/IITH OCCCUMITOMHBIN WIM CHMIITOMHBIA) W/WIIA HECTa-
OWIIBHON CTCHOKApIuH (HAaIpUMep, TOCIUTAIN3AIS [0 TTOBOIY HECTaOWIFHON CTCHOKAPIUH), W/WiH, Heo0s3a-
TENBHO, CTA0MIFHON CTCHOKAPAWU, TPAH3UTOPHOHN HMIIEMUYECKOI aTaku, 3aCTONHOMN CeplIeYHON HEeIO0CTaTOYHO-
CTH, TIPOLICAYP PEBACKYISAPH3ANUU MepH(DEPHUCCKIX COCYAOB H/WIH TPOLEIAYP PEBACKYISIPHU3AIMUA BEHECYHBIX
aprepuil (TaKuX Kak, HalpuMep, TOCIHUTAIH3ANNs 110 MTOBOY JIOOOT0 U3 TAKUX IMATOJOTHYCCKUX HAPYIICHHUN);
TPEIIOYTUTEIIFHO Y CTPAIAIONINX JHa0CTOM MANMEHTOB (B YaCTHOCTH, CTPAJAIOIINX THA0ETOM 2 THIIA MAIHCH-
TOB), TaKMX KaK, HampuMep, MAaIMeHTHl, WMEIOIINe WM HAXOMAIINECs II0J BBICOKUM PHCKOM CEpAEYHO-
COCYIMCTOTO W/WIH MOYEYHOTO MUKPOCOCYANCTOTO 3a00JIeBaHMs, TaKHe KaK, HAPUMED, MAIlUeHTHI C BEICOKUM
COCYIHUCTBIM PHUCKOM (Takue Kak, HalpuMmep, MalleHTHl, OIMCAaHHbIE 3/1€Ch); TaKHe KaK, HalpHMep, MalueHTH B
COOTBETCTBHH IT0 MEHBIIIEH Mepe ¢ OJHUM M3 BAPHAHTOB OCYIIECTBICHHUS 1-7, KaK OMMMCAHO 31€Ch HIKE.

B omgHOM BapmaHTe OCYIIECTBIICHHS HACTOSAIIEEe N300peTeHHE OTHOCHTCSA K ONPEACTICHHOMY MHTHOUTOPY
JIII1-4 (mpenmouTUTENbHO JTUHATIUIITHHY, HE00S3aTehbHO B KOMOWHAIIMN C OJHUM WIIA OOJIBIITNM KOJIUYIECT-
BOM JIDYTHX aKTUBHBIX BEHICCTB), IPCAHA3HAYCHHOMY JJIsl IPUMEHCHHUS C LIENBI0 YMCHBIICHHS, MPOGUIAKTHKHY,
3aIUTHl OT, OTKJIAABIBAHUS (HAIPUMEDP, BOSHUKHOBCHUS WIIA MPOTPECCUPOBAHMS) W/WITN CHIKCHUS PHCKA: Ta-
TOJIOTHYECKOTO HAPYIICHUsS (TaKOTO Kak, HAIpUMEp, MOYCUYHOE MATOJIOTHIYCCKOe HapylIcHHEe) W/uiu (Tpexe-
BPEMEHHOM) CMEPTHOCTH OT 3a00JICBaHUS MMOYCK, TAKUX KaK, HAIPUMEpP, OJTHO WK 0oJiee, BRIOPAHHOTO U3 PETH-
HOTIATHH, HEQPOMATUH, HEHPOIIATUH, CHIDKCHUSI KOTHUTUBHBIX CIIOCOOHOCTEH, JIEMCHIINHU, ICMPECCUBHBIX pac-
CTpPOWCTB, pacCTPONCTB HACTPOCHUS WM TPEBOXKHBIX PACCTPOHCTB, MHUKPOAILOYMUHYPHH, MaKpOaIbOyMUHY-
pun, xpoHndeckoit 6osre3an movek (XbI1), HapymeHus: GyHKIIMN TTOYeK, CMEPTH OT 3a00JIeBaHUs MTOYEK, TEPMHU-
HAJTBPHON CTaINY TMOYSYHON HETOCTATOYHOCTH W/WIIH CHUKCHHSI PACUETHON CKOPOCTH KITyOOUKOBOH (DHIBTpAIlAN
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(mammpumep, pCK® >50% 0T MCXOAHOTO YPOBHS); NPEATIOYTUTEIHHO Y CTPAJAIONINX JHA0ETOM MalueHTOB (B
YaCTHOCTH, CTPAJAFOIIUX JUa0eTOM 2 THIIa MAIlMEHTOB), TAKUX KaK, HAPUMEP, MAI[EHTHI, UIMCIOIIIE WX HAXO0-
JUIIMECs] TI0Jl BBICOKMM DPHUCKOM CEp/EYHO-COCYAMCTOTO W/MIIM MOYEYHOTO MHKPOCOCYANCTOTO 3a00JIeBaHMS,
TaKWe Kak, HAIpUMEp, MAIUCHTHI ¢ BRICOKHM COCYJHCTHIM PHCKOM (TaKue Kak, HallpUMep, MAIlMCHTHI, OHCaH-
HBIE 37IeCh); TaKWe KaK, HAIpIMep, MaIlMeHTHl B COOTBETCTBUH 110 MEHBIIEH Mepe C OAHUM U3 BApHAHTOB OCYIIIE-
CTBJICHUS 1-7, KaK OIMCAHO 3/1eCh HIXKE.

B omgHOM BapmaHTe OCYIIECTBIICHHS HACTOSAIIEEe N300peTeHHE OTHOCHTCSA K ONPEACTICHHOMY MHTHOUTOPY
JIII1-4 (mpenmouTUTENbHO JTHHATIUIITHHY, HE00S3aTeIhbHO B KOMOMHAIIMN C OJHUM WIIA OOJIBIITMM KOJIUYIECT-
BOM JPYTUX aKTUBHBIX BEIICCTB)

JUTA TIPUMEHEHUS C IeNIbI0 YMEHBIICHUS, TPOQIIaKTHKH, 3aIIUTHI OT, OTKJIAABIBAaHIS (HApuMep, BO3HHK-
HOBEHHMSI WJIM TIPOTPECCUPOBAHMS) W/MiIK cHIDKeHHs pucka CC maTtosornyeckoro HapymieHus! u/mimm (Tpexie-
BpeMeHHOH) CC cMepTHOCTH, KaK, Hal[puMep, OHO WK Ooiee, BHIOPaHHOTO N3: CMEPTH 10 IIPHYHMHE CEpIeYHO-
COCYIUCTOH MaTojoruu (Hampumep, GatanbHblid HHOAPKT MUOKapAa, (aTalbHBIA WHCYIBT, (paTanpHas ceprued-
Hasl HeZIOCTaTOYHOCTh, KapANOTCHHBII IIOK WM BHE3alHasi cep/iedHasi CMEpTh), HeaTalbHOTO HH(pApKTa MHO-
Kapna, He(aTalbHOTO WHCYNbTa (Hampumep, (BHYTPHYEPEIHOW) IeMOppardvyecKuil WiIH HEereMOpparunv4ecKuit
WHCYJIBT, W/AIN OECCUMITOMHBIA WJIM CUMIITOMHBIN), /WM HECTAOMIBHON CTEHOKapIuy (HaIpuMep, TOCTIHTa-
JU3alds MO0 TIOBOJY HECTAOMJIBHON CTEHOKApIWH), W/WJIH, HEeOOA3aTeIbHO, CTAOUILHOW CTEHOKApIHUH, TPAH3H-
TOPHOU HIIIEMHYECKON aTakH, 3aCTOMHON CepACUHON HEJO0CTATOYHOCTH, TMPOIIETYp PEeBACKYIApH3AIH Tepude-
PUUYECKUX COCYIOB W/WIIH TIPOLEAYp PEBACKYIISIPU3AIH BEHEUHBIX apTepHi (TaKuX Kak, HAIPHMEp, TOCTINTAIH-
3aI¥sI 110 TIOBOAY JTFOOO0TO U3 TaKUX MAaTOJIOTHUECKUX HAPYIICHUH); W/ AN

JUTA TIPUMEHEHUS C IeNIbI0 YMEHBIICHHUS, TPOQIIaKTHKH, 3aIIUTHI OT, OTKJIAABIBAaHIS (HApUMep, BO3HHK-
HOBEHHMS WJIM MPOTPECCUPOBAHUS) W/MIM CHU)KEHHS PUCKA: MATOJOTMYECKOro HapyIIeHHs (TaKoro Kak, HaIlpH-
Mep, NMoYeyHOe MaToJIOTMYeCKOe HapylIeHue) W/ WK (TPeXAeBPEMEHHONH) CMEPTHOCTH OT 3a00JIEBaHMUS TTOYEK,
TaKoOro Kak, HallpuMep, OJHO Win Oosiee, BEIOpaHHOE M3 PETHHONATHH, HedponaTuu, HEHpONaTHH, CHIKCHUS
KOTHUTHBHBIX CIIOCOOHOCTEH, NEMEHINH, JECIPECCUBHBIX PACCTPOMCTB, PaCCTPOHCTB HACTPOEHHS WIIM TPEBOXK-
HBIX PacCTPOHCTB, MUKPOILOYMHHYPHHU, MaKpoalbOyMUHYpHH, XpoHHUecKOH Oone3nn moyek (XBIT), Hapyme-
HUS (QYHKIMH IIOYEK, CMEPTH OT 3a00JIeBaHUs [TOYEK, TEPMUHAIBHOM CTaIN1 II0YEYHON HEAOCTATOUHOCTH W/HIIH
CHIDKEHUsSI pacu€THOM cKkopocTn KiryboukoBol ¢uibrpanun (HanpuMep, pCK® >50% o1 McXoaHOTO YPOBHS);

MIPEAMIOYTUTENBHO Y CTPAJAIOIINX Ua0eTOM MAaMEeHTOB (B YaCTHOCTH, CTPANAIONINX THa0eTOM 2 THIIA T1a-
IIUCHTOB), TAKUX KaK, HAaPHMEp, MAIMeHTHl, UMEIOIINEe WM HAXOSAIINECs IO BBICOKHM PHCKOM CEpIeYHO-
COCYIMCTOTO W/WIH TOYEYHOTO MUKPOCOCYANCTOTO 3a00JIeBaHMsI, TaKHe KaK, HAIPUMED, MAIlUEHTHI C BEICOKUM
COCYIHUCTBIM PHUCKOM (Takue Kak, HalpuMmep, MarleHTHl, OIMCAaHHbIE 3/1eCh); TaKHe KaK, HalpHMep, MalueHTH B
COOTBETCTBHH IT0 MEHBIIIEH Mepe ¢ OJHUM M3 BAPHAHTOB OCYIIECTBICHHUS 1-7, KaK OMMCAHO 31€Ch HIXKE.

Hacrosimee n3o0peTeHne Takke OTHOCHTCSA K omnpeneneHHoMy WHruoutopy AIIII-4 (mpenmodTuTenbHO
JUHATJIMOTHHY, HEOO0sI3aTeIbHO B KOMOWHAIIMK C OJHUM WM OOJBIIUM KOJHYECTBOM JAPYIHX aKTHBHBIX Be-
IIECTB), MPEAHA3HAYCHHOMY JUIS TIPUMECHEHUS C IIEThI0 YMCHBIICHHUS, MPO(OMIAKTUKH, 3aIUTEl OT, OTKJIaIbIBa-
HUS (HarpyuMep, BOZHUKHOBEHUS MJIM IIPOIPECCHPOBAHMS) M/WIM CHIDKCHHUSI PUCKA 10 MEHBILIEH Mepe OJHOTO
(IpeamoyYTHTENFHO TI0 MEHBIICH Mepe ABYX, Ooiiee NMpEIIouTHTENLHO 10 MEHbLIeH Mepe TpEX, naxe Oosee
NPEANOYTUTEIBHO TI0 MEHbIIEH Mepe 4eThIpéX), BeIOpaHHOro n3 CC maToJorn4eckoro HapylIeHUs, Ipexe-
BpeMeHHOH CC CMEpPTHOCTH, IOYEYHOTO NMATOJIOTHYECKOTO HAapYIICHHS M MPEXICBPEMEHHOW CMEPTHOCTH OT
3a00JeBaHNS TOYEK; MPEAIIOYTUTEIFHO Y CTPAIAIOMNX AHa0eTOM MAeHTOB (B YaCTHOCTH, CTPAJAONINX THa-
O6eTroM 2 THIIa MAMEHTOB), TaKWe KaK, HAIPUMeEp, MAIIHCHTHI, IMEIOIINE MM HAXOAAIINECs IT0J BRICOKUM PHC-
KOM CEPJICYHO-COCYANUCTOTO H/MIIN TIOYEYHOTO MUKPOCOCYICTOTO 3a00JIeBaHNs, TAKHE KaK, HAIIPUMEp, ITaIllieH-
TBHI C BBICOKAM COCYIWCTBIM PHCKOM (Takue Kak, HalpuMep, MarueHTHl, OMICAaHHBIC 3/1eCh); TaKue KaK, HalpH-
Mep, TAIMeHTH B COOTBETCTBUH TI0 MEHBIICH Mepe ¢ OAHMM M3 BapHAHTOB OCYIIECTBICHHUS 1-6 mmm 1-7, xak
OIMCAHO 371eCh HUXKE.

Hacrosimee n3o0peTrenue, KpoMe TOr0, OTHOCHTCS K onpenaesieHHoMy uHruouropy AIIII-4 (npeamourn-
TEJBHO JIMHATJIMIITUHY, HEOOS3aTeIbHO B KOMOMHAIIMH C OJJHUM KJIH OOJIBIINM KOJMYESCTBOM JPYTHX aKTUBHBIX
BEILIECTB), MpeJHa3HAYEHHOMY JJIsl IPUMEHEHHSI BO BpEMS JICUCHHMS, 3aLIUTHI OT, MPOQUIAKTUKH, CHUKECHHS
pHUCKa W/WIM OTKJIAJIbIBAHUS Havaja WIHA NPOTPECCHPOBAHUS KaK MAaKPOCOCYIUCTHIX (TaKUX KaK CEepACYHO-
cocyaucteie (CC)) OCIIOKHEHUs, TaK W MOYEYHBIX MHKPOCOCYIMCTBIX OCJIOXKHEHMH (TakuX Kak HeporaTws),
MIPEAMOYTHUTENBHO Y CTPATAIONINX TUA0STOM MaleHTOB (B YAaCTHOCTH, MAIMEHTOB, CTPANAIONIUX AUA0ETOM 2
THNA), TAKUX KakK, HalpuUMep, MAalHWeHTHI, UMEIONINE WIM HAXOAANINECS II0J BBICOKUM PUCKOM CEpIedHO-
COCYIUCTOTO W/WIH MOYEYHOTO MUKPOCOCYANCTOTO 3a00JIeBaHMsI, TaKHe KaK, HAPUMED, MAIlUeHTHI C BEICOKUM
COCYIHUCTHIM PHUCKOM (Takue Kak, HalpuMmep, MalleHTHl, OIMCAaHHbIE 3/1eCh); TaKHe KaK, HalpHMep, MalueHTH B
COOTBETCTBHH 110 MEHBIIIEH Mepe ¢ OJHUM M3 BAPHAHTOB OCYIIECTBICHUS 1-6 i 1-7, Kak OMMHUCAHO 3/1eCh HIXKE.

Hacrosimee m3o0peTenne, KpoMe TOro, OTHOCUTCSA K ompenenenHomy uHruouropy JIIII-4 (mpenmoduru-
TEJNBHO JINHATJIMIITUHY, HEOOSI3aTeIbHO B KOMOMHAIIMH C OJHUM KJIH OOJBIIUM KOJWYSCTBOM JPYTHX aKTUBHBIX
BEILIECTB), IpeIHa3HAYEHHOMY JUISl IPUMEHEHUS C 1IEJIbI0

JICUCHUSI, 3alUTHI OT, MPOMUIAKTUKH, CHIKCHUS PUCKA /WM OTKJIAJBIBAHWS Havaja WM MPOTPECCUpPO-
BaHMsI MaKPOCOCYAMCTOTO (TaKoro kKak cepieuHo-cocynucroe (CC)) ocnoXHEHUS H/MIn
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JICUCHUSI, 3alUTHI OT, MPOMUIAKTUKN, CHIKCHUS PUCKA /WM OTKJIAIBIBAHWS Havaja WM MPOTPECCUpPO-
BaHMS TI0YEYHOTO MUKPOCOCYANUCTOTO OCIOKHEHUS (TaKOTO Kak He(hpomaTs),

MIPEAMIOYTUTENBHO Y CTPAJAIOIINX JUa0EeTOM MAMEeHTOB (B YaCTHOCTH, CTPAAIONTNX THa0eTOM 2 THIIA T1a-
IIUCHTOB), TAKUX KaK, HAapPHMEp, MAlMeHTHl, HMEIOIINE WM HAXOAIINECs IO BBICOKHM PHCKOM CEpIeYHO-
COCYIMCTOTO W/WIH MOYEYHOTO MUKPOCOCYANUCTOTO 3a00JIeBaHMsI, TaKHe KaK, HAPUMED, MAIlUeHTHI C BEICOKUM
COCYIHUCTBIM PHUCKOM (Takue Kak, HalpuMmep, MarleHTHl, OIMCAaHHbIE 3/1eCh); TaKHe KaK, HalpHMep, MalueHTH B
COOTBETCTBHH IT0 MEHBIIIEH Mepe ¢ OJHUM M3 BAPHAHTOB OCYIIECTBICHUS 1-6 min 1-7, Kak OMMUCAHO 3/1eCh HIXKE.

Hacrosimee m3o0peTenne, KpoMe TOro, OTHOCUTCSA K ompenenenHomy uHruouropy JIIII-4 (mpenmoduru-
TENBHO JINHATIMIITUHY, HEOOS3aTeIbHO B KOMOMHAIIMH C OJHUM KJIH OOJBIINM KOJMYECTBOM JPYTHX aKTUBHBIX
BEILIECTB), IpeIHa3HAYeHHOMY JUIS IPUMEHEHHS B Criocooe

MpO(GUIAKTHKY, 3alIUTHl OT, CHUKCHUS PUCKA W/WIIA OTKJIABIBAHUS BO3ZHUKHOBEHUS KapIHO- WU Lepeo-
PaJIBHO-COCYIMCTOTO 3a00JICBaHUS MM COOBITHS, TaKOTO Kak, HAallpuMep, BHIOpaHHOE M3 CMEPTH 110 IPUYUHE
cepaeuHo-cocyauctoit (CC) naronorun (Biitovasi paTanbHBIH HHCYIBT, (aTanbHBINH MHPAPKT MUOKapaa 1 BHe-
3aIlHyI0 CMEpPTHOCTh), He(aTalbHOrO WHCYIbTa M HedaTambHOro MH(papkra mMuokapaa (MM), UM c nmm 6e3
CUMIITOMOB) ¥, HEOOS3aTENbHO, TOCTTUTAIN3ANNN (HATIpUMeEp, 10 TTOBOY HECTAOMJIBHON CTEHOKAPIHH, MPOIIe-
Iyp pPeBacKyJISpHU3aLNN BEHEUHBIX apTepHil, peBacKyIIIPHU3aIliH MepHUPEPHIECKUX COCYIOB WIH 3aCTOMHON cep-
JIETHON HEIOCTATOTHOCTH); U/ UITH

MPpO(UIAKTHKH, 3aIUTH OT, CHIYKEHUS PUCKA, OTKJIAIBIBAs MIPOTPECCUPOBAHMS /MM OTKJIAIBIBAHUS BO3-
HUKHOBEHUS (TIOYEIHOTO) MHUKPOCOCYIUCTOTO 3a00JIeBaHUS, TAKOTO KakK, HallpUMeEp, BRIOpAaHHOE W3 PETHHOIIA-
THHU, aTbOyMUHYpUH (MHKPO WM Makpo), xpoHudeckor Oose3nm nouek (XBII), HapymeHus GyHKIIUU MOYEK,
cMepTu OT 3a00JIeBaHUs MOYEK, TEPMHHAIBHON CTaIU{ MOYEYHON HEJOCTATOYHOCTH W CHIDKCHUS Pacu&THOM
CKOpocTH KITyboukoBoi ¢punbTpanuu (Hanpumep, pCK® >50% oT ncxomHoro ypoBHs);

MIPEATIOYTUTEIHHO Y CTPAAAIOIero AMabeToM MalneHTa-4eIoBeKa (B YaCTHOCTH, CTPAJIAIoIIero AuabeTom
2 TUNa MaIMeHTa); TAKOTO KaK, HAIpUMep, MAIUCHT, IMCIONINN WITH HAXOMSIIUICS 0] BEICOKAM PUCKOM Ccep-
JIEYHO-COCYTUCTOTO COOBITHS W/MITM TIOYEYHOT'O MHUKPOCOCYIMCTOTO 3a00JIeBaHNUs, TAKOH KaK, HAIpUMeEp, Maly-
€HT C BBICOKMM COCYIHCTBIM PHUCKOM (Hampumep, ¢ BEICOKMM prckoM CC coObITuit), Takoi Kak, Harpumep, ma-
IIUEHT, KaK OIMCAHO 3/I€Ch); TaKOH Kak, HalpHMep, HallMeHT B COOTBETCTBHUHM 110 MEHBIIEH Mepe ¢ OJHMM U3 Ba-
pHAHTOB OCYIIeCTBIICHUS 1-6 win 1-7, Kak ONMMCaHo 3/1eCh HUXKE.

Hacrosimee m3o0peTenne, KpoMe TOro, OTHOCUTCSA K ompenenenHomy uHruouropy JIIII-4 (mpenmoduru-
TEJNBHO JINHATIMIITHHY, HE0OS3aTeIbHO B KOMOMHAIINH C OJHUM WM OOJBIINM KOJIWYECTBOM JAPYTHX aKTUBHBIX
BEIIIECTB), MPEIHA3HAUYCHHOMY ISl IPUMEHEHUS B CIIOCO0e MPO(IIIAKTHKH, CHIKCHUS PUCKA W/ OTKIAIbI-
BaHUS BOSHUKHOBEHUS

KapIuo- WIH 1epeOpaabHO-COCYANCTOTO 3a00JIeBaHns WIH (CEPhE3HOT0) COOBITHS, TAKOTO KaK, HAIIPUMeEp,
BBIOpaHHOE M3 CMEpPTH MO NpHuuHEe cepredHo-cocynucroi (CC) maronornu (Bkiroyast (aTajabHBIA HHCYIBT,
(baTampHBIN HHPAPKT MUOKAp/Aa U BHE3AMMHYI0 CMEPTHOCTH), He(paTalbHOTO HHCYIBTA, He(haTaTbHOTO WH(papKTa
muokapaa (MM) (6eccumntomubiii UM MokeT OBITh MCKIIIOYEH) M FOCTIMTAIN3anuy (HeoOs3aTenbHON) 1Mo Ho-
BOJIy HECTAOMIILHOW CTCHOKAPIHHY; W/HITH

MIOYEYHOTO0 MHUKPOCOCYIUCTOTO 3a00JICBaHUS HIIH COOBITHS, TAKOTO KaK, HaIpuMep, BEIOPaHHOE U3 CMEPTH
oT 3a00JIeBaHUS TTOYEK, TEPMHUHAIHHOW CTaJUH TOYESTHONH HEITOCTATOYHOCTH M CHWDKCHHSI PaCUETHOW CKOPOCTH
Ki1yooukoBoit ¢puisTpannu (Hanpumep, pCK® >50% oT HCX0IHOTO YPOBHS);

MIPEAIOYTHUTENFHO Y CTpPaJaromiero 1uadbeToM MmarueHTa-qeloBeKa (B YaCTHOCTH, CTPAAAoNIero AnadeTom
2 THIa TMalKeHTa); TAKOTO KaK, HAPUMEp, MAIEeHT, UMEIOIINI W HaXOISAIIUNCS 1O/ BEICOKUM PHCKOM Cep-
JIEYHO-COCYIUCTOTO COOBITHS W/WIIN TTOYEYHOTO MUKPOCOCYIHCTOTO 3a00JIeBaHM, TaKOH KaK, HallpuMep, Mali-
€HT C BBICOKUM COCYIUCTBHIM PHUCKOM (HampuMmep, ¢ BBICOKUM puckoM CC coOBITHIA), TaKOW Kak, HAIIpUMep, Ia-
[MEeHT, KaK OMMCAHO 37eCh); TAaKOW KaK, HallpuMep, MAIleHT B COOTBETCTBUHU IO MEHBINEH Mepe ¢ OJHUM H3 Ba-
pUaHTOB ocyiecTBieHus 1-6 wiu 1-7, Kak ONMKUCaHo 3e€Ch HUXKE.

Hacrosimee n3o0perenue, KpoMe TOr0, OTHOCHTCS K onpenesneHHoMYy uHruouropy /III-4 (mpeamourn-
TENBHO JINHATIMIITUHY, HEOOSI3aTeIbHO B KOMOMHAIINH C OJHUM KJIH OOJBIIUM KOJMYECTBOM JPYTHX aKTUBHBIX
BEILIECTB), IpeIHa3HAYEHHOMY JUIsl IPUMEHEHUS B (KOMOMHUPOBAaHHOM) CIIOCO0E

MpO(GUIAKTHKY, CHIDKCHHS PHCKa W/WIM OTKIAIbIBAHUS BO3HUKHOBCHHUS KapIuO- WIH ILepeOpaibHO-
COCYIMCTOTO 3a00JieBaHUs WK (CEpbE3HOT0) COOBITHS, TAKOTO KaK, HAalpuMep, BEIOpaHHOE U3 CMEPTH 110 NpH-
guHe cepaedno-cocynuctor (CC) maTonoruu (BKI09ast GpaTalbHBIN HHCYIBT, (paTaabHbIH HHDAPKT MHOKapAa U
BHE3AIHYI0 CMEPTHOCTbH), HeaTaTbHOTO MHCYNbTa, HedaTampHOoro MH(papkTra Muokapaa (M) (6eccummToM-
HbIii UM MOXeT OBITh UCKITIOUEH) W TOCTUTAIH3ANNH (HE0O3aTeIbHOM) 10 TIOBOAY HECTAOMIBLHOW CTEHOKAp-
AW, U

MPOGUIAKTHKH, CHIDKEHHS PUCKAa W/WIHM OTKJIAABIBAaHMS BO3SHHKHOBEHHS MOYEYHOTO MHKPOCOCYIHCTOTO
3a00JIeBaHHS WIIH COOBITHS, TAKOTO KaK, HAapuMep, BEIOpaAaHHOE W3 CMEPTH OT 3a00JIeBaHUS MMOYEK, TEPMHUHAIb-
HOM CTaJM1 NOYEYHOW HEIOCTATOYHOCTH M CHIDKEHHMS PACUETHOM CKOPOCTH KIIyOOUKOBOH (HIbTpaliy (Harpu-
mep, pPCKD >50% oT MCXOTHOTO YPOBHS);

MIPEANIOYTUTEIIHHO Y CTPAJAIOIIEro J1adeToM HaleHTa-4eI0BeKa (B YaCTHOCTH, CTpalalouX AuadeTom 2
TUTA MAIUCHTA); TAKOTO KaK, HAIPUMEP, MAIUCHT, UMCIOIIUH WU HAXOSIIUICS IO BRICOKHM PHCKOM Cepcy-
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HO-COCYIHCTOTO COOBITHS ¥/MJIM IOYEYHOTO MHUKPOCOCYJUCTOTO 3a00I€BaHMs, TAKOH KaK, HapUMep, MalueHT C
BBICOKHM COCYIHMCTBIM PUCKOM (Hampumep, ¢ BHICOKUM puckoM CC coObITHI), TaKOH Kak, HallpuMep, MalueHT,
KaK OIFCaHO 3/1e€Ch); TAKOH KaK, HAIlpUMep, MALMEHT B COOTBETCTBHUH IO MEHBIIIEH Mepe ¢ OJHIM U3 BapHaHTOB
ocymiecTBIieHUs 1-6 miu 1-7, Kak ONMUCaHO 3/1eCh HUXKE.

Hacrosimmee m3o0peTenne, KpoMe TOTo, OTHOCUTCSA K ompenenenHomy uHruouropy JIIII-4 (mpenmoduru-
TEJNBHO JINHATIMIITHHY, HE0OS3aTeIbHO B KOMOMHAIINH C OJHUM WM OOJBIINM KOJIWYECTBOM JAPYTHX aKTUBHBIX
BEIIECTB), IPEIHA3HAYCHHOMY JIJIsl IPUMEHEHUs B (KOMOMHUPOBAHHOM) CITOCO0E

PO HUIAKTUKH Kapauo- WIH IepeOpaTbHO-COCYTUCTOTO 3a00IeBaHUS WIH (CEPbEIHOT0) COOBITHS, TAKOTO
Kak, HarpuMep, BEIOpaHHOE M3 CMEPTH 10 NMpHUYKHE cepredHo-cocyauctor (CC) naronorun (BKiovas Qaraib-
HBII MHCYJIBT, (paTanbHbIA HHGAPKT MUOKapa ¥ BHE3AIHYIO CMEPTHOCTH), He(aTalbHOTO MHCYIIbTa, HedaTallb-
Horo nHpapkra Muokapnaa (M) (6eccumnroMubiii UM MokeT OBITH MCKIIFOUCH) M TOCIIUTANN3amu (Heobs13a-
TEJIBHBIH) 110 OBOTYy HECTaOMILHOM CTEHOKAPINH; 1

NPOQHIAKTUKN TOYEYHOTO MHUKPOCOCYAUCTOTO 3a00JeBaHMs MM COOBITHS, TaKOrO Kak, HallpuMep, BbI-
OpaHHOE M3 CMEpTH OT 3a00JeBaHMs [TOYEK, TEPMHHAIBHON CTaJuM MMOYEYHOH HEZOCTATOYHOCTH U CHIDKCHUS
pacuy€THOM ckopocTH Kiry0oukoBoi ¢punbTpanuu (Hanpumep, pPCK® >50% oT ncxoaHoro ypoBHs);

MIPEAIOYTHUTENFHO Y CTpaJaromiero 1uadeToM marueHTa-qeloBeKa (B YaCTHOCTH, CTPAAAoNIero AnadeTom
2 THIa TMalKeHTa); TAKOTO KaK, HAIPUMEp, MAIEeHT, UMEIOIINI W HaXOISAIIUNACS 1O/ BRICOKUM PHCKOM Cep-
JIEYHO-COCYIUCTOTO COOBITHS W/WIIN TTOYEYHOTO MUKPOCOCYIHCTOTO 3a00JIeBaHM, TaKOH KaK, HallpuMep, Mali-
€HT C BBICOKMM COCYJUCTBIM PHUCKOM (HampuMmep, ¢ BBICOKUM puckoM CC coOBITHIA), TaKOW Kak, HAIIpUMep, Ia-
IIUCHT, KaK OIICAHO 3/I€Ch); TaKOH KakK, HalpuMep, HalueHT B COOTBETCTBUH 110 MEHBIIICH Mepe C OJHUM U3 Ba-
PHAHTOB OCYIIECTBIICHUS 1-6 win 1-7, Kak ONMMCaHO 3/1eCh HUXKE.

Kpome Toro, Hacrosiiiee u300peTeHne OTHOCUTCS K omnpexaeneHHoMmy mHruoutopy AIIII-4 (mpeamourn-
TENIBHO JINHATIIUITHHY, HE00s3aTeIbHO B KOMOMHAIMH C OJTHUM WJIM OOJIBIIUM KOJMYECTBOM JPYTUX aKTHBHBIX
BEILIECTB), TPEIHA3HAUEHHOMY ISl IPUMEHEHHS C II€IbI0 YMEHBIICHHS, TPOMMIAKTHKH, 3alIUTHl OT, OTKJIa bl
BaHMs (HaNpuMep, BOSHUKHOBEHHS WJIM IPOTPECCUPOBAHMS) W/WIIN CHIDKEHUS PUCKA (YCKOPEHHOT0) CHI)KEHHS
KOTHUTHBHBIX CIIOCOOHOCTEH WJIM KOTHUTHBHBIX HApYIICHUH MM AEMEHIUM; MPEIIIOYTHTEIHHO y CTPaatoInX
J1abeToM IMaIMeHTOB (B YaCTHOCTH, CTPAIAIOMINX AnabeToM 2 THIa MallMeHTOB), TAKUX Kak, HaIpuMep, Mnamu-
€HTHI, UMCIOIINE WIIM HAXOSIIHECS IO BEICOKUM PHCKOM CEpIICYHO-COCYIUCTOTO W/WIH TIOYEYHOTO MHUKPOCO-
CyaucTOro 3ab0yieBaHM, TaKHe KaK, HAapUMep, HaHeHTHl ¢ BBICOKUM COCYIUCTBIM PUCKOM (TakHe Kak, HallpH-
Mep, MAIMeHTH], ONMCAHHEBIE 3/1ECh); TaKHe KaK, HAPHMEp, MallueHTHl B COOTBETCTBHUHU 10 MEHBIIECH Mepe ¢ oA-
HUM W3 BapUaHTOB OCYIIECTBICHHS 1-6 mim 1-7, Kak omrcaHo 371ech HIDKE.

Takoli ManueHT, UMEIOIMNH WM BXOASAIIMA B TPYIITy PUCKAa KapAwWo- WU IepeOpabHO-COCYAUCTOTO
W/WIHM TIOYEIHOTO (MUKPO)COCYAUCTOTO 3a00JIeBaHUS, COOBITHS, OCTIOKHEHHS WIIH TTATOJIOTHYECKOTO COCTOSHUSA,
TaKOM Kak, HallpuMep, MalleHT ¢ BBICOKUM COCYIMCTBIM PUCKOM (HampuMep, ¢ BEICOKMM puckoM CC coObITHii),
B COOTBETCTBHH C 3THM M300peTeHNEM, KOTOPBIH MOXET MOABEPraThCs Tepanuu (JEUSHUIO H/WIHA MPOQHIaKTH-
K€) B COOTBETCTBUH C 3TUM H300pETEHHEM, MOXKET MPEICTABIATH COOOH MIIM BKIIIOYATh MalMeHTa (MpeAroYTH-
TEJIFHO CTPAJAIOIIEro ANabeToM IMalleHTa, B YaCTHOCTH CTPAAaloIiero AuabeToM 2 THMa MalyeHTa), Kak OIlH-
CaHo 3/1eCh HIKE (TaKOTo KakK, HalpuMep, B CIeAyIONINX Jajiee BapHaHTax ocymecTBieHus 1-6 wiu 1-7).

Hampumep (BapuaHT OoCyIIeCTBIICHHUS 1), TaKO# MaIlMeHT, UMEIOIINA WIH BXOSAIINNA B TPYIITY PHCKa Kap-
JINO- WU [IepeOpaTbHO-COCYIUCTOTO W/WITH TIOYETHOTO (MUKPO)COCYIUCTOTO 3a00JIeBaHMs, COOBITHS, OCIOXKHE-
HUS WM TATOJIOTHYECKOTO COCTOSIHHS B COOTBETCTBHH C HACTOSIINM H300pETCHHEM, MOKET MPEICTaBISATH CO-
0oif marmeHTa (MPEeaMmoYTHUTENHHO CTPAAAIOIIEro TMa0eTOM MAIMeHTa, B YaCTHOCTH CTPAJAoNero auadbeTom 2
TUTIA TAIMEHTa), UMEIOIIET0 MUKPOCOCYIUCTOE 3a00JeBanne (HampuMep, PEeTHHONATHIO, HEHPOIaTHIO, MIIN T10-
YeYHOE MHUKPOCOCYAMCTOE 3a00JIeBaHue, Takoe Kak Heponatws, anbOyMUHYpHs (HApUMep, MUKPO- W MaK-
poamsOyMHHYPHS ), IPOTCUHYPHSI, XPOHUYECKast 00e3Hb mouek (Hampumep, XBII 1, 2, 3, 4 wnu 5 cragun) u/umu
HapylieHne (QyHKIMH MOYeK (Harpumep, JErkKoe, CpetHee Wl CepbhE3HOE HapylleHHe (QYHKIMH MOYeK WIH Tep-
MHHaNBHas cTagus nodedHod HemocratouHoct (TCITH)) m/mnmm (nmpenmectByromiee) Makpococynucroe (Ha-
IpUMep, Kapauo- WM IepeOpaibHO-cOCYANCTOe) 3abosieBaHue (Takoe Kak, HampuMep, MHPapKT MHOKapja,
UIeMuiecKkas 60Ie3Hb cepaua, (MIeMUYEeCKUI NN TeMOpparn4ecKuii) HHCYIBT, 3a00JIeBaHNE COHHBIX apTepUi
n/unu 3aboneBanue neprudepuIeckux apTepun).

B kauecTBe JOMOTHUTEIHHOTO TIpUMepa (BapHaHT OCYIIECTBICHHS 2) TaKOi MallMeHT, NMEIOIINI M BXO-
JUIIITANA B TPYIITY pUCKa KapIHO- WU epeOpaabHO-COCYAUCTOTO H/WTH (ITOYeYHOTr0) (MUKPO)COCYAUCTOTO 3a00-
JIeBaHUsA, COOBITUS, OCIIOKHEHHS WU MATOJIOTMIECKOTO COCTOSHHS B COOTBETCTBHHU C HACTOSIIINM M300peTEHU-
€M, MOXeET TIPEJICTABIATh COOOH MarenTa (IPEeAOYTHTEIRHO CTPAAAONIET0 1MabeTOM MMaleHTa, B YaCTHOCTH
cTpajaroniero quadbeTom 2 THIA TMAIMEHTa), UMEIOMIET0 HePOIaTHIO MU XPOHHUYECKYIo 00JIe3Hb Todek (Ha-
npumep, XBII 1, 2, 3, 4 wmu 5 craguu, B yactHoctH XBII 3-5 cragum), BKiIroyast, HarpuMmep, aabOyMHHYPHIO
(HanpuMep, MUKPO- WIM MaKpoaIbOYMUHYPHIO, TPOTEUHYPHUIO, B YACTHOCTH MaKpoalbOyMHHYPHIO) W/WIIN Ha-
pylieHre QYHKIMH NOYeK (Hampumep, JErKoe, CpelHee WM cepbEé3HOe HapylleHne (QYHKIUH MOYEK WIN Tep-
MHHQJIBHYIO cTaauio rnodeyHoil Hemocraroynoctd (TCIIH), B wacTHOCTH CpeqHIONI0, CEPHE3HYIO CTa/INI0 WM
TCIIH w/nnum B 4acTHOCTH albOyMHHYpPHIO, 00OJIee B YaCTHOCTH MaKpoalbOyMHHYPHIO); ¢ MK 0e3 (TpeamecT-
BYIOIIET0) MaKpOCOCYUCTOTO (HapuUMep, Kapanuo- WM [epeOpatbHO-COCYANCTOr0) 3a00eBanus (TaKkoro Kax,
HampuMep, MHPApKT MHUOKapJa, WIIeMUYecKas O0Je3Hb cepana, (MIEeMUYeCKHH WIH TeMOpparndecKuil) WH-
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CYJIbT, 3a00JIeBaHNE COHHBIX apTepHid 1/nin 3aboJeBanue neprudeprnaeckux apTepui).

B ciygae otnenpHOTO puMepa (BapHaHT OCYIICCTBIICHUS 3) TaKOW MAIMEHT, UMCIOLIUIA FITH HAaXOISIIUI-
CSl TIOJ] BBICOKUM PHCKOM CEpACYHO-COCYICTOTO /WM TOYEYHOTO MHUKPOCOCYIUCTOTO 3a00JeBaHus (HaIpH-
Mep, TaKOW KakK MaIlMeHT C BBICOKUM COCYIHCTBIM PHCKOM, Hampumep ¢ BeICOKUM puckoM CC coObITHIH), KOTO-
pBI TOABEpraeTCs Tepanuu (HampuMep, JICICHUIO W/WTH TPOoQWITaKTHKE W/WITH 3aIUTE) B COOTBETCTBHH C ITHM
M300peTEeHNEM, MOXKET TIPECTABIIATH COOOH MarnueHTa (MPeamoYTUTENBHO CTPATAIONIero JMa0eTOM MalueHTa, B
YaCTHOCTH CTPAAAIOIIETo TUabeToM 2 THIIa MallieHTa), UMEIOIETO

KaK allbOyMHUHYPHIO (HAalIpUMeEp, MUKPO- FITH MaKpOoaTh0yMUHYPHIO),

TaK ¥ MpEeANIeCcTBYIONIEe MaKpOCOCYANCTOE (HAalpuMep, KapIuo- Win 1epedparbHo-cocyIicToe) 3a0oe-
BaHUE (TaKoe KakK, HApUMEp, HHPAPKT MHOKap/a, UIIEMHYECKas 00JC3Hb cep/ia, (MIIEMIISCKUN WU TeMOp-
parudyeckuii) HHCYJIbT, 3200JICBAHUEC COHHBIX apTepuil n/min 3a0ojeBanue mepudepuuecKux apTepuil); u/umm

(n€rkoe wu cpeanee) HapyleHue yHKIMU nmouek (Hanpumep, XBII 1, 2 wmm 3 cragum, takast kak XBII 1,
2 cramuu (I€rkoe HapylIeHHE) WM CTagud 3a (HapylleHHe OT JErKOTro JI0 CPEAHEro), NMPEAIOYTHTENFHO C
pCK® >45-75 mi/mun/1,73 M%), ¢ MakpoaasOyMHUHypHEA; TG0

(cpennee wiu cepbé3HOC) HapylieHue GyHKuU mouek (Hampumep, XbI1 3 wim 4 cramum, Takas kak XbI1
craguu 3b (HapylIeHne OT CPEIHETO 10 CEPhE3HOT0) WK 4 cTaanu (CephE3HOe HAPYIICHHE), TPEIMTOYTHTEIHHO
¢ pCK® 15-45 m/mun/1,73 M%), ¢ 1 6e3 Kakoi-mGo ansGyMUHypHH (HAIPEMEp, ¢ HIX 663 MAKPO- HIIH MaK-
poansOyMuHypHei).

Bonee moapoOHO (BapwaHT OCYMIECTBIICHUS 4) TaKOW MAIMEHT C BBHICOKMM COCYAWUCTHIM PHCKOM (HAmIpH-
Mep, ¢ BBICOKHM pruckoM CC cOOBITHIT) MOXKET MPEACTaBIATL OO0 manueHTa (MPeAMOYTHTEIHHO CTPAIAIONIETO
nabeToM MalueHTa, B 9aCTHOCTH CTPAJAIoNIero 1nadeToM 2 TUTa TIAIMeHTa), HalTpUMep:

¢ anOyMuHYypHel (Takoil Kak, HalmpuMep, C COOTHOIIEHNEM aitbOymuHa K KpeatnHuHY B Moue (UACR)
>30 mr/r kpeatnanHa Wik >30 mr/i (1 Mr ansOymuHa Ha 1 1 Mouwm), wimm >30 Mkr/mMuH (1 MKT anbOyMUHa B MH-
HyTY), uian 230 mr/24 g (1 Mr aneOymuH 3a 24 4)) 1

C MPEIIICCTBYIONIMM MaKpPOCOCYAUCTHIM 3a00JICBAHUEM, TAKMM KaK, HAIIPUMED, OMPEACIICTCs KaK OIHO
Wi OoJiee U3 a)-e):

a) MPEIIeCTBYIOMNH HHPAPKT MUOKAP/IA,

0) 3amyImieHHas HIeMudeckas 00JIe3Hb cepla,

B) BBICOKHI PUCK OJTHOCOCYMCTOHN HIIEMHYECKOH O0JIe3HH cepala,

T') IPEIICCTBYIOIINY UIIEMHYCCKUI WM TeMOPPAruueCKUil HHCYIIBT,

1) Hanmnaue 3a00JIeBaHNUs COHHBIX apTepuid,

€) Hanmure 3a00JIeBaHUs TEPUPEPUIECKUX apTeprid, 1/ IWiIn

¢ HapyIIeHHOHW modeyHou ¢yHKIMe# (Hanpumep, ¢ wim 6e3 CC comyTcTByromuUX 3a00JIeBaHUMN), TaKOH
Kak, HalpuMep, OIPEACICHO Jaee:

HapylieHHas moveyHas QyHKIWS (HampuMep, Kak onpeaelsitor mocpeactsoM dpopmyinsit MDRD) ¢ pCK®D
15-45 mu/Mun/1,73 M? ¢ TH0GBIM ¢ COOTHOLICHHEM anbOyMiHa K kpeatnauHy B Mode (UACR), w/umm

HapyIIeHHas ImouedHast GYHKIMS (HanpuMep, Kak onpenessifoT nocpeactsoM ¢popmyiast MDRD) ¢ pCK®
>45-75 mu/mun/1,73 M ¢ cooTHOmEHHEM anbOymuHa K Kpeatnauny B Mode (UACR) >200 MI/r KpeaTHHHHA,
wi >200 mr/a (1 mr ansOymuHa Ha 1 1 Mounm), i >200 mxr/muH (1 MKr ansOyMuHa B MHHYTY), HIIH
>200 mr/24 9 (1 mr ansOymuH 3a 24 u).

JlononautensHO 6oliee MOAPOOHO, TAKOHM MAIMEHT C BHICOKMM COCYAWCTBIM PUCKOM (HampuMmep, ¢ BBICO-
kuM pruckoM CC coObITHIT) MOXKET MPEACTaBIATh CO00H ManueHTa (MPeAnoYTHTENHHO CTPAAIOIIEro 1MabeToM
MAIMeHTa, B YaCTHOCTHU CTPAIAIONIETO AHa0CTOM 2 THIIA MAIUCHTA) C MATOJOTHYSCKIM COCTOSIHUEM | (BapuaHT
OCYIIIECTBIICHHUS 5) W/WIIH C TTATOJOTHYECKUM cocTosiHueM Il (BapuaHT ocymiecTBICHUS 6), KOXKABIH U3 KOTOPBIX
OTIpeieNIeH 31eCh HIKE.

B npyrom BapmaHTe OCyIIecTBICHUS (BApHAHT OCYIIECTBICHHS 7) TAaKOW MAI[MEHT C BEICOKAM COCYIUCTBIM
puckoM (Hampumep, ¢ BeICOKHM pruckoM CC coOBITHIT) MOXKET TIPECTaBIATh COOOM MareHTa (MpearnoYTUTEb-
HO CTpaJaroIero quabeToM MalfeHTa, B YaCTHOCTH CTPAaJaroIiero 1uadeToM 2 THITa MalMeHTa) ¢ OJHUM HITH
6onee m3 cneayromux CC dakropos pucka A), b), B) w/unu I):

A) [peamecTBytoree cocyaucroe 3aboaeBaHNe, TAKOE KakK, HaIpuMmep:

HHpAPKT MHOKapa (HanpuMep, B MpeeNax MpeIIeCTBYIOMIX 6 Hellelb);

nimemMnudeckas 6ose3Hb cepana (Hanpumep, >=50% cyXeHus AnaMeTpa NPOCBETa IIIaBHOTO CTBOJIA JIEBOH
KOPOHAPHOH apTepHH WK TI0 MCHBIIICH Mepe B IBYX KPYITHBIX KOPOHAPHBIX apTEPHUAX HA aHTHOTPaAMME);

YpECKOXKHOE KOPOHAPHOE BMELIATENHCTBO (HAapUMeEp, B IIpeJieiax MPeANIeCTBYIOMNX 6 Heelb);

ITYHTHPOBaHUE KOPOHAPHOH apTepuul (HampuMep, B Mperenax MPeAnIeCTBYIOMNX 4 JEeT Wil C PEIINBOM
CTCHOKapINH MOCTIEe XUPYPTUIECKOI onepalyn);

HIIEMUYECKUHN WM TeMOpparndeckuii HHCYIbT (HalpuMep, B IpeesiaX IpeAmeCTBYIOMHNX 3 MECAIIEB);

OKKJTFO3MOHHAs 00JIe3Hp NepuepuIecKux apTepuil (HarpuMep, MpeamecTBYIONas XUpyprudeckast onepa-
Ul ITYHTUPOBAHMS apTepUil KOHEYHOCTH WJIM YPECKOKHAs TPAaHCIIOMHHAJIbHAS aHTHOIUIACTHKA; MPEIIIeCT-
BYIOIAsl aMITyTallsl KOHEYHOCTH WJIM CTOMBI BCIEICTBHE COCYIMCTON HEIOCTATOYHOCTH, aHTHOTpadmyecKoe
WIN YJIbTPa3ByKOBOE BBIABICHHE 3HAYMTEIHHOTO CTeHO3a cocyloB (>50%) OCHOBHBIX apTepHil KOHEUHOCTH
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(oO1meit mMoAB3IOIIHONM apTepuu, BHYTPEHHEH MOIB3AOIIHON apTepuy, BHEIIHEH MOAB3IOIIHONW apTepuu, Oc-
pCHHOH apTepHu, IMOJIKOJICHHON apTepuH), IepeMeKaromasics XpoMoTa B aHaMHe3€e, C COOTHOLIIEHUEM apTepH-
aJBHOTO JaBJICHUS Ha JIOABDKKE U pyke <0,90, 1m0 MeHbIIeH Mepe Ha OHOH CTOPOHE).

b) Nmemunueckoe nmopaxxeHue OPraHoOB, CBI3aHHOE C COCYIMCTBHIM 3a00I€BaHUEM, TAKOE, KaK, HAllpHIMeEp:

HapyIIeHHas no4yeyHas QyHKIUs (HampuMep, yMEPEHHO HapylIeHHas moyeuHas (pyHKIus, HapuMep, Kak
ompenensior mocpeactsom dopmyast MDRD, ¢ pCK® 30-59 m/mun/1,73 m2);

MHKpO- WJIN MakpoaIbOyMHUHYpHs (HAIpHMep, MUKPOATbOYMUHYPHS, WIN CIIy4ailHO ONpEAesieMOe COOT-
HOIIIEHWE aTbOyMHUHA K KpeaTHHUHY B Mo4e >/=30 MKr/MT);

peTuHONAaTHs (HampuMep, mpoudepaTHBHAsS PETHHONATHS, WIM HEOBACKYIIIPU3ALMSI CETYATKH MU Tpe/i-
IIECTBYIONIAsk Teparnus B BUJIE JIa3epHOIl KOAryJISILUH CETYATKH).

B) IToxusie (Harmpumep, Bo3pact >/=70 jer).

I') ITo menbmreit Mepe nByx n3 cienyrommx CC pakTopoB pHcKa:

3aIyIIeHHbIH caxapHbIid anadeT 2 Tuna (HarpuMmep, poIoDKUTENBHOCTS >10 Jer);

THIIEpTEH3Us (HalpUMep, CUCTOIMYECKOe apTepuaibHoe naBieHne >140 MM.pPT.CT. WIIM TIO MEHBIIIEH Mepe
HaXOMSIIEroCs OJ] BO3ACHCTBUEM OJHOTO JICYEHHS M0 TIOBOAY CHIDKCHUS apTepUabHOTO JABICHU);

TEKyIIee eXEeIHEBHOE KyPEHHE;

(ateporenHas) aucnunuaeMus Wik Beicokne ypoBHH JIITHII-xomectepuna B kpoBu (Hampumep, JITTHII-
XOJIECTepHH >/=135 Mr/m), WM HaXOIAIETOCs MO BO3JCHCTBHEM MO MEHBIIEH Mepe OJHOTO JISYCHHS IO TI0-
BOJy HapyIICHUS YPOBHS JINTIHIOB.

Hacrosimee m3o0peTenne, KpoMe TOro, OTHOCUTCSA K ompeneneHHomy uHruouropy JIII-4 (mpenmoduru-
TENILHO JINHATIIUITHHY, HE00s3aTeIbHO B KOMOMHAIMH C OJTHUM WJIM OOJIBIIUM KOJMYECTBOM JAPYTUX aKTHBHBIX
BEILIECTB), PEAHAa3HAYCHHOMY ISl IPUMEHEHHSI B CIOCO0€ MPOQMITaKTHUKH, 3aIIUTHI OT, CHIXKEHUSI PHCKa U/HIH
OTKJIaJIbIBAHUS] BOSHUKHOBEHUS

KapJro- WK HepedpabHO-COCYJUCTOr0 3a00JICBaHUS WIIM COOBITHS, TAKOTO Kak, HalpUMep, BHIOPaHHOTO
U3 CMEpTH MO NpH4uHE cepiaeuHo-cocymucroil (CC) matonoruu (Briodas (atalbHBIA WHCYIBT, (aTalbHBIA
WHPAPKT MUOKapAa W BHE3aITHas CMEPTh), He(haTaTbHOTO WHCYIbTA, HedaTanbHOTO HH(papkTa Muokapaa (M)
(6eccumntomubIit UM MOXeT OBITh UCKITIOUEH) U TOCTTUTAIU3AINHN TI0 TTOBOTY HECTAOMILHON CTCHOKAPIUH; U

MOYEYHOTO0 MHKPOCOCYJHUCTOTO 3a00JI€BaHMs, TAKOTO KaK, HalpUMEp, BBIOPAHHOTO M3 CMEPTH OT 3abouie-
BaHUS MMOYEK, TEPMUHAIBHOHN CTaJNU IMOYEYHOW HEIOCTATOYHOCTH M CHIDKEHUS PACUETHOW CKOPOCTH KITyOOUKO-
Boii punbTparnyu (Hanpumep, pPCK® >50% ot ucxomHOro YpoBHA);

MPEANIOYTUTENHHO Y CTPAAAIOIIEro AMabeToM MalueHTa-4eJI0BeKa (B YaCTHOCTH, CTPAJAIOIIETo AuabeToM
2 TWmna ManueHTa), TAaKOro Kak, HalpuUMep, MallUeHT, MMEIOIINH WIIM HaXOSIIUHCS M0J BEICOKHM PHCKOM Cep-
JEYHO-COCYUCTOTO COOBITHS /MU TIOYEYHOTO MHUKPOCOCYIUCTOTO 3a00sIeBaHus, TAKOH KaK, HAPpUMEp, Maly-
€HT C BBICOKMM COCYAMCTBIM PUCKOM (Hampumep, ¢ BBICOKMM puckoM CC coOBITHI), TAKOW KaK MAalMEeHT KaK C
anpOyMUHYpHEH (HanmpuMep, MUKpO- MIIM MaKpoaJlbOyMHUHYpHEil), TaK U MIPEALISCTBYIOINM MaKpOCOCYIUCTHIM
(HanpuMep, Kapno- WM 1epeOpatbHO-COCYAUCTEIM) 3a00JIeBaHNEM (TaKMM Kak, HalpuMmep, HH(PapKT MHOKap-
Jla, vieMudeckas 0oJe3Hb cep/ua, (MIIEMUYECKHH MM TeMOopparndeckuii) HHCYNbT, 3a00JIeBaHUEe COHHBIX ap-
Tepuil w/nim 3aboseBaHue nepuepUuecKUX apTepuid) WK (JETKUM MM CPEJIHUM) HapylieHueM (QyHKIUU
nouex (manpumep, XBII 2 umm 3 cramuu, npeanoututensro ¢ pCKD >45-75 mn/mun/1,73 M?), ¢ Makpoatsoy-
MHUHYpHEH Tn00 (CpelHNM WM CepbE3HBIM) HapylieHHeM (QyHKIuU mouek (Hampumep, XBII 3 wim 4 craaum,
npeanoururensto ¢ pCK® 15-45 mn/mun/1,73 M%) (¢ 1 6e3 Kakoii-TH60 albOyMUHYPHH).

Hacrosimee m3o0peTenne, KpoMe TOTo, OTHOCUTCSA K ompeneneHHomy uHruouropy JIII-4 (mpenmodru-
TENBHO JIMHATIIUITHHY, HE00s3aTeIbHO B KOMOMHAIMH C OJHUM WJIM OOJIBIIUM KOIWYECTBOM APYTUX aKTHBHBIX
BEILIECTB), PEHA3HAYCHHOMY AJISI IPUMEHEHHS B crioco0e MpO(UIaKTHKH, CHIDKCHUS PUCKA W/HIIH OTKIIa (bl
BaHMS BOSHUKHOBEHUS

KapJIro- WK HepedparbHO-COCYJUCTOr0 3a00JICBaHUS WIIM COOBITHS, TAKOTO Kak, HalpUMep, BHIOPaHHOTO
U3 CMEpTH MO NpH4yuHE cepiaeuHo-cocymucroil (CC) matonoruu (Briovas (atalbHBIA WHCYIBT, (aTalbHbBIA
MH(}apKT MHOKap/a ¥ BHE3AIHYIO0 CMEPTh), He(aTaIbHOIO HHCYIbTa, HedaTaapHOro nHpapkTa Muokapaa (MM)
(6eccumnromubrit UM MokeT OBITh MCKITIOUEH) M TOCTIMTATIM3aLMH 10 TIOBOAY HECTaOMILHONW CTEHOKapANH; U

MIOYEYHOTO0 MHKPOCOCY/UCTOTO 3a00JIEBaHMs, TAKOTO KaK, HalpUMep, BBIOPAHHOTO M3 CMEPTH OT 3aboure-
BaHMS M0YEK, TEPMUHAIBHON CTaJMM NOYEYHOW HEJJOCTATOYHOCTH M CHIDKCHUS pac4ETHON CKOPOCTH KIIyOOYKO-
Bo unbTparnuu (Hanpumep, ¢ pCKD >50% ot ncxoqHOTO YpOBHS);

MPEANIOYTUTENHHO Y CTPAAAIOIIero AMabeToM MalneHTa-4eIoBeKa (B YaCTHOCTH, CTPAJAIoIIEro AuabeTom
2 THMNa MAaIUeHTa), TAKOTO KaK, HallpUMep, MAlMeHT C CepICYHO-COCYIUCTHIM OCIOKHEHUEM W/WIIH TTOYCUHBIM
MHKPOCOCYJHCTBHIM 3200JIEBAHHEM MM C BBICOKHM PHCKOM CEPACYHO-COCYANUCTOTO COOBITHS M/MIIN TTOYEYHOTO
MHKPOCOCYJHCTOTO 3a00JICBaHNUS, TAKOH KaK, HAIPUMEp, MALUEHT C BBICOKUM COCYANCTBIM PHCKOM (Hampumep,
¢ BeIcOKHM puckoM CC coOBITHIA), TAKOW KaK TAIIMECHT, UMEIOIIIHMA

anpOyMUHYpHIO (TaKyro, Kak, HalmpuMmep, ¢ COOTHOIICHHEM anbOymuHa K kpeatuHuHy B Moue (UACR)
>30 mr/r kpeatuanHa Wi >30 mr/i (1 Mr ans6ymuHa Ha 1 1 Mouwm), wim >30 Mkr/mMuH (1 MKT ansOyMUHA B MH-
HYTY), 1 230 mMr/24 4 (1 mr ansOymuHa 3a 24 u));

MPEALIECTBYIOIIEE MaKpOCOCYJUCTOE 3a00/eBaHNE, TAKOE KaK, HalpUMEp, ONPEACsIeTCs] KaK OJHO WIIH
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Oonee u3 a)-e):

a) IpeALIeCTBYIOIUI HHAPKT MHOKapAa,

0) 3amyIieHHas uIIeMudeckas 00JIe3Hb CepIIa,

B) BBICOKHI PUCK OJTHOCOCYIHUCTON UIIIEMUYECKON OO0JIE3HU Cepria,

T') IPEANIECTBYIOMNN UIIEMHYECKUN WA TEMOPPAaruideCKUii HHCYIIBT,

1) Hanmnaue 3a00JIeBaHUsI COHHBIX apTepuid,

¢) Hanmure 3a00JIeBaHUs TEPUPEPUIECKUX apTeprid, 1/ IiIn

HapyIIeHHYIO MOYeuHYyI0 QyHKIHIO (Hampumep, ¢ win 6e3 CC comyTCTBYIOIMMX 3a00JIeBaHUH), TAKyIO Kak,
HarpuMmep, ONPEeIIAIoT KakK:

HapylIeHHas ImouedHast GYHKIMS (HanpuMep, Kak onpenessifoT nocpenctsoM ¢popmyiast MDRD) ¢ pCKO
15-45 mn/mun/1,73 M* ¢ moGBIM COOTHOIIEHHEM anbOyMuHa k kpeatununy B Moue (UACR) w/uu

HapylIeHHas 1mouedHast GYHKIMs (HanpuMep, Kak onpenessifoT nocpenctsoM ¢popmyiast MDRD) ¢ pCK®
>45-75 mu/mun/1,73 M ¢ cooTHOmEHHEM anpOymuHa K Kpeatnauny B Mode (UACR) >200 MI/r KpeaTHHHHA,
wi >200 mr/a (1 mr ansOymuHa Ha 1 1 Mounm), mim >200 mxr/muH (1 MKr ansOyMuHa B MHHYTY), HIIH
>200 mr/24 4 (1 mr ansOymuHa 3a 24 q).

COOTBETCTBEHHO, HACTOsAIIEe H300pETEHHE TaKXKe OTHOCHTCA K ompeaeneHHomy uuruouropy JIIII-4
(TIpeAroYTHTENRHO THHATIUIITHHY, HE00sS3aTEeNbHO B KOMOMHAIIMK C OJHUM WM OOJBIIAM KOJIUYECTBOM APY-
TUX aKTHBHBIX BEIIECTB), MPEAHA3HAUEHHOMY U MPUMEHEHHS B CIIOCO0€ MPOQIIAKTHKH, CHIDKEHUS PHCKa
W/WITA OTKJIaJBIBaHUS BOSHUKHOBEHUS

KapIuo- WU 1epeOpalbHO-COCYIUCTOTO 3a00JIEBaHUS HITH COOBITHS, TAKOTO KaK, HAPUMED, BEIOPAHHOTO
M3 CMepTH 1Mo npuuuHe cepaedno-cocymuctor (CC) marosornn (BKIOYas (GaTaIbHBIM WHCYNBT, (haTanbHBIH
nH(}apKT MHOKap/a ¥ BHE3AIHYIO0 CMEPTh), He(aTaIbHOIO HHCYIbTa, HedaTaapHOro HHpapkTa Muokapaa (M)
(6eccumnromublit UM MokeT OBITh MCKITIOUEH) M TOCTIMTATIM3aLUH 10 TIOBOAY HECTaOMIbHOW CTEHOKapANH; U

MIOYEYHOTO MHKPOCOCY/MCTOTO 3a00JIEBaHMs, TAKOTO KaK, HalpUMep, BBIOPAHHOTO M3 CMEPTH OT 3aboure-
BaHMs MI0YEK, TEPMUHAIBHON CTaJUM OYEYHOW HEJJOCTATOYHOCTH M CHIDKCHUS pac4ETHON CKOPOCTH KITyOOYKO-
BOH ¢mnpTpanuu (Hanpumep, ¢ pCKD >50% ot ucxogHOTO YpOBHS);

MIPEANIOYTUTENHHO Y CTPAAAIOIero AMabeToM NalneHTa-4eI0BeKa (B YaCTHOCTH, CTPAJAIOIIEro AnabeTom
2 THIa MaryeHTa), TaKoro Kak, HarpuMmep, MalueHT, UMEIOIINH WM HAaXOSIIUICS 10l BRICOKUM PUCKOM Cep-
JIEYHO-COCYIUCTOTO COOBITHS W/WIIN TTOYEYHOTO MUKPOCOCYIHCTOTO 3a00JIeBaHMs, TaKOH KaK, HallpuMep, Iali-
€HT C BBICOKAM COCYAHMCTHIM PUCKOM (Hampumep, ¢ BBICOKUM pUcKoM CC coOBITHI), TAKOW KakK, TAI[USHT C Ia-
ToJIormdeckuM coctosiaueM | w/wmm 11, kak onpeneneHo ganee:

[TaTtonornyeckoe cocrosiHue I:

anpOyMUHYpHUs (Takas Kak, HalpuUMep, C COOTHOIIeHHWeM anbOymuHa K KpeatuHuHy B Moue (UACR)
>30 mr/r kpearnHuHa, win =30 mr/n (1 mMr ansbymuHa Ha 1 71 Moum), win >30 mkr/mMuH (1 Mkr anpOymuHa B
MHHYTY), win 230 mr/24 4 (1 mMr anp0ymuHa 3a 24 4)) u

MIPEIIECTBYIONIEe MaKpOCOCYAMCTOE 3a00IeBaHNe, TaKoe KakK, HAIpUMep, ONpeAesieTcs KaKk OJHO WIIH
Oonee u3 a)- ):

a) IpeALIeCTBYIOINA HH(apKT MHOKap/aa (HarnpuMmep, >2 MECSILEB);

0) 3amyrieHHas HIIeMuyeckas 00JIe3Hb cep/ua, Takas Kak, HallpuMep, ONPEAEIeHO IOCPEICTBOM JIF0O0T0o
U3 CIIEAYIOILEro:

>50% cyxeHUsI AraMeTpa MPOCBETa B JBYX WM OOJBIIEM KOJMYECTBE KPYMHBIX KOPOHAPHBIX apTEePHi
(manpumep, LAD (nieBoii nepenneit Hucxosmieit), CX (orubaromeit) min RCA (mpaBoit KopoHapHOW apTepun)),
0 pe3yJbTaTaM KopoHapoanruorpadun umu KT-anrnorpaduu;

TJIAaBHBIN CTBOJI JIEBOM KOpOHApHOHU apTepu ¢ >50% cykeHHeM JuaMeTpa IIPOCBeTa;

MpebIAyInas 9pecKoKHAs WIH XUPYprudecKas peBacKyJspH3anus >2 KPYMHBIX KOPOHApHBIX apTepHid
(Hammpumep, =2 MecsIIeB);

KOMOMHAIMS TpEeNbIAyIIeil YPEecKOKHOW WM XHMPYPrHYECKOW pPEeBacKyNspH3allM, HalpuUMep, OJHOH
KPYITHOH KOpOHAapHOH apTepuu (Hampumep, =2 mecsieB) u >50% cyxeHus TuaMmerpa MpocBeTa, M0 MEHBIIEH
Mepe O/IHOH JIOTIOIHUTEIBHON KPYITHOW KOPOHAPHOH apTepHH, 10 pe3yibTaraM KopoHapoaHnruorpaduun wiun KT-
aHruorpadum,

B) BBICOKHH PUCK OJHOCOCYTUCTON HIEMUYIECKON O0JIE3HH Cepilia, TaKOH Kak, HalpuMep, KOTopas ompe-
Jensiercsa Kak Hanuuue >50% cyXeHHs [uameTpa MpOocBeTa OJHONW KPYMHON KOpOHApHOU apTepuu (Hampumep,
0 pe3yibTaTaM

kopoHapoanrrnorpadun wim KT-anrnorpadun y manieHToB, y KOTOPHIX HE ObUIa MPOBEICHA PEBACKYJIs-
pu3aInus), ¥ 0 MEHBIIEH Mepe OHO U3 CJIICIYIOIIETO: MOJOXHUTEILHBI HEMHBA3UBHBIM CTPECC-TECT, TAKOW KakK,
HanpuMep, MOATBEPKAEHHBIN ITOCPEICTBOM JIFOO0TO H3:

nostokuTenbHBIH DKI-TeCT Ha MepeHOCHUMOCTh (PU3MUECKON HATrpy3KH y TAIIMEHTOB 0e3 OJO0KaIbl JIeBOH
HOXKM TTydka ['mca, cuanpom Bonbda-ITapkuncona-Yaiita, runeptpodus JIEBOTO JKelyIodka ¢ HapyIIeHHEM
pernonspu3anyy, Wi HaBsS3aHHBIH PUTM JKeJTyl04Ka, Ipencepanas GuOpmusinus B crydae aHoMainbHeIX ST-T
CETMEHTOB;

TIOJIOKUTENbHAS CTPECC-0X0KapAHorpaMMa, KOTopast TIOKa3blBaeT HHAYLIMPOBaHHBIE peTHOHAIbHBIE Hapy-
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IICHHUS CHCTOJIMYECKOTO JIBM)KEHHS CTEHOK;

TIOJIOKUTEIBHBIN SIIEPHBIH CTpecc-TeCT C OLEHKOH nepdy3un MHOKapja, KOTOPBIH MOKa3bIBaeT CTpecc-
WHAYIUPOBAHHOE 00paTHMOE HapyIIeHHe epy3uu;

MIAIMEHT, BBITUCAHHBIA M3 OONBHUIIBI ¢ TOYHO YCTAHOBJICHHBIM IHAarHO30M HECTAOWIHHON CTCHOKAapINH
(mampumep, 22-12 mecAues);

T') MPEANIECTBYIOMNN UIIEMHYECKAN WIIA TeMOPPAarundeCKUii HHCYINBT (Hanpumep, >3 Mecsna);

1) Hajgugue 3a00JIeBaHUS COHHBIX apTepuil (HampuMmep, ¢ KIMHUYECKHUMH CUMITOMaMU WIH 0e3), Takoe
Kak, HalpuMep, MOATBEPKAEHHOE TIOCPEACTBOM JIFOO0TO H3:

METOJIOB BH3YalIHM3alliy, KaK IMOpakeHHE TI0 MEHBIIIEH Mepe OJAHOW COHHOM apTepuH, KOTOPOE OLICHHBACT-
cs kak >50% cyxeHue AuaMeTpa NpoCcBeTa;

MpEebITYIIeH YpEeCKOKHON TN XUPYPTUUECKON PEeBACKYJIIIPU3AIlUH COHHOW apTepuH;

¢) Hannyue 3a0oieBaHus MepuYEePHUUCCKUX apTEpUil, TaKOe KaK, HAIPUMEp, MOATBEPKASHHOE MOCPEICT-
BOM JIIO0OTO U3:

MIPE/IICCTBYIONICH aHTHOIUIACTHKN apTepUil KOHEYHOCTH, CTCHTHPOBAHUS, JIMOO XUPYPTHUCCKON omepa-
[IUH [TYHTHPOBAHUS;

MIPEALIECTBYIOIIEH aMITyTallii KOHEYHOCTH MJIM CTOIIBI BCIEACTBHE MaKpOCOCYJUCTON HEAOCTATOYHOCTH;

aHTHOTPa(h)UIECKOTO ITOATBEPKICHUS CTeHO3a mepudepuueckux aprepuit >50% cyxeHus nuamerpa Impo-
CBeTa MO MEHbBLIEH Mepe B OJHOW apTephUH KOHEYHOCTH (HAIpHUMep, OLIEHKa Mepu(epruyeckuX apTeprii: oomei
TIOJIB3/IOITHON apTepHH, BHYTPEHHEW MOJB3IOIIHON apTepuy, BHEIIHEH ITOAB3JOIIHOW apTepHH, OeIpeHHON
apTepuu, MOJAKOJICHHON apTepUH ).

[Tatonornyeckoe coctosinue I1:

HapylieHHasi ouevnass GyHkius (Hanpumep, ¢ wim 6e3 CC comyTcTByOmMUX 3a00JIeBaHUl), Takas Kak,
HaIpUMep, OIPEAEIIETCS KaK

HapylieHHas movyeyHas QYyHKIWS (HampuMep, Kak onpeaelsitor nmocpeactsoM dpopmyinslt MDRD) ¢ pCK®
15-45 m/mur/1,73 M* ¢ mo6bM UACR, w/umm

HapyIIeHHas oyeyHast GyHKIMs (HarmpuMmep, Kak omnpeenstor nocpeacrtsoM ¢popmynst MDFLD) ¢ pCK®
>45-75 mu/mun/1,73 M ¢ cooTHOmEHHEM anbOymuHa K Kpeatnauny B Mode (UACR) >200 MI/r KpeaTHHHHA,
wi >200 mr/a (1 mr ansOymuHa Ha 1 1 Mounm), mim >200 mxr/muH (1 MKr ansOyMuHa B MHHYTY), HIH
>200 mr/24 4 (1 mr ansOymuHa 3a 24 q).

Bornee Toro, Hacrosimee n300peTeHe OTHOCHUTCS K onpeaeneHHoMy uaruounropy JAII1-4 (mpeanoururesns-
HO JIMHATJIMIITUHY, HEOOsI3aTEIFHO B KOMOUWHAIIMK C OJHUM WIIA OOJBIINM KOJTHYECTBOM JPYTUX aKTHBHBIX BeE-
IIECTB), IPEAHA3HAYCHHOMY IS IPUMEHEHHS C IIETBI0

JiedeHus], TPOQIIAKTHKH, 3alIUTHl OT, CHIDKCHHS PHUCKA, OTKIAJBIBAaHUS BOZHUKHOBEHHUS H/WMJIHM OTKJIAIbI-
BaHUs MPOTPECCHPOBAHUS KapIUO- WIH LepeOpaNbHO-COCYAUCTOTO 3a00JIeBaHMs, COOBITHS (HapUMep, OCHOB-
HOTO CEepACYHO-COCYIMCTOTO COOBITHS) I OCIIOKHEHHS, TAKOTO KakK, HaIPpHIMEp, CMEPTH M0 IPUIHUHE cepled-
HO-COCYIUCTON TaToJoruy, (haTtanpHbIH WM HedaTaIbHBIN) HH(APKT MUOKapaa (HarmpuMmep, 6€CCUMITTOMHBIN
i cuMnToMHBIH UIM), (daTanbHbIi nin HedaTaIbHbBIN) WHCYIBT, BHE3AIMHAs CMEPTh, cepAcuHas He0CTaTOY-
HOCTB, V/WJIH TOCTIMTAIU3AIs (HAapUMep, TI0 MTOBOAY OCTPOr0 KOPOHAPHOTO CHHIPOMA, aMIyTAIlMX HOTH, IIPO-
HEeAyp PEBACKYJSpU3AIlUM BEHCUHBIX apTEpUil, PeBACKYISAPU3AIMUA MePUPEPHUSCKUX COCYIOB, CEPICYHON He-
JIOCTATOYHOCTH WIIM TIO MOBOJY HECTAOMILHON CTCHOKAPIHH), ¥/ WU, HAIPUMEp, B KOMOWHAIIMA C WJIA BMECTE C
(TIpeATTOYTUTEIBHO TOCPEACTBOM WM B TIPE/ICTax OTHOM U TOH JKe Teparuyl WK JICKapCTBCHHOTO CPEIICTBA);

JICUCHUSI, IPOPUIAKTUKY, 3aLIUTHI OT, CHIKCHHS PHUCKA, OTKJIABIBAHUS BOZHUKHOBECHUS /MM OTKIIAIBI-
BaHMs IPOTPECCUPOBAHUS (HETTOYEYHOTO WM HPEANOYTUTEIBHO MTOYEYHOTO) MUKPOCOCYUCTOTO 3a001eBaHMs
WIIA OCJIOKHEHMSA, TAaKOTO KakK, HallpUMep, PETHHOIATHS, CHIDKCHHE KOTHUTUBHBIX CIIOCOOHOCTEH, HeponmaThs,
(MUKpO- WM Makpo-)adbOyMUHYpHs, XpoHHdeckas Oone3Hp mouek (XBII), TepMuHanmpHas cTamus MOYESIHON
HEIOCTaTOYHOCTH, HapylIeHue QYHKIHNU MTOYEeK, OCTPast WIN XpPOHWYECKas MOYeyHas HeJOCTaTOYHOCTb, CMEPTh
0 TIPUIHMHE 3a00JIeBaHMsI TIOYEK, U/WIIH CHIKEHUE paCIETHONH CKOPOCTH KITyOOUKOBOH (MIbTparuu (HarpuMmep,
pCK® >50% 0T MCXOAHOTO YPOBHS);

MIPEOIOYTHUTENFHO Y CTpaJaromiero 1uadbeToM marueHTa-qeloBeKa (B YaCTHOCTH, CTPAAAoNIero AnadeTom
2 Tuma MayenTa), TAaKoro Kak, HalpuMep, MAIeHT, KOTOPBIA CTPafaeT OT HEro, WM C BEICOKUM PHUCKOM €ro
BO3HHKHOBCHUS, TAKOW KaK, HApUMEp, MAUCHT, UMCIOIIUA MM HAXOASIIHIACS O] BBICOKHM PHCKOM TaKOTO
CEep/ACYHO-COCYAUCTOTO W/WIIM TI0YEYHOTO MHKPOCOCYIMCTOTO 3a00JeBaHMs, TaKOi Kak, HalpuMep, HalUeHT C
BBICOKUM COCYAHCTBHIM PUCKOM (HAIpUMEp, KaK ONPECICHO 3]IeCh; TAKOW KaK, HAIPUMED, IMAIUCHT B COOTBET-
CTBUU 110 MEHBIIEH Mepe ¢ OAHUM U3 BApUAHTOB OCYyLIeCTBICHU 1-6 minun 1-7, Kak ONMUCaHO 37€Ch BHILIE);

TaKO¥ KaK, HallpUMep, MAIUCHT, IMCIOIIHN

Kak ab0yMUHYpHIO (HarpuMep, MUKPO- HIIM Makpoaltb0yMHHYPHIO),

TaK M TPEIIECTBYIONIEe MAaKPOCOCYAUCTOE (HApUMep, KapIuo- WK mepedpanbHO-COCYANCTOE) 3a001e-
BaHUE (Takoe Kak, HampuMmep, HHPapKT MUOKapa, UIleMudeckas 00Je3Hb cepara, (MIIeMUIIeCKUH WId reMop-
parmdecKkuii) MHCYINBT, 3a00JIeBaHNE COHHBIX apTepHil /WK 3a00eBaHue TIepUPEPUIECKUX apTEPHid), 1/IITH

(yérroe wiu cpenHee) HapymeHne GYHKIMU odek (Hanpumep, XbI1 2 wim 3 cramuu, IpeanoYTHTEIHHO ¢
pCK® >45-75 mn/mun/1,73 M?), ¢ Makpoans6yMuHypueit, 160
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(cpenmHee wu cephE3HOE) HapylIeHue GyHKIUHU ovek (Hanpumep, XbI1 3 win 4 craguu, NpeAnoYTUTEIh-
HO ¢ pCK® 15-45 mn/mun/1,73 M%) (¢ uau Ge3 Kakoi-mu6o ans6yMUHYpHH).

Kpome Toro, HacTosmiee m3o0peTeHne OTHOCUTCS K ompeneneHHomy umuaruburtopy -4 (mpenmodrun-
TEJBHO JINHATJIMIITHHY, HEOOS3aTeIbHO B KOMOMHAIIMH C OJHUM WM OOJBIINM KOJWYECTBOM JAPYTHX aKTUBHBIX
BEIIECTB) ISl JICUCHUS W/WIIA NMPO(PIIAKTUKA METa0OMUIeCKUX 3a00JIeBaHUN, TAaKUX Kak JUa0eT, B 4aCTHOCTH
caxapHbIii AuabeT 2 Tuma W/uiau 3a00JIeBaHUHA WM TTATOJIOTHIECKUX COCTOSTHUH, CBSI3aHHBIX ¢ HUM (HaIpuMep,
MMabeTHIeCKUX OCIIOKHEHHUH), Y TalueHTa (B 4aCTHOCTH, MaleHTa-u4elI0BeKa), IMEIOIIETO WIIH HaXOSIIerocs
TIOJT BEICOKUM PHCKOM CEpJIEeYHO-COCYAUCTOTO W/WIIH TTOYEYHOTO MUKPOCOCYIUCTOTO 3a00JeBaHus (TaKOroO Kak,
HaNpUMeEp, MAIUCHT C BBICOKMM COCYAUCTBHIM PUCKOM, HATIPUMED, KaK OMPECIICHO 3/IeCh; TAKOHW KaK, HalpuMmep,
MalMeHT B COOTBETCTBUU TI0 MEHBIIICH Mepe C OAHUM M3 BapUaHTOB OCyLIecTBIEeHHs 1-6 mnu 1-7, kak onucaHo
371ECh BBIIIIE).

Kpome Toro, Hacrosiiiee u300peTeHHne OTHOCUTCS K onpexaeneHHoMmy mHruoutopy AIII-4 (nmpeamourn-
TENBHO JIMHATJIMIITUHY, HEOOSI3aTeIbHO B KOMOMHAIIMH C OJHUM KJIH OOJBIIUM KOJIMYESCTBOM JPYTHX aKTUBHBIX
BCIIIECTB) IS JICUCHUS W/WIH TMPOPHUIAKTHKY JHa0deTa, B YaCTHOCTH CaXapHOTo nuadeTa 2 THIa W/HIH 3a00Je-
BaHUH WIN MTATOJOTHICCKUX COCTOSHUH, CBA3aHHBIX C HUM (HaIpuMep, THa0eTHUECKUX OCIIOKHEHHUH, TAKUX KakK
nuabetndeckas HepomaTus /i (MAKPO- WM MaKpo-)adb0yMUHYpHs), y TIAIMEeHTa (B YaCTHOCTH, MAIlUeHTa-
YeJloBeKa), KOTOPBIH B 3TOM HY)KIAaeTcs, TAC MAallMeHT UMEET WM HaXOIUTCS IO/ BRICOKUM PHCKOM CEpACYHO-
COCYIMCTOTO H/HIH TOYEYHOTO MHUKPOCOCYIUCTOTO 3a00ieBaHus (Takoil Kak, HaIpUMep, MAlUeHT C BEICOKUM
COCYIHUCTBIM PHCKOM, HampuMep, KaK OIMpENeNieHO 3[eCh; TaKOH KakK, HaIpuMep, MallHeHT B COOTBETCTBUH IO
MEHBIIIEH Mepe ¢ OJHUM W3 BApUAHTOB OCYIIECTBICHUS 1-6 min 1-7, Kak ONMHUCaHO 3/€Ch BHIIIIE).

[Tpumeps! METabOINYECKUX PAcCTPONCTB MM 3a00JI€BaHUM, KOTOPbIE ITOIBEPTralOTCS TEPAIUK B COOTBET-
CTBHH C 3THM U300pETECHHEM, MOTYT BKJIFOYATh, HC OTPAHUYMBASACH MMU, TuabeT 1 Tuma, muabdet 2 Tuma, Hapy-
eHue TojepanTHocTH K rimokosze (HTT), Hapymenue ypoBHs riitoko3s! B kpoBu Haromak (HI'H), runeprimke-
MU0, MMOCTIPAHANATIBHYIO THIICPTIUKEMHIO, TOCTA0COPOTUBHYIO THIIEPIIIMKEMHUIO, JIATCHTHBIA ayTOUMMYHHBIN
mrabet y B3pocibix (LADA), auimHuii Bec, 0XXHUpeHHe, AUCIUIHAIEMHIO, THIIEPIUIUIEMHIO, THIIEPX0JIeCTepO-
nemwuto, runeprpuriaunepunemuto, runepHIKK-emuro (HOXKK - anrn.: NEFA -HeacTepudUIIpOBaHHEIE KHUP-
HBIE KHCJIOTHI), THIIEPIUIMUASMHIO HATOIIAK MU MTOCTIPAaHANAIbHYIO THIIEPIUIHIEMHUIO, TAKYIO0 KaK IOCTIIPaH-
IUATBHYIO JINIEMHIO (HallpuMep, TOCTIPaHANATBHYI0 THISPTPUTIUIICPUIEMHUIO), THICPTEH3UIO, aTePOCKIEPO3,
SHAOTETHAIBHYIO TUCPYHKIINIO, OCTEOTIOPO3, XPOHHIECKOE CHCTEMHOE BOCTIAICHUE, HEAJKOTOIBHYIO KHPOBYIO
6one3ns meuenu (HXXBIT), petuHonaTuio, HeliponaTuio, HegponaTruio, HEPPOTUIESCKUA CUHAPOM, CHHIPOM TI0-
JIMKUCTO3HBIX SHYHUKOB, W/MIH META0OTMIECKUN CHHAPOM.

Hacrosimee n3o0peTrenue, KpoMe TOr0, OTHOCHTCS K omnpenesieHHoMy uHruouropy /AIIII-4 (npeamourn-
TENBHO JINHATJIMIITUHY, HEOOS3aTeIbHO B KOMOMHAIIMH C OJHUM KJIH OOJIBIINM KOJMYESCTBOM JPYTHX aKTUBHBIX
BEILIECTB), TIpeIHa3HAYEHHOMY JUIsl IPUMEHEHUS 110 MEHBIIIEH Mepe B OJTHOM U3 CJIEIYIOIIHNX CIIOCOO0B:

MpoUIAKTHKA, 3aMEIJICHHE MPOTPECCHPOBAHUS, OTKJIAIbIBAHUC HAYala WM JICYCHUS METa0OIUIECKOTO
paccTpoiicTBa WK 3a00JCBaHUS, TAKOTO KaK, HAIPUMEp, CaXapHbIi quabeT 1 Tuma, caxapHblil quaber 2 TwIa,
HapyleHue TonepanTHocTd k rimokosze (HTI), mapymenue ypoBHs riroko3sl B kpoBu Haromak (HIH),
TUMEPTINKEMHS, TOCTIPaHANaIbHAS THICPTIUKEMISL, TIOCTA0COPOTHBHAS TUIIEPTITUKEMUS, JIATCHTHBIA ayTONM-
MyHHBIH nuabet y B3pocibix (LADA), muimHuii Bec, OXUpEeHUE, TUCTUTTUACMUS, TUTIEPIUTTUICMIS, THIIEPXO0JIe-
cTeponemus, runeprpurinnepugemus, runepHIXKK-emuto, moctnpanananbHas TUIEMUs, THIIEPTEH3US, aTePO-
CKJIEpPO3, PHIAOTENWANbHAS TUCPYHKIHNSA, OCTEONOpPO3, XPOHUIECKOE CHUCTEMHOE BOCIHAJIIEHHE, HEaJIKOTOJbHAs
skupoBas 6one3npb nedenu (HXKBII), petuHonaTus, Helipomnatus, HedponaTus, HePPOTHIESCKUI CHHIPOM, CHH-
JIPOM TIOJIMKUCTO3HBIX SHYHUKOB, W/VITH METa0OINIECKUAN CHHAPOM;

VIIYYIICHUE W/WITU TOAJEPKAHUE TITUKEMIYSCKOr0 KOHTPOJIS W/IJIH CHIKCHUC TIIOKO3BI B IUIa3ME HATO-
13K, MOCTIPAHAHATBHON TIIIOKO3EI B IUIa3Me, MOCTa0COPOTUBHOM TIIIOKO3bI B IDIA3ME W/WIIH TIUKO3IUPOBAH-
Horo remornobwna HbAlc, nim nmpoduiiakTuka, CHIXKCHHAC PUCKA, 3aMeIJICHUE POTPECCUPOBAHHUS, OTKIIAIbIBA-
HHUC Havala WIU JICYCHUS YXYALUICHUS, WU HAPYIICHUS MIMKEMUYECKOTO KOHTPOJIS, HYKIAIOUINXCS B WHCYIIH-
HOBOI1 Tepanuu win B oBbIeHHOM HbA 1¢, He3aBUCHUMO OT JICUCHUS;

mpo¢UIaKTHKa, 3aMeIJICHHe, OTKIAIbIBAaHNE WM BBI3BIBAHHE OOpPAaTHOTO Pa3BUTHS HPOTPECCHPOBAHHS
npenanabera, HapylIeHHue TojepaHTHOCTH K rmokosze (HTI), mapymieHme ypoBHS TIIIOKO3BI B KPOBH HATOIIAK
(HI'H), pe3ucTeHTHOCTH K MHCYIUHY W/WIM METa0OJIUIeCKOTo CHHAPOMA B CaxapHbIN nuabeT 2 THa;

po¢UIaKTHKa, CHIDKCHHE PUCKa, 3aMEIJICHHE MPOTPECCUPOBAHUS, OTKJIAaAbIBaHNE Hadana WU JICUCHUS
OCJIOXKHEHHUH caxapHOTo AradeTa, TAKMX KaK MHKPO- 1 MaKpOCOCYIUCTEIC 3a00IeBaHNA, TaKNe KaK HepomaThs,
MHUKpPO- WM MaKpOaTbOyMUHYPHS, IPOTCHHYPHS, HEPPOTHISCKUI CHHAPOM, PETHHOMATHS, KaTapakTa, HeHpo-
maTHs, HapyImIeHHe 00y4aeMOCTH WJIH MAMSITH, HEHpOIereHepaTHBHEIC HITH KOTHUTUBHBIC PACCTPOMCTBA, IEMCH-
s, KapJIro- WK [epeOpabHO-COCYAUCTRIC 3a00IeBaHuUs, UIIEMUSI TKAaHEH, TrHaOeTHYecKasi CTOMA U TPOQH-
YyecKasl s13Ba, aTepPOCKIECPO3, TUICPTCH3M, YHIOTEIHANbHAS TUCPYHKIUSA, HHPAPKT MHOKApIa, OCTPHIH KOpO-
HApHBIA CHHIPOM, HECTAOWIbHAS CTCHOKAPIWS, CTAOMIbHAS CTCHOKAPIUs, OKKIFO3UOHHAs 0oJie3Hb mepudepu-
YEeCKUX apTepui, KapJHOMHOTATHsI, CEpACYHAs HEIOCTATOYHOCTh, PACCTPOMCTBA CEPACYHOTO PUTMA, COCYAH-
CTBIN PECTECHO3, U/UIIN UHCYIIBT;

CHIDKEHHE MAacChl Tella, W/WIM XHpa B OpraHu3Me, WM JKHpa B TE€YEeHH, W/WIH BHYTPUMBIIICYHO-
KJICTOYHOTO >KHpa WIN MPO(QIIAKTUKY MOBHIIIEHHONH B MAacChl Tejla, W/WJIH JKHUpa B OpraHW3Me, W/WIN XHUpa B
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TICYCHU, ¥/ BHYTPUMBIIICYHO-KICTOYHOTO KAPA WIH CITIOCOOCTBOBAHMUS CHU)KCHUS MACCHI TEJa, W/WIN KUPa
B OpPTaHU3ME, W/WIIK J)KUAPA B TICUCHH, U/HITH BHYTPUMBIIIICYHO-KIETOYHOTO JKHPA;

mpo¢UIaKTHKa, 3aMeIJIeHIe, OTKJIaJbIBaHNEe Hadyajla WM JICUCHHS JCTeHepannu OeTa-KJIETOK MOIKeIry-
JIOYHOHM JKeJe3bl, W/WIH CHIKCHHE (YHKIMOHAIBHBIX CBOWCTB O€Ta-KJIETOK IOHKETYIOYHOH >KeNe3bl, W/WiIH
yIIydIIeHne, COXpaHeHNE W/MIA BOCCTaHOBIICHNE (PYHKIMOHAIBHBIX CBOMCTB OeTa-KJIETOK IO/KEITyT0YHON Ke-
JIe3BI, W/ CTUMYJIUPOBAHKE, W/IITH BOCCTAHOBJICHUE U 3aIIUTe (PYHKINOHAIBHBIX CBOMCTB CEKPELNH HHCY-
JIMHA TIO/IKEITyI0YHOM JKelle301;

po¢MIaKTHKA, 3aMeIJICHIE, OTKJIaIbIBaHNE Havaja WIH JICUCHHS HEaJIKOTOJbHOH KHPOBOI OOJIE3HU Iie-
yern (HXKBIT), Brimrouas sxupoBoii rematos, HeankoronpHbIH creaTtorenatut (HACT) w/umn ¢ubpo3 neucHu
(HampuMep, TpodUIAKTHKA, 3aMEIICHUE MPOTPECCUPOBAHIS, OTKIIAIbIBAHUE, OCTa0ICHUE, JICUCHUS HITU BBI3BI-
BaHUE 0OPATHOTO Pa3BUTHS KUPOBOTO TEMaTO3a, (TeMaTUIEeCKOT0) BOCIAICHHUS W/ aHOMAJIFHOTO HAKOTLICHUS
JKHpa B IIEYCHU);

mpoUIAKTHKA, 3aMEIJICHAE MPOTPECCUPOBAHMsI, OTKJIAIbIBAHIC Havyalla WK JeucHus nuadeta 2 Thma ¢
HEOJIAaroNMPHUSTHBIM UCXOIOM TPAJUIIMOHHOW MPOTHBOAHA0CTUICCKON MOHO- HIH KOMOWHUPOBAHHOW TEPAITHH;

JIOCTI)KEHUE CHIDKEHHS 03Bl TPAAWIIHOHHBIX MPOTHBOANAOETHYECKUX JIEKAPCTBEHHBIX CPEACTB (HAIpHU-
Mep, CyIb(HOHUIMOYCBIHBI WITH HHCYIIMHA), HEOOXOIUMOM JJIs aIeKBaTHOTO TeparneBTuIeckoro dddexTa;

CHIDKEHHE PHCKa HEXKENaTeNbHBIX SBJICHNHN, CBA3aHHBIX C TPAAUIMOHHBIMH MIPOTHBOANA0CTHICCKIMH JIe-
KapCTBEHHBIMH CPEICTBaMHU (HAIpUMEp, THIOTIMKEMHAN WM Habopa JMIITHEro Beca, HalpHMep, CBSI3aHHBIC C
MEIUKaMEHTO3HON Tepanvell HHCYITMHOM WITH CYJIb(OHUIMOYEBUHON); W/ WITH

MoJIIepKaHue /UK yIydIIeHHE YyBCTBUTEIBHOCTH K MHCYJIWHY W/IIIH JICUeHHE WIH NPOoQUIaKTHKa TH-
TICPUHCYIMHEMHUH W/WIH PE3UCTCHTHOCTH K HHCYJIUHY;

y TaIlMeHTa, KOTOPBIH B 3TOM HYXIaeTcs (TaKOM Kak, HallpuMep, MAIUCHT, KaK OMHICAHO 3/1eCh, HATPUMEP
MAIMCHT-YEIIOBEK, UMCIOIINI TuadeT, B YaCTHOCTH qUa0eT 2 THUMA), H/UiH

B YAaCTHOCTH, y TAIMCHTA (B YACTHOCTH, IMAIUCHTA-YCIIOBCKA), UMCIOMIETO WM HAXOJSAIIETOCS IO BHICO-
KAM PUCKOM CEPJCYHO-COCYTUCTOTO W/WIA TOYSYHOTO MHUKPOCOCYIHCTOTO 3a00JCBAHUS MIIH OCIIOKHCHHS, Ta-
KOTO Kak, HalpuMep, MaIeHT ¢ BEICOKUM COCYIUCTHIM PHUCKOM (HampuMep, KaK ONPeIesIeHO 3/1eCh; TaKOH Kak,
HalpuMep, IMallMeHT B COOTBETCTBUH 110 MEHBIICH Mepe ¢ OJHHM W3 BapHaHTOB OCymiecTBIeHHA -6 mimm 1-7,
KaK OIHMCAHO 3/IeCh BHIIIE);

TaKOTO KaK, HalpuMep, y MallUeHTa, IMEIOIIEeTO

KaK anbOyMUHYPHIO (HampuMep, MAKPO- WM MakKpoalbOyMHHYPHIO), TaK U MPEAMIECTBYIONIEe MaKpOCO-
cynucroe (Hampumep, Kapauo- WK epedpabHO-cOCYIMCToe) 3a0oieBaHue (Takoe Kak, HampuMep, HHMapKT
MHOKap/ia, UIIeMuIeckas 00JIe3Hb cep/ia, (MIIEMHUYSCKUN WIH TeMOPParndecKuil) HHCYIBT, 3a00JICBaHUE COH-
HBIX apTepuii u/nnm 3a0oseBaHue epupepuuecKUX apTepuil), H/um

(nérkoe wiu cpenHee) HapynieHue GyHkuuu rnoyek (Harmpumep, XbII 2 w3 craany, npeArnoYTUTEIHHO ©
pCK® >45-75 mi/mun/1,73 M%), ¢ MakpoaasOyMUHypHEA; TG0

(cpenHee wu cephE3HOE) HapylIeHue GyHKIUHU ovek (Hanpumep, XbI1 3 win 4 craguu, NpeAnoYTUTEIh-
HO ¢ pCK® 15-45 mon/mun/1,73 M%) (¢ uau Ge3 Kakoi-mu6o ans6yMUHYpHH).

Kpome Toro, Hacrosiee H300peTeHHE OTHOCHTCS K CIOCOOY JIeUeHUs, MPO(UIAKTHKH, OTKIIAIbIBAHUS
BO3HHKHOBEHMS, OTKJIAIBIBAHIS IIPOTPECCHPOBAHUS, 3aIIUTH OT W/WIIA CHIDKEHHSI BEPOATHOCTH MIIM PUCKA: aTe-
pOocKIIepo3a, aTepoTpoM003a, SHAOTEITHATLHOW TUCHYHKINN, W/ WITH ATOJIOTUIECKOT0 HAPYIICHUS W/FITH TIPEXK-
JIEBPEMEHHON cMepTH OT cepaiedHo-cocyanctoro (CC) u/uim MOYedHOTO MUKPOCOCYIUCTOTO 3a00JIeBaHus, Ta-
KOMY Kak, HarnpuMmep, KOMOMHUPOBAHHBIN CTIOCO0:

JIedeHus], MPO(PUIAKTHKY, OTKIaJbIBAHUS BO3SHIKHOBEHUS, OTKIIAIBIBAHUS MIPOTPECCUPOBAHMS, 3AIIUTHI OT
W/WIM CHYYKEHUS BEPOSITHOCTH WIIM PHCKA KapJuo- WIH 1epeOpalbHO-COCYTUCTOTO 3a00JIeBaHHUS UM COOBITHUS
(Takoro kak, HanmpuMep, BEIOPAHHOTO U3 CMEPTH MO MpUUYKHE cepaedHo-cocyauctor (CC) maTonoruu (BKIHOYAS
(baTampHBIN MHCYNBT, (aTalbHBIH HHGAPKT MUOKApJa W BHE3AIMHYK CMEPTh), He(haTalbHOTO MHCYIbTa, Heda-
TanpHOrOo MH(papkra muokapnaa (MM) (6eccumnTomubiii M MOXeT OBITh UCKIIOYCH) U TOCIUTAIU3AIMH IO
MOBOJY HECTAOWIIEHOW CTCHOKAPIUH); 1

JICYeHUsI, TPO(QUIAKTHKY, OTKIAbIBAHUSI BO3HUKHOBCHUS, OTKJIAIBIBAHUS MIPOTPECCUPOBAHMS, 3AIIUTHI OT
W/WIIA CHYDKEHUS BEPOSITHOCTH MITH PHUCKA MTOYSYHOTO MUKPOCOCYAUCTOTO 3a00JIeBaHUs (TAKOTO KaK, HAIpUMeEp,
BBIOpaHHOE U3 CMEPTH OT 3a00JIeBaHUS ITOYEK, TS PMUHAIBLHON CTaIUH ITOYEYHON HEIOCTATOYHOCTH M CHIYKCHUS
PacdETHOM CKOPOCTH KITyOOUKOBOH (DHIIBTPAITHH);

y maruenTa (B 9YaCTHOCTH, IMAallMeHTa-ueI0BeKa, B YaCTHOCTH, HMEIONIETO ANa0eT, B YACTHOCTH CaXxapHBIi
nuaber 2 Thma W/WiaM 3a00JeBaHUS CBSA3aHHBIE C HUMH), KOTOPBHIH B 3TOM HY)KIaeTcs (Hampumep, MaIueHT,
MMEIOIIUI WK BXOMAIIMNA B TPYIITY PHCKa KapAuo- WIH IepeOpabHO-COCYIUCTOTO W/HIH MOYETIHOTO (MHK-
PO)COCYIUCTOTO 3a00JICBaHUsI, COOBITUS, OCIOKHCHHS WA MATOJIOTHYECKOTO COCTOSIHHS, TAKOTO, KaK OMUCAHO
3J1eCh, HAIIPUMEP, MAIUCHT C BEICOKUM COCYIUCTHIM PUCKOM, HApUMEp, KaKk ONPEACICHO 3/IeCh; TaKOH Kak, Ha-
TpUMEp, MAIUCHT B COOTBETCTBUH IO MEHBIICH MEpe C OJTHIUM U3 BAPHAHTOB OCYIIECTBICHHS 1-6 wmu 1-7, kak
OITMCAHO 3/1€Ch BHIIIE);

colleprKalieMy BBEACHUC MalUCHTY 3((CKTUBHOTO KOJIUYECTBA OmpenaeicHHoro uHruoumropa [I1I1-4
(TIpeATIOYTUTEIPHO TUHATIIUIITHHA), HEOOS3aTEIPHO B KOMOWHAIIMK C OJHUM WM OOJBIIUM KOJIMYCCTBOM JPY-
THX aKTHBHBIX BEIIECTB.
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Kpome Toro, Hacrosiiiee u300peTeHHEe OTHOCUTCS K omnpexaeneHHoMmy uHruoutopy AII-4 (nmpeamourn-
TEJBHO JIMHATJIMIITUHY, HEOOS3aTeIbHO B KOMOMHAIIMH C OJJHUM KJIH OOJIBIIUM KOJMYESCTBOM JPYTHX aKTUBHBIX
BEIIIECTB, HAIIPUMEP, HEOOs3aTETHPHO B KOMOMHAIIMN C OJHUM W OOJIBIIMM KOJHYECTBOM IIPOTHBOAHAOCTHIEC-
CKUX CPEICTB, W/WIH HEOOS3aTeFHO B KOMOWHAIIMK C OJHUM WM OOJBIINM KOJUYECTBOM AaHTHTHIIEPTCH3UB-
HBIX BEIIeCTB, Takux Kak mHTHOUTOp AII® w/mmm BPA), nmpenHazHaueHHOMY ISl IPUMEHEHUS IS 3aIlTATHI
CepIIa U JUIS 3aIIUTHl TOYeK W/WIH [UI MPO(UITaKTHKH, OTKIIAJABIBAHNS BOSHUKHOBEHHS, 3aIUTHI OT, OTKIIA IBI-
BaHU IPOTPECCUPOBAHUS WM CHIDKEHHS PHCKa

KapIro- WK 1epeOpabHO-COCYIUCTOTO 3a00IeBaHUS NN COOBITHS (TaKoTo Kak, HampuMep, BEIOPAaHHOTO
U3 CMEpTH MO NpH4yuHE cepiaeuHo-cocymucroil (CC) matonoruu (Briovas (atalbHBIA WHCYIBT, (aTalbHBIA
nMH(}apKT MHOKap/a ¥ BHE3AIHYIO0 CMEPTh), He(aTaIbHOIO HHCYIbTa, HedaTaapHOro nHpapkTa Mruokapaa (MM)
(6eccummToMHubIif UM MOKET OBITH HCKITIOUEH) W TOCTIUTAIM3AINH T10 TOBOY HECTAOMIBHON CTCHOKAPINN); U

MIOYEYHOTO0 MHKPOCOCYMCTOTO 3a00ieBanusl (Takoro Kak, HalpuMep, BEIOPaHHOTO M3 CMEpPTH OT 3aboste-
BaHUI IMOYCK, TCPMUHAIBLHON CTaIUH MIOYEYHON HEJJOCTATOYHOCTH U CHIDKCHHUS PACYETHON CKOPOCTH KITyOOUYKO-
BOW (pUIBTpaINN);

y manuenTa (B YaCTHOCTH, ITallMeHTa-ueI0OBeKa B YaCTHOCTH, MMEIOMIETO TUa0eT, B YaCTHOCTH CaXapHBIH
nuabet 2 Tura, u/uin 3a00JieBaHus CBA3aHHbBIE ¢ HUIMH, TaKUE Kak AuabeTudeckas HepponaTus),

TaKOTO KaK, HAIpUMep, MAIFeHT, IMEIOMNH WIN BXOIIIININ B TPYIITy PHCKa Kapauo- WIN mepedpaibHo-
COCYIMCTOTO W/WJIH TIOYEHIHOTO (MUKPO)COCYANCTOTO 3a00JIeBaHMs, COOBITHS, OCIIOKHEHUS WU TIATOJIOTHIECKO-
TO COCTOSIHHS, TAKOTO, KaK OIMCAHO 3/1eCh (HAaIlpuMep, MAIMeHT C BBICOKMM COCYAHMCTBIM PHCKOM, HaIllpuMep,
KaK OIpeAeTICHO 371eCh; TAKOH Kak, HallpuMep, MAIIMCHT B COOTBETCTBUH 110 MEHBINEH Mepe C OJHUM W3 BapHaH-
TOB OCYIIECTBJICHUS 1-6 miu 1-7, Kak OMICAHO 3/IECh BEIIIC);

TaKO¥ KaK, HalpUMep, MAIUCHT, IMCIOIIHN

KaK anpOyMHHYPHUIO (HAIIpUMEpP, MUKPO- MM MaKpoalbOyMHUHYPHIO), TaK M MPEANICCTBYIONICE MaKpOCO-
cyaucToe (HampuMep, KapJuo- WK LepedpatbHO-cocyancToe) 3aboieBanue (Takoe Kak, HampuMmep, WHPapKT
MHOKap/ia, UIIeMUuIecKas 00JIe3Hb cepia, (MIIEMHUYSCKU WIH TeMOPParndecKuil) HHCYIBT, 3a00JICBaHUE COH-
HBIX apTepHi W/ Ui 3a00JIeBaHIe TIepUPEPHUSCKAX apTEPHA); U/ WITH

(érroe wim cpenHee) HapymeHne GYHKIMU odek (Hanpumep, XbI1 2 wim 3 cramuu, IpeanodTHTEIBHO ¢
pCK® >45 - 75 mn/mun/1,73 M%), ¢ MakpoatsGyMUHypHeit; 1160

(cpennee wu cepbE3Hoe) Hapyenne GyHkmun movek (Hampumep, XbBI1 3 wmu 4 craguu, TpeanoYTHTEThb-
o ¢ pCK® 15-45 m/mun/1,73 M%) (¢ mn Ge3 KakoH-ITHG0 anbOyMHHYPHIL).

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS TEPAINUs B COOTBETCTBUH C HACTOSAIIMM H300peTeHHEM (Ha-
prUMep, KaK OMHCAHO 3/I€Ch BBIIIE W HIKE) MOXKET BKIIIOYATh MPOJODKUTENFHOE JICUeHHE C IPUMEHEHNEM OTI-
penenenHoro uaruouTopa /I1I1-4, B 9aCTHOCTH JTUHATIMIITHHA (IPEAMIOYTUTENHHO 5 MT B JIeHb, KOTOPBIA TIPH-
HUMAIOT TIEPOPATBEHO, HEOOSI3aTEIbHO B KOMOMHAIIUN C OJHUM HJIM OOJBINUM KOJHMYECTBOM JPYTHX aKTHBHBIX
BCIIIECTB, HAIPUMEP, TAKUX KaK Te, KOTOPHIC OMMCAHBI 3/ICCh), HA MPOTHKCHUH JITUTECIHHOTO MEPHUOIa BPEMCHU
(Takoro kak, HaImpuUMep, O MEHbBIICH Mepe Ha MPOTDKEHUH 1-6 ner, >/=2 net, win 3-7 ner, Hanpumep, 3-4 Jer,
3-5 ner, 3-6 net, 4-5 ner, 4-6 ner, 5-6 net, unKu 5-7 €T, MPEANOUYTUTENHHO 110 MEHBILIEH Mepe Ha MPOTSHKEHUU
48 mecsres, Ooee MPeANOYTUTEIHHO 110 MEHBIIEH Mepe Ha MPOTSHKEHUH 3 JIET); HalpuMep, C Lelbio obecrede-
HUS UTUTEITLHOTO JCHCTBHS B OTHOIIEHWH CEPACYHO-COCYIUCTON W/HMIIU MOYEYHOW (MHKPOCOCYAHMCTOH) 0e30-
MACHOCTH, MATOJOTUYECKOTO HAPYIICHUS /WM CMEPTHOCTH (HAampuMep, BKIIOYas JEHCTBHE Ha KOTHUTHBHOE
HapyIIeHHUE), B COOTBETCTBUU C HACTOSIIUM M300peTeHNEeM; HalpHMep, y TalUeHTOB (HAIpUMep, CTPaIaroNIinx
abeToM IMalreHTOB, B YaCTHOCTH, CTPAIAIOIINX TUabeTOM 2 THIA MAIMEHTOB), UMEIOIINX WIIH HAXOISAITUXCS
MIOJT BBICOKHM PHCKOM CEepICYHO-COCYIUCTOTO /WM IMOYEYHOTO MHKPOCOCYAHMCTOTO 3a00JE€BaHMs, TAKUX Kak,
HaIpUMep, MAIHEeHTHI C BRICOKHM COCYIMCTBHIM PHUCKOM (Takue Kak, HallpuMep, MaIlMeHTHl, ONMICaHHBIe 31eCh);
TaKWe Kak, HampuMep, MallMeHTH B COOTBETCTBHUU MO MEHBIIICH MEpe ¢ OJHAM U3 BAPHAHTOB OCYIICCTBICHHUSA |-
7, KaK OIHCAaHO 3]1eCh.

Hanpumep, Tepamus B COOTBETCTBHH C HACTOSIINAM H300peTeHUEM (HAIIpUMEp, TaKas, KaK OIMICAHO 3]1eCh
BBHIIIIC M HIKE) MOXKET BKJIFOYATh MPOJOJDKHUTEIFHOE JICUCHHE C MPUMEHCHHEM OIPEICICHHOTO WHTHOMTOpa
JIII1-4, B yacTHOCTH JMHATIIUNTHHA (TIPEIIOYTHTENHHO 5 MI B JICHb, KOTOPBIH MPUHUMAIOT IIEPOpPAILHO, He-
0053aTeNIbHO B KOMOWHALIMU C OJTHAM WIIA OOJIBIIMM KOJHUYECTBOM JPYTHX aKTUBHBIX BEUICCTB, HAIIPUMED, Ta-
KAX KaK T€, KOTOPHIE ONFCAHBI 3/1€Ch) HA MPOTHKCHUN JIUTEIHHOTO IIEPHOAa BPEMEHHU, MPEAMOYTHTEIBHO 110
MEHBIIIEH Mepe Ha MPOTHKEHUU 48 MecsIeB, 0ojiee MPEAMOYTHTEIHLHO TI0 MEHbBIIIEH Mepe 3 JieT (Harmpumep, 1o
MEHBIIIEH Mepe Ha MPOTSHKEHUH 3-4 JIeT WK [0 MEHbBIIIEH Mepe Ha MPOTHKEHUH 5-6 JieT).

Jpyrue aciekTsl HacTOSIIEero u300peTeHus OyIyT OYeBUIHBI IS CICIIHAINCTa B JAHHOW OOJIACTH TeXHHU-
KM W3 TIPEABLAYIINX U MPUBEICHHBIX Jlajiee CBeeHUH (BKIIIOYAs TPUMEPhI U (YOPMYITYy H300pETEHUS).

Kpartkoe onucanne rpadpuyecknx MaTepuajion

Ha ¢urype mokaszana 3kcrpeccus MOJAOKAIUKCHHA B KAUECTBE MapKepa IeTOCTHOCTH JOJOIUTOB Y CTpa-
Jaronmx nuaberoM mbimeid db/db m y 3M0pOBBIX MBIIIEH KOHTPOJIBHOM TIPYIIBI, MOJABEPTHYTHIX JICYCHHIO C
NPUMEHCHUEM JINHATIIANITHHA, SHANATIPHIA, WIK C UCTIOJIh30BaHUEM ILTANe0o.

IonpoOHoe onncanne u3odpeTeHUs!

B npenenax HacTosIIero H300pETEHUS B HACTOAIICE BpEeMs OBLIO BEISBIICHO, YTO ONPEACICHHBIA HHIHOU-

top AIII-4 (MpeArnmovTUTEIHHO JTMHATJIMIITHH), KaK OMpPENeIeHO 371eCh, TaK ke Kak U (apMaleBTHICCKUE KOM-
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OMHanWY, KOMIIO3UINH, IPUMEHEHHs yKkazaHHoro uHruouropa JAIII1-4 (mpeamouTuTeNsHO JTMHATIUIITHHA), He-
00513aTeNIFHO B KOMOWHAIMY C OJHUM HITU OOJIBIIIMM KOJIMYECTBOM JIPYTUX aKTUBHBIX BEIECTB, KaK ONPEACICHO
3/1€Ch, WA CTIOCOOBI B COOTBETCTBHHU C ATHM M300pETEHHEM MMEIOT XapaKTEPHUCTHUKH, KOTOPHIE JENaloT MX I10-
JIE3HBIMH UL IEeJIeH 3TOTO M300PETeHNS W/WIIH AJISL BRITTOHEHNS OTHOW MK Ooiee MOTPeOHOCTEH, YITOMSIHYTHIX
3/1€Ch.

®epment JII1-4 (munentuannmentuaasa [V), Takke u3BecTHbIH kak CD26, npeacrapiser coOol cepuH-
MpoTeasy, KoTopasi, Kak U3BECTHO, IPUBOINT K PaCIIEIUICHUIO AUTeNnTrAa ¢ N-TepMIHAIBHOTO KOHIIA pafa Oen-
KOB, UMEIOIINX Ha cBOeM N-TepMHUHAJIFHOM KOHIIE OCTATOK IPOJMHA WM aJlaHMHA. BcerepcTBue yka3zaHHOTO
cBoiictBa nHruONTOpH! JI1I1-4 3arparnBatoT GMOaKTHBHBIE TIENTHIBI B IIa3Me KPOBH, BKitouas mentux [ TII-1,
U CYUTAIOTCS TIEPCIIEKTUBHBIMU JICKAPCTBEHHBIME CPEICTBAMH JJIS JICUCHUS CaXapHOTo nuaderta.

Hanpumep, naruduropsr JI1I1-4 u ux npumeneHune packpsitsl 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,
WO 2007/014886, 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 nmm WO 2009/121945.

JITIT1-4 siesiercs ananmorndHbIM aHTUTeHy CD26 T-KJIeTOK, KOTOPBIN UTpaeT OnpeAesieHHYIO POJIb B aKTH-
Banuu T-KJIeTOK 1 UMMyHOMOIyJsiud. KpoMe Toro, HekoTopsie cyoctparsl JI1I1-4 (kpoMe HHKPETHHOB) MOTYT
HMMETh NOTEHIMAJ KapAUOIIOYEYHbIX TEHCTBUH.

Bonee toro, muHArIMNTHH, ceneKTUBHBIN HHTHOUTOP JIITI1-4 MOXKET COOTBETCTBOBATH HEMOCPEACTBEHHBIM
[ENSIM B OTHOIICHUH OTPEACICHHBIX aHTHOKCUAAHTHBIX W/WIM TPOTUBOBOCIAUTEIILHBIX CBOWCTB.

JIMHArTUOTHH MOKET JOTOJIHUTEIFHO UMETh HEMOCPEICTBCHHOE BO3JICHCTBHE HA IEJIOCTHOCTD SHAOTEIIHS
U TIOAOIUTOB KIYOOYKOB U MPOKCUMAIBHBIX KICTOK MOYCYHOTO KAHANBIA TOYEK, TaK XKE KaK ¥ Ha YHIOTCIH-
ANBHYI0 (DYHKIUIO, W TIPU 3TOM JIMHATJIANTHH UMEET OTHOCHUTEIIFHO BBICOKOE PACIPEICIICHUE B TKAHAX, B TOM
YHCIIC B TOYKAX.

Kpome Toro, oOpa3ubl u3 MOYEK YeIOBEKa MOKA3BIBAIOT, YTO NMPOTEHHYpUYECKHEe 3a00JIeBaHUS YETIOBEKa
(Takue xak, HarpuMmep, AuadbeTndeckas HedpomaTHs WIH HePPOTHUECKUN CHHAPOM), IO BCEH BUIUMOCTH, Xa-
pakrepm3yroTcs aktuBaruent JI11-4 B kimyboukax.

Bonee Toro, TMHATTUOTHH MOXET JOMOJHUTEIHHO COOTBETCTBOBATH HEMTOCPEICTBEHHBIM IIEIISIM ITPOTHBO-
INa0eTHYECKOT0 W MPOTHBOATEOYMIHYPHUIECKOTO ACHCTBUS/IPUMEHIMOCTH, MPEANOYTUTEIHFHO Y CTPaJaroIInX
nrabeToM 2 TUNa MAIMEeHTOB, ¢ MHUKPO- WM MakpoanbOymMuHypuen (Hanmpmmep, 30-3000 mr/r kpeaTWHWHA),
MPEJIIOYTUTEIFHO B IOTIOJIHEHHE K CYIICCTBYIOIIEMY CTaHAAPTHOMY JICUCHHUIO IO TIOBOIY AUA0CTUICCKOM Hed-
pomnaruu (Hanpumep, naruouropom AIlD mm BPA).

B 1omonHUTETFHOM BapHaHTE OCYIIECTBIICHHS MAIMEHT, OIMCAHHBIN 3/1eCh, MMPEICTABIIACT COOOU CyOBCK-
Ta, IMEIOIIEro auadet (Hanpumep, auadet 1 Tuna wiu 2 Tuna win LADA, B yacTHOCTH Anader 2 Tura).

B yactHOCTH, CYOBEKT B TIpeieiax yYKa3aHHOTO M300pPETEHUS MOXKET MpPEACTaBIATh cOOOW 4YemoBeka, Ha-
npuMep peOEHKa, TOPOCTKA WM, B YaCTHOCTH, B3POCIIOTO YeJIOBEKA.

JlomomHUTEIHHO, B YACTHOCTH, CYOBEKT B IpeesiaX YKa3aHHOTO H300pETeHHUs MPeCTaBIseT coboil manu-
€HTa-4eJI0BeKa, CTPAAIoNIeTo JuadeToM 2 THTIA.

B omnpeneneHHBIX BapuaHTax OCYIIECTBICHUS, CYOBEKT B MpeesiaX yKa3aHHOTO N300peTEHHS IPEICTaBIs-
eT co0oif manueHTa (J4eIoBeKa), CTpamaoniero AnadeToM 2 THUIA Ha paHHe# ctaguu auabeTa (B OJJHOM BapraHTE
OCYIIIECTBIICHHS) WJIM Ha 3aIyIMIeHHON cTaanu auabdera (B IpyroM BapuaHTe OCYIIECTBICHNUS).

B nomoigHHUTENEHOM BapUaHTE OCYMICCTBICHHS, CYOBEKT B IpeeiaxX YKa3aHHOTO H300pETCHHS IPEICTaB-
nseT co0oi MarueHT (YenoBeKa), CTpaJarmero nnadeToM 2 THIA Ha CTaJWU AuadeTa ¢ 3a00JCBaHUEM TOYCK
(T.€., TMabeTOM, CBA3aHHBIM C 3a00JICBAHUEM ITOYCK).

COOTBETCTBEHHO, B OTACIHLHOM BapUaHTE OCYIIECTBICHHUS, MPEAMOYTUTEIbHBIN nHrHouTop JI1I1-4 B co-
OTBETCTBHH C CYIIIHOCTBIO 3TOTO H300PETEHUS MPEICTABIIACT COOO0 JTHHATITUITHH.

B 10TONMHATETFHOM MPEAIOYTUTEIIFHOM BapHAHTE OCYIIECTBICHHS B MpeeiiaX YKa3aHHOTO H300pETCHUs,
JMHATJINOTHH TPUMEHSIOT KaK B KaUeCTBE KapAHONPOTEKTUBHOTO, TaK M B KadecTBE HE(PPONPOTEKTHBHOTO Jie-
KapCTBEHHOTO CpeicTBa (B YAaCTHOCTH, MPOTHBOAMAOETHIECKOTO JICKAPCTBEHHOTO cpencTBa). COOTBETCTBEHHO,
JMHATJIMOTHH MIpeJHa3HaueH I MPUMEHEHHS KaK I 3allUThl CepALa, TaK M U 3aluTHl moyek. Kpome Toro,
JMHATJIMOTHH [IpeIHa3HaueH I MPUMEHEHHS ISl 00eCTIeYeHNsT KapAHOTIPOTEKTUBHOTO B HE(YPOIIPOTEKTUBHO-
TO NEWCTBUS WM NMPEUMYIIECTB JJI ManueHTa (B YaCTHOCTH, CTPAJAIONIETO AHa0eTOM MalHeHTa, TAKOTO Kak,
HaIpUMep, CTPAAAONIero AnadeToM 2 THIA MalueHTa), BKIIIoYas MalMeHTa, KOTOPhIi BXOAWUT B TPYIITY PHCKA,
TaKOT0 KaK, MAIMCHT C BEICOKAM COCYIHCTHIM PHCKOM (HAIpUMEp, KaK OMpPEICNICHO 371eCh; TaKOW KaK, HAIpH-
Mep, MAIeHT B COOTBETCTBHUH TI0 MEHBINCH Mepe ¢ OJHHM M3 BapHAHTOB OCYHICCTBICHHS 1-6, KaK ONMHCAHO
371ECh BBIIIIE).

B nomoigHHUTEIEHOM TPEANOYTUTEIFHOM BapHAHTE OCYIICCTBIICHUS B MpeeiiaX YKa3aHHOTO M300peTCHHS
JUHATJIUNTHH SIBIISICTCS TIOJIC3HBIM B CIIOCO0C MPO(MUIAKTUKH, 3alUThI OT, CHIDKCHUS PHCKA W/IITH OTKIIAIbIBA-
HUS BOSHUKHOBCHUS

KapIro- WU 1epeOpalbHO-COCYIUCTOTO 3a00JIeBaHMUS HIIH COOBITHS, TAKOTO KaK, HAPUMED, BEIOPAHHOTO
M3 CMepTH 1Mo npuuuHe cepaedno-cocymuctoi (CC) marosornn (BKIOYas (aTaIbHBIN WHCYNBT, (haTanbHBIH
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MH(}apKT MHOKap/a ¥ BHE3AIHYIO0 CMEPTh), He(aTaIbHOIO HHCYIbTa, HedaTaapHOro nHpapkTa Mruokapaa (M)
(6beccumnromubiit UM MokeT OBITH MCKIIIOYEH) M TOCTIMTAJIM3alMK MO ITOBOAY HECTAOWIBHOW CTEHOKapanw;
13707017

MTOYEYHOTO MHUKPOCOCYIUCTOTO 3a00JIeBaHNA, TAKOTO KaK, HaIpUMep, BEIOPAHHOTO U3 CMEPTH OT 3abole-
BaHUs MMOYEK, TEPMUHAIBHOHN CTaJNU IMOYEYHOW HEIOCTATOYHOCTH M CHIDKEHUS PACUETHONW CKOPOCTH KITyOOUKO-
Boi QunbTparnuu (Hanpumep, ¢ pCKD >50% oT ncxogHOTO YpOBHS);

MIPEAIOYTUTENHFHO Y CTpaJaromiero 1uadeToM marueHTa-qeloBeKa (B YaCTHOCTH, CTPAAAoNIero AnadeTom
2 TWTIA TAITUEeHTA);

BKITIOYast, Hal[pUMep, MAIMeHTa C WM C BEICOKMM PHUCKOM CEPACYHO-COCYAUCTOTO COOBITHS /WM MOYed-
HOTO MHKPOCOCYIHCTOTO 3a00JIeBaHMs, TAKOTO KaK, HAIIPUMEp, MAIEeHT ¢ BEICOKUM COCYAHMCTHIM PHUCKOM (Ha-
npumep, ¢ BBICOKUM puckoM CC coOBITHii, HampuMep, Kak OMHCAHO 371eCh; TAKOW KakK, HAalpuMmep, IalleHT B
COOTBETCTBHH I10 MEHbIIEH Mepe C OHUM U3 BAPHAHTOB OCYIIECTBICHHS 1-6, KaK ONMCAHO 3]1ECh BBIIIE);

TaKO# KaK, HAllpUMep, MAIUCHT, IMCIOIIHN

Kak aJIb,OyMHHYpPHIO (HalpHMep, MUKPO- WM MakpoalbOyMHHYPHIO), TaK M IPEALIECTBYIOIIEE MAaKpPOCO-
cyamcToe (HampuMep, KapIuo- WM IepeOpalbHO-coCcyIucToe) 3abosieBaHne (Takoe Kak, HaupuMep, WHPAPKT
MHUOKap/ia, HieMudeckasi 00JIe3Hb cepAmna, (MIIEMHUIEeCKI WIH TeMOpparniecKuii) HHCYIIBT, 3a00JIeBaHIe COH-
HBIX apTePHi W/ UM 3a00JIeBaHIe TIEPUPEPUUSCKUX apTEPHIA), W/HITH

(érroe M cpenHee) Hapylenne GyHkuu nodek (Hanmpumep, XbII 1, 2 unu 3 cragum, Takas, kak XbI1
1, 2 craguu (n€rkoe HapylIeHWE) WU CTaJAUH 3a (HapyIIeHHE OT JIETKOTO J0 CPEIHEr0), MPEeAMOYTUTEIHHO C
pCK® >45-75 mn/mun/1,73 M°), ¢ Makpoans6yMuHypueit; 6o

(cpennee min cephe3noe) HapymeHue GyHKIU mouek (Hampumep, XBI1 3 wn 4 cranguu, takas, kak XbI1
craguu 3b (HapylIeHne OT CPEIHETO 10 CEPhE3HOT0) WK 4 cTaanu (CephE3HOE HAPYIICHHE), TPEIMTOYTHTEIHHO
¢ pCK® 15-45 m/mun/1,73 M%), ¢ 1 6e3 KaKkoi-m6o ansGyMUHypHH (HAIPEMEp, ¢ HIX 663 MAKPO- HIIH MaK-
poanEOyMHUHYPHH).

B momonHHUTENEHOM NPENIOYTUTENEHOM BapHaHTE OCYIIECTBICHHS B MPEAeiIaX yKa3aHHOTO M300peTeHHs
JUHATJIUNTHH SIBIISICTCS MOJIC3HBIM B (KapHOIPOTEKTUBHOM M He(hPOMIPOTEKTHBHOM) JICUCHUH TUa0eTa, B 4acT-
HOCTH quabera 2 TUINa, BKIIOYas, HAaIpuMep, y MalleHTa ¢ WIN C BBICOKUM PUCKOM CEpAEYHO-COCYIHUCTOTO CO-
OBITHST W/WIIN TI0YEYHOTO MHUKPOCOCYANCTOTO 3a00JICBaHMUS, TAKOTO KakK, HAallpUMep, MalHueHT C BEICOKHM COCY-
JIUCTBIM PUCKOM (Hampumep, ¢ BhIcCOkMM puckoM CC coObITHIA, HapuUMep, KaK OMHMCAaHO 3/IeCh); TAKOTO Kak,
HaIpuMep, MaIHeHT, UMEIOIHN

KakK anbOyMUHYPHIO (HampuMmep, MAKPO- WM MakKpoalbOyMHHYPHIO), TaK U MPEAMIECTBYIONIEe MaKpOCO-
cynucroe (HampuMmep, Kapauo- WK HepedpalbHO-COCYIMCTOe) 3a0oieBaHue (Takoe Kak, HampuMep, HH(apKT
MHUOKap/ia, uieMudeckasi 00JIe3Hb cepArna, (MIEMUIeCKH WM TeMOpparniecKnuii) HHCYIIbT, 3a00JIeBaHIe COH-
HBIX apTepHi W/ UK 3a00JIeBaHIe TIEPUPEPUUSCKUX apTEPHIA), W/HITH

(nérkoe mnm cpenHee) Hapymenue Gyakimn mouek (Hampumep, XBII 1, 2 wim 3 cranuu, Takas, kak XBI1
1, 2 cragun (€rkoe HapylIeHHE) WM CTaauu 3a (HapylleHHe OT JIETKOro J0 CPEIHEr0), MPEANOYTHTEIBHO C
pCK® >45-75 mu/mun/1,73 M%), ¢ MakpoaasGyMUHypHEH, THEO

(cpennee wmu cepré3noe) Hapymenue GyHkiwn mouek (Hampumep, XBI1 3 wim 4 cramun, Takas, kak XbI1
craguu 3b (HapylIeHHe OT CPEIHETO 0 CephE3HOT0) M 4 ctaauu (CephE3HOE HAPYIICHHE), PEATIOYTUTEIHHO
¢ pCK® 15-45 mu/mun/1,73 M%), ¢ win Ge3 Kakoif-mu60 anb0yMUHYpHE (HAIIPUMED, C HIM 6€3 MHKPO- HIIH MaK-
poanEOyMHUHYPHH).

B oTnenpHOM BapmaHTE OCYHIECTBICHHS B COOTBETCTBHHU C 3TUM H300pETEHHEM, JTUHATINITHH SBISCTCS
MOJIC3HBIMHU B TEPANUH TMaIfeHTa (MPEeAIOYTUTENIFHO CTPAAAIONIeT0 AHa0eTOM IalHeHTa, B YaCTHOCTH CTpa-
JIAIONIeTo n1rabeToM 2 TUTIA TIAIMEeHTa), IMEIOIET0O

Kak anbOyMUHYPHIO (HampuMmep, MAKPO- WM MakpoalbOyMHHYPHIO), TaK U MPEANIECCTBYIONIEe MaKpOCO-
cynucroe (HampuMmep, Kapauo- WK IepedpabHO-COCYIMCTOe) 3a0oseBaHue (Takoe Kak, HampuMep, HHGapKT
MHOKap/ia, uieMudeckasi 00JIe3Hb cepArna, (MIEMHUIEeCKUN WIH TeMOpparndecKuii) HHCYIIBT, 3a00JIeBaHHe COH-
HBIX apTepuii u/nnm 3a0oseBaHue epuepuIecKUX apTepuil), H/uiu

(nérkoe nim cpeanee) HapymieHue GyHKuK modek (Hanpumep, XbII 1, 2 wm 3 craguu, takas, kak XBII
1, 2 craguu (n€rkoe HapylIeHHE) WIM cTaxuu 3a (HapylIeHHE OT JIETKOTO JI0 CPEAHETr0), MPEAIOUTHTENIBHO C
pCK® >45-75 mi/mun/1,73 M%), ¢ MakpoaasGyMUHypHEH, THGO

(cpennee wmu cepré€3noe) Hapymenue GyHkiwn mouek (Hanpumep, XBI1 3 wim 4 cramun, Takas, kak XbBI1
craguu 3b (HapymIeHHe OT CPETHETO 0 CephE3HOT0) M 4 ctaauu (CephE3HOE HAPYIICHHE), PEATIOYTUTEIHHO
¢ pCK® 15-45 m/mun/1,73 M%), ¢ umi 6e3 Kakoi-mu60 anpOyMHHYpHH (TaKoil Kak, HAIPHMED, C MM 6e3 MUK-
PO- WIIH MaKpOATLOyMHHYPHH ).

B momomHUTETEHOM OTIENFHOM BapHaHTE OCYIIECTBICHUS B COOTBETCTBUH C 3THM H300pETeHHEM, JIMHAT-
JIUNTHH SBJSACTCS TOJIC3HBIMU B TEpalHM TMalpeHTa (MIPEAIOYTUTENIFHO CTPaJaromiero 1uabeToM IMaifenTa, B
YaCTHOCTH CTPAAAOIIETo TUabeToM 2 THIIa MallieHTa), UMEIOIETO

anpOyMUHYpHIO (Takyro Kak, HalpuMep, ¢ COOTHOIIeHHeM anbOymuHa Kk kpeaTtuHuHy B Mode (UACR)
>30 Mr/r xpeatuauHa, Wi >30 mr/xa (1 mr ansOymuHa Ha 1 11 Moun), wiu >30 Mkr/mMuH (1 MKT anb0yMHHA B MU-
HYTY), Wi 230 mr/24 4 (1 Mr ansOymuHa 3a 24 9)) n
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MIPEALIECTBYIOIIEE MaKpOCOCYJUCTOE 3a00NIeBaHNe, TAKOE KaK, HalpHUMep, ONpEIessieTcsl KaK OJHO WM
Oonee u3 a)-e):

a) TPEeIIIEeCTBYIONNA HHDAPKT MUOKAP/Ia,

0) 3amyIieHHas uIIeMudeckas 00JIe3Hb CepIIa,

B) BBICOKHI PUCK OJTHOCOCYIHUCTON UIIIEMUYECKON OO0JIE3HU cepria,

T') IPEANIECTBYIOMNN UIIEMHYECKUN WA TEMOPPAarundeCKUii HHCYIIBT,

1) Hanmnaue 3a00JIeBaHUS COHHBIX apTepuid,

¢) Hanmure 3a00JIeBaHUS TEPUPEPUIECKUX apTeprid, I

HapyIIEHHYIO MOYeuHyI0 QyHKIMIO (HanpumMep, ¢ nwin 6e3 CC comyTcTByronux 3a001eBaHui), TaKylo Kak,
HarpuMmep, orpeessIeTcs Kak

HapylIeHHas 1ouedHast GYHKIMS (HanpuMep, Kak onpenessifoT nocpenctsoM ¢popmyiast MDRD) ¢ pCKO
15-45 mon/mun/1,73 M* ¢ MOGBIM ¢ COOTHONIEHHEM aTbOyMHHA K kKpeaTuruHy B Moue (UACR), n/umu

HapylIeHHas 1ouedHast GYHKIMs (HanpuMep, Kak onpenessfoT nocpeactsoM ¢popmyiast MDRD) ¢ pCK®
>45-75 mu/mun/1,73 M ¢ cooTHOmEHHEM anbOymuHa K Kpeatuauny B Mode (UACR) >200 MI/r KpeaTHHHHA,
wi >200 mr/a (1 mr ansOymuHa Ha 1 1 Mounm), min >200 mxr/muH (1 MKr ansOyMuHa B MHHYTY), HIH
>200 mr/24 41 (1 mMr ans0ymuHa 3a 24 u).

B eme momoiHATENFHOM OTAETHHOM BapHaHTE OCYIIECTBICHHS B COOTBETCTBHU C ATHM H300peTeHHEM
JIMHATJINITHH SBJISIETCS MOJIC3HBIM B TEPANHH MAaIMeHTa (IPEIMOYTHTENFHO CTPAJAIOIero nadeToM MareHTa,
B YAaCTHOCTH CTPAJAloIero aAuabeTroM 2 THIA MalWeHTa) ¢ MaTOJOTHYECKHM COCTOSHHEM I, Kak ompeaeneHo
3/1€Ch.

B eme npyrom IOMONMHUTENTFHOM OTJEIFHOM BapHaHTE OCYIIECTBICHUS B COOTBETCTBUH C 3TUM H300peTe-
HUEM JIMHATIHUITHH SBISICTCS MOJC3HBIM B TEPANMK MalMeHTa (TPEAMOYTHTEIBHO CTPAJAIOIIEro TuadeToM ma-
IIMEHTa, B YaCTHOCTH CTPAJaloIIero AuadbeToM 2 THIa MalMeHTa) ¢ MaToJIoTHYeckuM coctosiHueM I, kak ompe-
JICTICHO 3/]€Ch.

B npyrom BapnaHTe OCyIECTBIECHHS B COOTBETCTBHU C TUM M300pETEeHNEM JIMHATINITHH (HE00s3aTeIbHO
B KOMOWHAIIMY C OJTHUM WJIH OOJIBIIUM KOJIHUYCCTBOM JIOMOJHHUTEIFHBIX aKTHBHBIX BEIIECCTB, TAKUX KaK OMMCAHO
3JIeCh) SIBISICTCS TIOJIE3HBIM B TEPAIMUH MAIMeHTa (MPEAIOYTUTEIFHO CTPAIAIONIEr0 TUabeTOM TalueHTa, B Ya-
CTHOCTH CTPaJalomero nuadbeToM 2 THUIMA MAIWeHTa) ¢ WM C BBICOKUM PHCKOM CEpPICYHO-COCYIUCTOTO W/HITH
MOYEYHOT'O0 MUKPOCOCYANUCTOTO 3a00JI€BAHNUS, TAKOTO KaK, HalpUMeED, MAIlEeHT C BBICOKUM COCYIHCTBIM PHCKOM
(manpumep, ¢ BeICOKHM prckoM CC coOBITHI), HalIpUMep, KaKk OMMUCAHO 3]IeCh; TAKOH KakK, HalpuUMep, IMalueHT B
COOTBETCTBHUH IT0 MEHBINIEH Mepe ¢ OJHUM W3 BapHAaHTOB OCYIIECTBICHHA 1-6 mim 1-7, Kak OMHMCaHO 37€ecCh; W,
HEeoO0s13aTeNIHbHO, C HEOCTATOYHBIM KOHTPOJIEM aab0yMUHYPHH, HECMOTPS Ha TEPAIHIO ¢ TPUMEHECHHEM HHTHOH-
TOpa aHTHOTeH3WH-TIpeBpararomero Gpepmenta (AIID) n/unm 610kaTopa penenropa anruorensuna Il (bPA),

B npyrom BapunaHTe OCYIIECTBICHUS! B COOTBETCTBUH C 3TUM M300peTeHNEM, JTUHAMIMNTHH (HeoO0s3aTelb-
HO B KOMOHMHAITUH C OJHUM IJTU OOJIBIIIMM KOJMYCCTBOM JIOTIOJIHUTEIHHBIX AKTUBHBIX BEIIECTB, TAKUX, KaK OIIH-
CaHO 3JIECh) SBJISCTCS MOJE3HBIM B TEPaIWH MalUeHTa (IPEANOYTUTEIRHO CTPAIAIOIIETO TMa0eTOM MallieHTa, B
YaCTHOCTHU CTPaJarollero AuadeToM 2 TUIa MalyeHTa), TaKoro, KaK OMMCaHO 3]eCh, KOTOPHIH (JONOIHUTEIEHO)
MOJKET UMETh WJIM MOXET BXOJHUTH B TPYIITY PHCKAa KOTHUTHBHOTO HAPYIICHUS, CHI)KCHUS KOTHHUTHUBHBIX CITO-
COOHOCTEH WJIM IeMEHIINHU, TAaKOH Kak, HalpuMep, MalleHT, KOTOPBI MOJKET HaXOAUTHCS Mo OoJiee BHICOKUM
PHUCKOM THITOTIMKEMHH, H/MIIA KOTOPBIH MOXET IPEICTABIATE COOON MOKMIIOTO MAIlMeHTa, W/ WA KOTOPBIH MO-
JKeT UMETh B aHAMHE3€ OJHO WM OOoJbIIee KOJIMYECTBO AMAOCTUYECKHUX OCIOKHEHHUH (TaKuX Kak, HalpuMep,
peTHHOMATHs, Heliponatus, HedpomnaTus, Makpococyauctoe (CC) ocoKHEHHE), H/HITH KOTOPBIH MOYKET UMETh
3amyIieHHbIH quaber (HampuMep, MPOAODKATENBHOCTL quadera cocTaBisieT >10 Jer), W/uiam KOTOPBIA MOXKET
MOJBEPraThCs MPUMEHEHHIO OTHOTO WM OOJBIIEr0 KOJIHYECTBAa IMPOTHBOAMAOCTHUYECKHX JIEKAPCTBEHHBIX
CpEeACTB (HampHMep, NPeANIeCTBYIOIIAs MM TeKyIas Tepanus ¢ MPUMEHEHHEM OJTHOTO HJIM OOJIBbIIETo KOoInde-
CTBa TPAJAWIMOHHBIX MPOTHBOJMAOCTHICCKUX CPEICTB, TAKMX KaK, HAPUMEpP, MET(GOPMUH), W/ HIH KOTOPOMY
MOXeT OBITh Ha3HAYEHO OJTHOBPEMEHHO HECKOJIBKO JIEKaPCTBEHHBIX CPEACTB (HampuMmep, NpuéM B JICHb 5 JieKap-
CTBEHHBIX CPE/ICTB WM OOJBIIET0 KOJMYECTBA), H/HIM KOTOPBIH MOXKET IPEICTaBISATh COOO0M MannueHTa ¢ BBICO-
KM COCYIUCTBIM PHUCKOM (Harpumep, ¢ BICOKUM prickoM CC coObITHi), HanpuMep, Kak OIHCaHO 31eCh, TAKOTO
KaK, HalpuMep, MalieHT B COOTBETCTBHUH MO MEHBIIICH Mepe C OJHUM W3 BapHAHTOB OCYIIECTBICHHS 1-6 win 1-
7, KaK OIMHCAHO 3]I€Ch.

Jle#icTBre Tepanuy B COOTBETCTBUH C 3THUM H300pETCHHEM Ha KOTHUTHUBHBIE (QYHKIIMU MOXET BKIIIOYATh, 1
MIPY 3TOM MOJXKET OBITh OIIEHEHO ITOCPEICTBOM 0aioB OCHOBHOW aKTHBHOCTHU M OAJIJIOB OIEHKH CIIOCOOHOCTH K
camMo0O0CITy)KHBaHHIO, OaJIOB OLEHKH MUTAHUS, IIKAJIBl OICHKH JENPECCHH, KOTHUTUBHBIMU HaBBIKAMH W/WIN
(HYHKITHOHATEHOUW paboTOCTIOCOOHOCTH.

Taxxe mpeaycMOTpeHsI (hapMaleBTHYCCKIEC KOMIIO3UINH WM KOMOWHALINY, MPpeIHa3HAYCHHBIC IS TPH-
MCHCHUS B YKa3aHHOI TEparuu B COOTBETCTBHHU C 3TUM U300peTeHHEM (HampuMep, JCUYeHHE WIH MPOQUIAKTHKA
WK 3aIUTa), coJiepxaniue onpenesieHHpii naruourop JI1I1-4 (mpeAmouTHTENbHO THHATIUIITAH), KaK OTpee-
JICHO 37IeCh, HE00A3aTEILHO BMECTE C OJJHUM HJIM OOJIBIIUM KOJMYECTBOM JIPYTUX aKTHBHBIX BEIIECTB.

Kpome Toro, Hacrosiiiee u300peTeHne OTHOCUTCS K omnpexaeneHHoMmy wuHruoutopy AII-4 (mpeamourn-
TENBHO JIMHATJIUIITHHY), He00A3aTeIbHO B KOMOUHALIUY C OJTHUM, JTBYMS WJIH OOJBIIIAM KOJMYECTBOM JIOTIOJTHU-
TENBHBIX aKTHBHBIX BEIIECTB, KaXIBIH U3 KOTOPBIX OIpENeNieH 37eCh, MPeIHa3HAYCHHOMY ISl IPUMEHEHHS B

-17 -



037712

Tepanuu (HampuMmep, ICYCHUH WK NMPO(QUIAKTHKE WK 3AIIUTE), KaK OMMUCAHO 3/1ECh.

Kpome Toro, Hactosiiee M300peTeHHE OTHOCHTCS K NMPUMCEHEHHUIO OmpesesieHHoro maruoutopa [IMI1-4
(IpeanoYTUTENFHO JIMHATIIMIITAHA), He00s3aTeIbHO B KOMOMHAIIMY C OJHHUM, ABYMsSI HIIM OOJBIIMM KOJUIECT-
BOM JIOTIOJTHUTEIBHBIX aKTHBHBIX BEIIECTB, KAXKABII M3 KOTOPHIX ONPENeNeH 37ecCh, s M3TOTOBICHUS (apma-
[EBTHYECKONW KOMIIO3HMIINHU, KOTOPAs SBISETCS MOIAXOIAIIECH UL IeNiel JeueHus W/HiaN MpOoQUIaKTHKH W/WIN
3aIUTHI B COOTBETCTBUH C THM H300pETECHHEM.

Kpome Toro, HacTosmiee M300peTeHHEe OTHOCUTCS K MPUMEHEHHIO ompeneieHHoro mHruburtopa JIITI-4
(TIpeATTOYTHTEIHHO JIMHATIIUIITHHA) JIS1 H3TOTOBJICHUS (hapMarieBTUIECKON KOMITO3UINH, TIPETHA3HAYeHHON A1
MPUMEHCHUS B TEPAIHH, KaK OMUCAHO 3/ICCh.

Kpowme toro, Hacrosimiee H300peTeHre OTHOCUTCS K TEPAeBTHYECKOMY CIIOCO0Y, KaK OIHMCAHO 37eCh, MPH
9TOM YKa3aHHBIH CITOCO0 COAEPIKUT BBEJICHHE MAIUCHTY, KOTOPBIA B 3TOM HYXKIAETCs, KaK OIKCAHO 3JIECh, d(-
(exTHBHOTO KONMYeCTBa onpeneieHHoro uHruouropa JII1-4 (nmpeamouTuTeNsHO JIMHATIUIITHHA) U, HeoOs3a-
TEJNEHO OJIHOTO WX OOJIBIIETO KOJIMYECTBA IPYTUX aKTUBHBIX WM TCPANICBTHUCCKIX BEIICCTB.

Jlpyrue acmekThl HaCcTOSIIEro U300peTeHus OyIyT OYCBHUIHBI IS CIICIIMAINCTA B JAHHOW OOJIACTH TEXHU-
KM U3 TIPEABIYIINX U MPUBEICHHBIX Jlajiee CBEICHUH (BKITIOYAs IPUMEPhI U (YOPMYITYy U300pETSHUS).

ACTEKTHI HACTOSIIEr0 M300pPETeHNs, B YaCTHOCTH (papMaleBTHIECKAE COSTMHCHHUS, KOMIIO3HUIINH, KOMOH-
HaIUH, CIIOCOOBI U MIPUMEHEHUS, OTHOCATCS K omnpeaeneHHomy uaruoutopy JAINI1-4 (mpeanodTuTebHO TUHAT-
JUNTHHY), He00A3aTeIFHO B KOMOWHAIINY C OJHUM HIIH OOJIBIIINM KOJHYECTBOM JPYTHX aKTHBHBIX BEIIECTB, KaK
OTIpeNIeNIeHO 3/1ECh 10 U TOCTIe.

ITo pesynbraram HaOMIOACHWS JIeUCHUs caxapHoro awabera, BenmuumHa HbAlc, mpomykTa HEIH3MMHOTO
TJIMKAPOBAHUS LIEMU reMoriiodnHa B, mpencrapnseT co0oil HCKIIOUUTENFHOE 3HaUeHUE. [I0CKOIBKY ero oopaso-
BaHWUC 3aBUCHT B OCHOBHOM OT YPOBHSI caxapa B KPOBH M BPEMEHU XH3HH dpuTporutoB, HbAlc B cMmbIcie "Ha-
KOIIUTENSI caxapa KpoBH" OTOOpaskaeT CpeAHUI YpOBEHb caxapa B KpOBHU Hpeablaymux 4-12 nepens. Ctpanato-
nye AnadeToM MaIlUeHTHI, Yel ypoBeHs HbA 1 ¢ KOHTpOIUpOBAJICS Ha MPOTSHKEHUH JJOJATOTO BPEMEHU TOCPE/ICT-
BOM 0oJiee MHTEHCHBHOTO JieueHHs 1uadera (T.e. <6,5% o0miero KoimyecTBa reMoriioonna B oOpasie), 3Ha4n-
TEJBHO Jy4IIe 3allfIIeHB! OT THabeTHIecKOoW MUKpoaHruonatud. JloctymHoe reuenne quabera MOXKeT JaBaTh
CTpajaronieMy InuabeToM HanueHTy yiydmieHne ero ypoBHs HbAlc B cpegnem mopsiaka 1,0-1,5%. YkazanHoe
camkenne ypoBHs HbA1C sBisieTcss He HOCTATOYHBIM JI BCEX CTPAAAIONINX JHA0STOM MAIMEHTOB ISl TOTO,
9TOOBI IPUBECTH MX B JKEITAEMBIH IEJICBOW AMANA30H, KOTOPHIH cocTaBisieT <7,0%, MpearnmoITuTearHo <6,5% u
6onee mpeamoutuTenpHo <6% HbAlc.

ITo cMBICITY 3TOTO M300peTeHUS, HEHAJIEKAIMUN WIIM HEIOCTATOYHBIN TIMKEMUYECKHH KOHTPOJIb O3Hada-
€T, B YaCTHOCTH, COCTOSTHHE, IJI¢ MAIMCHTHI IEMOHCTPUPYIOT 3HaueHus HbA lc Boimie 6,5%, B 4aCTHOCTH BEIIIIC
7,0%, maxe OoJiee PEAMOYTUTEIHHO BEIMIE 7,5%, 0coO0eHHO BhItIe §%. BapHaHT MallMeHTOB ¢ HEHAIICKAIIIUM
WIA HEJOCTATOYHBIM TIMKEMHYCCKHUM KOHTPOJIEM BKJIIOYACT, HE OTPAHUYUBASCh WMU, MAIIMEHTOB, MMEIOIIIX
3nauenne HbAlc ot 6,5 no 10% (nim B npyrom BapuanTe ocymectsieHus ot 7,5 no 10%, wim B ipyrom Bapu-
aHTe ocyuecTsiaeHus ot 7,5 1o 11%, unu B 1pyrom BapHaHTe OCyLIecTBIEHUS OT 6,5 no §8,5%, umu B Apyrom
BapHaHTE OCYIICCTBICHUS OT 6,5 10 7,5%). OcoObIi MoIBapUAHT MAI[MCHTOB C HEIOCTATOYHBIM MIHKEMUYCCKAM
KOHTPOJIEM OTHOCHTCA K IAI[EHTaM C HEYIOBJICTBOPUTEIEHBIM TIIHKEMUYECKHM KOHTPOJIEM, KOTOPHIE BKIIO-
YaroT, HE OTPAHUYMBASACH UMM, TTAIIMCHTOB, UMEIOKX 3HaueHne HbAlc >9%.

B mpexpenax rarkeMHYecKOTO KOHTPOJIS, B TOTIOJHEHNE K yiydmeHuto ypoBHs HbAlc, npyrue pexomeH-
JIOBaHHBIC TEPAIEBTUUECKHE [IETH B OTHOIICHWH MAI[EHTOB, CTPAJAIONINX CaXxapHBIM nuabeToM 2 THIia, Mpes-
CTaBJISIIOT CO0O0M yydIlIeHne coAep aHwmsI TIFOKO3bI B 1azMe kposu Hatomak (I'TTH) u comepkanwust mocTmpan-
UABHOM TII0K03bI B M1azme KpoBu (I1I'TI) 1o HOpMAambHOTO YPOBHS MIIM HACTOIBKO OJIM3KO 0 HOPMAaJIbHOTO
YPOBHSI, HACKOJNBKO 3TO BO3MOXHO. PekOMEHIOBaHHBIE XeJlaeMbIe IeJIEBBIC IHAIA30HBI IpENpaHAnaIbHOTO
YpOBHSI (HATOIIAK) TIIFOKO3HI B IUTa3Me KpoBH cOCTaBISOT 70-130 mr/mn (wmm 90-130 mr/mr) wim <110 mr/m, a
TaKOKe JIByXYacOBOH MOCTIPaHNaIbHON IIIIOKO3BI B IIa3Me KpoBH coctasisieT <180 wmmu <140 mr/mi.

Kpome Toro, B HEKOTOPBIX BapHAaHTaX OCYIICCTBICHUS MAIIMEHTHl B COOTBETCTBHU C 3THUM H300peTCHUEM
(BKJIFOUAs TTAIMEHTOB (MPEAMOYTHTEIEHO CTPAJAIOIINX TUA0ETOM MAIUEHTOB, B YACTHOCTU CTPAJAONINX Auade-
TOM 2 THMA MAIMEHTOB), UMCIOIIUE WM BXOJIIINE B TPYIIY PUCKAa KapIuO- WIH IepeOpaIbHO-COCYIUCTOrO
W/WIIK TIOYCYHOTO (MHKPO)COCYIUCTOTO 3a00JICBaHUS, COOBITHS, OCIIOKHCHUS WU 3a00JICBaHUsA, TAKUE KaK, Ha-
TIpUMeEp, MAIUEHTHI ¢ BBICOKUM COCYJTUCTBIM PUCKOM (Hampumep, ¢ BhICOKHM pruckoM CC coOBITHIT), HaITpuMep,
Takye Kak B MHOM CIIydae pacKpBITO 3[I€Ch, TAaKHE KaK, HAIPHMEp, MAIMEHTH B COOTBETCTBUH 110 MEHBIIEH Mepe
C OJIHAM W3 BapHaHTOB OCYIIECTBICHHS 1-6 win 1-7, KaKk OMKMCAaHO 37IECh), MOTYT MOTIOJTHUTEIHHO XapaKTepHU30-
BaThCS KaK CIEAYIOIINE TMAMEHTHl WM MOTYT JOMOJHHUTEIBHO BKIIOYATH JIOO0TO M3 CIEIYIONMX MAlMeHTOB,
Harpumep.

B omHOM BapmaHTE OCYIIECTBJICHUS MANUEHTHI, CTPAIAONIUe HA JUAOET, IO CMBICITY 3TOr0 M300peTCHHS
MOTYT BKIIFOYATh MAIIMCHTOB, KOTOPHIX HE JICYMIH PaHee ¢ TPUMCHEHUECM MPOTUBOIUA0CTHYCCKOTO JICKAPCTBCH-
HOTO cpefcTBa (MAIMEHTHI, He IPUHUMABIIHE paHee JaHHOE JICKaPCTBEHHOE CPeACTBO). TakuM oOpa3oMm, B Of-
HOM BapHWaHTE OCYIICCTBJICHUS, CIIOCOOBI JICUCHHUS, OIMCAHHBIC 3]I€Ch, MOTYT MPUMEHATHCS CPEIU MAIUCHTOB,
HE TMOJIBEPTaBIIUXCS paHEe TCPAIMK MPOTUBOINAOCTUUCCKUM CPEICTBOM. B ompeeneHHBIX BapHaHTaX OCYIIe-
CTBJICHUS CIIOCOOOB JICYCHHUSI B COOTBETCTBHHU C 3TUM HM300pPETEHUEM, B OTHOIICHUN TAKUX MAIMCHTOB, HHTUOH-
top MAIIII-4 (mpeamodTUTeNnsHO JTWHATIUITHH) MOXKET MPUMEHATHCS OOUH WIH B KOMOMHALIMU C OTHUM HWIIH

-18 -



037712

OOJNBIINM KOJTHYSCTBOM JIPYTUX MPOTHBOJNAOCTHYCCKIX CPEACTB. B IpyroM BapuaHTe OCYIIECTBICHHUS MAIHCH-
TBI, CTPAJAONINE OT AUA0eTa, IO CMBICITY 3TOT0 U300PETEHUS MOTYT BKJIFOUATh TAIIMCHTOB, KOTOPBIX TPEIBAPH-
TEJBHO JICUMJIH C TPUMEHEHHEM TPAaTUIIHOHHOTO IPOTHBOINA0ETHIECKOTO 0a30BOTO JIEKapCTBEHHOTO CPENICTBRA,
TaKWX Kak, HAIPUMeEp, MalieHTHI ¢ 3aIlyIIeHHOM CTaauel caxapHoro quadeTa Wil HaxXOoISIIHecs: Ha MOCIeTHeH
CTaJIMM CaxapHOTO auadeTa 2 Tuma (BKIIOYasl MAIMEHTOB C HEOIAaronpHUATHBIM UCXOJI0M B OTHOIIICHHH TPAIHIIN-
OHHOW MPOTHBOINAOETHUECKON Tepanuu), Takue Kak, HaIpIMep, TalueHTHl ¢ HEOCTaTOYHBIM TNIMKEMHUYECKUM
KOHTPOJIEM TOCJIE MPUMEHEHHSI OTHOTO, IBYX UM OOJBIIEro KOJMYECTBA TPAINIIMOHHBIX MEPOPATBHBIX W/HIIN
HETIepOPaIbHBIX MPOTHBOANAOCTHYECKIX JIEKAPCTBEHHBIX CPEACTB, KaK OMPEAEIICHO 37eCh, TAKNE KaK, HAIIPH-
Mep, MAIMEHTHI ¢ HEJJOCTATOYHBIM MIMKEMUYECKHM KOHTPOJIEM, HECMOTPSI Ha (MOHO-)TEPAITUIO C MPUMEHCHHEM
MeTQOpPMHHA, THA3OIHIUHINOHA (B YaCTHOCTH, IMHOTJIWTA30HA), CyIb(OHWIMOUEBUHBI, rmauaa, [TIII-1 wim
anayora ['TITI-1, vHCYIWHA WM aHAJOra WHCYJIMHA WJIH WHTHOUTOpa O-TJIFOKO3WAa3bl, WM HECMOTPS Ha JBOM-
HYI0 KOMOWHHPOBAHHYIO TCpalHWi0 C MpPUMCHCHHEM MeT(HOPMUHA/CYTb()OHUIMOYCBUHBI, MET(POPMHU-
Ha/TUA30JIMIUHANOHA (B YACTHOCTH, MMHOTIIUTA30HA), CYJIb()OHUIMOYCBUHBI/ MHTHOUTOPA COL-TITFOKO3UIa3bl, ITHOT-
JUTa30Ha/CyIb(HOHUIMOYCBHHBI, MET(OPMHHA/MHCYIINHA, TMHOTINTA30HA/UHCYIMHA WIH CYJIb(OHUIMOUYCBU-
HBI/HHCYMHHA. Takum 00pa3oM, B OJJTHOM BapHaHTE OCYIIECCTBICHUS, CIIOCOOBI JICUCHHUS, OIIMCAHHEBIC 3]IECh, MO-
TYT MPUMEHATHCS CPEAW TMAIMCHTOB, KOTOPBIC MOJBEPTaNHCh TCPAINUM, HAIIPUMEpP, MOHO-WIN JBONHON WM
TPOHHON KOMOMHHPOBAHHOW TEPANMK TPATUIIMOHHBIMH MEPOPATHHBIME U/WIA HETIEPOPATLHBIMU IPOTHUBOIHA-
0OeTHIEeCKUMH JICKApCTBEHHBIMH CPEICTBAMHM, KaK YIIOMSIHYTO 3/1€Ch. B ompeneneHHbIX BapHaHTaX OCYIIEeCTBIIEe-
HUS CTIOCOOOB JICYCHHS B COOTBETCTBUH C dTHM H300pETEHUEM I TAKUX MAI[IEHTOB, KPOME WIIA JOMOTHHUTEINb-
HO K CYIIECTBYIOIICH WM TEKYIIeH MOHO- WJIM TBOWHOW MM TPOHHOW KOMOWHUPOBAHHOM Tepanuu TPaIuIluOH-
HBIMH TI€POPATBHBIMH /WM HETIEPOPaIHHBIMHI IPOTHBOANA0ETHIECKUMH JEKAPCTBEHHBIMU CPEICTBAMH, KOTO-
PBIMH TaKHX ITALMEHTOB MPEABAPUTEIHHO JICUHIIH WM [TOIBEPTAIN BO3IEHCTBHUIO, MOXKET MPUMEHATHCS HHTHOH-
top AIII-4 (mpeamoYTuTeIHHO JTMHATIAIITHH).

Hanpumep, ctpamaroniuii fuabeToM ManueHT (B YaCTHOCTH, CTPAJArONIUil AHa0eToM 2 THIA MAIMEHT, C
HEJIOCTATOYHBIM TIIMKEMHYCCKAM KOHTPOJIEM) B COOTBETCTBHH C STHM H300PETCHHEM MOXKET MPEICTABIAThH CO-
0ol TmanueHTa, HE MOJBEpraBIIerocs paHee Tepamuu wmHruOuTopoMm JIII1-4, wam KOTOpPOro MpeaBapUTEIbHO
JICYWIA C TPUMCHEHUECM OJHOTO WM OOJBIIETO KOJUYCCTBAa (HAIPUMEpP, OJHOTO WM JIBYX) TPaIUIHOHHBIX
MPOTHBONA0CTUICCKUAX CPEJICTB, BRIOPAHHBIX W3 MET(HOPMHUHA, THA3OIUIUHANOHOB (B YaCTHOCTH, MMUOTIIATA30-
Ha), CyJb(OHUIMOYCBUH, TIMHUIOB, HHIHOUTOPOB O-TJIFOKO3HIAa3kl (HAIIPUMEp, akap003a, BOrIn003a), a TakiKe
WHCYJIMHA WM aHAJIOTOB WHCYJIMHA, TAKOTO KaK, HAPUMEP MAlUCHTa, KOTOPOT'O MPEABAPUTEIBHO JICUMIHA WU
MOJIBEPTalid BO3ICHCTBHIO MOHOTEPAITHH C IPUMEHCHHEM MET(OPMHHA, HHTHOUTOPA O-TITFOKO3UAA3HI,, CYIb(O-
HIJIMOYEBUHBI WX TIIMHWAA, WIH ABOHHON KOMOWHUPOBAHHOM Tepamuy ¢ IpUMEHEHHEM MET(GOpMUHA U OHO-
BPEMEHHO MHTHOUTOPA O-TIFOKO3HMIA3bl, MET(POPMHHA, U OJJHOBPEMECHHO CYJIb()OHHIMOYCBHHBI, MET(POPMHHA U
OJTHOBPEMEHHO TJIMHU/A, HHTHOUTOPA OL-TJTFOKO3H/IA3bl, U OJHOBPEMECHHO CYJIb()OHIIMOYCBIUHEI MIIH HHTHOHUTO-
pa O-TIIIOKO3UAa36], U OJJHOBPEMEHHO TIHHUIA.

B ompeneneHHBIX BapHaHTaX OCYIICCTBICHUS OTHOCSIIAMCS K TaKUM TMAIUCHTaM, KOTOPBIC HE MMOJBEpra-
much panee teparuu HHTrHOUTOpOoM JIIT1-4, naruburtop -4 (mpeanoyTUTEeNsHO TUHATIUIITHH) MOXKET TIPH-
MEHSATHCS B Ka4eCTBE MOHOTEPANMU WM B Ka4eCTBE HAYaJIbHON KOMOWHHPOBAHHOW TEpanny, TAKUX Kak, Ha-
puMep, ¢ MPUMEHEHHEM MeT()OpMHUHA, THA30IMINHANOHA (B YaCTHOCTH, MHOTJINTA30HA), CYIb(OHUIMOUYEBU-
HBI, [TIMHN/IA, THTHONTOPa O-TJIFOKO3KAa3kl (Hanpumep, akap0o3a, Bornnbosa), ['TII-1 nnn ananora I'TII-1, umu
WHCYJIMHA WM aHAJIOTA MHCYJIHHA; MPEIIIOYTUTEIFHO B KaUeCTBE MOHOTEPAIIHH.

B ompeneneHHBIX BapHMaHTaX OCYIIECTBICHUS, OTHOCSIIUXCS K TaKUM MAIIEHTaM, KOTOPBIX IpeaBapu-
TEJBHO JICYHIIH WUTH TTOBEPTalid BO3ACHCTBHIO C IPUMEHEHNEM OJHOTO WJIM JIBYX TPAIUIMOHHBIX IIPOTHBOIUA-
oetnueckux cpencts, uHruOuTop AIII-4 (MpenmoYTHTENEHO THHATIUIITAH) MOXET IMPUMCHATHCS B KadeCcTBE
JIOTIOTHUTEIBHON KOMOMHHPOBAHHOW TEPAIUH, T.¢., TOMOJHUTEIHHO K CYIIECTBYIOMICH WK 0a30BO# Tepanuu ¢
MPUMEHEHHUEM OJTHOTO HITH JABYX TPAJUIUOHHBIX MPOTUBOANAOCTUICCKUX CPEACTB, Y MAIIMEHTOB C HEOCTATOY-
HBIM TJIUKEMHYCCKUM KOHTPOJIEM, HECMOTpPS HA TCPAIHIO ¢ MPUMEHEHHUEM OJHOTO WIIM OOJIBIIETO KOJIHYCCTBA
TPaIUIMOHHBIX MPOTHBOANAOCTUICCKUX CPEICTB, HAIIPUMED, B KAUECTBE MOMOIHUTECIBHON Tepauu K OJJHOMY
WK OONBIIEMY KOJIUYECTBY (HApUMEpP, OJHOMY WJIH JBYM) TPAAUIMOHHBIM MPOTHBOJAHAOCTUYCCKAM CPEICT-
BaM, BBIOPAHHBIM W3 METGOPMHHA, THA3OJIHIWHINOHOB (B YAaCTHOCTH, IMHOTIIMTA30HA), CYIb(OHUIMOUYEBUH,
TJIMHUJIBI, HHTHOUTOPOB O-TIIIOKO3WAa3kl (Hampumep, akap0o3a, Bornu6o3a), I'TII-1 wim ananoros I'TIII-1, a
TaK)Ke WHCYJIMHA WM aHAJIOTOB MHCYJIIHA, HAIIPAMEp:

B Ka4eCTBE JOMOJHUTEIBHOM Tepanuu K MeTHOPMHUHY, HHTHOUTOPY O-TJIFOKO3UIA3bl, CYIh()OHUIMOUCBH-
HE WIH TTTUHUTY; WA

B KauyeCTBE JOTMOIHUTEIBHON Tepamuu K METHOPMHHY M OJHOBPEMEHHO WHTHOWTOPY O-TIIFOKO3UIA3HI,
MeTGOPMHUHY W OJHOBPEMEHHO CYIb(OHHIMOYEBHHE, METGOPMHUHY M OJXHOBPEMEHHO TIHHUIY, HHTHOUTOPY
OL-TJTFOKO3Ha3bl U OJHOBPEMEHHO CYIIb()OHHIMOYCBHHE, WIH WHTHOUTOPY O-TJIFOKO3HIA3bl U OJHOBPEMEHHO
TIIMHUY; WM B Ka4eCTBE JOTIOJIHUTENFHON Tepaliy K HHCYJIHNHY, ¢ WU 0e3 MeT(opMuHa, THA30IHINHANOHY (B
YaCTHOCTH, NHOTIHUTA30HY), CYIb(OHWIMOUYCBUHE, TIIMHUAY WIH HHTHOUTOPY O-TIFOKO3UAA3bl (HampuMmep,
akap003a, BOrnmo03a).

JloTIOTHUTEIBHBIN BApHAHT CTPATAIONINX AMA0CTOM IAllMEHTOB TI0 CMBICITY 3TOTO H300PETCHUS OTHOCHUTCS
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K MAI[MEeHTaM, HETIOIXO SIIUM TS TePAHH ¢ IPUMEHEHUEM MET(OPMHHA, KOTOPBIC BKIFOYAIOT

MAIMEeHTOB, I KOTOPBIX Tepamnus ¢ MpUMEHEHHEM MeT(HOPMHUHA SBISCTCS MPOTHBOMOKA3AHHOM, HATIPU-
Mep, MAIFeHTHI, UMEIOIINE OJHO WX OOJbIee KOJTMIECTBO MPOTUBOMIOKA3aHIHA K MPUMEHEHHIO MeT(hOpMUHA B
COOTBETCTBHUH ¢ HHPOPMaNKeH 0 mpenapaTe, HalpuMep, IalUeHTHI 10 MEHBIICH Mepe ¢ OTHUM IIPOTHBOIIOKA3a-
HUEM, BHIOpAHHBIM W3

3a00JIeBaHUs TIOYEK, HAPYIIEHUS (PYHKIIMN TIOYEK HITU MTOYEeYHOH AUCcHYHKINA (HATpUMep, KaK yYKa3aHo B
HHPOPMALIUH O IPOIYKTE MET(GOPMHUH, JOIYIICHHOM IS IPUMECHEHHU B KIMHUYECKOW MPAaKTHKE HA MECTHOM
YpOBHE),

TUITOTUAPUH,

HECTaOMIILHOM ITH OCTPOU 3aCTOHHOMN CepAeYHOI HEAOCTATOYHOCTH,

OCTPOTO WJI XPOHHYECKOTO META00IMYECKOTO alu103a, 1

HacJIeCTBEHHAs! HEIIEPEHOCUMOCTD TaJIaKTO3bI; U

MAMEHTOB, KOTOPBIE CTPaAaloT OT OJHOTO MM OOJBIIETO KOJIMYECTBA HEMPUEMIIEMBIX MOOOYHBIX JeHCT-
BUH, XapaKTEPHBIX sl MET(OPMUHA, B YACTHOCTH XKEIYJOUYHO-KUIICYHBIX TTOOOYHBIX ACUCTBHUMA, CBA3aHHBIX C
pUMEHEHHEM MeT(HOpPMHUHA, TAKMX KaK, HAIPHUMEP IallHeHThI, KOTOPBIE CTPAJaroT IT0 MEHBIIIEH Mepe OT OTHOTO
JKEITy TOYHO-KUIIETHOTO TI0O0YHOTO ACUCTBHS, BEIOPAHHOTO U3

TOIIHOTHI,

PBOTHI,

uapeu,

KHIIEYHBIX Ta30B U

CepBE3HOTO KETYT0YHO-KHIIEYHOTO AUCKOM(OpTA.

JIOTIOTHUTEIBHEIM BApUAHT NAIIUCHTOB, CTPAIAIONINX HA THa0CT, KOTOPBIC MOTYT ITOIBEPraThCs TEPAIHH B
COOTBETCTBUH C 3THM H300pETCHHEM, MOXKET BKIIFOYATh, HE OTPAHUYHMBASCH UMHU, TCX MAIMCHTOB, CTPAIAFONINX
Ha JauabeT, A KOTOPBIX OOBIYHAS Tepanus ¢ MPUMECHCHHEM MET(OPMHHA SBJSICTCS HEOAXOAIICH, TAKHX KaK,
HaNpUMep, MAUCHTHI, CTPAJaroIInue AUa0eTOM, KOTOPBIC HYKIAIOTCS B YMCHBIICHUH O3Bl MeT(OpMUHA BCIIC-
CTBHE TOHIKEHHOU IEPEHOCHMOCTH, HEIIEPEHOCHMOCTH WM MPOTHBOIOKA3aHUH K MET(HOPMHIHY WIH BCIEICT-
BHE (CJIerKa) HapyIIeHHOW/TIOHKEHHOW mouedHol (QyHKIHUW (BKIIIOYAs MOKWIIBIX MAllMEHTOB, TAKUX Kak, Ha-
npuMep, BozpactoM >60-65 ser).

JloTIOTHUTEIBHBIN BapHaHT MAIEHTOB (HAaIIpUMep, KOTOPhIe MOTYT OBITh CTPaJarOIINMH OT AHadeTa WITN
HE CTpajaroIliMH OT nuabeTa MaIeHTaMH) IO CMBICITY 3TOT0 M300pETeHHS MOXKET OTHOCHTHCS K IalUeHTaM,
UMEIOIINM 3a00JieBaHUE TOYEK, MOYCUHYI0 AUCHYHKINIO, WM TOYEYHYI0 HEIOCTATOYHOCTH WM HapyIICHHE
noueyHor GpyHKImH (BKIIOYAs JETKOE, CPeIHEe H/MITN CephE3HOE HapyIlleHHe QYHKITUHN MTOYeK), HalpuMep, Kak
MOJKET OBITh HOATBEP)KACHO (€CITM HE YKa3aHO MHOE) C TIOMOIIBIO MTOBBIIICHHBIX YPOBHEH KpeaTHHUHA B CHIBO-
POTKE KpOBH (HAaIlpuMep, YPOBHU KPCATHHIHA B CHIBOPOTKE KPOBH BHIIIIC BEPXHETO Mpeea, HOPMAILHOTO JIIs
X Bo3pacta, Hampumep >130-150 mxMmonb/n, wimu >1,5 mr/mn (2136 MKMOIB/T) y MyX4uH U >1,4 Mr/mn
(2124 mMxMonbB/M) y JKSHITUH), WM HApYIICHHBIH KIUPEHC KpeaTWHHWHA (HampuMep, CKOPOCTh KITyOOUKOBOMH
dunpTpanuu (CK®D) <30-60 mu/MuH).

B yka3aHHOM KOHTEKCTE B JOTIOJHHUTECILHOM BapUAHTE OCYIICCTBICHUS JIETKOE HapyIIeHUe (YHKIUHU I10-
YeK MOXET OBbITh, HAIpUMeEp, NOATBEPXKICHO (€CiM HE yKa3aHO MHOE) MOCPEACTBOM KIMpEHCa KpeaTHHUHA, CO-
crapistomtero 50-80 mMu/MuH (IpHOTM3UTENFHO COOTBETCTBYIOIIEE YPOBHSIM KpEeaTHHHHA B CBIBOPOTKE KPOBH,
coctapisomuM <1,7 Mr/mn y My>xdut u <1,5 MI/m y )KeHIIWH); cpeaHee HapylieHne (yHKIUNA TTOYeK MOXKET
ObITh, HAIPUMEP, OATBEPXKICHO (ECIHM HE YKa3aHO MHOE) MMOCPEICTBOM KIMPEHCAa KPEaTHHUHA, COCTABIISIOIIETO
30-50 mur/MuH (TIPHOJIM3UTENBEHO COOTBETCTBYIONIEE YPOBHIM KpEaTHHHHA B CHIBOPOTKE KPOBH, COCTABIISIOIINM
>1,7-<3,0 mr/mn y Mmyx4auH u >1,5-<2,5 Mr/am y KeHIUH); U cephEé3Hoe HapylieHne (QYHKIUHA IMOYEK MOXKET
OBITH, HAIPUMEP, HOATBEPXKJICHO (ECIM HE YKAa3aHO MHOE) MMOCPEICTBOM KIMPEHCAa KPEaTHHUHA, COCTABIISIOIIETO
<30 mur/MHH (TIpHOJIM3UTENHEHO COOTBETCTBYIOIIEE YPOBHSIM KPEaTHHHHA B CHBIBOPOTKE KPOBH, COCTABIISIOIINM
>3,0 MI/mn y My>X49uH 1 >2,5 M/t y skeHiuH). [aimeHTs! ¢ TepMUHATBHON CTaANeH MOYeYHOW HeIOCTaATOYHO-
CTBIO HIMEIOT HeOOXOAMMOCTh B AWANK3e (HAllpuMep, B TEMOIUATN3E MIIN HEPUTOHEATEHOM JHAJIH3E).

B npyrom monogHHUTENEHOM BapHaHTE OCYIIECTBICHHS MAMEHTHI C 3a001€BaHNEM TI0YEK, IIOYE€YHOI auc-
(yHKIMeH WM HapymeHneM (QYHKIHUN ITOYeK MOTYT BKJIIOYATh MAIIEHTOB C XPOHHYECKOI MOYeYHON HEeZO0CTa-
TOYHOCTBIO WM HapYIICHUEM, KOTOPBIE MOTYT OBITh pa3JesieHs! (eCIH He YKa3aHO WHOE) B 3aBUCHMOCTHU OT CKO-
poct kiny6ouxoBoii drmerparun (CK®, mi/mun/1,73 M%) Ha 5 crazmii 3a601eBaHus:

cragust 1 xapakrtepuszyercs: mocpeactsoM HopManbHOH CK® >90 1 ogHOBpeMeHHO MO0 CTOHKOM amn0y-
munypuu (Harmpumep, UACR >30 mr/r), 1160 W3BECTHOTO OPTaHWYECKOTO HMIIM HACIEACTBEHHOTO 3a00JICBaHUS
TIOYEK;

cTagus 2 XxapakrepusyeTcs nocpenctsoM sérkoro camxeHnss CK® (CK® 60-89), omuckiBas 1€rkoe Hapy-
nIeHue QyHKIUH MOYCK;

cTagus 3 xapakTepusyercst nocpeactsoM cpenHero cHmkeHust CK® (CK® 30-59), onuckiBas cpennee Ha-
pyuieHue GyHKIUHU TOYEK;

ctanus 4 xapakrepusyercsa nocpeactsoM cepbé3noro cHuxeHuss CK® (CK® 15-29), onucsiBas cepbé3Hoe
HapymeHne GyHKINHN IT0YeK; U
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TEPMUHAIBHAS CTaIUs 5 XapaKTepu3yeTcst HeooxoauMocThio auanu3a win CK® <15, onuckiBas ycTaHOB-
JICHHYIO TTOYCYHYIO HEJJOCTATOYHOCTh (TepMHUHANIbHAS CTaus oYeyHOH HepocTatounocty, TCITH).

Xponndeckas 6ose3up nouek u e€ crtaaun (XBII 1-5) MokeT 00BIYHO XapaKTepHU30BaThCS WIN KJIacCU(pHU-
IIUPOBATLCS COOTBETCTBEHHO, HAIIPUMEP, HA OCHOBAHWH HAIMYHS JTUOO TOBPEKIACHHS MOYCK (ATLOYMUHYpUS),
60 HAPYILICHHOH Pacu8THON CKOpOCTH KiyGoukoBoil (umbrpammn (CK® <60 [Mi/mun/1,73 M%), ¢ mm Ge3
MTOBPEKIACHHS TTOYECK).

Craguu anbOyMUHYPHUH MOTYT, HampuMep, KIacCU(UIUPOBATHCS, KaK PACKPBITO 371€Ch, H/MIIA MOCPEICT-
BOM COOTHOILICHHUS aIb,OYMHHa K KpeaTHHHHY B Mode (Hampumep, o0braH0 UACR >30 Mr/r, B HEKOTOPBIX CIIy-
YasX CKOPOCTh BBIIEICHUS albOyMuHa >2(0) MKI/MUH), TaK, HAIPUMEP, MUKPOATEOYMUHYPHSI MOXKET, HAIIPHMED,
xapaktepuzoBaThes M0 UACR 30-300 mr/r (B HekoTOpbIX ciydasx 20-200 MKI/MWH) WM B APYrOM BapHaHTE
ocymectBiieHust mo UACR 30-200 Mr/r w/minm Makpoans0yMUHYpHST MOXKET, HAIIPUMEP, XapaKTepU30BaAThLCS 110
UACR >300 mr/r (B HEKOTOpBIX citydasix >200 MKI/MHH) WM B ApyroMm BapuaHTte ocymectsieHus mo UACR
>200 mr/r. Ogenp Beicokoe UACR >2000 mr/r UACR kak HedpoTuieckoe.

JIOTIOTHUTEIBHEIN BapHAHT MAIUCHTOB IO CMBICITY 3TOTO M300PETEHUS MOXKET OTHOCHTHCS K ITAllUCHTAM,
CTPAJAIONINM THA0CTOM, CTPAJAIONIUM WM BXOJSIINX B TPYIITYy PHCKA Pa3BUTHS MOYCYHBIX OCIIOKHCHHU, Ta-
KHX, KaK JguabeTudeckas Heppomatus (BKIOYAs XPOHUYCCKYIO M MPOTPECCHPYIONIYIO MOYCYHYIO HEIOCTaTOY-
HOCTB, alTlbOYMUHYPUS, IPOTCHHYPUSI, 3aJICPKKA KUIAKOCTH B OpraHu3Me (BOJSHKA) H/UJIH THIICPTCH3MUA).

JIOTIOTHUTEIBHEIN BapUAHT MAIUCHTOB IO CMBICITY 3TOTO HM300peTeHHs (KOTOPBIE MOTYT OBITh CTpaJaro-
UMY OT quadeTa Wi He CTPANAIONIIMH OT TradeTa MalMeHTaMi) MOKET OTHOCUTHCS K TaleHTaM (IpeInod-
TUTETHHO CTPAIAONIUM IHAabEeTOM MAaIMeHTaM) ¢ HEAOCTATOYHBIM KOHTPOJEM albOyMHUHYpPHH, HECMOTPS Ha
Tepanuio ¢ MPUMEHEHHEM WHTHOUTOpa aHTHOTeH3HH-TIpeBpamaromniero Gepmenta (AIID) u/munu 6iaoxatopa pe-
nentopa aaruorensuna Il (BPA).

JloTIOTHUTEIBHBIN BapHaHT MAIlMEHTOB II0 CMBICITY ATOTO M300peTeHHs (KOTOpBIE MOTYT OBITH CTpamaro-
UMY OT quadeTa Wi He CTPANAIoNIMMK OT TradeTa MalueHTaMi) MOKET OTHOCUTHCS K MalMeHTaM (IIpeInod-
TUTEIBFHO CTPAJAIONINM TUa0CTOM MAlNUEHTaM, B YaCTHOCTH CTPAJarolUM IuabeToM 2 THMA MalMCHTaM),
MMEIOIINM TTOYEYHOE W/MIIH CepAEYHO-COCYANCTOE 3a00JIeBaHNE B aHAMHE3€ W/WJIM MOABEPTaBIIMMCS COOTBET-
CTBYIOIIIEH MEIMKaMEHTO3HOW Tepamnuu, Harpumep, AnabeTH4ecKylo HedpornaTHio, MaKpococyaucToe 3adose-
BaHUs (HampuMep, HMIIeMHIYeckas OONe3Hb cepila, 3a0oieBaHUC MepU(EpPHUUSCKUX apTepHid, IepeOpabHO-
cocyamcToe 3aboyieBaHUE, THIIEPTEH3Ms), MUKpococyaucToe 3aboieBaHue (Harmpumep, auaberndeckas Hedpo-
nartusi, HeWpomaTHsl, PETHHOIIATHS), UIIEMUYECKYI0 OO0JIe3Hb cepAla, LepeOpatbHO-COCYANCTOE 3abosieBaHue,
3a0oneBanne mepupepHIeCcKuX apTepHil, THIEPTCH3NIO, OBIBIINM KYPHJIBIIUKAM WM HACTOSIIAM KYpPHIBIITH-
KaM, W/MJTH TI0ABEPTAIOIINMCS MEANKaMEHTO3HOW TEPaIiy ¢ MPUMEHEHHEM alleTHIICATHIMIOBOW KUCIOTHI, TIPO-
TUBOTHIIEPTCH3UBHBIX CPEACTB W/WIH THIIOJUIHIEMHYECKUX CPEACTB, HAIpUMep, K MaIMeHTaM, IO0JIBEpraro-
mmMcs (TIPEIIIeCTBYIONISH WTH TEKYIIeH) Tepanuy ¢ IPIMEHEHHEM arleTHIICATHIMIOBON KUCIOTHI, HHTHONTOpa
AII®, BPA, 6eta-610kaTopa, 0J10KaTopa KaabIIUEBBIX KAaHAJIOB MM TUYPETHIECKOTO CPEICTBA, WIH UX KOMOH-
HAaIlM{, W/WIM K TAIeHTaM, TOJBEpraroIuMcs (MPemeCTBYIOMEH WIN TeKyIlel) Tepanuu ¢ MPUMEHCHHEM
(ubpara, HMAIMHA WK CTATHHA, WA UX KOMOUHAIINH.

JIOTIOTHUTEIBHEIA BapUAHT MAIUCHTOB TI0 CMBICITY 3TOTO HM300peTeHHs (KOTOPBIE MOTYT OBITh CTpaJaro-
IIMMU OT quabeTa WU He CTPAJAroIIUMU OT JradeTa MaleHTaMu) MOKET OTHOCUTBCS K ManueHTaM (TIpeArnoy-
TUTEIHHO CTPAIAIONIUM JUA0CTOM MAIUCHTaM, B YACTHOCTH CTPAJAIOIIAM JHAa0CTOM 2 TUIA MAlUCHTaM) C Ira-
Oernyeckoil Hedpomnaruei (¢ wiIu 6e3 JOMOIHUTEIEHON CTaHJapTHOW 0a30BOI Tepanuy, Takoil Kak, HapuMep, C
npumenenreM HAIID wim BPA), HanpuMep, BKIItoUYas MOAMAIOIMNXCS AHabeTHIeCKOW HepponaTHy MaIlHeHTOB,
TaKWX, KOTOpPBIC HAXOJATCA B BO3pacTe =65 JeT, KOTOpble OOBIYHO HMEIOT 00Jee JUTHTEIBHBIH
Mepuos; TPOAOHKHTEIBHOCTH 1uabera (>5 meT), HapymieHne (yHKIMHA TOYeK (Takoe Kak JErKoe
(60-<90 pCK® mw/mun/1,73 M%) mwm cpexree (30-<60 pCK® m/mun/1,73 M?) Hapyienue GyHKIUH TOYEK)
n/unm 6onee Beicokoe ucxonuoe UACR (Hampumep, 3ammyIieHHbIe CTaIud MUKPO- FITH MaKpOATbOYMUHYPHH).

JloTIOTHUTEIBHBIN BapHAHT MAIlMEHTOB II0 CMBICITY 3TOTO M300peTeHHs (KOTOpBIE MOTYT OBITH CTpaxaro-
UMY OT quadeTa Wi He CTPANAIONIIMH OT TradeTa MalMeHTaMi) MOKET OTHOCUTHCS K MalMeHTaM (IIpeInod-
THUTENBHO CTPANAIONIUM JHa0eTOM MaIleHTaM, B YaCTHOCTH CTPAIAIOIMIUM TUabeToM 2 THIA MalueHTaM) ¢ Jua-
OeTudeckoil HedpomaTHel, B YaCTHOCTH K MAIUCHTaM, TOABEPTAIONINMCS (HApUMEp, MPEANICCTBYIOIICH WIN
TEeKyIleH) Tepariy ¢ NpUMEHCHNEM MHTHOUTOpa aHrHOTeH3WH-NpeBpaiatomero ¢pepmenta (AIID) n/umm 6m0-
KaTopa peuenrtopa anrnorensuna Il (bPA), Hanpumep K manueHTaM ¢ HeIOCTaTOYHBIM KOHTPOJIEM aJIbOYMHHY-
pUH, HECMOTpSl Ha TEpalMio ¢ MPUMEHCHHEM HWHTHOWTOpa aHTHOTeH3WH-TpeBpainatoniero ¢epment (AIID)
n/unu 61okaTopa pernentopa anrnorensuna Il (BPA).

Wuarunodurop JII1-4 MoXeT BBOAWTHCS MAMECHTY (HAPUMED, TAKOMY KaK TIAI[eHTHI, OTIMCAHHBIC BBIIIE) B
KoMOMHanmu (Hampumep, Ha (oHE, JOMOJHUTEIHHO) ¢ 0a30BBIM JIEKAPCTBEHHBIM CPEICTBOM, TAKUM Kak, Ha-
pUMep, HHTHOUTOP aHTHUOTEH3UH-TIpeBpararomniero ¢pepmenta (AIID) wim 610KaTop penentopa aHTHOTEH3MHA
II (BPA).

B ompeneneHHBIX BapHaHTaX OCYIECTBIICHHS MAalMEHTHI, KOTOPBIE MOTYT MOJBEPraThCs TEPANUU B COOT-
BETCTBHUH C 3TUM H300pETCHHEM, MOTYT UMETh WIH BXOAAT B PYIITY PHCKa OJHOTO WM O0Jiee M3 CIETYOUIIX
3a00JICBaHUM, PACCTPOMCTB MM MATOJOTHYECKUX COCTOSIHUN: nuabeT | Tuma, nuadet 2 Tuma, HapyIIeHUEe TOoJe-
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panrHoctu K riokose (HTT), Hapymenne ypoBHs rimroko3sl B kpoBu Haromak (HI'H), runepriukemus, moct-
TpaHAHaTbHAs TUICPTINKEMHS, MOCTAa0COPOTHBHAS THICPTIMKCMHUsS, JTATCHTHBIH ayTOMMMYHHBIH IHabeT y
B3pocibix (LADA), muImHuA BeC, OKUPEHUE, TUCIUTTUACMIs (BKIIOYasi HApUMep, aTepOTreHHYI0 JTUCITUIIHIC-
MUIO), TUICPIUIUAECMUS, TUMIEPXOIecTeposieMust, runeprpuriunepunemus, runepHIXK-emus, mocrmpanim-
aNpHas JIUNEMUS, THIIEPTECH3HA, aTePOCKIIepO3, SHAOTEIHANbHAS AUCHYHKINSA, OCTEOIOPO3, XPOHUIECKOE CHC-
TEMHOE BOCHAJIEHUE, HEAIKOTOJIbHAs KupoBas 0ose3Hb nmedeHu (HXXBIT), chHApOM MOJIMKUCTO3HBIX SSTMIHUKOB,
TUMEPYPUKEMHUS, METa0OIMYECKIA CHHAPOM, HEQpPOMaTHs, MUKpPO- WIIH MaKpOaIbOYMUHYPHS, MPOTEHHYPHS,
He(PPOTHIECKUIA CHHAPOM, PETHHOTIATHS, KaTapakTa, HeHpomaTus, HapyIIeHne 00ydaeMOCTH WM TTaMsTH, Hel-
poJereHepaTHBHBIC WIIM KOTHUTUBHBIE PAaCCTPOWCTBA, EMEHINS, KapAHOo- WIH LepeOpaabHO-COCYIHUCThIE 3a00-
JIeBaHMs, UIIEMHS TKaHel, TruabeTHdeckas cTona Wik Tpodudeckas s3Ba, aTepOCKIepo3, THIEPTEH3MsI, SHA0Te-
TranbHas AUCQYHKIWS, HH()APKT MUOKApAa, OCTPhIH KOPOHAPHBIA CHHIPOM, HECTAOWIIbHAS CTCHOKAPIUs, CTa-
OuJIbHAs CTEHOKapAMsl, OKKIIIO3UOHHAs 00JIe3Hb IepU(EepUIECKUX apTepHuid, KapAnOMHUONaTus (BKIIIOYasi HaIpH-
Mep, YPEMHYECKYI0 KapIHOMHOIIATHIO), CepleyHast HeIOCTATOYHOCTh, THIIEPTPOdHs cepala, pacCTpoiCcTBO cep-
JIEYHOTO PUTMa, COCYIHCTBIH PECTEHO3, MHCYJBT, MIEeMMs/penepdy3noHHOEe MOpaxxeHue (MoYeK, cepiua, ro-
JIOBHOT'O MO3Ta HMJIU TieueHn), Gudpo3 (movek, cep/iia, TOJIOBHOTO MO3Ta WM TIEUYeHHN ), PEMOJCIIMPOBAHNE COCY-
JIOB (TTOYEK, Cep/Iia, TOJIOBHOTO MO3Ta WM MTeYeHHM ); JuabeTndeckoe 3a00ieBanme, HapuMep, CaxapHbIi Tuadet
2 THTIa, KOTOPBIH, B YaCTHOCTH, HEOOXOAMMO 0CO00 OTMETUTH (HAIIpUMep, KaK OCHOBHOE 3a00JIEBaHUE).

Takum 00pazoM, COOTBETCTBEHHO, HACTOAIICE M300pPETEHHE OTHOCUTCS K OMNPEICICHHOMY WHTHOHTOPY
JIIIT-4, xak onpeaeneHo 3/1eCh, MPEAMOYTUTENbHO JuHArHNTHHY (Bl 1356), npennasnadyeHHOMY ISl TIpAMeE-
HEHUS B Tepanuu (HarpuMmep, JICUSHUH W/ UITU POPUITAKTHKE U/WIIK 3alTUTE), OMMMCAHHOMY 3/IECh.

Hacrosimee n3o0perenue, KpoMe TOro, OTHOCHTCS K onpeneneHHoMy uarunouropy AINI1-4, kak onpenerne-
HO 3J1ech, MpearnouTuTenbHo auHarmmnTudy (Bl 1356), B komOuHanum ¢ MeTGOpMHUHOM, MpeaHA3HAYCHHOMY
JUTSL IPUMCHEHUS B Tepanuu (HapuMep, JICUCHUH W/ TPOPIIAKTHKE U/WIH 3aIHUTE ), OMIMCAHHOMY 37€ECh.

Hacrosimee n3o0perenue, KpoMe TOro, OTHOCHTCS K onpeneneHHoMy uaruouropy AINI1-4, kak onpenerne-
HO 371€Ch, IPEANOYTHTENbHO JUHATIHITHHY (BI 1356), B KOMOMHanuu ¢ MeT(hOPMUHOM H/WIN CYIb(OHUIMOYE-
BUHOH, MpeIHa3HAuYCHHOMY JUI1 IPUMEHEHHUS B Tepanuu (HalmpuMmep, JICUSHUH /WA TPOQMIAKTUKE W/HIIH 3a-
IIUTE), OMTUCAHHOMY 37€Ch.

Hacrosiee n3o0perenne, KpoMe TOro, OTHOCHUTCS K omnpeneiacHHoMy naruoutopy JIII1-4, kak onpenerne-
HO 371eCh, MPEANOYTHTEIbHO TuHArTUNTHHY (BI 1356), B KOMOMHAINK ¢ MHOTIIMTA30HOM, MPEIHA3HAYCHHOMY
JUTSI IPUMEHEHUS B Tepanuiy (HapuMep, JICYCHUH W/ MPOQIIIaKTAKE W/UITH 3aIINUTe), OMMUCAHHOMY 3/1€Ch.

Hacrosiee n3o0perenne, KpoMe TOro, OTHOCHUTCS K omnpeneiaecHHoMy naruoutopy JIII1-4, kak onpenerne-
HO 371€Ch, NMPEANOYTHTENbHO JMHAarnunTHHy (Bl 1356), B KOMOMHanuu ¢ TeIMUCapTaHOM, MpeJHa3HAYCHHOMY
JUTSL IPUMCHCHUS B Tepanuu (HapuMep, JICUCHUH W/ TPOPIIAKTHKE U/WIH 3aIIUTE ), OMTMCAHHOMY 37€eCh.

Hacrosimee n3o0perenue, KpoMe TOro, OTHOCHTCS K onpeneneHHoMy uaruouropy AINI1-4, kak onpexerne-
HO 3/1€Ch, IpeNOYTUTENbHO JuHarmnTuHy (Bl 1356), B koMOMHAIMM ¢ MHCYJIMHOM WJIM aHAJIOTOM HWHCYJIHMHA
(HampuMep, 6a3aIbHBIM WHCYJIHMHOM, TAKUM KaK, HATIPUMEpP, UHCYJIMH TJIapTHH, HHCYJIUH AETEMHUpP WA WHCYIIHH
nernyaek, win HITX-uHCYnHH), IpeHA3HAYCHHOMY Il IPUMCHCHUS B Tepanuu (HAIpuMep, JCUYCHUU W/WIH
npoduIaKTHKE W/WIIH 3aIINTE ), OMUCAHHOMY 3]1€Ch.

Hacrosimee n3o0perenne, KpoMe TOro, OTHOCHUTCS K omnpeneiaeHHoMy naruoutopy JIII1-4, kak onpenerne-
HO 31IeCh, MPEANOYTHUTENbHO JUHArmunTUHY (Bl 1356), B KxOMOWHAIMU ¢ AUYypeTHIECKUM cpeacTBoM, BPA
n/unn wHrHoHTOpoM AIID, mpeaHazHaAueHHOMY U IPUMEHEHHS B Tepanuu (HampuMmep, JeUSHUH W/WIH TIPO-
(bUIaKTHKE W/WITH 3aIIUTE ), OMMUCAHHOMY 3/1€Ch.

Hacrosimee n3o0perenne, KpoMe TOro, OTHOCHTCS K onpenenenHoMy uarunouropy AINI1-4, kak onpenerne-
HO 3JIech, peAnouTuTeabHo JuHaraunTuy (Bl 1356), B koMOMHAnWMM ¢ OAHUM HIIM OOJBIIMM KOJIMYECTBOM
JPYTUX aKTUBHBIX BCINECTB, HATIPUMEDP, BBIOPAHHBIX W3 JIPYTHUX MPOTHUBOJUAOCTHUYCCKUX CPEICTB, aKTUBHBIX
BEILIECTB, KOTOPBIE CHIYKAIOT YPOBEHb caxapa B KPOBH, aKTHBHBIX BELIECTB, KOTOPHIE CHI)KAIOT YPOBEHb JIUIIH-
JIOB B KPOBH, aKTHBHBIX BELIECTB, KOTOpHIe MOBHIIIAOT ypoBeHb JIBII (anrn.: HDL - nunonpoTtensl BEICOKOH
IUIOTHOCTH) B KPOBH, aKTUBHBIX BEIIECTB, KOTOPHIE CHIKAIOT apTepUalibHOE JaBJICHHUE, a TAK)KE aKTHBHBIX Be-
IIECTB, KOTOPHIE yKa3aHbI B JICUEHNH aTepPOCKICPO3a MU OKUPEHUS, IMpPEAHA3HAYCHHOMY JIS MMPUMEHEHHS B
Tepanuu (HanmpuMmep, JISICHUN W/ PO UIIaKTUKE W/HUITH 3aIINUTE), OMMUCAHHOMY 3/1€Ch.

Hacrosiee n3o0perenne, KpoMe TOro, OTHOCHUTCS K omnpeneiaeHHoMy naruoutopy JIII1-4, kak onpenerne-
HO 3]IeCh, NIPEeANoUTHUTENbHO TuHarmunTrHy (Bl 1356), B KOMOMHAIIMK C OJHUM WJIA OOJBIIUM KOJUYIECTBOM
JIPYTUX TPOTHBOIUAOETHUIECKUX CPEJNICTB, BRIOPAHHBIX M3 TPYIIIBI, COCTOSIEH 13 MeTHOPMHUHA, CYIh(POHMIMO-
YeBUHBI, HATETJIMHUJA, pENarivuHufa, THazonuauHanoHa, aroHucta PAIIll-ramma (PAIIII, anmrm.: PPAR -
peuenTop, akTHBHPYEMBIH NPoin(epaTopoM IEPOKCHCOM), HHIHOUTOpa alb(a-TiIoKO3UIa3bl, HHCYJIHHA WIN
aHayora uHCyJuHa, a Takxke ['TII1-1 wnun ananora ['TII1-1, HeoOs3aTeIbHO B KOMOWHAIIMY C OJHUM HIIH OOJBIIUM
KOJIMYECTBOM JIOTIOJTHUTEIBHBIX aKTHBHBIX BELIECTB (HAIpUMEp, BBHIOPAHHBIX W3 TUYPETHYECKOTO CPEICTBA,
uaruouropa AIl® w/mnm BPA, Takux kak, Hanmpumep, TeJIMHUCapTaH), NPeJHa3HAYCHHOMY JUIS NTPUMEHEHHS B
Tepanuy (Harpumep, JeYCHUH W/UiH Npo(MIIaKTHKE W/ 3aIlIUTe), OTMCAHHOMY 3/1€Ch.

Hacrosimee m3o00perenne, KpoMe TOro, OTHOCUTCS K (hapMaleBTHIeCKOW KOMITO3HINH, COAepsKallel orl-
penenennsiii naruOuTOp JIIII-4, KaKk ompeneneHo 31ech, MpennouTuTenbHo JmHarmnTiH (Bl 1356), npenna-
3HAYEHHOW [l MPUMEHEHHUS B TEPAINH, ONTMCAHHOM 3/1€Ch.
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Hacrosimee n3o00perenne, KpoMe TOro, OTHOCUTCS K (hapMaleBTHYeCKOW KOMITO3HINH, COAep Kallel orl-
penenennsii uaruouTop /-4, kak ompeneneHo 3neckh, npennodTuTensHo uHarmnTue (Bl 1356), a tawke
MeT(GOpPMHH, IpeTHA3HAYCHHOH TS IPUMEHEHHS B TEpaIiy, ONTUCAHHON 37I€Ch.

Hacrosimee n3o0pereHue, KpoMe TOTO, OTHOCUTCS K (DapMaIieBTHIECKOH KOMITO3UIIUH, COJIEPIKaIIeH Orl-
penenennsiii narHOUTOp JIIII-4, Kak ompenenaeHo 31ech, mpeanouTuTeNbHo JuHarunTuH (Bl 1356), a takke
MHOTJIUTA30H, IPEeIHA3HAYCHHOM I IPUMEHEHHUS B TEPAINH, OIIMCAHHOH 3/1€Ch.

Hacrosmee m3o00peTeHne, KpoMe TOTO, OTHOCHUTCS K KOMOWHAIMH, COAEPIKaIIel ONpeeIeHHbII HHIHOH-
top AIII-4 (B yacTHOCTH, JIMHATJIMIITHH) W OJHO WJIHM OOJIBIIEEe KONMYECTBO APYIHX AKTUBHBIX BEIIECTB, BEI-
OpaHHBIX M3 BEIICCTB, YIIOMSHYTHIX 3/IeCh, HAIPUMEP BHIOPAHHBIX U3 IPYTHUX MPOTHBOAUAOCTUUCCKUX CPEICTB,
AKTUBHBIX BEIECCTB, KOTOPHIC CHUKAIOT YPOBCHb caxapa B KPOBH, aKTUBHBIX BEIICCTB, KOTOPHIC CHIKAIOT yPO-
BCHb JIMMUJIOB B KPOBH, aKTHBHBIX BEIIECTB, KOTOPBIC MOBHIMIAOT ypoBeHb JIBII B KpOBH, aKTHBHBIX BELICCTB,
KOTOPBIC CHIDKAIOT apTepHaIbHOC JaBJIICHUE, aKTHBHBIX BEINECTB, KOTOPHIC YKA3aHbI B JICUCHUU aTEPOCKICPO3a
WIHA OXXHUPCHHS, HATPUMEP, KAXKI0€, KaK OMICAHO 3/]ICCh; B YACTHOCTH JJIsl OJHOBPEMCHHOTO, Pa3lICIbHOTO WU
MOCJIEIOBATEILHOTO MIPUMEHCHHS B TEPANUHU (HANIPUMED, JICUCHUU W/WITU NMPO(QUIAKTHKE W/WIH 3allUTe), OTH-
CaHHOM 371eCh.

Hacrosmee m3o00peTenne, KpoMe TOTO, OTHOCHUTCS K KOMOWHAIMH, COAEPIKaIlel OnpeIeIeHHbII HHIHOH-
top JIIII-4 (B 4acTHOCTH, JTUHATIUNTHH) M OJHO WU OOJIbIIIEe KOJIMUYECTBO APYTHX MPOTHBOANAOECTHIECKUX
CPEICTB, BRIOPAHHBIX M3 TPYMIIBI, COCTOSIIEH U3 MeT(hOPMIHA, CyIb()OHMIMOYCBIHBI, HATETJIMHUIA, PeHarin-
HHUJa, THA30JMuInHANOHA, aroHucTa PAIIll-ramma, marHONTOpa anbda-TiIIoKo3uIa3bl, HHCYJINHA WX aHaora
nHCcynuHa, a Takxke [TIT-1 wim anamora I'TITT-1, B 4aCTHOCTH ISl OJHOBPEMEHHOTO, Pa3AeILHOTO MU TTOCIIe-
JIOBATCIILHOTO MIPUMCHCHHS B TEparuy (JICUCHUH W/WIIA TMPOQPIIAKTHKE /WM 3alUTe), OMHUCAHHOU 3]1eCh, He-
00s13aTeNbHO B KOMOMHALIUY (HAIPUMEP, OJHOBPEMEHHO, PA3JICIbHO WM MOCIEI0BATEIFHO) C JHYPETUUCCKUM
cpeactBoM, naruouTopoM AIID n/umu BPA, TakuMm, kak, HanpuMep, TeIMHUCAPTaH.

Hacrosiiee nzo0perenue, KpoMe TOro, OTHOCUTCS K CIIOCO0aM JICUEHUs WK (TEPareBTHYCCKUM HITH TPO-
(bMITaKTUYECKUM WM 3alllUTHBIM) CHOCO0aM WIIM MPUMEHEHHSIM, KaK OIHCAHO 3/eCh, COJECPXKAIIUM BBEICHUE
(Hampumep, OTHOBPEMEHHO, Pa3AeNbHO WM TOCIEIOBATENbHO) d()PEKTUBHOTO KOJUYECTBA ONPEICICHHOTO
naruouTopa JII1-4 (B yacTHOCTH, JTUHATIUNTHH), KaK OMPEAENCHO 3/IeCh, W, HEOOSI3aTeNbHO, OJHOTO WU
00JBIIeT0 KOTMYECTBA IPYTUX aKTHBHBIX BEIIECTB, TAKUX KaK, HAIIPHAMEP, OJHO MK OOJIbIIee KOJTHYECTBO APY-
TUX TPOTUBOINAOETUIECKUX CPEJICTB, BEHIOPAHHBIX U3 TPYIIIEI, COCTOSIIEH U3 MEeTGOpMHUHA, a CYJIb()oHUIMOTe-
BHUHBI, HATCTJWHHUIA, pEeNariuHuaa, THa3oMuauHAnoHa, aronucta PAIlll-ramma, wHrmHOuWTOpa anmbda-
TJTFOKO3Ua3bl, HHCYJIMHA WU aHayiora nHCynuHa, a Takke [ TIN-1 nnu anamora I'TIT-1, (mpeanmodTUTEIEHO BbI-
OpaHHBIX W3 TPYIIIBI, COCTOSAMICH U3 MEeT(hOPMIHA, CYIb()OHUIMOYCBIHEI, HATCTIIMHUIA, PETATJIMHAIA, THA30-
munuHanoHa, aronucta PAIII-ramma, mHrHOUTOpa anb(a-TIIIOKO3UAa3kl, a TAK)KEe WHCYJIMHA WU aHAJIOTa WH-
CyJHHA), He00s3aTeNFHO B KOMOMHAIIMHN (HAIIPUMED, OJTHOBPEMEHHO, Pa3/ICIbHO I MOCJICAOBATEIHHO) C OJ-
HUM WTU OOJIBIIMM KOJIHYSCTBOM JOTOJTHUTEILHBIX aKTHBHBIX BEIIECTB (HAPUMED, TUYPETHICCKOTO CPEICTBA,
uaruouropa AIl® w/mmm BPA, takoro kak, HampuMep, TeIMHCapTaH), MAalMeHTy (B YacTHOCTH, HAllUCHTY-
YEIIOBEKY), KOTOPBIH B ATOM HYKIACTCs, TAKOMY KaK, HalIPUMEp, MAIIMEHT, KaK OMUCAHO 37eCh, PEAMOYTUTEIIh-
HO Y€JIOBEK, CTPaJAroIINid 11adeToM (B YaCTHOCTH, CTPAAAIOIINN quabeToM 2 THIa MalKeHT); BKIIoYas, Halpu-
Mep, TaeHTa, UMEIOIIETO T HaXOISIIErocCs IO/ BEICOKHM PHCKOM CEPACYHO-COCYANCTOTO W/MIN TIOYEYHOTO
MHKPOCOCYTUCTOTO 3a00JIeBaHMS, TAKOTO KaK, HAIPIMeEp, MAIIEeHT C BEICOKUM COCYIMCTHIM PHUCKOM (HampuMmep,
¢ BbIcOKUM pruckoM CC coOBITHIT), HAapUMep, KaK OMHACAHO 37€Ch; TAKOW KaK, HAapUMep, MAIlMeHT B COOTBETCT-
BHH TI0 MEHBIIIEH Mepe C OJJHUM W3 BapUaHTOB OCYIIECTBICHUS 1-6 mim 1-7, Kak OTMCAHO 371ECh.

Hacrosiee nzo0perenue, KpoMe TOro, OTHOCUTCS K CIIOCO0aM JICUEHHS WK (TEPareBTHYCCKIM HITH TIPO-
(bMITAaKTUYECKUM WM 3alllUTHBIM) CHOCO0aM WIIM MPHMEHEHHSIM, KaK OIHCAHO 31eCh, COJECPXKAIIUM BBEICHUE
(HampuMep, OTHOBPEMEHHO, Pa3/ICIbHO WM MOCICIOBATEIBHO) F3((EKTUBHOTO KOJUYCCTBA JTHHATIIUIITHHA T1a-
IIUCHTY (B YaCTHOCTH, MAIIMCHTY-YEI0BEKY), KOTOPBIH B 3TOM HY>KIAETCs, TAKOMY KaK, HAPUMEpP MAIMEHT, KaK
OIHCAHO 3[1ECh, MPEIMOYTHTEIEHO YCIOBEK, CTPAAAIONINKA TUabeTOM (B YaCTHOCTH, CTPAJaroIIuil auabetoM 2
TUTIA TAIWEHT); BKJIFOYAs], HATIPIMEP, MAUCHTa, UMCIOIIETO WIH HaXOMISIIETOCS IO BEBICOKUM PHUCKOM CEepicU-
HO-COCYIUCTOTO W/ MOYEYHOTO MHKPOCOCYIMCTOTO 3a00JIeBaHMs, TAKOTO KaK, HAIpUMep, MalrueHT ¢ BBICO-
KHM COCYIIUCTBIM PUCKOM (HampuMep, ¢ BEICOKHM pruckoM CC coObITHIN), HalpuMep, KaK OMHCAHO 3]1€Ch; TaKOH
KaK, HalpuMep, MallHeHT B COOTBETCTBUH 110 MEHBIIEH Mepe C OJHUM W3 BapHAaHTOB OCYIIECTBICHHS 1-6 min
1-7, xak onMcaHoO 37eCh.

Hacrosmee nzobperenue, KpoMe TOr0, OTHOCHUTCS K CTIOCO0aM JICUEeHHs WIN (TepaneBTHYECKIM FITH TPO-
(pMITaKTHYECKUM WM 3aIllUTHBIM) croco0aM WM MPUMEHEHHSIM, KaK OIMHCAHO 31eCh, CONEPKAIINM BBEICHUE
(HampuMep, OMHOBPEMEHHO, Pa3/CibHO WM IMOCICAOBATEIbHO) F(()EKTUBHOTO KOJIUYECTBA JINHATIHUITHHA U
MeT(QOpPMHHA MAIUCHTY (B YACTHOCTH, MAI[MEHTY-YEJIOBEKY), KOTOPHIA B 3TOM HYXIACTCS, TAKOMY Kak, HaIlpH-
Mep MAIMeHT, KaK OIHCAHO 3]1eCh, MPEAMOYTUTEIHHO YEIOBEK, CTpaNaromuil auabeToM (B YaCTHOCTH, CTpa-
JArOIUi TuabeToM 2 TUIMa MAlMEHT); BKI0Yas, HApUMEp, MAIllMeHTa, UMEIOMIET0 WM HAXOISIIEToCs O] BbI-
COKHM PHCKOM CEPJICYHO-COCYAUCTOTO H/WJIH MOYCYHOTO MUKPOCOCYIUCTOTO 3a00JICBaHUs, TAKOTO KaK, HAMIPH-
Mep, TMAUCHT C BEICOKUM COCYAHMCTBIM PUCKOM (HampuMep, ¢ BRICOKUM puckoM CC coOBITHIT), HATIpUMED, KaK
OTIHCAaHO 3/IeCh; TaKOH Kak, HAIPUMeEp, MAllMeHT B COOTBETCTBUHU MO MEHBINIEH Mepe C OJHUM U3 BAPHAHTOB OCY-
miecTBiaeHns 1-6 uan 1-7, Kak OIHCaHO 34€ECh.
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Hacrosiee nzo0perenue, KpoMe TOro, OTHOCUTCS K CIIOCO0aM JICUEHUS WK (TSParleBTHYCCKUM HITH TPO-
(DMITAaKTUYECKUM WM 3alllUTHBIM) CIOcOo0aM WIIM MPUMEHEHHSIM, KaK OIMKCAHO 3/eCh, COJECPXKAIIUM BBEICHUE
(HampuMmep, OAHOBPEMEHHO, Pa3AelbHO WK TOCIEA0BaTEIbHO) 3PGEKTUBHOTO KOIMYECTBA JIMHATJIMIITUHA U
MeTGOpMHHA U CYTH(POHMIMOUYEBUHBI MAMCHTY (B YaCTHOCTH, MAIIMEHTY-UEIOBEKY), KOTOPHIA B 3TOM HYXXAa-
eTCs, TAKOMY KaK, HallpuMep, MaIllieHT, Kak OIMMCAHO 31eCh, IPEANOYTHTEIFHO YeJIOBEK, CTpaJaromuil tuadeToM
(B 9aCTHOCTH, CTpaJaroImuil TuabeToM 2 THITa MalMeHT); BKIII0Yas, HalpuMep, MalueHTa, UMEIOIIEeTO WIIA HaX0-
JSIIErocs MO BBICOKMM PHCKOM CEpIACYHO-COCYIUCTOTO W/MIIA TOYEYHOTO MUKPOCOCYAUCTOTO 3a00JieBaHMUA,
TaKoTro Kak, HalpHuMep, MAIlMeHT ¢ BBICOKUM COCYIUCTHIM PUCKOM (Hampumep, ¢ BICOKUM puckoM CC coObI-
THI), HAIPUMEDP, KaK OMHCAHO 37ICCh; TAKOH KaK, HalpHMep, MallMeHT B COOTBETCTBHUU IO MEHBIIIEH Mepe ¢ 0J-
HUM U3 BapUAHTOB OCYyIlIeCTBIEHUS 1-6 miu 1-7, Kak OIMUCAHO 3[€Ch.

Hacrosiee nzo0perenue, KpoMe TOro, OTHOCUTCS K CIIOCO0aM JICUEHHs WK (TEPareBTHYCCKUM HITH TPO-
(DMITaKTUYECKUM WM 3alllUTHBIM) CIOCcO0aM WIIM MPUMEHEHUSIM, KaK OIHCAHO 31eCh, COJEPXKAIIUM BBEICHUE
(HampuMep, OMHOBPEMEHHO, Pa3/ICNbHO WM IMOCICAOBATEIbHO) F(()EKTUBHOTO KOJIUYECTBA JIMHATIHUITHHA U
MUOTIIUTa30HA MAUCHTY (B YaCTHOCTH, MAIUCHTY-YEIIOBEKY), KOTOPBIA B 3TOM HYKIAETCs, TAKOMY KakK, HaIpH-
Mep, MaIMeHT, KaK ONMHMCAHO 3AeCh, MPEIIOYTHTEIFHO YeJIOBEK, CTpaJaroInii quabeToM (B 9acTHOCTH, CTpa-
JAroImuii [uadeToM 2 THMa MalWeHT); BKIIoYas, HalpuMep, MarueHTa, IMEIONIero WM HaXOISIIEerocs MO BbI-
COKHM PHCKOM CEPJICYHO-COCYAUCTOTO /WM MOYEYHOTO MHUKPOCOCYIUCTOTO 3a00JIeBaHNs, TAKOTO KaK, HAIIPH-
Mep, TAIUeHT ¢ BHICOKHM COCYIHCTBIM PHUCKOM (Harpumep, ¢ BBICOKAM puckoM CC coObITHIT), HapuMep, KaKk
OTIHCAaHO 3/IeCh; TaKOH Kak, HAIPUMeEp, MAllHeHT B COOTBETCTBUHU MO MEHBINIEH Mepe C OJHUM U3 BAPHAHTOB OCY-
miecTBiaeHns 1-6 uan 1-7, Kak OIHCAHO 34€ECh.

Hacrosee nzo0perenue, KpoMe TOro, OTHOCUTCS K CIIOCO0aM JICUCHUS WK (TEPareBTHYCCKUM HITH TPO-
(DMITaKTHYECKUM WM 3alllUTHBIM) CIOCO0aM WIIM MPHMEHEHUSIM, KaK OIHCAHO 3/eCh, COJECPXKAIIUM BBEICHUE
(HampuMep, OMHOBPEMEHHO, Pa3/ICNbHO WM IMOCICAOBATEIbHO) F(()EKTUBHOTO KOJIUYECTBA JIMHATIHUITHHA U
WHCYJIMHA WU aHaJOora WHCYJIMHA (TaKoTO Kak, HarpuMep, 0a3aibHbIH MHCYIINH) MAIMCHTY (B YaCTHOCTH, MallH-
CHTY-YCIIOBEKY), KOTOPEIH B 3TOM HYXIACTCs, TAKOMY KakK, HAIIPUMEp, MAIMCHT, KaK OMUCAHO 3/IeCh, MPEII0Y-
TUTENBHO YEJIOBEK, CTpagaronuii quadeToM (B 4aCTHOCTH, CTpaNalonuili TuabeToM 2 THIA IMAIUEeHT); BKITIoYas,
HampuMep, MarMeHTa, UMEIOMIETr0 WM HaXOIIIETOCs MO/ BRICOKHM PHUCKOM CEePACYHO-COCYAUCTOTO /MM TO-
YEeYHOTO0 MHKPOCOCYAHCTOTO 3a00JIeBaHMS, TAKOTO KaK, HAPUMEp, HMAMEHT C BBICOKHUM COCYIHCTBIM PHCKOM
(manpumep, ¢ BeICOKHM prckoM CC coOBITHI), HalIpUMep, KaKk OMMUCAHO 3]IeCh; TAKOHM Kak, HalpuMep, IMalueHT B
COOTBETCTBHH I10 MEHBIIIEH Mepe ¢ OJHUM M3 BAPHAHTOB OCYIIECTBICHUS 1-6 Wi 1-7, KaK OMMUCAHO 3/1eCh.

Hacrosmee nzobperenue, KpoMe TOro, OTHOCHUTCS K CTIOCO0aM JICUEeHHS WIH (TepaleBTHYECKIM FITH TPO-
(bMITaKTUYECKUM WM 3alllUTHBIM) CIOcO0aM WIIM MPUMEHEHUSIM, KaK OIHCAHO 31eCh, COJEPXKAIIUM BBEICHUE
(HampuMep, OMHOBPEMEHHO, Pa3/ICNbHO WM IOCICA0BATEIbHO) A(()EKTUBHOTO KOJIUYECTBA JIMHATIHUITHHA U
TeJIMUCApPTaHA MAIUCHTY (B YACTHOCTH, IAIIUCHTY-YEIIOBEKY), KOTOPBIA B 3TOM HY)KIACTCs, TAKOMY Kak, HalpH-
Mep, MAIUCHT, KaK OIHCAHO 37eCh, MPEIIOYTHTEIFHO YEJIO0BEK, CTPaNaroIiuil quabeToM (B YaCTHOCTH, CTpa-
JArOIUi TuabeToM 2 TUIa MAIlMEHT); BKI0Yasi, HAPUMEp, MAIllMeHTa, UMEIOMIETr0 WM HAXOISIIETr0ocs O] BbI-
COKHM PHCKOM CEPJICYHO-COCYAUCTOTO H/WIH MOYSYHOTO MUKPOCOCYIUCTOTO 3a00JIEBaHUs, TAKOTO KaK, HAMIPH-
Mep, MaIUeHT ¢ BHICOKHM COCYIHCTBIM PHUCKOM (Harpumep, ¢ BBICOKAM puckoM CC coObITHIT), HapuMep, KaKk
OTIHCAaHO 3[IeCh; TaKOH Kak, HAIPUMeEp, MAllHeHT B COOTBETCTBUHU MO MEHBINIEH Mepe C OJHUM U3 BAPHAHTOB OCY-
miecTBiaeHns 1-6 uan 1-7, Kak OIMCaHO 34€ECh.

Kpome Toro, HacTostiee n300peTeHre OTHOCUTCS K cIioco0y Tepanuu (HarpuMmep, JedeHus, Mpo(IakTh-
KM, 3aIATH) TaleHTa (B YaCTHOCTH, MAIMEHTa-4eIOBeKa, KOTOPBIH MOXKET CcTpajgaTth OT nuabera, Hampumep,
muabeta 1 Tuna wim quabera 2 tuna wim LADA, B yacTHOCTH OT quabeta 2 THNA); TAKOTO Kak, HampuMmep, ma-
IIUCHT, UMCIOIIMIA WM HAXOJSIIMKACS O BEICOKHM PHUCKOM CEPIICYHO-COCYAUCTOTO /WM IMOYECYHOTO MHUKPO-
COCYIIUCTOTO 3a00JICBaHMUs, TAKOW KaK, HAIIPUMEP, MAIIMECHT C BEICOKAM COCYAUCTBHIM PHCKOM (HAIpPUMEp, C BbI-
coknM puckom CC coOBITHIT), HATIPUMEDP, KaK OMHCAHO 37ICh; B YACTHOCTH MAI[UCHT B COOTBETCTBUU 10 MCHb-
e Mepe ¢ OAHUM U3 BapUaHTOB OCYIIECTBICHUS 1-6 miu 1-7, Kak OMMCaHO 3/e€Ch; TAKOM Kak, HallpuMmep, ma-
LHEHT, UMEIOIIHIHA

KakK albOyMUHYPHIO (HampuMep, MAKPO- WM MaKpoalbOyMHHYPHIO), TaK U MPEAMIECCTBYIONIEe MaKpOCO-
cynucroe (HampuMmep, Kapauo- WK HepedpabHO-COCYIMCTOe) 3a0oseBaHue (Takoe Kak, HampuMep, HH(apKT
MHUOKap/ia, HieMudeckasi 00J1e3Hb cepAmna, (MIIEMUIEeCKUN WM TeMOPparndecKuii) HHCYIIbT, 3a00JIeBaHIe COH-
HBIX apTepHi W/ UK 3a00JIeBaHIe TIEPUPEPUUSCKUX apTEPHI), W/HITH

(érroe mm cpegHee) Hapymenne GyHkuu nodek (Hampumep, XbII 1, 2 unu 3 cragum, Takas, kak XbI1
1, 2 craguu (n€rkoe HapylIeHWE) WU CTaAUH 3a (HapyIIeHHe OT JIETKOTO J0 CPEIHEr0), MPEeAMOUYTUTEIHHO C
pCK® >45-75 mi/mun/1,73 M%) ¢ MakpoansGyMHHypHeit, 60

(cpennee wmu cepré€3noe) Hapymenue GyHkiwn mouek (Hanpumep, XBI1 3 wiu 4 cramun, Takas, kak XbI1
cTamuu 3b (HapyIIeHHE OT CPEIHETO J0 CePhE3HOT0) WK 4 cTanuu (cephE3HOE HAPYIICHHE), TPEATIOYTUTEIHHO
¢ pCK® 15-45 m/mun/1,73 M%), ¢ umi 6e3 Kakoi-mu60 anpOyMHHYpHH (Takoil Kak, HAIPHMED, C MM 6e3 MUK-
PO- WITH MaKpOaTbOyMHUHYPUH );

IIPHU TOM YKa3aHHBIN CIIOCOO COACPIKUT BBEICHHE MAIMCHTY d(P(PEKTUBHOTO KOJIUYCCTBA JHHATIUITHHA,
HEOoO0s3aTeTbHO B KOMOWHAIIMK C OJHUM KU OOJIBIIMM KOJIMYECTBOM JIPYTHX aKTHBHBIX BEIICCTB (TaKHX Kak,
BBIOpaHHBIE U3 TEX, KOTOPHIE ONKCAHBI 3[1eCh BBIIIC WM HIDKE; HAPUMEp, BEIOpAaHHBIE U3 APYTUX MIPOTHBOIMA-
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OETHYECKUX CPE/ICTB, aKTUBHBIX BEIIECTB, KOTOPHIE CHI)KAIOT YPOBEHb Caxapa B KPOBH, aKTHBHBIX BELIECTB,
KOTOPBIC CHIDKAIOT YPOBEHB JIUMHJIOB B KPOBH, aKTHBHBIX BEHICCTB, KOTOPHIC MOBHIMNAOT ypoBeHb JIBIT B kpo-
BHU, aKTHBHBIX BEIIECTB, KOTOPHIE CHIKAIOT apTepHaIbHOE JaBJICHHE, aKTHBHBIX BEIIECTB, KOTOPHIE YKa3aHBI B
JICYCHUH aTePOCKIIEpO3a WIH OKUPEHHS, W/MIN aKTUBHBIX BEIIECTB, KOTOPHIE YKa3aHBI B JICYCHUHU WIH TPOQH-
nakTuke oCHOBHBIX CC COOBITHH, H/WITM aHTHATPETAaHTHBIX CPEACTB W/HIT AaHTHKOATYJITHTOB).

Kpowme toro, HacTosmiee n300peTeHrne OTHOCHUTCS K CITOCO0Y

MPOGUIAKTHKH, 3aIIUTHl OT, CHIYKEHUS PUCKA W/WIIM OTKJIAaJBIBAaHUS BO3ZHUKHOBEHHUS KapAHO- WU Lepeo-
PaBHO-COCYIUCTOTO 3a00JIeBaHNUSA MM COOBITHS, TAKOTO KaK, HaIpHMep, BEIOPAHHOTO M3 CMEPTH 10 MPHINHE
cepaeuHo-cocyauctoit (CC) naronorun (BKitoyasi paTanbHBIH MHCYIBT, (aTanbHBIH MH(PAPKT MUOKapaa 1 BHE-
3aIlHyI0 CMepTh), HeaTaJbHOro MHCYNbTa, HedaransHoro nHdapkra Muokapaa (MM) (6eccummnromusiii UM
MOXeT OBITh NCKIJIIOYEH) U TOCIIMTAIN3aLUH 110 TIOBOY HECTAOMIbHOW CTEHOKApIUH; 1

MPO(GUIAKTHKY, 3aIMUTHI OT, CHIDKCHHS PUCKA ¥/HITH OTKJIabIBAHUS BOSHHUKHOBCHHUS TOYCYHOTO MHKPOCO-
CYAMCTOTO 3a00JIEBaHMs, TAKOTO KaK, HAIpUMep, BEIOPAHHOTO U3 CMEPTH OT 3a00JIeBaHUs [TOYEK, TEPMUHAIBHOM
CTaJM1 MOYEYHOI HEIOCTATOYHOCTH W CHIDKEHHS PacdEéTHOM CKOPOCTH KITyOOUYKOBOW (uibTpanmu (Harmpumep,
pCK® >50% 0T MCXOAHOTO YPOBHS);

y manueHTa (B 4aCTHOCTH, MallHeHTa-ueI0BeKa, KOTOPBIH MOXKET CTpagaTh OT Anabera, HarmpuMep nuadera
1 Tuma wim auabera 2 tuna win LADA, B 9acTHOCTH OT auabeTa 2 THMa), KOTOPBIA B 3TOM HYXKIAaeTcs,

BKITIOYAst, HANpHUMep, MAaIMeHTa, WMEIONIET0 WM HAXOMASAIIETOCS IO/ BBICOKHMM PHCKOM CEpACYHO-
COCYIUCTOTO W/WJIH MTOYETHOTO MUKPOCOCYIUCTOTO 3a00JIeBaHM, TAKOTO KaK, HalPHMeEp, MAIlMEeHT C BEICOKUM
COCYIMCTBIM PUCKOM (HAIpumep, ¢ BBICOKUM puckoMm CC coObITHI), HApUMED, KaK OMUCAHO 3/IeCh; TAKOW Kak,
HapuMep, MMallMeHT B COOTBETCTBUH 110 MEHBIICH Mepe ¢ OJHHM W3 BapHAHTOB OCymiecTBICHHA -6 mimm 1-7,
KaK OIHMCaHO 3/1ECh;

TaKO¥ KaK, HAllpUMep, MAIUCHT, IMCIOIIHN

KaK anpOyMHHYPHUIO (HAlIpUMEpP, MUKPO- MM MaKpoalbOyMHHYPHIO), TaK M MPEANICCTBYIONICE MaKpOCO-
cyamcToe (HampuMep, KapIuo- WM IepeOpabHO-cocyIucToe) 3abosieBaHne (Takoe Kak, HaupuMep, WHPAPKT
MHOKap/a, uilleMu4eckasi 00Jie3Hb cepaa, (MIEeMUYECKHH I reMOpparndeckuil) HHCYIJIbT, 3a00IeBaHHE COH-
HBIX apTepuii u/nnm 3a0oseBaHue nepuepuuecKux apTepuil), H/umm

(érroe M cpegHee) Hapymienne GyHkuy nodek (Hanmpumep, XbII 1, 2 unu 3 cragum, Takas, kak XbI1
1, 2 craguu (n€rkoe HapylIeHWE) WU CTaAUH 3a (HapyIIeHHe OT JIETKOTO J0 CPEIHEr0), MPEeAMOUYTUTENHHO C
pCK® >45-75 mn/mun/1,73 M) ¢ MakpoansOyMuHypHeii, 1160

(cpennee mn cephE3noe) HapymeHue GyHKIU mouek (Hampumep, XbBI1 3 wim 4 cranguu, takas, kak XbI1
craguu 3b (HapylIeHne OT CPEIHETO 10 CEPhE3HOT0) WK 4 cTaanu (CephE3HOe HAPYIICHHE), TPEIMTOYTHTEIHHO
¢ pCK® 15-45 mu/mun/1,73 M%), ¢ win 6e3 Kakoi-IinGo ansGyMUHyprH (TAKOH KaK, HAIPUME, C HIIH 663 MHK-
PO- WIIH MaKpOTLOyMHHYPHH );

coJieprkallieMy BBeZeHHE ManueHTy 3(p(eKTHBHOrO KoJIM4YecTBa JIMHATINITHHA, He00sM3aTeNbHO B KOMOU-
HAIlMK C OJHHUM WU OOJIBIIMM KOJUYCCTBOM JPYTUX aKTHBHBIX BEICCTB, HAMIPUMED, BRIOPAHHBIX U3 JAPYTHX
MPOTHBOAHAOCTUICCKUAX CPEJCTB, aKTUBHBIX BEIIECTB, KOTOPHIC CHIYKAIOT YPOBEHb Caxapa B KPOBH, aKTHBHBIX
BEILIECTB, KOTOPBIC CHIDKAIOT YPOBEHb JIMMHAOB B KPOBH, aKTUBHBIX BEIIECTB, KOTOPHIC MOBBIMIAIOT YPOBEHb
JIBII B KpOBH, aKTHBHBIX BCIIECTB, KOTOPHIC CHIDKAIOT apTepPHATbHOC TaBIICHUE, aKTHBHBIX BEIIECTB, KOTOPHIC
yKa3aHBl B JICYCHUH aTEPOCKIICPO3a WU OKUPCHUS, W/WIN aKTUBHBIX BEHICCTB, KOTOPHIC yYKAa3aHBI B JICUCHUH
nnu nipodunakTrke ocHOBHBIX CC COOBITHIA, W/WITM aHTHATPETAHTHBIX CPEICTB U/WIIM aHTUKOATYJISTHTOB.

Kpowme Toro, HacTosmiee n300peTeHrne OTHOCHUTCS K CITOCO0Y

MPOGMIAKTHKY, 3aIIUTHl OT, CHIDKEHUS PUCKA W/WIIM OTKJIAaIBIBAaHUS BO3HMKHOBEHHUS KapAHO- WU Lepeo-
PaBHO-COCYIUCTOTO 3a00JIeBaHNUA MM COOBITHS, TAKOTO KakK, HalpHMep, BEIOPAHHOTO M3 CMEPTH 110 MPHUINHE
cepaeuno-cocyauctoit (CC) maronornu (BKIOYast (aTaIbHBINA WHCYIBT, (haTalbHBIH HHOAPKT MHOKapAa U BHE-
3aIlHyI0 CMEpTh), HeaTaabHOro MHCYNbTa, HedaransHoro nHdapkra Muokapra (MM) (6eccummnromusiii UM
MOXeET OBITh NCKIJIIOYEH) U FOCIIMTAIN3aLNH 110 TIOBOY HECTaOMIbHOW CTEHOKApIUH; U

MPO(GUIAKTHKY, 3AIMUTHI OT, CHIDKCHHS PUCKA ¥/HITH OTKJIbIBAHUS BOSHHUKHOBCHHUS TIOYCYHOTO MHKPOCO-
CYAMCTOTO 3a00JIEBaHMs, TAKOTO KaK, HAIpUMep, BEIOPAHHOTO U3 CMEPTH OT 3a00JIeBaHUs [TOYEK, TEPMUHAIBHOM
CTaJMU MOYEYHOI HEOCTATOYHOCTH W CHIDKEHHS PacdEéTHOM CKOPOCTH KITyOOUKOBOW (uibTpanmu (Harmpumep,
pCK® >50% 0T ncxXoIHOTO yPOBHA);

y manueHTa (B Y4aCTHOCTH, MAllUCHTA-UeIOBEKA, KOTOPBIA MOKET CTpagaTh OT Auadbera, HampuMep nuadera
1 Tuna wim nuadera 2 Tuna win LADA, B 9acTHOCTH OT quabeTa 2 TUNa), KOTOPBIA B 3TOM HYXIaCTCH,

BKITIOYAsi, HANpHUMep, MAIMeHTa, WMEIOMIET0 MM HAXOMASAIIETOCS IO/ BBICOKHMM PHUCKOM CEpACYHO-
COCYIHCTOTO W/HJIH MTOYETHOTO MUKPOCOCYIUCTOTO 3a00JIeBaHMS, TAKOTO KaK, HalPHMEp, MAIlMeHT C BEICOKUM
COCYIMCTBIM PUCKOM (HAIrpumep, ¢ BBICOKUM prckoM CC coObITHI), HApUMED, KaK OMUCAHO 3/1eCh; TAKOW Kak,
HaIpuMep, IMallMeHT B COOTBETCTBUH 110 MEHBIICH Mepe ¢ OJHHM W3 BapHAHTOB OCymiecTBICHHA 1-6 mimm 1-7,
KaK OIHCAaHO 37eCh;

TaKO¥ KaK, HallpUMep, MAIUCHT, IMCIOIIHN

KaK anbOyMHHYPHUIO (HAIIpUMEpP, MUKPO- MM MaKpoalbOyMHHYPHIO), TaK M MPEANICCTBYIONIEE MaKPOCO-
cyamcToe (HampuMep, KapIuo- WM IepeOpabHO-cocyIucToe) 3abosieBaHne (Takoe Kak, HaupuMep, WHPAPKT
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MHOKap/a, uiieMrieckasi 00Jie3Hb cepa, (MIEeMUYECKHH I reMOpparndeckuil) HHCYJIbT, 3a001eBaHHE COH-
HBIX apTepuil u/nnm 3a0oseBaHue epuepuuecKUX apTepuil), H/uiu

(nérroe M cpenHee) Hapylenne GyHkuu nodek (Hampumep, XbII 1, 2 unu 3 cragum, Takas, kak XbI1
1, 2 craguu (n€rkoe HapylIeHUE) WU CTaAuH 3a (HapyIIeHHe OT JIETKOTO J0 CPEIHEr0), MPEeAMOUYTUTENHHO C
pCK® >45-75 mn/mun/1,73 M) ¢ MakpoansOyMuHypHeii, 1160

(cpennee mn cephe3noe) HapymeHue GyHKIU mouek (Hampumep, XBI1 3 wm 4 cranguu, takas, kak XbI1
craguu 3b (HapylIeHne OT CPEIHETO 10 CEPhE3HOT0) WK 4 cTaanu (CephE3HOe HAPYIICHHE), TPEIMTOYTHTEIHHO
¢ pCK® 15-45 mu/mun/1,73 M%), ¢ win 6e3 Kakoi-iGo ansOyMUHyprH (TaKOH KaK, HAIPUMED, C HIIM 6E3 MHK-
PO- WIIH MaKpOTLOyMHHYPHH );

coJeprkalleMy BBEICHHE MalUeHTy 3()()eKTHBHOTO KOINYECTBA JIMHATIMITHHA U, HEOOs3aTENbHO, OTHOTO
WM OOJIBIIETO KOJIMYECTBA APYTUX NMPOTHBOIMAOETUUECKUX CPEACTB, BHIOPAHHBIX W3 TPYIIIBI, COCTOSIIEH M3
MeT(hopMHHa, CYITb()OHUIMOYEBIHBI, HATETIIMHIA, PENarIvHUIA, THA30IUIMHANOHA, aronncTa PATIII-ramMmma,
MHrHONTOpa anb(a-rioKo3uIas3bl, HHCYJIMHA WIK aHayiora WHCyiauHa, a takke ['TII-1 wmm ananora I'TII-1, u,
HeoOs13aTeNIbHO, B KOMOWHALIMKM C OJHUM WJIM OOJBLIMM KOJMYECTBOM JIOMOJIHUTEIBHBIX aKTHBHBIX BEIIECTB
(Hanpumep, AnypeTHYecKoro cpeacTsa, nHrnoutopa AII® n/unm BPA, Takoro kak, Harpumep, TeIMHCapTaH).

Kpome Toro, Hactosiee U300peTeHre OTHOCHUTCSA K omnpeaenecHHoMy uHruomtopy AIIII-4, mpemmodru-
TENBHO JIMHATTIUNTHHY (HE00S3aTebHO B KOMOMHAINY C OAHUM MM OOJIBIINM KOJTMYIECTBOM APYTUX AKTHBHBIX
BEIIECTB), NMPEeIHA3HAYEHHOMY JIJIsl IPUMEHEHUs B JICUCHUN AHa0eTUYeCKOW He(QPONaTHH, B YaCTHOCTH Auabe-
THYECKOW He(POIIATHH C TMOBBINIEHHBIM KPEATHHUHOM B CHIBOPOTKE KpOBHU WM MpoTeuHypueit (>300 mr/meHs), y
MAUECHTOB, CTPAJAIOMNX NHAa0eTOM 2 THIA, TAKUX KaK, HApUMEp, MAIUEHTbl, UMEIOMINE WM BXOMAIINE B
TPYIIy PHCKa KapJuo- WIN IepeOpabHO-COCYIUCTOTO W/WIIH TOYEYHOTO (MHUKPO)COCYAUCTOTO 3a00JIeBaHMS,
COOBITHS, OCJIOKHEHHUSI WIIM TIATOJIOTHYECKOTO COCTOSIHHUS, TaKHMe, KaK ONHMCAHO 3Jlech (Takhe Kak, Harpumep,
MaUEeHTHI C BBICOKUM COCYIHCTBIM PUCKOM, HallpuMep, Kak ONPeeNICHO 3/1€Ch); TAKHE KaK, HallpuMep, TalieH-
TBHI B COOTBETCTBUH I10 MEHBILIEI Mepe ¢ OJJHUM N3 BAPHAHTOB OCYIIECTBICHUS 1-6 min 1-7, Kak ONHMCaHoO 3/1€Ch.

Kpome Toro, Hacrosimiee M300peTeHHE OTHOCHTCS K ompenencHHomy uHruOuropy JAINI-4, npexmourn-
TEJILHO JIMHATIIUITUHY (HE00s3aTeIbHO B KOMOMHAINY C OXHUM HIIM OOJIBIINM KOJIMYECTBOM JAPYTUX AKTHBHBIX
BEILIECTB), NPEIHA3HAYCHHOMY JIsl IPUMEHEHUS BO BPEMs JICUEHHS MIIM CH)KEHHS ajbOyMUHYpUH M anade-
THYECKOI HedpomaTuu, B AOMOJHEHHE K TEpalWd WHTHOWTOPOM aHTHOTEH3MH-NPEBPAINAIOIEro (epMeHTa
(ATI®) n/unum Tepanuu G1okaTopoM perenropa anruoteHsuHa I (BPA), mpeanoYTuTensHo Y CTpalalonuX Iua-
6eToM 2 THIa MAIMEHTOB, TAKUX KaK, HAPUMEp, MalUCHTHI, IMEIOIIIE WIN BXOSIIUE B IPYIILY PUCKa KapIHo-
WIH [epeOpabHO-COCYIUCTOTO W/MIIM TOYEYHOTO (MHUKPO)COCYAMCTOTO 3a00JIeBaHUS, COOBITHS, OCIOKHEHUS
WY TIaTOJIOTWHYECKOTO COCTOSIHUSA, TAKHE, KaK ONMCAHO 3A€Ch (TaKkue Kak, HalpUMep, MAIUEHThI C BBICOKUM CO-
CYAMCTBIM PHCKOM HallpuMep, KaK ONPEIEIICHO 3/eCh); TaKUe KaK, HalpUMEp, NMAIMEHThl B COOTBETCTBUH IIO
MEHBIIEH Mepe ¢ OJHUM U3 BapUaHTOB OCYLIeCTBIECHUs 1-6 min 1-7, kak OMUCAHO 3/€Ch.

Kpome Toro, Hacrosimiee M300peTeHHE OTHOCHTCS K ompeneneHHomy uHruOuropy AINI-4, npexmourn-
TENILHO JIMHATIIUITHHY (HE00s3aTeIbHO B KOMOMHAIINY C OXHUM HIIM OOJIBIINM KOJIMYECTBOM JAPYTUX aKTHBHBIX
BEILIECTB, TAKUX Kak, Hanpumep, bPA nmn narudurop AII®D, Hanpumep, ¢ win Oe3 JOMONHUTEIFHON CTaHAAPT-
HOHM 0a30BOI Tepariy, Takol Kak, Harpumep, ¢ npuMeHenueM HAII® wimm BPA), npennazHauyeHHOMY [UIsl TIpHU-
MEHEHHS B NMPOQHUIAKTHKE, CHHKEHHH PHUCKA WIIM BEPOATHOCTH, WM OTKJIAABIBAHUS Hadala WM 3aMEIUICHHA
MPOTPECCUPOBAHUS MTOYEYHOTO TATONOTHYECKOTO HAPYIICHUS M/WIM CMEPTHOCTH, IMPEANOYTHUTEIBHO y CTpa-
JAOUIMX JUabeToM 2 THMa MalMeHTOB, TAKUX KakK, HAIPUMEp, HMALUCHTHI, HMCEIOIINE UM BXOIAIINE B TPYIILY
pHUCKa KapJIuo- WK IepeOpaabHO-COCYAUCTOTO H/WIH IMOYeYHOTO (MUKPO)COCYAUCTOTO 3a00JIeBaHus, COOBITHS,
OCJIO>)KHEHUS WJIN MTATOJIOTHYECKOTO COCTOSIHUS, TaKHE, KaK OMHCAHO 37eCh (TaKHUe KakK, HalpUMep, NMAIlUeHTHI C
BBICOKHM COCYANCTBIM PHUCKOM, HAaIpUMeEp, KaK OIPEAEICHO 3[eCh); TaKHe Kak, HallpuMep, MalHueHThl B COOT-
BETCTBHMH 110 MEHBIICH Mepe C OJHIM U3 BapHAHTOB OCYyIIeCTBICHHA 1-6 mimu 1-7, KaK OnMCcaHo 311eCh.

Kpome Toro, Hacrosimiee M300peTeHHE OTHOCHTCS K ompenencHHomy uHruOuropy JAINI-4, npexmourn-
TENIFHO JIMHATIIUITHHY (HE00s3aTeIbHO B KOMOMHAIINY C OAHUM WIIM OOJIBIINM KOJIMYECTBOM JAPYTUX aKTHBHBIX
BEILIECTB), TIpeTHa3HAYEHHOMY JUIsl IIPUMEHEHUs BO BpeMsl JICUCHUs], NPO(MIAKTHKH, CHIPKCHHSI PUCKa IIH OT-
KJIaJpIBaHUs] Havyaia WM MPOTPECCHPOBaHMs AnabeTHIeckoi HeponmaTu, MUKPO- WM MaKpoalb0yMHUHYPHH,
xponunueckoit 6omeznun nouek (XbII), yxymmenus XBII, n/mnm octpoit noueyHoi HEIOCTATOYHOCTH, MPEIIOoY-
TUTENBHO Yy CTPaJaloIuX I1a0eToM 2 THIIa MAIMEHTOB, TAKUX KaK, HAIPUMED, MalMCHTHI, HMEIOIINE WIN BXO-
JISITIAE B TPYIITY PUCKA KapaHo- WU IepeOpaabHO-COCYAUCTOTO W/WIIH TTOYEIHOTO (MUKPO)COCYIAUCTOTO 3a00-
JIeBaHUs, COOBITHS, OCIIOKHEHUS WIIM MAaTOJIOTHYECKOTO COCTOSIHMS, TAKHE, KaK OMHCAHO 31eCh (Takue Kak, Ha-
IpUMeEp, MALUCHT C BBICOKUM COCYIHCTBIM PHCKOM HalpHUMEp, KaK ONpPEIETICHO 37eCh); TAKHE KaK, HalpuMmep,
MAIUECHTH B COOTBETCTBUY 110 MEHBIIEH Mepe ¢ OTHUM U3 BAPHAHTOB OCYIIECTBICHNUS 1-6 min 1-7, Kak omucaHo
371€Ch.

Kpome Toro, Hacrosimiee M300peTeHHE OTHOCHTCS K ompenencHHomy uHruOuropy JAINI-4, npexmourn-
TENIFHO JIMHATJIUITHHY (Heo0s3aTeIbHO B KOMOMHAINY C OAHUM HIIM OOJIBIINM KOJIMYECTBOM JAPYTUX aKTHBHBIX
BEILIECTB), IpeIHAa3HAYEHHOMY JUI IPUMEHEHHS C [EJIbI0 CHIDKEHUS pUCKA WM OTKJIa(bIBAaHHS Hadaja WU Mpo-
TPECCUPOBAHUST MUKPO- WJIM MakpoalnbOyMHHYpHH, Hadajda XpoHH4eckod Ooseznu nouek (XBII), yxyamenus
XbI1, Hayana ocTpoi MOYEYHOH HEAOCTATOUHOCTH M/MIIM CMEPTH, NMPEITOYTHTENIBHO Y CTPaJalonIuX AnadbeTom
2 TWIa MalKueHTOB, TAKUX KaK, HAPUMeED, MAIlMeHThl, MMEIOIINE I BXOAAIINE B TPYIILY PHCKa KapAnuO- HIH
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1epe0paIbHO-COCYIUCTOTO W/WIHM TIOYEYHOro (MHKPO)COCYANUCTOTO 3a00JIeBaHUs, COOBITHS, OCIIOXXHEHHS HIIH
MaTOJIOTMYECKOT'0 COCTOSHMS, TaKHe, KaK OIMUCAHO 3/1ech (Taknue Kak, HallpuMep, IMaleHThl C BBICOKUM COCY/IHU-
CTBIM PHCKOM, HallpuMep, KaK ONpPeNeNIeHO 371eCh); TaKue KaK, HapuMep, MalHeHTH B COOTBETCTBUH MO0 MEHb-
e Mepe ¢ OJHUM M3 BApUAHTOB OCYIIECTBICHUS 1-6 win 1-7, Kak OMMUCaHO 3/1eCh.

Kpome Toro, Hactosiee U300peTeHre OTHOCHUTCS K ompeaeneHHoMy uHruomtopy AIIII-4, mpemmodru-
TEJNBHO JIMHATIMIITHHY (Heo0s3aTeNbHO B KOMOMHAIIMN C OTHIM HJIM OOJIBIIMM KOJIHYECTBOM JAPYTHX aKTHBHBIX
BEIIIECTB, TAKUX KaK, HAIPUMEp, OJHO WM OOJbIIee KOJTMYECTBO MPOTHBOAMAOCTHYECKHUX CPEICTB, W/WIN HeE-
00s13aTeTbHO B KOMOWHAITMH C OJHUM HJIH OOJIBIIAM KOJIMYECTBOM JOITOJHHUTEIBHBIX aKTUBHBIX BEIIECTB, TAKIX
KaK, HallpuMep, OJHO WX OOJIbIIIee KOJIMIECTBO aHTHATPETaHTHBIX CPEICTB, IPOTHBOTUIICPTCH3UBHBIX CPEJICTB
W/WITM TUTIOJUITACMIICCKUX CPEICTB) JUIS IPUMEHECHUS B IPO(IIAKTHKE, CHIDKCHIH PUCKA WK OTKIIABIBAHUN
Havala WU 3aMEUICHHH MPOTPECCUPOBAHMS MOYCYHOTO MMATOJOTHYSCKOTO HAPYIICHUS /MU CMEPTH, TaKOM
KaK, MpO(UIAKTHKA, CHIKCHUC MU OTKJIaJbIBAHUC Hayalla WU MPOTPECCHPOBAHUS MHUKDPO- WJIH MaKpOalb0y-
MHUHYPHH, Hadana XpoHndeckor Ooneznu nouek (XBII), yxynmenus XbII, n/uian Hauana octpoii moyeyHoi He-
JIOCTATOYHOCTH W/WJIM CMEPTH, B YACTHOCTH y MAI[MEHTA-YCIIOBEKA, NMEIONICTO AUA0ET, B YACTHOCTH CaXapHBIH
IuabeT 2 THma, W/HIH UIS IPIMEHEHHUS BO BPEMs JICUCHHUS, CHIDKCHHS, TPOQIIAKTHKH, CHIDKEHUS pPUCKA, OT-
KJIaIbIBAaHUS HAYajia WM 3aMEUICHUS MIPOTPECCUPOBAHIS aNbOYMUHYPHH (MUKPO- WM MaKpOAJTHOYMHUHYPHIH)
Wn 1rabeTuaeckoi HepomaTHy, B YaCTHOCTH Y TMAIMEeHTa-4eI0BEeKa, MMEIOMIero AnabeT, B YaCTHOCTH caxap-
HBIH nuabeT 2 THIA; TAaKOTO KakK, HallpUMep, MAIlHeHT, NMEIOMNN WM BXOAAIINNA B TPYIITYy PUCKA KapIro- W
1epeOpaTbHO-COCYTUCTOTO W/WIH TIOYEYHOTO (MHKPO)COCYAUCTOTO 3a00JIeBaHMsI, COOBITHS, OCIOXHEHUS FITH
MIATOJIOTHYECKOTO COCTOSHUS, TAKOTO, KaK OMMMCAHO 37eCh (TAaKOrO KaK, HalpUMeEp, MAIlMEeHT C BBICOKHM COCYAH-
CTBIM PUCKOM, HalpuMep, Kak OINpPEAETIeHO 371eCh); TAKOTO KaK, HalpHMep, MAlMeHT B COOTBETCTBHU 110 MEHB-
et Mepe ¢ OHUM U3 BApUAHTOB OCYILIECTBICHUA 1-6 miun 1-7, Kak ONMuUCcaHo 3€Ch.

Kpome Toro, Hacrosimiee M300peTeHHE OTHOCHTCS K ompeneneHHomy uHruOuropy AINI-4, npexmourn-
TEJNBHO JIMHATIUIITHHY (He00s3aTeIbHO B KOMOWHAIIMY C OJTHUM HITU OOJIBIIIMM KOJIMYSCTBOM JPYTHX aKTHBHBIX
BEIIECTB), MPEAHA3HAYCHHOMY JUIS NPUMCHEHHUS B CIIOCOOE JICUCHUs, MPO(MIAKTUKH, 3alIUTHl OT, CHUKCHUS
pHCKa, OTKJIaABIBAHNS BOSHUKHOBEHHS WIIH 3aMEIJICHUS IPOTPECCUPOBAHHUS

Kap/ano- WIX [epedpantbHO-COCYIUCTOTO 3a00IeBaHM, OCIIOKHEHHS WIH COOBITHS, TAKOTO Kak, HAIPAMED,
BBEIOpAHHOTO W3 CMEPTH IO NpuuuHe cepaecdHo-cocyauctor (CC) maromorun (BKIIOYas (aTabHBIN WHCYJIBT,
(daranpHBI WHPAPKT MUOKapAa M BHE3ANHYIO CMEPTh), HedaTraapHOTO HWHCYNbTa, HedaTraabHOro HH(papKTa
muokapna (M) (6eccumntoMubiii UM MokeT OBITh HCKIIIOUEH) M TOCIUTAIM3AINH IO TIOBOY HECTAOMIBHON
CTEHOKAPJINH, U/ AN

MOYEYHOTO MHKPOCOCYANCTOTO 3a00JICBaHUS WIIM OCJIO)KHEHHUS, TAKOTO KaK, HalpuMmep, BRIOPAaHHOTO M3
Hedponatuu, (MUKpO- MM Makpo)als0yMHUHYpHH, XpoHHdeckoil 6onesnu nmovek (XBII), cmeptn oT 3a0oeBa-
HUS TIOYCK, TEPMHUHAIBHONW CTaJMU MOYCHYHOW HEJJOCTATOYHOCTH, HAPYIICHUS (DYHKIMH ITOYEK ¥ CHMKCHHUS pac-
4€THOM CKOPOCTHU KITyO0uKOoBO# (punbTpanuu (Hanpumep, ¢ pPCKD >50% ot ucxogHOTO YpOBHS);

Y HaIMeHTOB (B YaCTHOCTH, MAIUCHTOB-IIFOICH, KOTOPhIC MOTYT CTPaaaTh OT Auadera, HanmpuMep, nuadera
1 Tuma win auadera 2 tuma win LADA, B yacTHOCTH OT quabeta 2 Tuma), KOTOPBIE B 3TOM HYXIAIOTCS, TIPE/I-
MOYTHTEBHO Y CTPAJAIONINX NHA0CTOM 2 THUIA MAIMCHTOB, TAKUX KaK, HalpHMEp, MAUCHTHI, UMCIOIINEC WA
BXOJIAIIIIE B TPYMIY PUCKa KapauO- WIH IepeOpaibHO-COCYANCTOTO W/WIHM TIOYEYHOTO (MHKPO)COCYAHCTOTO
3a0oJeBaHns, COOBITHS, OCIIOKHEHUS FITH MTATOJIOTHIESCKOTO COCTOSTHHSA, TaKKe, KaK OMHCAaHO 3/1eCh (Takue Kak,
HaIpUMep, TaIMeHTHl ¢ BRICOKHM COCYAHMCTBIM PHCKOM, HaIpuMep, KaK ONpPEeNeNeHo 31eCh); TaKue Kak, HallpH-
Mep, TAIMeHTH B COOTBETCTBUH 10 MEHBIICH Mepe C OAHWM M3 BapHAHTOB OCYIIECTBICHHUS 1-6 mmm 1-7, xak
OTIHMCAaHO 3[IECh; W/WIH, HApUMeEp, MAMeHTHl C HEAOCTATOYHBIM KOHTPOJIEM albOyMUHYpHH, HECMOTPS Ha Tepa-
MUIO ¢ MMPUMEHEHHEM MHTHOWTOpa aHTHOTEH3WH-TIpeBpamaronero ¢pepmenta (AIID) n/mumu O6mokaTopa perer-
topa auruorensuna Il (bPA);

B YaCTHOCTH, YKa3aHHBIH CIIOCO0 COICPIKUT BBeACHUE manueHTy uHruouTopa JAI1I1-4 B KoOMOMHAIINY C WH-
THOMTOPOM aHTMOTEH3MH-TIpeBpamaroniero ¢epmenta (AIID) n/mmm Gnokaropa peuenropa aHrnoreHsuHa [I
(BPA).

Kpome Toro, Hacrosiiee m300peTeHne OTHOCHTCS K omnpexaeneHHomy mHruOuropy JIII'1-4, npeamoyrn-
TEJNBHO JIMHATIUIITHHY (He00s3aTeIbHO B KOMOWHAIIMY C OJTHUM HITU OOJIBIIMM KOJIHMYSCTBOM JPYTHX aKTHBHBIX
BEIIECTB, TAaKWX KakK, HAlpUMep, APYrue MPOTHBOAUAOETHUYECKHE CpelcTBa, w/minu BPA, w/wim wHTHOHUTOP
AII®), nmpexHa3HAYeHHOMY [UIS NIPUMEHEHHS B MPOQIIAKTHKE, 3aIIUTe OT, CHIDKEHUH PHCKA WM OTKJIAIbIBa-
HUHM Hadajla WIA 3aMeIUICHHH MPOTPECCHPOBAHMS TTOYEYHOTO W/MIIA CEePIEYHO-COCYANUCTOTO MATOJIOTHIECKOTO
HApYIICHUS W/WIA CMEPTHOCTH, IPEANOYTHTEIHHO KaK MOYEYHOT0, TaK U CEPACYHO-COCYIAUCTOTO MaTOIOTHIe-
CKOTO HapylICHUS W/HIM CMEPTHOCTH, MPEAMOYTHTENFHO Y CTPAAIONINX AMa0eTOM 2 THIIA MAIlMEHTOB, TAKHX
KaK, HallpuMep, MAIUCHTHI, HMCIOIIHNE WM BXOJSIINE B TPYIITY PUCKA KapAHo- WK LepeOpatbHO-COCYAUCTOTO
W/ TTOYEYHOTO (MUKPO)COCYAUCTOTO 3a00€BaHMs, COOBITUS, OCJIOKHEHHS WIN IaTOJIOIMYECKOI0 COCTOSHMS,
TaKue, KaK OIKCAHO 37eCh (TaKue Kak, HalpUMep, MAIMCHTHI ¢ BRICOKHM COCYIHCTBIM PHCKOM, HAIpUMeEp, Kak
OTIpEJIeTICHO 3/IECh); TaKKe KaK, HallpHUMep, MaIleHTHl B COOTBETCTBUH MO0 MEHBIIEH MEpe C OJTHUM M3 BapHAHTOB
ocyuiecTBIeHHsT 1-6 wiau 1-7, KaK OMMCaHO 3/1€Ch; W/WIIH, HAIIpUMEp, MalUeHTHI C HEJOCTAaTOUYHBIM KOHTPOJIEM
ANBOYMUHYPHH, HECMOTPS Ha TEPAIHIO ¢ IPUMCHEHHEM WHTHOMTOpA aHTMOTECH3WH-TIPEBPAIIAIONICTo pepMeHTa
(AT1®) n/unm 6nokaropa penenropa anrunoteHsuHa I1 (bPA).
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Kpome Toro, Hacrosimiee M300peTeHHE OTHOCHTCS K ompeneneHHomy uHruOuropy AINI-4, npexmourn-
TEJNBHO JIMHATIUITHHY (He00s3aTeIbHO B KOMOWHAIIMY C OJTHUM HITU OOJIBIIIMM KOJIHMYSCTBOM JPYTHX aKTHBHBIX
BEIIIECTB), IPEAHA3HAYCHHOMY I IPUMEHEHHUS BO BPEMs JICUCHUS, MPO(UIAKTUKH, CHI)KCHUS PUCKA I OT-
KJIaIBIBAaHMS Hadala WIA MPOTPECCHPOBAaHUS He(POMaTHH, MUKPO- WM MaKpoadbOyMHHYPHH, XPOHHYECKON
6one3nn mouek (XBIT), yxymamenus XbII, Hapymenus GyHKIIAN TTOYEK W/ HIH OCTPOU MOYEHHON HETOCTATOTHO-
CTH, TIPEAMIOYTHTEIBHO y CTPAJAIONINX TuabeToM 2 THIa MAalMeHTOB, TAKUX KakK, HAlpUMep, IMallUeHThI, IMEIO-
Mye WIM BXOMSIIHME B TPYNIy pPHCKAa Kapano- WIN IepeOparbHO-COCYIUCTOTO W/HMIM IIOYEYHOTO (MHK-
po)cocyaucToro 3ab0IeBaHus, COOBITHS, OCIIOKHEHHS MU MaTOJIOTHIECKOTO COCTOSIHUS, TaKUe, KaK OMHCAHO
3/1ech (Takue Kak, HalpUMep, MAIlMEeHTH ¢ BEICOKAM COCYAHMCTBIM PUCKOM, HANpPUMEp, KaK ONPEIEICHO 3/1eCh);
TaKWe KaK, HalpuUMep, MalUeHTH B COOTBETCTBUU 110 MECHBIIICH Mepe C OJTHUM H3 BAPUAHTOB OCYIIECTBICHUS 1-6
win 1-7, Kak OMHICaHO 3]I€Ch; W/ BKITFOYAsl, HATIPUMED, MTAIIMCHTOB C HEJJOCTATOYHBIM KOHTPOJIEM albOyMUHY-
pYH, HECMOTpPS Ha TEPalui0 ¢ NPUMCHEHHEM HHIHOWUTOpa aHTHOTCH3WH-TIpeBpamiammero ¢epmenta (AIID)
u/unm 6iokaropa perenropa anruorensuna 11 (bPA); B yacTHOCTH yKka3aHHEIN CIOCOO CONEPKUT BBEICHHUE T1a-
meHTy uHruoutopa JI1I1-4 B komOuHay ¢ MHrHOMTOPOM aHTMOTEH3MH-TIpeBpaniaomero gpepmenra (AIID)
n/unm Gokaropa penenropa anruotensuHa I1 (bPA).

Kpome Toro, Hactosiee u300peTeHre OTHOCHUTCS K omnpeaencHHoMy uHruomtopy AIIII-4, mpenmodru-
TEJNBHO JIMHATIMITHHY (Heo0s3aTeNbHO B KOMOMHAIIMN C OTHIM HIIM OOJIBIIMM KOJIHYECTBOM JAPYTHX aKTHBHBIX
BEIIIECTB), PEIHA3HAYCHHOMY JJIsl IPIMEHEHHSI C [eNIBI0 CHIDKCHHS PUCKA WIIM OTKJIaAbIBAaHMS Hadasa MIH TIpo-
TPECCUPOBAHUS MUKPO- HIIM MaKpoadhbOyMUHYpPHUH, Hadajla XpoHHYecKoi Oone3nu mouek (XbII), yxymmeHnus
XBI1, Hagama ocTpoi MOYeUHON HEAOCTATOYHOCTH W/WIJIM CMEPTH, MPEATIOYTHTEIHHO Y CTPATAIONINX AHA0ETOM
2 TWmNa MAIUCHTOB, TAKUX KaK, HAIIPUMEp, MAllMCHTHI, IMCIOIINE WU BXOJSIINE B TPYIILY PUCKA KapAHO- WIH
1epe0paIbHO-COCYIMCTOTO W/WIIM TIOYEYHOTro (MHKPO)COCYANUCTOTO 3a00JIeBaHUs, COOBITHS, OCIOXHEHHS HIIH
MATOJIOTHYECKOTO COCTOSIHUS, TaKKe, KaK OMKCAHO 3]IeCh (Takue KakK, HalPUMEDp, MAIUCHTHI C BBICOKHM COCY/IH-
CTBIM PHCKOM, HAIIpUMEp, KaK OMPEIEIICHO 3/ICh); TaKUEe KaK, HAPUMEp, MAIlMECHTH B COOTBETCTBUH MO MCHb-
el Mepe ¢ OJJHMM W3 BAPHAHTOB OCYIICCTBICHUS 1-6 wiu 1-7, Kak OMHCAHO 3/1Ch; W/WIHM BKJIIOYAs, HATIPUMED,
MAIIMEHTOB C HEIOCTATOYHBIM KOHTPOJIEM albOYMUHYPHH, HECMOTPS Ha TEPANHIO C IPUMEHEHHEM WHTHOUTOpa
aHTHOTeH3WH-TIpeBparnaromero gepmenta (AIID) u/unu Giiokaropa penentopa anrnorensuna I1 (BPA); B wact-
HOCTH YKa3aHHBIN c1oco0 coaep KHUT BBeneHWe narnuenty uaruoutopa JII1-4 B koMOWHAIIMN C HHTHOUTOPOM
aHTHOTeH3WH-TIpeBparnarmero gepmenta (AIID) n/umm 610katropoMm perieniropa anruoteHsuHa 11 (BPA).

Kpome Toro, Hactosiee M300peTeHre OTHOCHUTCS K omnpeaeneHHoMy uHruomtopy AIIII-4, mpenmodru-
TEJNBHO JIMHATIMIITHHY (He00s3aTeNbHO B KOMOMHAIIMN C OJTHUM HIIM OOJIBIIMM KOJIHYECTBOM JAPYTHX aKTHBHBIX
BEIIIECTB, TAKUX KaK, HAIIPUMEP, OJJHO WK OOJbIICe KOTMYECTBO MPOTHBOAHAOCTUYCCKUX CPEJICTB, /WU HE-
00513aTeNIbHO B KOMOWHAITUY C OJHUM FJTH OOJIBIIAM KOJIMYECTBOM JIOMOJTHUTEIBHBIX aKTUBHBIX BEIICCTB, TAKHX
KaK, HaIpuMep, BEIOpaHHBIC U3 aHTHATPETaHTHBIX CPEJICTB, MPOTUBOTUIICPTCH3UBHBIX CPEJCTB H/WIM TUIIOH-
MUIEMUYCCKUX CPEJICTB), MPEAHA3HAYCHHOMY JUIS IIPUMEHEHUS B MPO(UIAKTHKE, 3aIMUTE OT, CHIDKCHUH PHCKa
WIX OTKJIabIBAHUU HaYaja WIN 3aMEIUICHUU MPOTPECCUPOBAHUS IMOYCYHOTO W/WIIK CePACYHO-COCYIAUCTOrO Ta-
TOJIOTHYECKOTO HAPYIICHUS W/WIH CMEPTH, MPEAIOYTUTEIFHO KaK IMOYECYHOTO, TaK U CEPACYHO-COCYIHCTOTO
MATOJIOTHYECKOTO HapyIICHUS W/WIM CMEPTH, B YaCTHOCTH Yy MalMEHTa-9eJ0BeKa, CTPaJaromero oT anabera, B
YaCTHOCTH OT caxapHoro auabdera 2 Tuma,

TaKOT0 Kak, HallpuMep, MAaIMeHTH, IMEIOIIIE MM BXOASIINE B TPYIITy PUCKa KapaAno- WiH epedpaapHo-
COCYIHMCTOTO W/WIH TIOYEHIHOTO (MUKPO)COCYANCTOTO 3a00JIeBaHMs, COOBITHS, OCIOKHEHUS WU TIATOJIOTHIECKO-
TO COCTOSIHHUS, TaKWe, KaK OMMCAHO 3AeCh (Takue Kak, HalpuMep, MAIlHCHTHI ¢ BEICOKUM COCYAHCTBIM PHCKOM,
HaNpUMep, KaK ONpPEEIICHO 3/ICh); TaKUe KaK, HAPUMEp, MAIMEHTH B COOTBETCTBUH MO MECHBIICH Mepe ¢ OI-
HUM W3 BapUAHTOB OCYIICCTBICHHS 1-6 min 1-7, Kak OMUCAHO 3/€Ch; TAKUE KaK, HAPUMEp, MAIUCHTHI, TTOJIBEP-
raroruecs (TEKyIIei) Tepaniy ¢ MPUMEHCHHEM aHTHATPETaHTHOTO CPECTBA, TAKOTO KaK, HAIPUMEp, alleTHIICa-
JUIAIOBAask KUCJIOTA, W/WIH MMOJABEpraromuecs (TeKylieid) Tepanuy ¢ MPUMEHCHHEM MPOTHBOTHIICPTCH3UBHOTO
CpeICTBa, TAKOTO Kak, Hanmpumep, uaruourop AIID, BPA, Oera-0okatop, 0JIOKaTOP KANIBIHUCBBIX KAaHAIOB WA
JTUYPETHIECKOE CPEIICTBO, H/HIIH MOIBEpraromuecs (TeKyIei) Tepanuy ¢ MPUMEHEHUEM THITOJTUITHIEMHYECKOTO
CpeICTBa, TAKOTO KaK, HanpuMep, Gpudpart, HUAIIMH WINA CTATHH; WM UX KOMOWHAITHH.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS, MPOJOJDKUTEIBHOCTD JICUCHHSI C IPUMEHEHHUEM OIIpeIeIIeH-
Horo wHruouropa /III1-4, B 4acTHOCTH JWHATIMNTHHA (TIPEANOYTUTEIHLHO 5 MT B JIeHb, KOTOPBIH PUHUMAIOT
nepopanbHO, He00s3aTeIbHO B KOMOMHAIIMH C OJHUM WK OOJBIINM KOJHYECTBOM APYTUX aKTHBHBIX BEIHICCTB,
HaIpUMep, TAKUX KaK Te, KOTOPBIE OMHMCAHBI 3/1eCh) B TEPallMd B COOTBETCTBHH C HACTOSIINM H300pETCHHEM
(Taxoit Kak, HampUMep, KOTOpast BKIFOYAeT WM OTHOCHUTCS K MEPBUYHON MM, B YACTHOCTH, K BTOPHYHON TIPO-
¢unaktuke CC COOBITHIT) MOXKET MPEACTABIATE COOOU MPOTOIDKUTEIFHBIN TIEPHO BPEMECHU (HAIIPUMED TaKoU
KakK, OIMICAHO 37ICh), TaK, YTOOBI ONTHMHU3HPOBATH KAPAUO- W/WIM HE(PPOIPOTCKTUBHYIO TEPANUIO H/WIH YIy4-
IIMTh CEPIICYHO-COCYAUCTOC W/WIIM TIOYCYHOE MATOJIOTHICCKOS HAPYIICHHE W/YIH CMEPTHOCTh y TallMeHTa-
YEIIOBEKa, B YACTHOCTH CTPAJAIONICTO OT Auadera 2 THIA MAI[MEHTA-YeJIOBEeKa; TAKOTO KaK, HampuMep (C LeNbio
BropuuHOU mpodunaktukd CC coObITHI), Y TMalMEHTa, UMCIOIIETO WM HaXOJSAIIETOCs MOJ BBICOKHM PUCKOM
CEep/ICYHO-COCYAUCTOTO W/MIIM OYEYHOTO MUKPOCOCYAUCTOTO 3a00JIeBaHus, TAKOTO KaK, HalpuMep, MalyeHT ¢
BBICOKMM COCYIUCTBIM PHCKOM (TaKoe, KaK OTMCAHO 3]1€Ch); TAKOH KaK, HAI[PpHUMep, MAIFEHT B COOTBETCTBUH T10
MEHBIIIEH Mepe ¢ OHUM W3 BapUAHTOB OCYIIECTBICHUS 1-6 i 1-7, Kak ONMMCaHO 37€ECh).
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Hanpumep, Tepanust B COOTBETCTBHU C HACTOSIINM M300pETEHHEM MOXET OTHOCHTHCS K MPOJOIDKUTEIb-
HOCTH JICYCHUS, COCTABIISIONICH 0 MEHbBINEH Mepe 3 Toja, ¢ MPUMEHEHHEM ompeeieHHoro uaruouropa JI1I1-
4, B 4aCTHOCTH JIMHATIMINTHHA (TIPEINOYTUTENFHO 5 MT B JIeHb, KOTOPHIH NPUHUMAIOT IIEPOPaIHHO, HE0Os3a-
TEJBHO B KOMOWHAITMH C OJHUM FUTH OOJBIINM KOJUYECTBOM JPYTUX aKTHBHBIX BEIIECTB), Ul MEPBHYHON HIH
BropuyHOH npodunaktuku CC COOBITHH, HITN JJIs1 CHIDKCHHS WX PUCKA.

B kxadecTBe TOTONHUTENHFHOTO MMPUMEPA TEPAITHS B COOTBETCTBUH C HACTOSIIIUM HM300pETEHHEM MOXKET OT-
HOCHUTBCS K TMPOJODKUTEIFHOCTH JICUCHHUS, COCTABIIIONICH IO MEHBIIEH Mepe 3 Tofa, ¢ MPIMEHEHHEM OIpee-
neraHoro warnouropa JII1-4, B 9acTHOCTH JIMHATJIANITHHA (TIPEATOYTUTEILHO 5 MT' B JICHb, KOTOPBIH MPUHUMA-
0T NEepOpaIbHO, HEOOA3aTeNIbHO B KOMOMHAIIMK C OJHUM WJIN OOJIBIINM KOJMYECTBOM JPYIHX aKTHBHBIX Be-
IIECTB), /ISl IEPBUYHON MM BTOpuyHOW npodmtakTukn CC coObITHH (MM CHIKEHUS UX pUCKa), (Harmpumep,
10 MeHbIeH Mepe 3-4 roa uiam 5 -6 JIeT B cilydae BTOPHYHOM NpoduIakTHKY, TT0 MeHbIIel Mepe 3-6 yieT wim 7-
10 ner B ciydae MEpBUYHON MPOPUIAKTHKY), HAPUMED, C LENBbI0 YMCHBIICHUS, MPOQPIIAKTHKY, 3aIUTHI OT,
OTKJIaIbIBaHUs (HAIIPUMED, BOSHUKHOBEHUS WJIM TPOTPECCUPOBAHUs) W/vin cHUkeHus pucka: CC matonoruyue-
cKoro HapymieHus w/mmm (npexxaeBpemenHoil) CC cMepTHOCTH, TaKMX Kak, HalpHMep, OJHO Win Oolee, BbHI-
OpaHHOE M3 CMEPTH TI0 IPUYHUHE CEPIECIHO-COCYANCTON MAaTONOTHH (HanmpuMep, GpaTaabHbI HHDAPKT MUOKapaa,
(aTampHBIN WHCYNBT, (DaTabHas cepAeyHast HeIOCTATOYHOCTh, KapAMOTEHHBIN 0K, WJIM BHE3aITHAsl CeplIedHas
cMepTh), HeaTanpbHOTO MHPAPKTa MUOKap/a, HehaTATLHOTO HHCYJIbTA (HAIIpUMep, (BHYTPUIEPEITHOTO) TeMOp-
Parm4ecKoro WIH HETeMOPParndecKoro WHCYNbTA, W/WIH OSCCHMIITOMHOTO WM CHMIITOMHOTO) W/WJIA HEcCTa-
OWIBHOM CTEHOKapIuU (HaImpHUMep, TOCITUTAIN3AINH TI0 TIOBOY HECTaOMIIBHON CTEHOKApIWH), W/WITH, Heo0s3a-
TEJIHHO, CTAOMIIBHON CTCHOKAPINH, TPAH3UTOPHOHN HIIEMHUYECKON aTakH, 3aCTOMHON CepIeTHON HEeI0CTaTOYHO-
CTH, NPOLIEAYP PEBACKYJIApH3aUUK MepH(EPUUIECKUX COCYIOB W/WIIM MPOLEAYP PEBACKYJISIPH3ALUN BEHEUHBIX
apTepHii (Takoro Kak, HarpuMep, TOCIUTAIN3AINS [0 OBOY JF000r0 U3 yKa3aHHbBIX MAaTOJIOIMYECKUX Hapyle-
HUH).

B onHOM BapmaHTe OCYyIIECTBJIEHHS Tepanusi B COOTBETCTBUH C HACTOSIIINM H300pPETEHHEM MOXKET OTHO-
CHUTBCSI K TIPOJOJDKUTEIHHOCTH JICUEHHs, COCTAaBIISIONICH 10 MeHbIIeH Mepe 3-4 rosa, ¢ NpUMEHEHNUEM Ompe/ie-
neraHoro warnouropa JII1-4, B 9aCTHOCTH JIMHATJIANITAHA (TIPEATOYTUTEILHO 5 MT' B ICHb, KOTOPBIH MPUHUMA-
0T MEPOPaIHHO, HEOOS3aTEIHPHO B KOMOMHAIIMN C OJHUM WM OOJBIINM KOJMYECTBOM JAPYTHX aKTUBHBIX Be-
mecTB), A BropuaHoi nipodunaktuku CC coOBITHH (MITH CHYDKEHHUS WX PUCKA).

B omHOM BapmaHTE OCYIIECTBIICHHUS TEpanus B COOTBETCTBHH C HACTOAIINM H300pETEHHEM MOXKET OTHO-
CUTBCS K MPOIOJDKUTEIHLHOCTH JICUSHHSI, COCTABIIAIONICH 110 MEHbIIEH Mepe 3-6 JeT, ¢ IpUMEHEHHEM OIpese-
neraHoro warnouropa JII1-4, B 9acCTHOCTH JIMHATJIMNITAHA (TIPEATIOYTUTEIILHO 5 MT' B JICHb, KOTOPBIH MTPUHUMA-
0T NEepOpaIbHO, HEOOA3aTeNIbHO B KOMOMHAIIMK C OJHUM WJIN OOJIBIINM KOJMYECTBOM JPYIMX aKTHBHBIX Be-
IIeCTB), 1151 tepBuYHON podmnakTrku CC coOBITHI (NI CHY)KEHHS X PUCKA).

B nonomHuTensHOM BapHaHTE OCYIIECTBICHHS, TEPAIMsl B COOTBETCTBUH C HACTOSIINM H300pETCHHEM
MOXET OTHOCHTBCS K MPOJIOJDKUTENEHOCTH JICUSHHUS], COCTABIISIIONIECH 10 MEHbIIEH Mepe 5-6 JieT, ¢ IpUMEHEHH-
em onpeaeneHaoro narudutopa JAII1-4, B yacTHOCTH NMHATIMNTHHA (IPEANOYTUTEIBHO 5 MT B JICHb, KOTOPBIH
MPUHUMAIOT TIEPOPATEHO, HEOOSI3aTeIbHO B KOMOWHAIIMY C OJHUM WJIH OOJBIINM KOJIMYECTBOM IPYTHX aKTHB-
HBIX BEIIECTB), Il BTOpUIHON TipoduinakTukd CC coOBITUH (MU CHIDKEHUS UX PHCKA).

B nmomomHUTENHHOM BapHaHTE OCYIIECTBICHUS, TEPANUs B COOTBETCTBHH C HACTOSAIIMM H300peTeHHEM
MOJKET OTHOCHUTHCS K IPOIOJKUTEIBHOCTH JICYUSHHUS, COCTABIIONIEH 10 MeHbIIeH Mepe 7-10 set, ¢ mpuMeHeHH-
eM omnpenenenHoro naruoduropa JII1-4, B 9acTHOCTH TMHATIUNITAHA (TIPEATOYTUTEIHHO 5 MT B JIeHb, KOTOPBIN
MPUHUMAIOT TIEPOPATEHO, HE0OS3aTeIbHO B KOMOWHAIINY C OJHUM WM OONBIINM KOJIMYECTBOM APYTHX aKTHB-
HBIX BELIECTB), It nepBHUYHOI npoduinakTuky CC coObITHH (MITH CHIKCHUS HX PUCKA).

[MepBuunas npodunakruka CC coObITHH, HapUMeEp, MOXKET OTHOCHTHCS K 3alIMTe OT (MJIM CHUIKEHHIO
pucka) pa3BuTus 3a00JI€BaHMsl, y TAKUX MAI[EHTOB, CEP/LE U COCYIBI KOTOPBIX SIBJIAIOTCS 310pOBBIMU. Bropmy-
Hast npodunakTuka CC coOBITHH, HATPUMEDP, MOKET OTHOCHUTHCS K OTKJIAIBIBAHUIO Havaja, K 3aMEIUICHUIO, UIIH
K 3a1mre oT (MM CHIKEHHUIO PUCKA) MPOTPECCHPOBaHUS 3a00JIEBaHNUs, Y TAKUX MAIIMEHTOB, KOTOPHIE BXOJST B
rpymmy pucka CC coObituii/3aboneBanue, nim umeror CC 3aboneBanue.

WNuarundurop AIT1-4 B TOHUMaHUU HACTOSIIETO H300PETEHUS BKIIIOYAET, HE OTPAaHUYNUBASICh HMH, JIFOOOH 13
uarnouropos JII1-4, ymoMSHYTHIX 3[1e€Ch BBIIIE U HIKE, IPEAMOYTHTEIBHO aKTUBHBIX IIPH IEPOPATFHOM BBE-
nenun uaruouropos JI1T1-4.

B mepBoM BapmaHTe OCyIIeCTBICHHS (BapuaHT ocymiecTBieHus A) mHruourop AIII-4 B KOHTEKCTEe Ha-
CTOSIIIIETO U300pETeHMSI TPEACTABISIET coOoit moooi naruouTop JAIIT-4 dopmymst (1)

o] ==
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i popmynsr (I1)
Jo =
R1< ~.—N
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wm popmysst (11I)
0 =
R1 \N/U\\ N//
J @V
07 N
| CN ,
i popmynst (IV)
0 =
R1 \N/u\ N//
N
CN

b

rae R1 ob6osnagaer ([1,5]HadTupuanH-2-un)MeTHi, (XUHA30JIUH-2-WIT)METHI, (XHHOKCATNH-6-MIT)METHII,
(4-MeTHIIXUHA30JIMH-2-WT)METWI,  2-InaHoOeH3uN,  (3-MaH-XUHOJNWH-2-WI)METWI,  (3-IMaHOTMUPHINH-2-
WI)METHI, (4-METHINMUPUMHINH-2-UIT)METII WK (4,6-TUMETHIITHPUMUITH-2 -1JT)METHIT;

R2 o0o3Hagaer 3-(R)-amuHONIHMIIEpMANH-1 -1, (2-aMHHO-2-METHIIIPOITIIT)METHIIAMHUHO U
(2-(S)-aMuHOTIPOIIMIT) METHIIAMUHO,

WM ero GpapMareBTHUECKH IPUEMIIEMYIO COJIb.

UYro KkacaeTcsi IEPBOT0O BapHaHTa OCYILECTBICHHUS (BapUaHT OCYLIECTBICHHS A) IPEAIIOYTHTEIILHbIE HHTH-
ourtopsr JI1I1-4 npencrasisiror coOoli M00bIe WM BCE M3 CIETYIONIMX COSAMHEHUH M MX (papMaleBTHYECKH
HpUEMIIEMBIE COJTH:

1-[(4-MeTHIXUHA30JIMH-2 -1 )MeThI | -3-MeTh-7-(2-0yTrH- 1 -um)-8-(3-(R)-amuHOIMTIE pUIMH- | -111)-
kcanTuH (cp. WO 2004/018468, mpumep 2(142)):

1-[([1,5]HadTupuaun-2-nn)metui]-3-metui-7-(2-0ytun- 1 -mn)-8-((R)-3-amuHomunepuvH- 1 -1ir)KCaH THH
(cp. WO 2004/018468, mpumep 2(252)):

0 =
X N\ N N//
LA A
N~ T 07N N
l NH
1-[(xuHa30MH-2-AI)MeTHI |-3-MeTHII-7-(2-0yTrH- 1 -1i1)-8-((R)-3-aMuHOTIMTIIE pU M H- | -VIJT) KCAHTHH (cp.
WO 2004/018468, mpumep 2(80)):

—
Seperte

NH,
2-((R)-3-amuHONIMTIEpUIKH- | -I/IJI)-3—(6YT—2—I/IHI/IH)—5—(4-MeTI/IHXI/IHaSOIII/IH—Z—I/IHMCTI/IH)—3 ,S-auruapo-
nmuaazo[4,5-dJmupunasuna-4-ou (cp. WO 2004/050658, anMep 136):

N =
o o -Q

1-[(4-MeTHUITXHA30INH-2 -FJT)METHII |-3 -MeTHn-7-(2—6yTHH- 1-m1)-8-[ (2-aMHHO-2 -ME THIIIIPOITHIT ) METHIT-
amuHo [kcaHTHH (cp. WO 2006/029769, mpumep 2(1)):

o] //
eI
N T N \—ﬂ

1-[(3-1naHOXUHOMUH-2-MT)METHII -3 -MeTHIT-7-(2-0yThH- 1 -11)-8-((R)-3 -aMmuHOTUTIEpUTUH- | -WIT)KCAHTHH
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(cp. WO 2005/085246, mpumep 1(30)):

N
I =
N ? N/
XN
Y X
OB N/HQ
| NH,

1-(2-nnano6en3wn)-3-meTmi-7-(2-0ytun- 1 -mr)-8-((R)-3-aMmuaonumepuanH- 1 -Ai1)KCaHTHH (cp.
WO 2005/085246, mpumep 1(39)):
N

; { 0 //
X \N N
T X
Z O)\N N
| NH,

1-[(4-MeTHITXMHA30INH-2 -1 )METHI |-3-MeTHII-7-(2-0yThH- 1 -111)-8-[ (S )-(2-aMHUHOTIP OTIHIT ) ME THIIAMIHO | -
kcauTHH (cp. WO 2006/029769, npumep 2(4)):

) //
= N\‘ﬁ/\N)tN /
X | N o)\N | N/>‘N\_\

I NH,

1-[(3-manOTIUpUANH-2-1)MeTH |-3-MeTui-7-(2-6yTiH- 1 -1m1)-8-((R)-3 -aMuHOoIMMIIe py M H- | -7JT) KCAHTHH

(cp. WO 2005/085246, nmpumep 1(52)):
N
Il o} //
E\ ’\NJE%_Nﬁw>
N o’)\N N/ _<
M | NH,

1-[(4-MeTHIUpUMHUINH-2 -1 )MeThN | -3-MeTh-7-(2-0yTuH- 1 -ui)-8-((R)-3 -amuHonmunepuanH- 1 -
nn)kcaatuaM (cp. WO 2005/085246, mpumep 1(81)):

o} =
NY\N - //
| =N A\ '\ />_Ni ;
o” N
| NH,
1-[(4,6-muMeTHIIMTUPUMHUIUH-2 -1 )MeTH | -3 -MeTh-7-(2-0ytrH- 1 -um)-8-((R)-3 -amuHONMIMATIEpHIHMH- | -

nn)kcantud (cp. WO 2005/085246, mpumep 1(82)):
o}

N.. P N/
I N OQ\N | N/>—N
l NH,

1-[(xuHOKCATHH-6-IT)METHI |-3-MeTHI-7-(2-0yTuH- 1 -11)-8-((R)-3-amMmuaonunepuanH- 1 -uim)kcantud  (cp.

WO 2005/085246, npumep 1(83)):
o] //
I
4
)
| NH,

VYkazannele naruoutopsl JII1-4 oTiauyaioTcs OT CTPYKTYPHO COMOCTaBUMBIX WHTHONTOpOB JIIII-4, Tak
KaK OHH COYETal0T UCKIIOUUTENbHYIO 3()()EKTUBHOCTh U JUIUTEIBHOE ACHCTBHE ¢ O1IaronpusTHRIME (apMaKoio-
THYECKAMH CBOWCTBAMH, PELIENTOPHYIO CEJICKTUBOCTh M OJIATONPHUATHBIA MPOQHIb MOOOYHOTO NEHCTBHS, WU
NPUBOAST K HEOXHUIAHHBIM TEPANCBTUYECKUM MPEUMYILECTBAM MM YIY4IICHHSM, KOTJla NX KOMOWHHUPYIOT C
JIpYyrUMH  (apMaleBTUYECKH aKTUBHBIMM BeIeCTBaMM. IIX W3roTOBIEHHE pPacKpbITO B  YHOMSHYTBHIX
MyOJIMKALUSX.

Bo BTOpOM Bapuante ocymiecTBieHHs (BapuaHT ocymiectsieHus B), uaruburop /AI1I1-4 B koHTEKCTE Ha-
CTOSIIIETO N300peTeHus npeacrasisier codoit nurnoutop AI1I1-4, BEIOpaHHBINH U3 TPYNIIEL, COCTOSIIEH U3 CUTAr-
JWMIITHHA, BUIAATIUITHHA, CAKCATJIMIITHHA, aJOTIMIITHHA, TEMUIIINITHHA, OMApUIVIUIITHHA, 3BOTJINITHHA,
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(29)-1-{[2-(5-MeTun-2-penunn-okcazon-4-ui)-3THIaMHHO | -ALlE€THT } -
HIHPPOIHAUH-2-KapOOHUTPHIA,

28)-1-{{1.1,-IameTun-3-(4-NUpUIUH-3 -UT-UMHU 1a30J1- | -HUT)-IPONUIIAMHHO |-
aIleTHJI } -ITHPPOJIM I H-2-KapOOHUTPH A,

(8)-1-((25,35,11bS)-2-Amuno-9,10-gumerokcu-1,3,4,6,7,1 1 b-rekcarungpo-2H-
nupunof2,1-alu3o0xuH0IUH-3-11)-4-QTOPMETHII-TUPPOJIUIUH-2-0Ha,

(3,3-Hudpropnupponugun-1-un)-((2S,4S)-4-(4-(MupuMHEIHH-2-UIT)IHOEpaA3UH- 1 -
WIT)HPPOJNUANH-2-HT)METAaHOHa,

(1((3S,4S)-4-amuno-1-(4-(3,3-qupropnupponu gun-1-un)-1,3,5-tpuazun-2-
HJ)IHAPPOIUAUH-3-11)-5,5- 1 Topnunepuint-2-0Ha,

(2S,45)-1-{2-[(3S,1R)-3-(1H-1,2,4-Tpurazoi- 1 -HIMETH ) HHKIIONEH THIAMHEHO |-
anernn}-4-propnupponuuH-2-kapOOHUTPHIIA,

(R)-2-[6-(3-AMuHO-tUnEpUANH-1 -11)-3-MeTHI-2,4-110KCO-3,4-qurugpo-2H-
NHPHUMHAUH- 1 -rimMeTHn]-4-prop-OeH30HUTPHU A,

5-{(S)-2-{2-((S)-2-1lnaso-nuppoau iuH-1 -1m1)-2-0X0-3TUIAMHHO | -IpOTIHI § -5-
(1H-teTpaszon-5-un)-10,11-guruapo-SH-nubenn3sola,dJuukiorenten-2,8-
JUKapOOHOBOH KHCIOTHI OHC-TMMETHIIAMH A,

3-{(28.,4S)-4-[4-(3-MeTui-1-dennn- 1 H-nmupaszon-5-un)nunepasun-1-
W | IAPPOTUANE-2-HIKapOOHUI } THA30IHIHHA,

[(2R)-1-{[(3R)-nupponuauH-3-UJIaMHHO |alleTH]I } TUPPOJIHAUH-2-HI1|6OPOHOBOH
KHCJIOTBIA,

(28.,4S)-1-[2-[(4-3roxkcukapOboHIIOHITHKI0[2.2.2 |oKT- | -un)amuHo JaneTin | -4-
¢ TopnUppOIHAKH-2-KapOOHUTPHIA,

2-({6-[(3R)-3-amuno-3-MeTninunepuann- 1 -mi}-1,3-numeTun-2,4-11okco-
1,2,3,4-terparunpo-SH-nuppono[3,2-d | nupuMutus-5-1i1 } MeTHI)-4-
¢$TopOEeH30HHUTpHNIA,

6-[(3R)-3-amuno-unepuaun-1-unl-5-(2-xnop-5-prop-6ensun)-1,3-numerni-1,5-
JUrHIpo-nuppoiof3,2-djnupumunnu-2,4-11MoHa, 1

(S)-2-metunnupazonof1,5-a]JnpuMuauH-6-kap6oHoBo# kKucaOTH {2-[(2-

HHUAHOITUPPOTHINH- 1 -HT)-2-0KCOITHIAMUHO |-2-METHIIIIPOIIHII } aMH 1A,

WK X (apMareBTHIECKH TPUEMIIEMOH COJIH.

Bonee mpenmourutensubiii narudutop JINI1-4 cpemu ynoMsiHyThIX BbIie wHTHONTOpOB [II1I1-4 BapnanTa
OCYIIECTBIICHHUSI A B COOTBETCTBHHM C 3THM H300pETEHHUEM TIPEACTABISICT CO00M 1-[(4-MeTHII-XMHA30JINH-2-
nn)Metnn|-3-mermn-7-(2-0yrus- 1 -nn)-8-(3-(R)-amuHOIUTIEpUINHU- | -MIT)KCAHTHH, B YaCTHOCTH €ro CBOOOIHOE
OCHOBaHHE (KOTOPBIH TaK)ke M3BECTHBIN Kak JTMHATIUNTHH uin Bl 1356).

WNuruburop AII1-4 B COOTBETCTBHU C 3TUM H300PETEHUEM MOXKET OBITH BBIOPAH W3 TPYIIIBI, COCTOSIICH
W3 JTUHATIUITHHA, CUTATJUITHHA, BIIAATIUNTHHA, AJOTIMIITHHA, CAKCATJIUITHHA, TCHEIUTIUITHHA, aHATIIHII-
THHA U TEMUTIIUNTHHA, WIKA (papMaIleBTUIECKU MPUESMIIEMOI COJM OJTHOTO M3 YIIOMSHYTHIX 37€Ch HHTHOUTOPOB
AIIII-4, nnu ux npojexapcTsa.

B wacrnoctu, npeanoururensubiid naruoutop AI1I1-4, Ha KOoTOpBIi cineayeT oOpaTHUTh BHUMaHKE B 3HaUe-
HUHW HACTOSIIETO U300peTeHNs, IPeACTaBIAeT co00H MMHArMNTHH. TepMuUH "THHATTHANTAH", KOTOPBIHA UCITOJIb-
3YIOT 3/1€Ch, OTHOCUTCS K JIMHATIUITHHY W ero (papMaIleBTHICCKH IPUEMIIEMOH COJH, BKIIIOYasi €ro THAPATHI
1 COJIbBATHI, a TAKXKE €r0 KPUCTAUINIeCKUe (POPMBI, TIPEATTOYTHTEIHLHO JIMHATIUIITHH OTHOCHTCS K 1-[(4-MeTwiT-
XUHA30JIMH-2-WT)MeTH|-3-MeTuin-7-(2-0ytun- 1 -un)-8-(3-(R)-amunonmmnepunn- 1 -nn)kcantuny. Kpucrammnae-
ckue Gopmbl onrcanbl B WO 2007/128721. CriocoObI M3rOTOBJICHHUS JIMHATIIMTITHHA OTIMCAHBI, HAIIPUMEP, B 3a-
siBKax Ha noxydenue mareara WO 2004/018468 u WO 2006/048427. JIMHATTUOTHH OTINYACTCS OT CTPYKTYPHO
cornocTtaBUMBIX HHIHOUTOpOB III1-4, MOCKONBEKY OH COYETACT UCKIFOUUTEIBHYIO0 3()()EKTUBHOCTh M JITHTEIb-
HOE JICHCTBHE C ONArompUATHBIMU (papMaKOJIOTHYCCKIMU CBOWCTBAMH, PEICITOPHYIO CEIICKTUBHOCTh M OJIaro-
TOPUATHBIN TPOQIITH MOOOYHOTO NCHCTBHUS, UK MIPUBOJNUT K HEOXKUJAHHBIM TEPAIIEBTUICCKUAM MPEUMYIIECTBAM
WY YITyYIICHNSIM B MOHO- WJIM IBOWHOM MM TPOHHOM KOMOMHUPOBAaHHOI Teparuu.

Bo n3bexanue KaKux-Mu00 COMHEHUH, PACKPBITHE KXKIOTO U3 MPEABIIYIINX U CICIYOIIUX TOKYMEHTOB,
MPOIMTHPOBAHHBIX BBIIIE B CBSI3M ¢ YKa3zaHHBIME uHruOuTopamu JI1I1-4, mpu 3TOM BKIIFOYEHO B 3TOT AOKYMEHT
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MIOCPE/ICTBOM CCBUIKH BO BCEH €T0 MOJIHOTE.

OmuH BapuaHT OCYIICCTBICHUS B COOTBETCTBUH C 3THM H300pETCHHEM OTHOCHUTCS K mHruouropy JI1I1-4,
MOIXOIAIEMY IUIS IPUMEHEHUS CPEIH NMAalMeHTOB, I/Ie YKa3aHHBIE MAIMeHTHI, KPOME TOTO, CTPAIaioT OT 3a00-
JIeBaHUSA MOYEK, TTOYCYHON AUCOYHKINN WA HapyIICHUS (YHKIIUH IOYEK, KOTOPHIH B YaCTHOCTH OTIMYACTCS
TeM, 9TO yKazaHHbIi uHruOuTop JIII1-4 BBOAST yKa3aHHBIM TAIMEHTaM B TEX K€ J103aX, YTO M TMAIUCHTaM C
HOpMAaJbHOH (yHKIHEH TOYeK, TAKUM 00pa3oM, HallpuMep, HeT HEOOXOIMMOCTH B CHI)KEHUH JI03BI YKa3aHHOTO
naruouTopa JIII1-4 B cmyyae HapymeHHOW yHKIINY TTOYEK.

Hampumep, uaruoutop JI1I1-4 B cOOTBETCTBHH € 3THM H300pETEHHEM (B YaCTHOCTH, HHTHOUTOP, KOTOPHIH
MOJKET MOAXOINTH IS MAIIMEHTOB C HAPYIICHHON (PYHKIUU IOYEK) MOXKET MPEICTABIATH COOOH Takol mepo-
panbHbd wHrHOUTOP JIII1-4, KOTOPBINA U YbM AKTHBHBIC META0OJHUTHI IPEAMOYTUTEIBHO HMEIOT OTHOCHTEIIEHO
MIMpOKoe (HampuMep, TpuOIH3UTEenbHO >100-KpaTHOE) TepaneBTUIECKOS OKHO H/WJIH, B YACTHOCTH, KOTOPHIC B
MIEPBYIO OYEPE/Ib BBIBOAATCS MOCPEICTBOM MEUEHOYHOTO META0OIH3MA MITH KETUCBBIICICHUS (MPEAMTOYTHTEb-
HO 0e3 100aBJICHUS OTOIHUTEIHHON HATPY3KU Ha TIOYKH).

B Oonee meransHoM mpumepe uaruoutop JII1-4 B cOOTBETCTBHM € STUM H300peTCHHEM (B YaCTHOCTH,
MHTUOUTOP, KOTOPBIA MOKET MOJXOANTH IS MAIIMEHTOB C HAPYIICHHOW (PYHKIMH ITOYEK), MOKET IPEACTaBIATh
co0oit Takoi#t mepopaibHO prHUMaeMblid HTHruOuTOp JIIT1-4, KOTOPHBIH NMEET OTHOCUTENBHO MUPOKOe (HATPH-
Mep, >100-kpaTHOE) TepareBTUIECKOe OKHO (TIPEATOYTHTEIHLHO €ro MpodHiIb 0€30MaCHOCTH COTIOCTABUM C TUTa-
11e00) W/WUIM KOTOPBIA COOTBETCTBYET OJHOM MIIM OoJiee U3 CIECAYIOMHUX (apMAKOKHHETHIECKUX XapaKTEPUCTHK
(TIpeATIOYTHTEIHHO TIPH BETMYUHE €T0 TePAIIEBTUUECKON JO3bI I IpHUEMa BHYTPB):

naruourop /I1I1-4 B OCHOBHOM WJIH TJIaBHBIM 00pa3oM BBIBOAWTCS depe3 MedeHb (Hampumep, >80% nmm
naxe >90% MpUHATON MepOopaNbHOM NO3bI) W/WIN JUIS KOTOPOTO IPH 3TOM BBIBEJICHHE C MOYOH NMpEICTaBIIET
€000l HEOCHOBHOW WJIM JIMIIb HE3HAYMTENBHBIN MyTh BbIBeAeHUs (Hanpumep, <10%, npennoururensHo <7%
NPUHATON MEepPOPaIbHOM J03bI, YTO OBUIO YCTAHOBICHO, HAIPUMEP, MOCPEICTBOM ITOCICAYIOIICTO BBHIBEACHUS
BEIL[ECTBA MEPOPATBHOI 03B, MEYCHHOTO PaIHOAKTHBHBIM H30ToroM yriaepoaa (*C));

uaruourop JIII1-4 BEIBOAUTCS TTIaBHBIM 00pa30M HEH3MEHHBIM KaK MCXOJHOC JICKAPCTBEHHOE CPEICTBO
(HammpuMep, co CpeqHUM 3HaUeHHEM, KoTopoe cocTaBiseT >70, wiu >80, wim npegnoyrutensHo 90% BeIBEICH-
HOW PaZiMOAKTHBHOCTH C MOYOH M (peKaIMsAMHU MOCIE TMEePOpaTbHOro MpuéMa BEIecTBa, MEUEHHOTO paauoak-
THBHBIM H30TONOM yriaepoa (*C)), n/uim KOTOPEI BEIBOAUTCS B HE3HAYHTEIBHON HIIM TOJNBKO B MAJIOH CTelie-
HH TTOCpeCTBOM MeTabonm3Ma (Hanpumep, <30, wmn <20, wmu npexnoytutensHo 10%);

(ocHoBHOI) MeTabonuT(b1) nHTrHONTOpa JIII1-4 sBAsieTcs /aBnstoTcs GapMaKoJIOTHISCKH HEaKTHBHBIMHU.
Tak, HampuMep, OCHOBHOUM MeTaboJIMT He cBs3biBacTcs ¢ IeneBbiM depmentom JIIT1-4 u, HeobOs3arensHO, OH
OBICTPO BBIBOJUTCS, TIO0 CPABHCHHUIO C UCXOJHBIM COCTUHECHHEM (HANpHMep, C KOHCYHBIM MTEPHOIOM MOJTYBhIBE-
JIeHUsT MeTaboJMTa, KOTOPBI cocTaBisaeT <20 4 WM MPEANOYTHUTEILHO NPHOMM3UTENHLHO <16 4, Hampumep,
15,9 u).

B omHOM BapmaHTe OCyIIECTBIICHUs (OCHOBHOM) METa0OIUT B IUIa3Me KPOBU (KOTOPBIA MOXeET OBITH (ap-
MaKOJIOTHYECKU HeaKTHBHBIM) wHTHOUTOpa [III1-4, MMEIOIIero 3aMecTuTeNb 3-aMAHOMICPUANH- -1, TIpe-
CTaBIsET COOOW Takoe MPOU3BOIHOE, TIC aMUHOTPYIIa (PparMeHTa 3-aMUHOMUICPUINH-1-HI 3aMeleHa Mo-
CPEICTBOM THIPOKCHWILHOW TPYHIBl ¢ 0Opa3oBaHHEM (QparMeHTa 3-THIPOKCUIHICPUINH-1-WI (Hanpumep,
(dparmenTa 3-(S)-rUIpOKCUNHUIIEPUANH- | -UJT, KOTOPBIH 00pa3yeTcs MOCPEACTBOM HHBEPCHH KOHPUTYPAIIMH XH-
PATBHOTO TICHTPA).

JlononauTensHBIe XapakTepucTukn uHruoOuTopa JII1I1-4 B COOTBETCTBHUH C ATHM H300pETECHHEM MOTYT
MIPECTaBIATh COO0H OTHO WM OoJiee U3 CIEAYIOMIETO: OBICTPOE HOCTIDKEHNE YCTOWIMBOTO COCTOSHUS (HATpH-
Mep, AOCTIKCHHE TUIaTo KOHIEHTparwu (>90% KOHIEHTpAINH IIa3Mbl YCTOWYHBOTO COCTOSHISI) MEXIY BTO-
PBIM U IIATBIM JHSIMH JICYCHUS C IPUMEHEHNEM BEIMYHH TEPAIeBTUUECKON T03BI U MPUEMa BHYTPE), HEOOIb-
10 HAKOIIICHUE (HAapUMEp, CO CPEIHUM 3HAUCHHEM COOTHOIIEHHS HAaKOMIEeHUSI Ry ayc <1,4 ¢ mpuMeHeHneM
BEJIMYMH TEPANICBTHYCCKON 03I sl MPUEMA BHYTPH) U/WIIA COXPAaHCHHE IITUTEIHHOTO ACHCTBHUS HA HHTUOHPO-
Banue [II1I1-4, npeAnodTUTENsHO, KOT/Aa €ro MPUMEHSIOT OJUH pa3 B IeHb (HalIpuMep, OYTHU C MOIHBIM (>90%)
unruouposanuem JI111-4 npu BennunHe TepaneBTHUECKOM JO3bI IS TpuéMa BHYTpPb, >80% MHrHOMpOBaHMS Ha
OPOTSDKEHUH 24-9acOBOTO MHTEpBaJia TOCHE MpuéMa TepareBTUYCCKON JO3bI JICKAPCTBEHHOTO CPEICTBA IS
npuéMa BHYTPb OIUH pa3 B JICHb), 3HAYUTEIHHOC YMEHBIICHUE 2-9aCOBBIX MOCTHPAHIHANBHBIX KOJICOaHUN
YPOBHS TUIIOKO3BI B KpoBU Ha >80% (y>ke Ha TIepBBIN JICHb TEpaNuK) MPH TEPANeBTUUSCKUX 3HAYCHUSX 103, H
IPU 3TOM 00IIIee KOIHYECTBO HEM3MEHHOTO MCXOIHOTO COCAMHCHHS, KOTOPOE BHIBOJAWTCSA C MOYOW B TEPBBIN
JICHb, COCTABJISICT HIDKE 1% MPUHATON 03Bl U MOBBIMIACTCSA HEe OoJice YeM MpHUOIH3UTENBHO Ha 3-6% B ycTOMHYH-
BOM COCTOSIHHH.

Takum o6pazom, Hanpumep, nHrHOUTOP JI1T1-4 B COOTBETCTBUH C 3TUM U300pETEHUEM MOMKET OTIHUATHCS
TeM, 4TO yKkazaHHbIM nHTHONTOp JIIIII-4 MMeeT B MepByrO odepeb HEMOUCUHBIN MyTh BBIBEICHUS, T.€. YKa3aH-
He1id HHrHOUTOp JI1I1-4 BRIBOAWTCS TOCPEACTBOM ITOYEK B HE3HAUMTEIHLHOW FUIH TOJIBKO B MaJIOW CTETeHH (Ha-
npumep, <10%, npexnoururensHo <7%, HampuMep, TPUOTUUTETHHO 5% OT MPUHATONH NMEepPOpabHON IO3HI,
MPEJIIOYTUTEIIFHO MEPOPATEHON TEPaneBTHYCCKONW J03BI) (UTO OBLIO YCTAHOBICHO, HAIIPHMEp, MOCPEICTBOM
MOCJICYIOMETO BBHIBEACHUS BEIIECTBA MEPOPAIHLHON JO3BI, MECUYCHHOTO PAJAMOAKTHBHBIM H30TOIIOM YTIEpoIa

Qo)
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Kpowme toro, uarudurop JI1I1-4 B COOTBETCTBUH C ITHM U300PCTEHUEM MOXET OTIUYATHCS TEM, YTO YKa-
3aHHbIA HHrHOUTOp JIII1-4 BHIBOAUTCS B OCHOBHOM WJIM TJIABHBIM 00pa3oM depe3 MedeHb, KETIbI0 Win (eka-
siMA (4TO OBUIO YCTaHOBIIEHO, HAIPHMEP, ITOCPEICTBOM MOCIEAYIONIETO BEIBEICHHUS BEIIECTBA MEPOPATBEHON
J103bI, MEUCHHOTO PaJHOAKTHBHBIM H30ToroM yriaepoa (*C)).

Kpowme toro, uarudurop JI1I1-4 B COOTBETCTBUY C 3TUM HU300PETCHHEM MOYKET OTINIATHCS TEM, UTO

ykazaHHblid THruOuTOp J(I1I1-4 BEIBOAMUTCS TJIABHBIM 00pa30M HEM3MEHHBIM, KaK MCXOIHOE JIEKAPCTBEHHOE
CpenCTBO (HammpuMep, CO CPeIHUM 3HaUYeHHEM, KOTopoe coctaisier >70, wiu >80, wim npeamnoututeasao 90%
BBIBEJICHHOH PaJHOaKTHBHOCTH C MOYOH U (heKaTHIMH MOCIIe TIEpOPaT-HOTO MpréMa BemecTBa, MEUEHHOTO pa-
JMOAKTHBHBIM m30TomIoM yriaepoaa (1*C));

ykasanHbIi uHruouTOp JI1I1-4 BRIBOAUTCS B HE3HAYUTEIBHOM HIIH TOJNBKO B MaJIOW CTECIICHU MOCPEICTBOM
MeTa0OoaM3Ma W/UITH

OCHOBHOHM MeTa0onuT ykazaHHoro uaruourtopa JIII1-4 sBusercs ¢hapMakOIOTHUCCKA HEAKTHBHBIMH HIJTH
UMEET OTHOCHUTEIIFHO MIUPOKOE TEPAMEBTHYCCKOE OKHO.

Kpowme Toro, uaruourop JI1I1-4 B COOTBETCTBHHU C THM U300PETEHUEM MOXKET OTIUYATHCS TEM, YTO

ykazaHubiii maruourop JIII1-4 He HapymaeT 3HAYUTEITHHBIM 00pa30M KIyOOUKOBYIO H/HIIM KaHAIBIEBYIO
(YHKIIMIO CTpaJalomero oT AuadeTa 2 THTA MAIMeHTa ¢ XPOHUYECKOW MOYeUHON HEeIOCTATOYHOCTHIO (HAIpH-
Mep, NIETKoe, CpeIHee Wi CepbE3H0e HapylieHne (PyHKIINH MOYEeK WM KOHEYHAs CTaaus 3a00JCBaHUS TIOYEK);
W/

MHUHUMAaJbHBIE YPOBHH yKazaHHOTO mHTHONTOpa JII1I1-4 B Mina3Me KpoBH CTpaJaloInX IHA0eTOM 2 THIA
MAIIMEHTOB C JIETKUM WM CPEeIHUM HapyIIeHHeM (YHKIIUH ITOYEK COIIOCTAaBUMBIM C YPOBHSMH Yy TMAIEHTOB C
HOpMaJIbHOH (DyHKIMEH oYeK; 1/ Win

HET HeOOXOAMMOCTHU PEryIHPOBATh 103y ykazaHHOro uHruouropa JI1I1-4 nns crpanmaromiero ot quadera 2
TUTIA TTANUEHTA C HAPYIICHHOW MoYeqHO (PyHKIMEH (HanmpuMep, JIETKUM, CPEITHUM WU CEPbE3HBIM HAPYIICHH-
eM (PYHKITUH MTOYECK MIIH KOHCYHOH cTanuu 3a00NIeBaHMS MOYCK, MPEIMOYTHTEIEHO HE3aBUCHMO OT CTaJHU Ha-
pyuieHus GYHKINH TOYEK).

Kpowme toro, uarudurop JI1I1-4 B COOTBETCTBUU C 3TUM HU300PETCHHEM MOYKET OTIUIATHCS TEM, UTO

ykazaHapliii marHONTOp JIIII1-4 0OecreunBaeT CBOI0 MUHHUMAIBHO A(()EKTHUBHYIO 703y TPU TaKOH J03€,
KOTOpas mpuBoANT K >50% nurnbmposanus aericteus [I111-4 mo menpmeit Mmepe (24 1 mocie mociueaHei 10351)
y >80% manueHToB; u/uiau

ykazaHubiii marnouTop JAIII1-4 obecniednBaeT CBOO aOCOJIOTHO TEPATICBTHUECKYIO 03y MPH TaKOH J03€,
KoTopas npuBoauT K >80% nurnomposanus aericteus [I111-4 mo menpmeit Mmepe (24 1 mocie mocieaHei 10351)
y >80% manueHToB.

Kpowme Toro, uarubutop JAIII1-4 B COOTBETCTBUU C STUM U300PETCHUEM MOXKET OTIIMIATHCS TEM, UTO SIBIIS-
eTCSI MOIXOASIINM TS IPUMEHCHHS y CTPAJAIONIUX JHA0CTOM 2 THIIA TTANIMCHTOB, Y KOTOPHIX JUATHOCTUPOBAHO
3a00JIcBaHKE TIOYCK, HAPYIICHUE MU OCJIOKHCHUE, U/WIH KOTOPBIC BXOMAT B TPYIITY PHCKa pa3BUTHS 3a00JicBa-
HUS TI0YCK, HAPYIICHUS WU OCIOKHCHUS, HAIPUMED, MAIIMEHTOB, CTPAAIONINX I BXOISIUX B TPYIIITY PUCKA
JTrabeTHYecKor HeponaTuu (BKIII0YAs XPOHUYECKYIO U TIPOTPECCUPYIONIYIO TTOYCYHYIO HEIOCTATOUYHOCTh, allb-
OyMUHYpHIO, TPOTEUHYPHIO, 3aTEPIKKY KUIKOCTH B OpraHu3Me (BOJSHKY) W/WIIA THIIEPTEH3HIO).

Ecmm He yka3aHO WHOE, B COOTBETCTBUH C ATHM H300pETCHHEM HEOOXOIMMO TOHUMATh, UTO OIMpPEICICHHS
AKTUBHBIX BemecTB (Bkitouas HHruouTops! JI111-4), ymoMsHyTHIX 3/1€Ch BBIIIE M HIDKE, MOTYT TAaKKe MPEAIo-
jaraTh UX (papMarneBTHYECKH MPHEMIIEMbIC COJIH, a TaK)Ke MPOJIEKapCcTBa, THIPATHI, CONBBATH U HX MOITUMOP)-
HBIEe (hOpMEL. B 9acTHOCTH, TEpPMHUHBI TepPaeBTUUECKUX BEIIECTB, IIPUBEICHHBIX 31€Ch, OTHOCATCS K COOTBETCT-
BYIOIIIUM aKTHBHEIM IIpernaparaM. YTo KacaeTcs COJCH, THAPATOB M MX MOIUMOP(GHBIX (OpM, OCOOBIN aKICHT
JIeNaeTCs Ha TeX, Ha KOTOPBIE CCHUIAIOTCS B 3TOM JJOKYMCHTE.

B mpenenax yka3aHHOT0 M300peTeHUS HEOOXOAUMO MOHUMATh, YTO KOMOWHAIIMY, KOMIIO3HIIUU HIH KOM-
OMHUPOBaHHBIC IPUMEHECHUS B COOTBETCTBUU C 3TUM H300pPETEHHEM MOTYT MPEIyCMaTpUBATh OJJHOBPEMEHHOE,
MOCJIEIOBATELHOE WM Pa3/IeIbHOC BBEIACHUE aKTUBHBIX COCTABIISIONINX WM JCHCTBYIOIIUX BEIICCTB.

B yka3zanHOM KOHTeKcTe "KOMOMHaIMs" Wi "KOMOMHUPOBAHHBIM" MO CMBICITY 3TOTO H300pETEHUSI MOTYT
BKIIIOYaTh, HE OTPAaHUYMBASICH UMH, (UKCHPOBAHHBIE W HEPUKCUPOBAHHBIC (HAIIPUMEP, CBOOOIHBIC) (BOpPMBI
(BriTrOUas HAOOPHI) M MPUMEHEHHUS, HAIIPIMEP OJHOBPEMEHHOE, MOCIE0BATEIFHOE MM Pa3IeIbHOe pUMEHe-
HHE COCTaBIIAIONINX MIIN IEHCTBYIOMINX BEIICCTB.

KomOnHMpoBaHHOE BBENICHHE B COOTBETCTBHH C 3THM H300pETCHHEM MOXET OCYIIECTBIISTHCS ITOCPEACT-
BOM BBEJICHUS aKTUBHBIX COCTABIISIOMINX WIIM JEHCTBYIOIINX BEIIECTB BMECTE, HAPHMEp, TIOCPEICTBOM BBEE-
HUS WX OJHOBPEMEHHO B OJHOW OTHENHHOHN WMIIHM B JABYX OTHENBHBIX IpeTaparax WX JIEKapCTBEHHBIX (opMax.
AJBTEpHATHUBHO, BBEJICHHE MOXET OCYIICCTBIATHCS TIOCPEICTBOM BBEIICHHS aKTUBHBIX KOMIIOHCHTOB WU JICH-
CTBYIOIIHMX BEUICCTB MOCIICAOBATCIHFHO, HAIPUMED OJMH 3a JPYTUM B JIBYX OTACIBHBIX IpenapaTax WIH JIeKap-
CTBCHHBIX (hOopMax.

B cnyyae KoMOMHUPOBAHHOW TEPAITUU B COOTBETCTBHHU C ITHM U300pETCHHEM aKTUBHBIC KOMIIOHCHTBI HJIH
JICHCTBYIOIINE BEIICCTBA MOTYT MPUHUMATHCS Pa3feiibHO (YTO O3HAYACT, YTO OHHM COCTABISIOTCS Pa3JCibHO)
WA MOTYT MPUHUMATHCS. BMECTE (UTO O3HAYAET, YTO OHU COCTABJISIOTCSA BO BPEMsl OJJHOT'O M3TOTOBJICHHS HITH B
OJTHO NekapcTBeHHOU (hopme). CremoBaTeNIbHO, MPUEM OJHOTO COCTABIIIONIETO KOMOMHAIIMHA B COOTBETCTBUH C
HACTOSIIIUM M300peTeHHEM MOXKET OBITh OCYIIECTBICH 10, OJHOBPEMEHHO C, WM IOCie IpuéMa APYroro co-
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CTaBIIAIOMNIET0 KOMOUHAIINY.

Ecimu He yka3aHO MHOE, KOMOMHHPOBAHHAS TEPAIUs MOKET OTHOCHUTBCS K TepaIMy NEPBOW JIMHUH, Tepa-
MTUW BTOPOW JTMHUM WJIW TepaIliu TPETheH JIMHWH, WM K HaYaILHON WIN JOTOJHUTEIbHOH KOMOMHUPOBAHHON
TEpaIuy, WIN K 3aMECTUTENIEHON TepaInH.

Ecmu He ykazaHo MHOE, MOHOTEpAINHUS MOKET OTHOCHTHCS K TEPaIruy MepBOi IMHUHU (HapUMep, Tepamus
MAIMEHTOB C HEJIOCTATOYHBIM TIMKEMHYECKIM KOHTPOJIEM MOCPEACTBOM OJHOHM TONBKO JHETHI M (DH3MYECKIX
HArpy30K, Takas Kak, HaIpuMep, Tepamus MalueHTOB, He MOIYYaBIINX MEAMKAMEHTO3HOTO JICYCHHUS, OOBIIHO
MAIlMEHTOB B PaHHHE CPOKH IOCIE IMOCTAHOBKH JWArHo3a, W/WIM KOTOPHIX HE JICYWIN paHee C NMPUMEHCHHEM
MPOTHBOAHA0CTUYECKOTO CPE/ICTBA, W/WIH MAI[MCHTOB, HETIOIXOAIINUX IS TEPAMUU C MPUMEHCHHEM MeT(op-
MUHA, TaKAX KaK, HAIpUMeEp, MAIlMEHTHI, I KOTOPBIX Tepamus ¢ IPUMEHEHUEM MEeT(HOPMUHA SBIISICTCS MPOTH-
BOIIOKA3aHHOM, HATIPUMED, BCICACTBAC HAPYIICHUS (DYHKIIMU ITOYEK, WM SBJISICTCS HEMOIXOAIICH, HAIpUMep,
BCJIC/ICTBHE HENIEPEHOCUMOCTH).

Eciu He yka3zaHO WHOE, TOTOJHUTEIbHAsT KOMOMHIPOBAHHAS TEPAIUs MOXKET OTHOCHUTHCS K TEpaIuu BTO-
POVl TMHHUK WM TEPalUU TPETheW TUHUU (HAIPUMEp, TEPAIUs MAIMCHTOB C HEAOCTATOYHBIM TITUKEMHUYCCKUM
KOHTPOJIEM, HECMOTPS Ha (IUETHl M (PU3MUECKUE HATPY3KH M OJHOBPEMEHHO) TEPAIHIO C IPUMEHEHHEM OJHOTO
WIA IBYX TPaTUIMOHHBIX IPOTHBOINAOETHYECKUX CPENCTB, OOBIYHO MAIEHTOB, KOTOPBIX MpEIBAPUTEIHHO
JICYWIIN C TIPUMEHEHHUEM OJTHOTO WM JIBYX MPOTHBOAMA0CTUICCKUX CPEACTB, TAKMX KaK, HAIpUMeED, MAIleHTOB,
KOTOPBIX JICYHIIN CYIIECTBYIOIINM HPOTHBOANAOETHIECKAM 0a30BBIM JIEKAPCTBEHHBIM CPEICTBOM).

Ecmm He ykazaHo MHOE, HadabHAast KOMOMHHUPOBAaHHAS TEPAINS MOXKET OTHOCUTHCS K Tepalny MepBoil JIn-
HUH (HapuMep, Tepanus MalueHTOB C HeJOCTaTOYHBIM IIIMKEMUYECKUM KOHTPOJIEM TIOCPEICTBOM OJHOM TOJb-
KO TUCTHI U (PU3MYCCKUX HATPY30K, TAKUX KaK, HAIIPUMEDP, MAUCHTHI, HE TMOIYJYaBIIUC MEAMKAMEHTO3HOTO Jie-
YeHHs, OOBIYHO B PAHHUE CPOKH ITOCIIC IIOCTAHOBKY JHUATHO3a M/MJIM KOTOPBIX HE JICUMIIN PaHEE C MPUMEHCHHEM
MPOTHUBOANAOETHYECKOTO CPEICTBA).

Uro kacaeTcs BapuaHTa OCYMISCTBICHUS A, TO crmocoObl cuHTe3a HHruouTopoB JI1I1-4 B cOOTBETCTBHH C
BapHaHTOM OCYILICCTBICHUS A B COOTBETCTBHU C ITHM H300PETCHUEM SBIISIFOTCS M3BECTHBIMU JUIS CIICITHAICTA
B JIaHHOMW 00JacTH TeXHUKH. [IpenmymecTBeHHO, MHTHONTOPHI JITTI1-4 B COOTBETCTBUM C BAPHAHTOM OCYIIIECTB-
JeHus A B COOTBETCTBHH C 3THM M300peTeHHEM MOTYT OBITh W3TOTOBICHHI C MIPUMEHEHHEM METO/IOB CHHTE3a,
KaK OIMHCaHO B JuTepaTtype. Tak, HampuMmep, MPOu3BOAHbIE TypuHa (GopMyibl (I) MOTYT OBITH TIOJTyYEHBI, KaK
ommcarno B WO 2002/068420, WO 2004/018468, WO 2005/085246, WO 2006/029769 nmn WO 2006/048427,
PaCKPBITHS KOTOPHIX BKJIIOYEHBI B 3TOT JOKYMEHT.

[IpomusBoausie mypuna ¢popmysl (II) MoryT OBITH MMOTY4EHBI, KaKk OTMKCcaHo, HapuMmep, B WO 2004/050658
i WO 2005/110999, packpbIThst KOTOPBIX BKIIFOYEHBI B 3TOT JOKYMEHT.

[MpousBomusle mypuHa ¢opmynsl (III) u (IV) moryr ObITH mONy4eHBI, KaK OITMCAaHO, HalpHMEp, B
WO 2006/068163, WO 2007/071738 nitm WO 2008/017670, packpbITHSI KOTOPBIX BKIIIOYEHBI B 3TOT JOKYMEHT.
Usrorosnenue tex uaruoutopos JI1I1-4, koTopeie, HapUMEp, YIIOMSIHYTHI 3[I€Ch BBIIIC, PACKPBITO B ITyOJIHKAa-
[USIX, YIIOMSIHYTBIX B CBSI3U ¢ HUMH. [lonmMopdHBIE KPUCTATUTHYECKHE MOTU(DUKAIIMH U MIPEAPaThl OTACITBHBIX
unruouropos JI1I1-4 packperret B WO 2007/128721 u WO 2007/128724 cOOTBETCTBEHHO, PACKPHITHS KOTOPBIX
BKITIOUEHBI B TOT JOKYMEHT BO Bcelt ux momHote. [Ipenaparsl oTaensHbix nHruouTopoB JAI1T1-4 ¢ metdhopmu-
HOM WJIM JPYTMMH KOMIOHEHTaMu KoMOuHaruu onricanbl B WO 2009/121945, packpbITHE KOTOPBIX BKIIOYCHO
B ATOT JJOKYMEHT BO BCEH €T0 MOJTHOTE.

TunuaHbIe conep>KaHUs ITO3WPOBKH IBOWHON (DUKCHMpOBAHHOW KOMOWHAIMU (TaONETKW) JWHATIIMIITH-
Ha/MeTdopmuHa HB (HeMeyieHHOTro BEICBOOOXKICHNS), KOTOpasi MOXKET NMIPUHUMAThCs 1-3 pa3a B JieHb, B 9acT-
HOCTH J[Ba pasa B JIcHb, cocTaBisiroT 2,5/500, 2,5/850 u 2,5/1000 mr.

Tunuuneie copepkaHUs TO3UPOBKUA JBOWHOW (PUKCHPOBAHHONW KOMOWHAIMK (TaONETKH) JHMHATIIHIITH-
Ha/MeTdopmuHa [1B (IpoJoHrHpOoBaHHOTO BHICBOOOXKIEHUS), KOTOPask MOXET MPUHUMAThCsl 1-2 pasa B /ieHb, B
YaCTHOCTHU OJIUH Pa3 B JICHb, MPEIIOYTHTEIHEHO TPUHUMATEHCS BEYEPOM BO BPEMsI TIPUHSITHS MHUIIHA, COCTABIISIIOT
5/500, 5/1000 u 5/1500 mr (kaxmoit omHOU Tabnetkn) wiu 2,5/500, 2,5/750 u 2,5/1000 mr (kakabIX IBYX Tadle-
TOK).

B omnpeneneHHBIX BapuaHTaX OCYIIECTBIEHHUS NBOWHasS (PUKCHUpoBaHHAs KoMOWHAIus (TaOlieTka) JIMHAT-
muntuaa/Methopmuna [IB (TIpoJIOHTHPOBAHHOTO BHICBOOOXKIIEHHUS) (HANPUMED, C COIEP)KaHWEM IO3HUPOBKH
5/1000, 2,5/1000 wmu 2,5/750 Mr) npuHUMAaeTCs TTOCIIE €Ibl WIIM HATOIIaK (HanmpuMep, OJIMH pa3 B ICHB).

Hacrosimee nzobperenue, kpome Toro, ooecriednBaeT nHrunoutop JII1-4, kak onpeneneHo 31ech, MpeaHa-
3HAYEHHBIA NIl IPUMEHEHUS B (JOTIOTHUTEIHHON MM HadadbHOW) KOMOWHHPOBAHHOW Teparmuud ¢ MeT(HOpMH-
HOM (Hampumep, B obmeM exenaeBHOM konmdectBe oT 500 mo 2000 Mr rumpoxiopuaa MeTGopMuHa (MU 10
2500 Mr ruapoxiopuaa MmethpopMuHa B ieHb), Harpumep 500, 850 wam 1000 Mr oauH pas nin J1Ba pas3a B JICHb).

Hanpumep, Hacrosimiee m3oOpeTeHue, KpoMe TOro, oTHocutest k mHruoutopy [IIII-4, xak ompeneneHo
3/1ech (B YaCTHOCTH, JIMHATIUNTHHY, HAIIPUMEpP, B €XKCITHCBHON J03€, KOTOpas COCTABJISICT 5 MT, TPEAIOYTH-
TEJNBHO MPUHUMACMOMY OJIUH pa3 B JICHB), MPEIHA3HAYCHHOMY JJIsl IIPUMCHCHUS B (IOMOJIHHUTEIBLHOM) KOMOU-
HUPOBAHHOW Tepanuu ¢ MeTHOPMHUHOM (HampuMep, TPUHIUMAESMBIM OJTH Pa3 WK JBa pa3a B ICHb), HATPUMED, B
obmmem exenHeBHOM komdecTBe oT 500 xo 2000 mr (num 1o 2500 Mr) ruapoxiopuaa MethopMHHa (Harrpumep,
exenHeBHoe kommaecTBo coctarisier 1000-2000 mr, wm 1500-2000 mr, mHampumep 500, 1000, 1500, 2000 wmm
2500 wmr), HanpuMmep, npuauMaeMoro kak 500, 750, 850 uwmu 1000 Mr ouH pa3 WM IBa pa3a B IeHb, B 9aCTHO-
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CTH, MPETHA3HAYCHHOMY JUIS IIPUMCHCHUS Y CTPAJAIOINIUX AUA0CTOM 2 THIA MAIUCHTOB C HEOCTATOYHBIM TJIH-
KEMUYECKAM KOHTPOJIEM, HECMOTpPSI Ha TEPAIUI0 ¢ MPUMEHEHHEM MeT(OpMHUHA (HAIIpUMEp, Tepamus BTOPOU
WK TPEThEH JIMHHH).

Hampumep, HacTosimiee m3o0peTeHne, KpomMe Toro, oTHocuTcs k mHruouropy JIII1-4, kak ompeneneHo
3/1ech (B YaCTHOCTH, JIMHATIUNTHHY, HAIIPUMEp, B €XKETHEBHOH 1J03€, KOTOpas COCTaBISAET 5 MT, HpPEATIOYTH-
TEJIHHO TIPUHUMAEMOMY OJHMH Pa3 B JCHb), NMPEAHA3HAYCHHOMY IIJISl MPUMEHEHMs B (HaYaJIbHON) KOMOMHHPO-
BaHHOM Tepanuu ¢ MeTHOPMHHOM (HampuMmep, MPUHUMAEMbIM OJIMH pa3 WK J[Ba pa3a B JICHb), HAllpUMep, B 00-
meM exxeaaeBHoM kosmdecTBe oT 500 mo 2000 mr (wm go 2500 Mr) ruapoxiopuaa MeThopMuHa (HarmpuMmep,
exenHeBHoe konuuecTBO coctapisieT 1000-2000 mr wnu 1500-2000 mr, vanpumep 500, 1000, 1500, 2000 wun
2500 mr), Hanpumep, npuaIMaeMoro kak 500, 750, 850 win 1000 Mr oquH pa3 win IBa pa3a B JICHb, B 9YaCTHO-
CTH, IPEIHA3HAYCHHOMY JJIs IPUMCHCHUS Y 1 He MPUHUMABIINX PaHee JaHHOE JIEKapCTBECHHOE CPEJICTBO,) CTPa-
JAIOIUX THa0eTOM 2 THIA MAIMEHTOB C HEIOCTATOYHBIM MIMKEMHUYECKUM KOHTPOJIEM (HalpuMep, Teparus mep-
BOW JINHHW).

B kadecTBe NOMOJIHHUTEIBHOTO MpHMEpa HACTOsIIee U300peTeHne oTHocuTes K uHruouropy AIII-4, kak
OTIpeNieNIeHO 37ech (B YaCTHOCTH, JINHATJIMIITHHY, HAIPUMEp, B MEPOPATBHON €XEeTHEBHOH 1103€, KOTopas Co-
CTaBISAET 5 MT, MPEANOYTHTEIFHO MPUHAMAaEMOMY OIHMH pa3 B JIeHb), IPUHUMAEMOMY COBMECTHO MET(HOpPMH-
HOM, HalpuMep, B 00IIEM €XEeTHEBHOM KOJIMUYECTBE, KoTopoe cocTariser 1000 Mr ruapoxnopuna MeThopMHHa,
MPEIOYTHTEIFHO TPUHUMAEMOMY OJHH pa3 B ACHB (MPEIMOYTHTENHEHO B BeUEpHEE BpeMs), IPeIHA3HAYUCHHOMY
JUT TIPUMEHEHUs y (He IPUHUMABIINX paHee JaHHOE JIEKAPCTBEHHOE CPEICTBO, HEJABHO THATHOCTHPOBAHHBIX )
CTpaJaoNINX AHAa0eTOM 2 THIA MAHCHTOB C HEJOCTATOYHBIM MNIMKEMHUYECKAM KOHTPOJIEM ITOCIIE OHOH TOIBKO
JIUETHI ¥ (PU3UUCCKUX HATPY30K (HAMIPUMED, TEepaIus MepBOH JIMHIH, TaKUE, KaK MAIUCHTHI ITOCIIC PEKIMA JTHC-
THI ¥ (PU3UYECKUX HATPY30K, KOTOPHIX HE JICUMIH paHee C MPUMEHCHHEM MIEPOpPaTbHOM MPOTHBOIUAOCTHYCCKOM
TEpANuy WK WHCYJINHA).

B kadecTBe NOMOJIHHUTEIBHOTO MpHMEpa HACTOsIIee U300peTeHne oTHocuTes K uHruouropy JIII-4, kak
OTIpENIeNICHO 371eCh (B YAaCTHOCTH, JINHATJIMIITUHY, HATIPUMEDP, B IEPOPAIBHON €XETHCBHON J03€, KOTopas Co-
CTaBISAET 5 MT, IPEATIOYTUTEIFHO MPUHUMAEMOW ONWH pa3 B JIEHb), IPUHAMAEMOMY COBMECTHO C MET(HOpPMHU-
HOM, HampuMmep, B 00IIeM eXeTHEBHOM KOJIMUYECTBE, KoTopoe cocTaBisieT 1500-2000 MT rumpoxyiopuia MeT-
(hopMuHa, TPEAMIOYTHTEIHHO B BHIC HEMEUIEHHOTO BBICBOOOKACHUS, MIPEANIOYTUTEIFHO TPUHIMAEMOMY OJWH
pa3 B JIeHb, IPEeJHA3HAYCHHOMY AJIS IPUMEHEHU y (He IPUHUMABIINX paHee JaHHOE JICKapCTBEHHOE CPEICTBO,
HEIaBHO MMAaTrHOCTHPOBAHHBIX) CTPAAIOIINX JHA0ETOM 2 THIIAa MAIMEHTOB C HEIOCTATOYHBIM TIIHKEMUYECKUM
KOHTPOJIEM TIOCJI€ OJHOW JIUIIb JAUETHI M (PU3NIECKUX HArpy30K (Hampumep, ypoBeHb HbAlc cocrammser 8,5-
12,0%) (Hanpumep, Tepanusi NepBO JIMHUHN, TAKUX, KaK MalMEHTHI MOCJIE PEXKUMa TUETHl U (PU3UUECKUX HArpy-
30K, KOTOPBIX HE JICUWIH paHee ¢ MPUMEHEHUEM IIepOPabHON MPOTHBOAHA0CTUICCKON Tepaluy WK HHCYJTHHA
i aronucta perenropa ['TITI-1).

Uro kacaeTcs BapuaHTa OCYyIIeCTBICHHS B, crocoOkl cunte3a marudutopos JI1I1-4 BapuanTta oCcyIiecTs-
JeHus B omucaHbl B HAYYHOH TUTepaType U/ WK B OIyOJIMKOBAHHBIX MATCHTHBIX TOKYMCHTAX.

AKTHBHBIC COCMHCHUS B COOTBETCTBUH C STHM U300pPETEHUEM MOTYT BBOJIUTHCS ITOCPEICTBOM PA3ITHUHBIX
Croco0OB, HaIpUMEp MOCPEICTBOM IEPOPATBHOT0, OYKKaJIbHOTO, CYOIMHTBAaIBHOTO, YHTEPAIHHOTO, apeHTe-
paspHOTO (HaIpuMep, TPaHCASPMAIHHOTO, BHYTPUMBIIIEYHOTO FUIH ITOIKOXKHOTO), HHTAIIAIIHOHHOTO (HarpuMep,
JKUJIKAsl FUTH TTOPOIIKOBAsI MHTAJLSIINSA, a3P030Jib), MyIbMOHAIFHOTO, HHTPAaHA3AIBHOTO (HapuMep, Cripei), nH-
TparepUTOHEANFHOTO, BATHHAJIHHOTO, PEKTaIbHOTO, M MECTHOTO CIIOCOOOB BBEICHHS, U MOTYT COCTABISATHCA,
OTJENFHO WM BMECTE, B IMTOIXOISMINX JEKAPCTBEHHBIX (OPMax JO3UPOBAHHBIX €AWHUII, COACPKAIINX TPaIUIIH-
OHHBIC HCTOKCHYCCKHE (PapMaICBTUYCCKH MPHUEMIIEMbIC HOCHUTEIH, aAbIOBAHTHI M OCHOBBI, MOJXOJSIINE IS
Ka)XJToro croco0a BBEICHUS.

B oxgnom Bapumante ocymectriieHuss nHruOuTOp JI1I1-4 B COOTBETCTBUH C H300pETCHUEM MPEAIOYTUTEIIh-
HO MPUHUMAIOT EPOPATHHO.

Ionmxopsmue D036 U JiekapcTBeHHBIE (popmbl nHTHONTOPOB III1-4 MOTYT OBITH ONpEICIICHBI CIICIIHATH-
CTOM B JTAaHHOH OOJIACTH TEXHHWKH, U MOTYT BKJIIOYATh T€, KOTOPHIC OIUCAHKI 31ECh WIH B COOTBETCTBYIOIIHX
CCBUIKAX.

B cirygae apMarneBTHIECKOTO IPIMEHEHHS Y TeIUIOKPOBHBIX O3BOHOYHBIX, B YaCTHOCTH JIFOJCH, coenu-
HEHUS B COOTBETCTBUH C ITUM H300peTeHHEM OOBIYHO MPUMEHSIOT B 103ax oT 0,001 mo 100 Mr/kr Maccer Tena,
npennoututebio 0,01-15 mr/kr wim 0,1-15 Mr/kr, B kaxaom ciaydae 1-4 paza B neHb. C ykazaHHOMH IENBIO CO-
eWHEHMS, Heo0M3aTeIbHO KOMOMHUPOBAHHEIE C IPYTHMH aKTUBHBIMH BEIIECTBAMHU, MOTYT BKIIFOYATHCS B JE-
KapCTBEHHYIO (hOpMy BMECTE C OJHUM HJIM OOJBIIMM KOJTUIECTBOM TPAIUIIMOHHBIX MHEPTHBIX HOCUTECH H/MiH
pasbaBuTeneld, HAPUMEp, TAKUX KaK KYKypy3HBIH Kpaxmall, JaKTo3a, TI0K03a, MUKPOKPHCTAILTHYCCKAsT IIeT-
JIFOJIO3a, MArHUS CTeapaT, MOJMBHHIJINAPOJLTHIOH, IMMOHHAS KHCIOTa, BUHHAS KHCIIOTA, BOJA, BOJA/3TAaHOI,
BOJIa/TIUIIEPO, BOAA/COPOUTOI, BOIA/TIOUATHIICHIIIUKOJb, IPOMIJICHIIUKOIb, ETHICTCAPHIIOBBIA CITUPT, Kap-
OOKCHMETIIIIIEIUTION03a WITH JKUPOBBIC BEICCTBA, TAKHE KaK TBEPIBIN KUP WU HX MOIXOISIIUEC CMECH, B Tpa-
JUIIMOHHBIC TaJICHOBBI NPENapaThl, TAKUEC KaK IUIOCKUE WIIH TOKPBITHIC TaOJICTKH, KAICYJIbl, MOPOIIKH, CyCIICH-
3UH WU CYIIIO3UTOPHH.

Takum o0pa3zom, papMarieBTHIECKHe KOMIIO3UIINH B COOTBETCTBHH C 3TUM H300pETEHHEM, COJNEpIKaIie
naruouTopsl JIII1-4, kak ompeneneHo 3/1eCh, U3TOTABIUBAIOTCS CIICIIUAIMCTOM B JJAHHOW OOJIACTH TEXHHWKH C
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NpUMEHEeHHneM (apMaleBTHYECKH MTPUEMIIEMBIX U1l COCTAaBJICHUS MIPENapaToB BCIIOMOTATEIbHBIX BEIECTB, KO-
TOpBIE ONHUCAHBI B YPOBHE TEXHUKHU W SIBIIIOTCS MOAXOMSAIIMMHE IS sKellaeMoro criocoda BBeneHus. [Ipumepst
TaKWX BCIIOMOTATEIBHBIX BEIIECTB MOTYT BKJIIOYaTh, HE OTPAaHUYMBASICH UMH, Pa30aBUTEIH, CBSA3HIBAIOIINE BE-
IIeCTBa, HOCHUTEIHN, HATIOHUTEIH, CKOJIB3AIINE BEIIECTBA, CIIOCOOCTBYIOIINE TEKY4IECTH BEIIECTBA, 3aMEIITUTE-
JIM KPUCTAJUTU3AIH, Pa3PHIXIUTEH, COTIO0MIN3aTOPEI, KPacsAIIne BEIIeCTBa, peryisaTopsl pH, moBepxHOCTHO-
AKTUBHBIC BEI[ECTBA W/MITN SMYJIBTaTOPHI.

[TepopanbHbIe MpenapaThl WU JIeKapcTBEHHBIE (opMbl mHTHONTOPA JT1I1-4 B COOTBETCTBUH C 3THM H30-
OpeTeHneM MOTYT OBITh H3TOTOBJICHBI B COOTBETCTBHH C H3BECTHBIMU METOIAMH.

dapmarieBTHUCCKAs KOMIIO3HUIUS WIH JICKApCTBeHHAs (popma (Hampumep, mepopaibHas Ta0JIeTKa) HHTH-
6utopa AIII1-4 B COOTBETCTBHM C BapHAHTOM OCYLIECTBJICHHS A M300pETEHHs B KadyecTBE BCIIOMOTATEIbHBIX
BEILECTB (B JIOMOJHEHHE K AEHCTBYIOIIEMY BEIIECTBY) OOBIYHO MOXET COJEpKaTh, HAlpUMEp, OAWH WU 00JIb-
IIee KOJIMYECTBO pa30aBHTEICH, CBS3BIBAIOLIECE BELIECTBO, PasphIXJIMTENb, & TAKXKE CKOJIb3SIIEe BEUIECTBO,
NPEANOYTUTEIBHO KaXKABIH, KaK PacKphITO 37ech HIKE. B 01HOM BapuaHTe OCYIIECTBICHHUS Pa3phIXIUTENIb MO-
JKET OBITh HEOOS3aTCIHHBIM.

[Tpumeps! moaxomsmx pazoaBUTENCH A COSIMHEHUH B COOTBETCTBUHU C BapHAHTOM OCYIIECTBICHUS A
BKITIOYAIOT ITOPOIIOK IEIIIION03bI, THAPO(OCHAT KAIBIHS, SPUTPUTOI, THAPOKCUIPOIHIIEIUTION03Y ¢ HU3KOH
CTETICHBIO 3aMEIICHHS, MAaHHUTOJ, KJICHCTEPU30BAHHBIA KpaxMall TN KCHITUTOJL.

[TpumMeps! MOAXOASIINX CKOTB3AMMNX BEIIECTB ISl COCIUHEHNN B COOTBETCTBUU C BapHAHTOM OCYIIIECTB-
JeHnsT A BKJTIOYAIOT TaJbK, MOJIMATIICHTIIMKONE, OETeHAT KaJbIHs, cTeapaT Kajdblus, THIPOTeHU30BAHHOE Kac-
TOpPOBOE MAacyo WU cTeapaT MarHHs.

[Tpumeps! TOAXOAAIINX CBSA3BIBAIONINX BELIECTB /ISl COCMHCHUH B COOTBETCTBHH C BAPHAHTOM OCYIIECT-
BJICHUS A BKJIFOYAIOT KOIIOBHJOH (KOTIOJUMEPHU3aThl BUHHIMHPPOIUAOHA C APYTUMH MIPOU3BOIHBIMU BUHHIIA),
rugpokcunponunmerwienionosy (I'TIML), ruxpoxcunpommmemnmonosy (I'TIL), moaMBHHUIIMPPOIUIOH
(TTIOBHIOH), KIIEHCTEPU30BaHHBIA KpaxMal, WM THAPOKCHITPOIIILEILUIION03Y C HU3KOH CTENEHBIO 3aMEeIleHHS
(H-T'TILT).

IIpruMepb! TOAXOASIINX PA3PHIXIUTENCH A1 COEUHEHUH B COOTBETCTBUHU C BAPUAHTOM OCYIIECTBICHUS A
BKITIOYAIOT KYKYPY3HBIH KpaxMai WA KPOCHOBHIOH.

[Moaxomsmue crmocoObl U3rOTOBICHMS (MIEPOPATBHBIX) MPENApaToOB WM JICKAPCTBEHHBIX ()OPM UHTHOUTO-
poB JIII1-4 B COOTBETCTBUY C BAPUAHTOM OCYIIECTBJICHUS A N300pETCHHUS MPEACTABISAIOT COO0i

IpsiMoe TabJIEeTHPOBAaHNE aKTUBHOTO BEIECTBA B TIOPOIIKOBOW CMECH C MOIXOASIIMMH BCIIOMOTATEIHHEI-
MU BeIIeCTBaMH TaOJICTHPOBAHUS;

TpaHyJIMpPOBaHKE C MOAXOAAIIMMH BCIIOMOTATEIbHBIMY BELIECTBAMH U ITOCIIEIYIOIIEe CMEIINBAHUE C IO
XOSIIMMH BCIIOMOTaTeIbHBIMU BEIIECTBAMH, U TIOCIIETyIolee TabIeTHPOBaHHUE, a TAK)Ke HAHECEHHE TUIEHOYHO-
TO TOKPBITHUS; FITH

YKJIaIbIBaHUE IOPOILIKOBOM CMECH MM TPaHyJI B KarCyJIbl.

[MoaxonsummMu criocodaMu rpaHyIMpPOBAHUS SBISIOTCS

BJI&XKHOE TPaHyJIHPOBAaHHE B BHICOKONPOW3BOIUTEILHON MEIIANKE, 32 YeM CIIEIyeT CYyIIKa B IICEBIO0XKHU-
JKEHHOM CJI0€;

OJTHOPEAKTOPHOE TPaHyIHPOBAHHE;

TpaHyJIMPOBAaHUE B IICEBAOOKIDKEHHOM CIIO€ FITH

Cyx0e TpaHyJTHUpOBaHWE (HATPUMEp, MMOCPEICTBOM BAJBICBAHUSA) C MOAXOASIIAMH BCIOMOTATEIHHBIMH
BEIIECTBAMH U IOCJICAYIOIIee Ta0IeTHPOBAHNE MITH YKJIAIbIBAHHE B KATICYJIBL.

[TpumepHsbIi cocTaB (Hanpumep, cepAleBHHBI TadneTkn) uarunoutopa JAII1-4 B cooTBeTCTBUM ¢ BapuaH-
TOM OCYILIECTBIICHHSI A U300pETEHHS COJACPIKUT IEPBbI pa3d0aBUTENbs MAaHHUTOJI, KIEHCTEPU30BaHHbIH Kpaxmal
B Ka4eCTBE BTOPOTO pa30aBUTEINS C JIOTIOTHUTEIBHBIMHU CBSI3BIBAIOIIMMH XapaKTEpPUCTHKAaMH, CBSA3bIBAIOIIEE Be-
IIECTBO KOMOBHUJIOH, Pa3phIXJINTENIb KYKypY3HBIH KpaxMmall, a TaKk)ke MarHHs cTeapaT B KayeCTBE CKOJIB3SILIETO
BEILIECTBA; I'/I¢ KOMOBUIOH W/MIIM KyKYpPYy3HBIH KpaxMas MOTYT ObITh HE0Os3aTeNbHBIMH.

Tabnerka naruduropa JI111-4 B COOTBETCTBUM C BAPHAHTOM OCYILIECTBICHHSI A M300pETECHUSI MOXKET OBITH
TIOKpBITA TUIEHKOW, TPEATIOYTHUTEIHHO IUIEHOYHOE ITOKPHITHE BKIIOYACT THUIPOKCHIIPOIMIMETIUIICIUTIONO3Y
(I'TIMLY), mommaTunenrukois (I1017), Tambk, JUOKCHI TUTaHA W OKCHJ XKejie3a (HampuMmep, KPacHbBIN W/Win
JKENTHIN).

Jlnst 6onee mompoOHOM MHGPOPMAITUK O JEKApCTBEHHBIX (opMax, Mpernaparax W BBEJICHHH HHTHOWTOPOB
JIII1-4 B COOTBETCTBUU C 3TUM M300pPETEHNEM, OCOOBIH aKIEHT JeNacTCs Ha HAYIHOH JUTEepaType W/ OIyo-
JIMKOBAaHHBIX MATCHTHBIX TOKYMEHTAaX, B YaCTHOCTH TeX, KOTOPHIC IPOIUTHPOBAHEI B ’TOM TOKYMEHTE.

dapmareBTHUECKHe KOMITIO3UINY (MM TpenapaThl) MOTYT OBITh yIaKOBaHBI MHOXKECTBOM crioco0oB. Kak
NPaBWJIO, NPOAYKT ISl TPAHCIIOPTUPOBKH BKIIIOYACT OJWH MM OOJIbIIee KOJMYECTBO KOHTEHHEPOB, KOTOPHIE
coJieprkaT OJHy WM OoJblllee KOJMYECTBO (hapMaleBTHYECKUX KOMIO3UIMH B moaxo e ¢popme. TabneTku
OOBIYHO YITAaKOBBIBAIOT B TIOAXOASAIIYIO IEPBUYHYIO YIIAaKOBKY AJIsl yA0OCTBa B 0OpAIleHUH, TPAHCTIOPTHPOBKH H
XpaHeHHs ¥ JJIsl oOecliedeHnsl Hajiexanield cTabMIbHOCTH KOMITO3MIMK NPH JJIMTEIFHOM KOHTaKTe C OKpY-
JKaromel cpenoil Bo BpeMsi XpaHeHusl. [IepBUUHBIME KOHTEHHEpaMH ISl TaOJIETOK MOTYT OBITh (hJIAKOHBI WU
OJINCTEpHBIE YITAaKOBKH.

[Moaxomsuuii ¢GakoH, HampuMep, A (HapMaIeBTHISCKOH KOMITO3UIIMH TN KOMOWHAImH (TaOJIeTKH),
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coneprkamuii uHruouTop JI1I1-4 B COOTBETCTBHM C BapHaHTOM OCYLIECTBIICHHSI A N300pETEHUsI, MOXKET OBITH
M3TOTOBIICH M3 CTEKJIa WM moiuMepa (mpeanodyrutensHo nonunpornwieHa (I1IT) wmm nmonamsTHieHa BBICOKOH
miotHocTH (I12-BIT)) 1 3aKphIBATHCS 3aKPYYHBAIOMICHCS KPBIIIKOW. 3aKpyUUBAIOMIASCS KPBIIIKA MOXET OBITh
obecriedeHa KpBIKON ¢ (hyHKIIMEH 3aIUTHI OT NeTel (HampuMep, KPBIIIKOW CUCTEMbl HaKaTh-TIOBEPHYTH) JJIS
MPEIOTBPAIICHUS FJIH MPETATCTBOBAHUS JTOCTYIA K COACP)KUMOMY NeTbMH. Ecim 3T0 ABisieTcss HE0OX0IUMBIM
(HammpuMep, B pETHOHAX C BBICOKOH BIAYKHOCTHIO), C TIOMOIIIBIO JIOTIOTHUATEFHOTO HCIIOIB30BAHMS BIIATOIIOTIIO-
TUTENS (TaKOTO KaK, HampuMep, OEHTOHNUTOBAS TIIMHA, MOJICKYJSIPHBIC CUTA WIIH MPEINOYTHTENHFHO CHIINKATeIh),
CPOK TOTHOCTH YIaKOBaHHOW KOMITO3UIIH MOXET OBITh MPOJICH.

[Monxonsimas OmucTepHas yrakoBKa, Harmpumep, Uil (apMaleBTHYECKOW KOMIIO3UIMH WIIM KOMOWHALIUH
(Tabnetkn), conepxkameii uaruourop JAIII1-4 B cOOTBETCTBHM C BapHaHTOM OCYIIECTBIECHHS A M300peTeHMS,
BKJIIOYAET B ceOsl WIIM COCTOMT W3 BepXHEH (OJbrH (KOTOpask MOXKET pa3pbIBaThCs MOCPEICTBOM TaOJICTOK) M
HIDKHEH JacTh (KOTopasi COAEPKUT THE3AA 11t TabaeTok). Bepxusis dombra MoXkeT mpeacTaBisiTe coO0i MeTan-
JIMYECKY0 (oJIBTy, B YaCTHOCTH aIFOMHHHUEBYIO, WIH (OJBIY N3 QJIIOMHHUEBOTO CIUIaBa (HapHMep, UMEIOIIYIO
tomuuHy 20-45 MkM, npeano4YTuTensHo 20-25 MKM), KOTOPYHO HOKPBIBAIOT TEIUIOM30IUPYIOLUIUM IOJIUMEPHBIM
CJI0EM C €€ BHYTPEHHEH CTOPOHHI (3aKpHIBAIOIIasi CTOpoHa). HImKHAS yacTh MOXKET IPEACTaBIATh cO00H MHOTO-
CIIOWHYIO TONMMEpHYI0 QOoNbery (Takyto Kak, Hampumep, mnoiu(BuHmiIxigopua) (I1BX), mokpeiTyio 1mO0-
ma(suaIIIAAeHXIOopUAoM) (IIBJAX); wmm ITIBX ¢onpry, 1aMHHHPOBAHHYIO TMONH(XJIOPTPUDTOPITHICHOM)
(IIXT®3)), niar MHOTOCTIOWHYIO MOJIMMEPHO-METAIIIONIOIMMEPHYIO (OJIBTY (TaKylo Kak, HalpuMep, JJAMHUHHUPO-
BanHas [IBX/amomMuHMEBO/TONMaMUTHAS KOMIIO3UITUS XOJOTHOTO (GopMupoBaHus). [IpuMepsl OIUCTEPHBIX
YIaKOBOK MOTYT BKJTIOYATh alu/alu, alu/TIBX/monuBUHMIAIIETAT COTIONTUMEP-aKpHIIaT WITH
alw/TIBX/TIXT®S/TIBX 6nucTepHble YIaKOBKH.

Jlyist Toro 4ToOBI 00ECTICUNTh JUIMTEIBHBINA EPHOJ XPAHEHHUS, 0OCOOEHHO B YCIIOBHSX KAPKOTO M BIaYKHOTO
KIMMarta, JUIsl OMMCTepHBIX yNAaKOBOK MOTYT HNPUMEHSTH JOMOJHUTENBHYIO BHENIHIOW OOEPTKY WIJIM MEIIOYEK,
M3TOTOBJICHHBIC M3 MHOTOCJIOWHOHM IOJIMMEpPHO-METaJUIONONMMEPHOH (osbIu (HampuMep, JIAMHUHHUPOBAHHOM
MOJINATUJICH/aTFOMAHUH/TIOMNI(QUPHOH KOMIO3WUIMHK). JOTOMHUTENBHBIH BIIArONONIOTUTEND (TaKOW Kak, Ha-
npuMep, OEHTOHUTOBAS TIIMHA, MOJICKYIISIPHBIC CHTA, FUIH MPEANOYTHTEIFHO CHIIMKArellb) B YKa3aHHOM YIaKo-
BOYHOM MEIIOYKE MOXKET eIlle OO0JIbIIe IPOTUTE CPOK TOJHOCTH B TAKMX arpeCCUBHBIX YCIOBHSAX.

[IpoayKT MOXXET IOMONHUTENHHO COAEPIKATh STHUKETKY HIIM BIIOKEHHYIO MHCTPYKIHUIO IO MPHUMEHCHHIO
mpernapara, KOTopasi OTHOCUTCS K MHCTPYKIHSAM, KOTOPBIE OOBIYHO BKJIAIBIBAIOT B CEPHHMHBIC YIIAKOBKH JIEKap-
CTBEHHBIX CPEJICTB, KOTOPHIE MOTYT COJEpPKaTh HH(POPMAIHNIO O IMTOKA3aHUAX K MIPUMEHEHHIO, IPIMEHEHHH, 10-
3ax, CIoco0ax BBEICHMS, MPOTHBOIMOKA3AHMUAX K MPUMEHEHHIO W/IIN MPEIOCTEPEKEHUIX, KaCAIOMINXCS TIpUMe-
HEHUS TaKHUX JIEKApPCTBEHHBIX CPEJCTB. B 07HOM BapnaHTe OCYIIECTBICHUS STHKETKA WM MHCTPYKLUS 1O MIPHU-
MEHEHHMIO TIperapaTa yKa3bIBaeT, YTO KOMITO3HLIUSI MOXKET IIPHUMEHSTHCS JUIS JIFOOBIX LieJIeil, OMMCaHHBIX 3/1€Ch.

Uro kacaeTcs IEpBOT0 BapHaHTa OCYLIECTBIICHHS (BapHAHT OCYIIECTBIECHUS A), TO J103a, KOTOpast OOBIYHO
HeoOxoxuma Juist narudutopos JI1I1-4, ymoMsHyTHIX B BapHaHTE OCYLIECTBICHUS A, KOTJa X BBOISIT BHYTpPH-
BeHHO, cocTasiseT 0,1-10 mr, npennoururensHo 0,25-5 Mr u, Korjga Ux OPUHUMAIOT NEPOPANbHO, COCTaBIAET
0,5-100 mr, npeamnoururensHo 2,5-50 Mr wiu 0,5-10 mr, 6oiee mpeAnodTUTeNsHO 2,5-10 Mr i 1-5 Mr, B Kax-
oM ciydae 1-4 pasza B meHb. Takum oOpa3om, HampuMep, KOJINIecTBO 1-[(4-MeTHIXUHA30IMH-2-UT)METH]-3-
MeTmI-7-(2-0ytuH- 1 -nm)-8-(3-(R)-amuHOIMTIEpUIMH- | -MIT)KCAaHTHHA, KOT/Ia €r0 NMPUHUMAIOT MEPOpalbHO, CO-
craisiet 0,5-10 MT Ha IanKeHTa B JACHD, IPEAMOYTUTENBHO 2,5-10 Mr wim 1-5 Mr Ha manyeHTa B ICHb.

JlexapcTBeHHass hopMa, M3TOTOBJICHHAS C MPUMEHEHHEM (hapMaIleBTHIECKOH KOMITO3UIHH, COIeprKareit
uaruouTop JIII1-4, ymoMsHyTHIi B BapuaHTe OCYIIECTBIECHUS A, CONEPKUT JCUCTBYIOIIEEe BEIIECTBO B JIHAIla-
30HE 103, KoTophiil coctaBngeT 0,1-100 mr. Tak, HanmpuMep, KOHKPETHBIE TO3UPOBKH 1-[(4-MeTHIXMHA30JINH-2-
wi)Metwi|-3-metui-7-(2-0ytun- 1 -mn)-8-(3-(R)-amuHOMUIIepUInH- | -HI)KCAaHTHHA B TMEPOpPanIbHOil (opme co-
crapisoT 0,5, 1, 2,5, 5 u 10 mr.

Oco0sr1ii BapranT naruouropos JII1-4 B cOOTBETCTBHH € 3THM M300pETEHHEM OTHOCHUTCS K EPOPAIBHO
npuHrMaeMbiM uHrHOMTOpaM [II111-4, xoTOphle TepaneBTHUECKH d(QEKTUBHBI NIPH HU3KUX J103aX, HAIpHUMeEp,
IPH 103aX NepOPaIbHO NIPUHUMAEMBbIX HHruonTopoB <100 mmu <70 Mr Ha manyeHTa B 1eHb, NPEANOYTUTEIHHO
<50 wmr, 6onee npeamouruteabHo <30 wm <20 mr, naxe Ooliee MPEAMOYTHTETHHO OT 1 10 10 Mr, B 9acTHOCTH
oT 1 1o 5 Mr (B 4acTHOCTH, 5 MI') Ha TIAIIEHTAa B JACHD (€CITU ATO SBJISIETCS HEOOXOIUMBIM, pa3aenEHHbIX Ha 1-4
OITHOPA30BEIE 103BI, B YACTHOCTH | WM 2 OJHOPA30BbIC N103BI, KOTOPHIE MOTYT OBITH OJMHAKOBOHM BEIMYHHEL,
MPEIOYTUTEIFHO, KOTOPhIE MPUHIUMAIOT IIEPOPabHO OJWH pa3 WM [1Ba pa3a B JIeHb (0oJiee IpeAmodTUTETHHO
OIIMH pa3 B JCHB), IPEANOYTHTEIHHO MPUHIMAIOT B JIF000E BpeMs JHS, ¢ mumieil wim 6e3. Tak, Hampumep, exe-
JTHEBHOE KOJIMYECTBO TEPOPATBLHON T03bI, cocTaBistoniee 5 Mr Bl 1356, MoxeT mMpuHAMATRLCS CO CXEMOU MpHE-
Ma OJIMH pa3 B JieHb (T.e. 5 mr BI 1356 oauH pa3 B IcHb) WK CO CXeMO¥ npuéMa JBa pasza B JeHb (T.e. 2,5 mr Bl
1356 nBa pasa B JieHb), B 1r000€ BpeMsl JHS, ¢ THIIEH Win 0e3.

Jlo3a nefcTBYIOMMX BEIIECTB B KOMOMHAIIMN U KOMIIO3UIIMU B COOTBETCTBHUH C HACTOSAIINM H300peTCHHEM
MOXET BapbHPOBATHCS, IPH STOM KOJNYECTBO JEHCTBYIOIIMX BELIECTB JIODKHO OBITH TaKUM, YTOOBI MOTYYUThH
MOAXOASIIYIO JIEKapCTBEHHYIO (popMy, XOTsl BEIOpaHHAs 71032 U BEIOpaHHAs JIeKapCcTBeHHas popMma OynyT 3aBuU-
CeTh OT KEJAaeMOro TepaneBTHYeckoro 3ddekra, MyTH BBEICHHS M IPOIOIDKUTEIHLHOCTH JiedeHusl. J{namna3oHsl
J103 JUTsI KOMOMHAIIMN MOTYT COCTABIISATh OT MaKCHMAaJIbHON EPEHOCHUMOH T03BI I OJHOTO BEIIECTBa 0 Oojiee
HU3KHX J03.
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Oco60 npeanoutnrenbubii naruourop JIMI1-4, Ha KOTOPBIH cieayeT 0OpaTuTh BHUMaHKE MO CMBICITY 3TO-
ro u300peTeHws, NpeiacTaBiseT cobol 1-[(4-MeTHIXHUHA30JIUH-2-UI)MEeTI]-3-MeTHI-7-(2-0yTHH- 1 -11)-8-(3-
(R)-ammHOTIMTIEpUIUH- | -MIT)KCaHTHH (Takke m3BecTHBIN Kak BI 1356 wmu nunarmuntua). BI 1356 nemoncTpH-
pyeT BBICOKYIO 3(PPEKTUBHOCTD, 24-4aCOBYIO MPOJOIKUTEILHOCTD JIEHCTBUS, a TAKXKE IMHUPOKOE TepareBTHIC-
CKO€ OKHO. Y TaIHMeHTOB, CTPAaJaloIuX AHabeToM 2 Tuma, KOTOPHIC IOIYyYaloT MHOTOKpPATHBIE TEpOpasibHBIE
nmo3er 1, 2,5, 5 wmm 10 mr BI 1356 ogun pa3 B nenb Ha npoTshkeHnn 12 aneit, BI 1356 nemonctpupyet 6iaro-
TIPUSTHBIN (papMakoIUHAMUYECKHA U (apMaKOKMHETHYECKUH TPpoduiIb (CM., HAalIpuMep, TaOJIMIly HIKE) ¢ OblI-
CTPBIM JOCTHXCHHEM YCTOHYHMBOTO COCTOSIHUS (HAIpUMep, TOCTIDKEHHE TUIaTo KOHIeHTpauu (>90% KoHIeH-
TpalMy IpeBapUTEIbHON J03bl B IUIa3Me KpOBU Ha 13-H 1eHb) MEXAY BTOPBIM U ISTHIM JHSIMH JICYEHHS BO
BCEX JI030BBIX IPyIMIax), HEOOIBIINM HAKOIUICHHEM (HapUMep, CO CPEAHUM 3HAYCHUEM COOTHOILICHHUS HaKOII-
neHust Ry auc 1,4 B cimyuae 103 BbIe | MI) ¥ COXpaHEHHEM JUIMTEIBHOTO JEHCTBHSA B OTHOIICHUH MHTHOHPO-
Banus JI1I1-4 (manpumep, ¢ moutu noyHbM (>90%) uaruduposanuem JAI1I1-4 npu noze 5 u 10 mr, T.e. 92,3 u
97,3% WHrHOMPOBaHMS B YCTOHYMBOM COCTOSTHHM COOTBETCTBEHHO M >80% WHrHOMPOBaHMS HA MPOTSHKEHUH
24-yacoBOTr0O MHTEpBAJA IOCIE NpHEMaA JICKAPCTBEHHOTO CPEACTBA), TaK K€ KaK M 3HAYUTEIbHOEC YMEHbIICHUE
KoJIeOaHMH 2-9aCcOBOTO MOCTIIPAHANAIBFHOTO YPOBHS TIIFOKO3BI B KpoBH Ha >80% (yxe Ha 1-ii neHp) mpu mose
22,5 MT, ¥ TIpH 3TOM 00111ee KOINIECTBO HEN3MEHHOTO ICXOJHOTO COSANHEHHSI, KOTOPOE BEIBOJUTCS C MOYOH Ha
1-it meHp, cocTaBisieT MeHbIIe 1% TPUHATON O3Bl U MOBBIIIACTCS He OoJice YeM MpHOIH3UTENBHO A0 3-6% Ha
12-i1 nenp (moueunslit kaupeHe CLyg ¢ cocTaBageT oT NpuOIM3UTENbHO 14 10 npubausutensHo 70 MI/MUH AT
TMPUHUMAEMBIX MEPOPATBHO 103, HAIIPUMEp IS AO3bI 5 M IMOYEYHBIH KIMPEHC COCTABISAET HMPUOIM3UTEIHHO
70 mur/muH). Y mroneit, ctpagarommx quaderom 2 tuma, Bl 1356 mokaspiBaeT miarne6omnoqo0Hy0 6€301macHOCTh
U IepeHoCUMOCTb. IIpu HU3KMX 103aX, KOTOpble cOCTaBIIOT =5 Mr, BI 1356 nmelicTByeT kak MCTUHHOE MEpo-
paspHOE JIEKapCTBEHHOE CPEICTBO, MPUHUMAEMOE OIMH pa3 B JI€Hb, C IMOJHOW 24-9acOBO MPOJOIDKHUTEIBHO-
cteio mHrHONpoBanus JIII1-4. TIpu TepaneBTHUECKUX 3HAYEHUSX 703 i npuéMa BHYTph BI 1356 riaBHBIM
00pa3oM BEIBOJUTCS Yepe3 IMEUCHb M TOJIBKO B MaJOW CTeNeHH (MPHOIN3UTENBHO <7% MPUHATON HepoparsHON
JIO3BI) TIOCPEACTBOM MMoYeK. B mepByro ouepenp Bl 1356 BBIBOOUTCS HEU3MEHHBIM MOCPEICTBOM KEMIH. Dpak-
st BI 1356, xoTopasi BBIBOAWUTCS TIOCPEACTBOM ITOYEK, ITOBBIIIACTCS TOIBKO OYSHb HE3HAYUTEIHHO C TCUCHHEM
BPEMECHHU U C MOBBIIICHUEM JIO3bI, TAK YTO, MOXOXKE, HE OyIeT He0OX0AUMOCTH MEHATH 103y Bl 1356 Ha ocHOBa-
HUM (QYHKIMOHMPOBaHMS NoYek nanuentoB. Hermouyeunoe BoiBenenne Bl 1356 B koMOMHanmy ¢ ero HU3KHUM T10-
TEHLIMAJIOM HAKOIUIEHHUsI W IIMPOKUH 3armac 0e30HacCHOCTH MOTYT OBITh 3HAYUTENBHBIM NPEUMYIIECTBOM IS
MOMYJISIUN TAIMEHTOB, KOTOPbIE HMEIOT BEICOKYIO PACIPOCTPAaHEHHOCTh IIOYEYHOH HEIOCTATOYHOCTH U Anade-
THYECKOI HedponaTum.

I'eomerpuueckoe cpeanee (rCpemHee) U reoMeTpUIeCKA KOAPUITUSHT
Bapuarnun (rKB) dbapmakoknHeTnaecknx napamerpos Bl 1356
B YCTOHYMBOM cOCTOSTHUU (12-ii 1eHb)

IMapamerp 1 mr 2,5 mr 5 wmr 10 mr
rCpeanee rCpeanee rCpeanee rCpeanee
(rKB) (rKB) (rKB) (rKB)

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

[EMOB-u/n]

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

[aMomns -u/n]

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

[aMons/x]}

Cuakess 4,53 (29,0) 6,58 (23,0) 11,1 (21,7) 13,6 (29,6)

[EMonB/1]

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

tuaxc.ss® [9] 1,48 [1,00 - 1,42 [1,00 - 1,53 [1,00 - 1,34 {0,50 -
3,00] 3,00] 3,00] 3,00]

Tyss [1] 121 (21.3) 113 (10,2) 131 (17.,4) 130 (11,7)

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

ty, [4]

RA.Cuaxe 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)

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

fer ss [%0] 3,34 (38.,3) 3,06 (45.1) 6,27 (42,2) 3,22 (34,2)

CLRg ss 14,0 (24,2) 23,1 (39.3) 70 (35,0) 59,5 (22,5)

[Ma/muH]

* CpenHee 3HaAUCHUE U IMAIIa30H [ MHH-MaKC].
HP He paccumntbiBaeTcs Kak OOJIBIIMHCTBO 3HAYCHUH HIDKE HIKHETO Mpezaena
KOJIMYECTBEHHOTO ONPEETICHHS.
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[Mockonbky pasznuuHble MeTabonudeckne (YHKIMOHAJIBHBIE PacCTPONHCTBA YacTO BO3HHMKAIOT OJHOBpE-
MEHHO, TO JIOBOJILHO 4acTO MOKa3aHO KOMOMHUPOBATH PsIJ PA3IMYHBIX JEWCTBYIOIINX BEIIECTB JIPYT C JPYTOM.
Tax, B 3aBUCHMOCTH OT JUAarHOCTHPOBAHHOTO ()YHKIIMOHAIHHOTO PAaCCTPOUCTBA, JIyUIIHE Pe3yIbTaThl JICUCHUS
MOTYT OBITh TOJy4eHbI, ecii uHruouTop JAIIII-4 KOMOMHHPYIOT C OJHUM HIIA OOJBIIAM KOJUYECTBOM aKTHB-
HBIX BEIECTB, IPUHATHIX U1 COOTBETCTBYIONINX PACCTPOMCTB, TAKUX KaK, HAIPUMEP, OJHO WIH OOJbIIee KOJIH-
YEeCTBO aKTHBHBIX BEIIECTB, BEIOPAHHBIX CPENU APYTUX MPOTHBOAMAOCTHUCCKHX CPEACTB, B YACTHOCTH AKTHB-
HBIX BEIIECTB, KOTOPHIE CHIDKAIOT YPOBEHH CaXapa B KPOBH WM YPOBEHB JIMITHAOB B KPOBH, MTOBBIIIAIOT YPOBEHB
JIBII B KpOBH, CHIDKAIOT apTepHAIbHOE JaBICHUE WIH MTOKa3aHbI IPH JICUSHIH aTepOCKIIepo3a Wil OKUPEHUS.

Wuruburopsr AI1I1-4, ynomsiHyThIE BBILIE - TOMUMO HX NPUMEHEHHUS] B MOHOTEPAITHH - MOTYT TaKXXe NpH-
MEHSTbCS BMECTE C OJJHMM HJIM OOJIBIIMM KOJIMYECTBOM JIPYTHX aKTUBHBIX BEUIECTB, B PE3yJIbTaTe Yero MOTYT
OBITH IMOJYYEHBI Jy4IINe Pe3yibTaThl JedeHus. Takoe KOMOMHHPOBAHHOE JICYEHHE MOXKET 00ECIeYMBaThCS B
KavyecTBe cBOOOTHOI KOMOMHAIMN BEIIECTB WM B BHUJE (PUKCHPOBAHHOW KOMOWHANWH, HapUMEp B BHJIE Tal-
JETKU WK Karcynbl. dapManeBTHyeckne npenaparsl KOMIIOHEHTa KOMOMHAIMN, HEOOXOAUMBIE ISl YKa3aHHO-
T0, JIN0O MOTYT OBITH MOJTY4YEHBI KOMMEPUYECKUM ITyTEM B KauecTBe (hapMaleBTHIECKUX KOMITO3ULUH, 1100 MO-
TYT OBITH COCTaBJICHBI CIICIIHAIIMCTOM B JaHHOW 00JACTH TEXHHWKH C NMPHMEHEHHEM TPaIWIHOHHBIX CIIOCOOOB.
AKTHBHBIC BEIIECTBAa, KOTOPBIE MOTYT OBITH MOJIydeHBI KOMMEPYECKUM IIyTeM B KadecTBe (papMareBTHIECKUX
KOMIIO3UINH, OMUCAHBI B MHOTOYHCICHHBIX WCTOYHHWKAX B MPEIIISCTBYIOMIEM YpPOBHE TEXHUKH, HAIpUMEpP B
HepeyHe JIEKapCTBEHHBIX CPEACTB, KOTOPHIH mosiBisieTcs: exeroaHo, "Rote Liste®" ¢eneparnBHOro oonemine-
HUS (apMareBTHIECKON MPOMBIIIUIEHHOCTH, HIIH B €XKET0JTHO B OOHOBJISIEMOM COOpHHKE MH(POPMAITUN H3TOTO-
BHTEJIEH O JIEKAPCTBEHHBIX CPEACTBAX PELENTYypHOTO OTMycKa, u3BecTHOM kak "Physicians' Desk Reference"
("HacTtosbHBIH cripaBOYHUK Bpada)".

[MpumepaMn poTHBOANAOETHYECKUX KOMIIOHEHTOB KOMOWHALIUK SIBISIIOTCS MET(HOPMHUH; CYIIL(GOHUIMO-
YCBHUHBI, TAKHE KaK MIMOCHKIAMUII, TOJ0OATAMH, TITUMETIAPH, TIUITH3H], TITUKBUAOH, TTHOOPHYPH] U TIIHKIIA-
3WJI; HATCTJIMHUT; PETATINHI; MUTHIJIMHU]T, THA30JUINHANOHEI, TAKHE KaK PO3UIIIMTA30H U MUOTJIUTA30H; MO-
npynstopsl PATIII-raMMa, Takue kak Merarnuaassl; aroHUcTsl PATII-ramma, Takue kak, HampuMep, pUBOIIINTA-
30H, mutornutazoH, INT-131 u Gamarnuraszon; anraronuctel PAIIII-ramma; moaynsatopsl PAIIII-ramma/ansda,
TaKMe Kak Te3aryMTasap, MypariuTasap, anernurazap, unaernutazap u KRP297; monymaroper PAIIII-
ramma/anbda/nensbTa, Takue Kak, Hanpumep, Jobernmrazon; AM®K-aktuBatopsl, Takue kak AICAR; wHrnou-
topel aneTmn-CoA-kap6okcmnazsl (ACC1 m ACC2); WHrHOMTOPBI IHAIMIITIHIIEPUH-AEeTHIATPAHCHEPa3hI
(ATAT); aromnctet GCRP 6era-kIeTok MOMKeTymO9YHOM kene3bl, Takue kak aroHucTthl GPR119 (aronuctsr
SMT3-penenrtopa), Takue kak GPR119-aronuctsr 5-3tmin-2-{4-[4-(4-TeTpa3on-1-un-peHOKCUMETHI ) THA30-2-
Wi |munepuanH- 1 -un } mupuMuaue win 5-[ 1-(3-uzonponwi-[ 1,2,4]okcaanaszon-5-mi)murnepuanH-4-mIMeTOKCH | -
2-(4-merancynbhonmwnpennn)nupuaun; naruoutopsl 11B3-HSD; aronuctsr FGF19 unm ananoru; Gimoxatopsl
anbQa-TITIOKO31aa3bl, TaKUe Kak akap003a, BOrJIN003a U MUTIUTON; alb(a2-aHTarOHUCTHI; HHCYJIMH U aHAJIOTH
MHCYJIMHA, TaKhe KaK 4eJIOBEUECKUH MHCYIIHMH, WHCYJIUH JH3NPO, HHCYIUH riuy3winH, pJJHK-uncynun acmapr,
HITX-uHCYIMH, HHCYIHH JIETEMHp, UHCYJIMH JETIIyeK, HHCYJIMH TPETrONWI, HHCYJIUH IIMHK CYCIICH3HS U MHCY-
JIMH TJIapTyH; JKexynouHblid narunontopuslii nentun (OKUII); aMmunuH v aHanorn aMuwinHa (HarpuMmep, Ipam-
muaTUa vy gaBanuatun); TTII-1 u ananoru I'TITI-1, Takue kak skceHANMH-4, HApUMED, SKCEHATU]T, YKCEHATH]L
LAR, muparnyrun, Tacnoraytun, mukcuceHatun (AVE-0010), LY-2428757 (morunupoBanHast Bepeust 'TIT-1),
nynaraytan (LY-2189265), cemarnyrun nnm anburimytng; naruouropsl SGLT2, takue kak, Harnpumep, ramar-
mudnosuH, ceprimpuosud (KGT-1251), aturmuduiosnH, xaHaraudiIo3uH, UHpariudiIo3uH, TyCceoTrau(IO3nH
i TohoTTU(I03WH, WHTHOUTOPHI MPOTEHHTUPO3HH-PochaTassl (HAIPUMEp, TPOIYCKBEMHUH); WHTHOUTOPHI
TIII0K03a-6-hocdaTassl; MOIYIATOPHl (PpyKTO3a-1,6-0nc-pocdara3pl; MOAYIATOPHI TIIHKOTEHGOCHOPHIA3HL;
AHTarOHHUCTHI PeIlenTopa TIIoKaroHa; HHruouTopsl pochoeHonmupysaTkapbokcukuaassl (PEINKK); narunduTo-
pel tupyBaTaeruaporenaskuHasbl (PDHK); uaruduropsr Tupo3unkuHas (50-600 mr), Takue Kak KHHA3a perer-
topa TOP (cMm. EP-A-564409, WO 98/35958, US 5093330, WO 2004/005281, a taxke WO 2006/041976) nn
KWHAa3bl CepUHA/TPEOHIHA; MOYJIATOPHI TNIIOKOKHHA3BI/PEryJIITOPHOTO Oellka, BKII0Yasi akKTHBATOPbI TIIIOKOKH-
Ha3bl; HHI'MOUTOPHI TIIMKOTEHCUHTA3bIKWHA3bI; HHTHOUTOPHI cozepxarieil mfoMeH SH2 mHo3nTon S-ocdarassr
tuna 2 (SHIP2); narudutopsr IKK, Takue kak BHICOKOJO3WPOBaHHBIH canuiiatr; nHruontopsl JNK1; naruon-
TOpBI IpoTeHHKUHA3bI C-TeTa; OeTa-3-aroHKUCTHI, TAKUE Kak putoderpoH, YM 178, comaberpoH, TanuberpoH, N-
5984, GRC-1087, padaderpon, FMP825; uaruburops! aixpaocepenykrassl, Takue kak AS 3201, 3enapecrart,
(dbunapecrar, samanpecrart, panupectar, NZ-314, CP-744809, a taxxe uaruoutopsr CT-112; SGLT-1 niom SGLT-
2; marHOHUTOPHI KaHaoB KV 1.3; momymsaroper GPR40, Takue kak, Hampumep, [(3S)-6-({2',6'-mumernin-4'-[3-
(MeTIIICYTE(HOHMIT)TPOTIOKCH |On(eHNI-3-1IT } METOKCH )-2,3-Turuapo- 1 -6er3odypan-3-mi|ykcycHass  KUCJIOTa,
naruouTopel SCD-1; antaronnctel CCR-2; aroHUCTH JOMaMHUHOBBIX PELENTOPOB (OPOMOKPHUIITHHA ME3HJIAT
[dukmocet]); 4-(3-(2,6-1MMeTUIOCH3MIOKCH )PEHIIT)-4-0KCOOYTaHOBAsI KUCIIOTa; CTUMYIISATOPHI CHUPTYWHA; H
npyrue uaruoutopsr JIITIV.

MetdopMuH 00BIYHO JAIOT B J103aX, Bapbupyoomuxcs ot npuomusurensHo 500 mo 2000 mr, BIIOTH 10
2500 Mr B 1eHb, C MPUMEHEHHEM PA3IMYHBIX CXeM npuéma oT npubmmsurensHo 100 xo 500 mr, wnu 200-850 mr
(1-3 paza B zmenp), wiu npudnmsutensHo 300-1000 Mr onuH pa3 Wi ABa pas3a B JA€Hb, WIM MET(GOPMUH € OTIIO-
JKCHHBIM BBICBOOOXKICHUS TAIOT B J103aX, COCTABIAOMMX MpuoOam3uTenpHo 100-1000 Mr, mwin mpeamnovTuTeIbHO
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500-1000 mr, oguH pa3 WK 1Ba pa3a B AeHb, WK npudamsurensHo 500-2000 Mr oauH pa3 B feHb. OTHenbHbIC
JIO3UPOBKH MOTYT cocTaBisITh 250, 500, 625, 750, 850 u 1000 mMr runpoxiopuia MeT(opMHHa.

Jlo3a mrormrazoHa 0OBIYHO COCTABIISIET MpUOII3UTENHHO 1-10, 15, 30 nnm 45 Mr oUH pa3 B JCHb.

Posurnmmrazon oOBIYHO MAIOT B J03aX OT 4 70 8 Mr oAuH pa3 (WU pa3felisaioT Ha JABa pa3a) B IeHb (0ObI-
HBIE TO3UPOBKH COCTABJISAIOT 2, 4 U 8 MT).

I'mibenkmamun (Tmudypu) oObIYHO NaOT B 103aX OT 2,5-5 10 20 Mr omuH pa3 (MU pa3IensioT Ha JBa pa-
3a) B JIcHb (OOBIYHBIC TO3UPOBKH COCTABIAIOT 1,25, 2,5 1 5 MT') MM MUKPOHM3UPOBAHHBINA TIIHMOCHKIAMU/ B JI0-
3ax oT 0,75-3 10 12 Mr oxuH pa3 (Wiu pa3aemsaioT Ha JBa pas3a) B eHb (0OBIYHBIE JO3UPOBKH COCTABIAIOT 1,5, 3,
4,5 n 6 mr).

I'munusun 00bvHO AaroT B 1o03ax oT 2,5 1o 10-20 mr oxun pa3 (wim 10 40 Mr pa3enisioT Ha JiBa pasa) B
JICHb (OOBIYHBIC TO3UPOBKU COCTABIAIOT 5 U 10 MT), WITH MITHOCHKIAMUJ C IPOJIOHTUPOBAHHBIM BEICBOOOKICHH-
eM JatoT B 7103aXx oT 5 10 10 Mr (110 20 Mr) oauH pa3 B ieHb (0OBIYHBIE JO3UPOBKH COCTABILIOT 2,5, 5 1 10 mr).

I'mamenmpu 00BIYHO MAIOT B 03aX OT 1-2 10 4 Mr (0 8 Mr) oJuH pa3 B A¢Hb (OOBIYHBIC JO3UPOBKH CO-
CTaBISItOT 1, 2 U 4 Mr).

JIBoliHYI0 KOMOWHAITUIO TIIMOSHKIaMIIa/MeT(HhOpMHHA OOBITHO AAFOT B 103aX oT 1,25/250 onuH pa3 B A€Hb
1o 10/1000 mr nBa pasa B ieHb (OOBIYHBIE TO3UPOBKH cOCTABISIOT 1,25/250, 2,5/500 u 5/500 mr).

JIBOliHYI0 KOMOWHAITMIO TIIHITH3KIa/MeT(HOpPMHIHA OOBITHO JAr0T B A03ax oT 2,5/250 mo 10/1000 mr nBa pa-
3a B IeHb (0OBIYHBIC JO3UPOBKHU COCTaBIsIOT 2,5/250, 2,5/500 1 5/500 mr).

JIBOliHYI0 KOMOHMHAITHIO TIIMMETTHPHUIa/MeT(GOopMIHA 00BIYHO atoT B 1o3ax oT 1/250 mo 4/1000 mr nBa pa-
3a B JICHb.

JIBOIHYFO KOMOMHAITUIO PO3UTINTA30Ha/TIIMMENHPUIa OOBIYHO JAarOT B 03ax oT 4/1 omuH pa3 win 1aBa pa-
3a B JICHB JI0 4/2 MT J1Ba pa3a B JIcHb (OOBIYHEIC JJOSUPOBKH cocTaBisoT 4/1, 4/2, 4/4, 8/2 u 8/4 mr).

JIBOiiHYO KOMOMHAIIMIO MUOTJITA30HAa/TIIUMENApHIa 00OBIYHO MAaroT B J03ax oT 30/2 go 30/4 mr omuH pa3
B JICHb (OOBIYHBIC TO3UPOBKHU COCTABISIOT 30/4 1 45/4 mr).

JIBOiiHYI0 KOMOHMHAITMIO PO3UTIMTA30HAa/METPOPMHIHA OOBIYHO JafoT B jo3ax oT 1/500 mo 4/1000 mr mBa
pasa B feHb (0OBIYHBIE T03UPOBKH cocTaBisioT 1/500, 2/500, 4/500, 2/1000 u 4/1000 mr).

JIBOliHYI0O KOMOWHAITMIO TTHOTIIMTa30Ha/METPOPMUHA OOBIYHO JArOT B 03ax oT 15/500 omuH pa3 uiu nBa
pasa B feHb 10 15/850 Mr Tpu pasa B JeHb (0OBIYHBIE COACPKAHUS TO3UPOBKHU cocTaBisioT 15/500 u 15/850 mr).

HecynbhoHMIMOYEBUHHBIN CTUMYJISATOP CEKPEITUN MHCYIMHA HATETJIMHU OOBIYHO JAI0T B A03ax oT 60 10
120 Mr Bo Bpemst ipuHATHAS UK (10 360 Mr/neHb, 0ObIYHBIE JO3UPOBKH cocTaBisioT 60 u 120 mr); penarmu-
HU 00BIYHO JAfOT B 03ax oT 0,5 10 4 Mr Bo BpeMs MPUHATHS UK (10 16 Mr/neHb, OOBIYHBIE TO3UPOBKH CO-
crapisaor 0,5, 1 u 2 wmr). J[BoliHas KoMOMHAIMS penarivHuIa/MeTpOpMUHa JOCTyIHa B H03upoBKax 1/500 u
2/850 mr.

Axkap003y 00bIYHO JatoT B 03aX oT 25 1o 100 Mr Bo Bpems MpUHATHS NUIIH. MUTIINTOJ OOBIYHO AIOT B
Jo03ax ot 25 1o 100 Mr Bo BpeMs MPUHATHS MUILN.

[IpuMepaMu KOMIIOHECHTOB KOMOHMHAITUH, KOTOPBIE CHUYKAIOT YPOBCHB JIUITUIOB B KPOBH, SBISIOTCS HHTH-
outopsr HMI'-CoA-peaykra3bl, Takue Kak CHMBACTaTHH, aTOPBACTATUH, JIOBACTATHH, (IIyBacTaTHH, IpaBacTa-
THH, TTMTABAaCTaTHH M PO3yBacTaTHWH, (GUOpaThI, Takue Kak Oe3adpudpar, heHodubpar, xkinoduodpar, rempudpo-
3WI, 9TOPUOpaT U ITOGUUTHMHKIOPUOpAT; HUKOTHHOBAS KUCIIOTa U €€ MPOU3BOJHBIC, TAKUE KAK AIMITUMOKC;
aronuctsl PAIlll-anmeda; aronwctel PAIIll-nenbra, Takme kak, w©Hampumep, {4-[(R)-2-aTokcu-3-(4-
TPUPTOPMETIIIHESHOKCH ) TIPOTTIIICYIb(DAHMI |-2-METHI(PEHOKCH } YKCYCHAsT ~ KHCIIOTA; aronuctsl  PAIIII-
anbda/mensTa; HHTHOUTOPHI anmi-kodepmenta A:xonectepunarirpancdepassl (ACAT; EC 2.3.1.26), Takue
KaK aBa3MMHO; MHTHOUTOPHI BCACHIBAHUS XOJIECTCPUHA, TAKHE KaK 33CTUMHUO; BEIIECTBA, KOTOPHIC CBA3BIBAOTCS
¢ XEMYHON KUCIOTOM, TaKUEe KaK XOJICCTHPAMHUH, KOJICCTHIION U KOJIECEBEIaM; HHTHOUTOPHI TIepeHOca KETIHOU
KHCJIOTHI; aKTUBHBIC BelecTBa, Moaynupytomue JIBII, takue xak D4F, obpatnbiii D4F, akTHBHEIC BElIeCTBa,
moaynupyromme LXR, n aktuBHbIe BemecTsa, Moaynupytomue FXR; naruduropsr CETP, Takne xax Topuerpa-
o, JTT-705 (nanuerpanu6) winu coeaunenue 12 uz WO 2007/005572 (anauerpanu); MOIYISATOPHI peenTopa
JITHIT; naru6uropst MTP (Hanpumep, nomutanun); u antucmeicioBas PHK ApoB100.

Jlo3a aTopBacTatnHa 00bI9HO cocTaBseT oT 1 10 40 mr wim 10-80 MT ofuH pa3 B ICHb.

[IpumepaMn KOMIIOHEHTOB KOMOWMHAITMH, KOTOPHIE CHIDKAIOT apTepHajbHOE JaBJICHHUE, SIBISTIOTCS Oera-
OII0KaTOPBI, TAaKUE KaK aTeHOJION, OMCOIPOIION, IIEIHUIIPOIIOII, METOTIPOJION B KapBEeIUION; TUYPETHKH, TAKAE KaK
THIPOXIIOPTHA3H], XJIOPTATHIOH, KCUTTaMU, Pypo3eMus, MUPETaHu ], TOPA3eMU, CIIUPOHOIAKTOH, JIPEICHOH,
aMIJIOPUI M TPHAMTEPEH; OIOKATOPhI KaHAJIOB KaJbIH, TaKHe KaK aMJIONWIWH, HU(EIUIUH, HATPCHIHUIINH,
HU3OJIUIINH, HUKApIUNWH, (ETOTUNHH, JAIUIANINH, JePKaHUITUANH, MaHUAUIINH, WCPAJUINH, HUIBAIUINH,
BepanaMull, TAJUIONIAMIWIT ¥ AWITHA3eM; HHTHOUTOpEI ATID, Takue Kak paMUOPWII, JTU3UHONPWI, IHIA3alpHlL,
KBHHATIPWII, KaNTOMPWJI, YHAJANPUII, OCHA3CTIPIII, TIEPUHIONPIII, (PO3UHOMPHI U TPaHAONANPHI, a TaKXKe OI0-
KaTopsl perentopoB anrnoreHsuna Il (BPA), Takue kak TenMucapTaH, KaHIecapTaH, BalicapTaH, JIOCapTaH, Up-
OecaprtaH, oJIMecapTaH, a3WICAPTaH U MPOCAPTaH.

Jo3a trenmucaprana o0s19HO coctapmsget ot 20 10 320 mr win 40-160 Mr B 1eHb.

[IpumMepaMu KOMIIOHCHTOB KOMOHWHAITUH, KOTOPBIC MOBBIIIAIOT YpoBeHb JIBII B KpOBU ABISIOTCS MHTHOU-
TOPBI TPAHCIIOPTHOTO Oenka xosecTepuHOBLIX d(upoB (CETP); HHTrHOUTOPBI SHIOTEIHAILHON JIMITIA36; PETYIIsI-
topel ABC1; anraronnctsl LXR-anbda; aronnctel LXR-06eta; aronuctsl PAIIII-nenpra; perymsitopsl LXR-
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anb(da/Oera, a TakKe BEHIECTBA, KOTOPBIC MOBBIIIAIOT IKCIIPECCHIO M/MITH KOHIICHTPAIUIO B TUIa3ME KPOBH ario-
nunporenHa A-I.

[TpumepaMn KOMIIOHEHTOB KOMOMHAIINH JJISI JICUCHUS OKUPEHUS SBISIOTCS CHOYTPaMUH; TETParuIpOInII-
cTaTWH (OpiHCTaT); amu3uM (MEeTUIINCTAT); JAeKCPeHPIypaMHH; aKCOKWH; aHTarOHUCTHI KaHHAOWHOWIHBIX pe-
nenTopoB 1, Takue kak antaronuct CB1-pementopoB puMoHoOaHT; antaronnctel MCH-1 penienTopoB; aronu-
ctel MC4 penienitopoB; anTtaroHucTsl NPY5 u NPY2 (Hanpumep, BeHENIEpHT); arOHUCTHI OeTa3-AP, Takue kak
SB-418790 u AD-9677; aronuctel SHT2c¢ peneniropa, Takue kak APD 356 (Jiopka3epwH); HHTHOUTOPHI MHOCTa-
trHa; Acrp30 M agUMNOHEKTHH; HHTHOUTOPHI cTeapon-CoA mecatypassl (SCD1); HHTHOUTOPBI CHHTA3bI KHUPHBIX
kucnot (CXKK); aronuctsr CCK penentopoB; MOIyNSTOPEl penentopoB rpenuna; Pyy 3-36; aHTaroHUcTHI pe-
LENTOPOB OPEKCHHA; a TaKKe TE30(CHCHH; TaKXKe KaK W JBONHBIC KOMOWHAIMU OYyNpOMHOH/HANTPEKCOH, Oy-
MPOTIHOH/30HUCAMHU]T, TOMUPAMAaT/(PeHTEPMHH U MIPAMIHHTHI/METPEICTITUH

[IpuMepaMu KOMITOHEHTOB KOMOMHAITUY [T JICUCHHS aTEPOCKIIEPO3a SBISFOTCS HHTHOUTOPHI (pocdormra-
361 A2; wHruoOuTopsl THpo3uHKMHa3 (50-600 wmr), Takme kak kuHaza penentopa TOP (cm. EP-A-564409,
WO 98/35958, US 5093330, WO 2004/005281, a takxxke WO 2006/041976); anturena okucneHusix JIITHIT u
BakuHb! okucieHHbIX JITTHIT; apoA-1 Mumnan; ASA u narubutopst VCAM-1.

Kpome toro, onpenenennniii uHrnouTOp [III1-4 B COOTBETCTBUU C ATHM H300pETEHHEM MOXET TpHUMe-
HATBCS B KoMOMHammu ¢ cyoctparom [I1I1-4 (B wacTHOCTH, C IPOTUBOBOCTIATUTENbHBIM cyOcTpat JI1I1-4), ko-
TOPBIA MOXKeT ObITh npyrum, uem ['TII1-1, s meneil B COOTBETCTBUM ¢ HACTOSIIMM HU300pETEHUEM, TaKHe CyO-
crpatel JII1-4 BrimtOUatoT, HampuMep - He OrPaHUINBAsICh UMH, OJHO WK 00Jiee U3 CIeayIOIETo:

WHKPETUHBL:

rmokaroH-noaoouei nmentua (I'TIT)-1,

[II0KO3aBUCUMBIIN HHCYIHHOTponHbl nentup (I'NIT);

HEHPOAKTHBHEIC:

cybcranius P,

neiiponentun Y (NPY);

SHEPTreTUYECKUI TOME0CTas:

I'TIII-2,

MIPOJIAaKTHH,

TIENITH/T, aKTUBHPYIOMNH afaeHmIaTIuKIa3y runodmsa (PACAP);

JIpyTHe TOPMOHBI:

PACAP 27,

anbda-1enb XOpHOHMIECKOTO TOHAJOTPOITHOTO TOPMOHA YEIIOBEKa,

(axTop, cTuMynupyIomuii Beienenne ropmona pocra (GHRF),

anb(da-1enp TFOTEHHIU3UPYIONIET0 TOPMOHA,

MHCYIHHOIION00HEIH (akTop pocta (MDP-1),

CCL8/30TakcuH,

CCL22/makpodaraibHbIii XEMOKHH,

CXCL9/unTepdhepoH-raMMa-uHIyITUPOBAHHBIH MOHOKHH;

XCMOKHHBI:

CXCL10/unTephepon-raMmma-uHIyIUPOBAHHBIN poTenH-10,

CXCL11/uaTepdhepoH-nHAYIHOSTBHBIN XeMOAaTTpakTaHT T-KIIETOK,

CCL3L1/m30dopma makpodaranpHoTro Oemka BocniayieHus 1 anbda,

LD786erta,

CXCL12/¢axTop cTpoManbHBIX KIETOK | anbda u 6eta;

JpyTHe:

SHKe(aATHUHBI, TACTPHHOCBOOOKTAIOIINIA ENTH, BA30CTaTHH- 1,

MENTH]] TUCTUIMH MECTHOHHH, TUPOTPOIIHH albQa.

JloTIOTHUTEIBHO, WK KPOME TOTO, ompenencHubrii naruoutop JII1-4 B coOOTBETCTBHH ¢ 3TUM H300peTe-
HHEM MOXET IPUMEHATHCS B KOMOWHAIMH C OJHUM WJIH OONBIINM KOJMYECTBOM AKTHBHBIX BEIUIECTB, KOTOPHIE
TIOKa3aHbI MPH JICUeHNH HeppomaTuy, HaIpUMep, TAKUX KaK, BRIOpAaHHBIE W3 TUYPETUKOB, HHITHONMTOpOoB AIlD
n/mm BPA.

JlonomHUTENHHO, WM KPOME TOTO, onpeeneHHbiii naruoutop JIII1-4 B cooTBeTCTBUM C 3TUM H300peTe-
HHEM MOXET IPUMEHATHCS B KOMOWHAIMH C OJHUM WJIH OONBIINM KOJMYECTBOM AKTHBHBIX BEIUIECTB, KOTOPHIE
TIOKA3aHbI TP JICYCHUH WIH MPO(MUITAKTHKE CEPIEeTHO-COCYAUCTHIX 3a00JIeBaHIIA WITH OCIOXKHEHUH (Hampumep,
OCHOBHBIX CEP/ICYHO-COCYANUCTBIX OCIONKHEHHH).

Kpome Toro, HeoOs3aTeIbHO B JOMOJTHEHUE, onpeaeicHHbI nHruoutop [AIII1-4 B COOTBETCTBHH C STHM
U300peTEHUEM MOXET MPUMCHSTHCS B KOMOWHAIIMH C OJHUM WJIH OOJIBIINM KOJNUYECTBOM aHTHATPETaHTHBIX
CPEICTB, TAKHX KaK, HampuMmep, (HU3KOJO3MPOBAHHBIN) aCIIHUPHUH (allCTHIICAUIIIIOBAS KUCIIOTa), CCIICKTUBHBIN
HOI'-2 unn vecenekTuHbIM umHrHONUTOp L{OI-1 /IIOI'-2, mnu uarudutop AJld-penenTopa, Takold Kak THCHO-
TUPUANH (HATIPUMED, KIOMUAOTPEN WIH TPa3yrpen), SJIHMHOTPEN WIM THKArPelIop, WM aHTarOHUCT PEIEeNTop
TpoMOWHa, TAaKOHW Kak Bopamakcap.

TeMm HEe MeHee, OoJiee TOTO, HEOOA3aTETHLHO B IOTIOTHEHME, onpeaeiacHubid naruourop JII1-4 B cooTBeT-
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CTBHH C 3TUM HU300pPETCHUEM MOXKCT MPUMCHATHCS B KOMOMHAIIUY C OJHHUM FUTU OOJBIIUM KOJIHYCCTBOM aHTH-
KOaryJsHTOB, TAKUX KakK, HAIIPUMEp, TeapyH, KyMapHH (Takoil kak BapdapuH Wik (EHIPOKYMOH), IIEHTacaxa-
puaHbIH nHTHOUTOP (akTopa Xa (Hampumep, GOHAAMAPUHYKC), WIH MPSAMON HHTHOUTOP TPOMOWHA (TaKOH Kak,
HampuMep, AaburarpaH), wiu WHrHOUTOp (hakTopa Xa (TakoW Kak, HaIpUMep, puBapoKcabaH WM anmukcabaH,
WM d10cabaH, Wik oTamucadan).

TeMm HEe MeHee, OoJiee TOTO, HEOOA3aTETLHO B IOTIOJTHEHME, onpeaeiaeHubid naruourop JII1-4 B cooTBeT-
CTBHH C THM H300pETCHHEM MOXXET NMPHUMEHSATHCS B KOMOHMHAIIUH C OJHUM WIH OOJBIIMM KOJHMYECTBOM Be-
IIECTB JJIsI JISYCHHS CEPACIHON HEAOCTATOYHOCTH (TaKMX Kak, Harpumep, yromsHyteie B WO 2007/128761).

Hacrosmiee n3o0pereHue He JTOJDKHO OTPAHUYHBATHCS B 00beME KOHKPETHBIMH BapUAHTAMHU OCYILCCTBIIC-
HUS, ONHCAaHHBIMH 3/1eCh. Pa3nuunHbie MOAMGUKAIME W300pPCTCHUS B JIOTOJHCHHE K TEM, KOTOPHIC OIHCAHBI
3J1€Ch, MOTYT OBITh OYCBHIHBIMU JIJIsI CIICIIUATTICTOB B JAHHOW OOJIACTH TEXHUKH, UCXOJIS U3 HACTOSIIECTO OIHCa-
Hus. [Ipeqnonaraercs, 4To Takue MOIU(PUKANH MOANATAIOT 0] 00BEM TPIIIOKESHHOH (HOPMYITEI H300pETCHUS.

Bce 3asBku Ha MoNydeHHE MATCHTA, MPOLUTHPOBAHHBIC 3/ICCh, BKJIIFOUCHBI TAKUM O0pa30M IOCPEIACTBOM
CCBUIOK BO BCEH UX IOJTHOTE.

YMeHbIIeHHe TOBPEKICHHS TTOIOIIUTOB. DKCIIPECCHs OTOKATNKCHHA KaK MapKepa IIEJIOCTHOCTH MTOJJOITUTOB.

OKCIpeccuio MOJOKATNKCHHA aHAIN3UPOBAIH ITOCPEICTBOM UMMYHOTUCTOXUMHUH C IIPUMEHEHHEM II0JI0-
KalTMKCHH-crienrduueckoro antutena. Cpesbl modek camiioB nuadetndeckux db/db mermeii (Bo3pact 10 Hexens
B HaJaJe MCCICAOBAHMS, M KOTOPBIX JICUIIIN Ha MPOTSHKEHUH 3 MECAIEB) aHATM3HPOBAIN B CIICAYIONIUX IPYTIIax:

Jnabetnueckuii KoHTpob (n=10), arHArMNTHH 3 MI/KT (n=8), 3Hananpua 20 mr/kr (n=10) 1 rerepo3u-
TOTHBIE MBITIIA KOHTPOJIBHOHN TpymImbl (n=8).

Bce OlieHKM MHTCHCHBHOCTH OKPANIMBAHUSA KIIYOOYKOB BBITIOJNHSUIN NMPH MPUONMKEHHOW OICHKE TBYMS
Pa3HBIMU CIICIHATMCTAMH B 00JIACTH MATOJOTHH TIOYEK, ISl KOTOPBIX MUKPOCKOIIMYECKUE UCCICIOBAHUS OBLITH
3aMaCKUPOBAaHHBIMHU.

[IpenBapuTenbHO 3aJaHHBINA IPaUEHT Kbl olleHKH cocTaBisut 0, 1, 2 u 3. TIpu sTom 0 03HaYaeT OTCyT-
CTBHE KCIIPECCHU, U IIPU 3TOM 3 O3HayaeT HanOOJIBIIYIO dKcnpeccuio. CpellHue 3HaueHUs TPYIITBI CPABHUBAIIH
C HellapaMeTpuIecKuM KputepreM. 3HaueHns P menee yem 0,05 cuuTanuce CymecTBEHHBIMH.

Ha ¢urype mokaszana skcmpeccus MOJOKAJUKCHHA B KadeCTBE MapKepa sl HEJOCTHOCTH IOJIOIHUTOB Yy
nmuabernyecknx db/db MpImIel, KOTOPBIX JICUWIIH JTUHATIUNITHHOM, SHAIANPHIOM WIH Iarne6o, U y 310pOBBIX
MBIIIEH KOHTPOJIBHOM TPYIIIIHI.

VYkazanHoe nccienoBanue db/db MeImiei ocymecTBIIeTCs TSl TOATBEPKACHUS KOHICTIIHH (KPAaTKOE OTIH-
CaHWe CM. HIKE) 0 TOM, 4To nHrHOUpoBanue /I111-4 MoxeT MpeasIoKUTh HOBBIM TepaneBTUICCKII TIOIXO IS
JIeYCHUS! IPOTEHHYPHUIECKUX 3a00JICBaHUMH, CBS3aHHBIX C IOBPEXICHUEM ITOJOIIMTOB. YKa3aHHOE HCCIIEI0BaHUE
SICHO JIEMOHCTpHUpYeT, 4to uHruourop JAIII1-4 mTUHATTUNTHH 3HAYUTEIHHO CHIDKACT MOBPEKIACHUE TIOJOUTOB B
TIIIOKO3€ B CHIBOPOTKE KpoBH y db/db MbImmeid, He3aBUCHMBIM 00pa3oM (cM. ¢purypy). IloBpekaeHne moJ0IUTOB
OTPENIENIAIOT MOCPEICTBOM OKpAIIMBaHUS TOIOKATWKCHHA. [l0JOKATMKCHH, CHAJOTJIUKONPOTCHH, CUYHUTACTCS
OCHOBHBIM COCTAaBJISIFOIIUM TIIMKOKANKKCa mogonuToB. OH sBiseTcs wieHoM CD34-cemeiicTBa TpaHcMeMOpaH-
HOTrO cHanoMyiuHa. OH MOKPHIBAET BTOPUYHBIC OTPOCTKU TUIIA HOXKEK MOAOIHUTOB. OH SIBICTCS OTPULATEIBHO
3apsHKEHHBIM M, TAKUM 00pa3oM, yIEep)KMBaeT COCETHHE OTPOCTKH THIIA HOXKEK OTHENBHO JPYT OT Apyra, moj-
JepXKUBasg TAaKUM 00pa3oM MIenw (GHIBTPAlMd MOYHM OTKPHITBIMU. YKa3aHHAs (QYHKIHUS, KPOME TOTO, TIOATBEP-
JKTAeTCsl C TIOMOIIBIO MCCIICTOBAHNN MBIIICH C BBIKIIOUYEHHBIM T€HOM, KOTOPHIE BBISBIJIM €TI0 CYIIECTBEHHYIO
poJib B MOp(OTEeHE3€e MOTOIIUTOB.

HedponporektuBHOE ASHCTBIE TMHATIUNTHHA. 3aIIHTa TOIOIUTOB.

JuabeTtnueckas HeponaThs MPEACTABIACT COO0M OCHOBHYIO MPUYMHY TCPMHUHAIBHON CTaJUU MOYCTHOM
HEJIOCTATOYHOCTH. YKa3aHHOE WCCICOBAaHUC YCTAaHABIMBAIO JCWCTBUC JIMHATIWITHHA HA IHAOCTHYICCKYIO
HE(PPOMATHIO B CEPHEZHBIX CITyYasX WHCYIHUH-pe3ucTeHTHBIX db/db MbIieii crapimero Bo3pacra B Ka4eCTBE MO-
Jenu Ut nuadetnaeckoi Hedponartun. CamioB nuaderndeckux db/db memueit (10 Hepens) pazaesnsiig Ha TPU-
TPYINBI U JICYWIN Ha MPOTSDKeHUH 12 Hepenb ¢ mpuMeHeHueM mane6o (n=10), muHarnunTuHa 3 MI/KI/AeHb
(n=8), mnm mHrMOWTOpa aHrnoTeH3uH-mpeBpamatomero Gepment (AIID) suanampuna 20 mr/kr/ness (n=10).
T'eteposuroTHsix db/+ MBI JeUnaM ¢ MPUMEHEHWEM IUIane00 B KadecTBe KOHTPOJBHOW Tpymmbl (n=S8).
YPOBHH TITIOKO3bI, TPUTIIUIICPHIOB, HHCYINHA, cycTaTiHa C M KpeaTHHHHA aHAJTM3UPOBAIA B 00pas3ax CHIBO-
POTKH KPOBH Ml MOYH B Hadajle M €KEMECSIHO Mocie 3TOro. IleprnoandecKu OTCIIeKUBAIN Maccy Tela, BeIIeIe-
Hue anpoymuna ¢ Mouoit u [ITTT (mepopaibHBIH TECT TOJEPAHTHOCTH K TITFOKO3€).

B xoHIle mccnenoBaHus OIEHHUBAIHM THCTOJOTHIO MOYEK (TJIOMEPYIOCKIEPO3, TYOYIOMHTEPCTHIINATBHBINA
(hubpPO3) M IKCIPECCUIO CHATOTIIMKOMIPOTENHA-TIOAOKATMKCHHA (MapKepa IeJIOCTHOCTH TIOIOIIUTOB B KITyOOUYKax,
Mapkepa KIyOOYKOBOTO TOBPEXICHUs), pelenropa IimokaroH-nogoonoro mnentupa 1 (I'TII-1P), anbda-
TJIaJKOMBIIICYHOTO aKTUHA U KoJuTareHa | Tura.

Pe3ynbratsl.

Ha 22 menemo db/db mbimm nokasanu 3nauntensHO (p<0,01) Goree BRICOKHE YPOBHU TIIFOKO3BI B IIa3Me
HATOIIAK, WHCYJIMHA, U TPUTIHUIICPUIOB, a TAK)KE MOBHIIICHHYIO MAacCy Teja 10 CPaBHEHUIO cO 310poBeiMu db/+
MbIIIaMy. JIMHATIIMOTHH ¥ SHATATPWI UMEITH OTPaHWYCHHBIC JICHCTBHS HA YPOBCHb TIIFOKO3bI HATOINAK WM Ha
MOCTIPAHANANBHEIA YPOBEHb TIIIOKO3BI. TeM He MeHee aHalIW3 TMCTOJIOTHH MOKa3all, 9TO TYOYJIOMHTEPCTHUIIH-
anpHBIA (HUOpPO3 M yBENIWYCHHWE ME3aHTHAIBHOTO MAaTpUKCa B KIyOOYKaxX OBLIM YMEHBIICHBI ITIOYTH IO KOH-
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TPOJILHBIX YPOBHEW B 00€HX IpyMIax JICYECHHs, 110 CPAaBHEHHIO ¢ AuadeTHyecKoi rpynmnoi mianedo (p<0,05 s
06enx). CkopocTH BbIJENCHUS albOyMUHA ¢ MOYOH M TyOYJIOMHTEPCTUIMANBHBIN (HOpPO3 ObIIIM 3HAYNTEIIHHO
yMmeHbIeHsl y db/db MpImiei, KOTOPBIX JICUMIIA ¢ TPUMEHEHUEM JIMHATJIMIITHHA, TI0 CPABHEHHUIO C TEMH, KOTO-
PBIX JISYWIIN C TIpUMEHEHUeM dHanmanpuia (1 obeux rpym p<0,05).

Okcnpeccus nmogokanukcuHa y db/db mbimel, KOTOPhIX JIeUHIH T1ane6o, Oblia 3HAYUTEIFHO MEHBIIIE TI0
cpaBHeHMIO ¢ db/+ xoHTpOIBHON Tpymmoi (1,59+0,2 mo cpaBrHenuro ¢ 2,65+0,1; p<0,001). MpImu, KOTOPHIX
JICYWNIM C IPUMEHEHUEM JIMHATINIITHHA U SHAJANPIJIa, UM 3HAYUTEIBHO 00Jiee BRICOKYIO SKCIPECCHIO TTO/I0-
KaJMKCHHA 0 CPABHECHUIO ¢ MuadeTwdecKkuMu Mbrmamu (2,310,2 u 2,4+0,2 cootBeTcTBeHHO; p<0,05 mms oOenx
TPyII).

Taxxe B moYkax ONpeAeIsUId TPOQIIIH SKCIIPECCUU O-TJIAAKOMBIIICYHOTO aKTHHA B KAYECTBE MapKepa 1o-
BPOXKACHMS  ME3aHTHANbHBIX  KJIETOK. JledeHmWe  JNHWHATIMNTHHOM  HOPMAlW30BAaJl0  JKCIPECCHIO
0L-TJTaJIKOMBIIIICYHO-aKTHH-TTOJIOKUTETHHBIX MHO(PHOPOOIACTOB B HHTEPCTUIMATBHON TKAaHW M KIyOOYKax Io-
gek aquaberndeckux db/db mermreit. [TomoOHbIe pe3yIbTaThl OBLTH TOTYUYESHBI 1T OTIOKEHUs Kojutarena I tuma.

NMMYyHOTHCTOXMMHYECKOE OKpaIlMBaHUA CPE30B IMOYEK BBIABMIO yMeHblieHue skcrpeccun [TIII-1R B
KOPTHKIBHBIX Kiyboukax db/db mermeid (1,67+0,07) mo cpaBHEHHWIO CO 30POBBIMH MBIIIIAMH KOHTPOJIBHON
rpymnsl (2,15+0,1; P<0,01). JleueHre THHATIMITHHOM 3HAYMTENbHO NOBbIIaeT dkcrpeccuto TIII-IR B kiy-
6oukax db/db mermreii (1,90+0,04; P<0,05) mo cpaBHeHuto ¢ auadbetudeckumu db/db MbImamMu, KOTOPBIX JCYUIN
mare6o.

B 3axmouenne, ykazaHHOE HCCIIEOBaHUE MPEAIOIaraeT, YTO JIMHATIUITHH 3al[UIIaeT MOJOUUTHl OT I10-
BPOKACHUSA M TI0 3TOM MPUYMHE MOXKET OBITh 3Q(PEKTHBHBEIM B JICYCHUU, MPOPIIAKTUKE UM OTKIIAJBIBAHUU
MPOTPECCUPOBAHUS THAOETUYCCKOM He(hpOomaThu, HE3aBUCHMO OT €r0 JICHCTBUS HAa TOMEOCTa3 TIOK03bl. Kpome
TOT0, YKa3aHHOE MCCIICIOBAHUC TIPEATIONATACT, YTO JIHHATIUIITUHH SBIISCTCS TOJIC3HBIM IS JICUCHUs, podrak-
TUKU WIN OTKJIAJBIBAHUS MPOTPECCHPOBAHUS TIOMEPYIIOCKIEPO3a W/ HIH TyOyJIOMHTEPCTHIIHATEHOTO (hrbpo3a,
WIA KIyOOYKOBOTO W/WJIHM TYOYJIOWHTEPCTHIIUAIBLHOTO MOBPEXACHUA. KpoMme TOro, yka3aHHOE HCCIICIOBaHHC
IpeJIoiaraeT, 4YTo JUHATIUOTHH SIBISCTCS TOJIC3HBIM I 3aIMUTHI [TOYEK B PE3yJIbTaTe WHTHOMPOBAHUS IO-
BPEX/ICHUS MOJIOLUTOB U peoOpazoBaHusi MUOGUOPOOIacTOB (CHIKEHHUE dKcripeccun o-I MA).

HedponpoTekTrBHOE NeiiCTBUE JIMHATIUNITAHA B YKa3aHHOW MOJIENH, TIO BCEH BHUAMMOCTH, SIBISETCS d(-
(heKTHBHBIM B KavecTBE JICUCHHs C MpUMeHeHneM uHTHOuTOopa AIID, CyrecTByOMUM OOMETPHHATEIM METO-
JIOM JIeUeHUs JruabeTHIecKoi HepormaTHu.

JlmHarnmunTHH, perIHa3HAYSHHBIN I PUMEHEHHS C ENbI0 CHIDKCHHS aTbOYMUHYPHH, B JONOJTHEHUE K
PEKOMEHAYEeMOMY CTaHIAPTHOMY JICUCHHIO AHa0eTHIecKoi HeponaTuu.

HecMoTpst Ha ONTHMANTEHYIO TEPAITHIO, JIIOIH, CTpafaromue nuaderom 2 Tuma (J12T) ocTaroTes Moy AeHcT-
BHEM BBICOKOTO PHCKA MOBPEXKICHUS MOYEK, KOTOPOES MPOSBISCTCS KaK albOyMUHYPHsI, © MHOTO CIIy4acB pa3-
BUTHSI TIPOTPECCUPYIONICH MOYCUHOU HEAOCTATOYHOCTH. KpoMme TOro, HECMOTpsSl Ha ONTUMAIBHYIO TEPAIHIO C
MPUMEHCHUEM MHTHOUTOPOB PECHHH-aHTHOTECH3UH-AIBI0CTepOHOBOM crcTeMbl (PAAC), MalMeHTsl ¢ caxapHbIM
muabetom 2 tuna (CHA2T) octaroTcs moja qeiCTBUEM MOBBIICHHOTO PHCKA MPOTPECCUPYIOMICH MOYCUHONW HETOC-
TATOYHOCTH M CEPACYHO-COCYIHCTOrO 3a00JIeBaHUS, JJIs KOTOPOTO albOYMHHYPHUS CTajla MPOTHOCTUYCCKHM
o6uomapkepoM. Jlunarmuntus, uarnoutrop JAI1I1-4, panee mpoaeMOHCTPHPOBAIT TIOATBEPKIACHIE CHIDKCHHUE allb-
OyMHHA y MBIIIeH, B JONMOTHEHNE K TEIMHUCAPTaHy. ABTOPHI H300peTeHNsI OOBSICHAIOT KIMHUYECKOe NeiicTBre
JTUHATTIUNTHHA Ha ans0ymMunypuio y JI2T nanumentoB quabetndeckoit HeponaTtuei Ha paHHeld ctaaun. YeTbipe
PaHIOMH3UPOBAHHEIX, B YCIIOBHAX ABOHHONW aHOHUMHOCTH, Ha IPOTHKCHUN 24 HEleb, ¢ KOHTPOJIEM II0 IUIale-
00, uccieroBaHMs JTUHATIUOTHHA (5 MI' €KeIHEBHO) MIPH OTCYTCTBHH, C IPUMEHEHNEM MOHO- WM JIBOMHOM I1e-
POpabHOM TIIOKO30CHIDKAOIEH 0a30BoOi Tepanuu (TakoW Kak, HAapUMeEp, MOHOTEPANHsl JTUHATITUIITHHOM, JIH-
HATJIMIITHHOM JIOTIOJHUTEIBHO K METHOPMUHY WM JTUHATIUITHHOM JOTOIHUTEIFHO K MET(OPMHUHY U OJTHO-
BPEMEHHO CYJIb()OHHIMOYCBHHE, W JTHHATIUITHHOM ¥ OJHOBPEMEHHO MET(HOPMHUHOM B paMKaX HadalbHON
KOMOWHHPOBAHHOW TEPAaIUy) MPEJOCTABILIIN JaHHBIC OTHOCHUTEIBHO COOTHOLICHHS albOyMHHA K KPCATUHUHY
(UACR) B Moue, U UX 00BEIMHSIIN C LENbI0 aHamu3a (n=2472). Y4acTHUKOB BKIIOYATH B YKa3aHHBIA aHAIU3,
€CJIM OHU HMEJTH:

1) 30<UACR<3000 mr/Tr KpeaTuHHHA;

II) crabmpHOE JleueHne ¢ mpuMeHeHneM HHruOuTopoB AIID/BPA >4 Henenb, Kak MPEAMIECTBYIONINX, TAK
Y BO BpPEMs UCCIICIOBAHUS; U

IIT) pCK® >30 mn/mun/1,73 M.

HToroBsIii Mokaszatesh MPeACTaBIIsIT COO0H MPOIIEHTHOE H3MeHeHre reoMeTpudeckoro cpennero UACR. B
ykazanHoM aHanmmze 492 (19,9%) manmenta coorBercTBoBaiM moporoBbiM 3HaueHUsIM UACR u pCK®, 46%
KOTOpBIX moiydann ctabunbHyo AIID/BPA tepanuio (muHarmuntue n=168; mianedo n=59). Cpennuit ucxomn-
Heil ypoBeHb A1C n menmnana UACR cocraBmsimm 8,2% mo cpaBaeHuio ¢ 8,5% u 76 mo cpaBHEHHUIO ¢ 78 Mr/r
KpeaTWHUHA U1 JTUHATIAOTHH- U IUane0o-rpynmel cooTBeTcTBeHHO. [Tocne 24 Hemens mraneb0-yTOUHEHHBIE
m3merennss A1C u I'TIH cocrasmsumm -0,71% u -26 mr/mi,coorBercTBeHHO (00a p<0,0001). JImHarmunTuH 3Ha-
untenbHO cHukan perynupyemsiiit UACR na 33% (95% AU ot 22 1o 42%; p<0,05) ¢ pa3Hunei Mmexay rpynmnou
MO cpaBHEHMIO ¢ Iwiane6o -29% (-3 - -48%; p<0,05). B ocHOBHOM (yHKIMS MMOYeK M apTepHaIbHOE JaBJICHUE
OBUTH HEM3MEHHBIMHU, HECMOTPSI Ha TO, YTO OOJIBINICE YUCIIO MAIIMEHTOB, MOTYYABIINX TIAe00, TOTyYali HOBBIE
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AHTUTUIEPTEH3UBHBIC JIeKapcTBeHHbIe cpeacTBa (17% mno cpaBHenuto ¢ 11% monmyvaBmmx jauHarmunTuH). Hc-
CJICZIOBaHUSI Ha YyBCTBUTEIBHOCTH Yy ITAI[IEHTOB, KOTOPBIX paHee He JEeYWIH ¢ npuMeHeHneMm Oiokaasl PAC
(n=265), BBIABHIN MOAOOHBIC Pe3yabTaThl. JINHATTTUNTHH MOXKET UMETh HE(QPOTIPOTEKTUBHBIC CBOMCTBA, TIOMH-
MO TIIFOKO30CHIDKAIOMIETO NEHCTBHA. YKa3aHHOE MPOTEKTUBHOE JeiiCTBHE MOXKET OBITh HE3aBUCHMBIM OT PacCHI.
JIMHArTUOTHH MOXKET OBITh TOJE3HBIM IJIS JICUCHHS FUTH CHIDKCHHS albOYMHHYPHHU B JTOTIONHEHHE K CTAHIApTy
JIEYCHHUs] MHTUOMPOBAHUEM aHTHOTEH3WH-TIpeBpamatoniero gepmenta (AIID) wim GaokaTopoM perenTopa aH-
ruotensuna Il (BPA) y C/I2T manueHTOB Ha paHHE# cTaaun nuadbeTndeckoit HedpomaTum.

JlmHarnmunTHH, TpeIHAa3HAYCHHBIN IS IPIMEHEHHS B JICUCHUH aTbOYMUHYPHH Y TAIIMEHTOB, CTPAJAIOMINX
JnrabeToM 2 THIa U quabeTHYecKor HedpomaTHei.

[Mpearnoceuiky U ey.

CaxapHblii [uadeT cTajx Hanboyiee pPaclpoCTPaHEHHOW €JMHCTBEHHOH NPUYMHOW TEPMUHAIBHOW CTaJuH
MOYEYHOHW HEeIOCTaTOYHOCTH, W IIPU 3TOM Y BBICOKOH MPONOPLHH CYOBEKTOB, CTPaalOMMX IUabeToM 2 Thma
(J12T), BBIABASIOT HalM4YMe MUKPOAILOYMHUHYPHH M SIBHOM HedpomaTtuu BCKOpe IMocie JuarHosa auabdera. Jlu-
Harnmntul, uaruoutop JAI1I1-4, panee npoieMOHCTPUPOBAN TTIMKEMHUYECKYIO () (PEKTHBHOCTD U 0€3011aCHOCTD Y
JI2T manueHToB Ha 3aIlyIIEHHBIX CTaAusIX 3a0oeBanus odyek. [Ipu 3ToM cooOIIar0T 0 KITMHUYIECKOM JACHCTBHU
JUHATTUNTHHA Ha aTbOyMuHypHio y JI2T manueHToB Ha paHHEH cTaguu TuadeTHIeCKON HeQpOomaTHH.

Matepuainsl U ClIOCOOEI.

CeMb paHIOMH3UPOBAHHEIX, B YCIOBUAX IBOMHOW aHOHMMHOCTH, C KOHTPOJEM IO Iutanedo, ucciemoBa-
HUH (MIPOJOIHKUTEILHOCTRIO 24-52 Hemenn) JIUHATIMNTHHA (5 MI €KeJHEBHO) B KaueCTBE MOHOTEpAIUU HIIH
JOTIOTHUTEIBHOM Tepanmuu K Pa3INYHBIM TIIFOKO30CHIDKAIONIAM Oa30BBIM TEPAINUSAM MPEIOCTABISUIA JaHHEIC
OTHOCHTEJIFHO COOTHOIIEeHMs anbOymuHa k kpeatnHuHy (UACR) B Mode, 1 OHM COOTBETCTBOBAIIM KPUTEPHUSIM
ykazaHHOTo uccienoanus (n=4113). lannsie nocie 24 Henenb JeucHus 00padaThIBAIN TAKUM 00pa3oM, 4TOOBI
UX CTPYNIIMPOBATh, M ONpeAessiIn 1Be BeIOOpKkHU: 1) JInabetnyeckas Hedpomnarus Ha panHux cranusix 12T (c u
0e3 mepopalbHOM TIIIOKO30CHIDKAoNed 0a30BOH Tepanuy, TakoW Kak, HalpHMep, MOHOTEpaNus JIMHATJIUITH-
HOM, JIMHATJIANITHHOM JIOTIOJHUTEIBHO K METHOPMHUHY WM JHHATIUITHHOM JAOMOJHHUTEIEHO K METQOPMUHY U
OJTHOBPEMEHHO CYIb()POHMIMOYEBIHE, WIH JINHATIUIITHHOM U OJHOBPEMEHHO MET(GPOPMHUHOM B paMKax Hadaib-
HOW KOMOMHHMPOBAHHOHN TEpaNHH): YIACTHUKOB YETHIPEX 24-HenenbHbIX 0a30BbIX nccienoBanuit 111 daswl, ecnu
OHH HMEJH CTOMKYI0 albOyMHHYpHIO, Takyko kak 30SUACR<3000 mr/r (pCK® >30 mm/mun/1,73 %), u cra-
OWIBbHOE JIeUeHHE ¢ TIPUMEHEHNEM HHTHOUTOpa aHTHOTeH3WH-TIpeBpammaromero gepmenta (MAIID) wim 610ka-
Topa penenropa anrunoten3uHa 11 (BPA) Ha ucxomaHoM ypoBHE (TeKyilee JiedeHune ¢ mpuMeHeHueM HAIID wmm
BPA); 2) JInabetrueckas HepomaTus y MOXKUIBIX MAIIMSHTOB (pa3IMIHbIE TIIOKO30CHWKAIOIINE 0a30BbIC Te-
panuu, BKIIOYasi MHCYJMH, TaKMe Kak, HalpHMep, MOHOTEPAIUs JUHATIIUMITHHOM, JIMHATIUIITHHOM JOTIOJTHU-
TEJNBHO K MET(OPMHUHY, WIN JTHHATINITHHOM JOTIOJTHHATEIEHO K MET(OPMIHY U OJHOBPEMEHHO CYIH(POHUIMO-
YCBHHE, WU JTUHATIANTHHOM M OJHOBPEMEHHO MET(QOPMHHOM B PaMKax HayallbHOW KOMOHMHHPOBaHHOMW Tepa-
MUY, WIK JIMHATIIANITHHOM B KOMOWHAIIMK ¢ 0a3aJbHBIM WHCYJIMHOM): MALMCHTHI U3 BCEX CEMH UCCIICIOBAHH,
oreeuaromme UACR-kpureprio 30<UACR<3000 mr/r (pCK® >30 miu/mur/1,73 M) 1 HAXOISIIIHECS B BO3PACTE
>65 ner (¢ wiu 6e3 Tekyiero yiedeHus ¢ npuMeHeHneM HAII®D wnu BPA). MToroBsiii moka3aTesb B 00€HX BBI-
OOpKax MpeACTaBIsLI cO00M MPOIeHTHOE U3MeHeHue reoMeTpudeckoro cpeaaero UACR mnocie 24 Henens.

Pesynbratsl.

Jlist BBIOOpKH #1, 492 u3 2472 nanuenToB cootBeTcTBOBaM KpuTeputo UACR, 46% n3 KOTOpHIX MOTyda-
mu ctabminbHyIo Tepanuio HAIID/BPA (muuarnmuntin, n=168; mianedo, n=59). s Beidopku #2, 1331 nanueHT
Haxoaujcs B Bo3pacte <65 ner, 377 u3 xotopsix (28%) coorBercrBoBaimm Kpureprio UACR (mHariaunTHH,
n=232; mane6o, n=145). Cpennuii ncxoxusiii yposenb HbAlc u mennana UACR cocrapisimu 8,3 u 76 mr/t B
IesIoM 110 BEIOOpKe #1, a Taroke 8,1% (obmiee), 77 mr/r (muHarmunTiH) U 86 Mr/T (Tmanebo) it Beibopku #2. B
BEIOOpKE 1, TuTane6o-yTouHEHHbIE M3MeHeHnss HbAlc W TIIOKO3BI HATOIIAK B TUIa3M€ B KPOBU COCTABIISLTH
-0,71% u -1,4 mmonp/n (-26 mr/mi) coorBeTcTBeHHO (062 P<0,0001). JInHArmMOTHH 3HAYUTEIHHO CHIKAI PETy-
mpyembrii UACR na 33% (95% JAU: 22%, 42%; P<0,05) c pa3Humei Mexxay rpynioH, B CpaBHEHUH C II1ane6o
-29% (95% AU: -3%, -48%; P<0,05). B BeIOOpKE 2, TMHATIUNTHH TaKXXe 3HAYUTEIFHO CHIDKAJ PEryIHPYEeMBIN
UACR na 30% (95% OU: 13%, 43%; P<0,05) ¢ TenneHnmed K CHWKEHHUIO 1O CpaBHEHHIO C Imarebo -25%
(95% [W: -47%, +6%). Bo Bcex ceMu MCCIEOBAaHMAX apTepHUAIbHOE JaBlIeHHE W (QYHKIMH MOYeK OBIIM HE 3a-
TPOHYTHI B KIIMHUYECKU 3HAYMMOW CTETIIEHH MOCPEACTBOM JIFOOOTO JICUEHHS.

BriBogpbl.

Bo Bpems mccnenoBanuit 10 52 Henenb JIMHATIUNTHH CHIDKAI albOYMHHYPHIO CBEPX TOTO, YTO MOYKHO
OBLIO OKHMIATh B PE3yJbTaTe €ro IIIIOKO30CHIKaromero aeicteus. HaOmonanuce 6onee ObICTpblE M3MEHEHHS
anpOymMuHypun (Hampumep, B ocHOBHOM 3 dekT B oTHomeHnn UACR Bo3Hukan yxe depe3 12 Henenp nede-
HUS1), 9€M MOTJIO OYKHIAThCS Ha OCHOBAHUHM MOP(OJIOTHIECKIX N3MeHeHHH. CHIDKEHHE aTbOyMUHYPHUH TPEIIO-
JlaraeT JUINTENFHOE TTOYeYHOE IIPEHMYILECTRO.

Kpome Toro, muHArmmnTuH (5 Mr' @KETHEBHO) CHIKAET (MUKPO)aTbOYMUHYPHIO Y MTOABEPKEHHBIX qruabde-
THYECKOW He(dpormaTuu MaIueHToB (C win 0e3 MOTOJHUTEILHOW CTaHAApTHOW 0a30BOW Tepamwu, TaKOH Kak,
Harpumep, ¢ npumeneHneM MAII®D wnm BPA), xoropele HaxonsiTcs B Bo3pacte =65 JeT, KOTOpBIE OOBIYHO
UMEIOT OoJiee JNUTENbHBIA auaber (>5 er), HapymieHne GYHKOAHW TI0YeK (Takoe Kak JErkoe
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(60-<90 pCK® mn/mun/1,73 M%) wm cpeanee (30-<60 pCK® mn/mun/1,73 m*) Hapymenne QyHKIMH MOYEK)
n/unu 6osee Beicokuid ncxoaublid ypoBeHb UACR (Takoif kak Ha 3amynieHHBIX CTaJusiX MHKPO- HIIM MaKpOalb-
OyMUHYpHH).

B HexoToprIX citydasx nuaberudeckas He(pomaTus MarieHTOB, KOTOPHIC TOABEPTalOTCs Tepalus B COOT-
BETCTBHH C 3THM H300pETEHHEM, MOXKET BO3HHMKATH IIOCIIEC MPOTHBOTHUIIEPTCH3UBHOW W/ TUIOIHITHAESMUIEC-
CKOM MEIMKaMEHTO3HOH TepalnH Ha WCXOJHOM YPOBHE, HAIlpUMeEp, Y NAIlMEHTOB, MOIBEPTaoIInuXcs (TeKyIIen)
Tepanuu ¢ npuMeHeHneM uaruouropa AlID, BPA, GeTta-0okaTropa, aHTarOHUCTOM Kbl WA JTAypeTHYC-
CKOTO CpPEJICTBA, UM X KOMOWHAIINHU, W/WIW Y TIAIUCHTOB, TIOJIBEPTAIONUXCS (TEKYIIel) Tepanuu ¢ MpUMEHe-
HHeM (ubpara, HUALMHA WM CTATHHA, WA NX KOMOHHAIHH.

[Toyeunast Ge30macHOCTb U pe3yAbTATHI JEYCHUS JTMHATITUITHHOM.

Mera-aHanu3 y 5466 maunueHToB, CTpaJaonuX 11adbeToM 2 TUIa.

JUTMTENbHBIN TIIMKEMUYECKUH KOHTPOJIb Yy AnabeTH4ecKuX OOJBHBIX CBSI3aH C IMOHM)KCHHEM PUCKA T0Yed-
HBIX MHKPOCOCYIHUCTBIX OCJIOKHEHHH. JIMHArTUNTHH 1mokas3aid He(pONpOTEKTUBHOM NEHCTBUS Ha XKMBOTHBIX
MOJIETISIX 1 3HAUMTENIbHOE CHIDKEHHE anbOyMUHYpuH y cTpanarommx auaderom 2 tuma (/12T), cBszaHHBIM c
Hedpomarueit. [lockonpKy yka3aHHBIE 3PQEKTH OBUIM HE3aBHCHMBIMU OT KPAaTKOBPEMEHHBIX TIIMKEMHYECKIX
YIIy4IIeHUH, TO MPEANOI0KIIN, YTO JTUHATIHUITHH MOKET UMETh He(pOonpoTeKTHBHOE neiicTBue. Llenpio yka-
3aHHOTO MCCIIE0BaHUs ObLTa OIEHKA TIOYETHON 0€30TIacCHOCTH/PE3yabTaTOB JICUSHHS TUHATITUITHHOM Ha 3 da-
3€, paHJOMH3HPOBAHHBIX, B YCJIOBHUIX IBOWHON aHOHMMHOCTH, C KOHTPOJIEM II0 IUIAE00 HCCiIeA0oBaHmsIX (=12
Henenp). [IpeaBaputensHO OIpenesieHHbIe OCIOKHEHUS u3 13 mcciaeqoBaHuil aHATH3UPOBAIH C MPUMEHECHHEM
KOMILIEKCHOTO OCHOBHOTO KPHUTEPHS OIIEHKU: HOBOE HAa4asI0/BOSHUKHOBEHHE a) MUKPO- (IIEPBOE YCTAHOBICHHOE
UACR 230 mr/r) uimu 0) makpo- (nepoe ycranosiaenHoe UACR >300 mr/r) ansOymunypuw, B) XbII (kpeatn-
HHH B CHIBOPOTKE KPOBH MOBBIIIEH >250 MKkMoJIb/1), T) yxyamenus: XBII (morepst pCK® >50% 1o cpaBHEHHIO C
HCXOIHBIM YPOBHEM), 1) OcTpoii moueunoit HemoctarounocTH (OITH, ctanmapTuzoBanusiii MedDRA-onpocHuK)
1 €) cMepTHOCTH (B Jt0OoM ciydae). M3 5466 BKIIOUEHHBIX MAIMEHTOB (CpeaHee 3HaYeHHE NCXOTHOTO YPOBHS
HbAlc: 8,2% u pCK®: 91,4 min/mun/1,73 M%) 3505 mosyuany TMHATIMITHE 5 MT exeHeBHO 1 1961 miane6o;
oOriee Bo3eicTBHE (YeNOBeKO-1eT) cocTaBmsuio 1756 u 1057 cooTBercTBeHHO. OCIOKHEHUS BO3HUKIH Y 448
(12,8%) mamueHToB, KOTOPHIC MONYYaIH JHHATIUNTHH, 0 cpaBHeHHIO ¢ 306 (15,6%) B cmyyae mnane6o. Ot-
HotreHne puckoB (OP) aiist KOMIUIEKCHOTO UTOTOBOTO TTOKa3aTelist ISl IMHATIMITHHA, 110 CPAaBHEHHIO C IIale-
60, coctapmsuio 0,84 (95% AU 0,72 - 0,97, p<0,05), ¥ HE3HAYUTEILHO MEHSUIOCH B 3aBUCHMOCTH OT PAachl, HO
OBLTO CHIDKEHO Y MAlMeHTOB <65 1o cpaBHeHUo ¢ >65 net (OP: 0,77 u 1,04 coorBercTBeHHO). P3 mocnemopa-
TEJBHO YMEHBIIAINCH ISl MHIUBUAYAIBHBIX ITOYEYHBIX WTOTOBBIX MOKa3arenen: Mukpo- (-15%) u maxpoains-
oymunypus (-12%), HoBoe Hauaino (-56%) wmm yxyamenne XbII (-24%), OITH (-7%), u cmepts (-23%). B yka-
3aHHOM OOJIBIIIOM METa-aHaAJIH3€e IMOYeYHasl 0e30MaCHOCTh M PE3yJIbTAThl ObUIM 3HAYUTENIFHO YITY4IICHBI Y MaIH-
entoB ¢ JI2T, KOTOPBIX JIEUWIN C IPUMEHEHHEM JIMHATIWNTHHA (5 MI/IeHb, HapuUMep, OAWH pa3 B JICHb; Ha-
npuMep, B Ka4eCTBE MOHOTEPAIlH WM B KOMOWHAIIMK C IPYTUMH MPOTHBOIHAOCTHUCCKUMHE CpEeACTBaMHU (Ha-
npuMep, METHOPMUHOM, CYITHPOHUIMOUYEBUHON, HHCYJIMHOM, METPOPMHUHOM OJHOBPEMEHHO C CYIb(OHHUIMO-
YEeBHHOH, MET(POPMHUHOM OJHOBPEMEHHO C WHCYJIMHOM), Y HALHEHTOB C HEJOCTaTOYHO KOHTPOJMPOBAHHBIM
nuaberoM 2 THna). YKa3aHHbBIE JaHHbIE ITOJITBEPKAAIOT NPsiMOe HE(PPOIPOTEKTHBHOE AEHCTBHE JIMHATIINIITHHA.
JIMHArmMOTHH MOJKET OBITH ITOJIC3HBIM ISt IPO(MMIAKTHKH, CHIDKCHUS! WM OTKJIAIbIBAHUS Hadana WM 3aMell-
JICHUSI TIPOTPECCUPOBAaHMS MUKPO- WIM MakpoaJbOyMHUHYpHH, Hadajla XpoHH4Yeckod Ooxesnu mouek (XBII),
yxynmennst XBII, Hayana ocTpoil moYeyHoi HEJTOCTATOUYHOCTH W/HiIHM cMepTH. TakuMm o0pa3oM, JMHArIWITHH
MOJKET OBITh TIOJIE3HBIM JUIS MTPODIIIAKTHKHY, CHIYKEHHUS pUCKA FUTH OTKJIAIBIBAaHUS Hadala FIU 3aMeUICHUS TIPO-
TPECCHPOBAHMUS MOYEYHOTO MMAaTOJOTHYECKOTO HAPYIICHNUS W/MIN CMEPTHOCTH, NMPEINOYTHTEIBHO Y MAIEHTOB,
ctpamatonux C/I2T. B yacTHOCTH, THHATIIANITHH MOXKET OBITh TTOJNE3HBIM ISl TPOPHUIAKTHKY, CHIDKSHUS PHUCKa
WM OTKJIAIBIBAHHS Hadasia/BO3HUKHOBEHUS WIM 3aMeIieHus mporpeccupoBanns XbII, mpemnodrurensHo y
marueHToB, cTpangatomux C2T.

B HEexoTOpHIX Ciydasx (BXOIAIIME B TPYIIYy PUCKA) MAIMEHTHI (B YaCTHOCTH, CTpajaroliue auadeToM 2
THUIIa MAIHEHTHI), KOTOPBIE MOJBEPTalOTCsl NEHCTBHIO 3aINTHI NOYEK WM CHIKEHUSI PUCKa B COOTBETCTBHU C
9THM H300peTeHHeM (HarpuMmep, NpodUIIaKTHKa, CHIDKCHHE WM OTKJIa/IbIBaHKe Hadaja Ui POTrPEecCHPOBaHUS
MHKPO-HJIN MaKpoaJlLOyMUHYpHH, Hadaia xpoHuueckoi Oosesun nouek (XbII), yxymmenns XbI1, nHavyana oct-
po¥i MOYEeYHOI HEJOCTATOYHOCTH W/MIIM CMEPTH), MOTYT HMETh ITOYeYHOE/CepeYHO-COCyICTOE 3a00JIeBaHNE B
aHaMHe3€e W/MIM MEANKAaMEHTO3HYIO TEepanuio (HeoO0s3aTesIbHO B JIOTIOJHEHUE K POTHBOINA0CTHIECKON MeIu-
KaMEHTO3HOHU TepaIuu), HalpuMep, CTpajarh oT AnabeTndyeckoi HeponaThuu, MaKpOCOCYJUCTOTro 3a00IeBaHus
(Hanpumep, umeMudeckas 00JIe3Hb cepra, 3a0oeBaHue MepuPEepUIECKUX apTepHuil, IepedpambHO-COCYANCTOE
3a0o0yieBaHme, TUIIEPTEH3US), MUKPOCOCYIUCTOTO 3aboyieBanus (Hampumep, auabetudeckas Hedpomatus, He-
pomaTtus, peTHHOIATHS), HIIEMUIECKOH OOJIe3HU cepara, IepedpaTbHO-COCYIUCTOr0 3a0oieBaHus, 3a0oieBa-
HUS TIepupepuIecKuX apTepuil, THIEPTEH3NH, OBITh OBIBIIMM KYPHJIBIIAKOM HIIM HACTOSIIUM KYPHIBIIHKOM,
W/WIIA TIOABEPTAThCS MPUMEHEHHIO alleTHICAJIHIMIOBOW KHCIIOTHI, MPOTHBOTHUIIEPTEH3UBHBIX CPEICTB W/WIIN
THITOJIMITUIEMUIECKUX CPEJICTB, HAPUMED, MOBEPraThesl (TEKYyILeH) Tepanuy ¢ MPUMEHEHHEM alleTHIICATHIIN-
N0Bo# kucnoTel, nHTHONTOpa ATI®D, BPA, OeTa-0110kaTopa, aHTaroHKMCTa KAIBIUS WX JUYPETHUECKOTO CPEIICT-
Ba WJIM UX KOMOWHALMK W/WIK TI0J(BepraThes (TeKylleil) Tepanuu ¢ npuMeHeHneM ¢udpara, HIanuHa MM CTa-
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THUHA WIA UX KOMOWHAIINY.

B HEKOTOPHIX TOMONHUTEIBHBIX CIydasX (BXOMISIIUC B TPYIITY PUCKA) HMAUCHTHI (B YaCTHOCTH, CTPaIaro-
mux nuadeToM 2 THNa MalueHThI), KOTOPHIE MOIBEPTAIOTCS JSHCTBUIO 3aIlIUTE MOYEK WMIIM CHIDKCHHUS pHCKa B
COOTBETCTBHH C 3THM H300peTeHHeM (Hampumep, Npo(HIaKTHKa, CHIDKCHHE WIM OTKJIaJIbIBaHUE Hadaja WIN
MIPOTPECCUPOBAHUS MHUKPO- MM MaKpOaIbOyMHHYPHH, Hadayla XpoHudeckor 6osesnn modek (XbII), yxymrmre-
aus XbBII, Hagana ocTpol MOYEeYHOH HETOCTATOYHOCTH /MM CMEPTH), MOTYT MIPEJICTABISTh COOOH MAIIEHTOB C
TIOBBIIIIEHHBIM PHUCKOM TTOYEYHBIX OCJIOKHEHUH (TakuX Kak, Hampumep, nanueHTsl ¢ pCK® <60 mu/muH wim, B
gactHOCTH, <30 Mi/MEH Ha 1,73 M%), MHKpO- WIH MaKpOaIbOyMHHYPHH, H/WIH MOXKWIBIX MAHCHTOB (TAKHX
KaK, HallpuMmep, naueHtsl >70 ser).

IIpumepsr

Jlyist Gostee TOJTHOTO MOHUMaHKS YKa3aHHOTO M300pETeHUs UCTIONB3YIOTCS CieayIolue npuMepbl. Mexons
U3 3THX MPHUMEPOB MOTYT OBITH OYCBHIHBIMH JIOTIOJHUTEIBHBIC BAPHAHTHI OCYIECTBICHHS, XapaKTCPUCTUKU
WM acTeKThl HACTOsAIIero u3ooperenus. [IpumMephl cayxat A WLTFOCTPALUU, B KAY4SCTBE MPUMEpPa, TPUHIIH-
MIOB M300pETeHMsI, HE OTPaHNYUBAs €TO.

Jleuenne mNaIMEHTOB, CTPANAIOMIMX CaXapHBIM auHabeToM 2 THIIA, C BBICOKUM PHCKOM CEpACYHO-
COCYIHUCTHIX M IIOYEYHBIX MHUKPOCOCYIUCTHIX 3a00IeBaHHH.

JnmuTensHOE BO3MCHCTBYE J€UEHHUA C MPUMEHEHNEM JTHHATINITHHA B COOTBETCTBYIOIINX MOMYJIAIIAX ITa-
IIUEHTOB, CTPAJIAIONTNX CaXapHBIM THA0ETOM 2 TUTa (HallpUMep, y MAIUEHTOB C BEICOKHM COCYTUCTBIM PHCKOM),
Ha CePICIHO-COCYANCTYIO U MOYCUHYIO (MUKPOCOCYAUCTYIO) O€30TaCHOCTD, MATOJIOTHUECKOe HApyIIICHHE H/FITH
CMEPTHOCTh ¥ COOTBETCTBYIOIIHE MapaMeTphl dpdekTuBHOCTH (Harpumep, HbAlc, ypoBeHb ITIOKO36I B IIa3Me
KPOBH HATOIAK, yCTOHYMUBOCTD JICUEHHS), MOXKET OBITh YCTAaHOBJICHO CIEAYIOINM 00pa3oM.

[Manmenra, crpanatomero auabeToM 2 THIIA C HEAOCTATOYHBIM TJIMKEMHUYECKHM KOHTpOJIEM (HE IoJBep-
raBireropanee tepanuu wHrurOuTopoMm JIII1-4, wim mpeaBapUTENBHO JICYUBIIETOCS C MPUMEHCHHEM JIF000TO
MPOTHUBOANAOETHYECKOTO 0A30BOTO JIEKAPCTBEHHOTO CPE/CTBA, 38 UCKIIOYCHNUEM JICYCHHUS C IPUMEHEHUEM aro-
auctoB perientopoB I'TII-1, naruduropos AIT1-4 wimm uarunouropoB SGLT-2, ecau >Ha MPOTHKEHUN MTOCIIE0-
BaTEeNBHBIX 7 JHEH, HanpumMep, umen 6,5-10% HbAlc), a Takke ¢ BRICOKHMM PUCKOM CEPACYHO-COCYAHMCTBIX OC-
JI0)KHEHHH, HaIpuMep, ONpeesieMbIM IOCPEICTBOM

anpOyMUHYpUH (MHUKPO WJIM MAaKpO) W TPEIIIESCTBYIONIET0 MaKpOCOCYAUCTOTO 3a00JIeBaHMs: HANPUMeED,
KaK OTIPE/IeICHO B COOTBETCTBUH C TIATOJIOTHIECKAM COCTOSHHEM I, Kak yKa3aHO HWKE; W/HIH

HapyImIeHHOH (YHKINHU TOYEK: HAlpUMeEp, KaK OIpeaeTICHO B COOTBETCTBHH ¢ IlaToornaeckuM coCcTOSHU-
eM I, kak ykazaHo Huxe.

[TaTtonornyeckoe cocrosiHue I:

anpOyMUHYpHsl (Takas Kak, HalpuUMep, C COOTHOIICHHWeM anbOymuHa K KpeatuHuHy B Moue (UACR)
>30 mr/r kpeatnauHa Wi >30 mr/i (1 Mr ansOymuHa Ha 1 1 Mouwm), wim >30 Mkr/mMuH (1 MKT anbOyMUHA B MH-
HyTY) wiu >30 mr/24 4 (1 mr aneOymuHa 3a 24 4)) u

MIPEIIECTBYIONIEe MaKpOCOCYAMCTOE 3a00IeBaHne, TaKoe KakK, HAIpuUMep, ONpeAeisieTcs KaKk OJHO WIH
oonee u3 (a)-(e):

a) IpeALIeCTBYIOIUHA HH(apKT MHOKap/aa (HarnpuMmep, >2 MECSILEB);

0) 3amylieHHas UIeMuYecKas 00JIe3Hb Cepla, Takash Kak, HalpuMep, oIpeelIeHO TIOCPEICTBOM: JII0O0T0
U3 CIIEAYIOILEro:

>50% cyxeHHs OuaMeTpa IpOCBeTa B 2 WM OOJBIIEM KOJMYECTBE KPYITHBIX KOPOHApHBIX apTepuil (Ha-
npumep, LAD (s1eBoii nepennei Hucxomsmeit), CX (orndaromeit) nimm RCA (mpaBoii KOpoHapHOH apTepuT)), 110
pe3ynpTataM KopoHapoanruorpadun win KT-aaruorpadum,

TJIaBHBIN CTBOJI IEBOM KOpoHapHOU apTepu ¢ >50% cykeHHEeM AuaMeTpa MpoCBeTa,

MPEBIAYINas YPECKOKHAS WIH XUPYprHdYecKas PeBacKylspu3anus >2 KPYIMHBIX KOPOHAPHBIX apTepHid
(Hanpumep, =2 MecsIIeB),

KOMOWHAIIWS TPEABINYIIEH YPECKOKHON WM XUPYPTUUCCKON PEeBACKYIAPU3ALNY, HAPUMEpP, | OCHOBHOM
KOpOHApHOH apTepuu (Hampumep, =2 Mecsies) U >50% cyxeHus AuameTpa MpocBeTa 1o MeHslIei mepe 1 go-
TIOJTHUTEIEHOM KPYITHOW KOPOHAPHOW apTepHH, 1Mo pe3yibTataM KopoHapoanruorpadun win KT-anruorpaduu;

B) BBICOKHMI PHCK OJHOCOCYIUCTON HIIEMHUYIECKOW OOJE3HU Cep/Iia, TaKOH Kak, HalmpuMep, OIpeaesseTcs
Kak Hanuaue >50% cyxkeHus quaMeTpa MpocBeTa OJHOW KPYMHOU KOPOHAPHOH apTepuu (HampuMmep, Mo pe3yib-
TaTaM KopoHapoaHruorpadun win KT-anrnorpaduu y nanueHToB, Y KOTOPBIX HE OblIa IPOBEACHA PEBACKYJIs-
pH3amms), ¥ 10 MEHBIIEH Mepe OHOTO U3 CIICIYIOMIETO:

MOJIOKUTENTbHBIN HEMHBA3UBHBIN CTPECC-TECT, TAKOM KakK, HAIPUMEDP, TOATBEPKIAEHHBIN MOCPEACTBOM JIIO-
6oro u3:

nostokuTenbHBIH DKI'-TeCT Ha MEepEeHOCHUMOCTh (PU3MUYECKON HATpy3KH Y TAIIMEHTOB 0e3 OJO0Kabl JIEBOH
HOXKHM mydka ['uca, cuaapom Bonbga-Ilapkuncona-Yaiita, runepTpodus JEBOTO KEIyI0YKa ¢ HapyIICHHEM
PENOJISIPU3AIH, WITH HABSI3aHHBIA PUTM JKEIyAO4YKa, IpeAcepaHas QUuOpHIIAIuUs B caydae aHOManbHbIX ST-T
CETrMEHTOB,

MOJIOKUTEIIbHASL CTPECC-IXOKApIUOrpaMMa, KOTOpast TIOKa3hIBacT UHIYIIMPOBAHHBIC PErHOHATBHEIC HAPY-
IICHHUS CHCTOJINYECKOTO IBH)KEHHS CTCHOK,
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TIOJIOKUTEIBHBIN SIIEPHBIH CTpecC-TeCT C OLEHKOH nep(dy3un MHOKapja, KOTOPBIH MOKa3bIBaeT CTpecc-
MHIYIMPOBAaHHOE 00paTHMOE HapyleHue nepdysuy,

MIAIMEHT, BBITUCAHHBIA W3 OONBHUIIBI C TOYHO YCTAHOBJICHHBIM JIHAarHO30M HECTAOMIHHON CTCHOKAapINH
(mampumep, 22-12 mecsues);

T') MPEANIECTBYIOMNN UIIEMHYECKAN WA TeMOPPAarundeCKuii HHCYINIBT (HapuMmep, >3 MecsIIIeB);

1) Haymgue 3a00J1eBaHMs COHHBIX apTepuil (HarpuMmep, ¢ KIMHHYECKUMH CHUMIITOMaMH WU 0e3), Halpu-
Mep, TOYHO YCTAHOBJICHHOTO ITOCPEICTBOM JIIO00TO U3:

METO/Ibl BU3YaJIM3aLUH 110 MEHBIIEH Mepe ¢ OIHUM IOpaKEHHEM, KOTOpOe OlleHMBaeTcs kak >50% cyxe-
HUS THaMeTpa IMPOCBeTa,

MPEIBIAYIIas YPECKOKHAS WIH XUPYPTrUUecKasi peBacKyIIpHU3allis COHHON apTepHu;

€) Hanm4are 3a00JeBaHus epu(EepHIeCKUX apTepHid, HaIpUMep, TOYHO YCTAHOBJIEHHOE ITOCPEICTBOM JIIO-
6oro u3:

NIPEALIECTBYIOAs aHTMOIJIACTHKA apTepUil KOHEUHOCTH, CTEHTUPOBAHUE WJIM XHPYPTHUYECKas OIeparys
IIYHTUPOBAHUS,

MIPEALIECTBYIOMAs aMITyTallisi KOHEYHOCTH WM CTOIIBI BCIIEICTBHE MaKpPOCOCYANCTOH HEIOCTATOYHOCTH,

aHTHorpa)nIecKoe MONTBEPKACHUE CTEHO3a Iepupepudeckux aprepuit >50% cykxeHus AuameTpa Ipo-
CBeTa MO MEHbBLIEH Mepe B OJHOW apTepUH KOHEYHOCTH (HAIpHUMep, OLIEHKa Mepu(epruyeckux apTepuii: oomei
TOZIB3/IOLITHOM apTepuy, BHYTPEHHEW IOJB3MOIIHON apTepuy, BHEUIHEH NOAB3IONIHOW apTepuy, OeIpeHHOH
apTepuu, MOJAKOJICHHON apTepUH ).

[Tatonornyeckoe coctosinue I1:

HapylieHHasi ouevynass GyHkius (Hanpumep, ¢ wim 6e3 CC comyTcTByOmMUX 3a00JIeBaHUl), Takas Kak,
HaIpUMep, OIPEACIIIETCS TOCPEICTBOM

HapyIIeHHON MOYeYHOW (YHKIUH (HampuMep, Kak ONpeaelsioT mocpenctBoMm dopmynsl MDRD) ¢ pac-
98THON CKOPOCTBIO KIy60uKkoBoil (rmbrpamun (pCK®) 15-45 mi/mun/1,73 M> ¢ M0GBIM COOTHOIICHHEM allb-
O0ymuHa k kpeatnHuny B Mode (UACR) n/ummn

HapyIIEHHO! MoYedHON (YHKIMH (HarpuMmep, Kak OnpeaersioT nocpenctsoM ¢opmyinst MDRD) ¢ pac-
4ETHOMN CKOPOCTBIO KiTyGoukoBoil prmbrpamun (pCK®) >45-75 mu/mun/1,73 M* ¢ COOTHOLICHAEM aTbOyMHHA K
kpeatunuHy B Moue (UACR)

>200 mr/r kpeatnHrHA Hian >200 mr/n (1 mr ansOymuna Ha 1 1 MOun) WM

>200 mxr/muH (1 MKT ansOymuHa B MUHYTY) uian >200 mr/24 v (1 Mr ans0ymuHa 3a 24 v);

MIOJIBEPTAIM JICYCHHUIO Ha TPOTSDKCHHH JUTUTENIFHOTO TIEproja BpeMEHH (HarpuMmep, Ha MpoTsHkeHuH 4-5
JIeT WIN TIPEeANOYTHTENFHO 0 MEHBIIEH Mepe Ha MpoTsvKeHHH 48 MecsIeB) C MpUMEHCHHWEM JIMHATIAITHHA
(TIpeATIOYTHTETBHO 5 MT B I€Hb, KOTOPHIH IPUHUMAJH IIEPOPATHHO, MPEIANOYTHTENEHO B BHJE TaOIETKH, HEOOs-
3aTeIbHO B KOMOHMHAIIUH C OJHUM FJIM OOJBIIMM KOJMYECTBOM IPYTHUX aKTUBHBIX BEIIECTB, HAIPHMEp, TaKUX
KaK Te, KOTOPBIE ONHCAaHBI 3/1€Ch), U CPABHUBAJIH C HMAIIMEHTAMH, KOTOPHIX ITOABEPTANIH JICICHUIO C TPUMEHEHH-
eM 1miane6o (B KauecTBe JONOJTHUTEIFHON Tepayy B IOTIOHEHHE K CTAHAAPTY JICUCHHUS).

[MonTBepxkeHNE TEPaNeBTHYECKOTO ycIieXa M0 CPAaBHEHHIO C MAallMEeHTaMHU, KOTOPHIX JICUMIIN C TIPHMEHe-
HHEM IuTane6o0, MOXKHO BBIPa3UTh B Ka4eCTBE MIIM IMPEHMYIIECTBE IO CPAaBHEHUIO C ILTanebo, HanpuMep, B (0o-
Jiee JUIMTEILHOM) BPEMEHH 10 NIEPBOI0 BOHUKHOBEHUS KapAnO- WM LepeOpabHO-COCYAUCTRIX OCIIOKHEHHH,
HarpuMmep, BPEMEHH JI0 NEPBOTO BOZHMKHOBEHHS Yero-JIM00 M3 CIEOYIOMINX COCTABISIONMX KOMIUIEKCHOTO
uroroBoro nokasareis CC OCIIOXKHEHHS: CMEPTh 10 IPHUYUHE CEeplIeYHO-COCYIUCTON MaToNoruu (BKItodas da-
TaNBHBIA WHCYJIBT, (paTanbHbId MHGAPKT MHOKapJa ¥ BHE3AIHYIO CMEpTh), HedaTalbHBIH WHPAPKT MHOKapAa
(uckiroyast 6ecCUMNTOMHBIN HH(pApKT MUOKapAa), HeaTalbHbII HHCYIBT, a Takxke (HeoOs3aTenbHas) TOCIIUTa-
TU3aldsl, HalpuMep, 10 TIOBOAY HECTaOMIILHOW CTEHOKApAUU; W/Win B (0oJiee JUTUTEIHLHOM) BpEMEHH 10 MEePBO-
T0 BO3HHKHOBCHHS MTOYEUHBIX MUKPOCOCYANUCTBIX OCIIOKHEHUH, HAIIpUMep, BPEMEHH 0 IEPBOTO BO3SHUKHOBE-
HUS 9er0-JIN00 W3 CIEAYIOMNX COCTABISIOMNX KOMIDIEKCHOTO HTOTOBOTO TIOKA3aTeNs IIOYEYHOTO OCIOKHEHHUS:
CMEpTh 10 MPHUYUHE 3a00JEBaHUS TOYEK, YCTOWYHMBAS TEPMHUHAIBHAS CTaaWs MOYEYHOH HEJOCTATOYHOCTH, a
TakXKe ycToitunBoe ymeHbmmeHue Ha 50% nmm 6omee pCKD.

JIOTIOTHUTENBHBINA TepaneBTUICCKUI yCIeX MOXKeT ObITh BEIpakeH B (0oJiee MEHBIIEM) KOJIMYECTBE WU B
(Oonee mIMTENHHOM) BPEMEHM 10 IEPBOTO BO3HMKHOBEHMS YETO-JIMOO W3: CMEPTH II0 NPUYMHE CEpledHO-
cocyaucToll marosiorud, (He)-atampHOro MH(papkra Muokapna, 6eccumnromHoro MM, (ue)-¢paranbHOro MH-
CyJIbTa, TOCIUTAIN3AaINH 110 OBOY HECTAOMIIEHON CTEHOKAp.IMH, TOCTINTAIM3ALNH 110 TIOBOAY PeBacKyJsipH3a-
IIMM BEHEYHBIX apTepHi, TOCHUTAIN3AINH 10 OBOJY PEBACKYISIpH3allK Nepr(epunIecKux COCyloB, TOCITUTA-
JM3aliK 10 TIOBOAY 3aCTOWHOM CepAeYHON HEJOCTaTOYHOCTH, BCEX NMPUYMH CMEPTHOCTH, CMEPTH IO NMPUYHHE
3a00JIeBaHHS TTOYEK, YCTOMUYNBON TEPMUHAIBHOW CTaJMH MOYEUHOW HemoctaTouHocTH, moTepu pCK®D, HOBOTO
BO3HHKHOBEHHS MaKpOaIbOYMUHYPHH, MIPOTPECCUPOBAHIS aIbOYMUHYpHH, TporpeccupoBanus XbII, Heobxo-
IUMOCTH B TEpalM{ NMPOTHB PETHHONATHH; WIH B yIy4IICHHH ansO0ymuHypuu, GyHKIuu nouek, XbII; wmm B
yIIydIIeHne KOTHUTUBHOW (YHKIMH WM B MPOQHMIAKTHKE/3aIIUTE OT YCKOPEHHOTO CHIDKEHHS KOTHUTHBHBIX
CIIOCOOHOCTEH.

KorauTuBHbIE (pYHKIIH MOTYT OLIEHMBATHCS TIOCPEACTBOM CTaHIAPTH30BAHHBIX TECTOB KaK Mepa KOTHH-
THUBHOTO (DYHKIIMOHUPOBAHUS, HAIIPUMED, MOCPEICTBOM HNPUMEHEHUS! KPATKOH Kbl OLEHKH ICHXHYECKOTO
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craryca (MMSE), Tecta Ha 3putensHO-MOTOpHYI0 KoopauHatmto (TMT) u/wnm tecta Ha 6ermocts peun (VFT).

JIOTIOMTHUTEIBHEIA TepaneBTHYeCKUl yerex (0 CpaBHEHUIO ¢ IUane00) MOKET OBITH BBIpakeH B Oolee
BbICOKOM M3MeHeHnn HbA 1c w/wm I'TIH oT nexomHoro ypoBHSI.

Kpome Toro, MOmoTHUTENbHBIN TEPAEeBTUYECKUN yCTIeX MOYKET OBITh BEIpayKeH B 00Jiee BHICOKOW MPOIIOp-
IIUH TAIMEHTOB OT Hayajla MCCIEeNOBAHMSA K KOHIYy HCCIICIOBAHMSA, MOIACPKUBAIOMINX TITMKEMUYECKUHA KOH-
Tponb (Harpumep, HbAlc </=7%).

Kpome Toro, MOmoTHUTENbHBIN TEPAIEBTUYECKUN yCTIeX MOXKET OBITh BEIpayKeH B 00Jiee BHICOKOW MPOIIOp-
IIUH TAIMEHTOB OT Hayajla MCCIEeNOBAHMSA K KOHIYy HCCICIOBAHMSA, MOIACPKUBAIOMINX TIIMKEMUYECKUHA KOH-
TpoJb 0e3 HEOOXOMUMOCTH B JIOMIOJHUTEIHHOM MPOTHBOAHAOCTUYCCKOM JICKAPCTBCHHOM CpEACTBE (BO BpeMs
nedenust) st noxydenust HbAlc </=7%.

Kpome TOro, TOMONHUTETBHBINA TePANIeBTUYCCKUN YCIIEX MOXKET OBITh BHIPAXKEH B YMCHBIICHUH MPOIOP-
[[UM TTAMCHTOB, KOTOPBIC BO BPEMs HCCIICAOBAHMS JICYCHUS HAYMHAIN MPUMCHSATh WHCYJIUH WIN JICYUINACH C
MPUMEHCHUEM HHCYIUHA, WX B CHIDKCHUU JIO3bI HHCYJUHA, KOTOPYIO MPHMCHSIIH.

Kpome TOro, TOMONTHUTENBHBIN TepaneBTHUCCKUA YCIIEX MOXKET OBITh BBIPAKEH B 00JEe MCHBIIUX U3ME-
HCHHSX MACCHI TeJIa OT UCXOJHOTO YPOBHs, WIH B 00Jee BBICOKOH MPOMOPIIMU MAMCHTOB ¢ <2% Habopa JuIi-
HETO Beca, WIK B 00JIee HIU3KOW MPOIIOPLUY MAITUCHTOB ¢ >2% Ha0opa JIUIIHETO Beca Ha KOHEI] UCCIICOBAHMUS.

OOPMVIIA U30BPETEHUA

1. IlpuMmeHeHNe TUHATIMIITHHA WM €ro (apMaIeBTUYECKH NPHEMIIEMON COJHM B TEpalHH IMalUCHTOB,
CTpaJaoNINX AUA0EeTOM 2 THIA, MMEIOMNX WM BXOIAIMINX B TPYHILy PUCKA CEPACYHO-COCYAMCTOTO W/MIIM TO-
YEeYHOTO0 MHUKPOCOCYIMCTOTO 3a00JI€BaHNs, TI€ MTALMEHTH HMEIOT

Kak albOyMUHYPUIO, TaK M IPEIIIECTBYIONIEe MAKPOCOCYUCTOE 3a00IeBaHNE H/HITH

NErKoe WM cpelHee HapylleHne (QyHKIWH MoYeK ¢ MakpoalbOyMUHYpHel MO0 cpeiHee MM cephE3HOe
HapylieHHe QYHKIMHY ITOYeK ¢ WU 0e3 KaKoH-1nbo ans0yMUHYpHH,

T'/Ie INHATJIMIITAH BBOASAT B KOJMYECTBE 5 MT B ICHb B TEUEHHE N0 MEHBIIIECH Mepe =2 JeT.

2. [lpumeHneHue 1o 1.1, T/Ie MAUEHTHI MIPECTABISAIOT COOO0 MAI[IEHTOB C BBICOKHM COCYIUCTBIM PUCKOM.

3. [Ipumenenue 1o 1.1, Tae aTpb0yMUHYPUS IPEICTABIACT COO0H MUKPO- MITH MaKpOAIEOYMUHYPHIO.

4. Ilpumenenue 1o 1.1, TIe MpeaIIecTBYOIee MaKpOCOCYyIUCTOE 3a00IeBaHNe MIPEACTABIAET COO0M Kap-
JINO- WIN TIepeOpallbHO-COCYTUCTOE 3a00JIeBaHue, MPEANOYTUTEIHHO HHPAPKT MHUOKapAa, HUIIEMUIeCKyo 0o-
JIe3Hb CepAIa, NIIEMHYSCKIH MM TeMOPParndecKuid MHCYIIBT, 3a00JI€BaHNE COHHBIX apTepuil W/min 3aboieBa-
HUE TIepruepUIECKUX apTEPHA.

5. Ilpumenenue mo 1.1, Tae n€rkoe WM cpegHee HapylieHWe (QYHKIUU MOYEK ¢ MaKpoadbOyMUHYpHUEi
TIpeCTaBIsIeT co00l XpoHudeckyto 6ose3ns nodek (XbBIT) 1, 2 umm 3 cragmii, Takas kak XBII 1, 2 cragum (n€r-
KOE€ HapylleHWe) WM cTaauu 3a (HapymieHue OT JIETKOro 10 CPEJHEro), IPEIIOYTHTENBEHO C
pCK® >45-75 m/mun/1,73 M%, ¢ MakpoaIbGyMUHYpHEH.

6. IIpumenenue 1o 1.1, Tae cpeaHee WM cepbE3HOE HapymieHHe (QYHKIUH MOYEK ¢ Wi 0e3 Kakoh-mibo
IBOYMHUHYPHU TIpECTaBIsIET cO00H XpoHndecKyto 6ose3ns nouek (XbIT) 3 win 4 cragun, Takas xak XbII cra-
qun 3b (HapyleHue OT CpeIHero J0 CepbE3HOTo) MK 4 cTaauu (CephE3HOe HapyIIEHHE), MPEANOYTUTEIBHO C
pCK® 15-45 mi/mun/1,73 ™%, ¢ wiu 6e3 Kakoit-mu6o ans0yMUHYpHHL.

7. [lpuMeHEeHUE TMHATIIMOTHHA TI0 11. 1, T/Ie Tepanus JOTOHATEIFHO BKIFOYACT

MPOGUIAKTHKY, 3alIUTy OT, CHIDKCHHE PHCKa W/MIIM OTKJIaIbIBaHHEe BO3ZHUKHOBEHHUS KapIuO- WM Lepeo-
PabHO-COCYIUCTOTO 3a00JICBaHUS WA COOBITHS, BEIOPAHHOTO W3 TPYIIIIBI, COCTOAMIECH U3 CEpACIHO-COCYIUCTON
(CC) cmepTH, Takol Kak (artambHBIA HHCYIBT, (haTadbHBIA HHPAPKT MUOKapaa, (haTabHasi CepJedHas HeJ0CTa-
TOYHOCTH, KapJMOTEHHBIN IIOK W/WIKM BHE3aITHAas CMEPTh; He(aTaIbHOTO WHCYJIBTA, TAKOTO KaK TeMopparmye-
CKH WJTM HETeMOpparudeckuii; u HedartampHoro uHdpapkTa Muokapaa (MM) u, HeoOs3aTeIbHO, TOCTIUTAIN3a-
IIUU, TAKOW KaK T0 IMOBOAY HECTaOWIHHOW CTEHOKApPIUH, CTAOMIBHON CTEHOKAPIUH, TPAH3UTOPHOW HIEMUYEC-
CKOW aTaky; MPOIEAYp PEBACKYISIPU3AIMH BCHEYHBIX apTePHid, PEBACKYISIPU3AINH MEePHU(PEPHUSCKUX COCYAOB
WJIY 3aCTOMHOM cepiedHON HeOCTaTOYHOCTH; H/HIH

MpOo(GUIAKTUKY, 3alUTy OT, CHIDKCHHE PHCKA, OTKIAJbIBAHUE IPOTPECCHPOBAHUS /YU OTKJIAJBIBAHUC
BO3HUKHOBEHHS ITOYEYHOTO MHUKPOCOCYANCTOTO 3a00JeBaHMs, BEIOPAHHOTO W3 TPYIIIBI, COCTOSIMIEH M3 anb0y-
MUHYPHH, TaKOW KaK MHKpPO- HJIH MaKpOaIbOYMUHYpHs, XpoHHYeckodl Oone3nu mouek (XBII), HapymeHnus
(yHKIMHY TTOYEK, CMEPTH OT 3a00JICBaHUS MTOYEK, TS PMUHAIBHON CTaIUN MOYCTHON HETOCTaTOYHOCTH M CHHKE-
HUS pacu€THOH ckopocTH Kiry0oukoBoil punprpannu pCKD >50% oT MCXOIHOTO YPOBHS.

8. [I[puMeHeHNe JTMHATIMIITHHA 110 TI1. 1 -7, T/Ie Tepanus BKIF0YaeT KOMOMHHPOBAHHBIN CTI0CO0

MPOQHUIAKTUKHA KapIuo- WIM IMepeOpabHO-COCYAUCTOTO 3a00JIeBaHWSI WU COOBITHS, BHIOPAHHOTO W3
CMepTH Mo mpuimHe cepaedHo-cocyauctoit (CC) maTonoruu, Takoi Kak (paTambHBIA WHCYIBT, (aTaTbHBIN HH-
(hapkT MHOKapaa, ¥ BHE3AIMHONH CMEPTH, HedaTalbHOTO MHCYNbTa, He(aTanpHOro HHPapkTa Muokapaa (MM) wu,
HEeo0s13aTeIbHO, TOCITUTAIM3AIMY TI0 TIOBOTY HECTAOMIILHOW CTCHOKAPINY; U

MPOGUIAKTHKY TOYSCYHOTO MUKPOCOCYAUCTOTO 3a00JICBAHUS WIH COOBITHS, BRLIOPAHHOTO M3 CMEPTH OT 3a-
0oJIeBaHUS MOYCK, TCPMHUHAIBHON CTa UM MOYCUYHOW HETOCTATOYHOCTH M CHIDKCHIHS PACYETHOW CKOPOCTH KITy-
60ukoBoit prmbTpamuu pCK®D >50% OT HCXOTHOTO YPOBHSI.
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9. IlpuMeHeHye IMHATIIMITHHA 10 JIT0O0oMYy 13 T 1 -8, rae Teparust BKIIIoYaeT JIeYeHHEe caxapHoro anabdera
2 Tura, u/um quabeTudeckoil HegponaTuy, W/uian (MUKpO- WM Makpo-) alnbOyMHUHYPHH.

10. [TpuMeHeHre JIMHATJIUIITHHA TI0 JTI000MY M3 MIT. 1 -9, T/e mManueHThl UMEIOT:

(I) MUKpO- WM MaKpOATLOYMHHYPHIO, TIPEATIOYTUTEIHLHO C COOTHOIICHHEM albOyMHHA K KpEaTHHUHY B
moue (UACR) >30 mr/r kpearnnuHa, wia >30 mr/a (1 mMr aneOymuna Ha 1 11 Moun), win >30 Mkr/MuH (1 MKT
anpOyMuHa B MUHYTY), i >30 mr/24 9 (1 mr ane0ymuHa 3a 24 9)), U MPEIIICCTBYIONIEE MaKPOCOCYAUCTOC
3aboeBanne, KOTOPOE OTPEIEIAeTCs Kak OaHO WitH OoJiee u3 (a)-(e):

a) TPEeIIIeCTBYIONMA HHYAPKT MUOKAP/IA,

0) 3amyIieHHas uIIeMudeckas 00JIe3Hb CepIIa,

B) BBICOKHI PUCK OJTHOCOCYIHUCTON UIIEMUYECKOH OO0JIE3HU cCepria,

T') MIPEANIECTBYIOMNN UIIEMHYECKUN WA TEMOPPAaruiIeCKHii HHCYIIBT,

Il) HaTn4ue 3a00JICBaHUsl COHHBIX apTepUH,

€) Hann4ue 3a00JIeBaHUs ICPUPEPUICCKUX APTCPHIAL; U/ITH

(IT) napymenue QyHKIMH TOYEK C WM 0€3 CepAEeYHO-COCYANCTHIX COIMYTCTBYIOMINX 3a00JIeBaHUH, KOTO-
poe omnpeenseTcst Kak

Hapymenue Gpynxiun noyek ¢ pCK® 15-45 mn/mun/1,73 M ¢ MOGBIM COOTHOMIEHHEM aTbOYMHHA K Kpea-
tuHuny B Mode (UACR) unun

Hapymenue Gpynkiun nouek ¢ pCK® >45-75 min/mun/1,73 M* ¢ COOTHOIICHHEM aTbOYMHHA K KPEATHHHHY
B Moue (UACR) >200 mr/r, mim >200 mr ans0ymuHa Ha 1 1 Moun, Wi >200 MKr albOyMHHA B MUHYTY, HIH
>200 Mr anmp0ymMuHa 3a 24 9.

11. [IpuMeHeHNE TMHATIUNTHHA 110 JIIOOOMY U3 MPEIIISCTBYIONUX TYHKTOB, T/I¢ THHATIUITAH IPHAMEHS-
0T B KOMOWHAIIMY C OJHUM FUTH OOJBIINM KOJMYECTBOM JIPYTHX aKTUBHBIX BEIIECTB, JJIS MPUMEHECHHUS IO JIIO-
6omy u3 . 1-10, rae ogHO uu OoJbIIee KOJTMIECTBO APYTUX aKTUBHBIX BEHIECTB BHIOUPAIOT U3 IPYTHX MPOTH-
BOINAOETHUECKUX CPEACTB, aKTHBHBIX BEIIECTB, KOTOPHIE CHIKAIOT YPOBEHBH caxapa B KPOBH, aKTHBHBIX Be-
IIECTB, KOTOPHIC CHUKAIOT YPOBCHB JIUITHIOB B KPOBH, aKTUBHBIX BEIECCTB, KOTOPBIC MOBHIMIAIOT ypoBeHb JIBIT
B KPOBH, aKTHBHBIX BEIECTB, KOTOPBIC CHIKAIOT apTepHaIbHOC TaBIICHHUE, aKTUBHBIX BEIIECTB, KOTOPHIC TIOKa-
3aHBI TIPH JICYCHUH aTepPOCKIICPO3a WM OXKUPCHHUS, W/UIIA aKTUBHBIX BEUICCTB, KOTOPHIC MOKA3aHbI MIPH JICUCHIH
WK POQUITAKTUKE OCHOBHBIX CEPACYHO-COCYAUCTHIX COOBITHIA, W/UIIA aHTHATPETaHTHBIX CPEICTB, W/MIIA aHTH-
KOAryJIsiHTOB, B OCOOEHHOCTH, TIe OJHO Wi OoJjbliee KOJUYECTBO IPYTHMX aKTHBHBIX BEIIECTB BHIOMPAIOT M3
JIPYTUX TIPOTHBOANA0ETHIECKUX CPEACTB W/ MPOTHBOTHIIEPTEH3UBHBIX CPEICTB, B 0OCOOCHHOCTH, TJIE ApyTHUe
aKTHBHBIE BEIECTBA BKIIIOYAIOT MPOTHBOIUAOCTHYECKUE CPEACTBA, BRIOPAHHBIE M3 METPOPMHUHA, CYIb(HOHMII-
MOYEBHH M HWHCYJIWHOB, TUYPETUYECKOTO CpPEICTBAa, MHTHOWTOpAa aHTHOTEH3WH-TIPEBpAIIaioniero QepMmenra
(ATI®) n/unm 6nokaropa penenropa anrunoreHsuHa I1 (BPA), mpeamodrurensHO TeMuCapTaHa.

12. TlpumMeHeHHe TUHATIUNTHHA 110 JI000MY U3 mi.1-11, T/Ie manueHTsl NPeACTaBIsoT cO00H CTpaIaro-
mux nuadbeToM 2 THIa NaHeHTOB, KOTOPhIE HE MOABEPraich paHee TEPaIiy HiIH MPEIBAPUTEIBHO JICUUIHCE C
MPUMEHEHUEM OJTHOTO FUIM OOJBIIETO KOJMYECTBA TPAJAWLIMOHHBIX MPOTHBOANAOETHYECKHUX CPEICTB, BEIOpaH-
HBIX U3 MeTHOPMUHA, CYIb()OHIIMOYCBHH ¥ WHCYIHHOB, IPEANIOYTUTECIHFHO MAIUCHTHI ¢ HEJOCTATOYHBIM TJIH-
KEMHYECKAM KOHTPOJIEM BCIIEICTBHE OJHOW JIMIIb AWETHl M (PU3MUECKUX HArpy30K WJIM MAalMeHTHl C HEJAOCTa-
TOYHBIM TNIMKEMUYECKUM KOHTPOJIEM BCIICACTBHE IHETH U (PM3MUYECKUX HATPY30K, HECMOTPS Ha MPEANIeCTBYIO-
mee JeYeHHE C NMPUMEHEHHEM OJHOTO WM OOJBIIEro KOJMYECTBA TPAAWIMOHHBIX MPOTUBOAMAOETHYECKUX
CPEICTB, BBIOpAaHHBIX U3 MeT(HOpMUHA, CYTb(OHUIMOUCBUH U HHCYIUHOB.

13. TlpuMeHeHne TMHATIUNITHHA 110 JTI00oMY U3 L. 1-12, rie manueHTsl IpeACcTaBIsIOT co00i npeaBapu-
TEJNBHO JICUMBIIHNXCS MAMEHTOB, CTPANAIOMKX IHabeToM 2 THIA, C HEAOCTATOUYHBIM TTTUKEMHYECKUM KOHTPO-
JieM, HeCMOTpsI Ha TPEIIECTBYIOMIEe JIeYeHHE ¢ IPUMEHEHHEM OJHOTO WIIM IBYX TPaIUIIOHHBIX TPOTHBOINA-
0OeTHYECKHUX CPEACTB, BRIOPAHHBIX M3 TPYIIIBI, COCTOSAIIEH W3 MET(HOPMHHA, CYIb(QOHWIMOUYEBHUH W WHCYJIMHA,
T/ie TUHATJINOTHH IPAMEHSIOT B TOTIOMTHUTEIHHON KOMOMHIPOBAHHOM TEPAITUH C YKa3aHHBIMH OJHUM WJIH JIBY-
MS TPaJUITIOHHBIMH TIPOTHBOINA0CTHIECKIMH CPEICTBAMH.

14. IlppMeHeHne JTUHATIUIITHHA 10 JI000My M3 1. 1-13, Tae manueHTsl npecTaBiIsioT co00i He moIBep-
TaBIIUXCS paHee TEPAIUy, CTPANAIONINX JHa0CTOM 2 THIA MAIIMEHTOB, C HEAOCTATOYHBIM MINKEMUYECKAM KOH-
TPOJIEM BCIICACTBUE OIHOM JUIIL AUCTH W (PU3MICCKUX HATPY30K, TIIC JTUHATIHUITHH MIPUMEHIIOT B MOHOTEpa-
MUY WIK B HAYaIbHOW KOMOWHHPOBAHHOW TEpAIUU C TPAJAUIMOHHBIM IPOTUBOIUAOCTHUCCKUM CPEJCTBOM, BBI-
OpaHHBIM U3 TPYIIIBI, COCTOSICH U3 MeT(HOPMUHA, CYITb(POHUIMOUYCBIH U HHCYITUHA.

15. IlpumeHeHne IMHAMIMOTHHA NO J0O0oMy u3 mi.l-14, rae mamueHT npencraBiseT coOOH MalueHTa,
CTpaJIaIonIero 1uadeToM 2 TUTIA, Y KOTOPOro quadeT HaXOAWTCS Ha 3aIyIIeHHOW CTaIHH.

16. IIpuMeHEeHHEe JTWHATIMIITHHA 10 JII0OOOMY W3 M. 1-15, T/1e ManueHT ABISIeTCs MAMeHTOM ¢ THabeToM
(ocoberHO mUabeToM 2 THMA), y KOTOPOTO JAMA0ET CBS3aH C MOYEYHOW HETOCTATOYHOCTHIO WIIM HAPYIICHHUEM
(GyHKIIUY TIOYEK.

17. Tlpumenenue 1o JirodboMy U3 il 1-16, Tae MarueHTsl MPEACTaBIIOT COOON MAIlMeHTOB Mocie 6a30BoOM
Tepanuu MeT(GOPMHHOM.
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BKCHPCC(ZHH IIOJOKAIMKCAHA B KA4€CTBC MapKepa LEeJOCTHOCTH TOJOLUTOB

[ db/+ konrTponbnas rpynna
EE3 uabernueckue db/db mpimm
Ea Muaberuueckue + JInHarnunTun, 3 Mr/kr

Juaberudeckue + DHananpui, 20 Mr/kr

*P<0,05; **P<0,01; ***P<0,001 mo cpaBuenuro ¢ db/db mpImramu,
KOTOPBIX JICYMIIN C IPUMEHEHNEM TUIaneo;
1P<0,05 o cpaBHeHUIO co 310poBbIMH db/m MbIIIaMU
KOHTPOJILHOM Ipynibl (TecT MaHHa-YUTHH)

@ EBpasuiickasi NnaTeHTHasl opraHu3aums, EAMB

Poccus, 109012, MockBa, Manblii Yepkacckuii nep., 2
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