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CIIOCOBHI JIEYEHHS KOPOHABAPYCHOM FOJIE3HHA

ITepexkpecTHasi cCBLIKA HA POACTBEHHBIE 3asIBKH

B nanHOl 3asBKe HCIpalluBaeTCsl MPUOPHUTET Mo mnpeasapurenvHOil 3asBke CIIIA Ne
63/004 781, nomgauHo#i 3 anpens 2020 r.; u 63/145 886, noganHoii 4 dpespans 2021 r., BKIFOYEHHOH
B JIAHHBII JOKYMEHT TMOCPEICTBOM CCBUIKH.

Oo6sacTh TEXHUKH

JlaHHOe M300peTeHne HampaBJIEeHO Ha CHOCOOBI JIEUeHHsT KOPOHABHPYCHOH OONIe3HU ¢
NPUMEHEHUEM COCOMHEHUH, OO0NafaroIquX AaKTHBHOCTBIO, pa3pyLIAKOLIEH IIUTOCKENEeT, |
COCTABOB, BKJIFOYANOIINX COCOUHEHUS ¢ (apMaleBTHUECKH MPUEMIIEMBIMUA BCIIOMOTATEIbHBIMU
BEIIECTBAMH W/WJIN TONOJHUTENbHBIMUA COEIMHEHMSIMH, Pa3py LIAIOIUMH LIUTOCKEIIET.

YpoBeHb TeXHUKH

3a nmocnennue 20 NeT psin BUPYCHBIX STMUAEMHIN CO31aJIH CEPhE3HYIO TNIO0ANBHYIO YIPO3y
Uil OOIIECTBEHHOTO 3APAaBOOXPAHEHUS, BKIFOUAS TSKEIIBIH OCTPBIA PECTIMPATOPHBIA CHHIPOM,

BbI3bIBaeMBbIll  kopoHaBupycoM (SARS-CoV), B 2002-2003 rr., OJIMIKHEBOCTOUYHBIN

pecrupaTopHbIN CHHIAPOM, BbI3biBaeMblil kopoHaBupycoM (MERS-CoV), B 2012 r. u nmuxopaaka
D6ona B 2014-2016 rr. 17 Hos0ps 2019 roma B Yxane, Kutaii, mosiBunoch HOBOe BHPYCHOE
OCTpOe TsDKENoe pecnpaTopHoe 3aboneBanue. B despane 2020 rona Becemupnast opranusanust
3npaBooxpanenusi (BO3) naspana sty 60ne3up COVID-19 (COronaVIrus Disease), Brepsbie
obHapyskeHHyr0 B 2019 rogy. IlockoibKy KOpPOHABHPYC, BbI3bIBAIOLIMI 3a0oseBaHue, ObLI
noxoxx Ha SARS-CoV, oH B kOHe4HOM uTOore ObUT Ha3BaH MeXAyHAPOAHBIM KOMHUTETOM IIO
takcoHomuu BupycoB (ICTV) SARS-CoV-2. COVID-19 (SARS-CoV-2) Obu1 0ObsiBiIeH
naHaeMuei: o coctostauto Ha 31 mapra 2020 roma BO BceM Mupe 3apeructpuponano donee 804
061 cnyuaeB 3aboneBanus u 39 074 cnyuas cmeprn. K maprty 2021 rogma >Ti mudpsl
yBennumuch 10 128 109 427 ciyvaes 3a0oneBanus u 2 800 279 cnyyaeB cmeptu (3%) BO BCeM
mupe npu 103 307 591 monteepkaeHHOM BbI3nopoBieHuH (97%). Bakumubl npotuB SARS-
CoV-2 nHauanu onoOpsate B Coennnennbix IlItatax B nexkadbpe 2020 r., a k mapty 2021 r. Obutn
BBIJAHBI TPU pa3peUIeHHs Ha TNPUMEHEHHe B 4pe3BblyalHblx curyaumsax (EUA); onmnako
KOJUIEKTUBHBII UMMYHUTET €llle He JOCTUrHyT. HecMoTps Ha nmpojokaroliecs BO BCEM MUpe
yCUIIUS N0 COLMAIbHOMY OUCTAHLMPOBAHMIO U MMMYHM3ALMH, B HACTOsLIEE BPeMs BO BCEM
mupe ocraercst 518 201 axTuBHbIN caydaid, Bkiaro4das okoso 100 000 mauueHToB B KPUTHYECKOM
COCTOSTHUH.

KopoHaBupychl — MpencTaBisiilOT  cOOOH  00OJIOYEUHBIE  IOJIOKHUTEIbHO-TIONSPHbIE

onnouenoueunsle PHK-conepkamue Bupycel. OHHM mOpakarOT NTUL U MJIEKOMUTAIOIIUX,
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0COOEHHO MX JIBIXAaTENbHYI) U JKEIyAOYHO-KUIIEYHYIO CHUCTeMBbL. M3-32 BBICOKOW CKOPOCTH
MyTalli U PEeKOMOMHALIMN KOPOHABHPYCOB NMPOUCXOAWIM YaCThle CIy4aW CMEHbI XO35IMHA OT
JKMBOTHOT'O K KUBOTHOMY H OT KHBOTHOT'O K 4eJIOBEKYy. JleTyune MbIiu ObUTH ONpeesieHbl Kak
€CTEeCTBEHHBII pe3epByap BO BPEMsl BCIBIIIKH TSXKEJIOro OCTPOrO PECIUPaTOPHOrO CHHApOMA
(SARS).

SARS-CoV-2 NPEeACTaBIISIET coboii 000JIOUEYHBIH, HECerMEHTHUPOBAHHBIH,
NIOJIOXKHUTEJIbHO-TIONSIPHBIH, onHouenodyeunblii PHK-Bupyc, ¢ HeoObrHO Oonbpmum PHK-
T€HOMOM, HYKJICOKATICUAOM M OyJIABOBHAHBIMH IIUIAMHU, BBICTYNAIOIIMMU HAJl MOBEPXHOCTHIO,
Ha3bIBaeMbIMU IUNOBHAHBIMEU (spike, S) Oenkamu. SARS-CoV-2 oTHOCHTCS K KaTeropuu
oema-xoponasupycos, B xoropyro Bxomar SARS-CoV u MERS-CoV. Dtu Bupychl ObuiH
NPUYUHONW  BMUAEMUN  Pa3M4HOM  CTEMEeHUM  TSKECTH € PECHUPATOPHBIMH U
SKCTPAPECTIUPATOPHBIMU  KJIMHUYECKUMH TIPOSIBJICHUSIMHM, BBICOKOH KOHTArHO3HOCTBIO U
ypoBHeM cmepTHocTH oT 10 nmo 35%. CymnepcemeiictBo kopoHasupycoB (Coronaviridae)
BKJIFOUAeT B ceOsl HECKOJIbKO MAaTOreHoB uenoBeka ¢ Oonbimmmu reHomamu PHK, uampumep,
TPHUII U BUPYCHBIA SHIEPANNT, 1 OHU KiacCUPUUUPYIOTCs Ha anb(da-, 6era-, nenpra- U raMma-
cemeiicTBa KOpOHaBUpPYCOB, a 3areMm pjejsircs Ha juHuu A, B, C u D. SARS-CoV-2
npescTaBisieT cobol bema-koponasupyc muHn B.

Knunanueckuit cnextp uHpexmmu SARS-CoV-2 Bapbupyercss OT O€CCUMITOMHBIX [0
KJIMHUYECKUX COCTOSIHUH, XapaKTePU3YIOIIUXCs ITHEBMOHHUEH c JbIXaTEJIbHON
HEZOCTaTOYHOCTbIO, TpeOyromed HCKYCCTBEHHOW BEHTHJSIIMU JIETKUX U TOAAEPKKH B
otnenenun uHTeHcuBHOW Tepamuu (ICU), mo cemcuca, CENTUUECKOrO INOKA U MOJHOPTaHHON
HemocTaToyHocTH. UTo Kacaercs: knnHI4Yeckoit kaptunbl, CDC Kuras coolmua o cnenyromux
KJIaccupUKALMSIX 3a00JeBAHUS U HACTOTE JIETKUX, TSUKEJIBIX U KPUTHYECKUX 3a00JIeBaHUN CPeu
KUTalckoro Hacesnenusi, nHpuuupoBaHHoro SARS-CoV-2 B 2019-2020 rogax, KOTOpbIe, MO-
BUIUMOMY, aHAJIOTHYHBI JPYTUM UHPHUIHPOBAHHBIM momyssiuusaM: (1) Jlerkast CTeneHb TSKeCTH
3aboneBanne (81%): cuMITOMBI BUPYCHOW HMH()EKLUU BEPXHUX IbIXATEIbHBIX MyTEH, B TOM
qHCJIe JIETKasl INXOpaJKa, Kaienib (CyXoi), 00b B ropiie, 3aJ0KeHHOCTh HOCA, TOJIOBHAsT OOJIb,
MblIlIedHast Oosb win HemoMoraHue. IIpusHakoB Oosee cepbe3HOro 3a00JEeBaHHUS, TAKUX Kak
onpiika, HeT, (2) Tspkenas crenens TspkecTH 3aboneBanus (14%): onplka, 4acToTa JABIXaHHS >
30 BmoxoB/MUH, HackieHue KpoBu kucioponom (Sp0O2) < 93%, cootHomenne PaO2/Fi02 wm
P/F [cooTHOmEeHHMe MeXIay KpOBSHBIM JIaBJI€HHEM KHUCIOpoaa (MapuualbHOE aBJICHHE
kucaopona, Pa02) 1 npoueHToOM MoCTaBIsieMoro Kucjiopona ((ppakuust BIbIXaeMOTo KUCIOPOAa,
Fi02)] <300 w/nunu uadunerparsl B gerkux > 50% npu Bu3yanuszauuu B TeueHue 24—48 qacos;
u (3) Kpurnueckass creneHp TspkecTH 3aboneBaHust (5%): AbIXaTenbHash HEIOCTATOYHOCTb,

CeNTUYECKUN INOK W/WIM TMOJUOpPraHHas MUCPYHKLHUSA. B HEKOTOpBIX Cilydasx HMeEET MeCTO



aHOMaJIbHasi Ype3MepHasi PeaKisi MMMYHHOH CHCTEMBbI, KOTOopasi OblIa Ha3BaHA KIIUTOKHHOBBIM
mTopMoM». L{UTOKMHOBBIM  IITOPM  KJIMHUYECKU TPOSBISETCS  OCTPHIM  CHUCTEMHBIM
BOCIIAJIUTENIbHBIM ~ CUHAPOMOM,  XapakKTePU3VIOUIMMCS  JIMXOPAAKOW U IMOJHOPraHHON
muchyHkiped. LIUTOKMHBI M XEMOKHMHBI MHAYLUPYIOTCA BHPYCHOM HH(peKuuel, koropas
Ype3MEPHO AKTHUBHPYET BOCHIAIUTENbHYIO PEaKLUUI0 (HarpuMep, aKTUBALMI HH(IAMMACOM
NLRP3), 4T0 MOKET NPUBECTH K CENTHYECKOMY IIOKY U OOIIUPHOMY TMOBPEKACHUIO TKAHEH.

Crniextp 3aboneBanuii u ¢papmakorepanuss COVID-19 no coctosHuto Ha mapt 2021 1.
(ecnmu He ykazaHO WHOe) 0000wEeHBI B chenyromux naparpadax: IloTeHIMaNbHbIE KJIACCHI
TepaneBTuyecKkux cpeacts s jJedueHus COVID-19 BkimouaroT aHTUTENa, IPOTUBOBUPYCHBIE U
NPOTHUBOBOCTIAIUTENbHBIE TIpenapaTel. Ha paHHUX cTanusax WHQPEKIUH TSHKECTh 3a00JIeBaHUs
OTHOCUTENIbHO HE3HAYWTENIbHA, U JICYCHHE MOXKET OBITh HAIPaBJIEHO HAa MPeNOTBpAIlEHHE
NPOHUKHOBEHHs BUpPyCa B KJIETKU (Tepamusi aHTUTEJaMH) WJIH WHTHOMPOBAHHE PEIUTUKALIUH
BUpyca (MPOTHBOBUPYCHAs Tepanusi). B Oosee TsDKENBIX Caydasx y MalUeHTa MporpeccupyeT
pa3BUTHE JIETOYHOW WHQEKIWH, W B 3TOM CJIy4ae peKOMeHAayeTcs nodaBJeHue
MPOTUBOBOCHAIUTEIBHON TEpanuu. Hampumep, Ha MOMeHT HamucaHusi 3TOH paboThI
TOCIIUTAIM3UPOBAHHBIE TMALMEHThl OOBMHO TMONy4Yadd peMaecUuBUpP (IIPOTHBOBUPYCHBIN
npemnapaT) U JeKcaMeTa3oH (MPOTHBOBOCIANHUTENIbHBIN Npernapar) B KauecTBE CTaHAAPTHOTO
JIEYeHHs, B TO BPEMs KaK HE FOCIUTAIN3UPOBAHHbBIE MMALIMEHTHI C JIETKOM U CpeHEN CTENeHbIO
TSKECTU U BBICOKUM PHCKOM IPOrPECCUPOBAHUS A0 KPUTHUECKOTO COCTOSTHHSI, MOTYT MOJy4aTh
TOJIBKO NPOTUBOBHPYCHYIO Tepanuioo. Ilpu Hamuyum neroyHoil MHQEKUMH OHAa MOXKET
MPOTPECCUPOBATH 10 TSKEJIOro OCTPOro pecruparopHoro curapoma (SARS), u B aTom ciydae
HeoOXouMa KHCIIOPOHAs MOAMEPKKA, B TOM YHUCIE C MOMOIIBIO NCKYCCTBEHHOH BEHTHJISLIMN
JIETKUX WJIM 3KCTpakopnopaibHoi MemOpannoii okcureHanuu (ECMO). B stoit Gonee no3nuei
SARS-paze undpexkmmu COVID-19 cunbHas BOCHANUTENbHASI PEAKLUS SIBJSIETCS OCHOBHOM
NPUYMHON TOPAKEHUsS] JIbIXaTeJIbHOW CHCTEMBbI, BEAYIIEro K OCTPOMY pPeCIUPATOPHOMY
muctpecc-cuaapomy (ARDS), uro Tpebyer mpuMeHEHUs HMPOTHBOBOCIAIUTENBHBIX METONIOB
JIeUeHUs, KOTOPbIE UMEIOT OrpaHUYeHHbIE NaHHble 00 3ddexTuBHOCTH, KpoMme Toro mpu SARS
MEHbIIE JI0Ka3aTeNbCTB H(PPEKTUBHOCTH MPOTHBOBUPYCHBIX MPENApPaTOB H OTCYTCTBYIOT
MHOroobemaromnue naHabie 00 3((EeKTUBHOCTH aHTUTEN.

Hecmorpss Ha  mHoroumcinennole EUA  u onmobpenme,  3¢ddexTuBHOCTD
dapmakorepanepTiuueckoro Jiedenuss panHed uHpekmmm COVID-19 u SARS  sBisiercs
HEBBICOKOH, a MEIUKAaMEHTO3HOE JIEYeHHE Ha BCEX JTanax Te4YeHMs 3a00JeBaHUS OCTAETCs
HEYJOBJICTBOPEHHON KJIMHUYECKOH moTpeOHOCTRI0. K COXaleHHI0, OCHOBHBIM METOJOM
JIEUSHHsI AaTUITUYHON MTHEBMOHHUH OCTAaeTCs IMOANIEPKUBAIOINAS TePanusl 1 OKCUT€HOTEePAIys ISt

MALMEHTOB ¢ Tspkenoi nHpekuneit. MckyccrBeHHast BeHTwsinus jerkux nimu ECMO moryT
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ObITb  HEOOXOAMMBI B  CIyYasxX [AbIXaTEJbHOW HENOCTATOYHOCTH, peppakTepHONl K
OKCUI'€HOTEpaluy, TOrna Kak TIeMOAMHAMUYecKas IOAJepkKa HeoOXoauMma Ui JIeUYeHUs
centmyeckoro moka. OOmwuii ypoBeHb cMmepTHocTH st jun ¢ uHpeknuein SARS-CoV-2
cocrasisieT oT 3% 10 4% u gocturaer 40% A5 MaLMEHTOB C OLICHKON TsbkecTH Mo mkane BO3
> 4 CoOTBETCTBEHHO, CyLIECTBYIOLINE (hapMaKOTEPAIeBTHUECKHE METOMAbl JICYCHUS,
AOCTYNHBbIE IO COCTOSHMIO Ha MapT 2021 roma, oOCYXHaroTCsi Kak HOTEHLUAJIbHbIE
TepaneBTHUECKHe KJacchl. Hampumep, B KayecTBE NPOTUBOBHPYCHOTO CpPEACTBa OHOOpeH
TOJBKO PEMAECUBHUP U OH HMMEET OYeHb OrpaHUYeHHYI0 3()(HEeKTHBHOCTb, B TO BpeMs Kak
JEKCaMETa30H PEKOMEHIyeTCsl B KauecTBe NpoTuBoBocnanuTeapbHoro cpeacrsa EUA. Kpome
TOTO, CYINECTBYET OBICTPO pPAa3BUBAIOIMUICS P OPYTMX HOBBIX M TepenpodrInpOBaHHBIX
METOZOB JIEUEHHUs, MPUMEHSEMBIX B COOTBETCTBUU C pas3pelieHHueM [JIsl Ha3Ha4deHUus B
ype3BbuaiiHeix cutyanusax (EUA), koropble kpaTko omucaHbl HIbke. boiee Toro, MHOrHe
npenapartbl, Takhe KaK THUAPOKCUXJIOPOXMH, MOJYYWIM ULIMPOKOE paclHpOCTpaHEHHE Ha
OCHOBAHUH KOCBEHHBIX JAHHBIX WJIU UCCIIEOBAHUI OTAENbHBIX KIMHUYECKHUX CJIy4aeB, KOTOpbIE
1o3’ke ObUTH OMpPOBEPTHYTHl PAHAOMHU3UPOBAHHBIMH KIMHUYECKUMHU HCTBITaHUsIMHA. K apyrum
npenapaTaM 3TOW KaTeropuu otHocsATces: BuTamuHbl C u D, muHK, pamMOTHINH, MBEPMEKTUH,
ACEI/ARB u anTnOakTepuanbHble MpenapaTel, TAKUE KaK a3UTPOMHLIUH.

Tepanus anTUTENnaMu, Hampumep, IulasMa pekoHBanecueHTOB, 1VIG (BHyTpuBeHHBIN
IgG) (mwxe He oOcyxmaercs; NOMONHUTENbHYI HHpopmauuto cMm. B PMID: 33087047) u
HeHTpanu3yoouye anTuTena (kasupuBumad mioc nMaesuMad, OamnannBuMad u OamiaHHBUMAO
IUIFOC  3TeceBUMald), cumraercs HambOonee >PQPEKTHBHOW HA pPaHHUX CTaaAMsIX HH(EKLuH,
NOCKOJIbKY OHAa MPEAHA3HAYeHbl ISl NPEAOTBPAILECHUS IPOHUKHOBEHUs] B KIJIETKH IyTEM
CBSI3bIBAHUS W HEWTpaIM3alMu MHINOBUAHBIX (S) OelakoB BHUpyca, TeM CambIM OJIOKHPYS
CBSI3bIBAHUE C KJIETOUHBIMH pELENTOpPaMH U KOpeLeNnTOpaMH U MpenoTBpaliasi MPOHUKHOBEHNE
BUpyCca B KJIeTKM. Hu onuH M3 MeTomoB Tepamuu aHtuTenamu He onobpeH FDA, onmnako
HEKOTOpble W3 HUX monyudwin paspeimieHne EUA, Bxirouas miasMy peKOHBAJIECLIEHTOB, B
asrycre 2020 r., KpoMe TOTO Kak Ka3upuBUMaO Turroc umaesumad (monyuuiu paspemenne EUA
IPU COBMECTHOM BBEICHHH), TaK M MOHOTepamus OaMIIaHUBUMAaOOM MOJYYMIIM pPa3pelleHue
EUA B HOsi0pe 2020 r., Torga kak OamymaHuBUMAd IIIOC dTeceBUMA0d MONYYUIIH pa3pelieHue
EUA B ¢eBpane 2021 r. FDA yka3ano, 4To nepenuBaHue 1ia3mel pekorsaiecueHToB COVID-
19 ¢ BBICOKMM THTPOM, BBEICHHOW HAa pPAaHHUX CTaAMAX 3a0OJeBaHUS, MOXET INPUHECTH
KJIMHUYECKYI0 TIOJIb3y. B anpTepHaTHBHOM BapuaHTe, KacUpuBHMAald IUTFOC HMAEBUMA0
(REGEN-COVTM; nBa peKOMOMHAHTHBIX Y€JIOBEUECKUX MOHOKJIOHAJbHBIX aHTUTEA, KOTOPbIE
CBSI3bIBAIOTCSI C HETEPEKPBIBAIOLIMMHUCS 3TMTONAMHU peLenTop-cassbBaromero nomesa (RBD)

mmnoBugHoro (S) Oenka Bupyca SARS-CoV-2) nonmyumnn paspemenne EUA nnst nedeHws



nerkoii u cpennetstkenoit ¢popmbl COVID-19 y B3pocibix, a Takxke y IeTeil B BO3pacTe He
Mosioxke 12 neT u ¢ maccon tena He MeHee 40 KI ¢ MOJOKUTEJIbHBIMU PE3YyJIbTaTaMU MPSIMOrO
tectupoBanuss Ha Bupyc SARS-CoV-2 u umerommux BBICOKHMI PUCK MNPOTrPecCUpPOBAHUS B
Tsokenyo Gopmy COVID-19 w/unu rocnuranusanuu. 23 mapra 2021 r. komnanus Regeneron
onyOJuKOBaNa JaHHbBlE UcciaenoBaHus (a3l 3 IS NPOJEYEHHOH COBOKYIHOCTH
MHQUIMPOBAHHBIX HETOCIMTAIM3UPOBAHHBIX MAalMEHTOB (n = 4567), mpexamnonaras, 4To 3Ta
KOMOUWHAIMS CHU)KAJIA TOCTIMTAIM3ALUI0 WIH CMEPTHOCTh Ha 70% y HErocnuTajau3upOBaHHBIX
naupeHToB ¢ COVID-19; ¢ panpHedmmM mnonTeepxkaeHueM 3(QQEeKTHBHOCTH NPUMEHEHUsI
yKa3aHHON komOuHaumu B amOynatopHbix ycioBusx (https://investor.regeneron.com/news-
releases/news-release-details/phase-3-trial-shows-regen-covtm-casirivimab-imdevimab-
antibody). MoHoteparust ~ OamiaHuBUMaboOM  (pPEKOMOWHAHTHOE  HEUTpar3yrolee
MOHOKJIOHaNIbHOe aHTuTeno IgGlk uenomeka, KoTopoe Takke ces3biBaercsi ¢ RBD S-Oenka
SARS-CoV-2 u npenorspainaer npucoeanaeHne S-0enka k yenoBedeckomy peuentopy ACE2
(Oenok KJIETOYHOM MOBEPXHOCTH)), monydria pasperierarne EUA mo TeM ske moKa3aHusM, 9TO U
REGEN-COV. Takxe Obuto nosiydeHo paspemenne EUA mist komOuHanun OamiannBumada u
sTeceBuMada (OHU CBSA3BIBAIOTCS C Pa3HBIMH, HO NepeKphiBaroLmMucs snuronamMu B RBD S-
Oenka, OXHUIAETCS, YTO COBMECTHOE IPUMEHEHHe OOOMX AHTHTE] CHHU3UT PHUCK BUPYCHOH
YCTOMUMBOCTH) IO TEM K€ IOKAa3aHWsSM, YTO W JPyrHe CHHTETHYECKHE HEeHTpanusyrolne
aHTuTeNna. Y MalMeHTOB, rocnuTaiu3upoBaHHbIX H3-3a COVID-19, monb3bl OT jeueHus
MOHOKJIOHAJIbHBIMA HEHTPAIM3YIOIIUMH aHTHTEIaMU He HaOJIonanu, M 3TO MOXET ObIThb
ACCOLIMMPOBAHO € XYALINMH KJIMHUYECKUMHU UCXOAaMHU MPU HA3HAUEHUH MOCIIUTAIN3UPOBAHHBIM
HalUeHTaM, KOTOPBIM TpeOyeTcsi KUCIOPOA C BBICOKOH CKOPOCTBEO IOTOKA MIJIM MCKYCCTBEHHAS
BeHTWALUA Jerkux npu COVID-19. B uenoM, HU OAMH U3 METOAOB JIEUEHHs] aHTUTEJIAMH He
onobpen FDA, HO HekoTOpble U3 HUX UMEKT paspemenne EUA mis npuMeHeHus Ha paHHEH
cTaguy UHPEKLUH Y MALUEHTOB ¢ BBICOKUM PUCKOM MPOTrPECCUPOBAHUSL.

Hekoropsele rocnutain3upoBaHHbIE B3POCIbIE MAllMeHThI U NMALUEHThl AETCKOTO BO3pacTa
¢ COVID-19 sensitoTcss KaHAUOATaMHd Ha EOUHCTBeHHYH onoOpeHHyro FDA Tepanuio:
NPOTHUBOBUPYCHBIN npenapat pemaecusup (opodpennsiii kak Beknypu (Veklury)). Pemupecusup
NpeCTaBisieT Co0OW HYKJIEOTUAHOE MPOJIEKAPCTBO I BHYTPUBEHHOTO BBEICHHS, KOTOPOE
uarndupyer PHK-nmomnmepasy SARS-CoV-2. 22 okrsabps 2020 r. FDA onoGpuno Beknypu
(pemaecuBHp) IUIsl MPUMEHEHUS y B3POCIBIX U AeTel (B Bo3pacTe 12 jieT u crapiue U BeCOM He
meHee 40 xr) mis jedenuss COVID-19, tpebyromero rocnuranmsanuu. Bekiypu crienyer
BBOJUTh TOJBKO B CTAIMOHApE WJIM B MEAMLIMHCKOM YUPEXKIEHHH, CIIOCOOHOM OKa3bIBATh
HEOTJIO)KHYIO TIOMOIIb, CPaBHUMYIO CO CTAallMOHAPHBIM JIEYeHHEM. OJTO OnoOpeHue He

pacIpoCTpaHseTcss Ha BCKO COBOKYITHOCTH MALMEHTOB, KOTOPOMY OBLIO Pa3pelleHO NMPUMEHSTh
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Bexnypu B coorBercTBuu c paspemeHueM EUA, BbimanHbiM 1 mas 2020 roma. Ilpemapar
Bexnypu noctynen ans pereil yepes paspeimieHne EUA B 3KCTPEHHBIX ClydasiX U BBOJUTCS
JMLIEH3UPOBAaHHBIMU MenuIuHCKIMU pabotHukamu. EUA pasperaer neueHne noao3peBaeMoro
win naboparopro monteepxkaeHHoro ciydas COVID-19 y rocnutaan3upOBaHHBIX JeTell C
maccol Tena ot 3,5 kr 10 MeHee 40 Kr uiM y roCIUTaIu3upOBaHHbIX A€Tel B Bo3pacTe 10 12 ner
¢ Maccoii Tena He MeHee 3,5 kr. Anroputmsl JeueHus nauueHTos ¢ COVID-19 Bce ele HesCHBI,
HO HEKOTOpbIE HUCCIEAOBAHUS MPEANONAraldT YMEPEHHYIO MOJb3y PEMIECHUBHPA B KOHTEKCTE
CHIDKEHUSI YPOBHSI CMEPTHOCTH Yy MALMEHTOB C TMIIOKCHUEH, MOJyYarolNX JOMOJIHUTENbHBIH
kuciopon (uccnenoanue ACTT-1), u y Ts:kenOOONBbHBIX MAIMEHTOB, HE HAXOMSIIUXCS Ha
UCKYCCTBEHHOH BeHTW LUK Jerkux (uccinenoBanne SIMPLE), opHako mnpuMeHeHUue
peMaecuBHpa y TMAMEHTOB, HAXOISLIMXCS HAa MCKYCCTBEHHOW BEHTHJISILIUH JIETKHX, HE OBLIO
aCCOLIMMPOBAHO CO  3HAYUTENbHBIM  CHIDKeHHeM cMmeptHoct  (PMID:  33204761).
CooTBETCTBEHHO, MO COCTOSHUIO Ha siHBapb 2021 roga /uis rocUTaIM3UPOBAHHBIX MallE€HTOB,
KOTOpPbIM TpeOyeTcsi UCKyccTBeHHast BeHTHsinusl Jierkux wim ECMO, NIH pekomennyer
MOHOTEPAITHIO AEKCAMETa30HOM, & HE MOHO- WJIM KOMOMHHPOBAHHYIO Teparuio Bexmypu.
Kputnueckn TsokensiM  namuentam ¢ COVID-19  jyume Bcero  HasHauaTh
IEKCAaMETa30HOM  (Tak)Ke TPUEMJIEMBl €ro HSKBHUBAJECHTHBIE aJbTEPHATUBBL, TO €CThb
KOPTHUKOCTEPOHIbI), TIOCKOJIbKY OOJbINAsi YacTh MOPAKEHUH CBSA3aHA C YPEe3MEPHONH MMMYHHOMN
peaxuueil B Jerkux. XoTs IPUMEHEHUe AexcameTasoHa uepes paspewenne EUA nponomxkaercs
(mapr 2021 r.), paHgomusupoBaHHOe KiuHu4eckoe —ucciaenosanue RECOVERY
NPOAEMOHCTPUPOBAJIO JIMIIb HE3HAYUTENNBbHOE YIIyUIIEHUE MOKa3aTeNs 28-1HEeBHON CMEPTHOCTH
Ipu TNPUMEHEHHM JEKCaMeTa30Ha y BCEX TIOCIUTAJIU3UPOBAHHBIX NalMeHToB (22,9% nns
JekcaMmeTa3oHa MpOTHB 25,7% nisi OOBIMHOTO JIEYEHHWS), HO YJIyYIIEHHbIE PEe3yJIbTaThl IS
noarpynn ¢ 6ojee BbICOKMMHU MoTpedHOCTAMU B okcureHauuu (PMID: 32678530). Touno Tak
K€ PEKOMEHAALNH TI0 JICYSHHIO CTPATU(UIIMPOBAHBI 110 TIOTPEOHOCTH B OKCUTEHALIMH, TIPH 3TOM

NIH HacTosiTeNbHO PEKOMEHAYET MOHOTEpanui0  JAEKCAMETAa30HOM il TeX, KTO

>
TFOCIMUTAIU3UPOBAH U MOJYYA€T MHBA3UBHYHO UCKYCCTBEHHYIO BEHTHIIAUIO JICTKUX WJIU ECMO.
PeKOMeHI[aLII/II/I MCHAKTCA OTHOCUTCIIBHO MOHOTEPAINNKU ACKCAMETA30HOM WA I[06a,BJ'IeHI/I$I
pemMaccuBrpa AJisd rOCIUTAJIM3UPOBAHHBIX TMALUCHTOB Ha HEWMHBAa3UBHOU BCHTUJIALIMH JICTKHX,
TOrJa KakK roCruUTaJIu3uPOBAHHBIC MALIUCHTBI HA JOIIOJHUTCIBHOM KUCJIOPOAC MOTYT IMOJYyYaTb
MOHOTEpAU0 PEMACCUBUPOM HJIM ACKCAMCTA30HOM WIHN HX KOM6I/IHaL[I/II-O. Tem He MCHCEC,
ACKCAMETA30H HE PCKOMEHAYCTCA OJIA TEX MALUCHTOB, KOTOPBIC HE TOCIUTAJIHU3UPOBAHBI WJIU
roCNUTAJIU3UPOBAHDBI oe3 l'IOTpe6HOCTI/I B JOMNOJIHUTCJIBHOM KHUCJIOPOIC. Iloka uTO BCe

pPeKOMEHAAMKM OCHOBAHbI Ha OrpPaHUYCHHBIX HOAHHBIX, a PEKOMCHAAIINU BC@MHpHOﬁ

opranmzaimu 3apaBooxpanenuss (BO3) 3HaumrenbHO oTiMuaroTcsi OoT pekomeHnmaumii NIH.
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Hanpumep, cormacio BO3, pemmecuBHp He pPEKOMEHAYETCS HE3aBHCHUMO OT TSIKECTH
3a0oneBanus; onHako BO3 cormacHa ¢ Ha3HaueHHEM CHCTEMHBIX KOPTHKOCTEPOUIOB IMpPU
TsDKeNon u kputudeckoit popme COVID-19.

Jpyrue HeomoOpeHHbIe NMPOTHBOBOCIAIUTENbHBIE NMpPENapaThl BKIOYAIOT MHIHOUTOPHI
IL-6 (Toumnusymab), untepdepons:, nHrubutops! IL-1 W MHrHOMTOPBI KHHA3bI, OAHAKO IO
cocrosiHuio Ha ¢espanp 2021 r. NIH (www.covidl9treatmentguidelines.nih.gov) mu6o
yKa3bIBaeT HA HEJOCTATOYHOCTb JNAHHBIX, JIMOO HE PEKOMEHAYET PYTHHHOE NMPUMEHEHHE STHX
areHTOoB. EnVHCTBEHHBIM HCKJIIOYEHHEM  sIBJIieTCS  OapuuuTHHUO, wuHruoutop JAK,
ONOOpEHHBIN IS JIEYEHUsT PEBMATOMIHOTO apTPHUTA, KOTOPBIA MO COCTOSHUIO Ha HOsIOpb 2020
rona umeer paspemenrne EUA B KOMOMHAUMU C PEMIECUBHPOM JJIsl TOCHHTAIU3HPOBAHHBIX
MALUEHTOB C JIETKOH, cpemHeidl u Tsokenoi (opmamu COVID-19. EUA ykasbiBaer, 4TO
KOMOMWHAIMS TIPeTHA3HAYEeHA JIJIs1 SKCTPEHHOTO MPUMEHEHUS] MEIUIIMHCKUMHU PaOOTHUKAMU IS
JeUeHus mono3peBaeMoro wuiaM JabopaTtopHo mnoxrBepxaeHHoro ciydas COVID-19 vy
TOCIIUTAIM3UPOBAHHBIX B3POCHBIX M J€TeH B BO3pacTe 2 JIeT W CTapiue, KOTOPBIM TpedyeTcs
IOTIOJHUTENBHBIA ~ KHUCJIOPOA, WHBAa3WBHAS  MEXAaHWUYECKash BEHTWIALMSA JIETKUX MK
SKCTpakopriopanbHas MeMOpanHast okcureHanms (ECMO).

Kax Bugno, dapmakorepamuss SARS-CoV-2 ocHOBaHa Ha OrpaHUYEHHBIX JAaHHBIX, a
COBPEMEHHBIE areHThl HMEIOT OrpaHH4YeHHYI 3(P(EeKTUBHOCTP B  INPENOTBPAIIECHUH
MPOTrPeCcCUpPOBaHUs paHHeW MH(peKkunu u cHrkeHuu cMepTHOCTH oT SARS. CooTBEeTCTBEHHO,
cpouHo HeoOxomuma jy4masi (papmakorepanust SARS-CoV-2 He TONBKO Uil CYIIECTBYOIIEH
r100abHON MaHAEMHH, HO U AJisi OyAyLIMX BUPYCHBIX SMUAEMHN U MAHAEMHH WIN B Clyvae,
ecin nHpexku SARS-CoV cranyt sHnemuunsiMu. Hacrosimee n3obpereHue npeaHa3HaueHO
s nedenust SARS-CoV-2, a Ttakke Oyayumx OSHOuUAeMHANR W TMAHAEMHUH, BBI3BAHHBIX
Coronaviridae, KOTOpble OOBIYHO BBI3BIBAIOT THIEPBOCIAIUTEIbHbBIE JETOYHbIE MH(MEKLUU H,
HECMOTPSl HAa HOBbIE W CYLIECTBYIOIIME METOABI JICYCHHUS, XaPAKTEPU3YIOTCS BBICOKOM
3a00JIeBAEMOCTH M CMEPTHOCTBIO. Bupychl o0nanaroT 3 GeKTHBHBIME MEXaHU3MaMH, KOTOPBIE
OepyT Mo KOHTPOJIb KJIIETOYHBIH MEXaHU3M CBOETO XO35HMHA, YTOOBI OCYLIECTBISITh PETUTUKALHIIO
BUpYyCa, COOPKY U BBIXOJ (BBIBOM) M3 KJIETKH JJIsl PACTIPOCTPaHEHUsT HH(PEKIIMOHHBIX BUPHOHOB.
VY4uThIBas MPOCTPAHCTBEHHBIE PACCTOSIHUS MEKAY TOYKOH BXOJa BUPHOHA HA IJIa3MAaTHYECKON
MeMOpaHe U MECTOM B KileTke, rae npoucxoaut perutukanus PHK (sapo) u cOopka Bupyca B
SH/IOTIA3MATHYECKOM PETHKYJIyMe M anmapare ['oJbpku, a 3aTeM BHOBb TI'€HEPHPOBAHHBIE
BUPUOHBI IOJDKHBI BEPHYTHCS OOPATHO B IJIA3MAaTUYECKON MeMOpaHbl, YTOOBI BBINTH U3 KIIETKH,
HEYyIMBUTEJIBHO, YTO HaumOolee BaXKHOHW HAdalbHOW 3ajadell BUpyca SBISIETCS 3axBaT
BHYTPEHHEH TPAaHCIIOPTHOW CHUCTEMBbI XO35IMHA, LIUTOCKeNeTa. L{uTockener cocTOMT M3 Tpex

OCHOBHBIX THIIOB O€JKOBBIX (PHIAMEHTOB. MHUKPO(PIIAMEHTOB (aKTHH), MHUKPOTPyOOUeK



(TyOynuH) W TPOMEKYyTOUYHBIX (unameHToB.  OCHOBHBIMH W3 HUX, YYaCTBYIOLIUMH B
peIUIMKallud W TPAHCIIOPTUPOBKE BUpyca (TPAHCHOPTE), SBJSIOTCS MHUKPOTPYOOUKH U
MHUKPO(QUIAMEHTBI, MOCKOJIbKY 3TO ABE OCHOBHBIE CHCTEMbl (PHIAMEHTOB, YYacCTBYIOLIHE BO
BHYTPUKJIETOYHOM TPAHCIIOPTE.

MukpoTpyOOUKH BaxKHbI AJst (POPMBI KJIETOK, TPAHCHOPTA, MOABMIKHOCTU U JIENEHUS
KJIETOK. MukpoTpyOOUKH NpEeACTaBIAOT COOOH JIWHAMUYHBIE JJIMHHBIE IOJISIPHBIE
BOJIOKHA/(DMJTAMEHTBI, KOTOpble OOpa3yITCs B pe3ysibTaTe MOJMMEPH3AlMU TeTePOIUMEPHBIX
cyObenuHUL O ¥ 3 TyOyJIMHA C MOJIOKUTEIbHBIM KOHLIOM, PACTIONOKEHHBIM Ha MJIa3MaTHYeCKOM
MeMOpaHe, M OTPHLATENbHbIM KOHIIOM, OOpalleHHbIM K SAPY B LEHTPE OpraHU3aluu
mukporpyoouexk (MTOC). Ot MTOC BosokHa MUKPOTPYyOOUEK pacxoasTcst u3 00JacTu saapa K
nepudepun KIeTku. MUKpOTpyOOUKH MPEACTABISIOT COOOH THHAMUYECKUE CETEBbIE CUCTEMBI,
YTO O3HAYAET, YTO OHM MOABEPraroTcs ObICTPOH MONMMMEpU3aLUH, NOOaBISS TeTepOIUMEPHBIE
cyOpenmuHuLbl o0 ¥ [3 TyOyiuHa BMecTe Ui CO3IAHUSl pachiyujeil TONUMEPHON Uenu, |
nocyenymei ObIcTpoll aenonuMepu3aun (yIajJeHue TeTepOANMEPHBbIX CyOBenuHun o U 3
TyOyJnuHA) ANl AEKOHCTPYKLUH W CoIcamis TIONMUMEPHOW Lenu.  JTa «IAWHAMHYECKas»
CHOCOOHOCTh MHKPOTPYOOUYEK K POCTY U CXHKATHIO CIYXKHUT TOCTOSHHO MEHSFOIITUMCS
TPAHCIIOPTHBIM TpeOOBaHWAM KJeTkH.  KpymHble MakpOMOJIEKYJIbI, Takue KaK BHPYCHI,
B3aUMOZEHCTBYIOT CO CHENHAJIM3MPOBAHHBIMH MOTOPHbIMH OenkamMu (KMHE3UHAMH |
nuHenHaMu). KuHE3UHB! M AMHEHHB! MPUKPEIISIOTCS, NePEeHOCAT U MepEMELaloT BUPYCHBIN
Ipy3 BBEPX M BHU3 IO 3TUM MNyTSIM MHUKPOTPyOOuUeK, MOAOOHO BaroHaM IOe37a, YTOOBI
npeooseBaTh OONbIINE PACCTOSHUS U JOCTHYb PA3JIUYHBIX KOMIIAPTMEHTOB BHY TPH KJIETKH.

ITockonmpKy MHOTHE KOpPOHABHPYChI YEJOBEKAa M JKHMBOTHBIX HPOU3OLUIA OT JIETYYHX
MbIlIeH, a OOJBLUIMHCTBO 3yKAPHOTHYECKUX KJIETOK COAEP:KAT MUKPOTPYOOUYKH, MO-BUAUMOMY,
CYLIECTBYET KOHCEPBATHMBHAS PEIUTMKALMS KOPOHABUPYCA, 3aBUCSINAS OT MUKPOTPYyOOUEK, Y
pa3HbIX BHIOB. Kpome TOro, BUPyChl MOTYT MMETh MOTHUBBI, CBSI3BIBAIOLINE MHUKPOTPYOOUKH,
WIN CXOIOHBbIE AMHUHOKHCJIOTHBIE TIOC/IEAOBATENIbHOCTH, KOMIUIEMEHTAPHbIE MOTHBAM B
KWHE3WHAaX W AWHEWHAX, JUIsl YCIEHIHbIX TPAHCIOPTHBIX B3amMopaeHcTBuid. KopoHaBupychl,
TakMe Kak BHpPYC MblmuHOro remaruta CoV, HCMONB3YIOT MHKPOTPYyOOUKHM  Auist
pacripocTpaHeHusi 1O HeHpoHaMm, a BuUpyC HH(pekunoHHoro neputoHuta komek (FIPV)
TpaHcopTupyercss Mukporpyboukamun k MTOC. Jnsa  Bupyca TPaHCMHCCHUBHOTO
ractposuTepura cBunel (TGEV) mocie 3apaskeHusi MpOUCXOAUT aKTUBALUS CyOBbeIUHHII KaK O,
Tak U [3 TyOynuHa. Takum o0pa3oM, COCpenoTOueHHEe BHHMAHUS Ha CETH LUTOCKEJeTa B
KAQ4eCTBE MHIIEHH I JIEKAPCTBEHHBIX CPEACTB C LEJNbI0 HApyIIEHUs BHYTPUKIETOYHOTO

nepeHoca M HapyLIeHWs B3aUMONEHCTBHMA BHUpyCa M XO3fMHA MOXET ObITh 3(deKTHBHBIM
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CTIIOCOOOM JIeYeHUSI KOPOHABUPY CHBIX HH(PEKIIHH.

Bupychl sBRsrOTCS OOMMraTHBIMH BHYTPUKJIETOUHBIMU NAPa3UTaMU U, CJIEIOBATEIBHO,
3aBHCAT HMCKIIOYUTEIBHO OT KJIETOYHOIO MeXaHH3Ma IepeHoca depe3 MeMOpaHbl, sAepHOro
UMIIOpPTAa W JKCIOPTA, a Takke JKCIpeccud TeHoB. llocTymaromue BHPYCHbIE YaCTHLIBI
NEepeMEIalOTCsl € IOBEPXHOCTH KJIETKM K BHYTPUKJIETOYHBIM CaiiTaM TPAHCKPUIILUH U
perunkaimu Bupyca. Bo Bpemst cOopku M BbIXO#a CyOBHpYCHbIE HYKJIEONPOTEHHOBBIE
KOMILJIEKChI W BHUPHOHBI BO3BPALIAIOTCS, YTOOBI BBIMTH W3 IJIa3MAaTHYECKOW MeMOpaHBbL.
[Mockonbky auddy3us KpymHbIX MOJIEKYJ B LHTOILIA3ME CTPOrO OrPAaHHYEHA, BUPYCHI
ucnonb3yioT AT®-ruaponusyomue MOJEKyJISIpHbIE MOTOPBI XO3SIMHA IS JABFDKEHUS 110
MHKPOTPYOOYKaM, MPEICTABISIOMIIM COOON BHY TPUKJIETOYHbBIE MATHCTPAJIH.

MukpoTpyOOUKH TPEACTABISIOT CO00H (QUIaMeHTbl LUTOCKETeTa, COCTOSIIHE U3
reTepONUMEPOB O- U [-TyOyJIMHA, M yYaCTBYIOT B INHPOKOM CIIEKTPE KJIETOUHBIX (PYHKIIHH,
BKJIFOYAsl TOANEpkaHUe (POPMBI, TPAHCIIOPT BE3HKYJ, KIETOUYHYIO IOABIKHOCTb U JIEJICHUE.
TyOynuH  sBAsieTCs  OCHOBHBIM — CTPYKTYPHBIM ~ KOMIIOHEHTOM  MHKPOTPYOO4YeK |
BEpUHUILIMPOBAHHON MHUIICHBIO JJISI PA3JIMYHBIX MPOTUBOBUPYCHBIX npemnapartoB. CoenuHeHus,
CIOCOOHBIE HAapyIIaTh PaBHOBECHE MHUKPOTPYOOUKH-TYOYJIMH B KieTKaxX, 3((EeKTUBHBI TpHU
JEYEHNH BHUPYCOB, IOCKOJBKY BHPYC OOBIMHO HCIOJB3YET MHKPOTPYOOUYKH B KadecTBe
UCTOUYHUKA TPAHCIOPTa BHYTPU KJETKU.  Jlpyrue CoOeauHeHus, Hapylamoimue OanaHC
MHUKpPOTpPyOOUeK u TyOynMHA B KJIETKAaxX, TAaKWe KaK MAaKJIUTAKCeNT U BUHOJNACTHH, OrpaHUYEHbI
CBOEH TOKCUYHOCTBIO.

JlekapCTBEHHBIE CPEACTBA, BO3ACHCTBYIOIUE HA LINTOCKENET, OCOOEHHO Ha KOMITOHEHTBI
MHKPOTPYOOUEK, SBJISIOTCS BAKHBIMU TEPANIEBTUUECKHMMU areHTaMU NPHU pake U BOCIAJECHUH.
KnuHnueckasi akTHBHOCTb 3THX COEIMHEHUI OMNpEAeNsieTcss MECTOM, A€ 3TH COSTUHEHUS
CBSI3BIBAIOTCS C TETEPOIUMEPAMH O U B-TyOyJIMHA, COCTABIIIOMUMHE (PUITAMEHT MUKPOTPYOOUEK.
Tpu OCHOBHBIX CaiiTa CBA3BIBAHHS CYOBEAMHHULL O U B-TyOyIrHA ObLIM MAEHTH(PHULIUPOBAHBI KaK
CaWThI CBSA3BIBAHMS TAKCAHOB, aJIKAJOWAOB OAPBUHKA M KOJXHUIMHA. Takue mpenapaTbl OOBIYHO
MOJPA3AEIISIOTCS. HA JIBE OCHOBHBIE KATETOPUU: CTAOMIU3UPYIOIIUE MUKPOTPYOOUKH (Hampumep,
TakCaHbl) MW JAeCTAOMIM3HPYIOIIHE MHUKPOTPYOOUKM MM  JEMOJMMEPHU3YIOIUE areHThI
(HampuMep, ankaaouabl OapBUHKA U KOJIXULIUH).

KonxummH wuMeer y3KHil TepamneBTUYeCKM HMHAEKC Oe3 YEeTKOro pasjiuyusi MEXKAy
HETOKCHUYHBIMY, TOKCHYHBIMH W CMEPTEJIbHBIMH JIO3aMH. Metabonuueckn KOJXHIIUH
BeIBOAMTCST depe3 P-rmukomporemn (P-gp; Takke wu3BeCTHBI Kak O€JIOK MHOXXECTBEHHOM
nekapcrBeHHOl ycroiumBoctn 1 (MDR1))  JlekapcTBeHHBIE B3aMMONEHCTBHS SIBJISIOTCS
xapaktepHpiMu ansi uHruoutopoB CYP3A4 u P-ramkomporenHa, YTO MOXET IOBBIIATH

KOHLCHTpALUUIO KOJXHMIHWHA B KPOBU OO TOKCHYCCKOIO YPOBHA W HNPHUBOAUT K OTPABJICHUIO
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KOJIXUIIUHOM U cMepTU. IIpu onHOBpEMEHHOM MPUMEHEHMU KOJXHULMHA C P-gp Wiy CUIIbHBIMU
uaruoburopamu CYP3A4 naxe B 0700OpeHHBIX TEPANeBTUYECKHX J03aX HAOM0anach OrmacHas
IUIS JKU3HU U (aTaibHasi TOKCUYHOCTb. JlOMONHUTENbHBIE CEPbe3HbIe TOKCHUECKHE 3PPEKTH,
BKJIFOYasi MHEJIOCYIIPECCUI0, AUCCEMUHUPOBAHHOE BHYTPUCOCYAMCTOE CBEPTHIBAHUE KPOBHU U
NOBPEXACHUE KJIETOK B TOYEYHOH, NEYEeHOYHOH, CEepPAEUYHO-COCYAUCTON M LEHTPAJIbHOU
HEepPBHOI cucremax, HAOMIONANINUCh TNPH NPUMEHEHHH ONOOPEHHBIX TEPaNeBTHYECKUX 03
KOJIXULIUHA. Ot HaOmoIaemble Cepbe3HbIE HEXKENaTeNbHbIe SIBJICHUS OrPAaHHUYUBAOT
KJIMHUYECKOE IPUMEHEHNE KOIXULIMHA.

[IpoTHBOBUpPYCHAasE ~AaKTUBHOCTb KOMOpETAaCTaTWHA, KOJXUIMHA W MPOM3BOIHBIX
KOJIXHLIMHA U UX BbIOpPaHHBIX MpojiekapcTB B oTHomeHnu DENV u ZIKV B k1€TOUHOM KyJIbType
HaOJIr01a1ach PU HU3KUX MUKPOMOJISIPHBIX M CyOMUKPOMOJISIPHBIX KOHIEHTpausix. OCHOBHOM
npoOJeMOil TaKCaHOB, KaK M MHOTHX OMOJIOTMYECKH AKTUBHBIX HATYPaJbHBIX MPOAYKTOB,
SABISIETCS WX JIMNOQUIBHOCTh M HEPACTBOPUMOCTb B BOJHBIX CHCTEMax. OTO MPHUBOAUT K
NPUMEHEHUI0 SMysbratopos, Takux kak Cremophor EL u Tween 80, B KJIMHUYECKUX
IpenapaTax, 4To NPUBOAUT K CEPbE3HBIM PEAKLUAM I'MIepYy BCTBUTEJIbHOCTH.

Hoxonason mpexncrasisier coOOi CHHTETHYECKOE COEAMHEHHE, HASHTU(UIIMPOBAHHOE
IPU CKPUHUHIE€ aHTUTEJIbMUHTHBIX areHToB. HOKOAAa30I1 ABIAETCS ar€HTOM AENOJIUMEPU3aLUU
MHKpPOTPYOOUEK, MOCKOJIbKY OH CBSI3bIBAETCSI CO CBOOOOHBIMHU reTepoAuMepaMu TyOyJIuHA H
NPEnsTCTBYEeT MX BKIIOUEHUIO B MHUKpPOTpyOouku. KimHHuUeckn yka3aHHBIA INpemapar He
NPUMEHSUICS U3-32 TUIOXOH OMOIOCTYTHOCTH U BBICOKOW TOKCHYHOCTH.

KnerouHoe u BUpPyCHOE peLIEHHE IJisl YNPaBICHUs BHYTPHUKJIETOYHBIM TPAaHCIOPTOM
NPENCTaBIsieT COOON OPraHM30BAHHYIO CETh WM (PMIAMEHTBI, BKJIIOYAIOLINE MUKPOTPYOOUKH.
Knerkn  HyXpmaroTcst B MHKpPOTpyOOUKax sl JOJTOBPEMEHHOIO  HOPMAJIbHOTO
(pU3HOJIOTHUECKOTO (bYyHKIIMOHHPOBAHUS, a BUPYChI SIBJIIOTCS 00IMraTHBIMU
BHYTPUKJIETOYHBIMH TAPa3UTaMH, KOTOPbIE IOJHOCTBI 3aBUCAT OT (DU3HOJIOTUU KJIETKHU-
xo3sMHa. TakuM 00pa3oM, HEYAMBHUTENBHO, YTO sl OONBLIMHCTBA, €CIM HE U BCEX,
JKU3HEHHBIX LIUKJIOB BHUPYCOB TPeOYIOTCS MHKPOTPYOOUKH it 3(PPEeKTHBHON perIHKaluu.
CaliTel CBsI3bIBaHUSI BHPYCOB HAa MHUKPOTPYOOUKAX MOTYT CTaTb HOBBIMH MUIIEHSMH JUIS
NPOTUBOBUPYCHON Tepanmu.  M300peTeHns mo 3TOH 3asiBKE KacarOTCs HOBOIO MeETOAA
BO3JIEHCTBHSI HAa MHKPOTPYOOUKH IMTOCKENEeTa [Jisi NPENOTBPAIICHUS BHYTPHKJIETOYHON
TPAHCIIOPTUPOBKH, PEIUIMKALIUH U BBIXOJA BUPYCA.

CymHocTh H300peTeHus

JlanHOe M300peTeHne OXBATBhIBAET CIOCOOBI JIeUeHHs] KOPOHABUPYCHOW HHQEKIUH Y
CcyObeKTa, HYXXIAIOINErocsi B OTOM, IyTeM BBEICHUS YKa3aHHOMY CYyOBEKTy COCTaBa,

coieprKamiero repaneBTuuecku 3¢pGeKTUBHOE KOIU4ecTBO coenuHeHus1 @opmy sl (1)



11

R3
x— y
@ ‘ Ry
(Rl)m
()
e

A mipencrasysier coO0i (eHUI, UHAOIMI WM MHIA30JIUI, HeOOsI3aTEIbHO 3aMEIIeHHbIH
1o MeHbIIel Mepe ogHuM u3 cienyrmux 3jeMeHToB; (C1-Ca)ankun, rano(Ci-Cs)ankun, O-(Ci-
Ca)ankun, O-(Ci-Cs)ranoankun, (Ci-Cs)ankunamuno, amuao(Ci1-Cs)ankun, F, Cl, Br, I, CN, -
CH:2CN, NH2, runpokcun, OC(O)CF3, -OCH:Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph,
C(0)O-(C1-Co)ankun, C(O)H, -C(O)NH2 umu NOz;

B npencrasnsier co0oit nMunazon win OEH3MMUAA30], HEOOS3aTeIbHO 3aMEIEeHHBIN 110
MeHbIe Mepe omHMM u3 cieayromux 35eMeHTOB. (Ci1-Ca)ankun, rano(Ci-Cs)ankmn, O-(Ci-
Ca)ankun, O-rano(Ci-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, rugpokcun uimu NO2;

Ri, R: u R;3 He3aBUCHMO MPEACTABISIOT COOOH MO MEHBIIEH Mepe ONUH U3 CIIEIYIOLIINX
snemeHTOB: Bozopon, (Ci-Ca)ankmn, rano(Ci-Ca)ankuin, O-(Ci-Ca)ankun, O-(Ci-Ca)ranoankun,
(Ci-Co)ankunamuno, amuaO(C1-Cs)ankxun, F, Cl, Br, I, CN, -CH:CN, NH:, rumgpokcwui,
OC(0O)CF3s, -OCH2Ph, -NHCO-(C1-C4)ankun, COOH, -C(O)Ph, C(0)O-(Ci-Cs)ankun, C(O)H, -
C(O)NH2 wmm NOz;

X npencrasiset codoii csa3b nim NH;

Y npencrasisiet coboii -C=0; u

m paBHO 1-3, Wi ero gapMareBTUYECKH MPUEMIIEMOI COMH, THApaTa, nojauMopda miu
u3oMepa.

B omgHOM W3 BapHMAaHTOM OCYLIECTBJICHMS NAHHOTO H300PETEeHHsI YKa3aHHBIA CroOcod
oxBarbiBaeT coenuHeHuss Popmynbel I, rme A mnpencraBiser coOOH (GeHMT WM WHIOHIL,
HeoOsI3aTeNIbHO 3aMEIeHHbI 10 MEHbIIeW Mepe OmHMM U3 cieayroumx saemMeHToB: (Ci-
Co)ankun, rano(Ci-Ca)ankun, O-(Ci-Cs)ankmn, O-(Ci-Ca)ramoankun, (Ci1-Cs)ankunaMuHO,
amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHaz, ruapokcun, OC(O)CFs, -OCH2Ph, -
NHCO-(C1-Cs)ankun, COOH, -C(O)Ph, C(O)O-(C1-Cs)ankun, C(O)H, -C(O)NH2 nmm NO2;

B mnpencrasnsier cobolt uMHma3on, HeoOs3aTeNbHO 3aMEINEeHHBIH MO MEHbIIeH Mepe
ogauM 3 (C1-Cs)ankumos,

Ri, R; u R; He3aBUCHMO MPEACTaBISIOT COOOH MO MEHBIIEH Mepe ONUH U3 CIETYIOLIINX
snemeHTOB: Bopopon, (Ci-Cs)ankun, rano(Ci-Cas)anknin, O-(Ci-Ca)ankun, O-(Ci-Cas)ranoankun,
(Ci-Co)ankunamuno, amuHO(C1-Cs)ankun, F, Cl, Br, I, CN, -CH:CN, NH:, rugpokcwui,
OC(O)CF3s, -OCH2Ph, -NHCO-(C1-C4)ankun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)ankun, C(O)H, -
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C(O)NH2 wmm NOg;

X npexacrasisieT coboii cBs3b i NH;

Y npencrasisier coboii -C=0; u

m pasHO 1-3, win ero ¢apMaueBTUYECKH MPUEMJIEMON COJIH, THUapaTa, nojauMopda wuim
U30Mepa.

B npyrom BapuaHTe OCYINECTBJICHHUS ITAHHOTO W300pETeHUs] yKa3aHHBIH Crocod
oxBarbiBaeT coenuHeHust Dopmynbl I, roe A mpencraensier coboi (eHmn, HeoOs3aTeNbHO
3aMeIeHHbI 10 MeHbIIel Mepe omHuM u3 cienyrmmx 31eMeHToB: (Ci1-Ca)ankun, rano(Ci-
Ca)anxun, O-(C1-Ca)ankun, O-(Ci-Cq)ranoankun, (Ci-Cq)ankumamuno, aMmuno(Ci1-Cs)ankun, F,
Cl, Br, I, CN, -CH2CN, NHa, rugpokcun, OC(O)CFs, -OCH2Ph, -NHCO-(C1-Cs)ankwmi, COOH,
-C(O)Ph, C(O)O~(C1-Cs)anmkun, C(O)H, -C(O)NH: unu NO2;

B mnpencraBnsier coboli MMHMAa3on, HeOOs3aTeNbHO 3aMELIEHHBIH MO MEHbIIeH Mepe
ogauM 3 (C1-Cs)ankunos,

Ri, R; u R; He3aBUCUMO MPEACTABISIIOT COOOH MO MEHBIIEH Mepe ONUH U3 CIIEIYIOLINX
snemeHTOB: Bozopon, (Ci-Ca)ankmn, rano(Ci-Ca)amknin, O-(Ci-Ca)ankun, O-(Ci-Ca)ranoanmkun,
(Ci-Co)ankunamuno, amuaO(C1-Cs)ankun, F, Cl, Br, I, CN, -CH:CN, NH:, rumgpokcwui,
OC(0O)CF3s, -OCH2Ph, -NHCO-(C1-Cs)ankun, COOH, -C(O)Ph, C(0)O-(Ci-Cs)ankun, C(O)H, -
C(O)NH2 wmm NOz;

X npexacrasisieT coboii cBs3b mu NH;

Y npencrasisiet coboii -C=0; u

m paBHO 1-3, Wi ero gapmarieBTUYeCKy MPUEeMIIEMON COJIH, TUApaTa, nojauMopda miu
u3oMepa.

B emne OgHOM BapHaHTEe OCYINECTBICHHS JAHHOTO HM300peTeHHs yKa3aHHBIA CIOCO0
oxBaTbiBaeT coenuHeHuss @opmyinbl I, rme A mpencrasiseT coOOH MHAONMI, HEOOS3aTeNbHO
3aMeIeHHbI M0 MEHbIIeH Mepe omHuM u3 cienyrmmx 3meMeHToB: (Ci1-Ca)ankun, rano(Ci-
Co)ankun, O-(Ci-Ca)anxun, O-(Ci1-Cq)ramoankmi, (Ci-Cs)ankunamuno, amuao(Ci1-Ca)ankun, F,
Cl, Br, I, CN, -CH2CN, NHa, rugpokcun, OC(O)CF3, -OCH2Ph, -NHCO-(C1-Cs)ankumn, COOH,
-C(O)Ph, C(O)O~(C1-Cs)anmkun, C(O)H, -C(O)NH: nwnu NO2;

B npencraBnsier coboli MMHMAA30i, HEOOS3aTENbHO 3aMELICHHbIH MO MeHbIIeiH Mepe
ogauM u3 (C1-Cs)ankumos,

Ri, R; u R; He3aBUCHMO MPEACTABISIOT COOOH MO MEHBIIEH Mepe ONUH M3 CIEIYIOLIINX
snemeHTOB: Bopopon, (Ci-Ca)ankmn, rano(Ci-Cas)amknin, O-(Ci-Ca)ankun, O-(Ci-Ca)ranoankun,
(Ci-Co)ankunamuno, amuHO(C1-Cs)ankun, F, Cl, Br, I, CN, -CH:CN, NH:, rumgpokcwui,
OC(0O)CF3s, -OCH2Ph, -NHCO-(C1-Cs)ankun, COOH, -C(O)Ph, C(0)O-(Ci-Cs)ankun, C(O)H, -
C(O)NH2 wmm NOz;
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X npexacrasisieT coboii cBsi3b i NH;

Y npencrasisier coboii -C=0; u

m paBHO 1-3, wiu ero dapMaleBTHYECKH NPUEMJIEMOIT CONU, TuapaTa, noauMopda muium
H30Mepa.

B BapuaHTe OCyLIECTBICHHs TAHHOIO H300peTEeHUs] yKa3aHHbIM CIOCOO OXBaThIBAET
coenunenus: @opmyel [, rae A npencrasisier co00it HHAOMII, HEOOA3aTEIbHO 3aMEIEHHBIH 110
MeHbIIel Mepe omHUM u3 cienyromux 31eMeHToB: (Ci1-Ca)ankun, rano(Ci-Cs)anxun, O-(Ci-
Ca)ankun, O-(Ci-Cs)ranoankun, (Ci-Cs)ankunamuno, amuao(Ci1-Cs)ankun, F, Cl, Br, I, CN, -
CH:2CN, NH2, runpokcun, OC(O)CF3, -OCH:Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph,
C(0)O-(Ci1-Co)ankun, C(O)H, -C(O)NH2 umu NOz;

B mpencrasnsier cobolt MMHIa3on, HeoOs3aTeIbHO 3aMEINEHHBIH MO MEHbIeH Mepe
ogauM 3 (C1-Cs)ankunos,

Ri, R: u R;3 He3aBUCUMO MPEACTABISIIOT COOOH MO MEHBIIEH Mepe ONUH M3 CIETYOLIINX
snemeHTOB: Bopopon, (Ci-Cs)ankmn, rano(Ci-Cs)ankun, O-(Ci-Cs)ankmn, O-(Ci1-Ca)ranoankun,
(Ci-Co)ankunamuno, amuHO(C1-Cs)ankun, F, Cl, Br, I, CN, -CH:CN, NH:, rumgpokcwui,
OC(O)CF3s, -OCH2Ph, -NHCO-(C1-Cs)ankun, COOH, -C(O)Ph, C(0)O-(Ci-Cs)ankun, C(O)H, -
C(O)NH2 wmm NOz;

X mpencrasisieT cOOOH CBsI3b;

Y npencrasisier coboii -C=0; u

m paBHO 1-3, wiu ero gapManeBTUIECKH PUEMJIEMON COJIH, THapara, noaumMopda wiu
U30Mepa.

Jlpyroli BapuaHT OCYIIECTBJICHHUS] TAHHOTO M300pETEeHHsI OXBATHIBAET CIIOCOOBI JICUEHUS
KOPOHABUPYCHON HH(EKIMH ¥ CyOBeKTa, HYKIAIOIIEroCsi B ’TOM, IIyTEM BBEIAEHUS YKA3aHHOMY

CyOBEKTy COCTaBa, COAEpIKaIlero TepaneBTUYecKu 3>(P(PEeKTHBHOE KONIMYECTBO COETUHEHHUSI

®opmyne! VII
Q
ORSe e
N
MeO OMe
OMe (VID)
rae

X npexacrasisieT coboi cBsi3b i NH;
Q mpencrasisier coboit NH; u
A npexncraBisier coOOH (peHMIBPHOE, WHAONWIBHOE WM HWHIA30JUIBHOE KOJbLO,

HeoOsI3aTeNbHO 3aMEIeHHOE 110 MEHblIeH Mepe OAHMM u3 ciexyromux sjiemeHTos: (Ci-
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Co)amkun, rano(Ci-Ca)ankmn, O-(Ci-Ca)ankmn, O-(Ci-Ca)ramoankun, (Ci1-Cs)ankunaMuHoO,
amuHO(C1-Ca)ankmn, F, Cl, Br, I, CN, -CH2CN, NHz, rugpokcun, OC(O)CFs3, -OCH2Ph, -
NHCO-(Ci-Cs)anxun, COOH, -C(O)Ph, C(O0)O-(Ci-Cs)ankun, C(O)H, -C(O)NH2 umu NO2; nnu
ero (papMaleBTHYECKH NPUEMJIEMOW COlM, ruaparta, nonmumopda wim msomepa. B apyrom
BAPUAHTE OCYLIECTBJICHHs JAHHOTO M300PETEHUs! YKa3aHHBII CIIOCOO OXBATHIBAET COEIMHEHUS
@®opmynbl VII, rne X mpexncrasnsier coboii NH. B eme ogHOM BapuaHTe OCYIIECTBIICHUS
JaHHOTO HM300peTeHHsI YKa3aHHbI crmocod oxBaTbiBaer coenuHeHuss Popmynbl VII roe X
npenacTasisier codbol cBs3b; Q mpencrasnser coboit NH; u A mpencrasnsieT coO0i HHAOIBHOE
KOJIBLIO, HEOOsI3aTeIbHO 3aMEIEHHOe TI0 MEHbIIEH Mepe OTHUM U3 cieayomux 3aeMeHToB: (Ci-
Co)ankun, rano(Ci-Ca)ankun, O-(Ci1-Ca)ankmn, O-(Ci-Ca)ramoankun, (Ci1-Cs)ankunaMuHoO,
amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHaz, ruapokcun, OC(O)CFs3, -OCH2Ph, -
NHCO-(C1-Cs)ankmn, COOH, -C(O)Ph, C(O)O-(C1-Cs)ankun, C(O)H, -C(O)NH2 nnu NO2; unu
ero (hapMaLeBTHYECKH PUEMJIEMYIO COJIb, THAPAT, MOJIUMOP( WK U30MED.

OmuH W3 BapUAHTOB OCYIIECTBJICHUS NOAHHOTO HM300pETEeHHs OXBaThIBAET CIOCOOBI
JIeYeHUs] KOPOHABUPYCHOM MH(EKUUH y CyObeKTa, HYKNAOINErocss B 3TOM, MyTE€M BBEOEHHS
yKa3aHHOMY CyOBEKTy COCTaBa, COAEpIKAILEero TepaneBTUYecKd 3(PQPEeKTHBHOE KOIHUUYECTBO

coenuHenust @opmynsl VII(c):

OMe
O
\ OMe
HN_ N OMe
Z Rs
HN R
(Ryn VII(c)
rac

R4 u Rs HesaBucumo npeacrapisitor codoit Bomopon, (C1-Ca)ankun, rano(Ci-Ca)amkm,
O-(C1-Ca)ankun, O-(C1-Cq)ranoankui, (Ci-Cs)ankunamuno, amuro(Ci1-Ca)ankun, F, CI, Br, I,
CN, -CH2CN, NHa, ruppokcuin, OC(O)CF3, -OCH2Ph, -NHCO-(C1-Cs)ankun, COOH, -C(O)Ph,
C(0)O-(Ci1-Co)ankun, C(O)H, -C(O)NH2 umu NOz; u

n paBHO 1-4, wmm ero ¢apMaLeBTUUECKH NPUEMIIEMON COJIM, THApATa, IMojuMopda miu
u30Mepa.

Jlpyroii BapuaHT OCYINECTBJICHHUS TaHHOTO M300PETEHHsI OXBATHIBAET CIIOCOOBI JIEUEHUS

KOPOHABUPYCHOM HH(PEKINHN y CyOBeKTa, HYKAAOMIErocst B ’TOM, IyTEM BBEIEHUS] YKA3aHHOMY
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CyOBEKTy COCTaBa, COAEpIKAIIero TepaneBTHIeCKH 3()(HEKTUBHOE KONMUYIeCTBO coennHenns 17ya,

MPEACTaBJICHHOTO:
OMe
O
\ OMe
HN_ N OMe
72
HN

(17ya).

Eme omuH BapuaHT OCYINECTBJIEHUS [aHHOTO H300PETEHUs] OXBATHIBAET CHOCOOBI
JeUeHUsT BHUPYCHBIX HWH(EKIHWHA, NpPH 5TOM BHPYCHAs WH(GEKUUs] BbI3BIBAETCS BUPYCOM
Coronaviridae. OpuH W3 BapUAHTOB OCYILIECTBIIEHHS NAHHOTO H300PETEHHS OXBATHIBAET
CHIOCOOBI JIEYeHUs KOPOHABUPYCHBIX WH(pEKIHi, npu 3ToM uHpekius BbizBaHa SARS-CoV,
MERS-CoV, COVID-19 umu SARS-CoV-2. Jlpyroil BapuaHT OCYLIECTBJIEHUS JaHHOTO
M300peTEeHNs OXBATBIBAET CIIOCOOBI JIEUEHUs] KOPOHABUPYCHBIX MH(EKINH, TPU 3TOM HHPEKIUs
BbI3BaHa COVID-19.

OnuH W3 BapUAHTOB OCYLIECTBJECHUS JAHHOIO M300pETeHMs OXBAThIBAET CIIOCOOBI
JeYeHUs] BUPYCHbIX HH(pEKUUi, mpu 3TOM HH(EKUWs BbI3BaHA KOpOHaBUpycoM. Jlpyroi
BAPUAHT  OCYLIECTBJICHUs  JAHHOTO  HM300peTeHUs  OXBAThIBAET  CIIOCOOBI  JICUSHMS
KopoHaBupycHoi uHpekuuy, Bbi3zBaHHOW SARS-CoV, MERS-CoV wumu SARS-CoV-2.
[IpennoyTuTeNbHBI BapUAHT OCYLIECTBICHUS MaHHOTO W300pPETEHUs] OXBATHIBAET CIIOCOOBI
neuenns cyowpekTa ¢ uHbpekuueir SARS-CoV-2. Eme oauH BapHaHT OCYIIECTBJICHHs JaHHOTO
M300peTeHns OXBAThIBAET CIIOCOOBI JieueHus: cyobekta ¢ uHpekmuerr SARS-CoV-2 ¢ BbIcOKUM
PHCKOM pa3BHUTHsI OCTPOro pecrnuparopHoro aumcrpecc-cuHapoma (ARDS) wnmm Tsprenoro
octporo pecrnupatopHoro cunapoma (SARS). Jlpyroil BapuaHT OCYIIECTBJCHHS IAaHHOTO
M300peTeHNsT OXBATBIBAET CIIOCOOBI, B KOTOPBIX JieueHne cyObekTa ¢ uHdpekmeir SARS-CoV-2
CHIDKAET IBbIXaTeIbHYI0 HEJOCTATOYHOCTb W/WJIM CMEPTHOCTD. [[pyroil BapHaHT OCYIIECTBIEHHS
TaHHOTO HM300pETEeHMsI OXBATHIBAET CIIOCOOBI, B KOTOPBIX JIedeHHE CyOBekTa ¢ HHpeKuuen
SARS-CoV-2 ¢ BBICOKMM pPHCKOM Ppa3BUTHSI OCTPOrO PECHUPATOPHOTO IUCTPECC-CHHAPOMA
(ARDS) wmu Tspxenoro octporo pecnuparopHoro cunapoma (SARS) cHmkaeT cMepTHOCTB.
Jlpyroli BapHaHT OCYINECTBJICHUS AAHHOTO HM300pETEHMs OXBATHIBAET CHOCOOBL, B KOTOPBIX
neuenne cyOwpekrta ¢ undpekuueit SARS-CoV-2 cHmxkaer 3aboneBaemocts. Jlpyroidl BapuaHT

OCYHIECTBJICHUA NAHHOI'O I/I306peTeHI/I$I OXBAaTbIBACT CHOCO6bI, B KOTOPBIX JICUCHUEC Cy6’beKTa C
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uHpexuueii SARS-CoV-2 ¢ BBICOKHM PHUCKOM Pa3BUTHs OCTPOrO PECIHPATOPHOrO AUCTPECC-
cuanpoma (ARDS) wmnmu Tskenoro octporo pecruparoproro cunapoma (SARS) cHuxkaer
3a0oneBaeMoCTh.  JIpyroil BapHMaHT OCYLIECTBIEHHsS IaHHOTO H300pPETEHHS OXBATbIBAET
cnocoObl, B KOTOpBIX JeueHue cyonekra ¢ uHdpekunein SARS-CoV-2 yMmeHblaer 1bpIxaTeabHy o
HEeIOCTaTOYHOCTD, KOJMYECTBO JHEH B OTAENCHUU UHTEHCUBHON Tepamnuy, KOJINYeCTBO AHEH Ha
MCKYCCTBEHHOW BEHTHWJISILIMY JIETKUX WK yorydmaeT Oamt no [TopsakoBoi mkajie KIMHAYECKOro
ynyumienuss BO3.  Jlpyroii BapuaHT OCYINECTBJIEHUs] ITAHHOTO M300pPETEHUs] OXBATbIBAET
croco0bl, B KOTOpbIX JieueHne cyObekra ¢ uHpekmuerdr SARS-CoV-2 ¢ BBICOKUM pHCKOM
Pa3BUTUSL OCTPOTO pecrmupaTopHOro maucrpecc-cuHapomMa (ARDS) wnmm Tspkenoro octporo
pecrimpaTopHoro cuaapoMa (SARS) ymeHbImaeT AbIXaTebHYK HETOCTATOYHOCTDb, KOJHYECTBO
IHEH B OTAEJICHUM WHTEHCUBHOHN Tepaluy, KOJIUYECTBO AHEH HAa MCKYCCTBEHHON BEHTWISILUU
JeTKUX WK ynydmaer 6amn mo [lopsiakoBoii mikane kinHudeckoro ynydmenus BO3. Jlpyroii
BApUAHT OCYIIECTBJICHUS JaHHOTO H300PETEHHs] OXBATHIBAET CIOCOOBI, B KOTOPBIX JIEUCHHUE
cyobekta ¢ uHbpekuumein SARS-CoV-2 cHWKaeT CMEPTHOCTb WM  JABIXaTENbHYIO
HEJIOCTATOYHOCTh y cyObekToB crapme 60 ser. [lpyroil BapuaHT OCYINECTBIEHHs AaHHOTO
M300peTeHNsT OXBATHIBAET CIIOCOOBI, B KOTOPHIX JieueHne cyobekra ¢ napekuneit SARS-CoV-2 ¢
BBICOKUM PHCKOM pa3BUTHsI OCTPOTO PECHHpaTopHOro nauctpecc-cuaapoma (ARDS) wmm
TSDKEJIOr0 OCTPOro pecnupaTtopHoro cuuapomMa (SARS) cHIKaeT CMEPTHOCTD MITH IBIXATEIbHY IO
HEJIOCTATOYHOCTh Y cyObekToB crapiie 60 sner. [Ipyroil BapuaHT OCYINECTBJIEHUS TaHHOTO
M300peTeHHs OXBAaThIBAET CHOCOOBI, B KOTOPBIX JedeHne cyobekra ¢ nHpekuerdn SARS-CoV-2
CHI)KAeT CMEPTHOCTb WJIM JIbIXAaTENbHYI0 HEIOCTATOYHOCTh NMPH NMPUMEHEHHH KOMOWHALMH C
pPEMIECHBHPOM W/WJIM  JIEKCAMETAa30HOM. Jpyroii BapuaHT OCYLIECTBJICHHS JaHHOTO
U300peTeHNst OXBATHIBAET CIIOCOOBI, B KOTOPHIX JieueHue cyObekra ¢ nnpekuueit SARS-CoV-2 ¢
BBICOKUM PHUCKOM pa3BUTHUsI OCTPOTO pPeCHHpaTopHOro auctpecc-cuaapoma (ARDS) wmm
TSDKEJIOrO OCTPOro pecnupaTtopHoro cuuapomMa (SARS) cHIKaeT CMEepTHOCTD HITH JIbIXATEIIbHY FO
HEJIOCTATOYHOCTh MPU MPUMEHEHUH KOMOWHALIMY C PEMIECHBHPOM W/WIIM JIeKCaMeTa30HOM. B
KOHTEKCTE JAaHHOTO JOKYMEHTa TEPMHHBI «CHIDKEHHE CMEPTHOCTH, 3a00JIeBa€MOCTH WM
ABIXaTEJIbHON HEAOCTATOYHOCTH, KOJMYECTBA AHEH B OTAEJIEHUU MHTCHCHBHOW Tepamnuu, AHEH
Ha HCKYCCTBEHHOM BEHTWISLMU JIETKUX W T.IL» O3HA4alOT CHW)KEHHE II0 CPAaBHEHUIO C
CyOBEKTOM (M COBOKYITHOCTBIO CYOBEKTOB), MOJyYaBIIUX Iuianedo. AHAJIOTWYHO, Jr000e
yaydiieHue, Harnpumep, no IlopsinkoBoli mkane kiauHudeckoro yiaydineHus BO3, osnauaer
yJIY4YLIEHHE IO CPAaBHEHHIO C CYOBEKTOM (MJIHM COBOKYITHOCTBIO CYOBEKTOB), MOJYYaBIINX
manedo.

Eme B ogHOM BapmaHTe OCYIIECTBJIEHUS NAHHOTO M300pETEHUs! yKa3aHHbIE CIOCOOBI

JONOJIHUTENBHO BKJIIOYAIOT MO MEHbLIEH Mepe OAWH JOIMNOJIHUTENbHbIM TepaneBTUYECKUN
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npenapaT. B ogHOM BapwaHTe OCYIIECTBIIEHHS JAHHOTO H300pETEeHHs YyKa3aHHBIH CIOCO0
JOTMOJHUTENBHO BKJIKOYAE€T BTOPOH MPOTHBOBUPYCHBIN Ipemapar, TaKOHM Kak HHTHOUTOP
HEWpaMMHUAA3bl, PEMAECUBUP, TUAPOKCUXJOPOXMH, Aa3UTPOMHULMH WM  HMHIHOUTOD
reMarrioTUHUHA. B OJHOM BapuaHTe OCYLIECTBJIEHMS MAaHHOIO H300pETeHHs yKa3aHHbIH
cnoco®  JOMOJHHUTENBHO BKJIFOYAET JIEKAPCTBEHHBIE CPEACTBA, KOTOPBIE MOAYJHPYIOT
UMMYHHYIO CHCTEMY WM (aKTOPbI KJIETKH-XO35IMHA, TaKUe KaK AEKCAMETa30H MM APYrod
KOpTUKOCTepou, MHruouTop IL-6, Takoit kak Tormian3ymad, uxTepdeponsl, uaruourop IL-1
WM MHTHOUTOP KHMHA3bl, TakoW Kak OapuumtuHuO. FEine B OMHOM BapuaHTe OCYIIECTBIICHUS
JaHHOTO M300pETEeHUs1 YKa3aHHbIE CIIOCOOBI TOMOJIHUTEBHO BKJIFOYAKOT TEPAIUI0 AHTHTEJIAMH,
TaKyo Kak rasma pekonajieclieHToB COVID-19 ¢ BBICOKMM TUTPOM, TEPAINUIO0 BHYTPUBEHHBIM
umMmyHorsoOynuHoM  (IVIG), Tepamuro MOHOKJIOHAJBHBIMH ~ QHTHTENAMH, TaKyK Kak
KasupuBuMad TuIrOC MMAeBUMad, OamiaHuBHMad WM OamyaHMBUMAO IUIIOC 3TeceBUMad. B
OHOM BapHaHTE OCYLIECTBJICHHs NAHHOTO M300pPETeHHUs YKa3aHHBIH CIOCOO AOTMOJHHUTEIBHO
BKJIFOYAET JOMOJHHUTENbHBIA TEPaneBTUUYEeCKUN IMpernapar, TakoW KakK pPEeMIECUBHD W/HIN
JEKCaMeTa30H, WU APYTHe KOPTUKOCTEepOounbl. B OgHOM BapHaHTE OCYILIECTBJIEHHsS NAHHOIO
M300peTeHnst ~ YKa3aHHbIH  crmoco0  JOTMOJIHUTENPHO — BKJFOYAET  JOTOJHUTEIbHBIH
TeparneBTHUECKUN TIpenapar, Takod Kak Toumaudymad. B omHOM BapuaHTe OCYIIEeCTBIICHUS
JIAHHOTO M300peTeHMs YKa3aHHBIH Croco0 JOMOJIHUTENBHO BKIJIIOYAET JOTOJHUTENbHBIN
TEpaneBTHUECKUI IpenapaT, Takod kak OapuuutuHHO. B omHOM BapmaHTe OCYINECTBIIEHUS
JIaHHOTO M300peTeHHs] YKa3aHHbIH CHOCOO JOMOJNHHUTENBHO BKJFOUAET JOMOJHUTEIbHbIA
TeparneBTHYECKUN TMpernapaTt, Takoh kak miaasMa pekoHBanecueHToB COVID-19 ¢ BpIcOKUM
TUTPOM. B oOfHOM BapuaHTe OCYLIECTBJIEHHS INAHHOIO H300pETeHWs] YKa3aHHbIA Crocod
JOTIOJIHUTENIBHO BKIIIOYAET JOMOJHUTENbHBIN TepaneBTuueckuil npenapat, Takod kak [IVIG. B
OTHOM BapHaHTE OCYLIECTBJICHHs JAHHOTO M300pPETeHUsl yKa3aHHBIH CHOCOO IOMONHHUTEIBHO
BKJIFOYAET JOTIOJIHUTENIbHBI TEPAeBTUYECKUN TpernapaT, TakOW Kak KasMpPUBHUMAaO ILIOC
uMmresuMad. B omHOM BapuaHTe OCYIIECTBJICHUS] AAHHOTO M300pPETeHHs] YKa3aHHBIA Crocod
JOTIOJIHUTENBHO BKJIIOYAET JOMNOJHUTENbHBbI TEpaneBTUYECKU Ipenapar, TaKOW Kak
O6amianuBuMab. B omHOM BapuaHTe OCYINECTBJICHUS JAHHOTO M300pETEHUs YKa3aHHBIN CIIOCO0
JOMOJHUTENBHO BKJIIOYAET JONOJHUTENBbHBI TEpaneBTUYECKUN Ipenapar, TaKOW Kak
OamiannBuMab TuTIOC 3TeceBMMad. Eine ofnH BapuaHT OCYINECTBJIEHUsS] YKa3aHHBIX CIOCOOOB
BKJIFOYAaeT BTOPOH NPOTHBOBUPYCHBIA TEPANEBTUYECKHUI IMpenapaTr, KOTOPbIA NPEACTAaBISET
coOOH MO MeHblLIeH Mepe OOUH M3 CIEAYIOLNX: (haBUIUPABUp, JIONMWHABUP, PHUTOHABUP,
peMIecCUBHp, WHIHOUTOPBI SIHYC-KHMHA3bI, THAPOKCHXJIOPOXUH, A3UTPOMHUIIMH, AMAaHTA/WH,
pUMaHTaauH, pubABUPHH, UAOKCYPUANH, TPUDIYPUANH, BUNAPaOUH, allUKJIOBUD, TAHIIUKJIOBHP,

dockapHeT. 3WOOBYAMH, IWUAAHO3UH, IEpaMHUBHp, 3aJILUTA0MH, CTaBYIUH, (aMIMKIOBHP,
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OCeNbTaMUBUP, 3aHAMUBUP WM BajalMkiIoBUp. Ellle OAMH BapuaHT OCYILECTBIEHHs YKa3aHHbIX
CHOCO0OB BKJIFOUAET BTOPOH Ipenapat, KOTOPBIN MpeacTaBiseT coOOi Mo MeHbIneil Mepe OIuH
u3 cnenyromux: suramuH C wimm D, umHK, paMoTHOuH, MBEpPMEKTHH WJIH HMHIHOUTOD
anruorensuHnpespamaromero ¢epmenta (ACEI) wnm  areHT, CBs3bIBaOIUIl  peLEnTop
anrnorensuHa (ARB).

OnmuH W3 BapMaHTOM OCYLIECTBJIEHHs JAHHOTO H300pETEHHsI OXBATBIBAET CIIOCOOBI, B
KOTOPBIX COEIMHEHHE TI0 M300PETEHHIO BBOIAT B KOJIMYECTBE OT OKOJIO 1 Mr 10 okoso 100 mr.
JIpyrodi BapHaHT OCYINECTBJICHUS JAHHOTO HM300pPETEHHs OXBAThIBAET CIOCOOBI, B KOTOPBIX
COeUHEHHE MO W300pPETEHHIO BBOISAT B KOJUYECTBE OT OKOJio 4 1o okoyo 90 wmr. [pyroii
BapUAHT OCYIIECTBJICHUS TAHHOTO M300PETEHHsI OXBATBHIBAET CIIOCOOBI, B KOTOPBIX COCAMHEHUE
N0 HM300pPETEeHHI0 BBOISAT B KOJIMYECTBE OT OKOJO 9 Mr no okono 18 wmr. Jlpyroil BapuaHt
OCYIIECTBIIEHHs] JTAHHOTO H300PETeHUs] OXBATBIBAET CIOCOOBI, B KOTOPBIX COEIHUHEHHE II0
M300pETEHHI0 BBOAAT B KOJNMYECTBE OT OKOJO 4 Mr mo okojo 45 mr. Eme oamH BapuaHT
OCYIIECTBIIEHHs YKAa3aHHOTO CIIOCO0a OXBATHIBAET IO MEHbINEH Mepe ONHO (papMaleBTHIECKH
NpHUEMJIEMOE BCIIOMOTaTeIbHOE BELECTBO.

Kpartkoe onucanue rpaguyecKkux MaTepuaion

OOBekT, paccMaTpuBaeMblii Kak H300peTeHue, oco00 yKa3aH W YeTKO 3asBIeH B
3aKJIFOUUTENBHON YacTu onucanus. M300pereHne, o1HaKo, Kak B OTHOLIEHUH OPTaHU3aLUH, TaK U B
OTHOILIEHUHU Ccrioco0a padoThl, BMECTE C €ro LeNsAMH, NMPU3HAKAMHU M MPEUMYINECTBAMH, JIydIle
BCEr0 MOJKHO TOHATh, OOPaTUBIIKCH K CIIEAYIOLIEMy MOAPOOHOMY OIMHCAHMIO, KOTOPOE CleNyeT
YUTATh C MPHJIAraeMbIMHU IpaUueCKUMU MaTepUaiaMy, Ha KOTOPBIX:

Ha ®wur. 1 npuseneHo cpenHee 3HadeHue mno IlopsakoBoll Ikane KIMHUYECKOTO
ynyuwmenuss BO3 o nusim (0 = ucxonnblii ypoBens). [Lomans noa cpeiHei KpUBOH COCTaBIISIET
153 nmnsa rpynmsl nanmeHToB, noiydaBmnx Coenunenue 17ya, u 182 — myist rpynmnbsl MAarMeHTOB,
noJTy4aBLIe manedo.

IToapoOHoe onncanue n3o0peTeHust

BHYTPUKJIETOUHBIH TPAHCIOPT MAKPOMOJIEKYJ C MOMOINBI0 MHKPOTPYOOYEK SIBIISETCS
KPUTHYECKH BAKHBIM ACIIEKTOM peIUTUKalu Bupyca. Ilpw BUpYyCHON MH(pEKUNH SKCIpeccust
BUPYCHBIX O€JIKOB M3MEHSIET OPraHU3alHI0 3TUX CETeH MHUKPOTPYOOUeK, YTOOBI yIOBIETBOPUTH
UX TOTPeOHOCTh B  pEIUIMKALMKM H  PACIpPOCTPAHEHUH HMHQEKIMOHHOTO BHPHOHA.
MuxkpoTpyOOUKH HE TOJBKO CIOCOOCTBYIOT MH(ULMPOBAHHMIO, HO U CAMHU BHUPYCBl aKTHBHO
MaHUITYJIUPYIOT MHUKpoTpyOoukamu.  Kpome TOro, areHTel, pa3pyLIalOIIfe LUTOCKENET,
MOAABJISIIOT BUPYCHYIO MHPEKLHUIO.

He orpannumBasich Teopueii, 1aHHOE M300pETEHHE YaCTUYHO OCHOBAHO HA TOM (PaKTe,

9TO0 TyOyJUH B3aUMOJEHCTBYET C LHUTOIUIA3MATHYECKUM JIOMEHOM ansha- u  Oema-
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koponasupycneix MHANOBUIHBIX S-OenkoB SARS-CoV. Jleyenue mpenapaToM, BBI3bIBAIOIIUM
JETIONMMEPU3ALIUI0 MUKPOTPYOOUEK, MOXKET CONPOBOXKIATHCS CHUKEHHEM HWH(PEKIIMOHHOTO
TUTPA BUpPYyCa, INIABHBIM 00pa3oM IMOTOMY, UYTO B MeCTe COOPKHM NMPUCYTCTBYET MeHbIe S-Oenka
u3-3a HapyLIeHHs TpaHCIopTa S-Oenka 1Mo MHUKpOTpyOOukaM, a caM NPOLECC BKIIOYEHHUs S-
Oenka B BUPHOHBI sBJIsETCS TyOyJaMH3aBUCHMMBIM. Kpome TOro, HapylieHHe TpaHCIOpTa IO
MHKPOTPYOOUYKaM HapyIIaeT BBIXOA M3 KJIETKH 3THUX IUIOXO COOpPAaHHBIX BUPHOHOB C MEHBLINM
KOJINYE€CTBOM IIMITOBUIHBIX S-O€JIKOB Ha MOBEPXHOCTH, YTO JEJaeT UX MeHee NH(EKIIUOHHBIMH.
ATEHT, AenoNIUMEPU3YIOIUNA MHKPOTPYOOUYKH, MOXKET ObITh 3()()EKTHBHBIM TpPU JIEYCHUU
KOPOHABUPYCHOW HH(MEKLUMH, Hapyllas TPAHCIOPT MO MHKPOTPyOOUYKaMm, KOTOPBIH HMeEeT
pelaroInee 3HaUYeHHE IS [IUKJIA PETUTUKALUN BHPYCa.

JlanHOe M300peTeHHe HANpaBIEHO Ha MPOTHBOBHUPYCHYIO TEPAIUI0, OCHOBAHHYIO Ha
paspyLIaroIiell [HUTOCKENET AKTUBHOCTH 3asiBJIEHHBIX COCOUHEHUH, KOTOpas MpephIBaeT
BHYTPUKJIETOYHYIO TPAHCIOPTHYIO CETh MUKPOTpyOouek. IIpenHasHaueHHbIE IS TPEOIONIEHHS
HEJJOCTATKOB MPEAIIECTBYIOLIETr0 YPOBHS TEXHUKH, BKIJIIOYAs, TIOMUMO NMPOYEr0, TOKCHYHOCTD,
ONHMCAaHHBbIE CMOCOOBI HANPAaBJICHbI HA COENUHEHHs, CHEeUN(UYECKH AKTUBHPYEMblE BHYTPH
MH(QULUMPOBAaHHONH BUPYCOM KIIETKH HJIM BHYTPH T€X KJIETOK, KOTOpBIE MPEANOYTHTENBHO
SABJISTFOTCSI MULIIEHSIMU IS BUpyca. He orpannumBasich Teopuel, JaHHOE N300peTeHHe OCHOBAHO
Ha 3aBHCHMOCTH BUpPYyCa OT (DYHKLIMOHHPOBAHUS KJIETKU-XO35MHA JJIs YCIEIHON PeIUIMKALNK.
Hanpumep, KOpoHaBUPYCHI UCHOJNB3YIOT CEKPETOPHBIN MyTh XO3fHMHA BO BPEMsI CBOETO IMKJIA
permMkanyu. Be3ukyJspHbIA TPaHCIOPT MO CEKPETOPHBIM MyTSAM B OCHOBHOM OIOCPENYeTCs
MHKPOTPYOOUYKaMH U COOTBETCTBYIOIIUMH MOTOPHbIMH Oenkamu. PaspyineHne Mukpotpybouek
NPUBOAUT K CHIDKEHHIO PEIUIMKALMM, YMEHBUIEHHIO KOJMYEeCTBA  BBICBOOOXKIAEMBIX
UH(EKIIMOHHBIX YaCTULl M CHIKEHUIO BbIxona Bupyca. CremnoBaTenbHO, BUPYCHAsi Harpyska
CHI)KAeTcsi, dro onpexnensier 3((EeKTUBHOCTP NPOTUBOBHPYCHOH  Teparuu. YroObI
yIOBJIETBOPUTH MOTPEOHOCTh B HOBBIX OBICTPOAEHCTBYIOIIUX MPOTHBOBUPYCHBIX COCAMHEHUSIX,
aBTOPBI TPEIJIOKIIIN CIIOCO0 JIeUeHUsT BUPYCHBIX HMH(MEKUUH MyTeM BBEICHHS COCIUHEHUH,
OTMCAHHBIX HITKE.

B KOHKpETHOM BapHaHTE OCYINECTBICHUS COCOUHEHHS 10 ITAHHOMY H300pPETEHHUIO
NPEACTaBSIIOT  coO0l  OMOmOCTYNHBIE TIPU  MEPOPAJbHOM BBEIACHUU  HEKOJXHLIUHOBBIE
MOJIEKYJIbl, KOTOPBIE CBS3BIBAIOT «CAWT CBS3bIBAHMA KOJNXHMLMHa» o W [ TyOynuHa U
UHTHOMPYIOT MOJUMEPH3ALH0 TyOyJIMHA NPU HU3KUX HAHOMOJISIPHBIX KOHLEHTPALMSX. JTH
UHTUOUTOpPBI caiita cBs3biBaHUs KonxuiuHa (CBSI) uMeroT mupokwii CrekTp CTPYKTyp, HO
OOBIYHO CONEpKaT MPEUMYLIECTBEHHO HHIOJWIbHBIE, (DEHWIbHBIC MM WHAA30JIHIbHBIE A-
Kounbla (KpaiiHee neBoe konbLo B Popmysie 1), mpsamyro CBs3b WM aMUHOJNUHKEPHI (X) MeXIy

A-nu B-KOHbHaMI/I, HUMHAA30JIbHBIC UJIN 66H31/IMI/II[aBOJ'IbeIe B-KOJ’IBI_Ia, METAHOHOBBIC JIMHKEPbI
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(Y) mexny B-xompriom u C-xonbiioMm (kpaiiaee rpasoe kosblio B @opmyse 1) u 3ameneHHble
¢ennnpHble C-Konbia. CoenuHEHUs, NMPUMEHseMble B OIMCAHHBIX CHOco0ax, HE SBISIFOTCS
cyoctparom Hu nmist MDR, Bxmouas P-gp, MRP u BCRP, uu nnst CYP3A4. Coenunenws,
NpUMEHsIEMble B OMUCAHHBIX CHOCO0aX, Takke CHIXKAT TpaHckpunuuiro uzodopm BI, BII u
BIV-tyOymmuna (Li 2012). Kpome Toro, coenmuHeHusi, MprMeHseMble B CrIoco0ax Mo JaHHOMY
u300peTeHno, Oo0NamaroT Xopomed Oe30MacHOCThIO, MOCKOJbKY OHHU HE  BBI3BIBAIOT
3HAYUTEJIbHOU HEUPOTOKCUYHOCTH, HEUTPONEHUHM WM MHUEJOCYNPECCUd U XOPOLIO
NIePEHOCSITCSL.

Kpowme Toro, ciocoOsl, OXBaTHIBAEMbIE JAHHBIM H300PETEHHEM, BKIIFOYAIOT COSAUHEHMS,
CHOCOOHBIE BIHSITh HA AMHAMUKY MHUKPOTPYOOUEK, TaK YTO YKAa3aHHbIE COSTUHEHHS MOKHO
BBOJUTh B CYyOIIUTOTOKCHYECKHUX KOHLIEHTPALMSIX B KA4€CTBE CHUCTEMHBIX MPOTHBOBHPYCHBIX
areHToB.  JTO pe3KO KOHTPACTHUPYET C KOJXULUUHOM M JPYTUMH JeCTaOWIM3aTOpaMH
nojJuMepu3auud TyOyJWHA, TPUMEHSEeMBIMH B Ka4yeCTBE IPOTHBOBHPYCHBIX IPETApaToB,
KOTOpbIEe 00JIaar0T BBICOKOH CHCTEMHOM TOKCHYHOCTBIO.

JlanHOe M300peTeHne OXBATBIBAET CIOCOOBI JIEUEHHs] KOPOHABUPYCHOH HH(EKIUH Y
CcyObeKTa, HYKIAIOINErocsi B OTOM, IyTEM BBEACHUS YKa3aHHOMY CYOBEKTy COCTaBa,

cozieprKaliero TepaneBTHIecku 3¢ ekTnBHOE KonnyecTBo coenuHernss Popmysl (I)

)

rae

A mipencrasysier coO0l (eHWI, UHAOII WM UHIA30JUJ, HeOOsI3aTeIbHO 3aMEIIeHHbIH
1O MeHbIeH Mepe oaHuM u3 cienyrmumx 3jaeMeHToB: (C1-Ca)ankun, rano(Ci-Cs)ankun, O-(Ci-
Ca)ankun, O-(Ci-Cs)ranoankun, (Ci-Cs)ankunamuno, amuao(C1-Cs)ankwn, F, Cl, Br, I, CN, -
CH:CN, NH2, runpokcmi, OC(O)CF3, -OCH2Ph, -NHCO-(Ci-Cas)ankun, COOH, -C(O)Ph,
C(0)O-(C1-Co)ankun, C(O)H, -C(O)NH2 umu NOz;

B mpencraBnsier coOoOW WMHAA30J, THA30 WM OEH3MMHIA30J, HEOoOs3aTeTbHO
3aMeIEeHHbIA 10 MEHbIIeH Mepe omHMM u3 cienyromux 3jaeMeHToB. (Ci1-Ca)ankun, ramo(Ci-
Ca)ankun, O-(Ci1-Ca)ankun, O-rano(Ci-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, runpokcun wim
NOz;

Ri, R: u R; He3aBUCHMO mpeACTaBISIIOT COOOH MO MEHBIISH Mepe ONUH U3 CIETYIOLINX
snemeHToB. (Ci-Cs)ankmn, rano(Ci-Cs)ankmn, O-(Ci-Cs)ankmn, O-(Ci-Ca)ramoankun, (Ci-

Ca)ankmnamuno, amuno(C1-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, NHa, runpokcun, OC(O)CFs3, -
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OCH2Ph, -NHCO-(Ci1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)ankun, C(O)H, -C(O)NH:
i NOz;

X mpencrasisier coboii cesizb, NH, (C1-Ca)ankwmn, O wiu S;

Y npencrasisier codoii cBsi3b, -C=0, -C=S, SOz, SO unu S; u

m paBHO 1-3, Wi ero gapMareBTUYECKH MPUEMIIEMOI COJH, THApaTa, nojaumopda miu
u3omepa.

JlaHHOe U300peTeHNe TaKKe OXBAThIBAET CIIOCOOBI JIEUeHUs] KOPOHABUPYCHOMN WH(EKIIUU
y cyObekTa, HYKOAIOMIErocss B 3TOM, IyTeM BBEICHHS YKa3aHHOMY CyOBEKTy COCTaBa,

cozeprKaliero TepaneBTHYecku 3 ekTuBHOE Kon4ecTBO coenuHenus @opmysl (11):

R
Rs
()
Y
(R4)n
R, R;
(Rl )m
1I
rae

B npexncraBisier coOodf  MMHAA30J, THA30J WiIM OEH3MMHAA30J, HeoOs3aTebHO
HE3aBHUCHMO 3aMELIEHHBIN 10 MeHbLIel Mepe onHUM U3 cienyroumx 35eMeHToB: (C1-Ca)amku,
rajo(Ci-Cq)ankun, O-(C1-Ca)ankun, O-rano(Ci-Ca)ankumn, F, Cl, Br, I, CN, -CH2CN, ruapokcun
i NO2;

Ri, Rz, R3, R4, Rs u R¢ HE3aBUCUMO MPeNCTaBIISIFOT COOOM MO MEHbIIEH Mepe OIUH U3
cnenyromux  3aemMeHToB.  (Ci1-Cs)anmkun, rano(Ci-Ca)ankun, O-(Ci-Co)ankun, O-(Ci-
Coranoankmn, (Ci1-Cs)ankunamuno, amuHO(C1-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, NHa,
ruapokcmn, OC(O)CFs3, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph, C(O)O-(Ci-
Ca)ankun, C(O)H, -C(O)NH2 wmu NO2;

X npexacrasisieT coboi cBsi3b i NH;

Y npencrasmisier coboit -C=0;

n pasHO 1-3; u

m paBHO 1-3, Wi ero gapMareBTUIeCKH MPUEMIIEMOI CONM, TUApaTa, noauMopda miu
U30Mepa.

JlanHOe M300peTeHre TaKKe OXBAThIBAET CIIOCOOBI JIEUeHUsI KOPOHABHUPYCHON WH(pEKIUU

y cyObekTa, HYyXXJAIOIIEerocs B 3TOM, IyTeM BBEIEHHs YKa3aHHOMY CYOBEKTy COCTaBa,
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cofieprKaliero TepaneBTHYecku 3¢ ekTrBHOE KonnyecTBo coenuHerns @opmysl (111)

Rg
Rs
X_
Y
(R4)n
MeO OMe
OMe
(110)
rac

B nmpencraBnsier coOOW WMHAA30J, THA30 WM OEH3MMHIA30J, HEOoOsS3aTeNbHO
HE3aBHCHMO 3aMEIEHHbBIN M0 MEHbIIEH Mepe OMHUM U3 creayromux dieMeHToB: (C1-Ca)ankun,
rajo(Ci-Ca)ankun, O-(Ci1-Ca)ankun, O-rano(Ci-Ca)ankumn, F, Cl, Br, I, CN, -CH2CN, rugpokcun
i NOz;

R4, Rs 1 R¢ HE3aBHCHMO MPEACTABISIOT COOOM MO MEHBIIEH Mepe OUH U3 CIEAYOLIUX
anemeHToB. (Ci-Cs)anmkmn, rano(Ci-Cs)ankmn, O-(Ci-Csankmn, O-(Ci-Ca)ramoankmn, (Ci-
Ca)ankmnamuno, amuno(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHa, runpokcui, OC(O)CFs3, -
OCH2Ph, -NHCO-(Ci1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)ankun, C(O)H, -C(O)NH:
uiu NOz;

X npexncrasiser codoii ca3b mim NH;

Y npencrasisiet coboii -C=0; u

n paBHO 1-3, win ero (papMaLeBTUUECKH NMPUEMIIEMON COJIH, THApATa, MoJIuMopda Hiu
u3oMepa.

JlaHHO€e M300peTeHHE TaK)Ke OXBATHIBAET CTIIOCOOBI JIEUYEHHsI KOPOHABUPYCHOM MH(EKIIUN
y cyObekTa, HYy)KTAIOIIErocss B 3TOM, IMyTeM BBENEHHS YKa3aHHOMY CyOBEKTy COCTaBa,

cofieprKalIero TepaneBTHIeCKd 3((HeKTUBHOE KONMNYeCcTBO coenuHernss Popmysl (IV)

X Y
R

(Rl )rn

V)
I7ie KOJbLO A MpeACTaBisieT COOOH MHIOMNII, HEOOs3aTeIbHO 3aMELeHHBIN 10 MEeHbLIEH
mepe onHuM m3 crenyroumux 3aeMeHToB: (Ci-Ca)ankun, rano(Ci-Cs)ankun, O-(Ci-Cs)ankmn, O-

(Ci-Ca)ramoankmin, (Ci1-Cs)ankunamuno, amuno(Ci1-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, NHa,
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ruapokcmn, OC(O)CFs3, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph, C(O)O-(C:i-
Ca)ankmn, C(O)H, -C(O)NH2 wmu NO2;

B npencraBnsier cobolf mMMAa3on wiu OeH3UMMIA30J, HEOOA3aTeNbHO HE3aBUCHUMO
3aMEIIEHHbI 10 MeHblIeH Mepe omHuM u3 cienyromux 37aeMeHToB. (Ci-Ca)ankmn, ramo(Ci-
Ca)anxun, O-(Ci-Cs)ankun, O-rano(Ci-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, ruapokcun wiu
NOz;

Ri u R; He3aBHCHMO MpPEACTaBJISIFOT COOOM MO MEHbIIEH Mepe OOUH U3 CIEHYIOLINX
anemeHTOB. (Ci1-Cs)ankmn, rano(Ci-Ce)ankun, O-(Ci-Cq)ankun, O-(Ci-Ca)ramoankun, (Ci-
Ca)ankunamuno, amuno(C1-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, NH:, rugpokcun, OC(O)CF3, -
OCH2Ph, -NHCO-(C1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)ankun, C(O)H, -C(O)NH:
i NOz;

X npexacrasisieT coOoi cBsi3b i NH;

Y npencrasisier coboii -C=0; u

m paBHO 1-4, Wi ero gapMareBTUIECKH MPUEMIIEMOH COJIH, THApaTa, noauMopda miu
H30Mepa.

JlaHHOe M300peTeHre TaKkKe OXBAThIBAET CIIOCOOBI JIEYSHUsS] KOPOHABHPYCHOM MH(PEK LK
y cyObekTa, HYKAAKOMIErocss B 3TOM, MyTeM BBEICHUS YKa3aHHOMY CYOBEKTy COCTaBa,

coieprKamiero repaneBTuuecku 3p¢GeKTHBHOE KOIUYeCTBO coenuueHust @opmysr [V(a)

A\ Rs
I WanO!
R)n i
R,
R)m
V(a)

B npencraBisier coOolf MMHMIa30a WM OEH3UMHIA30J, HEOOS3aTENbHO HE3aBUCHUMO
3aMeIeHHbIA M0 MEHbIIel Mepe omHuM u3 cienyrmmx 37aeMeHToB:. (Ci1-Ca)ankun, ramo(Ci-
Ca)ankun, O-(Ci1-Ca)ankun, O-rano(Ci-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, runpokcun wiu
NOz;

Ri, Rz, Ry u Rs HezaBucumo npencrasisitorT coboi Bomopon, (C1-Ca)amkun, ramo(Ci-
Ca)anxun, O-(C1-Ca)ankun, O-(Ci-Ca)ranoankun, (Ci-Cq)ankunamuno, aMmuno(Ci1-Cs)ankun, F,
Cl, Br, I, CN, -CH2CN, NHa, rugpokcun, OC(O)CFs, -OCH2Ph, -NHCO-(C1-Cs)anxmi, COOH,
-C(O)Ph, C(O)O~(C1-Cs)ankun, C(O)H, -C(O)NH2 nnu NO2; u

X mpencrasisier codoit cBsi3b win NH;
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Y npencrasisier coboit -C=0; n paBHo 1-2;

m paBHO 1-4, wiu ero gapManeBTHIECKH MPUEMIIEMOH COJH, TUApaTa, noauMopda miu
u3oMepa.

JlaHHO€e N300peTeHne TaKk)ke OXBATBIBAET CIIOCOOBI JIeUeHHsI KOPOHABUPYCHOH HHpeKIu
y cyOBekTa, HYXXAAIOIIErocss B 3TOM, IyTE€M BBEICHUS YKa3aHHOMY CYOBEKTy COCTaBa,

cozepkalero TepanesTHyecku 3pdexkruBHOe KonmnuecTBo coenuneHust Popmyisl (V)

R
Rs
=0
(R4)n

MeO OMe
OMe

V)

B npencraBisier coOolf MMMAa3on WM OeH3UMHIA30J, HEOOS3aTENbHO HE3aBUCHUMO
3aMeIIEeHHBbIA 10 MEHbIIeH Mepe OomHHM H3 cienyromux 3jaeMeHToB. (Ci-Ca)ankmn, ramo(Ci-
Ca)ankun, O-(Ci1-Ca)ankun, O-rano(Ci-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, runpokcun win
NOz;

R4, Rs 1 R¢ HE3aBHCHMO MPEACTABISAIOT COOOM MO MEHBIIEH Mepe OUH U3 CIEAYIOLINX
sneMeHTOB. (C1-Ca)anmkun, rano(Ci-Cs)amkmn, O-(Ci-Cs)ankun, O-(Ci-Cs)ramoankmn, (Ci-
Cs)anxunamuno, amuHo(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHz, rugpokcun, OC(O)CFs, -
OCH2Ph, -NHCO-(C1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)ankun, C(O)H, -C(O)NH:
i NOz;

n paBHO 1-3, win ero (hapMaLeBTUUECKH MPUEMIIEMON COJH, THIPATa, MOJIUMopda WiIn
u3omepa.

JlaHHOe M300peTeHre TaKkKe OXBATHIBAET CIIOCOOBI JIEYeHUs] KOPOHABHUPY CHOM MH(EKLIUN
y cyObekTa, HYKAAKOLIErocss B 3TOM, MyTEM BBEICHHS YKa3aHHOMY CYOBEKTy COCTaBa,

cofieprKaliero TepaneBTHIecKu 3¢ ekTrBHOE KoNnyecTBO coenuHerns Popmynl (VI)
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OMe
0]
\ OMe

Q \( N OMe

HN

(R4)n Rg

Rs

(VD
rac

R4, Rs 1 R¢ HE3aBUCHMO MPEACTABISIOT COOOM MO MEHBIIEH Mepe OJUH M3 CIEIYIOIINX
snemeHTOB. (Ci1-Ca)anmkmn, rano(Ci-Cs)ankun, O-(Ci-Cs)ankun, O-(Ci-Ca)ramoankun, (Ci-
Ca)ankunamuno, amuno(C1-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, NHa, runpokcun, OC(O)CF3, -
OCH2Ph, -NHCO-(Ci1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)ankun, C(O)H, -C(O)NH:
i NOz;

Q npencrasisier coboit NH; u

n paBHO 1-3, min ero (apMaLeBTUUECKH NMPUEMIIEMON COJNM, THApaTa, mojuMopda miu
u3omepa.

IIpennoururensHo nepemeHHbIME A coenuHeHnit @opmyasl (VIII) ssusrores R4, Rs u
Re HeszaBucumo npyr ot apyra Bonopon, (Ci-Ca)ankmn, rano(Ci-Cs)ankun, O-(Ci-Cs)ankun, O-
(C1-Co)ramoankmi, (Ci1-Cs)ankunamuno, amuHo(Ci1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHa,
ruapokcus, OC(O)CFs3, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph, C(O)O-(C:i-
Ca)ankun, C(O)H, -C(O)NH2 umu NOz; Q npencrasisier codoit S wnu NH; u n paBHo 1-3; wiu
(apMareBTHYECKH pHEeMIIeMast COJIb, THAPAT, MOJUMOPd HITH U30MeEp.

JlaHHOe N300peTeHne TaKk)Ke OXBATBHIBAET CIIOCOOBI JICUSHHsI KOPOHABUPYCHOH HH(DEKIHH
y cyObekTa, HYXTAIOIIErocss B 3TOM, INyTeM BBEIEHUs YKa3aHHOMY CYOBEKTy COCTaBa,
cozepskamero TepamneBTHUeCKH 3(dexTuBHOE KoMM4ecTBO coenuHeHuss Dopmyner VI B

cnenyrotei Tabmume 1A:
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Tabnuma 1A.
Dopmyia VI Coenunenue | R4 Rs Re Q
Se H H H N
OMe n=1
(0]
\ OMe
QY N OMe
HN
R R¢
Rs

JlanHOe N300peTeHne TaKk)Ke OXBATBIBAET CIIOCOOBI JICUSHHsI KOPOHABUPYCHOM MH(EKLINN
y cyObekTa, HYXTAIOIIErocss B 3TOM, IyTeM BBEIEHHs YKa3aHHOMY CYOBEKTy COCTaBa,

CoJIepIKaIIero TepaneBTHIecku 3¢ eKkTHBHOE Kon4decTBO coenunenuss @opmysl VII:
Q
ORSNW:

MeO OMe
OMe (VII)

rae

X npencrasiser codoii cesizb, NH mnn S;

Q npencrasmsier coboii NH; u

A npexacraBisier coOoW (EeHMIIbHOE, WHAONMIBHOE WM HWHIA30JMIBHOE KOJbLO,
HEeoOs3aTeNIbHO 3aMELICHHOE [0 MEHbIIeH Mepe OAHMM u3 cieayromux 3yemMeHToB: (Ci-
Co)ankun, rano(Ci-Ca)ankun, O-(Ci1-Ca)ankmn, O-(Ci-Ca)ramoankun, (Ci1-Cs)ankunaMuHO,
amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHz, rugpokcun, OC(O)CFs3, -OCH2Ph, -
NHCO-(C1-Cs)ankun, COOH, -C(O)Ph, C(O)O-(C1-Cs)ankun, C(O)H, -C(O)NH2 nnu NO2; unm
ero (hapMaLeBTHUECKU MPUEMIIEMAst COJIb, TUPAT, IOTUMOP( HITH U30MED.

ITpumepsr coenunenuii @opmynbl VII BimrodaroT, momMmumMo mpodero,(2-(hermnamMuHo)-
1 H-umunazon-4-un)(3,4,5-rpumerokcudenmnin)meranol (Se), (2-(bennnamuno)-1H-umunazon-4-
un)(3,4,5-TpumeTokcudern)MeTaHoHa runpoxsopunnas coib (SHe), u 2-(1H-unpon-3-un)-1H-
umunazon-4-mn)(3,4,5-rpumerokcudennna)meranod (17ya).

IIpeanouturensHO NEpeMEeHHbIMU B coeqUHEeHUIX PopMmyiibl VII sBisroTcst X, KOTOPBIN

npeacTasisieT cobol cBsi3b, Q, KoTopbIit npeacTassier codoit NH; 1 A, KOTOpBIi MpencTasisieT
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co0Ol MHAONBHOE KOJNBIO, HEOOS3aTeIbHO 3aMEIleHHOe [0 MEHbIIEH Mepe OIHUM U3
cnenytomux  saemMeHToB.  (Ci-Cs)anmkun, rano(Ci-Ca)ankmn, O-(Ci-Coankun, O-(Ci-
Coranoankun, (Ci-Cs)ankunamuno, amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHa,
rugpokcw, OC(O)CF3, -OCH2Ph, -NHCO-(Ci-Cs)anxkun, COOH, -C(O)Ph, C(O)O-(C:-
Cs)anxun, C(O)H, -C(O)NHz mmu NO2; unu ¢papMaleBTHYECKH NpHEMJIeMas COJib, THApAT,
nonumopd mim usomep.

JlaHHO€e M300peTEeHHE TaK)KE OXBATBIBAET CIIOCOOBI JIEUEHHsI KOPOHABUPYCHOM MH(EKIIUN
y cyObeKkTa, HYy)KTAIOIIErocss B 3TOM, IyTeM BBEIEHHS YKa3aHHOMY CYOBEKTy COCTaBa,

cozeprkaliero TepaneBTHYecKu 3 GekTuBHOE KonmudecTBO coenuHenns @opmyisl VII(a):

OMe
O
\ OMe
HN \( N OMe
HN Rs
(R4)n
NH

VII(a)

rie Ry u Rs HesaBucumo mpencraBisitoT coboii Bomopox, (C1-Ca)amkun, rano(Ci-
Co)ankun, O-(Ci-Ca)ankun, O-(Ci1-Cs)ranoankun, (Ci-Cs)ankunamuno, aMuno(C1-Ca)ankun, F,
Cl, Br, I, CN, -CH2CN, NHa, rugpokcun, OC(O)CFs, -OCH2Ph, -NHCO-(C1-Cs)anxun, COOH,
-C(O)Ph, C(O)O~(C1-Cs)ankun, C(O)H, -C(O)NH2 wnu NO2; u

n paBHO 1-4, win ero (apMaLeBTUUECKH MPUEMIIEMOH COJM, THIpATa, MOIuMopda Hiu
u30Mepa.

JlaHHOe N300peTeHne TaKk)Ke OXBATBIBAET CIIOCOOBI JICUSHHUsT KOPOHABUPYCHOM MH(EKLINN
y cyObekTa, HYXTAIOIIErocss B 3TOM, IyTeM BBENEHHs YKa3aHHOMY CYOBEKTy COCTaBa,

CoIiepIKalIero TepamneBTHuecku 3 GeKTHBHOE KOU4ecTBO coenunenus @opmysr VII(a):
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OMe
@)
\ OMe
HN Y N OMe
HN Rs
/
(R4)n

NH VII(b)

rie Ry u Rs HesaBucumo mpencraBisitor coboit Bomopox, (C1-Ca)amkun, ramno(Ci-
Ca)anxun, O-(C1-Ca)ankun, O-(Ci-Cs)ranoankun, (Ci-Cs)ankunamuno, amuno(Ci1-Cs)ankun, F,
Cl, Br, I, CN, -CH2CN, NHa, rugpokcun, OC(O)CFs, -OCH2Ph, -NHCO-(C1-Cs)ankwmn, COOH,
-C(O)Ph, C(O)O~(C1-Cs)ankun, C(O)H, -C(O)NH2 wnu NO2; u

n paBHO 1-4, wum ero apMaLeBTUUECKH NMPUEMIIEMON COJH, THApaTa, ToiuMopda miu
H30Mepa.

JlaHHOe n300peTeHne TaKk)ke OXBATBIBAET CIIOCOOBI JIEUeHHUsI KOPOHABUPYCHOH HH(peKINH
y cyObekTa, HyXXJAIOIIEerocs B 3TOM, IyTeM BBEIEHHs YKa3aHHOMY CYOBEKTy COCTaBa,

cozeprkaliero TepaneBTHyecku 3¢ dekTuBHOe KonudecTBo coenqunHerns @opmyisl VII(c):

OMe
0)
\ OMe
HN_ N OMe
Z Rs

rie Ry u Rs HesaBucumo mpencraBiusiror coboit Bomopox, (C1-Ca)amkwn, rano(Ci-
Ca)anxun, O-(C1-Ca)ankun, O-(Ci-Cq)ranoankun, (Ci-Cs)ankunamuno, amuno(Ci1-Cs)ankun, F,
Cl, Br, I, CN, -CH2CN, NHa, rugpokcun, OC(O)CFs, -OCH2Ph, -NHCO-(C1-Cs)ankwmn, COOH,
-C(O)Ph, C(O)O~(C1-Cs)ankun, C(O)H, -C(O)NH2 wnu NO2; u

n paBHO 1-4, mnm ero (apMaLeBTUUECKH NPUEMIIEMON COJIH, THApAaTa, ImojuMopda miu
usomepa. Ilpumeps coenunenuit @opmynsl XI(e) BKIFOYAOT, MOMUMO Tpouero, 2-(1/4-unnon-

3-un)-1H-umunazon-4-umn)(3,4,5-rpumerokcudenun)meradoH (17ya).
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JlaHHO€e N300peTeHne TaKk)Ke OXBATBIBAET CIIOCOOBI JIEUeHHUsI KOPOHABUPYCHON MH(EKINU
y cyObekTa, HyXXTAIOIIErocs B 3TOM, IyTeM BBEIEHHs YKa3aHHOMY CYOBEKTy COCTaBa,

coieprKamiero repaneBTuuecku 3¢hGeKTHBHOE KOJIUYECTBO coenuHeHust @opmyiel 17ya:

OMe
O
\ OMe
HN_ N OMe
7
HN

(17ya).
JlanHOE M300peTeHne TaKKe OXBAThIBAET CIIOCOOBI JISUSHUsI KOPOHABUPYCHON WH(EKIUU
y cyObekTa, HYXTAIOIIErocs B 3TOM, IyTeM BBEIEHHs YKa3aHHOMY CYOBEKTy COCTaBa,
comepskamero TepaneBTHUeCKH 3(dexTuBHOE KOMM4ecTBO coenuHeHuss Dopmynsr VI B
cnenytoei Tabmune 1B:
Tabnuma 1B
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CoeauHeHue CrpykTypa
2 7
== N /
S AN
8
NN
H3C\
0
0
RS At
0 S?/;N 0—CHs
HO
|0%¢
H3
N
10 M T o /®,o}
|
N\%
0
0 :
F
Sa=N
11

HaC
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Crpyktypa

CoeauHenue

12

13

14

16
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CoeauHexue Crpyktypa
F F
0
F
17 N F F
H4C
\O 0 Cl
0 >—/
0

18 —

19




33

Coenunnexue Crpykrypa
H3C\ 0
0
0 ~ 0
20 0
SOA 0—CH4
0
N
S =N
21
NN
0
F
22

g
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CoeanHeHue CrpykTypa
HaC
0 0 F
0 >—éF
0 F
23 —
N O—CH3
[
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NN
24
0
F
0
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0
25 =
N 0—/
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CoeavHeHue CrpykTypa
0
~ N
=N e
26 0
N
HoN
\
0
= O
0
27 SN 0—
0
28
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CoepuHenue

CrpykTypa

29

30

32
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CoeauHeHue CrpykTypa
OH
0
OH
33 S P OH
H5C
\
0
0
OH
34 ==
SN 0—CHs
H3C—O
aAVad
H4C
0 0
35 \
a8
H C/
30 0—CHy
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CoepnHenune CrpykTypa
40
41
F
42 N /©/
N

Br : N

43 0=




39

CoeaunHeHue
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CoeanHeHue

CTpyKTypa
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CoeanHeHue

CrpykTypa

51
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0
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H
N

]

H 0
HCO
H4CO  OCH,
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JlaHHOE N300peTEeHNe TAKXKE OXBATBHIBAET CIIOCOOBI JIEUEHHsI KOPOHABUPYCHON HH(PEKITNN
y CyOBekTa, Hy>KHAIOINErocss B 3TOM, IIyTeM BBEIEHHs YKa3aHHOMy CyOBEKTy COCTaBa,

cozeprKalero repanesruuecku ddexrruHoe KoandecTBo coenunerns @opmyner X11I:

V4
(R4)n N
7 | (Rl)m
Rs NH N
(XIII)
e

Z npencrasisier codoii O;

R u Ry HezaBucumo npeacrasisitot codoit Bogopon, (C1-Ca)amkmn, rano(Ci-Ca)ankun, O-
(Ci1-Co)anxun, O-(C1-Cs)ranoankun, (Ci-Cs)ankunamuno, amuno(Ci-Cs)ankun, F, CI, Br, I, CN, -
CH2CN, NHa, runpokcui, OC(O)CF3, -OCH2Ph, -NHCO-(C1-Ca)ankun, COOH, -C(O)Ph, C(O)O-
(C1-Co)anxun, C(O)H, -C(O)NH: umu NOz;

R; u Rs weszaBucumo npeacrasisitor codoit Bogopon, (C1-Ca)amkmn, rano(Ci-Ca)anxun, O-
(C1-Co)anxun, O-(Ci-Cs)ranoankun, (Ci-Cs)ankunamuno, amuno(Ci-Cs)ankun, F, Cl, Br, I, CN, -
CH2CN, NHa, runpokcun, OC(O)CF3, -OCH2Ph, -NHCO-(Ci1-Ca)ankun, COOH, -C(O)Ph, C(O)O-
(C1-Co)anxun, C(O)H, -C(O)NHz wu NOz;

m peacTaBisieT coOoM 1esoe 4uco ot 1 1o 4; u

N MpeacTaBisieT CoOOH Lesioe Yucio ot 1 1o 4;

WM ero (hapMaLeBTHUECKH MIPUEMIIEMOIT COJTH, THpaTa, ToIuMopda 1in u3oMepa.

JlaHHOe M300peTeHne Tak)Ke OXBATHIBAET CIIOCOOBI JIEYEHHS] KOPOHABUPYCHOM MH(EKIIUH ¥
cyOBbeKTa, HYKIAIOLIErocs: B 3TOM, IIyTeM BBEAEHHS YKa3aHHOMY CyOBEKTY COCTaBa, COIEPIKAILEro

TepaneBTHYeCKU 3P PEKTUBHOE KOINIECTBO coennHenust @opmyiel XIV:

O

(Ry)n N 7
7 AR
Rs NH

(XIV)
rae Ri u Ry He3aBucumo npencrassitor codoit Bopopoxn, (C1-Ca)amkun, rano(Ci-Ca)ankm,

O-(C1-Ca)amkun, O-(C1-Ca)ranoankmn, (C1-Ca)anxkunamuno, amuHo(Ci-Ca)ankun, F, Cl, Br, I, CN,
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-CH2CN, NH:, rugpokcun, OC(O)CFs, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph,
C(0O)O-(Ci-Ca)ankun, C(O)H, -C(O)NH2 wu NOz;

R: u Rs HeszaBucumo npeacrasisitor codoit Bogopon, (C1-Ca)amkmn, rano(Ci-Ca)ankwmn, O-
(Ci1-Co)anxun, O-(Ci-Cs)ranoankun, (Ci-Cs)ankunamuno, amuno(Ci-Ca)ankun, F, Cl, Br, I, CN, -
CH2CN, NH», runpokcmin, OC(O)CFs, -OCH2Ph, -NHCO-ankun, COOH, -C(O)Ph, C(O)O-(Ci-
Cy)anxun, C(O)H, -C(O)NHz i NO2;

m MPeaCTaBIsieT COOOH 1esioe yucio ot 1 1o 4, u

N MpencTaBisieT CoOOH Lesoe Yucio ot 1 1o 4;

WIH ero (papMaleBTHIESCKH TPUEMIIEMOH COJY, THApATa, MoauMopda miu nusomepa.

Heorpannuusaronie npumepsl coeauHeHuil Gopmysiel XIV BBIOHpAOT U3 CIEAYIOMINX
areHTOB: (2-penmn-1H-umunazon-4-un)(3,4,5-TpuMeToKCU( EHIIT)METAHOH (12aa), (4-
dropdennn)(2-penmn- 1 H-numunazon-4-mn)meranon  (12af), (2-(4-propdennn)- 1 H-umunazon-4-
un)(3,4,5-rpumerokcudenmn)meranor (12ba), (2-(4-merokcudennn)-1H-umunazon-4-un)(3 ,4,5-
Tpumerokcudpenmn)meranon  (12ca),  (4-¢propdenmn)(2-(4-merokcudennn)- 1 H-nmunazon-4-
wi)metaHoH (12c¢b), (2-(p-tomun)-1H-umunazon-4-un)(3,4,5-tpumerokcudenmn)meradon (12da),
(4-¢pTopdennn)(2-(p-tonun)-1 H-nmunazon-4 -MJI)METaHOH (12db), (4-runpoxcn-3,5-
mumetokcupernn)(2-(p-romun)-1 H-umunazon-4-mn)meranon  (12de),  (2-(4-xnopdenun)-1H-
nmunazon-4-un)(3,4,5-rpumeroxkcudenmn)meradon  (12fa),  (2-(4-xnopdenun)- 1 H-nmunazon-4-
un)(4-proppernn)meranon  (12fb),  (2-(4-xnopdennn)-1H-numunazon-4-un)(4-rugpokcu-3,5-

mumerokcupennm)meranon  (12fc),  (2-(4-(aumerunamuno)bennn)- 1 H-umunazon-4-un)(3,4,5-

TpuMeTokcudpenmwn)meranon  (12ga); (2-(4-(mumeTunamuno)pernn)- 1 H-nmunazon-4-ui)(4-
bropdeHnT)MeTaHOH (12gb), (2-(3,4-mumeroxcudennn)- 1 H-umunazon-4-mn)(3,4,5-
TPUMETOKCU(EHIIT)METAHOH (12ha), (2-(4-(6enzunokcu )henn)- 1 H-umunazon-4-u)(4-
¢dropdeHnT)MeTaHOH (12jb), (2-(4-6pomdenn)-1 H-umunazon-4-un)(3,4,5-

Tpumerokcudpenmwn)meranon  (12la),  (2-(4-(rpudropmernn)penin)-1H-umunazon-4-uwn)(3,4,5-
TpUMeTOKCU(eHT)MeTaHoH (12pa).

JlaHHOe M300peTeHne TaKKe OXBATHIBAET CIIOCOOBI JICUEHHUs] KOPOHABUPYCHOM MH(DEKINH y
cyOBeKTa, Hy>KIAIOLIErocs B 3TOM, IIyTeM BBEACHHS YKa3aHHOMY CyOBEKTy COCTaBa, COAEPIKALIEro

TepaneBTHIeCKU 3P PEeKTUBHOE KONMNIecTBO coennHeHust @opmyist XIVa:

O

(R4)n N
7 | (Rl )m
N

R
> I R,
Ro



44

(XIVa)

rae Ry u Ry He3aBucumo npencrassitor codoit Bopopox, (C1-Ca)amkmn, rano(Ci-Ca)ankm,
O-(C1-Ca)amkun, O-(C1-Ca)ranoankun, (C1-Ca)anxkunamuno, amuao(Ci-Ca)ankun, F, Cl, Br, I, CN,
-CH2CN, NHa, rugpokcun, OC(O)CF3, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph,
C(0)O-(Ci-Cs)ankun, C(O)H, -C(O)NH2 unun NOz;

R; u Rs He3zaBucumo npenctasisitoT coboit Bomopon, (C1-Ca)ankwn, rano(Ci-Cs)ankmi, O-
(Ci1-Co)anxun, O-(C1-Cs)rajoankun, (C1-Cs)ankunamuno, amuno(Ci1-Cs)ankun, F, CI, Br, I, CN, -
CH2CN, NHa, runpokcun, OC(O)CF3, -OCH2Ph, -NHCO-(C1-Ca)ankun, COOH, -C(O)Ph, C(O)O-
(C1-Cq)anxun, C(O)H, -C(O)NHz umm NOz;

Ry nipencrassier codoii H, nmunelinbii uin pasBeTsieHHbIN, ankwi, apui, CH2Ph, Gensu,
rajoreHasikw1, amMuHOATKWIL,OCH2Ph, SOz-apun, -(C=0)-apun wimu OH, HeoOs3aTenbHO
3aMEINEeHHbI 0 MEHbIIEH Mepe OJHUM W3 CJICAYIOIIUX 3JIEMEHTOB. BOIOPOI, THIPOKCHIL,
amudarmyecknii C1 - CloyrmieBomoponq ¢ TPsIMOM MUK PA3BETBIEHHOW LEMbIO, AJKOKCH,
TaJIOAJIKOKCH, apHIIOKCH, HUTpPO, tuanHo, ankmwi-CN, rajoren (Hanpumep, F, Cl, Br, I), ramoanxmu,
muranorerankwi, TpurajoreHankwi, COOH, C(O)Ph, C(O)-ankun, C(O)O-anxwi, C(O)H,
C(O)NH2z, -OC(O)CF3, OCH2Ph, aMuHO, aMUHOQJIKILI, AJIKIJIAMHHO, ME3WIAMHHO, THAKHUIAMUHO,
apmnamuHo, amuno, NHC(O)-anmkun, MOYeBHMHA, aJKHJIMOUYEBHHA, AIKWIAMHIO (HAampumep,
aleTaMun), TaJoreHaJKuIamMuao, apwiamuno, apuin u Cs-C; OUKIOANKWI, apuIalKWl U HUX
KOMOHHAIIUU U3 HUX;

m peAcTaBisieT coOoi 1esoe 4ucyo ot 1 1o 4, u

N MpeACTaBIsieT cOOOH Leoe Yucio ot 1 1o 4,

WK ero (hapMaLeBTHYECKH TPUEMIIEMOI COJTH, THApaTa, moauMopda mwiu usomepa.

Heorpanuuusaronie npumMepbl coenuaeHuin popmyisl XIVa BeIOMpAIOT U3 CIEAYOMINX
areHToB. (4-propdennn)(2-pennn-1-(pernncynpdonmn)-1H-ummunazon-4-wimeranon (11af), (4-
dropdenmn)(2-(4-metoxcudenmn)- 1-(bpermncynbdonmn)- 1 H-ummunazon-4-wi)meranos (11cb), (4-
dropdenmn)(1-(benmncyabdonmn)-2-(n-Tomwn)- 1 H-umunazon-4-un)meranon  (11db), (2-(4 -
xnopdenmn)-1-(benmcynpdonmn)- 1 H-umunazon-4-un)(4-proppenmm)merason  (11fb),  (2-(4-
(mameTrnamuno)ermnn)- 1-(gernncynshonnn)- | H-umunazon-4-nn)(3,4,5-
TpumeTokcudpenmn)meranon  (11ga), (2-(4-(mumermnamuno)denmn)-1-(benmncynpdonmn)-1H-
nmunazon-4-un)(4-proppenmn)meranon (11gb), (2-(3,4-numeroxcudennn)-1-(henuncynbponmn)-
1H-nmunazon-4-un)(3,4,5-rpumerokcudenn)meranon  (11ha),  (2-(4-(Gensmnokcu)denmn)-1-
(benmncynedonmn)-1H-umunazon-4-mn)(4-gropdennn)MeTanon (11jb), (2-(4-
(mameTnnamuHO ) ernn)- 1-((4-merokcnudernn)cynbponmnn)- | H-nmunazon-4-wmm)(4-
dropdenmn)meraHoH (12gba), (1-6en3mn-2-(p-romun)-1 H-umunaszon-4-un)(3,4,5-

TPUMETOKCHU(EHUT)METAHOH (12daa), (1-metun-2-(p-romun)-1 H-umunazon-4-un)(3,4,5-
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TPUMETOKCU(EHII)METAHOH (12dab), (4-proppennn)(2-(4-merokcudennn)-1-merun-1H-
umunazof-4-mwi)meraHoH (12cba).

JaHHOe M300peTeHne TakXKe OXBATHIBAET CIIOCOOBI JIEUEHUs] KOPOHABUPYCHOW MH(pEKLNH y
cyOBeKTa, Hy>KIAIOIIErocs: B 3TOM, IyTeM BBENIEHUS YKa3aHHOMY CyOBEKTY COCTaBa, COEPIKALIETO

TeparneBTHYecky 3(pdexTrBHOE KommuecTBo coenuHenus Popmy sl XV

0]
(R4)n N OCH3
7|
Rs NH OCHj

OCHj;

(XV)

rie R4 u Rs HesaBucumo mnpencraBisitor coboit Bomopox, (C1-Cs)amkmn, rano(Ci-
Ca)anxun, O-(C1-Ca)anxmn, O-(C1-Ca)ramoankun, (Ci-Ca)ankunamuno, amuHo(C1-Ca)ankmn, F, Cl,
Br, I, CN, -CH2CN, NHa, runpokcun, OC(O)CF3, -OCH2Ph, -NHCO-(C1-Cs)ankun, COOH, -
C(O)Ph, C(O)O-(C1-Ca)ankun, C(O)H, -C(O)NH2 nmm NO2; n

n paBHO 1-4, wmn ero apmareBTHUECKH NMPUEMIIEMON COJM, THaparta, rnojuMopda wimm
u3oMepa.

Heorpannuusaromue npumepsl coequaeHuil Gopmysbl XV BBIOUPAIOT U3 CIIEAYIOLINX
areHTOoB: (2-penun-1H-nmunazon-4-un)(3,4,5-rpumerokcudenmn)meranon  (12aa), (2-(4-
dropdenmn)-1H-umunazon-4-un)(3,4,5 ~TPUMETOKCU(EHIIT)METAHOH (12ba), (2-(4-
metokcudenmn)- 1 H-umunazon-4-un)(3,4,5-rpumetokcudenmn)meradon (12c¢a), (2-(p-tommn)-1H-
umunazon-4-un)(3,4,5-tpumerokcudenmn)meradon  (12da), (3,4,5-tpumerokcudenmn)(2-(3,4,5-
TpuMeTokcudennn)-1 H-umunazon-4-un) wmeraHon (12ea), (2-(4-xnopdenun)-1H-nmunazon-4-
wn)(3,4,5-rpumerokcudpenmwn)meranon  (12fa),  (2-(4-(mumerunamuno)denmn)- 1 H-umunazon-4-
wi)(3,4,5-TpuMeToKC U EHIIT)METAHOH (12ga), (2-(3,4-mumetokcudenmn)- 1 H-umunazon-4-
un)(3,4,5-rpumerokcudpenmn)meranon  (12ha),  (2-(2-(tpudropmermn)denun)- 1 H-umunazon-4-
uin)(3,4,5-TpumMeTokcup eHIIT)METAHOH (12ia), (2-(4-(6en3unokcn)denmn)- 1 H-umunazon-4-
un)(3,4,5-rpumerokcudenmn)meranon  (12ja), (2-(4-rugpoxcudennn)-1H-nmunazon-4-un)(3,4,5-
TPUMETOKCU(EHIIT)METAHOH (12ka), (2-(4-6pomdpennn)-1 H-umunazon-4-un)(3,4,5-
Tpumerokcudpenmn)meranon (12la), n (2-(4-(tpudropmernm)penmn)-1H-nmunazon-4-un)(3,4,5-
TpuMeToKcH(eHm)MeTaHoH (12pa).

JlaHHOe M300peTeHne TaKkKe OXBATHIBAET CIIOCOOBI JICUEHUs] KOPOHABUPYCHOW MH(EKINH y
cyOBeKTa, Hy>KIAIOIIErocs B 3TOM, IyTeM BBEIIEHUS YKa3aHHOMY CyOBEKTY COCTaBa, CONEpPIKAIIEro

TepaneBTHIeCKU 3P PEeKTUBHOE KONMNUeCTBO coennHenust @opmynel XVI:
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O
(R N
&
Rs NH R,
(XVI)

rie R» u Rs HesaBucumo mnpencraBisitor coboit Bomopox, (C1-Cs)amkmn, rano(Ci-
Ca)anxun, O-(C1-Cs)ankun, O-(C1-Cs)ramoankun, (Ci1-Cs)ankunamuno, amuao(C1-Cs)ankun, F, Cl,
Br, I, CN, -CH2CN, NHa, rumpokcun, OC(O)CF3, -OCH2Ph, -NHCO-(C1-Cs)ankun, COOH, -
C(O)Ph, C(O)O-(C1-Ca)anxun, C(O)H, -C(O)NH2 wnu NOz;

R; npencrassier codoii [, Br, Cl v F; u

n paBHO 1-4, wm ero ¢apMaueBTHYSCKH MPUEMIIEMOH CONHM, TUApaTta, monuMopda wim
u3omepa.

Heorpannuusarome npumeps! coenrHeHUH (Gopmyibl XVI BHIOHparOT U3 CIEOYOLINX
areHToB. (4-propdpennn)(2-pernn-1H-umunazon-4-un)meradon (12af), (4-propdenwm)(2-(4-
merokcupenmn)- 1 H-umunason-4-mn)meradon (12¢b), (4-propdhenmn)(2-(p-rommn)-1H-umunazon-
4-um)metanon (12db), 4-propdennn)(2-(3,4,5-rpumeroxcudennn)-1H-nMnunazon-4-mimMeTaHOH
(12eb), (2-(4-xnopdenun)-1 H-numunazon-4-un)(4-groppennn)MeTaHoH (12fb), (2-(4-
(mameTunamuno)ernn)- 1 H-umunaszon-4-un)(4-propdeHmn)MeraHoH (12gb), (2-(4-
(6ensmnokcu)penmn)- 1 H-nmunazon-4-un) (4-bpropdenmn)meranon (12jb).

JlaHHOE M300peTeHNe TaKKe OXBATHIBAET CIIOCOOB! JICUEHUsI KOPOHABUPYCHOW HH(PEKLIUH Y
cyOBeKTa, HY>KIAIOIIErocs: B 3TOM, IyTe€M BBEJICHUSI YKA3aHHOMY CyOBEeKTy COCTaBa, COAEPIKAIIEro

TepaneBTHYeCKU 3PPeKTUBHOE KONMnuecTBO coenuHenust @opmyisl X VI

O

N
AT T
NH

R;

(XVII)

rae Ry mpencraensier coboit H, O-(Ci-Ca)anxun, I, Br, Cl, F, (Ci-Cs)ankun, rano(Ci-
Ca)anxmn, amuHO(C1-Ca)ankxun, OCH2Ph, OH, CN, NOz, -NHCO-(C1-Cs)ankxun, COOH, C(O)O-
(C1-Ca)ankun unmu C(O)H;

rae Ry u R; HesaBucumo mpencrasinstor cobot H, O-anxun, I, Br, Cl, F, (C1-Cs)anxmn,
rajio(Ci-Cs)ankmn, amuHo(C1-Ca)ankmn, OCH2Ph, OH, CN, NO2, -NHCO-(C1-Cs)anxun, COOH,
C(O)O-(Ci-Ca)ankun umu C(O)H; u
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m paBHO 1-4, wim ero gapMaleBTUUECKH NPUEMJIEMOI CONK, TUApaTa, nojauMopda uim
u30Mepa.

Heorpannuusaronie npumepsl coenuaeHnin popmyisl XVII BEIONparOT U3 CIeqyOImX
areHToB: (2-(4-propdenun)-1H-umunazon-4-un)(3,4,5-rpumerokcudenmnmeradon (12ba), (2-(4-
metokcudenmn)- 1 H-umunazon-4-mm)(3 ,4,5-TpUMeTOKCU(EHIIT)METAHOH (12ca), (4-
dropdpenmn)(2-(4-metokcudenn)- 1 H-umunazomn-4-un)MeTaHOH (12¢b), (2-(p-Tomun)-1H-
umunaszon-4-un)(3,4,5-tpumerokcudenmn)meranon  (12da),  (4-dpropdennn)(2-(p-roman)-1H-
umuaason-4-mwimeranoH (12db), (4-rugpokcu-3,5-mumeroxcudennn )(2-(p-romwn)- 1 H-umunazon -
4-ummetanon (12dc), (2-(4-xnopdenmn)-1H-ummnazon-4-mn)(3,4,5-TpumMeToKCU(EHNIT)METAHOH
(12fa), (2-(4-xnopdenun)- 1H-umunazon-4-un)(4-proppenmn)meranon (121b), (2-(4-xnopdennn)-
IH-umunazon-4-un)(3,4,5-rpuruppokcudenmn)meranon  (13fa), (2-(4-(numernnamuno)denun)-
IH-umunazon-4-mn)(3,4,5-rpumerokcudernn)meranod (12ga), (2-(4-(aumernnamuno)bermn)-1H-
umunaszon- 4-un)(4-proppermn)meranon (12gb), (2-(4-(6ensunokcn)dennn)-1H-umunazon-4-
un)(4-proppernm)meranon  (12jb), (2-(4- ruppokcudenmn)-1H-umunazon-4-mn)(3,4,5-
TPUMETOKCU(EHNI)METAHOH (12ka), (2-(4-6pomdpenun)- 1 H-umunazon-4-mn)(3,4,5-
Tpumerokcudenmn) )meranon (12la), (2-(4-(tpudropmernn)dennn)-1H-umunazon-4-mn)(3,4,5-
TpuMeToKcu(peHmn)MeTaHoH (12pa).

JlaHHOe N300peTeHNe TaKKe OXBATHIBAET CIIOCOOBI JICUEHNUSI KOPOHABUPYCHON MH(EKINH ¥
cyOBeKTa, Hy KIAIOIErocs: B 3TOM, ITyTEM BBEIEHHs YKa3aHHOMY CyOBEKTY COCTaBa, COIEPIKALIErO

TepaneBTHYeCKu 3(dekTuBHOe KonuuecTBo coeauHeHust Popmynel XVII, npencraBneHHON

CTPyKTYypoii popmysl 12fb:
0O
HN™ N
=N
F
Cl (12fb).

JlaHHOE N300peTeHNe TaKKe OXBATHIBAET CIIOCOOBI JICUEHHS] KOPOHABUPY CHOW MH(EKLINH Y
cyOBeKTa, HyKJAIOLIErocs: B 3TOM, IyTeM BBEJIHHUsI YKA3aHHOMY CyOBEKTy COCTaBa, COAEPIKAIIEro

TepaneBTHYeCKH 3¢ dekTnBHOe KonnuecTBo coeanHeHust Popmyner XVII, npencraBneHHON

cTpyKTypoii popmysl 12¢cb:
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HN™ X
=N

HsCO (12¢b).

HeorpannunBaromye nprMepbl COSAWHEHHWH BBIOMPAIOT W3 CJENYIOIINX areHToB:. (4-
metokcudenmn)(2-permn-1 H-umunazon-1-un)meranon  (12aba),  (2-dpenun-1H-umunason-1-
wn)(3,4,5-tpumerokcudenmn)meranon  (12aaa), 2-denmn-1-(penmncynbhonnn)-1H-umunazon
(10a), 2-(4-aurpodenun)-1-(penmncynsponmn)-1H-umunazon (10x), 2-(4-(6enzmnokcu)peHm)-
1-(dhenmncy npdonmn)-1 H-umunazon (10j).

JlaHHOE N300peTeHNe TaKKe OXBATHIBAET CIIOCOOBI JICUEHHST KOPOHABUPY CHOW MH(EKLINH Y
cyOBeKTa, Hy KIAFOIIErocs: B 3TOM, ITyTEM BBEIEHHS YKa3aHHOMY CyOBEKTY COCTaBa, CONEpPIKAIIero

TepaneBTdecku 3 pexTrBHOE KOMUUecTBO coenuHeruss Dopmy bl XIX:

0)
(R4)n N
)< -
Rs N RS

|
\%

(R7)q

(XIX)

rae

W npencrasisier coboit C=0, C=S, SO, S=0,

Ry, R4 1 R7 He3aBucuMo npenctapisroT codoii Bogopon, (C1-Ca)ankwn, rano(Ci-Cs)amku,
O-(C1-Ca)ankun, O-(C1-Cq)ranoankun, (C1-Cs)ankunamuno, amuro(C1-Ca)anxun, F, Cl, Br, I, CN,
-CH2CN, NH, rugpokcui, OC(O)CFs, -OCHzPh, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph,
C(0O)O-(Ci-Ca)ankun, C(O)H, -C(O)NH2 nnu NOz;

R, Rs u Rg HeszaBucumo npenctapisitoT codoit Bogopoxn, (C1-Ca)ankwn, rano(Ci-Ca)amkm,
O-(C1-Ca)ankun, O-(Ci-Cq)ranoankun, (Ci1-Cs)ankunamuno, amuro(C1-Ca)ankun, F, Cl, Br, I, CN,
-CH2CN, NHz, rugpokcun, OC(O)CFs, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph,
C(O)O-(Ci-Ca)ankun, C(O)H, -C(O)NH2 mwu NOz;

m pasHO 1-4;
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n paBHO 1-4; u

q paBHO 1-4;

WK ero (hapMaLeBTHYECKH TPUEMIIEMOH COJY, THApaTa, moauMopda mim nzomepa.

Heorpannuusarouue npumepsl coearHeHuii ¢popmynbl  XIX BBIOHMPAIOT U3 CIEAYIOLINX
areHTOB: (2-(4-(mumeTrnamuno)permn)- 1-((4-metokcudp enun)cynbhonmn)- | H-umunazon-4-
wn)(3,4,5-rpumerokcudpenmn)meranon  (11gaa);  (2-(4-6Gpomdenin)-1-(dpenmncynbdonmn)-1H-
umunaszon-4-un)(3,4,5-rpumeroxcudenmn)meranon (11la), (4-¢propdenmn)(2-(4-mertokcudenun)-
1-(dbenmncy npdonmn)-1 H-umunaszon-4-ui)MeTaHOH (11cb), (2-(4-xnopdenun)-1-
(benmncynsdonmn)-1H-umunazon-4-un)(4-proppenmn)meranon  (11fb),  (4-propdennn)(2-
bennn-1-(peruncy nbponmn)-1H -MMUAA30J1-4-1JT)METAHOH (11af), (4-propdenrn)(1-
(benmncynudonm)-2-(p-Tommn)- | -umMuaaszon-4-ui)MeTaHOH (11db), (2-(4 -
(mameTrnamuno)permnn)- 1-(gernncyaphonrnn)- | H-umunazon-4-un)(3,4,5-
Tpumerokcudpenmn)meranon  (11ga),  (2-(4-(mumermnamuno)dpennn)-1-(henmncynsponmn)-1H-
uMuaason-4-un)(4-propheHna)MeTaHOH (11gb), (2-(3,4-mumerokcudenmn)-1-
(penmncynpdonmn)-1H-umunazon-4-mn)(3,4,5-rpumerokcupeHIIT) METAHOH (11ha), (2-(4-
(6ensunokcn)dennn)-1-(henmncy nedonmn)- 1 H-nmunazon-4-un)(4-propdpenun)veranon  (11jb),
(2-(4-(numetnnamuno)penun)- 1 -((4-meroxkcudenun)cynponnn)-1 1jb-umunazon-4-nn)(4-
¢roppermn)meranon (12gba).

JlaHHOe N300peTeHNe TaKKE OXBATHIBAET CIIOCOOBI JICUSHNUSI KOPOHABUPY CHON MH(EKINH Y
cyOBeKTa, Hy KIAIOIIErocs: B 3TOM, ITyTEM BBEIEHHs YKa3aHHOMY CyOBEKTY COCTaBa, CONEpKaIlero

TepaneBTHYeCKH 3(pQPeKTUBHOE KOmM4ecTBO coeauHenus @opmynbl XIX, mnpexncraBieHHON

CTPYKTypoii popmyuel 11cb:

(11chb).
JlaHHO€e M300peTeHNE TaKKe OXBATHIBAET CIIOCOOBI JICUEHHsT KOPOHABUPY CHOM HH(PEKLINN Y
cyOBbeKTa, Hy KIAIIErocs: B TOM, [TyTEM BBEAEHHUS YKA3aHHOMY CyOBEKTY COCTaBa, CONEPIKAIIErO

TepaneBTHYeCKH 3(dexTuBHOE KommdecTBO coenuHenust Popmynsl XIX, mnpencraBieHHON

cTpykTypoii popmysl 11fb:
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(11fb).
JlaHHOe HM300peTeHHe TaKKe OXBAThIBAET CIOCOOBI JICUSHUS KOPOHABHPYCHOM
UHQPEKINH Y CyOBeKTa, HyKIAOIIErocss B 3TOM, MyTeM BBENEHHsI YKA3aHHOMY CyOBEKTY

COCTaBa, COAEPIKAINEr0 TepameBTUUECKH S((EKTHBHOE KOJIUYECTBO COCTUHEHHS

Dopmy el XX:
O
N OMe
NH OMe
OMe
(XX)
rae

R4 HezaBucumo mnpencrasisier codoit Bonopon, (C1-Ca)ankmn, rano(Ci-Ca)ankun, O-(Ci-
Ca)anxmn, O-(Ci-Ca)ranoankun, (Ci-Cs)ankunamuno, amuHo(Ci-Ca)ankun, F, Cl, Br, I, CN, -
CH2CN, NH», rugpokcun, OC(O)CF3, -OCH:Ph, -NHCO-(Ci-Cs)anxmn, COOH, -C(O)Ph,
C(0)O-(C1-Ca)anxun, C(O)H, -C(O)NH2 unu NO2; unu unu ero GpapManeBTUIECKH PHEMIIEMOI
couny, ruapara, nonuMopda uim usomepa.

HeorpanuuuBaronie npumMepsl coenuaeHnid Gpopmysbl XX BBIOHPAIOT M3 CIEAYOLINX
areHtoB.  (2-penmn-1H-umunazon-4-un)(3,4,5-tpumerokcudenmn)meranon  (12aa),  (2-(4-
¢dropdenmn)-1 H-umunazon-4-un)(3,4,5 -TPUMETOKCU(EHUIT)METAHOH (12ba), (2-(4-
metokcudennn)- 1 H-nmunazon-4-mn)(3,4,5-rpumerokcudenmn)meradon (12c¢a), (2-(p-roman)-1H-
umunazon-4-un)(3,4,5-rpumerokcudenun)merason  (12da), (2-(4-xnopdenwnn)-1H-numunazon-4-
un)(3,4,5-rpumerokcudpenmmmeranon  (12fa),  (2-(4-(numernnamuno)pennn)- 1 H-umnnazon-4-
un)(3,4,5-rpumerokcudpenmn)meranon  (12ga),  (2-(2-(tpudropmernn)dennn)- 1 H-umunazon-4-
un)(3,4,5-rpumerokcudpernmn)meranor  (12ia), (2-(4-(6enzunokcn)penmn)- 1 H-umunazon-4-
un)(3,4,5-rpumerokcudpenmn)meranon (12ja), (2-(4-runpoxcudennn)-1H-nmunazon-4-un)(3,4,5-
TPUMETOKCU(EHII)METAHOH (12ka), (2-(4-6pompenmn)- 1 H-umunazon-4-mm)(3 ,4,5-
Tpumerokcudpenmn)meranon  (12la),  (2-(4-(tpudropmerun)dpenun)-1H-umunazon-4-mn)(3,4,5-

TpUMeTOKCH(EeHIT)MeTaHOH (12pa).
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JlaHHOE N300peTeHNe TaKkKe OXBATHIBAET CIIOCOOBI JICUEHNSI KOPOHABUPY CHON MH(EKINN Y
CyOBeKTa, HyKJAIOLIErocs: B 3TOM, IyTe€M BBEJICHUsI YKA3aHHOMY CyOBEKTy COCTaBa, COAEPIKALIEro
TepaneBTHYeCKd 3¢ ¢dexkTBHOE KonmuuecTBO coenuHeHus: Popmynbl XX, mpencTaBleHHON

CTpYKTYpoii popmysl 12da:
O

HN
=N

HsC (12da).

JlaHHOE N300peTeHNe TaKKe OXBATHIBAET CIIOCOOBI JIeUEHHUs] KOPOHABUPYCHOW MH(DEKIINH Y
cyOBeKTa, HyKJAIOIIErocs: B 3TOM, IyTe€M BBEJICHHUsI YKA3aHHOMY CyOBEKTy COCTaBa, COAEPIKAIIEro
TepaneBTHYeCKH 3 ¢dexkTrBHOE KomMuecTBO coeanHeHuss Popmynbl XX, mpencTaBleHHON

cTpyKTypoii popmysl 12fa:
O

HN
=N

Cl (12fa).
JlaHHOe M300peTeHNe TaKkXKe OXBAThIBAET CIIOCOOBI JIEUEHUs] KOPOHABUPYCHON MH(EKLUH y
cyOBeKTa, Hy»KIAIOEerocs: B TOM, IyTeM BBEIACHHUS YKA3aHHOMY CyOBEKTy COCTaBa, COEpPKaILero

TepaneBTHYeCKU d(PPEKTUBHOE KONMUIECTBO coenuHenust @opmy bl XXI:

o1

(Ry)m

(XXD

e

A mpexncraBisieT COOOH WHIONWI, HEOOs3aTeNbHO 3aMEINEHHbI MO MeHbLIeH Mepe
onauM 3 creayromux 31eMeHToB: (Ci-Ca)ankmn, rano(Ci-Cq)ankmn, O-(Ci1-Ca)ankun, O-(Ci-
Coranoankun, (Ci-Cs)ankmnamuno, amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHa,
ruapokcun, OC(O)CFs3, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph, C(O)O-(Ci-
Ca)ankun, C(O)H, -C(O)NH2 mmu NO2;
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Q npencrasisier codoii NH;

R; u R; HezaBucumo npeacrasisior codboit Bogopox, (C1-Ca)amkmn, rano(Ci-Cs)ankmn, O-
(Ci1-Co)anxun, O-(Ci1-Ca)ranoankun, (Ci1-Ca)anxunamuno, amuno(Ci-Cs)ankun, F, Cl, Br, I, CN, -
CH2CN, NH2, ruppokcun, OC(O)CFs, -OCH2Ph, -NHCO-(Ci-Cs)anxun, COOH, -C(O)Ph,
C(0)O-(Ci-Cs)anxun, C(O)H, -C(O)NH2 unmu NO2; u

m paBHO 1-4, win ero ¢gapMauneBTHYECKU MPUEMIIEMONH CONH, THApATa, MoJuMopda HiH
u3omepa.

B onmHOM BapuaHTe OCyIIECTBJIEHUsI criocoda A Komblo coenuHeHus: Gopmysr XXI
npencTaBisieT coO0i 3aMeIleHHbIH S-uHmomwi. B npyroM BapuaHTe OCYLIECTBJICHHS TAHHOTO
u300peTeHust 3ameHa npencrasisier codoit —(C=0)-apun. B apyrom BapuaHTe OCYIINECTBIEHUS
OaHHOTO wu300pereHust apun mpexacraBisier codoii 3,4,5-(OCHs3)-Ph. B nmpyrom Bapuante
OCYIIECTBIICHUs CIoco0a, A KoJbIIo coenuHerus popmy bl XXI npencrassier coOoii 3-UHIOIUI.
B npyrom BapmanTe ocymecTBieHHs crnocoba, A komblo coenuHeHust (opmyasr  XXI
npeacTaBisieT coboil S-uHmomun. B npyrom BapuaHTe OCYIIECTBJIEHHs CMOC00a, A KOJBLO
coenunenust ¢opmyiel XXI mpencrasnser coboit 2-unmonuwi. HeorpaHwmdwBaroique MpuMepb
coenuHeHni  popmynel  XXI  BBIOMPAOT M3 CNEAYIOIIUX  areHTOB: (5-(4-(3,4,5-
TpumeTokcudensomn)- 1 H-nmunazon-2-un)- | H-unpon-2-un)(3,4, 5-tpuMeTokcr eHIT )METaHOH
(15xaa); (1-(pernncynbponrnn)-2-(1-(pernncynshornn)-2-(3,4,5-rpumerokcudensomnn)- 1 -
uHAoN-5-1n)-1 H-umunazon-4-un)(3,4,5-tpumerokcudenun)meranon  (16xaa);, 2-(1H-unnon-3-
wn)-1H-nmunazon-4-un)(3,4,5-rpumerokcudenmn)meranon (17ya); (2-(1H-uanon-2-mn)ruaszon-4-
wn)(3,4,5-tpumerokcupenmnmeraon  (62a); wu  (2-(1H-unpon-S-unyrnason-4-un)(3,4,5-
TPUMETOKCU(EHII)METAHOH (66a).

B oco0eHHO mnpeanoyTHTENPHOM Croco0e JIeYeHUs] KOPOHABHPYCHOW HH(EKIMH IO
JaHHOMY HW300pETEeHHIO TMPHMEHSIETCS MO0 MEHbLIeH Mepe OAHO coenuHeHHe (Gopmysbl XX,
Bmovass  2-(1H-unpon-1-un)-1H-umunazon-4-un)(3,4,5-tpumerokcudenmn) wmeraHon, 2-(1H-
uHAON-2-1)- 1 H-umunazon-4-ui) (3,4, 5-TpuMeTOKCU(EHIIT )METAHOH, 2-(1H-uanon-3-un)-1H-

umunason-4-un)(3,4,5-rpumerokcudenun)verason (17ya); 2-(1H-unnon-4-wn)-1H-numunazon-4-

wn)(3,4,5-TprUMeTOKCHU(EHIIT)METAHOH; 2-(1H-wanon-5-un)-1H-umunazon-4-un)(3,4,5-
TPUMETOKCU(EHNIT)METAHOH,; 2-(1 H-unnon-6-un)-1H-umunazon-4-mn)(3,4,5-
TPUMETOKCU(EHNIT)METAHOH,; 30051 2-(1H-unnon-7-un)-1 H-umunazon-4-mn)(3,4,5-

TPUMETOKCU(EHNIT)METAHOH.
JlaHHOE M300peTeHHEe TaKKe OXBATHIBAET CIIOCOOBI JICUSHHUsI KOPOHABUPY CHOW HH(PEKLIUH Y
cyOBbeKTa, Hy KIAOIIErocs: B TOM, ITyTe€M BBEACHHUS YKAa3aHHOMY CyOBEKTy COCTaBa, COZIEpIKaIlero

TepaneBTHIeCKU 3P PeKTUBHOE KonnuecTBo coennHenust Popmyis XXa:
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N
/] R;
Roa

(R7)q

(XXIa)

rae

W npencrasisier codoit C=0, C=S, SOz i S=0,

A mnpencraBisier coboil MHAONMMI, HEOOs3aTENbHO 3aMEIeHHbIH M0 MeHbIIeH Mepe
onauM 3 creayromux 31eMeHToB. (Ci-Ca)ankmn, rano(Ci-Cq)ankmn, O-(Ci1-Ca)ankun, O-(Ci-
Co)ranoankmn, (Ci1-Cs)ankunamuno, amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHa,
ruapokcun, OC(O)CFs3, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph, C(O)O-(Ci-
Ca)ankun, C(O)H, -C(O)NH2 wmu NO2;

R, u R; HezaBucumo npexacrasisior codoit Bogopox, (C1-Ca)amkmn, rano(Ci-Cs)ankmn, O-
(Ci1-Co)anxun, O-(Ci1-Ca)ramoankun, (Ci1-Ca)anxunamuno, amuHo(Ci-Cs)ankun, F, Cl, Br, I, CN, -
CH2CN, NH2, ruppokcun, OC(O)CFs, -OCH2Ph, -NHCO-(Ci-Cs)anxun, COOH, -C(O)Ph,
C(0)O-(Ci1-Cs)ankun, C(O)H, -C(O)NH2 unu NOz;

R7 u Rg He3aBucumo npexnctaniisitoT coboii Bogpopox, (C1-Ca)ankun, rano(Ci-Ca)ankun, O-
(Ci1-Co)ankun, O-(C1-Ca)ramoankmn, (C1-Cq)anxunamuno, amuo(Ci1-Cs)ankun, F, Cl, Br, I, CN, -
CH2CN, NHz, ruppokcuwin, OC(O)CFs, -OCH:Ph, -NHCO-(Ci-Cs)anxun, COOH, -C(O)Ph,
C(0O)O-(C1-Ca)ankun, C(O)H, -C(O)NH2 wnu NOz;

m pasHO 1-4; u

q paBHO 1-4; wim ero ¢apMareBTHYECKU NMPUEMIIEMOH CONM, THaparta, mojuMmopda wuim
u3oMepa.

Heorpannuusaroye mpumeps! coenuHeHui Gopmynsl XXIa BeIOUPAIOT U3 CIENYIOLINX
areHTOoB: (1-(penuncy npponnn)-2-(1-(pennncy nshonnn)-2-(3,4,5-rpumerokcudensonn)- 1 H-
uHIOM-5-mn)- 1 H-nmupazon-4-un)(3,4, 5-TpumeTokcudeHm)MeTaHOH (16xaa), (1-
(penmncynsdonmn)-2-(1-(penmncynsdponmn)- 1 H-uanon-3-nn)- 1 H-umupazon-4-un)(3,4,5-
TpumeTokcudernmn)MeranoH (17yaa).

JlaHHOE M300peTeHNe TaKKe OXBATHIBAET CIIOCOOBI JICUSHHUsI KOPOHABUPY CHOM MH(PEKIIUH Y

CyOBeKTa, HyKJAIOIIErocsi B 3TOM, IyTe€M BBEJICHUsI YKA3aHHOMY CyOBEKTy COCTaBa, COAEPIKALIEro
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TepaneBTdecku 3 dexTrBHOE KOMmuecTBo coenunerns Oopmybr X XII:

0 OCH3
N OCH;
NH OCH;
(XXII)
rac

A mnpencraBiser coOOH WMHAONMMI, HEOOs3aTENPHO 3aMEINEHHBIH MO MeEHbIIeH Mepe
omuuM u3 creayromux 37eMeHToB. (Ci-Ca)ankmn, rano(Ci-Cs)ankun, O-(Ci1-Ca)ankun, O-(Ci-
Co)ranoankmn, (Ci1-Cs)ankunamuno, amuHo(C1-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, NHa,
ruapokcmn, OC(O)CFs3, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph, C(O)O-(Ci-
Ca)ankun, C(O)H, -C(O)NH2 wnu NO2;

WIH ero (papMaleBTHIECKH TPUEMIIEMOH COJY, THApATa, MoauMopda miu n3oMepa.

B omHOM BapmaHTe ocymiecTBiieHHs criocoba, A Konblo coenuHenus ¢opmynbl XXII
NPEACTABISIET COOOW 3aMEIIeHHBbIM S-MHAONMWI. B nmpyrom BapuaHTe OCYLIECTBJICHHS NAHHOTO
u3o0peTeHust 3ameHa mpencrasisier codoit —(C=0)-apun. B apyrom BapmaHTe OCYIIECTBICHUS
OaHHOTO wu300pereHust apwin mpeacrasisier codoii 3,4,5-(OCHs3)-Ph. B nmpyrom Bapuante
OCyILIEeCTBIICHUs1 criocoba, A kombLo coenuHeHus: ¢opmynsl XXII mpencrasisier coboit 3-
uHnom. Heorpannuunsaromue npumeps! coenrHeHni popmy el XXII BRIOHPArOT U3 CIEAYIOLINX
areHTOoB: (5-(4-(3,4,5-tpumetokcubensonn)- 1 H-umunazon-2-ui)- 1 H-uanon-2-un)(3,4,5-
Tpumerokcudpenmn)meranon  (15xaa); wu  (2-(1H-unpon-3-un)-1H-umunazon-4-mn)(3,4,5-
TpuMeToKCcU(peHm)MeTaHoH (17ya).

JlaHHOe N300peTeHne TaKKe OXBATHIBAET CIIOCOOBI JICUSHUS] KOPOHABUPYCHOW MH(EKIIIH Y
cyOBeKTa, Hy KIAFOIIErocs: B 3TOM, ITyTEM BBEIEHHS YKA3aHHOMY CyOBEKTY COCTaBa, CONEpPIKAIIEro
tepaneBTdecku  3(pdexTnBHOe KommuecTBO coenmHeHus Dopmynbel  XXI wim XX,

NPEICTaBIEHHON CTPYKTYpoii hopmyJibl 17ya:
o)

—

HN
OMe

OMe (17ya).
B onmHOM BapmanTe ocyuiecTBieHus crioco0a, R4 u Rs coemunennit popmyn XII-XVI

NPENCTAaBIAIOT cOoOOM aroMel Bopopona. Heorpanumumsarolye mpuUMepbl COeIUHEHUi (opMy
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XII-XVI, rone R4 u Rs mpencraBnsitoT coOOil aToMbl BOAOPOAA, BBIOMPAOT W3 CIEIYIOLIUX
areHTOB: (2-pennn-1H-nmunazon-4-un)(3,4,5-TpuMeTOKCH(EHIT)METAHOH (12aa); (4-
merokcupenmwn)(2-penmn-1H-umunazon-4-mwn)meranon (12ab); (3-meroxcudenmn)(2-pennn-1H-
umrnason-4-unmmeranon (12ac); (3,5-agumeroxkcudenmn )(2-penmn-1H-nmuna3on-4-mi)MeTaHOH
(12ad); (3,4-numerokcudenmn)(2-penmn- 1 H-umunazon-4-un)meranon (12ae); (4-propdennn)(2-
bennn-1 H-umunazon-4-ui)MeTaHOH (12af); (3-¢propdenmn)(2-penunn-1 H-umunazon-4-
un)metaHoH (12ag); (2-penun-1H-umunazon-4-un)(p-romui)meranon (12ah); u (2-penun-1H-
UMUAA30J-4-1n)(m-romn)MeTaHoH (12ai).

B omHOM BapuanTe ocyiuecTBieHus crocoda, P coenunenus ¢opmysl XII npencrasnser

(Rl )m
W

o o R
coboit H, a Q mpencrasnser coboit 2

. B nmpyrom BapuaHTe OCYyLIECTBJICHHUS
nanHoro u3oOperennss W mpencrasisier codoit C=0O. B papyrom BapuaHTe OCYIIECTBJICHUS
nanHoro wu3obperenust W  coemuHenusi ¢opmyasl XVIII mpencraemsier coboit  C=0.
Heorpannuusaromue npumeps! coenurenus popmyisl XVIIL, rne W npencrasnsier coboii C=0,
BeIOMpaOT U3 (4-metokcudpenmn)(2-pennn-1-H-umunason-1-un)meranona (12aba) u (2-¢pennn-
1H-nmunazon- 1-mm)(3,4,5-tpumerokcudenmn)meranona (12aaa).

B omHOM BapuaHTe OCyLIeCTBIEHHs CrOco0a, COSTUHEHHs 10 JAHHOMY H300pETEeHHIO
NPENCTABIAIOT co0OM umcTele (£)-usomepbl. B npyrom BapuaHTe OCYLIECTBIEHHs CIIOCO0a,
COCIMHEHUsI TI0 NaHHOMY H300PETeHHIO MPEACTABIIIOT cOOOH 4mcThie (Z)-u3oMeprl. B npyrom
BapHAHTE OCYLIECTBIICHHS CIOCO0a, COSMHEHUS TT0 TAHHOMY M300PETeHUIO MPEACTABIISIIOT COO0M
cmech (F) u (Z) m3omepoB. B 0JHOM M3 BapHaHTOB OCYLIECTBJEHHUS CIOCO0A, COSOUHEHHs TIO
JaHHOMY M300pETEeHHIO MPEACTABISIIOT co0oit wucthie (R)-m3omepbl. B npyrom BapuanTe
OCYLIECTBJICHHUS CIIOC00a, COENUHEHUsI 10 JAHHOMY H300pETeHHIO MPEACTABISIFOT COOOH YUCThIE
(S)-momeprl. B gpyrom BapuaHTe OCYIIECTBJCHHS CHOCO0a, COSNUHEHHUS IO JaHHOMY
H300pETEHHIO MIPEACTABIIIOT CO00i cMech (R) u (§) n3omMepos.

CoenuHeHMSI MO JaHHOMY HM300PETEHHIO MOTYT TaKKe IPUCYTCTBOBaTh B (hopme
paLeMUIecKOl CMeCH, CoIeprKalleli Mo CyIIeCTBY SKBUBAJIEHTHBIE KOJIMYECTBA CTEPEOH30MEPOB.
B npyrom BapuaHTe OCYLIECTBJEHHs, COEAMHEHHs MO JAHHOMY H300PETEHHIO MOTYT ObITh
NOJTyY€Hbl WM BBIIEJICHbI HHBIM O0OpPa3oM C TOMOLIBbIO HM3BECTHBIX MPOLEAYp C MOJYYEeHHEM
CTepeon30Mepa, MO CYLIECTBY CBOOOJHOTO OT €r0 COOTBETCTBYIOLIETO CTepeon3omepa (m.e. To
CYLIECTBY YHCTOrO). B KOHTEKCTE JAHHOTO TOKYMEHTa TEPMHUH KII0 CYIIECTBY YHCTbIID» OTHOCUTCSI
K CTEPEOU30OMEPY CO CTEMEHbI0 YUCTOTHI MO MeHblIeH Mepe okoiio 95% B ogHOM m3omepe. B
aIbTEPHATHBHOM BAPUAHTE YHCTOTA CTEPEOU30OMEPa MOJKET COCTABJISITh IO MEHbIIEH Mepe OKOJIO

98% 4ncTOTHI U OOJIee MPEATIOYTUTENBHO 110 MEHBIIE Mepe 0KOoJI0 99% YHCTOTHL
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CoenuHenusi Taxke MOryT ObIThb B (pOopMe ruapara, 4TO O3HAYAET, UTO COCAMHEHHE
JOTIOJIHUTENIBHO BKJIFOUAET CTEXHOMETPUYECKOE WIIM HECTEXHOMETPUUECKOE KOJIMYECTBO BOJBI
CBSI3aHHOH HEKOBAJIEHTHBIMHU MEKMOJIEKYJIAPHBIMU CHJIAMU.

JlaHHOe n300peTeHne BKIOYAeT «(papMaleBTUUECKH NpUEMIIEMBbIE COJI» COEIUHEHU],
NPUMEHSEMbIX B CIIOCO0E 10 JAHHOMY M300pPETeHHIO, KOTOPBIE MOTYT OBITh MOJTYYEHBI peakiyeit
COCMHEHUsI 10 HAaHHOMY M300peTeHHI0 C KHCJIOTOH MWiIM OcHOBaHMeM. OnpeneneHHble
COCTMHEHHs], B YaCTHOCTU T€, KOTOPbIE CONEPIKAT KUCIOTHBIE WM OCHOBHBIC TPYTIIbI, TaKKe
MOTYT OBbITh B (hOPME COJH, MPEATIOYTUTEIBHO (hapMaLIEBTHIESCKU MPUEMIIEMO coJi. B KOHTeKCcTe
JaHHOTO JOKYMEHTa TePMHUH «(PapMaLEBTUYECKH MPUEMIIEMasi COJIb» OTHOCHTCSI K TEM COJISIM,
KOTOpbIE COXPAHSIIOT OMONIOTHYECKYr0 3((EKTUBHOCTh U CBOWCTBA CBOOOIHBIX OCHOBAHMN WU
CBOOOIHBIX KUCJIOT, KOTOPBIE HE SIBIISFOTCS OMOJIOTMYECKH HITH HHBIM 00pa30M HEKeJaTeIbHBIMHL.
Comn oOpasyroTcsi € HEOPraHMYeCKMMH KHCIOTaMH, TaKUMH KaK COJITHas —KHCJIOTa,
OpOMHCTOBOIOPONIHAS KHCJIOTA, CEpHAsl KHCIIOTA, a30THAs KUCIOTa, (pocdopHast KUCIOTa U T.IL., U
OPraHWYECKHUMHU KHCIOTAaMH, TAKUMH KaK YKCYCHasl KHCJIOTa, MPOMMOHOBAsI KUCJIOTA, TIIMKOJIEBAs
KUCJIOTA, MUPOBUHOTPAJHAS KHCJIOTA, OKCHIJIOBAS KHCJIOTA, MAaJEMHOBAs KHCJIOTA, MAaJIOHOBAs
KUCJIOTA, SIHTApHAsl KHUCIOTa, (ymapoBas KHCJIOTAa, BUHHAS KHCIOTA, JIMMOHHAsl KHCJIOTA,
OeH30lfHas KHCJIOTA, KOpPWYHAs KHUCJIOTA, MHUHAAJNbHAS KHCJIOTA, METaHCYJb(OKUCIIOTA,
3TaHCYJIbPOKUCIIOTA, P-TOJyOJICYIb(OKNUCIOTA, CATULMIOBAs KUCIOTA, N-aUeTWILHUCTEHH U T.IL
Jlpyrue comu W3BECTHBI CIELMAIMCTaM B IaHHOW OOJACTH TEXHUKU M MOTYT OBITH JIETKO
aanTUPOBAHbI [ IPUMEHEHHUS B COOTBETCTBUH C ITaHHBIM M300pETEHHUEM.

Ipuronsbie (hapMaLeBTHYECKH PHEMIIEMbIE COJIM AMUHOB COEITUHEHUH, MPUMEHSIEMBIX B
criocobe AaHHOrO M300peTeHHs, MOIYT OBITh MOJYYEHbl M3 HEOPraHMYECKOH KHCIOTBI WM U3
OpraHUYECKOW KHUCJIOThL. B OIHOM BapuaHTe OCYLIECTBIICHUS TAHHOTO U300pETEeHHs MpUMepPaMu
HEOPraHMYECKUX COJIeH AaMHMHOB SIBJSIIOTCS  OMCysbdarel, Ooparbl, OpOMHIBI, XJIOPHIBL
oy Cy JIb(aThl, rUAPOOpPOMATHI, TUAPOXJIOPATHI, 2-TUAPOKCUITHIICY JTIb()OHATHI
(ruapokcusTaHCYyTIb(POHATEI), HOmATHI, HOAUIbI, M30TUOHATBI, HUTPATHI, IepCyibdartsl, Gocdarsl,
cynbdarsl, CyibpamaTsel, CyJIb(paHUIaThI, CYIbPOKUCIOTH (ATKWICYIb()OHATBI, APHIICYIBb(POHATEL,
raJIOTeH3aMEeIeHHbIE AJIKUIICYJIb(OHATHI, TAIOreH3aMEIeHHbIC apUIICYIb(POHATHI), CYJIb(POHATHI U
THOLIMAHATBL

ITpuMeprl OpraHUYECKHX COJIEH aMHUHOB BKJIOYAIOT, IOMHMO MPOYEro, aanpaTHIECKue,
LKJIoAU(aTHUECKHe, apOMaTHUYECKHe, apainpaTHIecKue, TeTepOLMKINYeCKre, KapOOHOBbIE U
CyNb(OHOBBIE KJIACCHI OPraHMYECKUX KHCJIOT, NPUMEPaMU KOTOPBIX SIBJSIFOTCSI aleTaThl,
APTUHMHBI, aCHapTaThl, acKopOaThl, aguNaThl, AHTPAHWIATBI, AJIBIEHATHI, AJKAHKAPOOKCHIIATHL,
3aMeIleHHbIe AJIKaHKapOOKCUIIATBI, aJbIMHATBI, OeH30JCyNb(poHaThl, OeH30aThl, OuCyIbhATHI,

Oytupatbl, OukapOoHaThl, OuTapTpaThl, IMTpPaThl, KamdopaTs,  kaMpopcyIbpOHATHL,
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LKJIOTEKCUIICY Tb(DaMaThl, [IMKJIOMIEHTAHIIPOIIHOHATHI, 1€TAThI KAJIbLHS, KAM3HJIAThI, KAPOOHATHI,
KJIaByJIAHATBI,  [IMHHAMAThI,  OUKApOOKCHJIATBHI,  TUIJIOKOHATBL,  JOACLMIICYJIL(POHATHIL,
IOUTHIPOXJIOPHUIBL, TeKAHOAThI, YHAHTYAThl, STAHCYJIb(OHATHI, SAETaThl, SAUCHIATHI, JCTONATHL
scunatel, Gpymapatsl, GopMuaThl, (PTOPHUILL, TAIAKTY POHATHI MITFOKOHATHI, TTyTaMaThl, TJIMKOJIATHI,
IJIIOKOpAT,  TJIFOKOTeNTAaHOAThl,  ruiepodocdarsl,  INIOLENTaThl,  [NIHKOJUTHAPCAHMIIATHIL
IJIyTapaThl, TEKCAHOMAT, TJyTaMar, TeNTAaHOThI, THAPOKCUMAJIEAThl, THIPOKCHKApPOOHOBbIE
KUCJIOTBI, TEKCHJIPE3OPLMHATBI, TUAPOKCHOEH30aThl, THAPOKCHHAPTOATHL, THAPO(TOpPATHI,
JIAKTaThl, JIAKTOOMOHATBI, JIAypaThl, MayaTbl, MajeaTbl, MeTwieHOnc(Oera-okcuHadroar),
MaJIOHATh, MAaHIENaThl, ME3WIAThl, METAHCYJIb(POHATBI, METHUIOPOMHIbL, METUITHUTPATHI,
METHJICY TIb()OHATBI, MOHOKAJIMEBBIE MAJIEAThI, CJIM3H, MOHOKapOOKCHUIIATBI, HAQTAIUHCY Ib(QOHATHIL,
2-HaranrHCYIb(GOHATHI, HUKOTHHATBHL, HUTPATHI, HAMCHIATHL, N-METHITJIFOKAMUHBI, OKCAJIaThI,
OKTaHOAThI, OJIeaThl, TMaMOAThl, (heHmIaneTarsl, (QeHuIOeH30aThl, MUBAJATHL, MPOIMMOHATHI,
¢dranmatel, (¢eHWnaneTar, TNEeKTUHAThl, (DEHWINMPONHOHATLI, TAJbMHUTAThl, AHTOTEHATHI,
TIOJIUTAJIAKTYPAThl, THUPYBAThI, XUHATHI, CAJHULMIATHL, CYKIUHATBHL, CTeapaThbl, CyJb()aHUIATHL,
cybarerarsl, TApTPAThL, TEOPUUINHALETATBI, P-TONYONCYIb(OHATHI (TO3UIIATHI), TPUPTOPALIETATHI,
TepedTaNaThl, TAHHATBI, TEOKJAThl, TPUTAJIOTE€HALICTATHI, TPHATHUOAMIbL, TPUKAPOOKCHIIATHI,
YHIIEKaHOATHI M BAJIEPAThL

[Tpumepsl HEOPraHMYECKUX COJIeH KapOOHOBBIX KHCJOT WM THIPOKCHJIOB MOTYT OBITH
BBIOpaHbl W3 AaMMOHWS, IIEJIOYHBIX METAJUIOB, BKJIIOYAs JIUTUH, HATPUH, Kajaud, Le3uH,
IIEIOYHO3EMEJIbHBIX METAJIJIOB, BKJIFOUAS KAJbLIUH, MarHui, aJlOMUHHUN, [IMHK, OapHii, XOJUHOB,
YEeTBEPTUYHBIX AMMOHUEBBIX COSTUHEHUIA.

[Tpumepsl OpraHMYECKHUX COJieH KapOOHOBBIX KHCJOT WM THIPOKCHIA MOTYT OBbITh
BBIOpaHbI U3 APTUHUHA, OPrAaHMYECKUX aMUHOB, BKJIIOYAs aqudaTrudeckue OpraHuYeCKUe aMUHbI,
ATUIMKIINYECKUE OPraHMYECKUE aMHUHBI, ApOMATUYECKUE OPraHMYECKIe aMUHbI, OEH3aTHHBI, TPET-
OyTunamunel, OeHTaMuHbI (N-OeH3WI(eHETHIAMUH), TUITUKJIOTEKCUJIAMHUHBI, TUMETUIAMUHBI,
IVDTAHOJIAMUHBIL, 3TAHOJAMUHBI, STWIEHAMAMUHBI, TUAPAOAMHUHBL, WMHUNA30JIbI, JIU3UHBI,
METUJIAMHUHBI, METJIAMUHBI, N-MeTun-D-riaroKaMuHbI, N,N’-nubeH3uI3 THIIEHAUAMHHBI,
HUKOTUHAMU/IBI, OPTAHUYECKHE aMUHBI, OPHUTHHBI, MUPUAWHBI, MMUKOJH, MUTNIEPA3UHbI, TIPOKAUH,
TpUC(TUAPOKCUMETHT)METHJIAMHUHBIL,  TPUITWIAMHUHBI,  TPUSTAHOJAMHUHBI,  TPUMETHJIAMHHBI,
TPOMETAMUHBI 1 MOYESBHHBI.

TunaabIe coJH BKJTFOYAIOT, TIOMHUMO MPOYETO, (TOPHCTOBOIOPOTHYIO,
XJIOPUCTOBOAOPOIHYI0, OpPOMHCTOBOIOPOIAHYIO, HOAMCTOBONOPOAHYIO, OOpHYIO, Aa30THYIO,
XJIOPHYIO, (OChHOpPHYIO, CEepHYI0, aleTaTHYI, LUTPATHYI), MaJieaTHYI, MAaJIATHYK WU
ME3HIATHYIO. [IpennouyrurenbHbIe COMH BKJIFOYAIOT (TOPHCTOBOAOPOIHYIO,

XJIOPUCTOBOAOPOAHYIO, OPOMHUCTOBOIOPOIHYO, HOAMCTOBONOPOIHYIO, ALETATHYIO, LIUTPATHYIO,
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MaJIeaTHyI0 I ME3WIATHYK  COJIH. bornee mpenmnmodTuTENbHBIE CONM  BKIFOUAOT
XJIOPUCTOBOZOPOHY IO, ALIETATHYIO HJIM MAJICATHYIO.

Comu moryT ObITh 0Opa3oBaHbl OOBIMHBIMHU CIIOCOOAMH, TAKUMH KaK B3aMMOIEHCTBUE
npoaykTa B ¢opMe CBOOOIHOrO OCHOBAHHUS WJIM CBOOOMHON KHCJOTHI C OJHHUM WJIM OOJBIINM
KOJIMYECTBOM 5KBHBAJIEHTOB COOTBETCTBYIOLIEH KHCIOTHI WM OCHOBAaHHs B PAacTBOpUTENE WU
cpene, B KOTOPBIX COJIb HEPACTBOPUMA, WJIM B PAaCTBOPUTENE, TAKOM KakK Kak BOJA, KOTOPYIO
YIAISIOT B BAKyyMe WM CYIIKOH BBIMOPaXKMBAaHHEM, WU MyTeM 3aMEHbl HOHOB CYINECTBYIOLICH
COJIM Ha IPYTOH MOH WM TIOAXOASIIY 0 HOHOOOMEHHYIO CMOTY.

CoenuHeHMs, TpUMEHsieMble B Croco0ax MO JaHHOMY  HM300peTeHuro, ObUTH
CHHTE3MPOBAHbBI C MOMOILIBI METONONOruy, onucaHHou B matentax CIIIA Ne 8 592 465; 8 822
513; 9 029 408; 9 334 242; 9 447 049; u 10 301 285, u nyOmukamuu CIITA Ne 2020/24270,
BKJIFOYEHHBIX B JAHHBIN JOKYMEHT MOCPEICTBOM CCBUIKU.

Dapmayeemuieckas KOMROIUUUA

CrocoObl 1O JaHHOMY H300pETEHHIO BKJIOYAIOT BBEIEHHE (papMarieBTUYECKON
KOMITO3ULIMH, BKIFOYAOMEH (papMalieBTUYECKH NMPUEMJIEMBbIHI HOCHTENb U 1O MEHbBILIEH Mepe
OJHO ONHCAaHHOE B JaHHOM JOKyMeHTe coenuHeHne. Kak mnpaBuio, ¢apmarieBTudecKast
KOMITO3ULIMSI MOKET BKJIFOYATh COEIUHEHNE WIH ero (papMaLeBTHUECKH MPUEMIIEMYIO COJIb H IO
MEHbLIeH Mepe OJHO (apMaleBTHYECKU MPHEMJIEMOE BCIIOMOIaTelbHOE BELIECTBO. TepMHUH
«(papmaneBTHYECKH TMPUEMJIEMOE BCIIOMOTaTEeNIbHOE BEIIECTBO» OTHOCUTCA K  JIOOBIM
NOAXONAIINM abIOBAHTAM, HOCHUTEJSIM, BCIIOMOTaTeNIbHBIM BELIECTBAM, apOMaTH3aTOpaM HIIN
CTabUIIM3aTOPaM U MOXKET MPUMEHATHCS B (hapMaLleBTHYECKHX MpenapaTax Kak B TBEPAOH, TaK U
B xkuakoi ¢popme. Taxue GOpMBI BKIIFOUAIOT, IIOMUMO MPOUEro, TabJIeTKH, KAICyJIbl, TOPOLIKH,
PacTBOPBIL, CYCIEH3UU WJIN MY JIbCHH.

KonunyecTBo coenuHeHMs, MPUMEHSEMOTO B CIIOCO0E, U CXeMa BBEICHUS IS JICUSHHSI
MaTOJIOTUYECKOTO COCTOSTHHSI 3aBUCHT OT MHOXeCTBa (DaKTOPOB, BKIIFOYAsi BO3PACT, BEC, MOJ,
COCTOsTHUE 370pOBbsi CyObekTa, Thm 3a00eBaHUs, TsHKeCTh 3a00JeBaHUs, CIOCO0 M 4acToTa
BBEJICHUS, a TAKXKE€ KOHKPETHOE MPUMEHsIeMOe CoenHeHne. Takum oOpa3oM, cxeMa BBEICHUS
MOYKET BapbHPOBATHCS B IIUPOKUX IMpPENeiax, HO €€ MOJKHO ONPENeIUTh PYTHHHO C ITOMOIIBIO
CTaHNIAPTHBIX CIIOCOOOB.

Kak npasuno, coctasel comepxar oT okono 0,01 1o oxono 99 mpoueHToB mo Becy Mo
MEHBIIEH Mepe OAHOIO COENUHEHUs MO BeCy, NMPEANOYTUTENbHO OT OK0oJIO 20 10 75 mpoLEeHTOB
AaKTUBHOTO COEOUHEHUs (COCOUHEHWH) BMeCT€ C aAbIOBAHTAMH, HOCHTEISIMH  H/WIIH
BCTIOMOTATEJIbHBIMU BEINEeCTBAMHU. XOTsI WHAMBUAYAJbHbIE MOTPEOHOCTH MOTYT Pa3jIn4aThCs,
OTpeieNIeHNe ONTHUMAJbHBIX JUANa30HOB 3()()EKTUBHBIX KOJHUYECTB KaKIAOrO KOMIIOHEHTA

HaxXxOoAUTCs B MpEAciaxX KOMIICTCHIHU CIICHUATIUCTOB B HaHHOﬁ 007aCTH TeXHUKH. THUIOBbIE
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CYTOUYHBIE J1O3bl BKJIKOYAIOT OT OKOJIO 2 MI 10 0k0j0 200 mr wiu ot okojo 1 Mr go okosio 100
MT, MIPEANOYTUTENbHBIE CYTOYHBIE TO3bI BKIIFOYAKOT OT OKOJIO 4 Mr 10 okoJsio 90 mr, a Haubonee
MIPEANIOYTUTENBHBIE J03bl BKJIOYAKT OT OKOJIO 4 Mr 1o okojo 80 mr coenuneHus. /[lpyrue
NPEANOYTUTENbHbIE O3Bl BKJIIOUAKOT IPOTUBOBUPYCHOE COEIUHEHUE B KOJINYECTBE OT OKOJO 4
1o okono 45 mMr win ot 9 mo okosno 18 mr. B anpTepHATMBHOM BapHaHTE MOXKET OBITH
NPUTOAHO#H 1032 OT 0koj10 0,01 1o 150 Mr/Kkr Maccel Teja, MPEaNnOYTHTEIBHO OT OKOJIO 1 MT 110
okosio 100 mr/kr maccel Tena u 0ojiee MPEANOYTUTENIbHO OT OKOJIO 2 10 50 MI/KT Macchl Tena.
CyTouHyI0 103y MOXXHO BBOJAUTBH OT OJHOH 11O UeThIpex 103 B cyTkU. C(Cxemy ledeHus IS
BBE/ICHUS] COCTMHEHUI IO JTAHHOMY M300PETeHHIO TAKKE MOXKET JIETKO OMpPEIeNIUTh CIEeLUATNUCT
B JaHHOH oOnactu TeXHUKH. TO €CTh 4YacTOTa BBEIACHHUS W BEJIMYHMHA JO3bI MOTYT OBITH
YCTAHOBJIEHBI MyTE€M PYTHHHOW ONTHMHU3ALMH, MPENNOYTHTEIBHO NMPU MHUHHUMH3ALUU JFOOBIX
noOOYHBIX 3 (HEeKTOB.

MoryT notpeboBaThcst OoJiee HU3KHE WM 0oJiee BBICOKHE A03bI, YeM YKa3aHHbIEC BBILIE.
KoHKpeTHbIE O3Bl U CXEMBbI JISYEHHUS [T JIFOOOro KOHKPETHOro cyObekTa OyayT 3aBUCETH OT
MHOXeCTBa (DaKTOPOB, BKJIIOYAs AKTUBHOCTh KOHKPETHOTO NPUMEHSIEMOIO COEIUHEHUS,
BO3PACT, MacCy Tena, o0Iee COCTOSIHHE 3A0POBbS, IOJI, TUETY, BPEMsl BBEIEHHs, CKOPOCThb
BBIBEZICHHS], KOMOWHAIIMIO JIEKAPCTBEHHBIX CPEACTB., TSKECTb U TeueHue 3aboieBaHus,
NaTOJOTMYECKOrO  COCTOSHMS MM CHUMIITOMOB, MPEIpaclOjOKEHHOCTh MalMeHTa K
3200JI€BaHMIO, TTATOJIOTUYECKOMY COCTOSIHHIO WJIM CUMIITOMAaM, a TaKkKe 3aKJIOUEHUs JISUallero
Bpauya.

[Ipu yaydmmeHUH COCTOSHHMSA CyObeKTa IpU HEOOXOAMMOCTH MOXeET ObITh BBeIeHa
NOAACPKUBAIOLIAS 1032 COCJUHEHUs, KOMIIO3MLUU WIM COCTaBa. Brocneactsuu no3a WiH
YacTOTa BBEACHHMS, WM U TO, U JPYTO€, MOTYT OBITh YMEHBLICHbI B 3aBUCUMOCTH OT CHMIITOMOB
10 YPOBHSI, IPH KOTOPOM COXPAHSIETCSI YJIyYIIEHHOE COCTOSIHUE, KOTIa CUMIITOMBI O0JIerdaroTCst
no skemaemoro ypoBHs. CyObekTam, OJHAKO, MOXKET MOTPeOOBaThCS WHTEPMHTTHUPYIOINEE
JIeYSHHEe Ha JOJITOCPOYHON OCHOBE MPH JIFOOOM PELIUANBE CUMIITOMOB 3a00JI€BaHUS.

CriocoObl MOTYT BKJIIOYATh «IOTOJIHUTENbHBIE TEPATIeBTHYECKHE AreHTbI», BKJIFOUAs,
NIOMHUMO TPOYETr0, UMMYHHYIO Tepanuio (Hanmpumep, UHTepPEpOH), TEPANeBTUIECKHE BAKLIMHBI,
aHTU(UOPOTHIECKHE areHThl, MPOTUBOBOCIAIUTENbHbBIC areHThl, TAKHE KaK KOPTUKOCTEPOUIBI
wn NSAID, OpoHXOOUIaTaTOphl, TAKUE KaK arOHUCTHI OeTa-2-aApeHOPEelenTOPOB U KCAHTHHBI
(Hampumep,  TEOPWUIMH),  MYKOJIMTHYECKHE  areHTbl, AHTUMYCKAPUHOBBIE  areHTBHI,
AHTUJIEWKOTPUEHB], HHTHOUTOPBI KIETOYHOH anre3mn (Hampumep, aHtaroHUcTsl ICAM),
AHTUOKCUIAHTBl (Hampumep, N-aleTWINHCTENH), aroHUCTbl LHUTOKHHOB, AaHTArOHUCTHI
LIUTOKMHOB, TOBEPXHOCTHO-aKTHBHbIE BEILIECTBA JIETKUX W/WIN MM TPOTUBOMUKPOOHBIE H

NPOTUBOBUPYCHbIE areHThl (Hampumep, pubaBupuH U amaHtuauH). CrnocoObl MO TaHHOMY
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M300PETEHNIO TAaKXKe MOJKHO ITPUMEHSITh B KOMOMHAIINH C 3aMECTUTENIbHON T€HHOH Tepanuei.

CriocoObl 10 JaHHOMY H300PETEHHI0 MOKHO IMPHUMEHSTh B KOMOWHAIIMM C JPYyTHMH
NPOTUBOBUPYCHBIMH TEPANEBTHUECKUMH CPEACTBAMU JJIS JIeueHUs! MH(peKuuu miu 3a00neBaHus,
aCCOLIMMPOBAHHOIO C KOPOHABUPYCHOW MH(peKIHen, Hanpumep, B KOMOUHUPOBAHHON Tepanuu.
IToaxonsiue NpOTUBOBUPYCHBIE Ar€HTHI, IPEIHA3HAYEHHBIE I IPUMEHEHUs] B KOMOMHALIUY C
METOJJAMHM IO JAHHOMY H300pETeHHI0, MOTYT BKJIOYATh HYKJICO3MIHbIE U HYyKJIEOTHIHBIE
uHruoutopel obparHoii TpaHckpunrasbl (NRTI), HeHykneo3umHble WHrHOUTOPBI OOpaTHOM
tpanckpunrasbl (NNRTI), nHrHOUTOpBI MpOTEa3bl U APYTrHe NPOTHBOBUPYCHBIE JIEKAPCTBEHHBIE
cpeactea. Ilpumepnr moxxomsimux NRTI Brirouaror 3upoBynuH (AZT), mupanosun (ddl);
sanpuutabun (ddC); craBynun (d4T), nmamusymaun (3TC), abakasup (1592U89); amedorup
munuBokcun [6uc(POM)-PMEA]; noGykasup (BMS-180194); BCH-10652; smutpunuradus [(-
)-FTC]; 6eta-L-FD4 (Taxxe Ha3piBaeMmbiii Oeta-L-D4C u HaspiBaemblii 6eta-L-2',3'-qukneokcu-
5-propuntunen), DAPD, ((-)-6era-D-2,6,-nmamuHonypuHauokconan), u joapenosud (FddA).
Tummunsie noaxonsmue NNRTI Brirouaror HeBupanus (BI-RG-587); nenasupanun (BHAP, U-
90152); adasupenty (DMP-266); PNU-142721; AG-1549; MKC-442 (1-(3trokcumernin)-5-(1-
MeTUdTIN)-0-(pennnmverin)-(2,4(14,3 H)-ntupumunuuanon), u (+)-kamanomnny A (NSC-
675451) nu B. TunuuHple nMoxxoasue HHrUOUTOPBI MpOTea3 BKIOYaT: caksuHaBup (Ro 31-
8959), puronasup (ABT-538); unnunasup (MK-639); nendunasup (AG-1343); ammpenasup
(141W94); nazunaBup (BMS-234475); DMP-450; BMS-2322623; ABT-378; u AG-1549.
Jlpyrue mpOTHBOBUPYCHBIE areHThl BKJIIOYAIOT THAPOKCUMOueBUHy, pubaBupul, IL-2, IL-12,
neHTady3un u cocras 1o npoekty Ne 11607 kommanun Yissum.

Jlpyrue npOTHBOBUPYCHBIE areHThl BKIIOYAIOT, IIOMHMO IPOYEero, HHIHOUTOPBI
HEeWpPaMHHUAA3bl, HHTHOUTOPBI TE€MArTJIOTHHUHA, TUAPOKCHXJIOPOXUH, Aa3UTPOMULIMH HJIH
JIEKaPCTBEHHBIE CPEICTBA, MOAYJIHPYIOIHE UMMYHHYIO CUCTEMY WJIH (DaKTOPBI KJIETOK-XO35€EB,
TaKue Kak JeKcaMeTa3oH. [IpuMepbl BKIIFOYAIOT, TOMUMO TpoUero, (GaBUMHPABUD, JIOTTHHABUD,
PUTOHABHUpP, PEMJIECUBHUP, HHTHOUTOPBI SIHYC-KMHA3bL, T'HUAPOKCUXJIOPOXHH, A3MTPOMHIIHH,
aMaHTA/INH, PUMAHTAINH, PUOABUPUH, MAOKCYPUINH, TPUDIYPHUIUH, BHAAPAaOWH, allKJIOBHP,
TaHIUKJIOBUD, (OCKApHET. 3HOOBYAMH, AMAAHO3WH, NEPaMHUBHpP, 3aIUUTaOWH, CTaBY/UH,
(baMIMKIOBHp, OCEIBTAMUBHD, 3aHAMUBHP W  BAJALHKJIOBHP. B omHOM BapuanTe
OCYIIECTBIIEHHUs] JAHHOTO M300PETeHMs] YKa3aHHBIH Crnoco0 IOTOJIHUTENBHO —BKIIOYAET
JOTIOJTHUTENBbHBIA TEPAaeBTUUECKUN Mpenapar, TAKOW Kak peMIECHBHP WK JeKcaMeTa3oH. B
OHOM BapHaHTE OCYLIECTBJIEHHs NAaHHOTO M300pETeHUs YKa3aHHBIH CIOCOO AOMOIHHUTEIBHO
BKJIFOYAET JOTIOJIHUTENbHBI TEparneBTUYEeCKUH Ipernapar, TakoW Kak Ka3sMpUBHUMAaO ILTIOC
uMmzeBuMad. B omHOM BapuaHTe OCYINECTBIEHUS AAHHOTO M300pETeHHs YKa3aHHbBIH CIOCo0

JOIIOJHUTCIIBHO  BKJIHOYACT HOHOHHHTeHbeIﬁ TepaHeBTI/ILIeCKI/Iﬁ npemnapar, TAKOM Kak
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OamnaHnBUMAO.

CriocoObl  NieueHus] KOPOHABUPYCHBIX HH(EKILMH MOTYT IOIMOJHHUTEIBHO BKIFOYATH
Apyrue TepaneBTHUeckue npenaparsl. Hampumep, yka3zaHHbIE CIIOCOOBI MOTYT BKJIIOYATh
BTOPOH NPOTHUBOBHPYCHBIM MpenapaTr, Takol Kak HHTHOUTOpP HEeWpaMMHUAA3bI, PEMIIECUBHP,
T'HAPOKCUXJIOPOXHMH,  a3UTPOMHMLMH  WJIM  MHTUOMTOpP  IeMarrIiOTHHUHA. Hpyrue
TepaleBTUUECKUE AreHTHI, BKIIOUEHHBIE B yKAa3aHHbIE CIOCOOBI, BKIFOUAIOT JIEKAPCTBEHHBIE
CPEACTBa, KOTOPbIE MOIYJHUPYIOT UMMYHHYIO CHCTEMY MM (DAKTOPBI KJIETKU-XO35MHA, TaKue
KaK JEeKCaMeTa3OH, KopTukoctepouabl, uHruourop IL-6, Takol Kak TOHHIU3YMal,
uarepdeponsr; uuruOuTop IL-1; min HHrHOUTOP KUHA3BL, TAKOH Kak OapuIUTUHUO. YKa3aHHbIE
CHOCO0Bl MOTYT JOMOJHHUTENBHO BKJOUATh TEPAIMI0 AHTUTEJIAMH, TAKyK Kak Iula3Ma
pexonBanecieHToB COVID-19 ¢ Bricokum tutpoMm, IVIG, Tepammuio MOHOKIOHAJIBHBIMU
AHTUTENIAaMH, TaKyI KaK Ka3MpPUBHMAaO IUIOC MMAeBHUMaO, OamiannBuMad wiu OamiaHuBUMab
IUTIOC 3TeceBUMad. VYka3zaHHBbIE CrIOCOOBI MOTYT JOTOJIHUTENBHO BKIIFOYATh TOLMIN3YMald TN
OapuuuTHHUO.  YKa3aHHBIE CHOCOOBI MOTYT JOMOJHUTENBHO BKJIOUYATh JIOTOJIHUTENBHYIO
Teparnuio, Takyl Kak ruiasma pekonBanecueHtos COVID-19 ¢ Beicokum tutpom, IVIG;
KasupuBuMad TurOC uMIeBuMad; OammaHuBMMaO; WM OaMIIaHMBHMAO IUIIOC 3TECeBUMAO.
VYkazaHHbIe CITIOCOOBI MOTYT BKJIFOUATh BTOPOH MPOTHBOBUPYCHBIN TEPANEBTHUECKUI Mpenapar,
KOTOpBIM TpencTaBisieT cOOOH MO MeHbIIeH Mepe OIWH U3 CleAyrowux: (asunupasup,
JIONMHABUD, PUTOHABUP, PEMIECUBHP, HWHTUOUTOPBHI SHYC-KHUHA3bl, T'MAPOKCUXJIOPOXHH,
a3UTPOMHLIMH, aMAHTAIUH, PUMAHTaANH, PHOABUPHH, UIOKCYPUANH, TpUGIypPUANH, BUAapaOuH,
ALMKJIOBUP, TaHLUUKIOBHP, (OCKAPHET. 3MIAOBYIUH, AWAAHO3HMH, INEPAMHUBHp, 3aJILUTAOUH,
CTaBYIUH, (aMUMKIOBHP, OCEIbTAMHUBHD, 3aHAMUBUP WJIN BAJALUKIOBUD. YKa3aHHbIE CIIOCOOBI
MOTYT BKJIFOUaTh BTOPO Mpemnapar, KOTOPbIA MPeACTaBIsieT COOON MO MEeHbIIEH Mepe ONUH W3
cnenyrommx: ButamMuH C wim D, nuHK, (aMOTUAMH, WBEPMEKTUH WJIM HMHTHOUTOP
anruorensuHnpespamaromero ¢epmenta (ACEI) wmu  areHT, CBS3bIBAOIUI  peLEnTop
anruotensuHa (ARB).

Teepable cTaHOApTHBIE JIEKAPCTBEHHBIE (POPMBI MOTYT OBITH OOBIMHOrO THMA. TBepras
dopmMa MOKET TpPEencCTaBiATH COOOH Kamcyily © T.OI, HampuMep Kamncyidy OOBIMHOTO
JKENIATUHOBOIO THIA, COAEPIKAIIyK COeAWHEHMs] U HocuTesnb. Hocurenu BKIIOYAIOT, OMUMO
NPOYEro, CMasbIBAIOLIUE areHThl U WHEPTHbIE HAMOJHUTENH, Takhe Kak KacTOpPOBOE Maclio U
nofo0HBIE MaTepHAalIbl, JIAKTO3Y, Caxapo3y WIM KyKypy3HbIid kpaxman. CocTaBel MOTYT OBITH
yKa3aHbl B TA0IMIAX ¢ OOBIYHBIMEI OCHOBaMHU ISl TA0JIETOK, TAKUMHU KaK JIAKTO3a, caxapo3a MU
KYKYPY3HBII Kpaxmas, B KOMOMHAILMM CO CBSI3YIOIIMMH areHTaMH, TaKUMH Kak apaBUICKas
KaMeZb, KYKYPY3HBbIM KpaxMaj WM S>KEJaTHH, pa3pbIXJIAIOIIUMU areHTamH, TaKUMH Kak

KYKYPY3HBIM Kpaxmal, KapToeapHbIi Kpaxmasa WJIN aJlbI’MHOBAs KUCJIOTA, U CMAa3bIBAIOLINM
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areHTOM, TAaKMM KaK CT€apUHOBAsl KUCJIOTA. WIH CTeapaT MarHusl.

Tabnerkn, xamcyisl M T.II. TaKKE€ MOTYT CONIEPKaTh CBS3YIOLIUI areHT, TaKOW Kak
TparakaHToBass KaMelb, AapaBUNCKas Kamedb, KyKypPy3HbIM Kpaxmajl WU JKEJaTuH,
BCIIOMOTaTeJIbHbIE BELIECTBA, TaKHe Kak AuKaibLuiipocdaT, pa3phrIXJIAIOUINN areHT, TaKOH Kak
KYKYPY3HBIH Kpaxmal, KapToQesbHbIil Kpaxmal, ajJbrHHOBas KHCJIOTa; CMa3bIBAIOIIUH areHT,
TAKOH Kak cTeapaT MarHus, M MOACIALIAIOIIMNA areHT, TaKOM KaK caxapo3a, JaKTo3a WU
caxapuH. Korna cranmapTHast iekapcTBeHHast (hopMa MpencTaBiisieT COOOM Karcyly, OHA MOXKET
cozlepkaTb, IMOMHUMO MaTepHuasia BBIIIEYKA3aHHOTO THUIA, SKUAKUM HOCUTENb, TAKOW Kak
PacCTUTENBHOE MACJIO.

CoenuHeHue 1Mo TaHHOMY HU300PETEHUI0 MOJKHO CMELINBATh MPH HU3KUX TeMIIEpaTypax,
KOMHATHOH TeMIIepaType WIHM MOBBILMICHHBIX TEMIEPATypax C KUAKUM HOCHUTENIEM, TAKUM Kak
KHPHOE MAaCJIO, KACTOPOBOE MACIIO HJIM APYroe MojoOHOe MAaciio, ISl U3rOTOBJIEHHs TabJeTOK,
KarcyJja U T.IL

Pasnuunble npyrue matepuanbl MOTYT NPUCYTCTBOBATb B Ka4€CTBE MOKPBITUNA WIH JUIS
mMoaudukanmuy Guzndeckoit Gopmbl eaHULIBI 10361, Hanprmep, Ta0i1eTkn MOTyT ObITh OKPBITHI
LIEJUTAKOM, CaxapoM WIIH U TeM, U ApyruM. CHpOI MOXKET coziepkKaTh, IOMUMO JIEHCTBYIOIIETO
BEILECTBA, CaXapo3y B KAUECTBE MMOJICIALIAIOIIET0 areHTa, METIII U MPONUJINApaOeHbl B KAUECTBE
KOHCEPBAHTOB, KpacuTelb M apOMaTU3aTOP, TAaKOW KaK BHINHEBbIM WJIH anebCUHOBbIN
apoMaTHU3aTop.

Jng  mepopalbHOrO — TEpaneBTUYECKOTO  BBEAEHUs COCTAB  MOXKET  BKJHOYATh
BCIIOMOTaTeJIbHbIE BEINECTBA U TPHUMEHATHCS B (opme TabNeTok, KarcyJs, 3JIUKCHPOB,
CYCIE€H3UMH, CUPONOB U T.N. Takue KOMINO3ULUU U Ipenaparsl JOJIKHBI COAEPKaTh IO MEHbLIEH
mepe 0,1% aktuBHoro coemuHeHus. IIponeHTHOE coaep)kaHHE COEAUHEHHs] B OTHUX
KOMITO3ULIHSIX, KOHEYHO, MOKET BAPbHPOBATHCS M OOBIYHO MOXKET COCTAaBJIATh OT OKOJO 2% 10
okoiio 60% oT macchl JgekapcTBeHHOH (Gopmbl. KonnyecTBO akKTHBHOTO COEIMHEHHsI B TAKUX
TEPANEeBTHYECKH TOJE3HBIX KOMITO3UIMAX TAaKOBO, YTO OyneT TMOoJMy4YeHa IOAXOISIas
I03UpoBKa. THIOBBIE KOMIIO3UIIUU COTJIACHO TaHHOMY H300pPETEHHIO FOTOBSIT TAKUM 00pasoM,
4YTO mepopajibHasl JieKapCTBeHHast (opMa Comep:kuT OT okoio 1 mo 100 Mr axkTUBHOTO
COEIMHEHMs], a MPEANOYTHUTENIbHbIE NEepOopanbHble KOMMIO3ULMU copepxkaT or 1 mo 50 mr
AKTUBHOT'O COEAVUHEHUS.

CoctaB MOXHO BBOIOUTH IEPOPATBHO, HANPUMEP, C WHEPTHBIM pa30aBUTENEM WIIH C
ACCUMWJIUPYEMBIM CBEIOOHBIM HOCHUTENIEM, HUJIH OH MOXET OBbITb 3aKJIOU€H B JKEJIATHHOBBIE
KarcyJbl ¢ TBEPIOH MM MATKOH OOOJIOUKOH, MIJIM OH MOXKET OBbITh CIIPECCOBAH B TAaOJETKH, MU
OH MOJKET OBITh HETMOCPEACTBEHHO BKJIIOYEH B PAIMOH IueThl. [IpenmnouTuTensHbIM COCTABOM

SIBJISIETCS] TIEPOPAJIbHBINA COCTAB.
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CDapMaI_IeBTI/I"IeCKI/I MNPpUEMIIEMBIC (1)OpMI:>I, rnoaxondaimue JJISL UHBECKIIUOHHOT'O
NPUMEHCHUS, BKIIKOYAKOT CTCPUJIBHBIE BOJHBIC PACTBOPBI WM AUCIEPCHU U CTCPHUJIbHBIC
NMOpPOLIKN AJisg JICKAPCTBCHHBIX (1)OpM HEMECOJICHHOI'O HpI/IéMa, CTEPUIIBHBIX HWHBECKIIMOHHbIX
pacTBOpoB wmiu auctepcuii. Bo Bcex cnyuasx ¢popma qoiKHA ObITh CTEPUIIBHON U JOJIKHA OBITH
JKUIKOHM IO TaKOHM CTENMeHH, YTO OHA JOJIKHA JIETKO BBIXOAWTH M3 wimpuia. OHa JOKHA OBITh
CTa0MJIbHOW B VYCJIOBHSIX TPOW3BOJACTBA U XPAHEHUS M JOJUKHA OBITh 3alIMIIeHa OT
3arpsI3HSIOIIETO AEUCTBHS MUKPOOPTaHU3MOB, TAKMX Kak Oakrepuu u rpubbl. Hocurenb MokeT
NPEICTaBJISITh COOOH pPaCcTBOPUTENh WM TUCIEPCHOHHYIO Cpeny, COAEpIKaIlylo, Harmpumep,
BONy, OTaHOJ, TOJHONA  (Hampumep, TIULEPUH, NPOMHJIEHTJIUKONb W KUIKHH
HOJ'II/IBTI/IJ'IGHF.HI/IKOJ'IB), HUX IOAXOOAIIUE CMECHU U PACTUTEIIbHBIC Macjia.

COGI[I/IHGHI/ISI NIn q)apMaL[eBTI/ILIeCKI/Ie KOMIIO3ULUH, TIPUMEHSACMBIC B CHOCO6€ I10
AaHHOMY I/1306peTeHI/I}O, MOKHO TakKXK€ BBOAUTH B 034X AJIA I/IH”beKLII/Iﬁ B BHUAC pacTBOpa WA
CYCHEH3MH 3THX MaTepuajoB B  (U3HOJOrMYECKH MpHEeMJIeMOM  pa3baBurene ¢
q)apMaL[eBTI/ILIeCKI/IM aAbIOBAHTOM, HOCUTECJICM HJIM BCIIOMOT'aTCJIbHBIM BCIICCTBOM. Takue
AJIBbOBAHTBI, HOCUTCIIU I/I/I/I.]'II/I BCIIOMOTaTCJIbHBIC BCHICCTBA BKJIKOYAKOT, NOMHUMO IMPOYEro,
CTepUJIbHBIE JKHIKOCTH, TaKHMe KaK BOAAa M Macha, ¢ nodaBieHueM win 0e3 noOaBieHHs
MOBEPXHOCTHO-aKTUBHOTO BEINECTBA U APYTruX (apMaueBTUUECKH U (PU3HOJIOTHIECKH
NPpUEMJIEMbIX KOMIIOHCHTOB. HpI/IMepaMI/I MaceJl ABJSAKOTCA Macia He(l)THHOFO, JKHBOTHOTIO,
PACTUTENBPHOIO MM CHHTETUYECKOTO NMPOUCXOKIAEHUs, HAIIPUMEp, apaxuCOBOE Macjo, COeBOE
MacJI0 WIM MHUHepaibHOe Macyio. Kak mpaBmiio, mpearnoYTUTEIbHBIMUA KUAKUMU HOCUTEISIMU
SBJSIIOTCSL  BOJA, (PM3HONIOTMYECKHH COJIEBOM pPacTBOpP, BOMAHBIA pPacTBOP JAEKCTPO3bI U
POANCTBEHHBIX  CaxapoB, a Takke T[JHUKOJIM, Takue Kak NPONIICHIVIMKOIb  WJIH
MOJTMATHJIEHTJIMKOJIb, OCOOCHHO Il PACTBOPOB 11 HHbEKLIUH.

CocTtaB Taxkke MOXKHO BBOAUTH TMAPCHTCPAJBHO. PaCTBOpr WK CYCIICH3HMU 3STHUX
COCTaBOB MOTYT OBbITb TPUTOTOBJIEHBI B BOJE, COOTBETCTBYIOIIMM OOpPa3OM CMEIIAHHOW C
MOBEPXHOCTHO-aKTHUBHBIM BEIECTBOM, TAKMM KaK THAPOKCUIPONWILEILIO03a. Jucnepcun
TAKXKE MOT'YyT 6bITb MNPUTOTOBJIEHBI B TTTUUEPUHE, KUAKHUX IMOJTUITUIICHTIIHUKOIIAX U UX CMECAX B
macnax. IlpumepamMu Mmacen SIBISIOTCS Macia HE(QTSHOrO, >KUBOTHOTO, PACTUTENBHOTO HIIH
CHHTETHYECKOTO TPOUCXOXKIEHHs, HAMpHUMep, apaxucoOBOE Macio, COEBOE Maclo WM
MUHEPAJIBbHOC MacCJIO. Kaxk NpaBuJIO, MPEANOYTUTCIIBHBIMU KUAKUMH HOCUTCIIIMU SABJIAFOTCS
BOJA, (PU3MOJIOTMUECKUI COJIEBOH pacTBOP, BOAHBIM PAcCTBOP MAEKCTPO3bl U POACTBEHHBIX
caxapoB, a TAK)K€ TIIMKOJIM, TAKHE KAaK MPOMMUJIEHIJIUKONb WIIH TOJIUATHIEHIIIUKOIb, OCOOEHHO
AJist pacTBOPOB AJIA I/IH"beKI_[I/IfI. B O6I:>ILIHI:>IX YCJIOBUAX XpaHCHUSA W HUCIOJb30BAHUSA OTHU
npenapaTsl COAEPIKAT KOHCEPBAHT, NMPEIOTBPAILAOIINI POCT MUKPOOPTAHU3MOB.

JUiss mpuMeHeHHsT B Ka4eCTBE a’3po30Jiell COCTaBbl MOTYT OBITh B PAaCTBOPE WJIU B BHUJIE
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CyCII€H31MHU, MOTYT 6I)ITI) YIIaKOBaHbI B a3p030J'IbeIfI KOHTefIHep moa AaBJICHHUEM BMECTE C
NOAXOAALINMU TIPONEJUICHTAMU, HAIPpUMEDP, YITICBOAOPOAHBIMU IMPONCIUICHTAMU, TAKMUMH Kak
MpoIaxH, 6YTaH 501051 I/I306YTaH, C O6I:>ILIHI:;IMI/I AABOBAHTAMMU. CocTaBbl TakXKe MOYKHO BBOOUTH B
dbopme Oe3 naBneHus1, HaIPUMep, B HeOyIalizepe WK PacIbUIUTEE.

IIpu BBe#meHHMH COCTaBOB B Crocobax MO JaHHOMY HM300PETEHHIO, COCTABbI MOKHO
BBOJIUTh CUCTEMHO WJIM TIOCJIEIOBATEIbHO. BBeneHne MOKHO OCYIIECTBISITh JJFOOBIM CIIOCOO0M,
5(p(EeKTUBHBIM JJIi JAOCTABKH COENMHEHWH Win (PapMaleBTUYeCKUX KOMITO3ULMHA K Odary
BUpycHOl nHpekuuu. [Ipumepsl cocoOOB BBEIEHUS BKJIOYAIOT, IOMUMO MPOUYEro, BBEICHUE
COEIMHEHUI WM KOMITO3UIIMIA TePOPabHO, MECTHO, YPECKOKHO, MapeHTEPAbHO, TMOIKOXKHO,
BHYTPUBEHHO, BHYTPHUMBILIEYHO, BHYTPHOPIOIINHHO, HMHTPAHA3aJbHO, BHYTPHUIIOJIOCTHO HJIH
BHYTPUITY3bIPHO, BHYTPUIJIA3HO, BHY TPUAPTEPHUAJIBHO, BHYTPUOYArOBO WU Iy TEM HAHECEHUS Ha

CTM3UCTBIE 0OOJIOYKH, TAKUE KaK CIM3UCThIE O0OJIOUKH HOCA, TopJia U OPOHXOB.

Buonozuueckasa akmusnocme

JlaHHOEe M300peTeHre HaNpaBJIeHO HAa CHOCOOBI JICUEHHUS KOPOHABUPYCHBIX WH(EKUUH U
NPOTHBOBUPYCHBIE COCTABBI C COSIUHEHMSIMU M COCTABAMH, ONMUCAHHbIMU Bblle. CoemuHEHHs U
UX COCTaBbl MPUMEHHMbI MPHU JICYCHHH BUPYCHBIX MH(PEKLMI MyTeM HApyLIeHUs MOJUMEpU3aLUH
mukpotpyOodek.  CoctaBbl MOTYT HEOOS3aTENbHO COAEPKaTh JOIOJHUTEIbHBIE AKTHBHBIE
VHTPEANUECHTBI, AKTHBHOCTb KOTOPBIX MNPUMEHHMMA JUIsl JICUeHUs] KOPOHABHPYCHBIX BHPYCHBIX
uHpeKuuii, nedeHns: MoOOYHBIX 3(P(EKTOB, ACCOIMUPOBAHHBIX C COSOUHEHUSIMU WM JI03aMH
KOHKPETHOT'O COCTaBa, W/HJIN 3aeP>KKHU WK TPOAJICHHS BHICBOOOXKIAECHHSI HHIPEANEHTOB.

B wactHOCTH, CrOCOOBI MO AAHHOMY H300PETEHHIO MOTYT IPUMEHATBHCS UL JICUSHUsI
uHQEKIMi, BBI3BAHHBIX BUPYCAMH, B TOM 4HCJIE BHpycamu cynepcemeiicrBa Coronaviridae.
Kpome Toro, crnocoObl Mo JaHOMY H300PETEHUI0 MOKHO TPUMEHSTH IS JICYEHUS UHQEKIH,
BBI3BAHHBIX BHUpycamH, BKmoyas, nomumo mnpouero, SARS, MERS-CoV u COVID-I19.
[TpeanoYTUTENTEHO ¢ TIOMOIIBIO CIIOCOOOB 10 TAHHOMY H300PETEHHIO JieYaT BUPYCHbIE HH(EKLIH,
Bb3BaHHBbIE SARS-CoV, MERS-CoV unmu COVID-19. bonee npeamnodtuTeNbHO ¢ MOMOIIBIO
CrIoco0OB IO JAHHOMY HM300pEeTeH IO JiedaT BUpyCHble HHpeKImH, Bei3BaHHble COVID-19 (SARS-
CoV-2).

CnocoObl MO MaHHOMY M300PETEHHIO MOXKHO TPUMEHSTh Ui JieueHHs WH(EKUuii,
Bb3BaHHBIX SARS-CoV, MERS-CoV wnu SARS-CoV-2, u, B uactoctH, ek SARS-CoV-
2. Crnocobbl o TaHHOMY M300PETEHNIO MOKHO MPUMEHSITH JUIS JIEUeHUsI CYyOBEKTOB ¢ MH(EKIen
SARS-CoV-2 c BBICOKUM pHUCKOM Pa3BUTHUS OCTPOTO PECNUPATOPHOIO JUCTPECC-CUHAPOMA
(ARDS) mnu tspxenoro octporo pecriparoproro cuuapoma (SARS). YV cyOpekra mokeT ObITH

uHpexkmmss SARS-CoV-2, nedeHune KOTOPOW CHUXKA€T CMEPTHOCTb. Hpyroii BapuaHT
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OCYLIECTBJICHUs] TaHHOTO HM300pETeHHs] OXBATBIBAET CIIOCOOBI, B KOTOPBIX JIEUEHHE CyOBEKTa C
uapexmmeii SARS-CoV-2 ¢ BBICOKUM PHUCKOM Pa3BUTHS OCTPOTO PECHUPATOPHOTO ITUCTPECC-
cuapoma (ARDS) wnmu Tskenoro octporo pecrmpatopHoro cuaapoma (SARS) cHmkaer
CMepTHOCTb. JIpyroil BapuaHT OCYIUECTBJIEHHUS JAHHOTO M300peTeHHs OXBaThIBAET CIIOCOOBI, B
KOTOpBIX JieueHHe cyObekra ¢ uHpekumein SARS-CoV-2 cHwkaer 3aboneBaemocts. [pyroii
BAPUAHT OCYINECTBJICHUS] JAHHOTO H300pETEeHHsI OXBATBHIBAET CHOCOOBL, B KOTOPBIX JIEYEHUE
cyorekra ¢ unpekpern SARS-CoV-2 ¢ BBICOKMM PHCKOM Pa3BHTHSI OCTPOTO PECTIUPATOPHOTO
nuctpecc-cunapoma (ARDS) wimu Tskenoro octporo pecnupatoproro cunapoma (SARS) caukaer
3aboneBaeMocTh. Jlpyroii BapuaHT OCYLIECTBICHUS TAHHOTO M300pETEeHNsT OXBATHIBAET CIIOCOOBI, B
KOTOpbIX JiedeHue cyOwvekta ¢ uHpekmmern SARS-CoV-2  yMeHbIIaer JbIXaTeNbHYFO
HEZOCTATOYHOCTh, KOJWYECTBO AHEH B OTAEICHHMM MHTCHCHUBHOW TEPaIuM, KOJIWYECTBO AHEH Ha
HCKYCCTBEHHON BEHTWISILIMHU JIETKUX WM yiy4maer 0amt no IlopsakoBoil mkane KIMHAYECKOro
ynyutienust BO3. Jlpyroii BapuaHT OCyIIECTBICHUS] JAHHOTO M300PETEHHUsT OXBATHIBAET CIIOCOOBI,
B KOTOpBIX JieueHne cyorekra ¢ napekiped SARS-CoV-2 ¢ BBICOKMM PHUCKOM Pa3BUTHSI OCTPOTO
pecrparopHoro auctpecc-cuaapoma (ARDS) uimn TS:Ke10ro ocTporo pecnupaTopHOro CHHAPOMA
(SARS) ymeHbIIaeT OBIXaTENbHYIO HEAOCTATOYHOCTh, KOJHMYECTBO JHEH B  OTHE/ICHHUH
MHTEHCUBHOH Tepanuy, KOJMYECTBO JHEH Ha MCKYyCCTBEHHOW BEHTIUIALIMH JIETKUX WIIH YJIy4lIaeT
6ann no IlopsiakoBol mkane kauHUYeckoro yayumenus BO3. [lpyroii BapuaHT OCyLIeCTBICHUS
TAHHOTO M300pEeTeHHsl OXBATBIBAET CIIOCOOBI, B KOTOPBIX JieueHHe cyObekTa ¢ nHpexuueinr SARS-
CoV-2 cHMXKaeT CMepTHOCTh WM IBIXaTEIbHYI0 HEAOCTATOYHOCTh y CyOBEeKTOB crapiie 60 Jer.
Jlpyrofi BapHaHT OCYLIECTBJIEHMS HAHHOTO H300PETEeHHs] OXBaThIBAET CHOCOOBI, B KOTOPBIX
nedeHue cyoObekta ¢ wuHpekuueit SARS-CoV-2 ¢ BBICOKUM pHCKOM pa3BUTHS OCTPOTrO
pecnipatopHoro auctpecc-curapoma (ARDS) win Tskenoro ocTporo pecnupaTopHOro CHHIPOMA
(SARS) cHmwKkaeT CMEPTHOCTb WIJTH ABIXATEJIbHYIO HENOCTATOYHOCTb Y CyOBekTOB crapiue 60 jer.
JIpyroil BapHaHT OCYIIECTBJICHHUS] JAHHOTO HM300pPETEeHHs OXBAaThIBAET CIIOCOOBL, B KOTOPBIX
neueHue cyoOwpekta ¢ wuHpekmmeil SARS-CoV-2 CHmKaeT CMEPTHOCTb WJIM JIbIXAaTENIbHYEO
HEZOCTATOYHOCTh TNPH TNPUMEHEHHMH KOMOWHAIMM C PEMACCHBUPOM HW/WIH IEKCAMETa30HOM.
Jlpyroil BapHaHT OCYIUNECTBICHHUS JAHHOTO HM300PETEeHMs OXBATHIBAET CIIOCOOBI, B KOTOPBIX
nedeHue cyoObekta ¢ wuHpekuuein SARS-CoV-2 ¢ BBICOKHM pHCKOM pasBUTHS OCTPOTO
pecniparopHoro aucrpecc-cuaapoma (ARDS) uinn Tskenoro ocTporo pecnupaTopHOro CHHAPOMA
(SARS) cHIKaeT CMEPTHOCTD WIIH JIBIXATENIbHYIO0 HEOCTATOYHOCTD MPHU MPUMEHEHUH KOMOMHAINN
C PEMIECHBUPOM W/HIJTH I€KCAMETA30HOM.

JlaHHOe M300peTeHne OXBATBhIBAET CHOCOOBI JIeUeHHs KOPOHABUPYCHBIX HH(EKUUH y
cyOBeKTa, HYXXTAIOLIErocs B 3TOM, BKIIOYAIOLINE BBEIEHHE YKA3aHHOMY CYyOBEKTy COCTaBa,

cogcprkamiero COCAUMHCHUEC, OIMUCAHHOC B HJaHHOM JOOKYMECHTC, WIIH €ro (1)apMaLleBTI/ILIeCKI/I
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NPUEMJIEMYIO COJIb, THAPAT, OIUMOP( UM H30MEP B TEPANeBTUUECKH 3((PEKTUBHOM KOJIMUYECTBE
IUIsl JledeHust KopoHaBUpycHOH uH(pexkunu. CrocoObl BKIIFOYAOT 1O MEHbIIEH Mepe OJHO U3
coequHenns 12db, coemmuenust 11cb, coemunenust 11fb, coemunenus 12da, coemmuuenus 12fa,
coenunenus 12fb, coenunenus 12cb, coequnenus 55, coenunenus 66a nnu coenuHenus 17ya. B
KOHKPETHOM Crioco0e, yKa3aHHbIH crioco0 BKIIOUYaeT coenuuenue 17ya.

B KOHTEKCTE MAaHHOTO TOKYMEHTa TEPMHH «CYOBEKT WIM HMALEHT» OTHOCUTCS K JI0OOMY
MALMEHTY -MJIEKOITUTAIOMIEMY, BKJIFOUYasi, MOMHMO MPOYero, Jroaed, APYrux MPUMATOB, CO0akK,
KOLIEK, JIOLIaAeH, KOPOB, OBEL, CBUHEW, KpPbIC, MbIIIEH W APYrux Ipbl3yHOB. B wacTHOCTH,
CyOBEKTOM SIBJISIETCS] YENIOBEK M B AJIbTEPHATUBHOM BAPHAHTE MOXKET OBbITh TOJBKO MY’KYHHA WA
TOJIBKO YKECHIIMHA.

IIpy BBeneHMM COEAMHEHUI M COCTaBOB, ONHCAHHBIX B JAHHOM JIOKYMEHTE, COCTaBbI
MOKHO BBOIOUTH CHCTEMHO WJIM HENOCPEICTBEHHO B KOHKPETHOE MECTO, TAE MPUCYTCTBYET
BUpyCHas MH(peKs. BBeneHne MOXKHO OCYILIECTBISITH JEOOBIM CIOCOOOM, 3(P(EKTUBHBIM ISt
JOCTaBKH COEAMHEHWH Wi (PapMaLeBTUYECKHX KOMIIO3MIMN K o4ary BHPYCHOH WH(pEKLuH.
CnocoObl  BBENEHMS BKJIOHYAIOT, I[OMHUMO IIPOYEro, MEePOPabHOE, MECTHOE, YPECKOXKHOE,
MApPEHTEePAJbHOE,  IOAKOXKHOE,  BHYTPUBEHHOE, BHYTPUMBIIIEYHOE,  BHYTPUOPIOIINHHOE,
MHTpPaHa3aJIbHOE BBEIEHHE, BHYTPUIIOJIOCTHOE WM BHYTPHUITY3bIPHOE OPOILIEHHE, BHYTPHUITIA3HOE,
BHY TPHApTEpUAIIbHOE, BHYTPHOYAroBOe BBEACHHE WJIM HAHECEHHE Ha CIMBHCTYIO obomouky. K
CIIM3UCTBIM 00O0JIOYKaM OTHOCSITCS, IOMHUMO TPOYEro, T€, KOTOPBIE JIOKAJTH30BaHbI B HOCY, TOpJie
wnmn Oponxax. IIpeAmnodTHTeNBHO COCTaB BBOIAT MepopanbHO  BBeneHue Moker ObITH
OIHOBPEMEHHbIM ~ WJIM  [OCJIEAOBATENbHBIM € JIONOJHUTENbHBIMUA  IPOTUBOBUPYCHBIMU
COCMUHEHUsIMH WM TIperapaTaMu WIH JICYCHHEM, NPUMEHSIeMbIM ISl YCTPAHEHHUs] MOOOYHBIX
3¢ EKTOB, ACCOLMUPOBAHHBIX ¢ COSAMHEHUSIMU HITH JO3AMH.

Jleuenue COVID-19 coenunennem 17ya  wMeNno 3HAYUTEJIbHbIE OHMOJIOTHUECKUE
NPENMYLIECTBA IO CPABHEHHUIO C JieueHreM mianedo. Hanpumep, mo menblieii mepe ot okoo 30%
1o okojio 100% mnanueHToB, MOJYYaBIINX JIeYeHUE coeanHeHreM |7ya, OCTaBaluCh JKUBBI Oe3
IBIXaTebHONH HENOCTATOYHOCTH (TIEPBUYHBIA KPUTEPUH OLIEHKH) 1O CPABHEHHUIO C TMAlMEHTaMH,
NOJIYYaBIINMHU «IUIane00» (CyIIeCTBYIOUINH CTAaHAAPT JICUSHUS — PEMIESCHUBHP, IEKCAMETa30H,
ia3Ma PEeKOHBAJIECIEHTOB U T. 1.). Hampumep, coenuHenue 17ya CHUKAJIO JOJIFO TMALUEHTOB,
yMmepunx B Tedenue 60 nHel mocie Havana nedenus, ¢ 30% (6/20) B rpynmne mianedo go 5% (1/19)
MoCJie JieueHus1 coenuHeHneMm 17ya. B rpynme, nony4aBlied coenuHeHue 17ya, CHIKEHUE
CMEPTHOCTU COCTaBJsuI0 OKoJo 82%. CremoBaTrenbHO, OKUAAETCS, YTO JIUEHHE COEAMHEHUEM
17ya cHusut cMepTHOCTE Ha oKkosio 30-100% B rpynmne, nonydasliell JieueHHe, IO CPABHEHUIO C
rpymnmnoi, nonydasiuel rianedo. Bo Bpemst uccienosanms, yactota Hed((HEKTUBHOCTH JICUSHHS

(ompenensieMast Kak CMEPTb WM JbIXaTellbHAs HEAOCTATOYHOCTb) cocTaBuia 35% B rpymme
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wianebo, B TO BpeMsl Kak 4acTora He3(pPEeKTUBHOCTH JIEUeHUs] YMEHbIIINCH 10 15,8% B rpymre,
nojyuaBslied coenuHeHue 17ya mocne 15 pgneli jedenus.  CHIDKEHUE 3TOro IoOKasarelss
YJIy4IIAJIOCh MO Mepe MPOAOJDKEHHUs JIEUEHUs], MPH 3TOM 4acTtoTa Hed(p(EKTUBHOCTH JICUEHHs
coctaisia or okono 30% B rpymme, nony4aswed miane6o, 1o 10,5% B rpymnne, nosydvasriieit
coenunenue 17ya, mocne 29 nHel uccnenoBaHus. Pe3ybTaThl MPeACTABISIOT COOO0H CHIDKEHHE Ha
55% cny4aeB HeapeKkTUBHOCTH JieueHHs: uepe3 15 nHel JieueHus U CHIbKeHue Ha 65% ciydaes
HeapPeKTUBHOCTH JieueHHs uepe3 29 NHel UCCaeNoBaHus ¢ COeNMHeHneM 17ya Mo CpaBHEHHIO C
rpymmnou, nmony4asineil miane6o. Takum oOpa3oM, OXKHIAETCS, YTO COeNUHEHNe 17ya YMEHBIIUT
KOJMYeCTBO ciiydaeB HeadexkTuBHOCTH NedeHus Ha okono 30-100% Bo Bpems jeueHws. Y
MALUEHTOB, NoJTy4aBinux JeueHne Covid-19, Habmonanuce 1 npyrue nokasarenu 3pGeKTHBHOCTH.
Jleuenne coenunenueM 17ya cokpalago KOJIMUECTBO JHEH Ha MEXaHUUECKOW BEHTUISILIUN
JETKHX B cpenHeM ¢ 5,4 mHs B rpymme mianedo 1o 1,6 AHS B rpymme, nojaydaBiuell COeqMHEHNe
17ya. ¥V Tex, k1O monydan ruanedo, KOJUUECTBO JHEH HA MEXaHUYEeCKON BEHTHJISIIMU JIETKHX
YBEJIUYWIOCHh B OKOJO 3,4 pa3a MO CpaBHEHUIO C TPYMIOH, MOJy4aBUIed coeanHeHue 17ya.
CrnenoBaTenbHO, OXHMIAETCS, YTO JieUEHHE coeArHeHHeM |7ya yMEHBIIUT KOJMYECTBO AHEH Ha
MEXaHUYECKONH BEHTWIALMHU Jlerkux Ha okosno 30-100% 1o cpaBHEHHIO C NaLMEHTaMH,
nonyyaBmuMu 1ranedo.  Jlpyroe cHibkeHHMe HAOMIOOANOCh Y TMALMEHTOB, TTOJYYaBIINX
coequHeHne 17ya, B OTHOIUEHUM [HEH, NMPOBEIEHHBIX B OTACIEHWM WHTEHCUBHOW TEpaIUu.
I'pynma, monyyasiuas rianedo, mpoBesia B OTACICHUN WHTEHCUBHOHN Teparuu B cpefHeM 9,6 nHel,
B TO BpeMs Kak IpyIlna, Mojy4asllas coequHeHue 17ya, mposena B OTAENEHWM WHTEHCHBHOM
Tepanmuu OKojo 3 mHeil. ['pynma, monydasinast manebo, mpoBena B OTAETIEHMH HHTEHCHBHOM
Tepariy JOMOJHUTENBHO B 3,2 pas3a OoJblie AHEH MO CPAaBHEHHIO C MAlMEHTAMH, ITOJy4aBIINMU
coenuHenne 17ya. Takum o0pa3oM, OXKHUAAETCS, YTO JIeUEHHE COeTUHEHHeM 17ya COKpaTuT
KOJIMUECTBO JIHEH, MPOBEEHHBIX B OTJEIEHH HHTEHCUBHOH Tepanu, Ha okoso 30-100%.
CnoHcop uccnenoBanusi (Veru) mMpoBes arnoCTePHOPHBINA aHATN3 JAHHBIX UCCIEOBAHMS B
noarpymnmnax. [To pesyasraTaM 3TOro MCCIeNoBaHUs ObUTH CIOENaHbI CISAYOLIHE JONOTHUTEIbHBIE
HaOmonenust: (1) B rpymme, nmony4asmeii coenuHenue 17ya, ObUT OJUH MAIMIEHT, B KOTOPOTO HE
ObUIO MPHUBEPYKEHHOCTH K KUCIOPOAHOW Tepanmuy. DTOT MALMEHT HE COOTBETCTBOBAJ CTAHIAPTY
JiedeHUs B 3TOM HCCIEeOBaHUU. AHAINU3 MEPBUYHOIO KPUTEPHUS OLIEHKH, MCKIIOYAIOLINNA 3TOro
natuenTa (coBokynHocts MITT) u3 ananmsa, nemoncrpupyet 30% yactory HeIpPEKTUBHOCTH B
rpymme mianedo (Takas ske, kak B Tadnwie 2) mo cpaBHeHUIO ¢ 5,6% 4dactoToit Hea(PeKTHBHOCTH
B IpyIIe, nony4asiiei coenunenne 17ya, va Jlenn 29 (ke yem B Tabmmiie 2). JTo npencrasiseT
coboii cokpamenue Ha 81% ciyudaeB HesdexruBHOro sedeHusi. (2) XopolIio HU3BECTHO, HTO
NOKWJIbIE TAIMEHThl TIOZBEPXKEHbI 0ojiee BBICOKOMY pPHCKY CMEPTH U JbIXaTeNbHON

HenocraTtouHocTd nipu COVID-19 no cpaBHenuto ¢ 6onee MonoabiMu narpeHtamu. [Ipu ananmsze
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HeA(P(PEKTUBHOCTH JieueHHs y NauMeHToB crapiie 60 jer ObUI0 IMPOJEMOHCTPHUPOBAHO, UTO
cTaTUCTHYeCKU 3HaunMoe (p-3HaueHue 0,0456 (Xu-kBaapar)) U KIMHUYECKH 3HAUUMOE CHIDKEHHE
He3(P(PEKTUBHOCTH JIEUeHUs] HAOMIOAAIOCh MpH JieueHUn coeanHenueM 17ya (1/11 nmm 9 %) no
cpaBHEeHHUIO ¢ rpymmoi wianedo (4/8 wmm 50%) B 3TOI COBOKYITHOCTH MALIMEHTOB BBICOKOTO PUCKA.
(3) @axTopoMm pucka HeOIAroNPUATHOrO KIMHIYECKOro ucxoaa y nanuenta ¢ COVID-19 sBnsiercs
TSDKeCTh 3a00JIeBaHuUS P NMOCTYIUIeHUH. J{J1s1 OLleHKH 3Toro hakTopa prucka ObUT POBEICH aHAIN3
MALMEHTOB C OLIEHKOW TskecTH 3aboneBanus no mkane BO3 >5 Ha ncxonHoM ypoBHe. Pesynbrar
STOTO aHAJM3a JEMOHCTPHPYET KIMHUYECKH 3Hauumoe cHwkeHne (78%) cMmepTHOCTH,
HaOyromaeMoe B Tpymnme, monyd4asuied coexumHenue 17ya (1/10 wimm 10%), mo cpaBHEHUIO €
mwianebo (6/13 wmm 46%) B 3TOH COBOKYITHOCTH TMAIUEHTOB BBICOKOTO pucKka. (4) AHamm3
KOJIMYECTBA JIHEH, MPOBEJCHHBIX B OTIAEJICHUH WHTEHCUBHON TEpaNuH, y MOIAIOIINXCS OLICHKE
MALHEHTOB MPOAEMOHCTPUPOBANI CTATUCTUYECKH 3HaunMmoe (p-3Hauenue 0,0469 (t-kpurepwmii)) u
KIMHIYECKH 3HAUUMOE COKpAIleHHe THEH MPOBEICHHBIX B OTIEJEHUH WHTEHCUBHOHN TEpaIu, Y
MALUEHTOB, NONy4YaBINX coenuHeHue 17ya (3 mus; N = 18 cyObeKTOB) Mo cpaBHEHHIO C 1u1anedo
(9,55 mmeir; N = 20 nmeidi). (5) Kpome TOro, nosisi manyieHTOB, HAXONUBIIMXCS B OTIEICHUH
MHTEHCUBHOM Teparuy B T€UeHUE >3 JHEH B XOe MCCIIEAOBAHMUS, CTATUCTHYECKH 3HAUUMO BBILIE
(3Hauenwue p 0,0390 (xu-kBazgpat)) B rpymnne mianedo (11/20 unu 55%) no cpaBHEHUIO C TPYTIION,
nony4asmei coenunHenue 17ya (4/18 wmm 22%). (6) B 3TOM mccnenoBaHMM MarpieHTam
paspelIangoch NoiyyaTh CTaHAApT JeueHus:. Ha MOMeHT nccnenoBaHus CTAaHAAPT JICUEHHs BKITIOYAI
pemMzIecuBUp W/WIN JEKCaMETa30H B COOTBETCTBUU C pa3pelleHreM Ha MPUMEHEHHE B SKCTPEHHbIX
cinydasix. B uccnenoBanuu yuactBoBasio 11 manneHToB, KOTOpbIE HE TIONYYall HU pEMIECUBUP, HU
nekcameTa3oH (6 B rpymrme, mojy4aBiueii coenuHenue 17ya, u 5 B rpymne miaue6o). [Iposenen
AHAJI3 TALEHTOB, MOJYYMBINNX MPH3HAHHBIA CTAHIAPT MEAULMHCKOW MOMOIIU. B yacTHOCTH,
CPaBHUBAJIM JTHH, TPOBENEHHbIC B OTIEJIEHHMH MHTCHCHBHOW TEparuu, U JHA Ha MEXaHUYECKON
BEHTWISILIMK JIETKUX MEXIy TpyINIaMy JieueHus. B 3TOH COBOKYMHOCTH, CPeAM MAaLUeHTOB,
NOJYYaBIINX CTAHAAPTHOE JICUYCHWE, HM OAWH MALMEHT, TOJNy4YaBLIMK coenuHeHne 17ya, He
HY)KIOAQJICS B TOCIHTAIM3ALMN B OTIENICHWE HHTEHCUBHOH Tepanmuyd WJIH B MEXaHHYECKOH
BEHTWISILIUK JIETKUX, ¥ B 3TOH TPYIIE MALMEHTOB He OBUIO JIETaJbHBIX MCXOAOB. B rpymme
mwianedo 53% (8/16) HyXmaiuch B TOCIUTANM3ALMM B OTAEJICHHE WHTEHCHUBHOW Teparvu B
cpennrem Ha 9,5 nmueit, 20% (3/15) TpeboBanach MeXaHUUECKasi BEHTHISILUS JIETKUX B CPETHEM Ha
3,9 nusi 1 27% (4 /15) ymepio B X0i€ UCCIEAOBAHNS.

B nenom, crioHCOp MCCIENOBaHMS MPEATIONAraeT, YTo COoenuHeHue 17ya AeMOHCTpHUpPYeET
CUJIbHBIE KIIMHUYECKH 3HAUMUMBbIE PE3yJIbTAaThl B 3TOM HEOONBIIOM HCCIIENOBAHUH TOATBEPIKICHUS
KOHLeNIMH (a3bl 2 CO CTATUCTUYECKH 3HAYUMBIMU HAOJIONEHUSMH B CHIDKEHUH CMEPTHOCTH B

ITT-cOBOKYyNHOCTH U B amnOCTEPUOPHOM AaHAJIM3E TOATPYIII BBICOKOTO PHCKA, a TaKkKe
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OTHOCHUTEJIbHO JHEH, NMPOBEACHHBIX B OTAEJICHUN MHTEHCUBHOH Tepanuu. BakHO OTMETHTH, UTO
BCE MAapaMeTpbl, U3MEPEHHbIE B MCCIEJOBAHUH, JEMOHCTPUPYIOT KIMHUYECKH 3HAYMMBbIE UCXOJbI
IpU JIEYeHUH COefMHEeHHeM 17ya 1o CpaBHEHMIO ¢ IUIane0o, W HET MapamMeTpoB, KOTOpPbIE He
YKa3bIBAIOT HA MOJIB3Y JIEUEHUsl COeAMHEeHHeM |7ya Mo CpaBHEHHIO C Iuianedo, XOTs HEKOTOphbIe
napameTpbl He AOCTUIalOT CTATUCTHYECKONM 3HAYUMOCTH B 3TOM MCCIEAOBAHUM H3-32 €TI0
HeOOoTBIIOro oObeMa.

besonacrocte OOuue BeIBOABI MO Oe3omacHocTH cienyroume: (1) B uccnenoBaHuU He
HAOJTIOIAIOCh CEPbE3HBIX HEXKeNIaTebHbIX SIBJICHUH, CBS3aHHBIX C JiedeHueMm; u (2) B xome
UCCIIEZIOBAHUST HE HaOJIOAANIOCh HEXEJIATeNbHBIX 3(PQEKTOB, CBA3AHHBIX C JICYCHUEM.
HesxenatenbHble siBIEHNS, BO3HHUKIIHNE B XOJIE JICUEHHs1, KOTOPbIe HAOIMIONAICh MO MEHBIIEH Mepe
y 2 NauMeHToB B JIFOOOH TIpyIne JIe4eHHs B MCCIENOBAaHHMHM, MpeacTtaBieHel B [lpumepe 1.
BosHukIme B X071€ JIeueHHs Cepbe3HbIE HEXKENaTebHbIC sIBICHNS, HAOII0JaeMble B NCCIICIOBAHHH,
Takoke mpencrasieHsl B Ilpumepe 1. B wmccnemoBanmm He nHabmopanoch amcOanaHca IO
OTHOLIEHUIO K COEAMHEHHIO 17ya B KOHTEKCTE CEPhE3HBIX HEXKEJATENbHBIX sBJEHUI. B 1enom,
coennHeHre 17ya XOpOIIO MEePEeHOCHJIOCh 3TOW COBOKYITHOCTBIO MAIIMEHTOB 0€3 KaKHX-JTHOO
KJIMHAYECKU 3HAYUMbIX HaOMIOIeHMi 33 O€30IMacHOCTRIO B TPYIINE, MOJIyYaBInei coenuaenue 17ya.

IIpumeHeHne pemzaecuBupa M JeKCaMeTa30HA HE OKa3aJo CYLIECTBEHHOIO BIMSHUSA Ha
pe3ynbTaThl JIEYEHUs MALMEHTOB B UCCIENOBAHUU.  «3HAYUMBIM HCXOAOM» AJI  Lenei
BBIIIEYKA3aHHOTO KJIMHHYECKOTO HCCIIEN0BaHUs OyneT CHIKEHHE 4acToThl Hed(dekTuBHOCTH
nedeHust (CMepTh WM JIbIXaTeNlbHAs HEAOCTATOYHOCTb), IMOBbIMIEHHE 3(PQPEKTUBHOCTU JIEUEHUS
(BppKMBaHME Oe3 JbIXaTeNbHON HEJOCTATOYHOCTH), CHIDKEHHE CMEPTHOCTH (CMEPTHOCTH OT BCEX
NPUYMH), YMEHbIIEHHE KOJIWYeCTBAa THEH B OTHENEHMH WHTEHCUBHON Teparvy, yMEHbIIEHHE
KOJIMUECTBA JHEHM HAa MEXaHHMYeCKOW BEHTWIIIMU JIETKUX WM YyMEHbLIEHHE KOJINYeCTBa
CyOBEKTOB, HY>KAAIOIIMXCS B MEXAHUYECKOH BEHTWISLMM JIETKUX, WJIH, BO3MOJKHO, JaJIbHEHIIee
YIIyYIIEHHUE UCXO0a Y CYOBEKTOB, KOTOPOE MOXKET CTaTh OYEBHIHBIM MPU JAJIbHEHIIIEM aHAJH3E.

VYuutbiBasi 3T JaHHBIE, OKUIAETCS, YTO COENUHEHHs MO JAHHOMY H300PETEHHIO TaKXkKe
Oy nyT 3¢ pEeKTUBHBI IS JIEUEHHS TTALUEHTOB C IPYTUMH THIIAMH KOPOHABUPYCOB.

Crenyromue nmpuMepsl MPENCTABICHBI AJIST TOTO, YTOOBI OOJIee TIOTHO MPOMILTFOCTPUPOBATH
NPENNOYTUTEIbHBIE BAPUAHTBI OCYLIECTBICHHUS AaHHOro u3oOpereHus. OIHAKO 3TH MPUMEPHI
HHUKOHMM 00pa30M He JOJDKHBI PACCMATPUBATHCS KaK OTPAHMYMBAIOIINE LIUPOKUH 00BEM JaHHOTO
n300peTeHNs.

INPUMEPBI

IIpumepsl, U310KEHHbIE HUKE, MIPEIHA3HAUEHB] TOJBKO ISl WIIFOCTPATUBHBIX LieNeil 1
HHKOUM 00pa3oM He MpeIHA3HAYEHbI JJIs OrPaHUYeHUs1 00beMa TaHHOTO H300peTeH s .

Mamepuanst u cnocodol:
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AHaIM3 noJMMepu3auuu TyOyamHa in vitro TyOymun Oprabero mosra (0,4 mr, 4ucrTora
>97%) (Cytoskeleton, Jlensep, mrar Konopano) cmemusamu ¢ 10 MkM TeCTUpyEeMBIX COETMHEHUI
1 nHKyOHnposanu B 100 Mk obsraHOTO TyOYyImHoBoro Oydepa (80 MM PIPES, 2,0 MM MgCl2, 0,5
MM EGTA, u 1 MM GTP) npu pH 6,9. Ilornouienne npu anvse BoaHbI 340 HM KOHTPOJIMPOBAJIH
Kaxayto 1 MuH B TeyeHue 20 MUH C TIOMOLIBK YCTPONCTBA ISl CYUTHIBAHWUS MHKPOIUIAHIIETOB
SYNERGY 4 (Bio-Tek Instruments, Bwunycku, mrar Bepmonr). Cnekrpodoromerp
ycraHaBiuBaiy Ha 37°C amst momumepusaiuu Ty OyinuHa.

HNPUMEP 1

Jleyenue cyonexToB ¢ COVID-19

IddexTuBHOCTL: B 3TOM npuMepe onucaHbl pe3yabTaThl KIMHUYECKOTO UCCIEA0BAHUS
(uccnenoanue COVID-19), kotopoe mnpencraBisjio coOoil JABOWHOe ciemoe ruianedo-
KOHTPOJIMPyeMOe HccienoBanue ¢aspl 2 ¢ ydactumeM mnpumepHo 40 TrOCIHTaIM3UPOBAHHBIX
naiueHToB ¢ COVID-19 ¢ BBICOKUM PHCKOM OCTPOTO PECHHPATOPHOrO TUCTPECC-CHHAPOMA
(ARDS). IlepBuYHBIM KpUTEpHUEM OLICHKH B 5TOM HCCJIENOBAHWUH ObLIa JOJI1 BBDKUBIINX
MaLMeHTOB 0e3 IbpIXaTeNbHON HemocTarouHocTH Ha JleHp 29. KiroueBble BTOpUYHbIE KPUTEPUH
OLIEHKM BKIIOYAIOT CJEAYIOLIee: JOJ  BBDKMBIIMX ITALMEHTOB 0€3  JbIXaTeIbHOMN
HenocTtaToyHOCTH Ha Jlenp 15 u 22, CMEpTHOCTB OT BCEX IPUYMH, KOJIMYECTBO IHEHU B
ornenenun uHTeHcuBHoOU Tepanuu (ICU) m xonndyecTBO AHEW HAa MEXaHUYECKOW BEHTUJISILIHH
nerkux. Kparkoe msnoxenue HaOmoneHui 3a 3((EKTHBHOCTBIO B COBOKYITHOCTH NALIEHTOB
cormacHo HasHaueHHoMy JeueHuto (ITT) u3 sToro wucciaenoBaHMs TPUBEINCHO HIDKE.
IIpencraBneHHble 3HAUYE€HUs D B3AThl M3 aHAIM3a XU-KBAJApaT IJid aHAJIN3a OTBETYUKOB M t-
KpUTEpUs IJIsl HENPEPBIBHBIX MepeMeHHbIX. Crenyer oOpaTUTh BHUMAHHUE, YTO B UCCIIEAOBAHUH
¢a3bl 2 He ObUIO YCTAHOBJIEHO 3HAYEHUE 0, OAHAKO JJIsl HEOONBLINX HCCISIOBAHHMN, TAKHX KaK
3TO, 3HaueHHe 0, OOBMHO ycraHaBiuBaercs: paBHbIM 0,1. CrnemoBaTtenbHO, r000€ 3HAYECHUE P
<0,1 cunTaercsi CTAaTUCTUYECKH 3HAYNMBIM.

B sTOM mpoToKkoNe NPHMEHSUIM aHajdu3 OTBETYMKOB. [pynma u3 39 cyObekTos,
TOCIIUTATM3UPOBAaHHBIX o moBony uHGpekimn COVID-19, ¢ BBICOKMM pHCKOM Ppa3BHTHUS
OCTpOro pecrnupaTopHoro nuctpecc-cuaapoma (ARDS), Obina pasnmeneHa Ha ABE TPYIIBL
rpymnny mianedo u3 20 yenoBek U rpymnimy JiedeHus (TpyImmny, NOJdy4aBIIyo coequHenne 17ya) u3
19 mauumenTos. I'pymnme, nonydasllel JIEUEHHE, NABAJIM HANOJHEHHYH) MOPOLIKOM KarcCyJly,
cozepxawyro 18 Mr coeaunenust 17ya, npuHUMaeMy0 NEPOPATBbHO €XKETHEBHO O BBIIUCKU U3
OONBbHUIIBI, MAKCUMYM 10 21 1HS npuema.

OTUX TOCHHUTAJIM3HUPOBAHHBIX CYyOBEKTOB KBAIU(UIIMPOBAIN KAK OTBETYMKOB, €CIIH OHU

ObLTH JKUBbI U HE MMEJH JbIXaTesbHOW HemoctarouHocTh Ha Jlewb 15, Ilenp 22 u Jlenp 29.
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Heoteetunk mpencrasisier coboii cybwekra, koropwiii JIMBO ymep no nus ananmusza, JIMBO
UMeJ JbIXaTeJbHYI0 HEAOCTAaTOYHOCTh B JeHb aHanmu3a. llocime Toro, kak cyOBeKT ObLI
BBITUCAH/yMep, JJI  YCTAHOBIIEHHs]  CTAaTyca  OTBETYMKA/HEOTBETYMKA  OCYINECTBILLIH
Tene()OHHBIN 3BOHOK, YTOOBI Y3HATh, XKUB JIU CYOBEKT U HET JIM Y HEro MPU3HAKOB JbIXaTeIbHON
HepocrarouHocty Ha Jlenb 15, Jlenp 22 u Jlenp 29, a Takke B MepUOA AaJbHEHILIETO
HaOmoneHust 3a 0e30MacHOCThIO B uccienoBanuu. Hanpumep, ecnu manueHnt ymep Jlens 8, on
pacueHuBajcs kak HeorBeTuuk Ha Jenb 15, enb 22 u [enn 29. Ecnu y nmauueHTta pa3Bujiach
IbIXaTelibHasi HeIOCTaTOYHOCTh Ha JleHb 15, HO He Ha Jlenp 22 wunu Ha [leHb 29, oH Oyner
HeorBeTunkoM Ha Jlenp 15, HO He Ha [ewp 22 umu wa Jewp 29. Jlns sToro anHammsa
OLICHUBAJIACh «CMEPTHOCTb OT BCEX IPUYHUH», U BCE€ YMEpIINE CUUTAIUCh HEOTBETYUKAMM.
OTBeTYNKH TaK)K€ BKIFOYAIH CyOBEKTOB, KOTOPbIE OBUIM BBIMHMCAHBI U3 OOJBHHIIBI FITH UMEIH
crenedb 0-4 mo IlopsinkoBoii mkane knuandeckoro ynyumenus BO3 Ha Jlens 15, Jlenb 22 u
Jlenb 29 (neHb OLEHKH), a HEOTBETYHKHU BKIIOYATIH CyOBEKTOB, KOTOPBIE YMEPJIH 10 THS OLIEHKH
i uMenu crernelb S5-8 no [opsakopoi mikane kiuHu4deckoro yiaydmenus BO3 B geHb OLleHKH.

IlepBuunbiii kputepuii onenku: CoeauHeHue 17ya CHWXKaJO JOMIO MAlUEHTOB, He
OTBETUBLINX HA JICUEHUE, TO €CThb TEX, KTO YMEPJIU UM UMEJIN AbIXaTEJIbHY HEIOCTATOYHOCTD,
¢ 35,0% B rpynmne mtanebdo (7/20) no 15,8% (3/19) B rpymnne, nonyuasiueli coenunenue 17ya, Ha
Henb 15 (p =0,1697) u ot 30,0% (6/20) B rpymnne mrauebo mno 10,5% (2/19) B rpymre,
nosny4dasieit coenunenue 17ya, Ha lenp 29 (p=0,1322). Cwm. Tabauny 2. OTO mpencraBiseT
npuban3uTeNbHO 55%-HO€ CHMXKEeHHe 4acToThl HeadexTruBHOCTH NedyeHus Ha Jlenb 15 u 65%-
HO€ CHH)KEHHE 4acTOThl Hed(PPEeKTHUBHOCTH JjedeHus Ha JleHp 29 B rpymme, mNOJydYaBLICH

coenuHenue 17ya, mo cpaBHeHHIO ¢ TUTanedo.

Tabmuuma 2. Jlons cyOBeKTOB, KOTOpbIE BBDKWJIM W HE HMEIH JbIXaTeJIbHON

HEZOCTATOYHOCTH, HA MOMEHT Bu3UTa (ITT-COBOKYTHOCTB)

Otser 17ya ITnaue6o OTtHOwmeHne 1maHcoB/95%
(n=19) (n=20) CI/p-3HaueHue

Tlenn 15 OtBeTunK 16 (84,2%) | 13 (65,0%) 2,56 / (0,38, 17,23) /
HeotrBeTunk 3 (15,8%) 7 (35,0%) 0,3342

TleHn 22 OtBeTunK 16 (84,2%) | 14 (70,0%) 2,14 / (031, 14,88) /
HeoteeTunk 3 (15,8%) 6 (30,0%) 0,4433

Tlenb 29 OTBeT4HK 17 (89,%) 14 (70,0%) 2,69 / (036, 2039) /
HeotseTuuk 2 (10,5%) 6 (30,0%) 0,3379

Coenunenue 17ya CHWXKaJNO JOJIO TMALUEHTOB, yMepuiux B TedueHue O0 nHeW mocie

Hauaja JjedeHus, ¢ 30% (6/20) B rpymme mmanebo mo 5% (1/19) B rpymnme, mojydyasiieit

coequHenne 17ya. Oto mpumepHo Ha 82% CHMIKAeT CMEPTHOCTb B TIpyIIe, MOJydaBlIei

coeauHenue 17ya.

Coenunenue 17ya cokpamiano KOJUUECTBO AHEH HA MEXaHUUYECKON BEHTHIISILIMH JIETKUX
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B cpenHeM ¢ 5,4 nHeil B rpymnme manedo no 1,6 qHed B rpynne, nony4asiiel coenuaenue 17ya.
JTO CcOKpalleHHe MpeacTaBisieT co0oil 3,4-KpaTHOe VYBEJWYeHHE KOJUYeCTBa IHEH Ha
MEXaHNMYECKOW BEHTWISALIUU JIETKUX B TPYIIE Muanedo 1Mo CpaBHEHUIO ¢ MPYNIOH, Mojy4aBiueit
coenunenue 17ya. Cm. Tabmumy 3.

Coenunenue 17ya cokpamajo KOJHMYECTBO JHEH B OTHENCHUM WHTEHCUBHOM Teparuy B
cpenneM ¢ 9,6 nHeii B rpymnne miauedo no 3,0 qHed B rpymme, nojy4asiueil coequHenue 17ya.
D10 CoKpalleHue mpeacTaBisieT coOol 3,2-KpaTHOe yBeJIMUYEeHNE KOJUYECTBA THEH B OTAEICHUU
WHTEHCUBHOH TEpaIuy B rpyIie mianedo mo CpaBHEHHIO ¢ TPYNION, MOdyYaBIIeil COSAMHEHUE

17ya. Cm. Tabnuny 3.

Tabnunua 3. /IHH HA MEXAHMYECKOH BEHTHJISIIHH JIerKHX

Jleuenue N cpenHee SD P-
3HAYCHUE

Coenunenue 17ya 19 1,6 6,64 0,4836
[Tnane6o 20 5.4 10,16

HMuu B ICU
Coenunenue 17ya 19 3,0 7,16 0,0742
ITnane6o 20 9,6 11,54

Ha ®wur. 1 npuseneHo cpeanee 3HaueHue no lIopsAnkoBol IuKane KIMHUYECKOIO
yayuienuss BO3 o gusam (0 = ncxonHsslii yposens). I1nomane noa cpenHeil KpuBoi cocTaBsieT
153 B rpynme, nony4aBiei coenuHenue 17ya, u 182 B rpymnme, mosmy4aBmed rianedo, 4To
yKa3bIBaeT Ha OOJNBIIYIO 3200J1€Ba€MOCTh B COBOKYITHOCTH MAL[EHTOB, IMOJy4YaBIIUX Iianebo, u
IpeArnoiaraeT KIMHUYECKOe yIyUlleHne, aCCOLIMUPOBAaHHOE ¢ MOJydeHueM coefuHenus 17ya.

ITockosbKy pa3mep BBHIOOPKH HCCIIEAOBAHHs ObUT OTPaHUYEH Ha OCHOBE KOMMEHTAPHEB
FDA, nony4ennsix B mpouecce ob3opa IND, cnoncop wuccnenosanus (Veru, Inc.) mposen
arlOCTePUOPHBIN aHAJINW3 JAHHBIX MCCIIEAOBAaHUS MO mnoxarpymmax. [lo pesynbTatam 3TOro
UCCIIeOBaHMS OBUTH CIIEJIaHbI CIEAYIOLIUE JOTIOIHUTEIbHbIE HAOIIOEHHS:

B rpynme, nonyuaBmeit coenuHenne 17ya, ObUT OOMH MAILMEHT, B KOTOPOrO HE ObUIO
NPUBEPKEHHOCTH K KHCJIOPOIHOW Tepamuy. DTOT IMalUeHT HE COOTBETCTBOBAJI CTAHIAPTY
JICYEHHSI B 3TOM HCCIIEIOBAHUU. AHAJIN3 MEPBUYHOTO KPUTEPHs OLCHKH, WCKIFOUAOLIHHA 3TOrO
nauueHTa (cosonkynHocTs MITT) u3 ananusa, nemoncTpupyet 30% vactotry Hed(hHEKTHBHOCTH
B rpymme mmranebo (Takas ke, kak B Tabmume 2) mo cpaBHeHuro ¢ 5,6% dYacToToit
Hea((EeKTUBHOCTH B TPYIIIE, Monyyasiuel coennaenue 17ya, va Jlenp 29 (ke yem B TaOnuie
2). 9o npexacraisieT coboii cokpamerue Ha 81% ciydyaeB Hed(HPEKTUBHOTO JIEHSHUS.

XOpouUIo M3BECTHO, YTO MOXKWJIbIE MAIMEHThl IOABEPIKEHbI OOJiee€ BBICOKOMY PHCKY

cMepTu U abixarenbHou HemoctatouHocTu npu COVID-19 no cpaBHeHuro ¢ Oojiee MOJOIBIMU
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nauueHTamu. [lpu anamu3e He3P(EKTUBHOCTH JieUueHUsl y ManueHToB crtapiie 60 jer Obuio
NPOJIEMOHCTPUPOBAHO, YTO CTAaTHCTUYECKH 3HAYMMOE M KIMHUYECKH 3HAYMMOE CHIDKEHUE
He3(P(PEeKTUBHOCTHU JieueHUs] HAOJIOAAIOCh MPH JIEYEHNH COeMHEeHHeM 17ya 1o CpaBHEHUIO C

rpynmnoi manedo B 3TOH COBOKYITHOCTH MALIUEHTOB BBICOKOT'O PUCKA.

N Hes¢gdpexTnBHOCTL | p-3HAYEHHE
JedyeHuss Ha J[leHb
29
Coenunenue | 11 1 (9%) 0,0456 (xu-kBagpar)
17ya
Inanebo 8 4 (50%)

@DakTOpOM pHCKa HEOJArOMPHUSATHOrO KJIMHUYECKOro ucxona y manmenta ¢ COVID-19
SIBJISIETCSL TSDKECTh 3a00JieBaHMs TpU MocTyruieHHH. Ui oueHku 3toro ¢akropa pucka Obul
MPOBEEH aHAJIN3 MALIMEHTOB ¢ OLIEHKOU TsixkecTH 3a00seBanust 1o mkaje BO3 >5 Ha ucxomHom
ypoBHe. Pe3ynbTar 3TOro aHanusa JEMOHCTPUPYET, YTO CTATUCTUYECKH 3HAYUMOE U KIIMHUYECKU
3HAYNMOE CHHKEHHE Hed(P(PEKTUBHOCTH JieUueHHs] HAOMIOAANoCh NPU JICYEHUH COENUHEHHEM
17ya mo cpaBHEHHIO C TpymIoi ruanedo B 3TOH COBOKYNMHOCTH MAIMEHTOB BBICOKOTO PUCKA.
Taxxke, UMeNO MeCTO KJIMHUYECKH 3Hauumoe cHmkeHue (78%; He MpOIeMOHCTPUPOBAHO)
CMEpPTHOCTH, HaOmojaemMoe B rpymme, noiydasmeil coemuHenune 17ya (1/10 mmm 10%), mo

cpaBHEHHUIO ¢ TuTanedo (6/13 uu 46%) B 5TOM COBOKYIMHOCTH MAIIMEHTOB BBHICOKOTO PUCKA.

N HesddexTuBHOCTDL | p-3HAYEHHE
JeyeHuss Ha /[lennb
29
Coenunenue | 9% 1(11%) 0,0827 (xu-kBangpar)
17ya
ITnarebo 13 6 (46%)

*OIUH MAaLMEHT B IPyIIe, Mojay4aBliuel coequHenue 17ya, He
HUMEJT MPUBECPKECHHOCTU K OKCHUI'CHOTEPAIIMU U 6I:>IJ'I HUCKJIFOYUECH U3
3TOro MOIU(UIMPOBAHHOTO AaHAJIHM3a COBOKYIMHOCTU TALMIEHTOB
cornacHo HazHaueHHoMy Jiedenuto (MITT).
Ananus Z[Heﬁ B OTACJIICHUU MHTEHCUBHOM TEpAn y NOAAA0IMNXCA OLUCHKE MAIUCHTOB
NPpOACMOHCTPUPOBAJT CTATUCTHUYCCKU 3HAYMMOE U KIMHUYCCKH 3HAYMMOEC COKpAIlCHHE I[HeI\;I B

OT[E€JIEHNN WHTEHCUBHOW Tepanuu B IpymIe, Nody4aBlled coenuHeHue 17ya, Mo CpaBHEHUIO C

taneo.
N Cpennee p-3Ha4YeHue
KOJIN4eCTBO JHeH
B ICU
(£cT.0TKL.)
Coenunenue | 18 3,00+£7,37 0,0469 (t-Tecr)
17ya
ITnanebo 20 9,55+12,56
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Kpome Toro, nons maupeHTOB, HaXOAUBIIUXCA B OTAECJICHUU MHTEHCHUBHON TEpamuu B
Te4YeHue >3 Hel B XOe HCCeNOBaHus, ObUla CTATUCTHYECKH 3HAYMMO BBIIIE B TpyTIe rmianedo

10 CPAaBHEHMIO C TPYIMION, NOy4aBLIen coenuHenue 17ya.

N HesppekTuBHOCTL | p-3HAYEHHE
Jeyenusi Ha [leHb
29
Coenunnenue | 18 4 (22%) 0,0390 (xu-kBampar)
17ya
ITnarebo 20 11 55%)

B sTOoM wuccrnenoBaHMM mManueHTaM paspelianoch IMOJydaTh CTaHAapT JjeudeHus. Ha
MOMEHT HCCIIEIOBAaHHUs CTAHAAPT JICUEHHUs] BKJIIOYAN PEMACCUBUDP H/WIIKM JEKCaAaMETa30H B
COOTBETCTBUM C pas3pelleHHeM Ha MPUMEHEHHE B 3KCTPEHHBbIX ciydasx. B wuccrenoBaHuu
y4acTBOBajJO 11 MammeHToB, KOTOpbIE HE IMONydYadd HU PEMIECHBHpP, HH JeKcameTa3oH (6 B
rpyrmre, nmojy4aBinei coennaenne 17ya, u 5 B rpynne miane6o). [IpoBeneH aHamu3 malueHTOB,
MOJYUYUBLINX NPU3HAHHBIN CTaHAApT JeueHus. B yacTHOCTH, cpaBHUBANU THHU, POBEIEHHBIE B
OTAEJNIEHUH WHTEHCUBHOW Tepanuy, W JHU HAa MEXaHUYECKOM BEHTUJISILUHU JIETKUX MEXIY
rpynnamu JiedeHus. B aToil COBOKyNHOCTH, cpeau MalMeHTOB, MOJNyYaBIIuX CTAHAAPT JIEUEHHE,
HU OAWH MAlLMEeHT, MOJy4yaBLIMI coeAuHeHHe 17ya, He Hy»XJajcs B TOCHUTAIM3ALMHU B
OT/eJIEHHe UHTEHCUBHOHN Tepanuu WM B MEXAHUYECKONW BEHTWISILIMU JIETKUX, U B 3TOW IpymIe
MALIMEHTOB HE OBLIO JIeTaNbHBIX HCXOMOB. B rpymme mnanebo 53% (8/16) Hyxnmamuch B
TOCIIUTAIN3ALMN B OTAENIEHHEe WHTEHCUBHOW Tepanmuu B cpeaHeM Ha 9,5 nmei, 20% (3/15)
TpeboBasach MEXaHNYECKasi BEHTHJISILMSA JIETKUX B cpeaHeM Ha 3,9 nusa u 27% (4 /15) ymepino B
XOJI€ UCCIIEAOBAHUS.

B uenom, crioHCOp UCCeNOBaHMs MPEANOJAraeT, YTo coeuHeHne 17ya IeMOHCTpUpYyeT
CIJIbHBIE KJIMHUYEeCKH 3HAYMMble pe3yJbTaTbl B 3TOM HEOONBIIOM  HCCJIEOBAHUU
NOATBEP)KACHHUS KOHUeNUuH a3kl 2 €O CTATUCTUYECKH 3HAYUMBIMU HAONIOICHUSMHU B
CHUKEHUH CMePTHOCTHU B ITT-COBOKYITHOCTH M B allOCTEPUOPHOM aHAJIU3€ MOATPYII BBICOKOTO
pHCKa, a TaKkkKe OTHOCUTENBHO AHEH, POBEEHHbIX B OTAEJICHUN HHTEHCUBHON Tepanuu. BaskHo
OTMETUTh, UYTO BCE MapameTpbl, U3MEpPEHHbIe B HCCIEIOBAHUM, JEMOHCTPUPYIOT KIMHUYECKU
3HAYMMBbIE HCXOIbl TNPH JIEYEHUH COEOUHEHHeM l7ya 1o cpaBHEHHIO C Tuianedo, W HET
rapaMeTpoB, KOTOPbIE HE YKa3bIBAIOT Ha IOJIb3Y JIEUEHUs coeuHeHHeM |17ya Mo CpaBHEHHUIO C
wiane0o, XOTs HEKOTOpbIe MapaMeTpbl HE JOCTHral0T CTATHCTUYECKOH 3HAYMMOCTH B 3TOM
HCCJIEOBAaHUHU H3-32 €r0 HeOOJBIIOro 00beMa.

Be3zonacnocts OOmme BbIBOAKI O Oe3onacHocTH crnenyromue: (1) B uccnenosanuu ve
HaOJIIONIAIOCh  CEePBhE3HBIX HEXKENaTeJbHBIX SIBJICHUH, CBs3aHHBIX C JedeHueM, (2) B xone
UCCIIENIOBaHNSl He HaONI0Nanoch HeXeIaTelnbHbIX 3(QexToB, cBs3aHHBIX C JedeHuem;, u (3)

HexenarenbHble SIBJICHUS, BO3HUKIIUE B XOAC JICUCHUSA, KOTOPLIC Ha6n}oz[annc1> 110 MeHblIeH
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Mepe y 2 MauueHTOB B JFOOOH IPyIINe JISYeHUs B NCCIIEAOBAHNUH, IpeacTasieHsl B Tabmuue 4. B
UCCIIeNIOBaHUN He HaOmroaIock qucbataHca 1Mo OTHOIIGHUIO K COeUHEHHIO 17ya B KOHTEKCTe
HEXKEJIATEIbHBIX SBJICHUM.

Taboauna 4: Hccaenosanne COVID-19: HexenarenabHble sIBJIeHHS, BOSHUKIIIHE B

Xo/e JIeYeHHs1 Y > 2 manMeHTOB B JII000i rpymnme JiedeHHsl, N0 NPEANOYTHTEJIBHOMY

TePMHUHY
IpeanouyTuTeNbHBIH Coenunenue 17ya 18 mr ILnaunedo
TePMHH (n=19) (n=20)

N (%)/ siBieHust N (%)/ aBjeHus
JIroboe 10 (52,6)/27 11 (55,0)/41
3amop 2 (10,5)/2 2 (10,0)/2
CenTuueckuii MoK 1(5,3)/1 2 (10,0)/2
IToBblIeHuE 1(5,3)/1 2 (10,0)/2
aJTAHMHAMUHOTPaHC(epassl
IToBblieHNE 2 (10,5)2 1(5,0)/1
acnapTaTaMHUHOTpaHCchepasbl
OcTtpoe nopaskeHue movYeK 0 2 (10,0)/2
[THeBMOMETMACTHHYM 0 2 (10,0)/2
ITHeBMOTOpAKC 1(5,3)/1 3 (15,0)/3
HpIxaTenbHast 0 4 (20,0)/4
HEJIOCTATOYHOCTh

Bo3Hukaromme B XOze JIe4eHHs] Cepbe3Hble HeXXeJaTeNbHbIE SIBJICHUS, HAOJFOJaeMble B
uccienoBaHuy, npeacrasneHs! B Tabmuue 5. B uccnenosannn He Habmoaanoch nucbantaHca o

OTHOLICHHUIO K COCAUHCHUIO 17ya B KOHTCKCTE CEPBbE3HBIX HEXKEIATCIIbHDIX SIBJICHUH.



76

Tabmnua S: Hccaenosanue COVID-19: HaGaronaembie cepbe3Hble HexKeIaTe/IbHbIE

ABJICHHUSA IO KJIACCY CHCTEMbI OPratHoB H NPEANOYTHTCJIbHOMY TCPMHUHY

Kaacc cucrem opranos Coeaunenune 17ya 18 mr Ilnanedo
IpeanoyTuTe/bLHBIA (n=19) (n=20)
TePpMHH N (%)/ siBieHus N (%)/ saBjieHus
JIroboe 3 (15,8)/3 4 (20,0)/4
Hapymenuss co  CTOpOHBI 1(5,3)/1 0
cepAaLa

OcTaHOBKa cepaia 1(5,3)/1 0
WNubeximu v nHBa3u 1(5,3)/1 2 (10,0)/2
COVID-19 0 1 (5,0)/1
CenTuyeckuii MoK 1(5,3)/1 1 (5,0)/1
Hapymwenuss co  cTOpOHBI 0 1 (5,0)/1
HEPBHOW CUCTEMBI

DHuedanonatus 0 1 (5,0)/1
Hapywmenuss co  cTOpOHBI 0 1 (5,0)/1
NMOYeK W  MOYEBBIBOISIINX

nyTen

OcTtpoe nopaskeHue movex 0 1(5,0)/1
Hapywmenuss co  CcTOpOHBI 1(5,3)/1 2 (10,0)2
OpPTaHOB JbIXaHHs, TIPyAHOM

KJIETKH U CPEIOCTEHHSI

HocoBoe kpoBoTeueHue 1(5,3)/1 0
HpIxaTenpHast 0 2 (10,0)2
HEJJOCTATOYHOCTD

B nenowm, coenunenne 17ya XopoIo nepeHOCHIOCh STOH COBOKYITHOCTBIO MALMEHTOB Oe3
KaKUX-JUOO KIMHUYECKH 3HAYMMBbIX HAOJIONEHHH 3a O€30MacHOCThIO B IPYIINE, MOJy4YaBLICH
coenuHenue 17ya.

Bce mpusHaku, OnMMcaHHbIE B JAHHOM JOKYMeHTe (BKJIFO4Yasi JI0OOU MyHKT MpUIaraeMoi
dopmynbl m300perenus, pedepar u rpaduueckre MaTepuabl), WA BCE 3Tabl JIOOOTO
OMHCAHHOTO TAKUM 00pa3oM crocoda, MOryT ObITh OOBEIMHEHBI C JIFOOBIM M3 BBILIECY TOMSHY ThIX
aCTEKTOB B JIFOOOH KOMOMHAIMK, 32 UCKJIIOYEHHEM KOMOWHALIMK, B KOTOPBIX MO MEHbLIEH Mepe
HEKOTOpble M3 TaKUX MPHU3HAKOB W/WJIM 3TAOB SIBJISIFOTCS B3aMMOUCKJIIOYAIOLIUMHU.  XOTS
NPENNOYTUTEbHbIE BapUAHTBI OCYLIECTBIEHHsS ObUTH M300pa)KeHbl U MOAPOOHO OMHUCAHBI B
JIaHHOM JOKYMEHTE, CIEeLHAUCTaM B COOTBETCTBYIOIUEH OO0JaCTH TEXHUKH OyAeT O4YEeBUIHO,
4TO pasauuyHble Moaudukalyu, n00aBleHUS, 3aMeHbl M T.I. MOTYT ObITh CHaenaHbl Oe3
OTKJIOHEHUsI OT CYLIHOCTH HM300peTeHHs, M MOITOMY CUUTAETCS, YTO OHH BXOISIT B O0BEM

n300peTeHnst, KaKk ONpPENeIeHO B HIDKecenyomei Gopmye n3oopeTeHus.



77

D®OPMYVYIJIA U3OBPETEHUA
1. Cnocob nedyeHusi KOpOHaBUPYCHON MH(MEKINH y CyObeKTa, Hy KIAOIIErocsi B 3TOM,
BKJIIOYAIOLINI BBENEHHE YKAa3aHHOMY CYOBEKTy COCTaBa, COAEPIKALIEro TepareBTHIECKU

s¢dexTuBHOE KomuuecTBO coenuHenuss Popmyer (1)

Ry

O Ozadt

Ry
Rm

(1)

rae

A mipencrasisier cobol (eHWI, UHAOIII WM UHIA30JIUII, HeOOsI3aTEIbHO 3aMelleHHbIH
MO MeHbIel Mepe oqHuM u3 crenyrmux 3aeMeHToB: (C1-Ca)amkmn, rano(Ci-Cs)ankmn, O-(Ci-
Ca)ankun, O-(Ci-Cs)ranoankun, (Ci-Ca)anxmnamunao, amuao(Ci1-Cs)ankmn, F, Cl, Br, I, CN, -
CH:CN, NH2, runpokcmi, OC(O)CF3, -OCH2Ph, -NHCO-(Ci-Cs)ankun, COOH, -C(O)Ph,
C(0)O-(Ci1-Co)ankun, C(O)H, -C(O)NH2 umu NOz;

B npencrasnsier co0oit nmMunazon win OEH3MMUAA30], HEOOS3aTeIbHO 3aMEIEeHHBIN 110
MeHbIe Mepe omHuM u3 cieayomux 3yeMeHToB: (Ci1-Ca)ankmn, rano(Ci-Cs)ankmr, O-(Ci-
Ca)ankmn, O-rano(Ci-Cs)anxun, F, Cl, Br, I, CN, -CH2CN, ruapoxcun uimu NO2;

Ry, R; u R; He3aBuCHUMO mpeAcCTaBisitoT COOOH MO MEHbLIeH Mepe ONUH U3 CIEIYIOLINX
snemeHToB. (Ci-Cs)ankun, rano(Ci-Cs)ankxmn, O-(Ci-Cs)anxmn, O-(Ci-Ca)ramoankun, (Ci-
Cs)anxunamuno, amuHo(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHz, rugpokcun, OC(O)CFs, -
OCH2Ph, -NHCO-(C1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)ankun, C(O)H, -C(O)NH:
i NO2;

X npexacrasisieT co0oi cBsi3b i NH;

Y npencrasisier coboii -C=0; u

m paBHO 1-3, win ero (apmMaueBTHYECKH MPHUEMIIEMYIO COJIb, TUAPAT, MOJUMOP( WU
u30Mep.

2. Cnocob mo m. 1, oTnuyaromuiicss Tem, 4T0 A TpencTaBisieT coOOW WHIONUI,
HeoOs3aTeNIbHO 3aMEIlEHHbI MO MeHbIIell Mepe OfHUM u3 cienyroumx sneMeHToB. (Ci-
Co)amkun, rano(Ci-Ca)ankun, O-(Ci1-Ca)ankmn, O-(Ci-Ca)ramoankun, (Ci1-Cs)ankunaMuHO,
amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHz, ruapokcun, OC(O)CFs3, -OCH2Ph, -
NHCO-(C1-Ca)anxun, COOH, -C(O)Ph, C(O)O-(C1-Ca)ankun, C(O)H, -C(O)NH2 mmu NO2;

B mnpencraBnsier coboli MMHMAa3on, HEOOS3aTENbHO 3aMEIIEHHbBI MO MEHbIIeH Mepe
onHnM u3 (C1-Ca)ankunos,

Ri, R: u R; He3aBuCHUMO mpeAcTaBisitoT COOOH MO MEHbLIeH Mepe ONUH U3 CIEIYIOLINX
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snemeHToB. (Ci-Ca)anmkmn, rano(Ci-Cs)ankmn, O-(Ci-Csankmn, O-(Ci-Ca)ramoankun, (Ci-
Ca)ankmnamuno, amuHo(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHa, runpokcui, OC(O)CF3, -
OCH2Ph, -NHCO-(C1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)anxun, C(O)H, -C(O)NH:
unu NOz;

X npexncrasiser codoii csa3b mim NH;

Y npenacrasisiet coboii -C=0; u

m paBHO 1-3, win ero ¢apmaneBTHYECKH MPHUEMIIEMYIO COJIb, THAPAT, MOJUMOP( WU
H30Mep.

3. Cnocod mo m. 1, ormmyaromuiics Tem, 4To A Tmpencrasisier cobol (enwmn,
HeoOs3aTeNIbHO 3aMEIEHHbI M0 MeHbIIell Mepe OmHUM u3 cienyroumx sjieMeHToB. (Ci-
Co)ankun, rano(Ci-Ca)ankun, O-(Ci1-Ca)ankmn, O-(Ci-Ca)ramoankun, (Ci1-Cs)ankunaMuHO,
amuHO(C1-Ca)ankun, F, CI, Br, I, CN, -CH2CN, NH, ruapokcun, OC(O)CF3, -OCH2Ph, -
NHCO-(C1-Cs)ankun, COOH, -C(O)Ph, C(O)O-(C1-Cs)ankun, C(O)H, -C(O)NH2 mnu NO2;

B mnpencraBnsier coboli MMHMAA30i, HEOOS3aTENbHO 3aMELIEHHbBIH MO MEHbIIEeH Mepe
ogauM 3 (C1-Cs)ankumos,

Ri, R: u R; He3aBUCHMO MPEACTaBISIOT COOOH MO MEHBIIEH Mepe ONUH U3 CIETYIOLIINX
snemeHToB. (Ci-Ca)ankmn, rano(Ci-Cs)ankmn, O-(Ci-Cs)ankmn, O-(Ci-Ca)ramoankun, (Ci-
Ca)ankmnamuno, amuno(C1-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, NH;, runpokcui, OC(O)CF3, -
OCH2Ph, -NHCO-(Ci1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)ankun, C(O)H, -C(O)NH:
mnu NOo;

X npencrasiser codoii cesa3b mim NH;

Y npexcrasisiet coboii -C=0; u

m paBHO 1-3, win ero ¢apmaneBTHYECKH MPHEMIIEMYIO COJb, THAPAT, MOJUMOPd Hin
H30Mep.

4. Cnocobd mo m. 1, oTouYarOmuUics TeM, 4TO A MpencTaBisieT coOOW WHIONUI,
HeoOs3aTeNIbHO 3aMEIEHHbI MO MeHbIIeil Mepe OfHUM u3 cienyroumx sieMeHToB. (Ci-
Co)amkun, rano(Ci-Ca)ankun, O-(Ci1-Cs)ankmn, O-(Ci-Ca)ramoankun, (Ci1-Cs)ankunaMuHO,
amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHz, ruapokcun, OC(O)CFs3, -OCH2Ph, -
NHCO-ankun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)anxun, C(O)H, -C(O)NH2 nmu NO2;

B mnpencraBnsier coboli MMHMAa3oi, HEOOS3aTENbHO 3aMELIEHHbI MO MEHbIIEeH Mepe
ogauM u3 (C1-Cs)ankumos,

Ri, R: u R; He3aBUCHMO MPEACTaBISIOT COOOH MO MEHBIISH Mepe ONUH M3 CIEIYIOLINX
snemeHToB. (Ci-Cs)ankmn, rano(Ci-Cs)ankmn, O-(Ci-Cs)ankmn, O-(Ci-Ca)ramoankmn, (Ci-
Ca)ankmnamuno, amuno(C1-Cs)ankun, F, Cl, Br, I, CN, -CH2CN, NHa, runpokcun, OC(O)CFs3, -
OCH2Ph, -NHCO-(Ci1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)anxun, C(O)H, -C(O)NH:
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uiu NOz;

X npexacrasisieT coboi cBsi3b i NH;

Y npencrasisier coboii -C=0; u

m paBHO 1-3, wim ero (apManeBTHYECKH MPUEMIIEMYIO COJIb, TUAPAT, MOJUMOP) HIN
U30Mep.

5. Cnoco6 mo m. 1, omnmuaromuiics TeMm, 4To A mpeAcTaBisieT COOOH WHOONMI,
HeoOs13aTeNIbHO 3aMEIleHHbI M0 MeHbIed Mepe OgHMM u3 cieayromux 3jgemeHToB. (Ci-
Co)ankun, rano(Ci-Co)ankun, O-(Ci-Ca)ankumn, O-(Ci-Ca)ramoankun, (Ci1-Cs)ankunaMuHoO,
amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHaz, rugpokcun, OC(O)CFs3, -OCH2Ph, -
NHCO-(C1-Cs)ankmn, COOH, -C(O)Ph, C(0)O-(C1-Cs)ankun, C(O)H, -C(O)NH2 mnu NO2;

B mnpencraBnsier coboli MMHAA30i, HEOOS3aTENbHO 3aMELIEHHBIH MO MEHbIIei Mepe
ogauM 3 (C1-Cs)ankunos,

Ri, R: u R;3 He3aBUCUMO MPEACTaBISIIOT COOOH MO MEHBIIEH Mepe ONUH U3 CIIEIYIOLIINX
anemeHToB. (Ci-Ca)ankmn, rano(Ci-Cs)ankun, O-(Ci-Cs)ankmn, O-(Ci-Cs)ramoankun, (Ci-
Ca)ankunamuno, amuHo(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHa, runpokcun, OC(O)CF3, -
OCH2Ph, -NHCO-(C1-Cs)anxun, COOH, -C(O)Ph, C(O)O-(Ci-Cs)ankun, C(O)H, -C(O)NH:
niu NOz;

X mpencrasisieT cOOOH CBsI3b;

Y npencrasisier coboii -C=0; u

m paBHO 1-3, wn ero ¢gapmMaueBTHYECKH NMPHEMIIEMYIO COJb, TUAPAT, MOJUMOP] HiIn
u3oMmep.

6. Cnoco0 nedeHus: KOpOHABUPYCHON MH(EKINH y CyObeKTa, HYKIAKOIIErocs B 3TOM,
BKJIFOYAOLIMI BBENEHHE YKAa3aHHOMY CyOBEKTy COCTaBa, COIEPIKALIEro TepareBTHYECKU

s¢dexTuBHOE KomuuecTBO coenuuenus @opmyiner VII:
Q
@dx—{\N N

MeO OMe
OMe (VID)

rae

X npexacrasisieT coboi cBsi3b i NH;

Q npencrasmnsier codoii NH u

A mpencrasisier coOol (peHMNbHOE, WHAOMMIBHOE WM WHAA3O0JMIBHOE KOJIBIIO,
HeoOsA3aTeNIbHO 3aMELIEHHOe IO MEHblIed Mepe OfHuM u3 cienyromux saeMeHTos: (Ci-

Co)ankmn, rano(Ci-Ca)ankun, O-(Ci-Ca)ankmn, O-(Ci-Ca)ramoankun, (Ci1-Cs)ankuiaMuHoO,
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amuHO(C1-Ca)ankun, F, Cl, Br, I, CN, -CH2CN, NHa, ruapokcun, OC(O)CF3, -OCH2Ph, -
NHCO-(Ci-Cs)anxun, COOH, -C(O)Ph, C(0)O-(Ci-Cs)ankun, C(O)H, -C(O)NH2 umu NO2; nnu
ero (papMaLeBTHYECKH IPUEMIIEMYIO COJIb, THAPAT, MOJIUMOP( W U30MED.

7. Cnocob mo 1. 6, OTIMYAIOLIMNCS TeM, 4TO X MPEACTaBIsAeT COOOH CBS3b.

8. Cnocob o 1. 6, oTnyaroImuics TeM, uto X npeacrasisier codoit NH.

9. Cnocod mo m. 6, OTNMYAKOLIMICA TeM, 4TO X MpeACTaBIseT co0oi CBsi3b, Q
npencrasisier coboit NH; u A mpencraBnsier coOOH WHIOJNBHOE KOJbBLO, HEOOS3aTeTbHO
3aMeleHHOe TIO0 MeHbIneld Mepe ogHuM u3 cienyromux 3jeMeHToB. (Ci-Cs)amkun, ramo(Ci-
Ca)anxun, O-(C1-Ca)ankun, O-(Ci-Cq)ranoankun, (Ci-Cq)ankunamuno, amuno(Ci-Cs)ankun, F,
Cl, Br, I, CN, -CH2CN, NHa, rugpokcun, OC(O)CFs, -OCH2Ph, -NHCO-(C1-Cs)ankumn, COOH,
-C(O)Ph, C(0)O-(Ci-Cs)ankun, C(O)H, -C(O)NH: wmu NO2; wim ¢dapManeBTHIeCKH
NPUEMJIEMYIO COJb, TUIPAT, MOJUMOP(Q HITH H30MED.

10. Cnocob nedeHust KOpOHABUPYCHOUM MH(pEKINH y CyOBbeKTa, Hy KNAKOIIETOCsS B 3TOM,
BKJIIOYAIOLINI BBEIEHHE YKa3aHHOMY CYOBEKTYy COCTaBa, CONEpPIKALIEro TeparneBTHYECKH

s¢dexTuBHOE KOomuuecTBO coenuHeHuss Popmyner VII(c):

OMe
0
\ OMe
HN_ _N OMe
z R;
HN R
(Ryn VII(c)
rac

R4 u Rs HesaBucumo npeacrapisitor codoii Bomopon, (C1-Ca)ankun, rango(Ci-Cs)amkm,
O-(C1-Cso)ankun, O-(C1-Cq)ramoankmi, (Ci-Cs)ankunamuno, amuro(Ci1-Cs)ankun, F, CI, Br, I,
CN, -CH2CN, NHa, runpokcui, OC(O)CF3, -OCH2Ph, -NHCO-(C1-Cs)ankun, COOH, -C(O)Ph,
C(0)O-(C1-Co)ankun, C(O)H, -C(O)NH2 umu NOz; u

n paBHO 1-4, wnu ero apmaieBTHUYECKU MPUEMIIEMYIO COJIb, THAPAT, MOIUMOP( WK
H30MeP.

11. Crocob nevyeHust KOPOHABUPYCHOW MH(pEKINH y CyOBEKTa, HYKIAIOMIETOCs B 3TOM,
BKJIFOYAIOIINI BBEICHHE YKAa3aHHOMY CYOBEKTYy COCTaBa, COAEPIKALIEro TepaneBTHYECKH

3¢ heKTHBHOE KOIHYECTBO coenuHeHus 17ya, mpencTaBieHHOrO:
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(17ya).

12. Cnocob no nrobomy u3 . 1-11, oTinuaromuiicss TeM, 4To KOPOHABHPYCHAST HHPEKIHS
BeI3BaHa SARS-CoV, MERS-CoV um SARS-CoV-2.

13. Cnocob no mrobomy u3 . 1-11, oTmnuaromuiicss TeM, 4T0 KOPOHABUPY CHAsI MHPEKIHS
Bei3BaHa SARS-CoV-2.

14. Crnoco6 mo n. 13, ornmuaromuiicss TeMm, 4to cyOwbekt ¢ mHpekuueir SARS-CoV-2
TIOZBEPIKEH BBICOKOMY PHUCKY Pa3BUTHs OCTPOTO pecrnupaTopHOro auctpecc-cuampoma (ARDS)
WK TSLKEJIOro OCTPOro pecrrparopHoro cuaapoma (SARS).

15. Cnocod mo m. 13 wmm 14, OTIMYArOUMIACS TeM, YTO YKa3aHHBIN CHOCOO CHIDKAET
CMEPTHOCTD IO CPABHEHHUIO C COBOKYITHOCTBIO MALIMEHTOB, MOJTYYaBIINX IU1anedo.

16. Crocod® mo mn. 13 wmm 14, oTnUYarOmMUiACS TeM, YTO YKa3aHHBIM CIOCOO CHIDKAeT
3a00J1€Ba€MOCTb 10 CPABHEHUIO C COBOKYITHOCTBIO NMAIIUEHTOB, MOJYYaBLINX M1ALedo.

17. Cnoco6 mo m. 16, omiuyaromumiics TeM, 4YTO YKa3aHHbIH CIoco0 yMeHbLIAeT
JbIXaTeNIbHYI0 HEIOCTaTOYHOCTb, KOJIMYECTBO JHEH B OTAENEHHMM WHTEHCUBHON Tepamuy,
KOJIMYECTBO JHEW Ha MEXaHWYECKOW BEHTWISALIMU JIETKUX WK yJydlaeT oueHky no Ilopsakosoi
mKajge KIMHN4Yeckoro yiayumenuss BO3 mo CcpaBHEHMIO € COBOKYNHOCTBIO —MALMEHTOB,
NOJTyYaBIIKX I1ALe00.

18. Crocod mo n. 13 wmu 14, OTIMYAOIMUICS TeM, YTO YKa3aHHBIA CIOCOO CHIDKAeT
CMEPTHOCTb WJIM IBIXaTEIbHYI0 HEIOCTATOUHOCTb y CYOBEKTOB crapiie 60 JieT Mo CpaBHEHUIO C
COBOKYTTHOCTBIO MTALIMEHTOB, MOJYYaBIINX T1anedo.

19. Crocod mo n. 13 wmu 14, oTIHYAOIMUIACS TeM, YTO YKa3aHHBIA CIOCOO CHIDKAeT
CMEPTHOCTb WJIM JIbIXaTENIbHYI0 HEJOCTATOYHOCTD IPU BBEACHNUH B KOMOMHAIIMU C PEMAECCUBHPOM
W/WJIN IEKCAMETa30HOM IO CPABHEHUIO C COBOKYITHOCTBIO MAIIUEHTOB, MTOJIYYaBLINX IUIAEe00.

20. Cmocod mo mobomy u3 mm. 13-14, [OMOTHHUTENBHO BKIFOYAIOIIUH BTOPOH
TepaneBTUYECKUI Npenapar.

21. Cnocob® mo m. 20, OTIMYAIOIIMICS TeM, YTO BTOPOH TeparneBTHYECKUI Ipenapar

NPeNCTaBiIsAeT COOOH peMAeCHBHp, NEKCAMETAa30H WM JPYrod KOPTHKOCTEPOH, WIIH PEMIECUBHP



82

IUTIOC KOPTUKOCTEPOUA.

22. Cnocob® mo m. 20, OTIMYAOIIMICS TeM, YTO BTOPOH TeparneBTHYEeCKUil Ipenapar
NpenCTaBiIsAeT COOOW JIEKApPCTBEHHBINH Npernapar, MOAYJIMPYIOIIUH HMMMYHHYIO CHCTEMY. WU
(bakTOpPbI KIETKU-XO3MHA, TAKON KaK JEeKCAaMeTa30H WIIH APYroi KopTUKocTepoua, nHrudurop IL-
6, Takol Kak ToLpn3yMad, uHTrepdepoHsl, HHrHOUTOp IL-1 mam MHrHOUTOp KUHA3BI, TaKOH Kak
OapuuuTHHUO.

23. Cnocob® mo m. 20, OTIMYAKOIIMIACS TeM, YTO BTOPOH TepameBTHYECKUIl IMpernapar
npecTaBiIseT coOOlM mpemapar aHTHTEN, TakoW Kak rmiasma pekonsajeciueHroB COVID-19 ¢
BbICOKUM THUTpOM, 1VIG, mpemapaT MOHOKJIOHAJBbHBIX AHTHTEN, TAKOW KaK Ka3MPHBUMAO IUTFOC
umaeBrMad, bamnaHuBUMa0 Uik OGamitaHuBUMAO IIFOC dTeceBUMad.

24. Cnoco6 mo mn. 20, omIMYarOIMACA TEeM, YTO BTOPOH TNPOTHBOBHPYCHBIM
TepareBTHYECKUH Mpenapar NpencTaBisieT coOOH BTOPOH NMPOTUBOBHPYCHBIH Mpenapar, KOTOPbIHA
npencTaBisieT coOOW MO MEHbLIEH Mepe OOMH W3 CIEAYHIUX: (aBUIUPABUP, JIOIMHABUD,
PUTOHABHUDP, pPEMIECHBUpP, HWHTHOUTOPBI SHYC-KWHA3bl, T'HAPOKCHUXJIOPOXUH, Aa3HUTPOMHILIHH,
MHTHOWTOP HEHpaMHUHUA3bl, AaMAHTANH, PUMAHTAINH, HHTHOUTOP IeMarTJIFOTHHIHA, pUOABUPHH,
WIOKCYPHUIUH, TPUPIYPUINH, BUAApaOWUH, AaUMKIOBHP, TAHLUKIOBHP, (POCKAPHET. 3UIAOBYIMH,
IUAAHO3UH, TIEPAMUBHP, 3aJIUTAONH, CTaByAWH, (PaMIMKIOBUD, OCEIbTAMUBHP, 3aHAMUBHP WU
BAJIALIUKJIOBUP.

25. Cnoco6 mo 1. 20, OTIHYAOIIUNCS TeM, YTO BTOPOH IMpemnapaT MpeAcTaBisieT CoOoH 1o
MeHbIlell Mepe ofauH u3 crnepyromux: ButaMud C wm D, 1uHK, paMOTHANH, UBEPMEKTUH WIIN
uHruouTop anruoreHsuHmnpespamatoinero gpepmenta (ACEI) mmm areHt, CBA3bIBAIOIIHNA PELETOP
anruorensuHa (ARB).

26. Cnoco0b mo m. 13 mnu 14, OTIMYArOIIMICS TEM, YTO YKa3aHHOE COSAMHEHUE BBOIST B
KOJINYECTBE OT 0KOJIO | Mr 10 okono 100 mr.

27. Cnocob mo 1. 13 wimm 14, oTIMYaroImuiicss TeM, YTO YKa3aHHOE COENUHEHHE BBOIST B
KOJINYECTBE OT OKOJIO 4 MI 10 0K0J0 90 MT.

28. Cmocob mo m. 13 wnum 14, oTiMJaroImuiics TeM, 4TO YKa3aHHOE COEIMHEHHE BBOIST B
KOJINYECTBE OT OKOJIO 4 MI" 1O OKOJIO 45 MT.

29. Cnocob mo mobomy u3 mm. 1-14, HOMONHUTENPHO BKIIOYAOIINNA (hapMarieBTHUECKH

NPUEMIIEMOE BCIIOMOTAaTCJIbHOC BEILICCTBO.
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