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BBICOKOAKTHBHBIE COETMHEHUWA ITPOTUB COVID-19

Onmcanue

IlepexpecTHasi cCHIIKA HA PO/ICTBEHHbIE 3AABKH

Jlnst Hacrosmelt 3asBKU HCIpaIiBaeTCsl IPHOPUTET B COOTBETCTBUY ¢ IIpeiBapuTeibHOHI 3as1Bkoit CITIA No
62/982670, nonanuoit 27 ¢eppans 2020 r.; nupenBapurensaoi 3assroit CIITA Ne 62/994206, noganno 24 mapra
2020 r.; mpeaBapurensHOH 3asiBkot CITTA Ne 63/032247, mogannoit 29 mas 2020 r.; npeaBapuTenbHoi 3assroit CITTA
Ne 63/039352, momannoit 15 utons 2020 r.; npeaBaputenbHoif 3asgBkoit CIITA Ne 63/040985, nogannoi 18 mons 2020
I.; mpenBapuTenbHo 3asBroit CITTA Ne 63/054680, momannoit 21 moxa 2020 r.; npenBaputenbHOM 3asgBkoit CITIA
63/073328, moganno#t 1 centsaops 2020 r.; a Takxe mpeasapurenbHOi 3asBroit CIITA 63/146456, monanHo# 5

dempansg 2021 r. DTH 3a9BKH TOTHOCTHIO BKIFOUCHE B HACTOSIHII JOKYMEHT TIOCPEJICTBOM CCHUTKH JUIS BeeX TeNeit.

00.1acTH TEeXHUKH, K KOTOPOIi OTHOCHTCSI HACTOSIIILee I/ISOﬁDeTeHI/Ie

Hacrosimee wm300peTeHME OTHOCHTCS K IPUMCHEHHIO OTACILHBIX IIYPHHOBHIX HYKJICOTHJIOB W WX
dapmareBTHIECKH IPUEMIEMBIX colel, oOnafaontix 3G QeKTHBHON aKTUBHOCTHIO U Y00CTBOM JIO3HPOBAHNS, JUIS
nedeHus win npodunakTuky Bupyca SARS-CoV-2, BeirmBatomero COVID-19, v Xo3amHa, Kak IpaBUIIo, IeIOBEKa,

HY KJIAIOMIETOCA B 5TOM.

H[!eg!lﬂeCTB!lO!!!I/II‘/‘I YPOB¢Hb TCXHHUKH HACTOAIIECTO I/ISOﬁDeTeHI/Iﬂ

B nexadpe 2019 roxa B r.Yxane, Kuralf, y psjia nanuenros Oblla JUArHOCTUPOBaHA THEBMOHUS. Y DTHX
HaIUEHTOB MIPOSIBILUINCH CUMIITOMBI, CXOJIHBIE CO BCIILIIKOM SARS (Ts1Ke10T0 0CTPOro pecnupaTopHOro CHHPOMA)
B 2002-2003 rr. B sHBape 2020 roga npuuuHy MHGEKIINH HACHTU(PUIMPOBAINA KaK HOBHIHT KOPOHABUPYC, KOTOPHIH
OBUI Ha3BaH KOPOHABHPYCOM-2 TSDKEJIOIO OCTpOro pectuparopHoro cuuzapoma (SARS-CoV-2), a BeI3BIBacMOE UM
3a00JIeBaHUe Ha3BaHO KOpOHABUPYCHBIM 3a0oieBanueM 2019 (COVID-19). DTo noTeHIuanbHO TsDKENoe, a HHOTa U
cMepTenbHoe 3aboineBaHue OBICTPO paclpocTpaHuioch o BeeMmy wMupy. 11 Mapra 2020 roma Bceemupnas
opraunmzanus 3paBooxpanenus o0bsBuiaa COVID-19 rnobansHolt nanaeMueii.

Y GONBIMMHCTBA TAUECHTOB, HHOUIUPOBAHHLIX BUPYCOM SARS-CoV-2, MosABIMIOTCS JEeTKUE, MTOXOXKUES HA
IPOCTYAy CUMIITOMBI, BKIIOYasl JIUXOPAAKY, Kallelb, YTOMISEMOCTh, OJBIINIKY, MBIICYHBIE OOTH M MOTEPIO BKyca
/W OGOHSIHYSL. DTH CHMIITOMBI OOBITHO HCUE3aI0T MPH OKa3aHUM MUHUMATLHON METUITMHCKOM IOMOITHN B TEUCHIE
HECKOIBKUX Heenb. OJHAKO MHOT/IA CHMITOMBI COXPAHSIOTCS B TEUCHHE HECKONBKHX MecsIeB. Bupyc Moxer
BBI3BATH JIOJITOBPEMEHHOE MTOPAKEHHUE JIETKIX, CEPATa B TOJIOBHOTO Mo3Ta. KpoMe Toro, y HEKOTOPHIX MAIlUEHTOB, B
YACTHOCTH Y HMOXWIBIX JIOJCH, NI ¢ OCTa0ICHHEIM UMMYHHATETOM WM JIUI] ¢ COMYTCTBYIOIMAMHE 3a00JICBaHUSIMHY,
BHPYC MOET BBI3BIBATH TSDKEIBIE CHMITOMBL, KOTOPHIE NPHBOAAT K TOCIUTATH3AINH, HEOOXOIUMOCTH
HCKYCCTBCHHON BEHTHIISIIIAY JIETKHUX W/WIH CMEPTH.

SARS-CoV-2 npencrasnser coboit koporasupyc (CoV), oTHOCAMMiteS k mopsiky Nidovirales, ceMeUcTBY
Coronaviridae, noncemeiictey Coronavirinae, TPEICTaBISIONIEMY 000 0COIOUETHBI BHPYC € IO3UTHBHO-
CMBICIOBEIM ojiHoTIeIouedyHbIM PHK-renomom. SARS-CoV-2 umeer pasmep, cocTapison i npudnusurensao 30
TBHICST OCHOBAHHHM, ITO SIBISIETCSI OJTHUM W3 KpyIHeHmuX u3BecTHHIX PHK renomos. PojicTBeHHBIE KOPOHABHPYCHI
BKIIIOYAIOT KOPOHABHPYC TSDKEIOTO OCTporo pecuuparopuoro cupapoma (SARS-CoV) u  xopoHaBupyc
OnmxHeBocToYHOTO pecumparoproro cugapoma (MERS-CoV). Oxnako SARS-CoV-2 umeer Tonbko 79,5% obimero

resomMa ¢ SARS-CoV u mostomy cuuTaeTcss HOBEIM O€Ta-KOPOHABHPYCOM, 3apa)aloluM deroBeka (Zhou et al.
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Nature 2020, 579, 270), a Taxxke JemMoHCTpHUpyeT, 1o cpaBHeHHIO ¢ SARS-CoV u MERS-CoV, Goiiee BHICOKYIO
CKOpOCTh TIepefiadu oT denoBeka K uenoBeky (Huang et al., Lancet 2000, 395, 497), uro menaer ero ocoOGeHHO
ONAacHLIM M CIOXHBIM JUId clepkuBaHus. CoV HacTo BO3HMKAIOT KaK DH300THYECKHE HH(EKINH, KOTOpHIS
IIPEOIONIEBAIOT BUIOBOM Gaphep MEXITy KUBOTHLIM U 9€JIOBEKOM, M IPOTPECCUPYIOT, BHI3BIBAsI IPUPOTHO-0UarOBBIE
3aboneBanus y denoseka (Lau et al., PNAS 2005, 102, 14040-5; Rest et al., Infect Genet Evol. 2003, 3, 219-25).
MexBunoBsle ckauku noszposmin CoV, takomy kak SARS CoV u CoV OGIMXHEBOCTOYHOIO PECHHPATOPHOTO
cuagipoMa (MERS), nposiBUTECSI B KadecTBe OOJIAIAIONUX BUPYJICHTHOCTHIO BHPYcOB uenoBeka (Schoeman and
Fielding, Virology 2019, 16, 69). AHanOoruIHEIM 00pa3oM CEKBEHMPOBAHKE TeHOMA OKA3aJI0, UTO, Ha YPOBHE BCETO
reaoma, SARS-CoV-2 Ha 96% wuaeHTHYICH KOPOHABHUPYCY JeTy4aux Muime# (Zhou et al. Nature 2020, 579, 270) u,
CJIe/IOBATENLHO, Hanbollee BEPOSITHO IIPOU30IIENT OT JICTYINX MBITICH.

SARS-CoV-2 mnpoHukaeT B KIETKH YEJIOBEKA IIYTEM CBI3BIBAHMSI C PEIENTOPAMU AHTHOTECH3MH-
npespamarotero gepmenta 2 (hACE2). IIIUNbI-rIuKOIpOTEHHEI Ha TIOBEPXHOCTH 0OOJIOYKH BUPYCa CBI3BIBAIOTCS C
penentopoM ACE2, a 3areM TpaHcMeMOpaHHasi CEpUHOBAs IPOTeasza UENOBEKa 2 PAcHICIUISIET U aKTHBHPYET
IMUIOBUIHBINA Gelnok, 4To mo3BoisieT SARS-CoV-2 npoHHKaTh B KIETKY IOCPEJICTBOM SHJIOIUTO3a WU MPSIMOTO
cimaaus ¢ MeMOpaHoi xo3samHa. Luan et al. Biochem. Biophys. Res. Commun. 2020: 527, 165; Hoffman, M. et al.
Cell, 2020, 181, 271; Yang et al. Int. J. Biol. Sci. 2020, 16, 1724. ).

[Tocite TpPOHMKHOBEHMsI BHYTPh KIETKH TpaHCKpuIIMs W pemukanus SARS-CoV-2 omocpeiyrorest
MHOTOCY OBb¢/IMHITHBIM TTOMUMEPa3HbIM KoMIulekcoM. KartamnTidaecko cyOpeuaneif kommiekca smisteress PHK-
sapucumas PHK-mommmepasa (RdRp), m3BectHas kak nspl2. Xots BeIeneHHas cyObeauHAma nspl2 cama mo cebe
CIocoOHa IPOBOJUTH MOTMMEPA3HYIO PEAKIHIO, IPUCYTCTBAE KOPAKTOPOB Nsp7 U NSP8 3HAYUTEIHHO HOBBIIIACT
s¢hdexTHBHOCTE HoMMMepa3Hoit peakun (Ahn et al. Arch Virol. 2012, 157, 2095; Subissi et al. Proc. Natl. Acad. Sci.,
2014, 111, E3900).

B ampeie 2020 roja Obuia ompejienena kpucraummaeckast crpykrypa nsp-12 SARS-CoV-2 B xomiuiekce ¢
nsp-7 u nsp-8 (Gao et al. Science 2020, 368:779-782). Ctpykrypa nspl2 cojepkur mosumepasHelii C-KOHIIEBOH
Jomern RdARp, xoropbllf coenmHeH ¢ N-KOHIIEBHIM JOMEHOM V/UIMHCHHUS, Ha3bIBaeéMBIM HHAOBHpPYCHBIM RdRp-
acCOIMUPOBAHHBIM HykieotuamiTpanchepasubM joMeHoM (NIRAN). Dtor moMer NiRAN, KOTOpEIH sIBIsIETCS
KOHCEPBaTHBHBIM Y BCEX HHJOBHPYCOB, CIIOCOOHBIX JEMOHCTPHPOBATh AaKTHBHOCTH HYKJICOTHAMIUPOBAHUS,
XapakTepusyeTcs o- U P-yKiIaJKaMu, COCTOSINIMHI U3 BOCKME O-crimpaneit u narunenodednoro fB-mucra (Gao et al.
Science 2020, 368:779- 782). C-koHIIEBOM JOMEH OBUI OXapakTepU30BaH KaK JOMEH, MOXOXWH Ha “CIOXKCHHYIO
JareIKoi KUCTh MpaBoil pyku” ¢ cyOJ0MEHAMH B BH/IC HAILIIEB, OOJNLIIOTO HaIbIa H JIaJ0HH.

[Tockonbky Bupyc SARS-CoV-2 pacrpocTpaHuics IO BCEMY MHUPY, OH IPOJEMOHCTPUPOBAT BBICOKYIO
CKOPOCTH MYTAINH, U Psil MyTHPOBABIINX (OPM BHpyca IUPKYIHUPYET B OOIMEMHPOBOM MaciiTadbe. DTH MyTaluu
MOTYT OKa3bIBaTh BIMSHHUE Ha CIIOCOOHOCTL BHpPYCa BHI3BIBAThL MH(EKINH, a TaKKE Ha CKOPOCTh €€ Iepe/ladm.
Hanpuwmep, B CoemurernoM Koponercrse uaentudunmpopann BapuanT B.1.1.7, koToprrit ocenrto 2020 roja 6vu
Ha3BaH YIpaBlICHHEM OOINECTBEHHOTO 3/[PaBOOXPAaHEHUS AHIMINM BapHaHTOM, BBI3HIBAIOIUAM 03a004E€HHOCTH
202012/01. DToT BapWaHT MMeeT BOceMb MyTanmit B obiactu mumna. MMeroTes JaHHBIE O TOM, 9TO 3TOT BapHaHT
pacipocTpansieTest ObICTpee | JIeTde, a TakKe MOXKET acCOIMUPOBATECS ¢ TOBBINIEHHBIM pUCKOM cMepTH. B IOxHOi
Adpuke O6buTH HACHTHGUIIPOBAHH ApyTHe BapuanThl, B.1.351 1 501Y.V2. O6a BapraHTa IMEIOT HEKOTOPHIE O0TITHE
¢ BapmanToM B.11.7 mytanum, Bkmodas myTanuto NS5S01Y. B Bpasmnmum takke WACHTUHUIMPOBATH BapHaHT,
U3BeCTHHIM Kak P.1, KOTOpHIM cOMEpXUT MyTalMy, KOTOPLIE MOTYT OKa3aTh BIMSHHE Ha CIOCOOHOCTH BHpyca
pacliozHaBaThesl aHTUTeNaMH. Ilo oToM mpudMHE BaXXHO pa3paboTaTh METOJBI JICUCHMs, CIOCOOHBLIEC JICUUThH

MyTHpOBaBINHEe GOPMBI BUPYCa, B YaCTHOCTH (POPMBI ¢ MyTallUsMH B IMHIIOBUTHOM OeJKe.



Hcropust co3/laHusl TEpaleBTHUECKUX CPEACTB /Ul JICUCHHUS KOPOHABHPYCHBEIX 3a00JICBaHUil deloBEKa
WUIIOCTPUPYET KOMIUIEKCHOCTD U CIOKHOCTD IIpobiieMbl. HecMoTps Ha TO, 4T0 BHPYCH ObUIA 0OHapy keHH B 2012 u
2003 rojiax COOTBETCTBEHHO, OTCY TCTBOBAIM KOMMEPIECKUE BaKIIMHBI MK JICKAPCTBEHHBIE CPEJICTRA, 0100pEHHbIE
st MERS-CoV u SARS-CoV.

OrcyTcTBHE YTBEPXKACHHOTO JICUCHUS B COYETAHUH C BBLICOKHM YPOBHEM CMEPTHOCTH, JEIKOCTBHIO U
CKOPOCTHIO IIepeJladll IIOJUCPKUBACT HEOOXOAUMOCTH PazpaboTKH »((dEeKTHBHOIO IIPOTUBOBHPYCHOIO Iperapara
npotus COVID-19.

Taxum o6pasoM, IENBIO HACTOSINETO M300PETEHHs SBISAETCS 00eCIeUCHUE KOMIIOZUINI U CIIOCOOOB I

nedeHus u npodmwraktuky Bupyca SARS-CoV-2, BeiseiBatomero COVID-19.

CVIIHOCTL HACTOSIIIEI 0 I/IEOﬁDeTeHI/Iﬂ

Hacrosimee uzoOperenue obecnieunBaer Jieuenue Bupyca SARS-CoV-2 y xo3stmHa, KOTOpoMy TpelyeTcst
Takoe JEUYCHHE, BKIIOYaroIee BBeleHHE d(PPEKTHUBHOTO KOMMUYECTBA COCAMHEHUS OTACIBLHBIX IIyPUHOBBIX
HY KJIICOTHJIOB, KaK JlaJiee OIMCAHO B HACTOSIIEM JIOKYMEHTE, € IIENbI0 3 (PEeKTHBHOTO JIEICHNUS, TIPSy IPEKACHISI TN
npodunaktuka Bupyca SARS-CoV-2, BeimBaromero COVID-19. OTi nmyprHOBHE HYKICOTHIH JEMOHCTPUPYIOT
IelICHANIPABICHHY K0 aKTHBHOCTH IIPOTHB BHpycCa.

Kpome Toro, u 5To sBISETCS BaKHEIM, YTO 3TH COEJUHEHHS MOKHO BBOJUTH HYXKJAIOIIEMYCA B 3TOM
XO34MHY, HapAMEp, YEIOBEKY, ¢ NPUMEHEHHEM IIPOCTOM TBEpAO# JeKapCTBEHHOM (OPMBI JUISI IIEPOPATHLHOTO
IPAMEHEHHUA, KOTOPYIO MOKHO yIOOHO NIPHHHMATh JOMa HWIH, OOBMHO, BHE MEIUIMHCKOTO YUPEKICHHUsI 0e3
HEOOXOJUMOCTH IapEHTEPATbHOTO BBEJCHHA WIM TOCHHMTANM3alUd. Lclad KelarellbHO HWIH LelecooOpasHo,
aKTHBHBIE COCIMHEHHN S, OIIUCAHHEIE B HACTOSAINEM JOKYMEHTE, MOTYT allbTepPHATABHO BBOJUTLCS IAPEHTEPAIBHO MIH
IIEpOPAIILHO B MEJUIIMHCKOM YUpEKICHUU. Tepanusa MOKET NPUMEHATHCS Ul JICYEHHs] 3a00JI€BaHUSA B JIETKOH,
cpemHelt Wi TsoKenol dpopmax.

CoracHo OJTHOMY BapHaHTY OCYINECTBICHHS HACTOAINETO H300pETCHUS coeiuHeHHe GOpMYIIH |
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WA ero (apMareBTHICCKA NPHEMIEMYIO CcOIb, HeoOsA3aTeNbHO B (PapMaleBTHYECKHA IMPHEMIIEMOM
HOCHTEIIE, BBOJAT B 3 PEKTHUBHOM KOIMIECTBE XO3AMHY, KaK MpaBmwio, denoBeky ¢ COVID-19, Hyxaaromemycs B
TaKOM JICUCHUH, WIH XO35MHY, IIOJBEP)KEHHOMY PHUCKY 3apaskeHUsl WIK MOBTOpHOro 3apaxeHus SARS-CoV-2, to
€cTh B KauecTBe HPOPMIAKTHIECKOTO CpeicTBa (IpHUeM TEPMHH “IPOQPHIAKTHYECKH O3Ha4aeT IOTHOE
[IPeIOTBpAIlCHAE WIM MHHUMH3aIMIO NPHOOpETEHHOM WH(pEKNMH B CcpaBHEHMH ¢ 3aboleBaHWEM 0€3 TaKoro
IpoQHIaKTHIECKOTO JICUEHHS), T/IE:

R! Br16pan u3 C;-Ceanxmina, Cs-Comuxioankuia u -C(0)Cq-Ceankuia;

R? npezcraBiuser coboit Bogopox, Ci-eakuil (BKIIOYAsS METHI, STHI, Hpommia u usompormn), Cs-

JIAKIOATKAI WM apuil (BKIIoYas GeHmwI U HAQTHI) U COTTIACHO albTEPHATHBHOMY BAPUAHTY OCYIECTBIEHHS R>

upezcranisier coboit apuin(Ci-Caankmn)-, reTepoapril WiId I'eTepOaKuI,
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R? mpencrapiser coboi Bogopo min Ci-salKi (BKIIOYas METHI, ST, IPOIIT M H3OIPOIIMI ),

R* u R* mesapucuMo BHIGPaHBI 13 BOJ0PoAa, Ci-salkuila (BKIIOYAS METHII, 3THIL, IIPOIIAI M M30MPOIIII) 1
Cs-7IUKIIOAIKIIA;, B

R® npexncraBiusier coGoit Bogopoxa, Ci-ealikuil (BKIIOYAsS METHWI, STWI, Hpommia u u3ompormn), Ci-
granoreHakuil Wi C3-7IUKIOATKAI U COTJACHO albTEPHATHBHOMY BAPUAHTY OCYIIECTBIEHHS R MpejcTaBiser
co6oit apmin(Ci-Caankmin)-, apui, reTepoapul Uil FeTePOaTKUII.

Heorpannuusaromue npumepsl Ci-Cealkmina BKIIOYAIOT METHI, STWI, PO, W30IPONMI, OYTHI, TPET-
6yTui, Brop-0yTmi, uzo0ytui, -CH,C(CH3)3, -CH(CH2CH3)» u -CH>CH(CH2CH3),. HeorpanuduBaromue npuMepst
Cs-Cenuutoasikmiia BKIFOUAOT mukitonponui, CHo-mukronponui, nukiao0y Tt 1 CHo-niukiio6y THIL

Heorpanmuuparomuit npumep apui(Ci-Csankmn)- npeicrapiser ccoboit Gensmin. HeorpanwaumBarormuit
IpUMeEp apuia pecTaBisieT cobol GheHumI.

CornmacHO OJTHOMY BapuaHTy ocyirnecTBieHus1 BUpyc SARS-CoV-2 sBusercss BUPycOM JIUKOTO THIIA.
CormacHo JpyromMy BapHaHTy ocyInecTBiIeHus y Bupyca SARS-CoV-2 npoucXoAuT €cTeCTBEHHAs WU
WH/IyITUPOBaHHASl JEKAPCTBECHHBIM CPEJACTBOM MYyTallWs, HAIpUMep, HO STHM HE OTPaHHYMBASCh, MYyTaIldsl B
BHpYCcHOM Oelike, BEIOpaHHOoM 13 obonoueunoro () Oenka, memOpanHoro (M) Genxka, munoBuiHoro (S) Oeiika, nspl,
nsp2, nsp3, nsp4, nspS, nsp 6, nsp7, nsp8, nsp9, nspl0, nspl2, nspl3, nspl4, nspl5, nspl6, ORFlab, ORF3a, ORF6,
ORF7a, ORF7b, ORF8 u ORF10.

HeorpanmuuBaromuM mpuMepoM  coequHeHHs QopMmyasl | sBasercs coeqmHenme 1 wmim  ero
dapmarieBTHIeCKH IpueMiIeMas conb. COITacHO OJHOMY BapHaHTy OCYINECTBICHHS coeJuHEHWe 1 miam ero
dapMaIeBTHIECKH NPUEMIEMYIO COJIb, HEOOsI3aTeNbHO B (papMalleBTUUECKH NPHUEMIEMOM HOCHTENE, BBOJST
XO35MHY, KOTOpPOMY TpeOyeTcs Takoe JeUeHHe, HaupuMep, UenoBeky, mHpuiupoBanHoMy SARS-CoV-2, wim

XO3SMHY, IIOJIBEPKEHHOMY PUCKY 3apaxkeHus BupycoM SARS-CoV-2, T.e. B kauecTBe MIpoPHIaKTHIECKOTO CPEICTRA.
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Coeanuenue 1
Coenmuenne 1 m3oOpaxeHO BhINE 0e3 ydeTa CTepeoxXMMHUM IIpu atoMe (ocdopa, KOTOPHIH SBISETCS
xuparbHbIM. CoenmHeHHe 1 MOXET HPUMEHATHCS JHO0 Oe3 yuera cTepeoXMMHUM IpH aroMe docdopa, mmudo B
docdopHO-paniemmaeckoit dopme, THO0 ¢ MOOBIM KENaeMBIM COOTHONIEHMEM R- W S-sHaHTHOMEpoB (ocdopa
COEJIMHEHUSL, BKIIIOYasi PHAHTHOMEPHO OOOTaIEHHEIE (T.€. ¥ KOTOPBIX OTCYTCTBYET JI0, IO MeHbINEH Mepe, 90%, 95%,
98%, 99% wmm gaxe 100% TPOTHBONONOXKHEIM SHAHTHOMEp, KOTOpHIC (DaKTHIECKH IPEJCTABISEOT coOoH
JIMacTEPEOMEPHL, IIOCKOIBKY B MOJIEKYJIE IIPHCY TCTBYIOT HECKOJILKO XHUPAaIBHEIX aTOMOB yriiepoja). Coennaenne 1A

npeJicTaBisieT coboit S-sHanTHOMED, a coefuHeHne 1B npescrapisier coboit R-sHaHTHOMED.
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Coeqnuenue 1B

Coenunenue 1, Brinoyasi coenuaenne 1A u coequnenue 1B, spusercs MomubsMu uaruouropom COVID-19,
BEI3BaHHOTO BHpycoM SARS-CoV-2. Kak ommcano B npumepe 5 u npumepe 6, coejquHeHue 1A JEMOHCTPHUPYET
sHayenne ECoo 0,64 MkM nportuB SARS-Cov-2 B kierkax HAE (pnuTenualbHBIX KIETKaX JBIXaTE€IbHBIX IIyTeH
yenopeka). Mcecnenopanue ¢ npumenenueM kietok HAFE npeacrapiser coOoi MOJIENb JIETKUX in Vitro U SIBISIETCS
penpesenraTuBHOM cucreMoit pemmukanuu SARS-CoV-2. Taxke HeoxupanHo ObUIO OOHapy’XEHO, 4TO IIpU
BO3/ICHCTBIM Ha HOPMAJIBbHBIC NEPBUYHBIC DIHUTEIHATBHBIC KICTKM OpOHXOB M HOCOBOM moiocTH 3(deKTHBHO
oOpasyeTcst akTUBHBINA TpudocdaTHblit MeTabonur coequnenns 1A. Kak onmucano B mpumepe 7, KOT/la COSMHEHUE
1A nHKYOGHpOBaJIX B SIIUTEIHAIBLHEIX KJIETKaX HOCOBO MOJIOCTH U GPOHXOB UEIOBEKa, BpeMs ITOJTy )KU3HH aKTHUBHBIX
BIJIOB TpHudocdara IpeBmao 1,5 cyTok Kak B SIUTETHAIBHLIX KIETKaX HOCOBOH IIOJIOCTH, TaK U B DIIUTEIHATBHEIX
KIeTKaX OPOHXOB. DTOT (akT Helb3s OBUIO IIpeicKa3aTh 3apaHee, ¥ 5T0 0COOCHHO BaXKHO IIPHU JICUCHHUH HAI[HEHTOB C
PAHHUMU CTaJUIMH WHEKIUH, KOT/Ia BUPYC B BEICOKOM CTEIICHN KOHIICHTPHUPYETCS B KIETKaX HOCOBOU IOJOCTH U
OpOHXOB.

[IpescraBineHHBIe B HACTOSINEM JOKYMEHTE JaHHBIE MOKA3LIBAIOT, YTO COC/MHCHHUE KOHIICHTPHPYETCS B
OonpImel cTemeHW B JETKUX, YeM B ICUCHH, IPHUEM paHee Ipe/CTaBICHHLIC JIAHHBIC IIOJTBEPXKIAIOT, UTO
COC/IMHEHHS TaKXe INPEHUMYITIECTBEHHO KOHIICHTPHPYIOTCS B OOJILIIEH CTENEHM B IIEYCHH, UeM B cepane (cM.,
Hanpumep, npumep 19 3ageku PCT PCT/US2018/016301). B COBOKYIHOCTH 3TH JaHHBIC MOJTBEPXKIAIOT, YTO
COe/IMHEHAE KOHIICHTPHUPY €TCsI B IIENIEBOM OpTaHe, B OONBINEH CTEIEHH B JIETKHX, UeM B [ICUCHN WM CEP/IIIE, CHIDKAs
TOKCHIHOCTb.

CoryacHO OTHOMY BapHaHTy OCYINECTBICHUS coequHeHue 1, Hampumep, coeuaeHne 1A mwin coeTnHEHNE
1B, mwin ero $papManeBTHIECKN IPUEMIIEMYIO COb, HEOOA3aTeIRHO B (papMareBTHIECKH IPUEMIEMOM HOCHTEIE,
BBOJIIT B D((PEKTUBHOM KOIMUECTBE XO3SIMHY, HAIPUMEp, HYEIOBEKY, HYKAAIOMEMYyCsl B TakOM JICUCHUH,
3apaxeHHoMy BHpycoM SARS-CoV-2, uinu X0351Hy, IOJIBEPKEHHOMY PUCKY 3apakeHus BupycoM SARS-CoV-2, T.¢.
B KadecTBe NpodmiakTudeckoro cpejcrBa. CoOIlacHO OJHOMY BapHaHTy OCYINECTBICHHUsS (apMaleBTHICCKH
IIpueMiIeMast CoJIb IPEICTAaBIAET cO00M Moy CcyIb(paTHyIO COlb, TOKa3aHHYIO HUXKE KaK COSTMHEHNE 2, COSAUHEHNUE

2A u coenunenue 2B:
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Coeqnuenue 2B

Kak ommcano B nmpumepe 8, coemHeHne 2A BBOJWIN IPUMaTaM, HE SIBISIOIIMMCS YEIOBEKOM, a TaKXe
OTIPEICISUTH BHY TPUKJICTOYHY IO KOHIICHTPAIIUIO aKTHBHLIX BHOB TpH(ochaToB B KIETKaX JIETKUX, TOUEK U IICICHH.
HeoxwmmanHo akTUBHBIM MeTabomuT Tpudocdara KOHIEHTPUPYETCS B JIETKUX B OONBINEi CTEIEHH, UM B HECUCHH
(Tabmuma 8), W TEepHO] MONYBHIBEICHN aKTUBHOTO MeTa0oNIWTa B JETKHX cocTaBisfeT 9,4 waca (pur. 7A). O1o
SBISIETCS. BaXHBIM, 1oToMy 4To COVID-19 00BMHO mposBISiCTCS KaK pecnuparopHoe 3aboneBanue. [locie
nepopantbHOTo BBeJCHUS 30 MI/KT coeTuHEHAS 2A Ba pas3a B CYTKH KOHIIEHTpaIusl akTUBHLIX GopM Tpudocdara B
JETKUX QakTHIecKn B 1,6 pa3a BHIIE, YeM B IICUCHH.

Kpowme Toro, coeauHeHNS MO HACTOAIIEMY M300pETCHHUIO MOTYT MHTHOMpoBaTh HHpekmmo SARS-CoV-2
Onarosapsl YHUKQIBPHOMY MEXaHH3MY JCHCTBHSA, KOTOPHIH OOECHEUMBACT BLICOKYIO CEIECKTHBHOCTD. PeInmmkanis
Bupyca CoV omocpenyerca cyobemununeit PHK-zaBucmmoit PHK-mommmepaser (RdRp) nspl2, xkoTopas
akTHBHpyeTcs kodakropamu nsp7 u nsp8. Kax paccMorpeno B mpumepe 6, cymectByer 30-KpaTHas pasHHUIIA B
axTuBHOCTH coeuHeHus 1A npotuB SARS-CoV-2 u MERS-CoV, naxe secmorps Ha 10, uTo MERS-CoV u npyrue

CoV, rakue xak SARS-CoV-1 u SARS-CoV-2, HE NEMOHCTPHUPYIOT CYIIECTBEHHBIX CTPYKTYPHBIX Pa3jiiduuil B
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akTuBHOM IieHTpe RARp. DTO roBopur o TOM, 9TO HHTHOHMpPOBAaHHE IIOIMMEpPAsbl HE SIBISETCS €IMHCTBEHHBLIM
KOMIIOHEHTOM S PepeHnnaIbHO aKTHBHOCTH IIPOTUB STUX BUPYCOB.

COVID-19 mpexcrarngeT co0oif OCTpyI0 BHPYCHYIO HWH(EKIMIO, MPH KOTOpOH IpPOTHBOBHPYCHBIC
Ipenaparsl MOryT ObITh 5((EeKTUBHBIMU Ha HepBOM cTaJuu MH(PEKINHU, KOT/la BUPYCHAas Harpy3ka MakCHMalbHa U
IIPOUCXOIUT OBICTpasi peIUIMKAIlHs BUpyca IEpPBOHAYAIBHO B KIETKAX MOJIOCTH HOca, Topiia  JIerkux. Obecnedenue
CHIBHOJICHCTBYIOIUM, 0€30IacHBIM IIEpOpPalbHBIM IIPOTHBOBHPYCHBIM IIpellapaToM, Ha3HA4aeMBIM IAIlUCHTaM,
unpupoBanHbIM SARS-CoV-2 Ha paHHUX cTausX 3a00aeBaHus, 00Ia/1aeT MOTCHIMAIOM JIUIS IPETOTBPAICHUs
KIMHAYECKOTO 3a00JIeBaHHsl, MUHIMHU3AIUN JOJITOBPEMEHHOIO NopaxkeHHs U ocnabienus napgemun COVID-19.
Kak ommcano Belme, ObUIO MOKA3a8HO, UTO BBEIOPAHHBIC COCMMHEHHS II0 HACTOSINEMY H300pPETEHHIO CIIOCOOHEI
KOHI[CHTPUPOBATLCST B OONBINEH CTEMEHM B JIEIKMX, 9e€M B IEUCHU. OTO SBISETCS MPENOYTHTEILHEIM ¢
TepaneBTHICCKON TOUKY 3pEHY IPH JCICHUN MAMEHTOB Ha MEPBBIX CTaauaX nHpekun natoreaoM SARS-CoV-2,
KOT/Ia KEJTaTeIbHO IPEJOTBPAaTHTh HWIH YMEHBIUTH BAPYCHOE MOpaXeHWE Ha IIO3JHUX CTaHUsX. boiee BRICOKHE
KOHIICHTPAIlMA B JIETKUX, Y€M B CEpAIlC M NECUCHH TaKXe SBISIOTCS TEPACBTHUCCKH IPEIIOYTUTEILHBIMA IS
JEUCHNUS AaIUEHTOB Ha 6oJiee MO3THAX CTAANIX HH(OEKITHH.

Hacrosimee m300peTeHme Takke BKIIOYaeT IpUMEHEHHE coeauHeHust ¢opmynsl 11 B sddexTuBHOM
KOJIMIECTBE /U JedeHus Win npoduinakTuku 3adoneBanus COVID-19, przBanHoTO BHpycoM SARS-CoV-2) ¥

XO3d1Ha, HY KIAOMIETrocd B 5TOM, KaK OIIMCaHO B HACTOMAICM JOKYMCHTC!
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Gopmyana II

WM ero papManeBTHIECKU IpHeMIeMO’ cOH, IJe:

R! Bri6pan u3 Ci-Ceankmna, Cs-Conuxtoankuna u -C(0)C1-Coankmia,

R? mpencraBiser coGoif Bomopox, Ci-calkmil (BKIIOW9asd METHI, STHI, IPOHMI H m3ompommi), Cs-
JIMKIOANKII WIH apuil (BKIIouas GeHuwt ¥ HaQTHI) U COINIACHO alLTEPHATHBHOMY BAapHAHTY OCYINECTBIEHUs R2
npejcranisier codoit apuin(Ci-Caankui)-, reTepoapuil WiIu T'eTEPOaTKUI,

R3 npencrapister co6oi Bogopoa win Ci-salkuil (BKIFOYast METHI, STHII, IPOIMI U H30LPOIIAI);

R* 1 R* me3aBrcnMoO BHIGpaHEL 03 Bogopoa, Ci-calkuna (BKIIO9ast METHI, STHI, IPOIHI W H30IIPOILI) I
Cs-7IAKIIOAIKIIA;, 1

R® mpencraBuser coGoit Bomopox, Ci-calkmil (BKIIOWas METHI, STHI, IIPONHI H m3ompommi), Ci-
gramoreHanku win C3-7IUKIOANKAT W COTJACHO ATbTEPHATUBHOMY BAPHAHTY OCYINECTBIEHHS R MpejcTaBiseT
coGoit apmin(Ci-Csaikuin)-, apuil, TeTEPOapUIl WIIA T€TEPOATKIIL.

CormacHO OJTHOMY BapHaHTy OCYIIECTBICHUS coequHeHne Gopmysl I mwim ero papmaneBTHIECKH
IPUEMIIEMYIO CONb, HEOOS3aTETBHO B (hapMaleBTUUECKH IIPHEMIEMOM HOCHTENE, BBOJIT B d((PEKTHBHOM
KOJIMIECTBE XO34WHY, KOTOpOMY Tpedyercs Takoe JeueHue, WHGUImMpopaHnHoMy BupycoM SARS-CoV-2, winm
XO35MHYy, IOJBEP)KEHHOMY PHCKY 3apakeHHsl WA HOBTOopHOro 3apaxeHuss SARS-CoV-2, t.e. B KkadecTBe

IpoUIaKTHIECKOTO CPE/ICTBA.



HeorpanmuuBaromuif npuMep coexunenus dopmyunl I mpesnctapisier coboif coenuHeHWEe 3 WIH €ro

dapMaIeBTHIECKH IPHEMIEMYIO COJb.
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Coeqnuenue 3
CoryacHO OJTHOMY BapHaHTy OCYINECTBICHUSI COSIUHEHIE 3 WX ero (hapMareBTHICCKH IPUEMIEMYIO COIIb,
HeoOs13aTeTbHO B (apManeBTUUCCKH IPHEMIEMOM HOCHTENE, BBOJAT B d(P(EKTHBHOM KOJIHYECTBE XO3SHHY,
KOTopoMy TpebyeTcs Takoe JieucHre, HHGUIMpoBaHHOMY BHpycoM SARS-CoV-2, win Xo34uHY, MOIBEPKECHHOMY
pucky 3apaxkenus BupycoM SARS-CoV-2, T.e. B xauecTBe mpodmraktuaeckoro cpenctsa. Coequaenne 3 MOXKHO
IpUMEHATH B pochopHO-panemudaeckol GopMe WiIn ¢ JIOOBIM JKeTaeMBIM COOTHOINCHHEM R- M S-DHAaHTHOMEPOB
docdopa B coeTMHEHNH, BKIIOYAsT DHAHTHOMEPHO OOOTAIEHHOE BEIECTBO BIUIOTH JO YHCTHIX DHAHTHOMEPOB.

Coenunenue 3A npejcraBisieT cobolt S-sHaHTHOMED, a coeuHenue 3B npecrapiser coOoit R-sHanTHOMED.
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Coeqnuenue 3B
JlonmonHUTENbHBIM HeorpaHuIuBatomuit npuMep Gopmysl 1 BrrodaeT coeunenne 4. AIbTepHATHBHBIC
KOHpUTYpanuu coenHeHUs 4 BKIIOUaOT coequHeHne 4A u coequnerme 4B. CoriacHo OJHOMY BapHaHTY
OCYIIECTBIICHNS coeTHEHNE 4, HeoOs13aTeNbHO B (hapMarieBTHIECKH IPHEMIEMOM HOCHUTENE, BBOJIAT B d(h(HEKTHBHOM
KOJIMIECTBE XO34WHY, KOTOpOMY TpedyeTcs Takoe JieueHue, WHGUIMpoBaHHOMY BupycoM SARS-CoV-2, mim

XO3dAMHY, IOABCPKCHHOMY PDUCKY 3apaxXCHUs, TO €CTh B Ka4CCTBC HpO(l)I/IJ'IaKTI/I‘IeCKOFO CpelicTBa.
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Coequnenne 4B
Hacrosimee m300peTeHne Taxke BKIIOYAcT NpUMEHeHHe coepuHeHus dopmynsl I g ndedenus wim

npodunakTukyu 3a6oneBanuss COVID-19, BeizBanaOTO BUpycoM SARS-CoV-2, v X0351MHa, HY )KIAIOIIETOCS B 3TOM,
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KaK OIIMCaHO B HACTOAIIECM JTOKYMCHTC!

k2 HO  F
Gopmyaa I
I ero (papMarieBTHIECKH IPHEMIIEMOit CoIH, TAe:
X pri6pan u3 Ci-Csranorenankmia (Bkimodas Ci-sdropankun u Cy-sxmopankmi, Takoit kak CHoF, CHF o, CF3,
CH.CF3;, CH.CHF,, CH,CH.F, CF,CHs, CFxCFz u CHCl), Cs-Cjanxenmra, C,-Cjanxuamia u Ci-

C3FI/II[pOKCI/IaJ'IKI/IJ'Ia', u

R, R? R? R* R* u R’ gpusiorcs TaKMMH, KaK OLPEIEICHO B HACTOSIIEM JOKY MEHTE.
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CoryacHO OJTHOMY BapHaHTy OCYINECTBICHUs coenuHenne Gopmyis 111 juist nedenns uin npopuiIakTuKN
3aboneBanusa COVID-19 npencrarnseT codoif coefnHEHNE WK ero hapMareBTHICCKH MIPUEMIEMYIO COTb (OPMYITEL

[la, popmymsr b, popmymner e, dopmyrst I11d, popmyanst [le uin dpopmy st I1If:
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Gopmyia Ille
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@opmyina IIIf
Hacrosiiee u3o0pereHue TakkKe BKIOYACT HpuMeHeHue coepuuenus dopmyisl [V B sddexruBHOM

KOJIMIECTBE /IS JeueHus win npodumiakTuku 3adoneBanuss COVID-19, prsBanHOoTO BHpycoM SARS-CoV-2, ¥

XO3d1HA, HY KIAOIIErocd B 5TOM, KaK OIIMCaHO B HACTOMAICM JOKYMCHTC!

1
HN'R
N AN
N
/
da R4 Q <f\
R* R T 0. .N N/)\NHZ
X

5 Lo 7
R éz HO Cl
Gopmyina IV

WU ero (hapMareBTHIeCKH IpHeMIIEMOit CoIH, Te:

X Bei6pan u3 Ci-Csranorenankmia (Bkimodas Ci-sdropankua u Cy-sximopankmi, Takoit kak CHoF, CHF, CF3,
CH.CF3;, CH.CHF,, CH,CHsF, CF,CHs, CF,CFsz u CHCl), Cy-Cjanxenmra, C,-Cjankuamia u C;-
C3ruIpOKCHANIKIUIA;, U

R!, R% R3 R* R* p R® apusroTcst TaKMMH, KaK OIPENEICHO B HACTOAIIEM JOKY MEHTE.

CoryacHO OJTHOMY BapHaHTY OCYINECTBICHHS coeuHeHNe GopMyasl [V uist nedeHns win npopuirakTuK
3aboneBannsa COVID-19 nmpencraBnseT codoif coefnHEHNE WITH ero hapManeBTHISCKH MPUEMIEMYIO COTh GOPMYITEI

[Va, popmyist IV, dopmyist [Ve, dopmyrst IVd, dopmyaast [Ve nim popmyasr [VE:
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Hacrosimee m300peTeHHe Takke BKIIOYACT INPUMEHEHHE coeamHeHus (opmynsl V B addexTuBHOM
KOJIMIECTBE UL JeueHus Wi npodumiakTuku 3adomeBanuss COVID-19, prsBanHOoTO BHpycoM SARS-CoV-2, y

XO3dA1Ha, HY KIAIOIErocd B 5TOM, KaK OIIMCAaHO B HACTOMAINCM JOKYMCHTC!
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Gopmyna V
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Wiy ero GpapManeBTHYECKH IIPUEMIEMO COH, IIe:
Y u Y’ He3aBucumo BeOpansl w3 Clu F; u
R!, R% R3 R* R* u R® apusmoTcs TaKMMH, KaK OIPENCICHO B HACTOAIIEM JOKY MEHTE.

HeorpannauBaronmye IpuMepHl coeAnHEHUS GOpMYJILI V BKIIOYAIOT
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HaCTOHH_[CC I/ISOGPGTGHI/IG TaKKe BKIIOYAacT IPHUMCHCHUC COCIUHCHUS (I)OpMyJ'H)I VI JJA JICYCHUA HIIHU

npodunaktuka COVID-19 v xo3smHa, HY KAAIOIMErocs B 3TOM, KaK OIIMCAHO B HACTOAIIEM JOKYMCEHTE!
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rie

R® BriGpan u3 Bogopoaa, -C(O)R®, -C(O)OR®, Cankxmna u -CH-O-R® 1 cornacuo anbTepHATHBHOMY
Bapuanty ocymectnienus -C(O)NRERSC,

R priGpan m3 Bogopona, Cieankmia, Ci-Ceramorenankmia (ganpumep, -CHCl,, -CCls, -CH,Cl, -CF3, -
CHF,, -CH)F), apuna u apmi(Cisaikuin)-, TJie apuibHasg Ipylna HeoOs3aTeNbHO 3aMEIleHa 3aMECTUTENEM,
BLIODAaHHBIM W3 AaJKOKCH, THIPOKCH, HUTpo, OpoMa, Xiopa, ($Topa, a3suao W TaJOTCHATKWIA, W COTIIACHO
AILTEPHATHBHOMY BapHaHTY ocyllecTBiIeHusA R BrGpan u3 Cyzoankmia u Co.allKeHIIIA,

R u RSC mesaBucumo BeIOpanbl u3 Bojopona, Cisoankmia, Cosoaikenmina, apmia, apui(Cisalkumi)-,
rerepoapmia u Trerepoapmiankmia, rhe Cigeankxmn, CoopankeHwd, apmi, apmi(CiealKun)-, TeTepoapuil Hu
TeTepOapHIIANKII HEOOSI3aTEIBHO MOXET OBIThH 3aMEITCH, IO MEHBINEeH Mepe, OJTHIM 3aMECTHTEIIeM, BEIOPAHHEIM U3
aTKOKCH (HO WIMH HE OTPaHWIMBASACH, METOKCH WM 3TOKCH), THAPOKCH, HHTpPO, Opoma, xiopa, ¢ropa, asmao #
raJOTCHAIKWIIA,

R’ mpencraBnster coGoit NH,, H mam -NR5R,

R® 1 R® mezaBucuMo BHIGpaHE! 03 Bogopona, C).sankmia, -C(O)R u -C(O)OR%,

Y Beibpan u3 F u Cl;

Z BeOpan u3 mermina, Ci-Csramorenankmia (Bximrouast Cr-spropankun u Cr-3ximopaikmi, Takoit kak CHoF,

CHFz, CF3, CHQCFZ,) CHQCHFz, CHQCHQF, CFQCH3, CFQCF3 n CHQCI), Cz-C4aJ'IKeHI/IJIa, Cz-C4aJIKI/IHI/IJIa, Cl-
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Csrupokcnankuia u ramoreHa (Bxmouas Cl m F), m cormacHo ambTepHATHBHOMY BapHaHTy OCYINECTBICHHS 7

npezcraBisier codoit Cr-4ankur;, u
R!, R% R3 R* R* u R® apisoTest TAKMMH, KaK OIPENEIEHO B HACTOAIIEM JOKY MEHTE.

Heorpanuausarornye npuMepsl R BrIoqaor
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npodunaktuka COVID-19 v xo3smHa, HY KAAIOIMIETocs B 3TOM, KaK OIIMCAHO B HACTOAIEM JOKYMEHTE!
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R® BBIGpan u3 Bogopoaa, -C(O)R®, -C(O)OR®, Cy.sanxmina u -CH»-O-R 1 coracuo albTepHATHBHOMY
BapuanTy ocyuecrBienus -C(O)NRPRSC,

R® priGpan u3 Bogopona, Cieankmia, Ci-Ceramorenankuna (manpumep, -CHCl,, -CCls, -CH,Cl, -CF3, -
CHF,, -CHoF), apuna u apwi(CisaIKui)- TA€ apwibHas Ipylla HEoOs3aTeNbHO 3aMeElleHa 3aMECTHTEIEM,
BLIOpaHHBIM W3 AalIKOKCH, THAPOKCH, HHUTpO, OpoMa, xiopa, ¢ropa, a3ug0o U TaIOTCHAIKWIA M COIJIaCHO
ATLTEPHATHBHOMY BapHaHTy ocyliecTBiIeHus R BeIGpan u3 Cipoankmia u Co.0allKeHIIIA,

R®® u R meszaBucuMmo BBIGpaHbl U3 Bomopoaa, Ciooankmia, Coooalkenmia, apmia, apui(Ci.calkun)-,
rerepoapmwia u rerepoapmiankuia, rie Cigoankxmi, CoocankeHud, apui, apmwil(CiealIKuwi)-, TeTepoapuil U
reTepoapmIaIKiI HeoOs3aTeNbHO MOXKET OBITh 3aMEIIEH, 10 MEHbIIel Mepe, OTHAM 3aMeCTUTENIEM, BEIOPaHHBIM U3
AITKOKCH (BKIIOYAsl, HO MU HE OIPaHUIUBASACH, MCTOKCH U 3TOKCH), THAPOKCH, HUTPO, Opoma, XiIopa, Gprop,a asuao
U TAJIOTCHAIIKAIIA,

R’ mpencraBiser co6oit NH,, H mim -NRSR?,

R® 1 R® mezaBucuMo BHIGpaHE! 13 Bogopoaa, C).sankmia, -C(O)R 1 -C(O)ORS,

Y Bei6pan u3 F u Cl;

7 BrIOpan u3 mermina, Ci-Csramorenankmia (Bximrouas Cr-zdropankun u Cy-sxmopaikmi, Takoit kak CHoF,
CHFQ, CF3, CHQCF}}, CHQCHFQ, CHQCHQF, CFQCH3, CFQCF3 n CHQCI), CQ-C4aJ'IKeHI/IJ'Ia, Cz-C4aJIKI/IHI/IJIa, Cl-
Csrupokcnankuia u ramoreHa (Bxmodasd Cl m F), m cormacHo ambTepHATHMBHOMY BapHWaHTY OCYINECTBICHHS 7
npejicTaBisier coboit Cr-4alku,

R* Bri6pan u3 H, Csanxoken, Cisankmina, N3, CN u razorena (xmodas Cl u F);

R Bri6pan u3 H, Csankmia (BKIodas MeTHN) B rajorena (sxmoyag Cl, F u Br);

R*2 gy R* geszapucumo BeGpansl 03 C)sankmia (Biodas Metun), NH,, H, -NR¥R” u

-C(O)NR®R?; u

R!, R% R3 R* R* u R® apismoTes TAKMMH, KaK OIPENCICHO B HACTOAIIEM JOKY MEHTE.
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CormacHo OJIHOMY BapHaHTy OCYINECTBICHHS M300peTeHHe TakKe BKIOUaeT coeuHeHne Gopmyisl Vila,
dopmyansr VIIb, popmyner VIle u popmyrer VIId:

NN
AN
R R*O R :[ /l
0 B 0] N N R42a
O W e
O pf pig 22
R2

Gopmyia VIla
R4Za
41 /N =N
R% R#Q R | A
0 B 0] N N R42b
R5/ ’Ir \\O/\Q"U/RM)
0 pf pig 22
R
®opmyaa VIIb
R41 R4za
N | SN
4a db \
OR a R ('F?, 0. .N N/ R
R5/ N/ \\O/\Q”U/RM)
o .0

R 1, RO :Z

®opmyina Vile

R4a R4b (@)
I}

o._ O
RS ° ’]"P\b R4
O po ¢ gy’ 2
R? Y
@opmyra VIId

HeorpannauBarorye nIpuMepsl B BKIIIOTAIOT:



HN”
N >
¢ f
J‘i N7 NH

%’I]
—<’f)

NH,

/4 SN 7 SN
e

N |N,) N )
..,

/

<’I

\

N— Ny
) {0









NH,

2 ~N

- N
= I N N

il
(@]
P-4

NH,
/ ~N
B} N
o CIF?’ 0N
N \O “'CN
Y\J)]/\H\O/\S—Zz
HO F
NH,
7 ~N
_ N
o ('lz 0N
N/ \O 't/CN
\( jo]/\"' 5 /\S_ZCH
HO % 3

Hactosmee w3o0pereHne Takke BKIIOUaeT mpuMeHeHue coequHeHUsA dhopmynsl VIII, dopmynsr [X win
dopmynst X, rae R'° mpencrapiser coboit Monodochar, nudocdar, tpudocdar mmm RI°A roe R4 npencrasser
coboit cradmmmsmpoBanHOe (ochaTHOE NPOIEKAPCTBO, KOTOpoe MeTabonmsupyercst in vivo B MoHOdocdar,
qadocdar wim Tpudocdar, A TedeHus uin npodmraktuku 3adoreBannsa COVID-19 y xo3auHa, HY KJIafOIMErocs B

5TOM, KaK OIIUCAHO B HACTOAIICM JIOKY MCHTC:!
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HO  F
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I | | | | |
R!° BrIGpan u3 OH | OH OH OH OH OH yRioa

RI!°A mipesicrapister co6ol crabmimsupoBannoe Gocdarnoe IpoIeKkapeTBO, KOTOPOE METaGOIU3UPY €TCS in
vivo B MoHOJochar, nudocdat win tpudocdar;

R!! BriGpan u3 Bogopoma u R'; n

R! Br6pan u3 Ci-Ceankxmna, Cs3-Comutoankuia u -C(0)C-Ceankmna.

HeorparnmauBaromue npumepsl coeuaernt Gopmyner VIII, dopmy s [X wiu GopMyner X BRIFOYAIOT:
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JlonomHUTENBLHBIE HEOTPaHNIUBAIONIHE IPUMEpHI coepnHenuit hopmyitsr VI, dopmyst IX wim dpopmy st
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Docop B 060K U3 ONMUCAHHEIX B HACTOSINEM JOKYMEHTE (HOPMYI MOXKET OBITH XHpaIbHLIM H, TAKUM
00pazoM, MOXET OBITH IPE/ICTABICH B BUJIE R- WK S-oHaHTHOMEpa WIH UX CMECH, BKIIIOUAs] PAIIEMHYECKYIO CMECh.
CoenuHenne, Kak IpaBwiIo, o MeHbINeH Mepe, Ha 90% JMINEHO MPOTUBONOIOKHOTO SHAHTHOMEPa B MOXET OBITh
JMINEHO, 110 MeHbIIeH Mepe, Ha 95%, 96%, 97%, 98%, 99% wim gaxe Ha 100% IpOTHBOIIOIOKHOTO YPHAHTHOMEDPA.
Ecam He ykasaHo HMHOe, coeluHEHHE, IO MeHbInelf Mepe, Ha 90% IHIICHO NPOTHBOIOJIOKHOTO >HAHTHOMEpA.
Hampumep, coenunenne 1 u3obpaxeHo Ge3 yueTa cTepeoXuMun aroMa docdopa, KOTOPHIM SABIATCA XUPATLHBIM.
Coenunenne 1 MOXeT IPUMEHSTECS B parieMudeckoil GopMe mwin ¢ MOOHM XKeJIAeMBIM COOTHONIEHHEM Rp- u Sp-
SHAHTHOMEPOB aroMa (ocdopa coeMHEHMsI, BKIIOYAs SHAHTHOMEPHO 00O0TaleHHBIM MaTeprat BIUIOTH JI0 YUCTHIX
sHaHTHOMepoB. Coenmuenne 1A wmMeer S-crepeoxummio Ipu arome docdopa, a coeaunenue 1B mmeer R-
cTepeoxuMuIo ipu atrome docdopa. CormacHo HEKOTOPLIM BaApHAHTAM OCYITECTBICHNS coeiMHeHUE 1 IpuMeHsIeTCs
B dopme, o MeHBIIEH Mepe, Ha 90% JIUIMEHHON NPOTHBOIOIOKHOTO SHAHTHOMEPA, W MOXKET OBITh, IO MEHBIIECH
Mepe, Ha 98%, 99% unm naxe Ha 100% nuIeHHOR IPOTUBOIIOIOKHOTO SHaHTHOMepa. Hanpumep, coeunenne 1A
MOJKeT OBITh, II0 MeHbIIeH Mepe, Ha 90%, 95%, 98%, 99% wmin gaxke Ha 100% JIHIIEHO NIPOTHUBOIOIOKHOTO Rp-
SHaHTHOMEpA. AJIBTepHATUBHO coeiuHeHne 1B MoxeT ObITh, 110 MeHbinelt mepe, Ha 90%, 95%, 98%, 99% wumm jJaxe
Ha 100% JMIIEeHO IPOTHBOIIONIOKHOIO Sp-3HAHTHOMEDA.

AHaTOTHIHO cOeMHEHHE 2 N300pakeHo 0e3 yueTa CTepeoXUMAH IpH atoMe Gocdopa, KOTOPHIH SBISETCS
xupaTbHbIM. CoelMHEHNE 2 MOKHO IIPUMEHSATH B parieMudeckoil GopMe WIN ¢ TOOBIM KeTaeMBIM COOTHOIICHHEM
R- 1 S-snanTHOMEpOB ocdopa coeMHEHNS, BKIIOYasl SHAHTHOMEPHO 00OTaIlleHHbIH MaTepral BINIOTH JI0 THCTHIX
sHaaTHOMepoB. CoenmHeHme 2A wmMeeT S-cTepeoxuMuio Ipu atome docdopa, a coeqamaenne 2B mmeer R-
cTepeoxuMuIo 1pu aroMe ocdopa. CormacHo HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS COSTMHEHNE 2 UCIIONB3Y €TCs
B dopme, KoTopas, o MeHbInel Mepe, Ha 90% nuIIEHa IPOTHBOIIOJIOKHOTO DHAHTHOMEpPA, M MOXKET OBITh, II0
MeHbIel Mepe, Ha 98%, 99% wminu naxe Ha 100% JunineHa IpOTUBOIIONIOKHOTO sHaHTHOMEPA. COINIacHO OJHOMY

BapHaHTy OCYIIECTBICHUS COSIUHEHIE 2A MOXKET OBITh, 110 MeHbIIeH Mepe, Ha 90%, 95%, 98%, 99% wiu naxe Ha
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100% JuIeno IpOTHBOIIONIOXHOTO Rp-sHanTHOMEpa. CortacHO OJJHOMY BapHaHTy OCYINIECTBIICHUs coeuHeHNEe 2B
MOXeT OBITh, IO MeHbINeH Mepe, Ha 90%, 95%, 98%, 99% wmnu gaxe Ha 100% IUIIEHO IPOTHBOIIOIOKHOIO Sp-
SHAHTHOMEPA.

Ecnu ve yxazano unoe, coeaunenue popmyinst 1, popmyist I, popmynst 11, dopmyasr IV, dopmyasr V,
dopmyas VI, popmyast VII, popmynst VIII, popmyrt IX, hopmynarr X wmn popmyisl XIII, cocTapneHHOE C yIeTOM
cTepeoXuMuH Ipu aroMe docdopa, o MeHbIIeH Mepe, Ha 90% JIUINEHO IPOTHBOIOIOKHOTO SHAHTHOMEPA.

[IpennoxeHsl COCUHEHUSI, KOMIIO3UIIUY, JIEKApCTBEHHBIE (GOopMBI B crtocoOwl st sedeHust COVID-19,
BeI3BaHHOTO BupycoM SARS-CoV-2, y xo3zsmHa, KoTOpoMy TpelOyercs Takoe JICUeHHe, IIyTeM BBEICHUS
sdhdexTuBHOTO KOITMYecTBa coeamHeHust Gopmyarl I, dopmynsl I, dopmymaer 11, dopmynsr IV, dopmynsr V,
dopmyner VI, dopmyaer VI, dopmynsr VI, dopmyner IX, dopmynrsr X wma ¢opmynsr XIII wim ero
dapmariepTHaecku npuemiIeMol conu. CorlacHO OJHOMY BapHaHTy OCYINECTBICHHS coeAWHEHHE (HOpMyIHl I,
dbopmyst I, popmymer 111, dopmymner IV, dopmyasr V, dopmyasr VI, opmyier VII, dopmyner VIII, dopmyrsr [X,
opmyssl X wmwm popmynsl XIII mim ero QapMareBTHIecKd IpHeMIeMasl CONb TakKe MOXET IPHMEHSTHCS B
3¢ exTHBHOM KOIHIEeCTBE I MPOQUITAKTHKH € MENBI0 TPEAOTBPAITeHUs WK orpanmdeHus passurus COVID-19y
XO3sMHa, KOTOPHIH Hy KIaeTcsl B Takoit IpodmiIakTHKE, KOTOPHIH MOABEPTCs BO3ICHCTBHIIO BUPYCa HIH IIOJABEPracTCs
PHCKY 3apaX€HHsI HUIM IOBTOPHOTO 3apaXCHUSI BUPY COM.

[IpemnoxeHEl cOeMHEHNS, KOMIO3UINH, JeKapcTBeHHEIE GopMEI U crocodwl st seaerns COVID-19,
BEI3BaHHOTO BHpycoM SARS-CoV-2, y Xo3guHa, KOTOPOMY TpeOyeTcsl Takoe JICUEHHE, IIyTEM BBEJICHUS
sthdexTuBHOTO KOMMduecTBa coeamHeHust Gopmynrl [, dopmynrr 11, dopmymner 11, dopmynsr 1V, dopmynsr V,
dopmyner VI, dopmymer VI, dopmyner VI, dopmyner IX, dopmynsr X wmwma ¢opmynsr XII wmwim ero
dapmarieBTHIecKkast npuemiieMoit cos. CornacHo OJHOMY BapHaHTy OCYINECTBICHHS cOeJUHEHHE (GOPMYJHL I,
dopmyasl 11, popmymst 111, dopmyaer IV, dpopmynsr V, popmyast VI, opmynetr VII, popmynsr VIII, dpopmynsr IX,
dopmynsl X mmu dopmyasl XIII mwin ero dapMarieBruuecku IpHeMiIeMas cOlb TakKe MOTYT IPUMEHSTHCS B
3(hdEeKTUBHOM KOIUIECTBE I MPO(UIAKTHKY ¢ IENbI0 IPeA0TBpaIle s win orpanmdeHus passurus COVID-19y
XO35IMHa, KOTOpoMy Tpebyercs Takas NpoduiIakTuka, HNOABEpPIIIEMycsl BO3JEHCTBHIO BHpyca MM KOTODBIH
HIOJIBEpraeTCsl PUCKY 3apakKeHHsI MM OBTOPHOTO 3apaKCHHSL

Macca akTHBHOT'O COEMHEHUS B JIEKAPCTBEHHOM opMe, ONUCAaHHON B HACTOAINEM JOKY MEHTE, OTHOCHTCSI
m60 Kk cBoOOIHOM dopMe, TG0 K coeBol popMe coeTMHEHNM S, €CITH HE YKa3aHo nHoe. Hanpumep, npuGIn3uTeIbHO
600 wMr coeauHeHHs 2 OKBHUBAJIEHTHO npulnusurenbHo 550 Mr coexaunenuss 1. CorylacHO OJIHOMY
HEOTPAHWIHUBAMOIIEMY BApPHAHTY OCYINCCTBICHUSA HATpy304Has Jo3a cocrarisger 1100 wmr/cytkum (cBoGomHOE
ocHoBaHue) (T.e. 1200 Mr/cyTku monycynbdaTHON conu coequHeHus 1), a moyaep KUBaroIas J1o3a cocTaBiser 550
Mr/cyTku (cBoOOMHOE ocHOBaHme) (T.e. 600 Mr/cyTku modycyibdarHoU comm)). CorracHO OHOMY BapHaHTY
OCYIIECTBIICHAST HAIPY309HYIO JI03Y BBOJST OJHOKPATHO, a IIOJUICPKHUBAIOIIYIO /103y BBOJAT /IBa pa3a B CYTKH B
TeUueHue, 10 MEHbITEH Mepe, 3, 4,5, 6,7, 8,9, 10, 11 wmm 12 cyrok.

CorracHO oTIpe/IeIeHHBIM BapHAHTaM OCYITeCTBICHUS coeannenne Gopmy sl I, popmyst 11, dopmymsr 111,
dopmys 1V, dopmyner V, dopmyasr VI, opmyiner VII, dopmynsr VI, dopmynsr [X, dopmyner X wim GopMy eI
XII wmm ero ¢papMareBTHIECKH IPUEMIEMYIO COIb BBOJT B JIEKAPCTBEHHOU (hOpME, COCTABISIONEH, IO MEHbITIEH
Mepe, npudmmsuTensao 100, 200, 250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900, 950, 1000,
1050, 1100, 1150, 1200, 1250, 1300, 1350, 1400, 1450, 1500, 1550, 1600, 1650 mmm 1700 mr. Cormacno
OTIpEJICICHHEIM BapHaHTaM OCyINecTBIeHus coeaunenue Gopmynrl I, ¢opmynsr 11, dopmyner I, dopmymnsr IV,
dopmyannr V, dopmyast VI, popmyasr VII, dopmyaer VIII, dopmynet IX, dopmynsr X wrn ¢popmyast X uim ero

(bapMaIieBTHIEeCK IPUEMIIEMYIO COJb BBOJAT B J03€, cocTapimomeli, mo menbinei mepe, 250 mr, 500 mr, mo
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Menblel Mepe, 600 mr, o MeHbIed Mepe, 700 mr, o MeHbIne# Mepe, 800 Mr, mo MeHbInel Mepe, 900 mr, 1O
Menbiel Mepe, 1000 mr, o mensineit Mepe, 1100 mr, o Mensineit Mepe, 1200 Mr, o MeHbIne# Mepe, 1300 mr, 110
MeHbIEH Mepe, 1o MeHblnelt mepe, 1400 mr win, o MeHbInel Mepe, 1500 Mr.

CoracHO oIIpe/Ie/ICHHBIM BapHaHTaM OCYITeCTBICHUs coennnerne dpopmyaisl I, dopmyst 11, popmyier 111,
dopmyasl IV, popmynsr V, popmyast VI, popmyastr VII, popmyasr VIII, opmyiet IX, popmynsr X unu GopMy st
XII wmimm ero dapMaleBTHYECKH IpHEMIEMYIO CONb, BKIIodYas coeauHeHrme 1 mim ero (¢apMaleBTHIECKH
IpHeMIEeMyIo cOJlb, HAapUMep, COCAMHEHHEe 2, BBOAAT B JeKapcTBeHHOU ¢opMe B J03e, cocTaBisrolteit
npurOm3uTeabHo 550 MT, OJIMH pa3 B CYTKHU.

CoracHO oIpe/ICICHHBIM BapHUAHTAM OCYITIECTBICHUS coenuueHue Ghopmyasl I, dopmyst 11, popmyier 111,
dbopmys IV, dopmyner V, dopmyasr VI, dopmynsr VII, dopmyasr VIII, opmyner IX, dopmynsr X unu GopMy sl
XII wnm ero QapMarneBTHYECKH INPHEMIEMYIO COJIb, BKIIOUas coequHeHWe 1 wim ero ¢apMareBTUICCKH
IPUEMIIEMYIO COJIb, HAIPUMEp, COCJMHCHHWE 2, BBOAST B JEKapcTBCHHOW ¢opMe B J103€, COCTaBILIONIECH
npubnusurensao 600 Mr, OJIMH pa3 B CYTKH.

CorracHO oTIpe/IeIeHHBIM BapHAHTaM OCYITIeCTBICHUS coennHerne Ghopmyaist [, dopmymst 11, popmymer 111,
dopmys IV, dopmyner V, dopmynsr VI, dopmynsr VII, dopmyasr VI, opmyier [X, dopmynsr X unu GopMyIsl
XII wmm ero ¢dapManeBTHIESCKH NPUEMIEMYIO COIb BBOJAT B JICKAPCTBEHHOH ¢dopMe B /103€, COCTaBISIONICH
npubnusuTensHo 550 Mr, JiBa pas3a B CyTKH.

CortacHO oTIpe/IeIeHHBIM BapHaHTaM OCYITecTBICHU: coeannaenne Gopmy s I, popmyist 11, dopmymsr 111,
dopmyas 1V, dopmyner V, dopmyasr VI, opmyier VII, dopmyner VI, dopmynsr X, dopmyner X wim GopMy el
XII mwm ero ¢dapManeBTHIESCKH IPUEMIEMYIO COIb BBOJAT B JICKAPCTBEHHOI dopMe B /103€, COCTaBISIONICH
npubnusurensHo 600 Mr, JiBa pa3a B CyTKH.

CortacHO oIIpe/IeICHHBIM BapHaHTaM OCYITNecTBICHUs coeannenne Gopmy s I, popmyist 11, dopmysr 111,
dopmyasl IV, dopmynsr V, dopmyisr VI, opmyisr VII, dopmyiet VIII, popmynsr IX, dopmyiner X win GopMy sl
XIII wmmu ero QapMmaneBTHYSCKH NPHUEMIEMYIO COJb BBOJIT B JIEKapcTBEHHOU ¢opme B J103€, COCTABISIOIIEH
npubnu3uTenbHo 550 MT, /1Ba pasa B CYTKM B TE€UEHHE, [0 MEHBINEH Mepe, IIATH CYTOK, HeoOsA3aTeIbHO ¢ YUETOM
cragjapra jJedeHus. COINIaCHO OJHOMY BapUaHTy OCYINECTBICHUS coeqMHEeHHe 1 Wi ero ¢apManeBTUYECKU
IpHeMIEMyIO cOIb BBOJAT B JIEKapCTBEHHOM (dopMe B j103e, cocTaBistontel npubiusurentno 550 Mr, jBa pasa B
CYTKH B T€UCHHE, II0 MEHBINEH Mepe, IISATH €y TOK, HEOOSI3aTENBHO ¢ YIETOM cTanaapTa JiedeHus. COrylacHO OTHOMY
BapUaHTy OCYIIECTBICHUS coequHeHne 1 mpencraBiusier codoil coeqmaenme 1A. CorracHO OJHOMY BapHaHTY
ocyIecTBieHus coequnenue 1 npejcrapiser coOoit coeunenue 1B.

CortacHO oTIpe/IeIeHHBIM BapHAHTAM OCYITecTBICHU coeannermne hopmy sl I, dopmyist 11, dopmymsr 111,
dbopmys IV, dopmyner V, dopmyasr VI, opmyner VII, dopmyner VIII, dopmynsr X, dopmyner X mwin GopMyITEI
XII wmm ero ¢dapManeBTHIESCKH MPUEMIEMYIO COIb BBOJAT B JICKAPCTBEHHOH ¢dopMe B /103€, COCTaBISIONICH
npubmmsutensHo 600 MT, JBa pa3a B CYTKH B TEUCHHE, 110 MEHBINEH Mepe, CYTOK, He00s3aTEIBHO ¢ YIETOM CTaHapTa
aegennst. CormacHo OTHOMY BapHaHTY OCYIECTBICHNUS COSTHHCHIE 2 WIN €ro dhapMarieBTHICCKH IPHEMIIEMYIO COTIh
BBO/JISIT B JIEKAPCTBEHHOM popMe B 03¢, cocTapisnomnelt mputimmsurensno 600 Mr, /iBa pa3a B CYTKH B TEUCHHE, 110
MEHBIEH Mepe, IATH CYTOK, HEoOsM3aTelbHO € VUETOM crapjapra JjedeHms. COriacHO OJHOMY BapHaHTY
OCYIIECTBIICHHUS COeTMHEHNE 2 TIpe/icTaBiseT coboit coenuuenne 2A. ComacHO OJIHOMY BapHaHTY OCYINECTBICHHS
coeJIMHEHHE 2 TIpe/IcTaBisIeT coOol coenunenue 2B.

CortacHO oTIpe/IeICHHBIM BapHaHTaM OCYITecTBICHU: coeannerne Gopmy s I, popmyist 11, dopmysr 111,

dopmyant IV, dopmyner V, dopmyasr VI, opmynsr VII, dopmynst VIII, popmyns X, dopmynsr X win GopMy el

XII mu ero ¢dapManeBTHIECKH IPUEMIEMYIO COIb BBOJIAT B JICKApCTBEHHOI dopMe B /103€, cocTaBIsIONEH
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npubnusurensHo 550 MT, JBa pa3a B CYyTKH B TEUEHHE, 110 MEHBIIEH Mepe, npubnusurensuo 5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18 wiu Gosee cyTOK HEOOA3ATENBHO C YIETOM cTaHjapra jJeueHus. CormacHo OJHOMY BapHaHTY
OCYIIECTBIICHUS coeJuHEHNE 1 MiIn ero ¢apMarieBTHIeck IpHEeMIEMyIO cOllb BBOJST B JIEKapCTBEHHOH ¢opMme B
J103€, cocTaBIBHoIed mpuOiuu3uTeabHo 550 Mr, JIBa pa3a B CYyTKH B T€UEHUE, 110 MEHBIIECH Mepe, IPUOIA3UTEILHO S,
6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18 unu Gozee cyTok HeoOA3aTEIBHO C YUIETOM CTaHAAPTa JICUCHHUS.

CoracHO oIpejieleHHBIM BapUAHTaM OCYIECTBICHUs coeuuenne Ghopmyrst 1, popmyist 11, dpopmyrsr 111,
dopmynst IV, dopmymnsr V, dopmyinst VI, opmyast VII, dopmynsr VIII, dopmyisr IX, dopmynsr X wiu Gopmy st
XII mnmm ero ¢apMmaneBTHIECKH IPHEMIEMYIO COJb BBOJAT B JIEKapcTBEHHOM (opme B Jo3e, cocTapismoInei
npubimusurensbHo 600 MT, JBa pa3a B CYyTKH B T€UEHUE, 110 MEHBITEH Mepe, npubnusurensho S5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18 mnu Gosee cyTOK HEOO3aTENHHO ¢ YIETOM cTaHjapra jJeueHus. CoriaacHo OJHOMY BapHaHTY
OCYIIIECTBIICHUS] COC/IMHEHNE 2 WIN €ro (papMaIieBTHUECKH NPHEMIEMYIO COb BBOJST B JIGKapCTBEHHOHN ¢opMme B
Jloze, cocTaBisnoeit mpudimusurenbuo 600 Mr, JiBa pasa B CYTKH B T€UEHUE, 110 MEHbINEH Mepe, TpUOIA3UTEILHO S,
6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18 wiu Goisiee CyTOK HEOOS3ATENLHO € YUETOM CTaHAapTa JICUCHHUSL.

CorracHO oTIpe/IeleHHBIM BapHAHTaM OCYINeCTRICHUS coennHerne Gopmyis [, dopmymst 11, popmymer 111,
dbopmyan IV, dopmyner V, dopmyner VI, dopmyasr VII, dopmyasr VIII, opmyier [X, dopmynsr X unu GopMyITsl
XIII mmm ero QapmareBTHUECKH HpueMiieMas collb, HalpuMep, COeJWHCHWE |, WM CoeJWMHEHWe 3, WIH ero
dapMareBTHIECKH IPAEMIIEMYIO COJIb, BKIIIOUAST COSTMHEHAE 2 WIN COSANHEHNE 4, BBOJST B HadalIbHO# 03€ (WiIn
Harpy30dHOH 7103€), 32 KOTOPOH cieyeT MOJJIepKUBAaIOIasl J03a, IIPH STOM Harpy3odHas Ji03a OIpeeIsieTcs
JEYaluM BpadoM B 3aBHCHMOCTH OT CTENICHM TSDKECTH MPE/ICTAaBICHHOTO 3a00JICBaHMS M pa3Mepa IaldceHTa.
CoryacHo oIpe/ieIeHHBIM BapHaHTaM OCYINECTRICHUS Harpy309Has /103a IpUOIM3UTEILHO WIH, IO MEHBIIEH Mepe,
B 1,5 paza, npuOIM3UTEIHHO WIH, II0 MEHBIEH Mepe, B 2 paza, IpUOIM3UTENLHO WK, II0 MEHBIIEH Mepe, B 2,5 pasa
WIN NpUOIM3UTEIBHO, IO MeHbINeH Mepe, B 3 pasa IpEBBINAET IOJIEPKUBAIOMYIO J03y. CoracHo OgHOMY
BapHaHTy OCYIIECTBICHUSI HAIPYy30YHYIO 03y BBOIST OJMH, JIBa, TPH, UeTHIpe HIM OOJbINe pa3 Iepe] nepBoi
HOJUIEpKUBAIONE! /10308 M yKazaHHAs Jl03a MOXKET BBOJMTECS OJMH, J[Ba, TPH HIH YETHIPE paza B CYTKH B
COOTBETCTBHU C YKa3aHHEM Bpada.

CoryacHO O/IHOMY BapHaHTy OCYIECTBICHUS coenuuenue Gopmyrst I, hopmyist I1, hopmyist 111, hopmy st
IV, dopmyinst V, dopmyier VI, dopmyasr VII, popmyasr VIII, dopmyisr IX, dopmynsr X mim dopmyinsr XIIT win
ero (apManeBTUIECKH IPUEMIEMYIO COJIb, HAlIpUMep, coeanHenue 1 wm coepuHenue 3, win ero GpapMareBTHICCKH
IPUEMIIEMYIO COJb, BKIIIOYAsI COCMHEHNE 2 WM COe/uHEHNE 4, BBOJAT B CYTOYHOM Harpy30dHOM 03¢ (KoTopas
MOXeT OBITH OOecTieueHa B BU/IE OJHOU MM HECKOJILKUX JI03 B TEUEHHE CYTOK), COCTABIISIIONICH, 10 MEHBINEH Mepe,
npubmusurensHo 800 mr, o MeHbIel Mepe, npubauszurensHo 900 Mr, o MeHbinel Mepe, npudnusurensbuo 1000
MT, 110 MeHbINeH Mepe, npubnusurensHo 1100 Mr, o mensbineit mepe, npudnuzurenasHo 1200 Mr, 1o MeHbINIER Mepe,
npubmusurensao 1300 Mr win, o MeHblnelt mepe, nputnusurenbio 1400 Mr, ¢ mocIeAyIOMEeN o/ IepKUBAIOIIEH
JIO30M, COCTABISIONIEH, IO MeHBITEH Mepe, npulimm3urenbio 300 Mr, o MEHBITIEH Mepe, TpUOIM3UTENBHO 350 M,
o MeHbIed Mepe, npubnusurenbo 400 Mr, o MEHBIEH Mepe, npudiIu3uTenbHo 450 Mr, 10 MEHBINEH Mepe,
npubnusurensHo S00 Mr, o MeHbInel Mepe, npubanzuTesbHo 550 Mr, 10 MeHbINeR Mepe, npudauzureabHo 600 MT,
10 MEHBINEH Mepe, NPUOIU3UTENLHO 650 M, 110 MEHBIEH Mepe, Tpubnu3nTensHo 700 MI WM IO MEHBINEH Mepe,
IpUOIU3UTENHHO 750 M, IPIYEM MO/ICPKUBAIOIIYIO 03y BBOJSIT OJHOKPATHO, JIBYKPATHO, WIK TPH pas3a B CYTKHL.
CornacHo OHOMY BapHaHTy OCYINECTBICHHS IIOICPKUBAIOIIYIO JIO3Y Jajee BBOJAT 1, 2 Wi 3 pasza B CYyTKH B
TEYCHHUE, 110 MEHBIIEH Mepe, IPUOIU3UTENLHO 4 CYTOK, 110 MEHBIE! Mepe, IPUOIM3UTENBHO 5 CYTOK, IO MEHbITEH
Mepe, IPHOIU3UTENBHO 6 CYTOK, 10 MEHbINEH Mepe, IPUOIU3UTENLHO 7 CYTOK, 110 MEHBINEH Mepe, TPUOIU3UTENLHO

8 CYTOK, I10 MEHBIIEH Mepe, IPUOIU3UTENBHO 9 CyTOK, 110 MEHbIIEH Mepe, IpubiIn3uTeabHo 10 cyToK, 110 MEHbIIEH
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Mepe, NpUOIM3UTENbHO 15 cyTok, 1o MeHblnedl Mepe, npuOnusurenbHo 20 CYTOK, [0 MEHBIIEH Mepe,
IpUOIU3UTENBHO 25 CyTOK WIH OOJIBIIE.

CoryacHO OIIpEJICICHHBIM BapHaHTaM OCYINECTRICHUS COSAMHEHHE 1 WIM coe/MHEHHME 3, WIH €ro
dapMaleBTHIECKH IPUEMIIEMYIO COJIb, BKIIIOYAsl COSAUHEHUE 2 WIN COeAUHEHUE 4, BBOJIIT B JI03€, COCTABIISIONIEH,
mo MeHble# mepe, npudnumsurenbHo 300 Mr, mo MeHbIned mepe, mpubnusuTenbHo 350 M, IO MEHBIIEH Mepe,
npubnusurenasuo 400 mr, o MeHbIneH Mepe, npubausurertHo 450 Mr, 1o MeHbIneit Mepe, npudausurenabHo S00 Mr,
0 MeHbINelt Mepe, nmpuOIU3UTENbHO 550 MT, 1Mo MeHbInel Mepe, npuOIM3UTENbHO 650 WiIH, IO MEHbIIEH Mepe,
IpUOIM3UTENBHO 750 MT, IpUYeM JI03y IPHHAMAIOT OJUH, JIBa WIH TPHU pas3a B CyTKHU.

CoryacHO OJTHOMY BapHaHTy OCYINECTBICHUS coeuHeHne 1 min ero ¢papManeBTHICCKH IPUEMIEMYIO COIIb,
HarpuMep, CoeTMHEHNe 2, BBOJIST B JI03€, COCTABISIONEH, TI0 MeHbIe Mepe, npubiu3nTteabHo S00 MT, T0 MEHBITEH
Mepe, npubnuzurenbHo 550 Mr win, 1mo MeHwine#t mepe, 600 Mr, ¥ IpuUdIeM 03y NPUHUMAIOT JBa pa3a B CyTKHU.
CormacHO OJHOMY BapHaHTy OCYINECTBICHUs coefuHeHHWe 1 wim ero ¢apManeBTHYESCKH IPHEMIIEMYIO COJb,
HalpUMEp, COSJMHEHNE 2, BBOJSIT B HAIPY304HOH JI03€, COCTABIIONIEH, 110 MEHLITIEH Mepe, npubiauzurensro 1000
M, IO MeHbINeR Mepe, npudnuzurenbHo 1100 Mr winm, no Mensineit Mepe, npudnusurensao 1200 Mr ¢ nocieyomen
HOJUIEpXKUBAIOIEH /1030, cocTaBmsmomel, Mo MeHbIel Mepe, mpubnmsnuTenbHo S00 MI, MO MEHBINEH Mepe,
npubnmsurensio 550 Mr wim, 1mo MeHblned mepe, 600 Mr, aBa pasa B cyTku. CONNIaCHO OJTHOMY BapHaHTY
OCYITIECTBIICHUSI IIOJJIEPKUBAIOIIYIO JIO3Y BBOJAT B TEUEHHE IO MEHbINEH Mepe, npudnusureisno 4, 5,6, 7, 8, 9, 10
i 6oitee cyToK. COTIacHO OJTHOMY BapHaHTY OCYIECTBICHNUS coeanHenne 1 npecTapisier coboit coennnenne 1A.
CornacHo 0THOMY BapHaHTy ocyInecTBIeHus coeunenne 1 npescrarnser coboii coennnenue 1B. Cormacno ogHoMy
BapHaHTy OCYIIECTBICHUS COCTUHEHME 2 MpejacTaBsieT coboi coenumnenme 2A. CornacHO OJHOMY BapHaHTY
OCYITIIECTBIICHUSI COSUHEHNE 2 TIPEJICTaBIsAeT cOO0U coeunenue 2B.

CoryacHO OJIHOMY BapHaHTy OCYIIECTBICHHS coeJuHEHHEe 1 BBOJAT B 03¢, C€OC TaBismoIneit
npubnuuTenbHo 550 MI, M yKa3aHHYIO JI03y IPHHHUMAIOT JBa paza B cyTku. CorylacHO OJIHOMY BapHaHTY
ocyIecTBIeHUs coeiuHeHne 1 npecrapiser codoit coeunenne 1A. ComiacHO OTHOMY BapHaHTY OCYINECTBICHHS
coequnenue 1 mpezcrapiser codoit coenunenue 1B.

CormacHO OJIHOMY BapHaHTy OCYINECTBICHHS COCIMHEHHE 2 BBOAAT B JI03€, COCTaBIIAIOIICH
npubnu3uTenbHo 600 ML, B 5Ty 103y IPUHHUMAIOT J(Ba pa3a B CYTKH. COITIacCHO OJTHOMY BapHaHTY OCYIIECTBICHHUS
COeIMHEHNE 2 mpeicTaBisieT coboi coemuuenne 2A. CormacHo OJHOMY BapHaHTY OCYINECTBICHHUS COCTUMHCHHE 2
npeJicTaBisieT codoit coeuuenue 2B.

CoryacHO OIpE/CNICHHBIM BapHaHTaM OCYINECTRBICHHS CHOCO0 IO HACTOSIIEMY H300pPETCHHIO BKIIOYAET
BBE/ICHHUE COCMHEHHS, KaK OIMCAHO B HACTOSINEM JIOKYMEHTE, HapuMep, coequaeHus GopMyisl I, dopmymnsr 11,
dbopmysr 111, dopmyasr 1V, dopmynsr V, dopmynsr VI, dopmyner VII, dopmyasr VIII, dopmyasr [X, dopmyrsr X
win Gopmyasl X1 wim ero gapmareBTHIECKH IpUEMIIEMOil CONH, HalpuMep, CoeJMHeHNe 1 WiIn coenHEHNE 2,
OJTVH, J1Ba, TPH WIX YETHIpE WIH O0JIee pa3 B CyTKHU, €CIIH ATO HeOOXO0IMMO /TSI TeueHns HHpeKuu. CorIacHo OTHOMY
BapHWaHTy OCYIeCTBIeHNU: coeuaeHue popmy sl I, hopmyast I, popmyiet 111, popmynst IV, dopmyner V, popMy st
VI, ¢dopmynsr VII, dopmymner VII, dopmyasr IX, dopmynsr X wmu dopmyner XII wim ero dapmareBTHIECCKA
IPUEMIIEMYIO CONb, HampuMep, coeamHenume 1 winm coefWHEHHE 2, BBOJIT B TEUCHHWE, 110 MEHBINEH Mepe,
npubnusurensuo 4, 5, 6, 7, 8, 9, 10, 15, 20, 25 unu Ooiee CyTOK WM B TEUEHUE OINIPEICICHHOTO IIEPUO/JIa BpEMEHH
II0 YCMOTPEHHMIO JICUaIlero Bpada. AJNBTEPHATHBHO COCAMHEHHME MOXXKHO BBOJHMTL B TEUCHHE IIEPHOJA BPEMEHH,
HOJIXO/SINETr0 ULl IPEJOTBPAICHHS 3apaXCHHUsI WIM CHIDKCHHUS TsDKECTH 3apakCHUsl § deJOBeKa MIH JIPYToro

KHUBOTHOT'O, IIOJABCPKCHHOI'O PUCKY 3apaKCHUA BUPY COM.
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CoryacHO OJIHOMY BapHaHTy OCYIIECTBICHUS COCIMHEHHE IO HACTOSINEMY HM300pPETEHHIO BBOJSAT
HEOTIPE/ICIICHHO JIONTO JIO TeX IIOp, IMOKa HE MCUE3HET PUCK MH(OUIMPOBAHUS MM IOBTOPHOTO HHQHUIIMPOBAHISL
CoritacHO OJIHOMY BapHaHTY OCYINECTBICHUs coefmHeHue Gopmyisl I, opmyner 11, opmyner 111, dopmymnsr IV,
dopmyasl V, popmyast VI, popmyrast VII, popmynsr VI, dopmyasr IX, popmyast X wiu dopmynst XIII uiu ero
dapMaleBTHIECKH IPUEMIIEMYIO COJIb BBOJIAT B TEUCHHUE, 110 MEHBINEH Mepe, 1 MecsIta, 1o MeHbINEH Mepe, 2 MecsIIeB,
10 MEHBIIEH Mepe, 3 MecsAIeB, II0 MEHbINel Mepe, 4 MecsIEeB, 10 MEHBIEH Mepe, 5 MecsIIeB WIH, IO MEHbIIEH Mepe,
6 MecsIIeB U 6oJIbITe. B HEKOTOPBIX BApHAHTAaX OCYINECTRICHUS coeunHeHre Gopmyst [, dopmyist 11, dopmyasr 111,
dopmyast IV, dopmynst V, dopmyistr VI, popmyarsr VII, dopmyner VIII, dopmyast IX, opmynst X mwin hopmy st
XII nnwm ero papMareBTHIECKH IPHEMIIEMYIO COIb BBOJSIT OJIUH, JIBa, TPH, YE€THIpE WM Gosiee pa3 B CyTKH.

CoryacHO JpyromMy aabTEPHATHBHOMY BapHaHTy OCYIIECTBICHHS OOECICUCH CIOCO0 MPOQHIaKTHKH
nepeady HHQEKINN, KOTOPHIH BKIIOYAeT BBeIcHHE D PEKTUBHOTO KOIMIECTBA OHOTO U3 COSTHHEHIHN, OTTMCaHHBIX
B HACTOSIITIEM JIOKY MEHTE, YEIIOBEKY, KOTOPBIM Hy K/1acTCs B Takoil npodmiiakTiKe, B TEeISHHUE JJOCTATOTHOTO IEPHO/Ia
BPEMEHH JI0 TOTO, KaK OKa3aThCsl B CUTYallMd IPH KOTOPOH pUCK MH(UITMPOBAHMS SIBISIETCS] BEICOKHMM, BKIIOTAs
Iy TETIIECTBHS WIH 1Ty OJIMTHBIC MEPOIPHSTHS WIN BCTPEUH, MM €CIIN XO35IMH HaXO/UTCS B TPYIIIE BEICOKOTO PUCKA,
BKITIOYas, HampuMep, 70 3, 5, 7, 10, 12, 14 wau Golee cyTOK 10 TOTO KaKk OKa3aThCSA B CUTYAllMi WHPUITMPOBAHUS, a
3aT€M BO BpeMsI M, HEOOs3aTENbHO, MOCHIE MHOTCHIMATLHOIO HMHPHUIUPOBaHHS. AJIBTEPHATHBHO, BHIOpaHHOE
COe/IMHEHHE, KaK OTIMCAHO B HACTOSIIEM JIOKY MEHTE, MOKHO BBOJIUTE B TEUEHHE HEOTIPE/ICIICHHOTO IIEPHO/1a BPEMEHI
B IIO/UIEP KUBAIOITIEH /103€ JUISI 3aITUTHI YEI0BEKa, HAXOSIMIErOCs B YCIOBHUAX C BEICOKMM PACKOM HHQHUIIHPOBAHHSL.

Hactosmmee m3o0perenne Takxe Brrtodaet coequaeHus Gopmynsl X1 u hopmymsr XII:

0.__0 O.__OH
R12ao/\mCH3 R12ao/\gCH3
R0 F R0 F
®opmyaa XI ®opmy.ia XII

I ero (papMarieBTHIECKH IPHEMIIEMYIO COITh

e

R'?® u R'® mpeicrapisior coGoit KUCIOPOA3allUTHEIE TPYIIILL, U, 110 MeHbINel Mepe, omun u3 R1% u R1%
npezacranisieT codoit -C (0O)OC-sankmi, Hanpumep -C(O)OMBu nnu -C(O)O-6en3ui, re alkwibHas 1 OeH3WIbHASA
TPYIIIEI MOTYT OBITH HEOOSI3aTEIHHO 3aMEIEHBI 3aMECTUTENIEM, BEHIOPAHHBIM U3 aJIKOKCH, THJIPOKCH, HUTPO, OpoMa,
xJiopa, ¢ropa, a3uJI0 ¥ raTOTCHAIKHIA.

CoracHo OJHOMY BapHaHTy ocyliecTBiIeHus R!'%* mpexcrasiger coboit -C (0)OC-sankmn mwim -C(O)O-
Gemsmn m R'® mpescraBiser coGolf KUCIOPOA3AIMMTHYIO TPYINY, KOTOpas NMPH NPHCOEMHEHMH K KHCIOPOJLY
IPE/ICTaBISIET COO0H CIOXHOAPUPHYIO, DPUPHYIO HIH CHIIIOBYIO d¢upHYyIo rpyniy. CormacHo albTepHaTHBHOMY
BapHaHTy ocymecTsienns R'? npeacrasiser coboii -C (0)OC-gankun mwin -C(0)O-6ensmi u R'? npejcrapisger
co00#f KHCIOPOA3AIMUTHYIO TPYINLy, KOTOpash IpH INPUCOSAWHEHHM K KHCIOPOAY MpeacTaBisieT coboit
CIOKHOPUPHY IO, SPUPHY IO WU CHITIIOBY IO 3 UpHYo rpy iy . COracHo oTHOMY BAPHAHTY OCYIIECTBIEHH R1% 1
R'? o6a mpexcraBiasmor coGoit -C(O)OC;-sankmia, Hampumep -C(0)OfBu. CorlacHo OJHOMY BapHAHTY
ocymecTBIenns R'% u R'?® 06a npencrapismor coboi -C(0)O-6en3mi.

CorracHO OJTHOMY BapHaHTy OCYIecTBIeHU coeunHenune Gopmyirl XII coorBercTByeT hopmyie XIIA:

O _OH

R1230/\<ICH3

R0 F
Qopmyia XIIA
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CorracHO OJTHOMY BapHaHTy ocyImecTBIeHus coeanaenue Gopmyasl XII coorBercTyer popmyne XIIB:

O .OH
R12ao/\gCH3

’
4

R0 F
opmyina XIIB

Taxum oOpasoM, HacTosIIee H300pETEHNE BKIIOYAET CIIE/Y IOIMNE IPU3HAKH:

(a) Cnoco6 neuenuss COVID-19, BezBanHoro BHpycoM SARS-CoV-2, vy xo3sMHa, KOTOpPOMYy TpeOyeTcs Takoe
JeUeHue, BKIIOYaromuit BBejgeHue >((GeKTHBHOrO KonmdecTBa coeauHeHus Gopmynsl I, dopmynsr 11,
dopmynsr 11, dopmyner 1V, dopmyasr V, dopmynsr VI, dopmyner VII, dopmyasr VIII, dopmynsr IX,
dopmyner X wau popmyner XIII wmm ero ¢apmaneBTHUECKH NpHEMIEMON cold HeoOsS3aTeIbHO B
dapMareBTHIECCKOM HOCUTEIE,

(b) Cmoco6 mpodunakxtuku win MuauMuzamun COVID-19 y xo3smHa, KoTopoMy Tpedyercs Takas mpodHIakTHKa
WUTA MUHUMH3BAIISL, BKIIOYAIOIMIH BBeieHre 2 PEKTUBHOTO KOMMIECTBa coenHeHIs (GopMy s I, popmy st
IT, dopmymnsr 111, dopmynsr IV, dopmyner V, dopmyasr VI, dopmynsr VII, dopmynsr VI, dopmymsr IX,
dopmyner X wmm dopmyinsl X wmwm ero dapmareBTHIecku TpHeMIIeMOll colm, HeoOS3aTeNBHO B
dapMaIeBTHICCKOM HOCUTEIE;

(¢) Coco6 mo nyHKTY (b) /1 mpodMIIaKTHKA WIM MUHAMHA3AITMH TIOBTOPHOTO 3apaxeHus BupycoM SARS-CoV-2
i 3apaxennss COVID-19 y xo3samHa, KOTOpOMY TpeOyeTcs Takas Ipo(IIakTHKa WX MUHAMHA3AITH,

(d) Coco6 mo myHKTaM (a) - (¢), B KOTOPOM COeTMHEHUE IPeICTaBIsteT coboit coeqmnaenue 1,

(e) Crioco® o nyHKTaM (@) - (¢), B KOTOPOM COEUHEHUE NIPEACTABILIET cOOOK coeuHeHne 1A,

(f) Cmoco6 mo myHkTaM (a) - (¢), B KOTOPOM COeIMHEHHE IpeIcTaBIsieT coboit coequnenue 1B;

(g) Cioco6 o myHKTaM (a) - (¢), B KOTOPOM COSJUHEHHE IIPECTaBIsAET cOO00H coeJuHeHHE 2,

(h) Cnoco6 o myHKTaM (a) - (¢), B KOTOpPOM COETUHEHHUE IPEICTARIACT coboit coenueHme 2A,

(1) Crroco6 1o myHKTaM (a) - (C), B KOTOPOM COEIMHEHHE TIPEJICTaBIsIeT coboit coenunenue 2B;

(j) Crroco6 1o myHKTaM (a) - (C), B KOTOPOM COEIMHEHHUE TIPEJICTABISIET co0oit coemuenue 3,

(k) Cnoco6 no myukram (a) - (¢), B KOTOPOM COSIMHEHHUE IPeICTaBIsIeT cobol coeuaeHne 3A,

(1) Cnoco6 o myukTaM (a) - (C), B KOTOPOM COSAMHEHUE MPE/ICTAaBIAeT coboli coenuuenue 3B;

(m) Crioco0 1o myHKTaM (a) - (¢), B KOTOPOM COEJIMHEHHE IIpeICcTaBIsieT coOolt coemunenue 4,

(n) Crioco6 1o myHKTaM () - (¢), B KOTOPOM COEJIMHEHUE IIpeIcTaBiIsieT coOolt coemunenue 4A;

(0) Crioco6 1o myHKTaM () - (¢), B KOTOPOM COEJIMHEHUE IIpeIcTaBiIseT cobolt coenuenne 4B;

(p) Croco6 mo myHKTaM (a) - (¢), B KOTOPOM COEeTUHEHUE IpeICTaBIgeT codoit coeqmaenne gopmyis [Ila;

(q) Coco6 mo myHKTaM (a) - (¢), B KOTOPOM COeIMHEHHE IPES/ICTARIACT codolt coequaenme Gopmymnsr [1Ib;

(r) Crioco® mo myHKTaM (a) - (¢), B KOTOPOM COeTMHEHUE TpecTaBIseT coboli coemaenne Gopmyis [llc;

(s) Crmoco6 mo myHKTaM (a) - (¢), B KOTOPOM COEJMHEHNE MPEICTaRIAeT codolt coenmuerme dhopmymst 111d;

(t) Cnocob mo myHKTaM (a) - (C), B KOTOPOM COeAMHEHHE pe/IcTaBIsIeT coboit coennuenne dpopmy s [lle;

(u) Crioco6 mo myHKTaM (a) - (¢), B KOTOPOM COeTMHEeHUE IPeICTaBIsAeT codoit coemaenne gopmyisr [11f;

(v) Criocob mo myHKTaM (a) - (¢), B KOTOPOM COeTMHEHHE TIPE/ICTARIACT coOolt coequaenme Gopmymnsr [Va;

(w) Cnoco0 mo myHKTaM (a) - (), B KOTOPOM COeANHEHHE pe/ICTaBIsaeT co0oit coennuenne popmys [Vb;

(x) Croco6 mo myHKTaM (a) - (¢), B KOTOPOM COeTUHEHHE NIPEICTARIACT coOolt coequuaenmne Gopmynsr [Ve;

(v) Cocob mo myHKTaM (a) - (¢), B KOTOPOM COeTUHEHHUE IpecTaBIseT coboit coequmnenne Gopmyist [Vd;

(z) Crioco® mo myHKTaM () - (¢), B KOTOPOM COeIMHEHHE TpeicTaBisieT coboit coequnenne Gopmysl [ Ve,
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(aa) Coco6 mo myHKTaM (a) - (¢), B KOTOPOM COeIMHEHHUE IPEICTaBIsIeT cobolt coeqmaenne Gopmyier [VT]

(bb) Croco6 o myHKTaM (a) - (¢), B KOTOPOM COSAMHEHHE IpeCTaBIsAeT coboit coequuenne GopMysl V;

(cc) Croco6 mo myHKTaM (a) - (¢), B KOTOPOM COeIMHEHUE IpeICTaBIsIeT cobolt coequuaenune Gopmyier VI

(dd) Cnoco6 o myHkTaM (a) - (¢), B KOTOPOM COeAMHEHHE IpecTaBiIsgeT coboit coequnenne Gopmyisl VII,

(ee) Cmoco6 mo myHkTam (a) - (C), B KOTOPOM COEIUHEHHE IpefcTapisgeT cobolt coenamneHue (opmynsr VIII,
dopmyast IX mwiu Gopmyst X,

(ff) Coequnenne dpopmyisr I, hopmyier 11, dopmyast 111, dopmyast IV, bopmyisr V, dopmynsr VI, dopmyusr VII,
dopmyasr VIII, popmyist X, popmyrst X unu dopmysrst XIII wim ero dpapmaneBTHIECKH pueMIIeMast COIb
qua aedenus uabekun COVID-19, Br3BanHo# BupycoM SARS-CoV-2, vy Xo3duHa, KOTOPOMY Tpedyercs
TaKoe JeUCHUE, HeoOI3aTeIBHO B (hapMaIieBTHIECKH IPHEMIEMOM HOCHUTEIE,

(gg) Coemuuenue dhopmyrsl I, popmyinst 11, hopmyast 11, popmynsr IV, dopmyasr V, dopmyasr VI, popmyner VII,
dbopmyer VI, dopmyie IX, popmynsr X mwin popmyasl X111 wmm ero dapMarieBTHIeCKH IpreMIeMast collb
JUISL TIPUMEHEHHSI ¢ IEeNbI0 MPOUIAKTHKA WIM MHHUMH3AIUU ([0 CPaBHEHHIO ¢ OTCYTCTBHEM JICUCHUS)
nHpeKmH, BE3BaHHOH BUpycoM SARS-CoV-2, v xXo3sa1HA, KOTOpOMY Tpebyercs Takas IpoduIaKTHKA W
MUHAMH3AIHSL, HeoOs3aTeNbHO B PapMarieBTHIECKH IPHEMIEMOM HOCHTEIE,

(hh) Coenmrenwe (gg) m1sd mpodUIaKTHKA TIOBTOPHOTO 3apakeHMs], BEI3BaHHOTO BUpycoM SARS-CoV-2, v Xo3smHa,
KOTOpOMY TpeOyeTcs Takasi IpopHIaKTHKa,

(i1) Ilpumenenne coeqmaermit Gopmyner 1, dopmyasr 11, opmyasr 11, dopmyner IV, dopmynsr V, dopmyasr VI,
dopmynsr VII, dopmymsr VIII, dopmynsr X, dopmynsr X mwim Gopmynsr XIII wnmm ux papMarneBTHIecKn
IpueMiIeMOif comHM, HeoOs3aTeNbHO B (apManeBTHYECKH INPHEMIIEMOM HOCHTENE, B H3TOTOBICHUH
JIEKapCTBEHHOTO CpeJicTBa Ul JiedeHUsl KopoHaBupycHoH Oonesnu 2019 roma (COVID-19), BhI3BaHHOU
BupycoM SARS-CoV-2;

(4j) lpumenenue coenunenut popmyan I, dopmymast 11, opmyinsr I, popmynsr IV, dopmyner V, dopmyinsr VI,
dopmynsr VII, popmynsr VIII, dpopmynrr X, dopmynsr X mwin dopmynsl XIII mwin ux ¢papMareBTUIeCKu
npueMiIeMoil conu, HeoOsg3aTeNbHO B (apMalleBTHYECKH IPHEMIEMOM HOCHTENE, B H3TOTOBJICHHH
JEeKapCcTBEHHOTO cpeicTBa uist npodmiaktuka COVID-19, BeizBanHOTro BupycoM SARS-CoV-2, v xo3smHa,
HY K/IaIOIIEroCsI B 3TOM;

(kk) ITpumenenwue (jj) JuIs IPeTOTBPAIICHIS IIOBTOPHOTO 3apaskeHUsI, BEI3BaHHOTO BUpycoM SARS-CoV-2, xoTopomy
Tpebyercs Takasi HpoQUIIaKTHKA,

(1) JIro6oit w3 BHINIEyKa3aHHBIX BAPHAHTOB OCYITIECTBICHUS, B KOTOPOM (papMaIrleBTHIECKA IPUEMIEMBIl HOCHTETh
HaXOJUTCS B ICKAPCTBEHHOM opMe, IPUTOTHOI IS IepopaabHOTO BBEICHHUS,

(mm) JlexapctBerHas dopma (Il), mpudeMm JexapcTBeHHAs GopMa IpeacTaBiseT co0oif TBEpAYIO JIEKApCTBEHHYIO
dopmy:;

(nn) JlexapcTBerHas popma (MM) B BHJIE TaOIETKY,

(0o) JlexapcrBerHas ¢popma (MM) B BHJIE KATICYJIEL,

(pp) Jexapcreennas dopma (1), mpuaeMm sekapcTBeHHas (opma MpescTaBIsgeT co0oi KHUAKYIO JTEKAPCTBEHHYIO
dopmy:;

(qq) JlexapcrBernas ¢popma (pp) B BUJIE pacTBOpA WIH CYCIICH3NM,

(rr) JIroboii n3 BapuaHTOB ocyimecTBIeHUA (a) - (kk), mpudeM (dapMarieBTHIeCKH IpUEeMIEMEI HOCUTETh HaXOAUTCS
B JIEKapcTBEHHOU dopMe, OXO/AIIEH /ISl BHY TPHBEHHOTO BBEICHILT,

(ss) JIroboii u3 BapuaHTOB ocyinecTBiIeHus (a) - (kk), mpuaem ¢apmaneBTHICCKH IPHEMIEMBI HOCUTETh HAXOAUTCS

B J'IeKapCTBCHHOI‘/'I (bopMe, TMOAXOJAIIEH U1 IIapCHTCPATBLHOTI'O BBCACHUA,
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(tt) JIroGoit w3 BRITIIEY Ka3aHHBIX BAPHAHTOB OCYIIECTBIICH, IpUIeM coefuaeHune popmy s [, popmymst I, popmy st
I, popmyner IV, dopmyasr V, opmynsr VI, dopmyasr VI, dopmyasr VIII, dopmyner IX, popmyner X win
dopmyist XIII miu ero gpapMarieBTuIECKy IPHEMIEMYIO COJIb BBOJIST OJMH pa3 B CYTKH,

(uu) JlroOoit W3 BHINEYKAa3aHHBIX BAPHAHTOB OCYINECTBICHUS, IpHueM coenuHeHue ¢opmyiasl I, dopmynsr I,
dopmyasr 111, dopmyarr IV, dopmyner V, dopmyast VI, ¢opmyns VII, dopmynasr VIII, dopmynsr [X,
dopmyisl X i Gopmyisl XIII wim ero GapmarieBTHISCKH IPHEMIIEMYIO COJIb BBOJIT /[Ba pasa B CYTKHY,

(vv) JlroGo#t m3 BHINEYKa3aHHBIX BApUAHTOB OCYIIECTBICHUS, IpmieM coenuHenue ¢opmyusl I, dopmyusr 11,
dopmyasr 11, dopmynsr IV, dopmynsr V, dopmynsr VI, dopmynsr VII, dopmynsr VII, dopmynsr 1X,
dopmynsr X wru popmy sl X1 wim ero dapmaneBTHISCKH MPASMIIEMYIO COJIb BBOJIT TPHU pa3a B CYTKH,

(ww) JlroGolf W3 BBIMEYKA3aHHBIX BAPHUAHTOB OCYINCCTBICHM, TpHdeM coeauHeHme Gopmyisl I, dopmynsr II,
dopmynsr 11, dopmyner 1V, dopmyasr V, dopmyner VI, dopmyner VII, dopmymsr VIII, dopmynsr IX,
dopmynsl X mwmm popmynsl XIII wim ero dapMmaneBTHIECKH TPHEMIEMYIO COIbh BBOJST B TEUCHHE, IO
MEHBINEH Mepe, O/THOM HeJIeNH, ISCATH CYTOK, JIBYX HEJIEb, TPEX HeJlelb, OJTHOTO MECsIIa, II0 MEHBIIEH Mepe,
JIBYX MECSIIEB, TI0 MEHBINEH Mepe, TpeX MECAIEB, 110 MEHBIIEH Mepe, YeTHIPeX MECAIIEB, 0 MEHBIIEH Mepe,
ILITH MECSIIIEB WM, IT0 MEHBITIEH Mepe, IEeCTH MECSIER MIIH OONBITE.

(xx) JIroOo#t W3 BHIMEYKAa3aHHBIX BAPHUAHTOB OCYINECTBICHUS, NpWieM coequHeHue (opmynel [, dopmyrer I,
dopmyner 111, dopmyner 1V, dopmyner V, dopmyasr VI, dopmynsr VII, dopmyner VIII, dopmynsr [X,
dopmynst X mmi popmyasl XIII wnn ero dapManeBTHIECKH IPAEMIIEMYIO COJIb BBOJISIT, II0 MEHBITEH Mepe,
OJIMH pa3, II0 MEHBIIEH Mepe, JiBa pas3a WiIH, 110 MEHBIEH Mepe, TPH pa3a B CyTKH U 03 OrpaHHICHHS J0 TeX
IIOp, TTOKa He Oy €T YCTpaHEeH PUCK 3apakeHu,

(vy) JlroGoit W3 BHIMNEYKa3aHHBIX BAPHAHTOB OCYINECTBICHUS, IpHdueM coeauHeHue ¢opmyiasl [, opmyner I,
dopmynsr 111, dopmyner IV, dopmyner V, dopmyasr VI, ¢opmynsr VII, dopmyasr VIII, dopmynsr [X,
dopmyner X wmwam popmynst XIII mim ero QapMmareBTHUecKH IPUEMIEMYIO COJIb BBOJAT B JI03€,
COCTABIIAIONIEH, IO MeHbINeH Mepe, mpudnu3utenbHo 400 Mr;

(zz) JoGo#t W3 BHINICY Ka3aHHBIX BAPUAHTOB OCYIIECTBICHUS, IpuueM coeauHeHne (opmyrast [, dopmynsr I,
dopmynsr 111, dopmynsr IV, dopmynst V, dopmyast VI, dopmynsr VI, dopmyner VIII, dopmynsr [X,
dopmynsr X wim dopmynsr XII mnm ero ¢apMmManeBTHUECKH INPUEMIEMYIO COIh BBOJSAT B JI03€,
coCTaBILIONNEH, 1o MeHbInel Mepe, mpudnusuteasbHo S00 Mr;

(aaa) JlroOolf W3 BHINCYKAa3aHHBIX BAPHUAHTOB OCYINECTBICHUS, IpuueM coeauHeHne (Gopmyasl I, dbopmynsr I,
dopmyner 111, dopmyner 1V, dopmymer V, dopmyasr VI, dopmynsr VII, dopmyner VIII, dopmynsr [X,
dopmyst X wnu popmy st XIII wim ero papMmaneBTHIECKH IpHeMIIeMast COIb BBOJIT B JI03€, COCTABIIOIIEH,
10 MEHBITIEH Mepe, IPUOIU3UTENBHO 550 M

(bbb) Jlroboit w3 BRINIEYKa3aHHBEIX BapHAHTOB OCYINECTBICHU, IpwieM coequHeHue dopmynsl [, dopmynsr 11,
dopmynsr 11, dopmyner 1V, dopmyasr V, dopmyner VI, dopmyner VII, dopmymsr VIII, dopmynsr IX,
dopmyner X wmm gopmyner XII wnm ero QapmameBTHUSCKH TPHUEMIEMYIO COIb BBOJIAT B JI03€,
COCTAaBILIOIIEH, 110 MeHbINEH Mepe, TpudusuTeabHo 600 M

(cce) Crnocob neuenuss COVID-19 y xozsmHa, KOTOPOMY TpeOyeTcsl Takoe JIEUYEHHUE, BKIIOYAIOIHMUA BBEJCHUE
coeluHEHNs 1, IpudeM coefmHeHne 1 BBOJAT B J103€, COCTABISIONEH, 10 MEHbINEH Mepe, TPUOIH3UTEIHHO
550 Mr, U yKa3aHHYIO JIO3Y BBOJIST JIBa pasa B CYTKH,

(ddd) Cmoco6 neuenms Bupyca COVID-19 v xo3amHa, KOTOpoMY TpebyeTcs TaKkoe JIeUeHNe, BKIIOUAIOII BBEICHHE

COCJIUHCHHU A 1) [IpAYICM COCIUHCHUC 1 BBO/AT B Harpy3quoi/'I HO3EC, COCTaBHﬂIOIIIeI)'I, 110 MEHBbIIEH MEpe,
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npubmsurensHo 1100 Mr ¢ mocnenyromel moyiepKUBatomel 030H, cocTaBIsIoOe, 10 MEHbITEH Mepe,
npubnusurensHo 550 Mr, JiBa pasa B CYTKH,

(eee) BapuanT ocymmectienus (ccc win ddd), B kotopoM coeannerue 1 mpecrapisaer coboit coenunenne 1A;

(fff) Bapuant ocymecteienus (cce wiu ddd), B kotropom coeaunenue 1 npeacrariseT coboit coequnenue 1B;

(ggg) Cmoco6 neuenuss COVID-19 y xoszsguna, xotopoMy TpeOyeTcs Takoe JeUeHHe, BKIIOYAIONUM BBeJICHHE
COE/IMHEHH 2, IPUYEM COCIUHEHNE 2 BBOJAT B JI03€, COCTABRISIIONIEH, 10 MeHbINElH Mepe, TPUOIU3UTEIBHO
600 Mr, ¥ yKa3aHHYIO /103y BBOJSIT JiBa pasa B CYTKH,

(hhh) Cnoco6 meuenuss COVID-19 y XozsmHa, KOTOpOMY TpeOyercs Takoe JICUeHHeE, BKIIOYAIOIUi BBEICHHE
COeIMHEHHS 2, IPUYIEM COCJIMHEHNE 2 BBOJSAT B HAI'PY30YHOU JI03€, COCTABILIONICH, IO MEHBINEH Mepe,
npubmmsurensHo 1200 Mr ¢ mocneAyomel mojyiepXuBatoIei 0304, cocTarismome, Mo MeHbIei Mepe,
npubimusurensbao 600 Mr, JiBa pasza B CYTKH,

(ii1) Bapmant ocymectnenus (ggg unu hhh), B koTopom coeuHeHNE 2 MPEICTARIACT coOoM coeuHeHMe 2A

(i77) Bapmant ocymectenenus (ggg unu hhh), B koTopom coeimHeHNe 2 IpeICTaBIsAeT codolf coenuneHme 2B,

(kkk) Coemmaenne dopmyie I mwim ero gapManeBTHISCKH IpHEMIIEMast COJb,

(11I) Coennuaenne 4 win ero $hapMareBTUIECKH IPAEMIIEMast COJb, OIIMCAHHEIC B HACTOSINEM JIOKY MEHTE,

(mmm) Coenunenue 4A u coeuaenne 4B, onrcaHHbIE B HACTOSINEM JIOKY MEHTE,

(nnn) PapmaneBTHUECKas KOMIIO3MIMS, coaepkamas >(pQeKTHBHOES KOIMIECTBO coenuHeHus (opmynsl I,
HeoOs3aTEIHHO B papMarieBTHICCKI IPHEMIEMOM HOCHTEIIE.

(000) Coemunenne Gopmynsr X1 mwrun hopmysr XII;

(ppp) Coenunenne popmyrsr XIIA;

(qqq) Coenunenue popmyist XIIB;

(rrr) Coenmuenne popmyasl VII;

(sss) Coenunenue ¢popmyasl Vla;

(ttt) Coemunenue popmyisl VIIb;

(uuu) Coenmuenue Gopmyst Viic,

(vvv) Coenunenue popmyasl VIId; u

(www) OQapmarieBTuIecKasi KOMIIO3UIUS, cojepxarmas >hdexTuBHOe KoamdecTBO coeauHeHust Gopmyisl Vlla,

dbopmyer VIIb, opmynsr VIIc wiu dopmyasr VIId.

K[!aTKOC OIINCAHHNEC QI/IF![!

Ha ¢ur. 1 mpencrapnen rpaduk KoHIEHTpaIu TprQochaTHOTO coeAMHEHUS 1-6 B STIUTEIHATBHBIX KIETKaX
OpOHXOB M HOCOBOM IOJIOCTH deNoBeKa Iocie BozjeicTBusa 10 MkM coeuHeHns 1A, Kak ONUCaHO B IpuMepe 7.
Bpemst nonyxusau coeuHeHus] 1-6 B OPOHXHANBHBIX W HA3aNBHBEIX KJIETKaxX cOCTaBIsieT 39 4acoB M 38 4acoB
COOTBETCTBeHHO. [[0 ocm abmuce OTIOXKEHO BpeMs IMOcie OTMBIBKH, M3MEpEeHHOE B Hacax, a IO OCH V OTJIOXeHa
KOHIICHTPAITHS COSIMHEHNUS 1 -6 B IIMOJIB/MITH KIETOK.

Ha ¢wur. 2 npencraBien coOolf rpaduk, cpaBHHBAIOMUM ypoBHH TpudochaTHOro coeamneHus 1-6 B
SIUTENNANBHBIX KIETKax OpOHXOB UelOBEKa 1ocie BozjeifcTBus coequnenus 1A (1A), ALS-8112 (ALS) u 4'-Me
3aMeneHHoro rnpodekapcerBa uzonponmiaa ((S)-((2R,3R,4R,5R)-5-(2-amuno-6-(MeTrnamMuHo )-9H-1y puH-9-1mi )-4-
¢$Top-3-ruapoKcu-2,4 - TMMeTHITeTparupody pan-2-ui)Merokcn ) (perokcn)pocpopmn)-L-arannnara (4'-Me), xax
onmcaHo B mpuMepe 7. [lo ocu abcnuec OTIOKEHO BpeMs MOCIe OTMBEIBKH, H3MEPEHHOE B Yacax, a 10 OCH OpJIHHAT

OTJIOKCHA KOHIICHTpAalyA COCITMHCHU A 1-6 B IIMOJIL/MIIH KJIETOK.
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Ha ¢ur. 3 mpeacraBieH rpaduk, CpaBHHBAIOIUM ypoBHH TpudocharHoro coeauHeHus 1-6 B
SIUTEIUATBHBIX KIIETKaX HOCOBOH MOJOCTH uesoBeka nocie Bozjeicrsus coequnenus 1A (1A), ALS-8112 (ALS) u
4'-Me 3amemensoro npoiekapcrsa uzonponmia ((S)-(((2R,3R,4R,5R)-5-(2-amuno-6-(MerunamMuno)-9H-1y pun-9-
un)-4-drop-3-ruapoxcu-2,4-guMerunrerparuapodypan-2-um)merokcn )(penoxcn)pochopmn)-L -ananunara “4'-
Me), xax onmcano B npuMepe 7. ITo ocu abcnuce 0TII0KEHO BpeMs IIOCI€ OTMBIBKU, H3MEPEHHOE B Yacax, a 110 OCH
OpJIMHAT OTJIOKEHA KOHIICHTPAIHsI COSAMHEHH 1-6 B IIMOIL/MIIH KJIETOK.

Ha dur. 4 npencrasien rpaduk cpeanero npodmwist coeuHeHns 1A B iasMe y 00e3bsH, KOTOPEIM BBOJMIH
HepopalbHBIE JI03Bl coemHeHus 2A, cocrapisnomue 30 Mr/kr, aBa pasa B cyTku (BID) B Teuenme 3 cyTok, Kak
ommcano B npumMepe 8. [lo ocn abermee OTIOKEHO BpeMsl MOCIE BBEJCHUS JIO3BI, U3MEPEHHOE B Yacax, a MO OCH
Op/IMHAT OTIOKEHA KOHIICHTpaIHsl coemHeHnsl 1A B m1asMe, H3MepeHHas B HI/MIL

Ha ¢ur. 5 npencrarien rpaduk cpeanero mpodmira MerabonnuTa coeuHeHUS 1-2 B Iu1asMe v 00e3bsIH,
KOTOPBIM BBOJWIIM TIEpOpabHEIC O3B coeTuHeHNA 2A, cocTapismormue 30 MI/KT, /iBa pa3a B cyTka (BID) B TeueHue
3 cyToK, kak ommcano B mpuMepe 8. [lo ocn abenmce OTIOKEHO BpeMsl [IOCHIE BBEICHUS O3B, H3MEPEHHOE B Yacax,
a 110 OCH Op/IHAT OTIIOXEHA KOHIICHTpAIHsI coeTuHeHus 1-2 B Iua3Me, H3MEpeHHast B HI/MIL

Ha ¢ur. 6 npencrasnen rpaduk cpepaero npoduist TpudocdaTHOTo cypporaTHOTO METab0INTa COSTHHEHIS
1-7 B mna3me y 06e3bsH, KOTOPHIM BBOJIMIN HMEpOPANBHEIS J03E cOeMMHEHUA 2A, cocTapisrommue 30 MI/KT, aBa pas3a
B cyTkH (BID) B Teduenue 3 cyToK, Kak onmcaHo B npumepe 8. I1o ocu aberyce OTIOXEHO BpEMs IOCIIE BBEJICHUS
JIO3bI, H3MEPEHHOE B Yacax, a I10 OCH OPJMHAT OTJIOKEHA KOHIEHTPAIHSI coeJuHeHus 1-7 B ITa3Me, H3MEpeHHas B
HI/MIL

Ha ¢ur. 7A npencrapier rpaduk KoHIEeHTparun Tpudocdaraoro coeiuHeHns 1-6 B TKaHAX JIETKHX, ITOYEK
U [ICYEHN ¥ 00e3bsH [I0CNIE BBEJICHUS IEPOPATBHBIX /103, cocTaRIsIOMuX 30 MI/KT, coeIMHEHNsI 2A /1Ba pa3a B CYTKH
(BID) B Teuenue 3 cyTOK, KaKk OIACAHO B IIpuMepe 8. BpeMs oy KU3HU B JIETKUX, TI0UKaX U IIEIEHH COCTaBIIUIO 9,4
yaca, 8,0 gacoB u 4,3 gyaca cooTBeTcTBEHHO. o ocu aGeruce 0TII0KEHO BpeMsl TOCIIe BBEICHUS JIO3b], H3MEPEHHOE B
yacax, a II0 OCH Op/JIMHAT OTJIOKEHA KOHIIGHTpaIMs coeTMHEeHNsI 1-6 B TKaHIX, U3MEPEHHAs B HI/T.

Ha ¢wur. 7B npexacrasieH rpaduk KoHIEHTpanuy TpudocharHoro coeJuHeHus 1-6 B TKaHAX JIETKHUX, ITOYEK
U IIeUeHH Y 00e3bsIH 10CIIe BBEICHNUS IIEPOPATBHEIX J103 coelMHeHns 2A, cocTaBisonmx 30 MI/KT, JBa pa3a B CYTKH
(BID) B Teuenue 3 cyTok, kak onucaHo B npuMmepe 8. KoHneHTpalus B TKaHIX coequHeHus1 1-6 mokasana depes 2
qaca, 12 wgacoB, 24 daca u 48 qacoB IOciIe BBEACHUS MTOCIECYTOK JI03bL 110 ocu abenuce OTIONKEHO BpeMsl IOcie
BBEJICHUSI TIOCTIECY TOK JIO3HI B Hacax, a [0 OCH OpAMHAT OTIOXKEHA KOHIIEHTPAIUS B TKAHAX, H3MEpPEHHAast B MKM.

Ha d¢ur. 8 mnpencraBien rpa¢ux ypoBueit TpudocharHoro coexuneHuss 1-6 B remaronurax,
WHKY OMPOBAHHEIX C COeIMHCHHUEM 2A, KaK OIMCcaHo B puMepe 9 u panee ommcaHo B Good, S.S. et al. 2020 PLoS
ONE 15(1):e0227104. KonnienTpanus B TenaTolurax dejioBeka Orlia B 7 pas Bhlile, yeM y 00e3bstH. [o ocu abenuce
OTJIOKEHO BpEMsI MHKY OaIliy, H3MEPEeHHOE B Yacax, a 110 OCH OpAMHAT OTIOXEHA KOHIICHTpanus coeuHeHus 1-6,
u3MepeHnast B uMolib/10° kieTok.

Ha ¢wur. 9 npescraBieHo MOIETMPOBAaHUE BHY TPUKICTOUHLIX KOHICHTpanuii coennHenns 1-6 B qeroqnoi
TKaHH YeJIOBeKa, Kak ommcaHo B mpuMmepe 10. Ilpormosmpyemass KOHIICHTpallWisi B JITKHX OCHOBaHa Ha
IIPOTHO3MPYEMOM MHUHHUMATLHOM 3HaueHWH KoHNeHTparmuu (Ciq) coepmuenHus 1-7 B mirasMe B PaBHOBECHOM
COCTOSIHWH, TUIa3MEHHOTO Cypporara BHY TPHKICTOUHOTO TpudocdaTtHoro coequaenus 1-6, (Berliba, e. et al. 2019
Antimicrob. Agents Chemother. 63(12):¢01201-19) y genoBeka, yMHOKeHHOE Ha kKoaddunueHTt 1,6 (KOHIEHTpanus
tpudocdara B erkux B 1,6 pasa BHIIE, YeM B ICUCHU IIPH MUHUMAIBHEIX YPOBHSIX KOHIIEHTPAIMH B PABHOBECHOM
COCTOSIHHH, KaK oIMcaHo B npumepe 8). [lo ocu abermec OTI0KEHO BpeMs, H3MEPEHHOE B CYTKaX, a II0 OCH Op/HHAT

OTJIOKCHA CMOJCIIMPOBAaHHAA KOHICHTpAIlA COCAUHCHIS 1-6 B JICTKUX, U3MCPCHHAA B MKM.
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Ha ¢wur. 10 mpejgcraBieHa CTUMYJISINS BHY TPUKIETOYHBIX KOHIEHTpaIui coequnenusi 1-6 B Jerounoi
TKAHM YEJIOBEKA C MCIOJIL30BAHUEM JIBYX METOJIOB, Kak onucano B mpumepe 10. CIuiommHas KpuBasi MPeICTaBIsET
[POTHO3UPYEMBIC KOHIIEHTPAIMM B JIETKMX AaKTUBHOTO MeraGosuta TpudocdarHoro coequnenus 1-6 mocie
MOIPABKH Ha coejuHeHue 1-6. oTHOINCHUE KOHIIEHTpanuit Jterkux k nedenu 1,6. [lyHkTupHast kpuBast IpeICTaBIsIeT
[IPOTHO3UPY EMBIE KOHIICHTPAIMI aKTUBHOTO MeTaboiuTa Tpudocharnoro coeuHeHus 1-6 B IErKuX 1mociie BBEICHU
IONpPaBKM Ha OTHOINEHHE coeauHeHus 1-6 B jerkux Kk coeguHenmio 1-7 B mnasMme, cocraBismornee 1,2
lNopusonTansHas auHus cooTBeTCTBYeT ECoo coequnenust 1A nporuB SARS-CoV-2 B xierkax HAO in vitro (0,47
MKM). o ocu aGermee OTIOKEHO BpeMsl, I3MEPEHHOE B CYTKax, a IO OCH OPJIMHAT OTJIOKEHA CMOJICTHPOBAHHAS
KOHI[CHTpAIMSI cCoeTuHeH s 1-6 B IeTKuX, M3MepeHHast B MKM.

Ha ¢ur. 11 npejcraBiena WLTIOCTPAIHs COeAMHEHUs GOPMYIBI [, KOTOpOE TakKe MOYKHO BBOJUTH B BHJIE

dapmareBTHICCKH TPHEMIEMOHN COIHL.

l'[ozmoﬁﬂoe OIHCaAHH ¢ HACTOAIIECT O I/ISOﬁDCTeHI/Iﬂ

PackpriToe B HacTosIEM JOKYMEHTE M300pETEHHE OTHOCHUTCS K crocoly JIeUeHHs WIN NpOPHIaKTHKA
kopoHaBupycHoro 3aboneBanusi 2019 (COVID-19), BrzBanHoro BupycoM SARS-CoV-2, y xo3siMHa, HaIpuUMEp
YEeTOBEKA, HY K/AIOIErocsl B 5TOM, BKIIOYAIONEMY BBEACHHE d(PPEKTHBHOTO KOTHIECTBA COSMHEHUST GOPMYIIHL |

WA €TI0 (I)apMaHGBTI/I‘{CCKI/I HpI/IeMHeMOI‘/'I COJIH:

R!
HN
N AN
N
4
4a 40 < |
YAl P N/)\NH
O /P\ 2
R N \00 CH,
°© Rl KO F
®opmynal

rjae

R! BriGpan u3 Cy-Ceankuna, C3-Cenuxmnoankmia u -C(0)C1-Ceankuia,

R? mpencraBuser coGoif Bomopox, Ci-calkmil (BKIIOW9asd METHI, STHI, IPOHMI H wm3ompommi), Cs-
JIMAKIOATKAT WA aprl (BKIo9as GeHmI W HaQTHI) U COIVIACHO albTEPHATHBHOMY BAPUAHTY OCYIIECTBIEHHS R>
npejcranisier codot apuin(Ci-Caalkui)-, reTepoapuil UIH ITeTEPOaKUI,

R? mpencrapiser cobolt Bogopos min Ci-6alKi (BKIIOYAsS METII, ST, IPOIIWT H H3OIPOIIII);

R* 1 R* me3aBrcnMo BHIGpaHEI 03 Bogopoa, Ci-calkuna (BKIOIas METHI, STHI, IPOIHI W H30IIPOIII) ’
Cs-7IIAKIIOAIKIIA;, 1

R® npexncraBuger coboit Bogopox, Ci-eankuil (BKIIOYAsg METHI, STHI, Hporma u usompommn), Ci-
grasoreHankn wim C3-7IUKIOATKII U COTIACHO AILTEPHATHBHOMY BAPHAHTY OCYINECTBICHHs R> mpeicTaBiser
co0oit apmin(Ci-Csaikuin)-, apuil, TeTEPOapUil WIA T€TEPOATKAIL.

HeorpannauBarormue mpuMepsl coequaeHus GopMmynbl | BrmowaoT coepamneHne 1 u coequneHme 2.
CornacHo OTHOMY BapHaHTY OCYINECTBICHHUS COSIMHEHNUS BBOASIT B BHAE S-DHAaHTHOMEPA, TAKOTO KaK COCTUHECHHE
1A. CornacHo OJJHOMY BapHaHTy ocyImnecTBiIeHHsI the coeMHEHHS BBOAAT B BHAE R-dHaHTHOMEpa, TaKOTO Kak
coenuaenne 1B. CoriacHo oJHOMY BapHaHTy OCYINECTBICHHS ¢ coeauHEeHHEe (GopMyiIsl | mpesacrasisier coboi

coeTMHEeHHE 2, coequHEHNE 2A WiIn coenunenne 2B.



47

Hn-Cs
~N
N
CHs O <L
HaCo O .. P © N" NH,
YW N B Lok
CHs © @ HO F
Coeaqnuenue 1
un-CHs
N S
N
/4
CH; O <N PN

: 0o N~ "NH
HsC.__O ,P\/\g 2
N \O CH

HO\“ "/F e 05 H2804

Coeqnnenue 2

N AN
N
4
ohy 0 ST
T8 o J_N N/)\NHz
CH,

HyC O - ,P\/\g
YU N\

O
T
w
O
T
O,
-

CH; O S 7 e 0.5H,S0,

Coeaqnuenue 2A



48

G & fk
Y mﬂu

CH3

HO "rF e 0.5H,S0,

Coeaqnuenue 2B
MOJKHO TIPUMEHSATE, BKIIOYAIOT

AHLTepHaTI/IBHI:.IC KOH(bI/II'ypaL[I/II/I COC/ITMHCHUA 1 wmu ero (I)apMaueBTqucm/I IIPUEMIICMOU COJIH, KOTOPBIC

N
CH; O ¢ |\/)N\
HyC. O P O N "N NH,
3 Y ” \50 CHs
CHs O @ HO F
y-CHa
N
1)
CH; Q A
HyC. O P. N" NH,
3 Y H 50 CH,
CH O @ HO F
N
oy 0 CT X
HiC._O P O AN™ "N" "NH,
Oy e e
CHs 3

AJ'II)TepHaTI/IBHBIG KOH(I)I/II'ypaIII/II/I COCAUHCHUA 2 KOTOPLBIC MOKHO IIPUMCHATDL, BKIIIOYarOT



49

<ri
H-C ®] P
Y W/kﬁ L0 ‘\ ;/CHS

CH; O /=( HO F ¢0,5H,80,

4

L

in

HyC O
vy \o”\tﬁ
CH3 @ G F ¢ 05HS0,

/4
CH; O < IL)\
H.C. O
’ WAN \o
CH3 @ G F » 0,5 HS0;
11

HC. O P.
Y N \. VCHS
CHy O /=(" HO F %05 H,50,

\ J)

I[OHOJ'IHI/ITGJII)HLIC AIBTCPHATUBHEIC KOH(I)I/IpraL[I/II/I COCAUHCHU A 1 mwiu ero (l)apMaLleBTI/I‘IeCKI/I HpI/ICMJ'IeMOI‘/'I
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WA €10 Q)apMa]_ICBTI/I‘IeCKI/I IIPUEMIICMYIO COJIb.
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WA €10 q)apMaHeBTI/I‘IeCKI/I IIPUCMIICMYIO COJIb.

Hacrostimee n300peTeHne TakKe BKIIOYAET IPUMEHEHHE (P (OEKTHBHOTO KOINIECTBA COSTHHEHUS (POPMY IHI
I s newenwms nimm npodmiraktuku 3adoneBanus COVID-19, BeiBamHoro BupycoMm SARS-CoV-2, v xo3smHa,
HY /TaIOIIErocst B 5TOM:

HN’R
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R4 R4b([? <N N/)
C

1

0]
o /P\
&Y N D0 Lon
0 |3 0 R 2
R Fllz HO F

Gopmya 11

WU ero (papMareBTHIeCKH IpHeMIIEMOit CoIH, Te:

R! Bri6pan u3 C;-Ceanxmina, Cs-Comuxinoankuia u -C(O)Cq-Csanxuna;

R? npexncraBuger coboit Bogopox, Ci-eankuil (BKIIOYAd METHI, STHI, Hpomma u usompommn), Cs-
JIMKIOANKIUT WIH apuil (BKIIoYas (peHun U HadTHI) U COTNIACHO aNLTEPHATHBHOMY BAPHAHTY OCYIECTBIeHUs R2
npezicranisier coboit apuin(Ci-Caalkui)-, reTepoapuil WiIH ITeTEPOaIKHIL,

R? mpencTapiser coboli Bogopo min Ci-salKiI (BKIIOYAs METIIL, ST, IPOIII M H3OIIPOIIII ),

R* u R* mesapucuMo BHIGPaHBI 13 BoJA0poia, Ci-salKuila (BKIFOYAS METIII, STUIL, IIPOIIMI M M30MPOIIII) 1
Cs-7IUAKIIOAIKIIA;, 1

R® mpencraBuser coGoit Bomopoxm, Ci-calkmil (BKIIOYMas METHI, STHI, IIPONHI H m3ompommi), Ci-
grasoreHankn wim C3-7IUKIOATKII U COTIACHO AILTEPHATHBHOMY BAPHAHTY OCYINECTBICHHs R> mpeicTaBiser
co0oit apmin(Ci-Csaikuin)-, apiil, TeTe€pOapuil WIIA T€TEPOATKAIL.

CoryacHO OJHOMY BapHaHTY OCYINECTBICHHs coenuHenue ¢opmyisl [I mnm ero dapmaneBTHUECKH

IIPUEMIICMYIO COJIb, HEOOs3aTEeNbHO B (l)apMaIleBTI/I‘IeCKI/I IIPUCMJICMOM  HOCHTCIIC, BBO/IT B SQ)(I)GKTI/IBHOM
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JICUCHUC, T.C., B KAUCCTBC HpO(I)I/IJ'IaKTI/I‘IeCKOFO cpelicTBa

konudecTBe X03suHy ¢ COVID-19 mnm ¢ puckom 3apaxkenust Bupycom SARS-CoV-2, kotopomy Tpebyercsl Takoe

Takoro kak coequnenue 3B wiu coenunenne 4B

HeorpannuuBarommue npuMepsl coeauHenus Gopmyiasl Il BrmodaiorT coenuneHue 3 U coenuHeHue 4
3A u coenunenue 4A. CoryacHO OJHOMY BapHaHTY OCYIIECTBICHHsI COCIMHEHUS BBOAAT B BHJe R-sHaHTHOMEDA,

CornacHo OJHOMY BapHaHTy OCYIICCTBICHUA COCIUHCHN BBOIAT B BHJC S ODHAHTUOMEpPA, TAKOTI'O KaK COCUHCHUC
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HJIA €TO @apMaHeBTI/I‘{eCKI/I IPpUEMIICMYIO COJIb.

Hacrosmee I/I306p€T€HI/I€ TaKXC BKJIIOIACT IIPUMCHCHUC SC];)(I)CKTI/IBHOFO KOJIHUYCCTBA COCTUHCHUA (bOpMYJ'IbI

[T nna nedenus wim npodmiakTuku 3aboneBanus COVID-19, BezBanaoro BHpycoM SARS-CoV-2, v Xo3suHa,
HY X/TaIOIIErocst B 5TOM:!
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07‘)4 P o N NJ\N"'Z
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RS | O [

O 3

RO, HO  F

®opmy.ia I
I ero (papMarieBTHIECKH IpHEMIIEMOit comIH, TAe:

R! Bri6pan u3 C;-Ceankxmna, Cs-Comuxmtoankmia u -C(0)C1-Csankmia,

R? mpencraBuser coGoif Bomoponm, Ci-calkmil (BKIIOWas METHI, STHI, IIPONHMI H m3ompommi), Cs-

JIUAKIOANKIUT WIH apuil (BKIIOYast (PeHWT ¥ HAQTHI) U COINIACHO albTEPHATHBHOMY BAapHAHTY OCYIIECTBICHHS R2
upezcranisier coboit apuin(Ci-Caankmn)-, reTepoapril WK I'eTepPOaKuI,
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R? mpencrapiser coboi Bogopo min Ci-salKi (BKIIOYas METHI, ST, IPOIIT M H3OIPOIIMI ),

R* u R*® mesapucuMo BHIGPaHBI 13 BOJ0PoAa, Ci-salkuila (BKIHOYAS METHII, STHIL, IIPOIIAI M M30MPOIIII) 1
Cs-7IUKIOATIKIIA;, U

R® npexncraBiusier coGoit Bogopoxa, Ci-ealikuil (BKIIOYAsS METHWI, STWI, Hpommia u u3ompormn), Ci-
granoreHakuil Wi C3-7IUKIOATKAI U COTJACHO albTEPHATHBHOMY BAPUAHTY OCYIIECTBIEHHS R MpejcTaBiser
coboit apmi(Ci-Caankuin)-, apui, reTepoapuil UK FeTePOANKNT; 1

X BuiOpan u3 Ci-Csranorenankmia (Brimouast Ci-zdpropankmt u Cr-sxutopankmi, Takoi kak CHoF, CHF», CF3,
CH.CFs;, CH,CHF,, CH,CH.F, CF,CHs, CF.CFz u CHxCl), Cy-Cjankenmra, C,-Cjankummmia u C-
C3ruIpoKCHAIKHIIIA.

CoryacHO OJTHOMY BapHaHTy OCYINECTBICHU coeuuenrne GopMmyas 111 juist qedenns wim npopuirakTHK
3aboneBanuss COVID-19, BerzBanHOro BUpycoM SARS-CoV-2, y x0351HAa, HY KJIAIOIETOCS B OTOM, IPEJICTABISIET

coboit coenmaenme dopmyrs [1la:
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CormacHo OJHOMY BapHauTy ocyImecTsiaenns Gopmyast Illa, R! mpeacrasuser coboif MeTmiI.

CornacHo OJHOMY BapHauTy ocyImectsienus Gopmyst Ila, R! mpeacraBisger co6oif MAKIOMPOIIHIL.

CormacHo OJHOMY BapHauTy ocyImectsienus Gopmyst Illa, R? mpeacrasiser coboit Genm.

CoryacHO OJJHOMY BapHaHTy OCyllecTBIeHHUs popMyJnl 111a, R? mpeacraniser coGol HadTHi.

CoryacHO OJHOMY BapHaHTy ocyluecTBieHus popmyiwl 11la, R* mpencrasuser coGoii Bomopox, u R%®
Ipe/ICTaBIsIeT cOO0H METHIL

CoracHo OJIHOMY BapHMaHTy ocyinecTsienus Gopmys I11a, RS npeacrasiser co6oit H30IpOImII.

CornacHo oiHOMY BapuanTy ocyinectrieHus popmyis [1la, coeunenne npeacrariser codoit Sp-m3omep,
1 pocdopamMuaaT uMeeT L-KOHPUTY paruro.

CornacHO OTHOMY BapHaHTy ocyInecTBieHus gopmyaist [1la, coemuaenne npeacrapiseT codoit Rp-m3omep,
1 pocdopamMuaat uMeeT L-KOHPUTY paruro.

CornmacHo ojHOMY BapwaHTy ocymmecTBieHus Qopmynsl [lla, ¢apmarneBTHdeckn npuemiaeMas Ccoib
IIpe/ICTaBIsIeT coOoi MOy cyIh(paTHYIO COTb.

HeorparmanBaromue npuMephl coeuaeHus GopMy sl 111a BRIOTarOT!
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CoryacHO OJTHOMY BapHaHTy OCYINECTBICHUS coeuHeHne GpopMyisl 111 s Jedenns win npopuiIakTHKa

3aboneBanuss COVID-19, BerzBanHOoro BUpycoM SARS-CoV-2, y x03s1Ha, HYXJIAIOMETOCS B OTOM, IIPEJICTABISIET

co0Ooit coenuuenue popmyrst [Ib:
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I ero (papMareBTHIECKH IPHEMIIEMYIO COIb.
CoracHo 0JIHOMY BapHaHTy ocyluecTnienus Gopmyinsl IIIb R! npeacrasiser coboit MeTHII.
CornacHo OJJHOMY BapHaHTy ocyImecTBiaennd Gpopmysl 11Ib R! mpencrapiger co6oii MAKIOMPOIIL.
CornacHo 0JJHOMY BapHaHTy ocyImecTBIenns Gopmyasl I1Ib R? mpeacraBiser coboii GpeHmr.
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