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®APMALIEBTUYECKAA KOMNO3nunA and NeEYEHNA COVID-19

OBJIACTb TEXHUKWN

N306peTeHne oTHOCUTCA K MeaULMHE U ddapMaLEeBTMKE, @ UMEHHO K CPeACTBaM U
crnocobam neyYeHnsa KOpoHaBMPYCHOW MHPEKLIMM YernoBeka, Bbi3aBaHHOW BUPYCcOM SARS-
CoV-2 (COVID-19).

YPOBEHb TEXHUKW

B Hauane 2020 roga BcemwupHaa opraHusdauyua sgpaBooxpaHeHuns (BO3)
obbABMMNA TSHKENbIW OCTPbIM PECMPATOPHbBIN CUHAPOM KopoHasupyca 2 (SARS-CoV-2),
BbI3bIBAIOLLEro KOPOHaBUPYCHY0 wHpekumo 2019 roga (COVID-19), rnobanbHow
naHgemuen. KopoHaeupycel (CoV) - a10 PHK-BMpyChbl, KOTOpble 3axBaTbiBatOT
TPaHCNAUMOHHBIN annapart xo3svHa ANs reHepaumm BupycHbix 6enkos. Y nogen CoV
BbI3bIBAET peCnupaTopHble MHPEKLUMN, KOTOPbIE OBBIYHO NPOTEKAKOT NErko, HO B PEAKNX
cnyydasx MoryT 6bITb neTanbHbIMK, Taknx kak SARS (Tskenblin OCTPbIA pecnupaTopHbIv
cuHpgpom)-CoV, MERS (GnmXHEBOCTOYHBIN pecnmpaTopHbin cnHapom)-CoV n COVID-
19.

Hoas kopoHaBupycHasa nHpekums, BbidaBaHHas Bupycom SARS-CoV-2 (COVID-
19), otnmyaeTcsa OT u3BeCTHbIXx OPBW, Tem, 4TO BUMPYC BbI3bIBAET YCUIEHHbLIN
NaTronorm4yeckMim MMMYHHbIA OTBET Y YenoBeKa, KOTOPbIM MPUBOAUT K HeanekBaTHOMY
BbIOPOCY WMHTEPNENKMHOB W WHbIX LMUTOKMHOB. OTO MPMBOAUT K AOMNOSHUTENBHOMY
MOBPEXAEHMIO OPraHoB M TKaHEN, N HapacTaHUIO MMMYHOMNATONOrMYECKMX CABUMOB.

Pesynbtar npumeHenna y  GonbHoro  COVID-19 Tex wvnM WHbIX
UMMYHOCTUMYNNPYHOLLMX/ UIMMYHOMOZAYMPYIOLWMX CPEACTB U UMMYHODMONOrnyecknx
npenapaToB HenpeacKasyem, a NPUMEHEHNE Taknx CPEACTB MOXET ObITb onacHo. [Jaxe
BMpYC-Cneyndunyeckme npotTMBoBMpYCHble (aHTU- SARS-CoV-2 ) aHTutena, HeoXnaaHHo
MOryT crnocobCTBOBaTh Pa3BUTUIO MMMYHHOW MaTtoniorun, YTO MPUBOAUT K SABMEHUIO,
NM3BECTHOMY Kak aHTuTeno-zasncumoe ycunenme (ADE), Bepyllee K BO3HUKHOBEHMUIO
ONacHOW MEeCTHOM 1 obLlen n3bbITOYHOW BOCNanuTensHoM peakuumn (lwasaki, A., Yang,
Y. The potential danger of suboptimal antibody responses in COVID-19, (2020) Nat. Rev.
Immunol., 20, 339-341). [Ans MHOMMX BUPYCHbIX MH(EKLUMA NMOKa3aHO OTpuLaTenbHoe
BNMAHME Ha TedeHue 3aboneBaHWs Takoro XOpPOLIO M3BECTHOrO MPOTUBOBUMPYCHOrO U

UMMYHOMOAYNUPYIOLLEro areHTa, Kak uHtepdepoH 1-ro tmna (Davidson, S., et al,
1
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Disease-promoting effects of type | interferons in viral, bacterial, and coinfections. J
Interferon Cytokine Res. 2015; 35(4): 252-64. pmid: 25714109, PubMed Central PMCID:
PMC4389918). HecmoTpsa Ha NpoBOAUMbIE KITMHUYECKME UCCNE0BaHWS, BOMPOC O TOM,
nonb3y unm Bpeg npuHocuT npumeHeHne npu COVID-19 y yenoBeka TakMx M3BECTHbIX
NPOTUBOBUPYCHBIX M UMMYHOMOAYIIMPYIOLLNX CPEACTB, Kak PEKOMBMHaHTHbIE anbda u
BeTa-mHTEpPdEpPOoHbl, ocTaeTca oTKpbITbIM (Sa Ribero M, Jouvenet N, Dreux M, Nisole S
(2020) Interplay between SARS-CoV-2 and the type | interferon response. PLoS Pathog
16(7): e1008737. https://doi.org/10.1371/journal.ppat. 1008737).

Mpn 3TOM Ha XMBOTHBLIX MOAENAX OCTPOW KOPOHaBMPYCHOM (Aaxe BKtO4as
MOZenn C WCMonb30BaHMEM MPUMAaTOB) MnokasaHa 3HaduTenbHas 3SPEPEKTUBHOCTL
npenapartoB  PEKOMOWHAHTHbIX  UHTEPdEPOHOB, YTO  CBUAENLTENLCTBYET O
HEBO3MOXHOCTW 3KCTPANONSALMN AaHHbIX, MOMYYEHHbIX B AOKIMHUYECKUX MOAENAX Npu
MHPMLUMpoBaHUM XMBOTHbIX SARS-CoV-2, B knuHnky COVID-19 yenoseka (Yuan., Let
al., Animal models for emerging coronavirus: progress and new insights. Emerg.
Microbes Infect. 2020;9(1):949-961. doi:10.1080/22221751.2020.1764871).

Takmm obpasom, OTBET Ha Bonpoc, Byaetr nn 3pdeKkTMBHbIM KM Be30onacHbIM
Ncrnonb3oBaHne TOro nnm WNHOro BelecTea c
NMMYHOMOAYMPYOLWUMU/UMMYHOCTUMYTTUPYIOLLMMA ~ CBOMCTBaAMW B KayecTBe
aKTVMBHOIrO KOMMOHEHTAa NEeKapCTBEHHOro CpeacTBa ANs NeYeHUs MHEKLMN, BbI3BAHHOM
Bupycom SARS-CoV-2 (COVID-19) y yenoseka, SBnNseTCA Aaneko He O4EBUAHbBIM.

B nokymeHTe RU 2728939 packpbITO npuMeHeHue rekcanentmga doopmynel H-
Tyr-D-Ala-Gly-Phe-Leu-Arg-OH mnnu ero ¢oapmayeBTn4eckn npueMnemomn conn gns
nevenns COVID-19. B CN111135166, CN111135167 n CN111135184 npepnoxeHo
npumeHeHne coeauHeHnn GS-441524 n GC376 B kayeCTBe BELLECTB, NOAABNSAOLMX
pasmHoxeHne SARS-CoV-2. Tem He MeHee, B HACTOALLMMA MOMEHT CYLLECTBYET KpanHe
Mano NeKapCTBEHHbIX CPEACTB ANA NpodunakTukm n nevexHms COVID -19.

N3 ypOBHS TEXHMKM W3BECTHbI MPOTUBOBUMPYCHBIE U MMMYHOMOZYNMPYHOLMNE
npenapartbl, cogepXalime pasnnyHble CONn KpUaaHMMOAAa: HaTpmeBas Cofb (Hanpumep
npenapat Heosup, npounssogctea PapmcuHTes, Poccus), nutmesasa comnb (nateHt PO
202547), a Takke conm 7] CMecu KpugaHumoga c
coneobpasoBatenamu/contobunmsaTopamm,  Hanpumep € METUNaMUHOCIMPTOM
(npenapat LuknodepoH, npoussoactea HTOP [Monucan, Poccusa cogepxawmi B
KadecTBe coneobpasosarens/conobunmsaropa 1-pesokcn-1-(MetTmnammnHo)-D-
rnouuTon (MernoMuH), nnu ¢ N,N-4umeTnnaMmmHon3onponunrioKo3on, a MMeHHo 3-0-
(N,N-gumeTunamumHo-H-nponun)-1,2:5,6-an-O-nsonponunnaeH-a, D-rnrokodypaHosomn
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(npenapat «AHaHguHy, [MateHT PP 2197248), unn apyrummn amuHocnvptamm (lateHT
P® 2326115). Takke m3BeCTHa COMnb KpuaaHMmoga C LUENOYHOW aMMHOKMCNOTOU L-
NN3NHOM, Ha3BaHHas Kak L-nmnanHa 9-okcoakpuanHun-10-ayeTart (MateHt PO 2730530).

NHTepepoHoreHHOE AencTBME  KpuaaHumopa, €ro conem u - 3upos,
onocpepyetca  cneuyudmyeckum  BenkoMm, Tak  Has3biBAaEMbIM  CTUMYIATOPOM
reHoB nHTepdepoHa (STING), ¢ KOTOpbIM B3aUMOLEWUCTBYET aKpUAWHOBLIN CKeneT
kpuaaHumopa. OgHako Ans KpuaaHummoga npamas TPaHCnAaumMsa AaHHbIX, MOMYyYeHHbIX
npy NPOMUNaKTUKE N NEYEHUU TeX WIN WMHbIX CMOAENMPOBaHHbLIX 3aboneBaHui Ha
XMBOTHBIX B YENIOBEYECKYH KIMHWKY HEBO3MOXHAQ, MOCKOMbKY  YCTaHOBMEHO, 4TO
KpnaaHumopg npaktuyeckn He B3ammogenctasyeT co STING uyenoseka, B OoTnunumMe oOT
B3ammogenctana co STING KNeTok XXMBOTHbIX, HANPUMEP, IPbI3YHOB, Y KOTOPbIX BbIOPOC
SHAOreHHbIX MHTEP(EPOHOB M3 KNETOK Ha ABa-TPU NOpsAKa Bbile, YEM U3 aHaNOrMYHbIX
KNEeTOK 4enoBeka B OTBET Ha BO3LEUCTBME KpUAAHMMOZA B OOHUX U Tex Xe
koHueHTpaumsax (Cavlar, T. et al. Species-specific detection of the antiviral small-
molecule compound CMA by STING. EMBO J. 2013 May 15;32(10):1440-50. doi:
10.1038/emb0j.2013.86.). BeposaATHO, B TOM uncne, STUMM 0COBEHHOCTAMM KpMaaHMmoaa
N €ero npou3BOAHbIX, ODyCnoBneH TOT (akT, 4YTO KPUAAHMMOZ COBEPLUEHHO HE
apekTMBEH B KIMHWKE MNPU JIEYEHUN MHOTMX OCTPbIX BUPYCHbIX 3aboneBaHui
yenoseka, Hanpumep, ocTporo BupycHoro renatuta C, (Makcumos C.J1. n gp. OnbiT
NPMMEHEHNSA HeoBMpa MNpu nedeHun octporo BupycHoro renatuta C C. XXypHan
MUKPOBMONornn, annaemMmonorm n utMmmMmyHosnorun. - 2003. - N 1. - C. 64-67) npu nedverHmm
KOTOPOro, HampoTWB, npenapaTbl MHTEPdEPOHOB OTNNYHO cebs 3apekomeHgoBanu
(Poynard, T. et al., Interferon for acute hepatitis C. Cochrane Database Syst Rev.
2002;2001(1): CDO000369. doi: 10.1002/14651858.CD000369). C ppyron CTOPOHBI,
MHOrMe npenaparbl, U3BECTHbIE KaK MOLLHbLIE WHAYKTOPbI 3HLOrEHHbIX MHTEPEEPOHOR,
Hanpumep, YMUEEHOBUP, TO €CTb I3TUNOBLIN 3dup 6-Opom-5-rngpokcu- 1-metTmn-4-
ANMETUNAMUHOMETUN-2-PEHNNTUOMETUNNHAON-3-KapOOHOBOW Kncnoto! (B BMae
rmapoxnopuaa MoHorgpara, Toproeble HaumeHoBaHua Apbugon, Adbnogon, Apnednto
N Ap.) HE OKa3bIBAET HNKAKOro BMSAHMS Ha KnnHudeckoe tedeHmne COVID-19 u ncxoasbl
neveHuns y vyenoeeka (Huang, D., et al. Efficacy and safety of umifenovir for coronavirus
disease 2019 (COVID-19): A systematic review and meta-analysis. J Med Virol. 2020 Jul
3:10.1002/jmv.26256. doi: 10.1002/jmv.26256.).

Takum ob6pasom, B ypOBHE TEXHUKM HET HUKAKUX YKa3aHWA Ha TO, MOXET 5
KPMAAHUMOA W €ero npomsBoAHble ObiTb  3pdekTmBHBIM KM Be3onacHeiM  Mpu

npodunakTuke n nedeHmmn COVID -19.
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Mpwn 3TOM coxpaHsaeTca ocTpas NoTpebHOCTL B MPOTUBOBUPYCHBIX Npenaparax u
crnocobax NpoUnakTKn 1 neveHns KopoHasmpycHou nHdekumm COVID-19. HacToswee

n3obpeTeHme HanpaBneHo Ha YAOBNETBOPEHME STOU NOTPEOHOCTL.

KPATKOE OMNMMCAHWME N3OBPETEHNA

3afgava HacTosLero n3obpeTeHna 3aknoyaeTca B ob6ecneyeHnn NekapCTBEHHOro
cpeacTea, apmMaLeBTUHECKOM KOMMNO3NLMK U Habopa Ans NPOMUNAKTUKK UNW NeYeHns
KOPOHaBUPYCHOM MHMEKLMM YenoBeka, BbiaBaHHOW BupycoM SARS-CoV-2 (COVID-19),
a Takke crnocoba nNpoPuUNakTUKL UM NevYeHUs KOPOHaBUPYCHOM NMHMPEKLMM YenoBekKa,
BbI3BaHHOM BMpycoM SARS-CoV-2 (COVID-19).

B ogHOM acnekte Hactosdulee n3obpeTeHne OTHOCUTCHA K hapMaueBTUHECKOU
KOMMO3MLMK AN NPOPUNaKTUKN UK NEYEHUS KOPOHaBUPYCHOW MHADEKLMM YeroBeka,
Bbl3aBaHHOM BUpycom SARS-CoV-2 (COVID-19), y cybbekTa, Hy>KaaroLwerocs B 3TOM,
copgepxawien apPekTUBHOE KONMMYECTBO KpuaaHMMoga, ero dapmaueBTUYEeCKM
NpuemMnemMon COMM WM €ro CroXHOro adupa, n dapmaueBTUYeckn npuemnemoe
BCMOMOraTenbHOE BELLECTBO UMNN HAMOMHUTENMb.

MpennoxeHHaa dapmaueBTUyeckas kKomnosnums obecneymBaeT npPodUnakTmuKy
U NeYEHE KOPOHAaBMPYCHON MHPEKLMM YenoBeka, BbiaBaHHOW BupycoMm SARS-CoV-2
(COVID-19).

B wacTHOM BapuaHTe peanusauuy, ykasaHHas dapmMaueBTUYeCcKn npuemnemas
conb npeacraBnaeT cobom conb LWEenoYHoro metanna.

B opyrom yactHOM BapmaHTe peanmsauyum, LWenoYHOM MeTann BelbpaH n3 HaTpus,
NUTUS W Kanus.

B pgpyrom 4acTHOM BapuaHte peanusauumn, ykasaHHas dapmaueBTUYeckm
npuemnemMas conb NpeacraBnseT cobon Conb KpuaaHmmoga ¢ aMMHOCIMPTOM.

B apyrom 4actHoM BapuaHTe peanusayumn, aMMHOCIIMPT BbIOpaH 13 MernoMmHa u
3rIMUHa.

B ppyrom 4actHOM BapuaHte peanusauumn, ykasaHHasg dapmaueBTUYeckm
npuemMnemMasl conb npeacrTaBnser cobon comnb, 0OpasoBaHHYH KPUAAHMMOAOM W
ammHocaxapom, rge ammHocaxap npegnovtutensHo npeactasnseTr cobon 3-O-(N,N-
AnmeTunaMmmHo-H-nponun)-1,2:5,6-an-O-nsonponunuaeH-a, D—rnokodypaHosy.

B ppyrom 4acTHOM BapuaHte peanusauumn, ykasaHHas dapmaueBTUYeckm
npueMnemMass conb npeacraenaer cobom conmb  KpugaHuMmoga C  LUENOYHOW

aMUHOKNCINOTOMN.
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B apyrom yactHOM BapuaHTe peanusaumm, yKkasaHHas LWenoyHas aMmMHOKMCNoTa
BbIOpaHa 13 L-nnanna, D-nuauHa, L-ructugmna, D-ructugmna, L-apritHmHa n D-aprHmHa.

B Aapyrom 4yacTHOM BapwaHTe peanusauun, YKasaHHbIA CrOXHbIM - 3ump
KpnaaHumoga BbiOpaH M3 rpynnbl, BKIKOYAOLWEN 3TUMOBLIWM, NPONMNoBbIA, ByTMNOBLIN,
N30MNPONUIOBLIN 1 aMUITOBLIN 3PMpbI.

B Aapyrom 4yactHOM BapuaHte peanusauyuv, ykasaHHasg ~ KoMMno3uvumsa
AOMOMHUTENBHO  COAEPXUT  MPOTUBOBMPYCHBIA  HYKMEO3WAHbIA  aHanor  unu
NPOTUBOBUPYCHBIN HYKNEOTUAHbBIA aHanor.

Ncnonb3oBaHne apmaueBTUYEeCKONn KOMMO3ULUKW, COAepXallen KpuaaHWMOA,
ero gapmMaueBTUYECKN MPUEMIIEMYIO COMb WU CROXHbIK  3PUP, COBMECTHO C
NPOTUBOBUPYCHBIM  COEAMHEHMEM, NpPEeAcTaBnAlWMM  CoOOM  NPOTUBOBUPYCHbLIN
HYKNEeo3naHbIA aHanor Unm npoTUBOBUPYCHbBIA HYKNEOTUAHbIA aHanor, 3HayuTenbHO
ycunmBaeT nedebHbi adpdekT npenapara npsMoro npoTMBOBUMPYCHOMO AEWCTBUS B
oTHoweHun SARS-CoV-2, T.e. ykaszaHHOro NpOTUBOBUPYCHOrO COEAMHEHNS.

B pgpyrom yactHOM BapwuaHTe peanusayum, npoTUBOBUPYCHOE COeAuHEHWE U3
Knacca NpOTMBOBUPYCHbIX  HYKNEO3MAHbIX  aHanoroB  npeacraBnser  cobow
nHrnéutop PHK-3aBucumon PHK-nonmumepassbl.

B apyrom yactHom BapuaHnte peanusdauuun, uHrbutop PHK-3aBucumon PHK-
nonumepasbl npegcraenset cobon pemgecumBup (CAS  No  1809249-37-3),
dasumnupasmp (CAS No 259793-96-9), pubasmpvH (1-[(2R,3R,4S,5R)-3,4-arnapokcm-5-
(rngpokcumeTtun)okconan-2-unl-1H-1,2, 4-tpnason-3-kapbokcamma) unn  puamMmmnoBup
(METUNTUOHUTPOOKCOAMIMAPOTPMA30NOTPMA3NHNG HaTpuS).

B ppyrom 4yactHoOM BapuaHTe peanusauun, ykasaHHaa dapmaleBsTmyeckas
KOMMO3MLMA NPUrOTOBNEHA B BUAE TabneTku, MHbEKLMM, CYNnno3nTOpUs, pactBopa unm
CYCMNEH3nN.

B Aapyrom acnekre HacToswero wu3obpeTeHus npeanokeHO MNpUMEHEHMe
KpmaaHmmoaa, ero apmaueBTUYECKM NMPUEMIEMON COMN UMK CNOXHOro adupa Ans
nony4eHns hapmayeBTUYECKOM KOMMO3ULMK ANA NpoOUNaKTUKN nnu
NeYeHNa KOPOHaBUPYCHOW UMHMEKUMN YenoBeka, BbidaBaHHOW BupycoMm SARS-CoV-2
(COVID-19).

B Aapyrom acnekre HacToswero wu3obpeTeHus npeanoXkeHO MNpUMEHEHME
KpmaaHmmoaa, ero apmMaueBTUYECKM NPUEMNIEMON CONMM UMK CNOXHOro 3dupa unm
dhapmaleBTUYECKOM KOMMO3NLMKM COrNacHO NpeLUeCTBYOWMM BapyuaHTamM peanmsaumm
ANA NPOPUNAKTUKA NN NIEYEHUS KOPOHABUPYCHON WHMPEKLUMM YenoBeKka, Bbl3BaHHOW
Bupycom SARS-CoV-2 (COVID-19).
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B uactHOM BapuaHTe peanusayun, dapmayeBTUYeckn npuemneMasa Conb
npepcrasnaeT cobom conb WEenoYHOoro meTtanna.

B opyrom yactHoOM BapmaHTe peanumsagumu, LenoyYHoM MeTann BeldpaH 13 rpynnebl,
COCTOSILLEN U3 HATPUS, NMUTUS U Kanus.

B apyrom YactHOM BapuaHTe peanusayum, dapmMaleBTUYeCcKn npuemMmnemas conb
npepcrasnaeT cobon conb, 0OpasoBaHHYHO KPUAAHUMOLOM 1 aMUHOCTIMPTOM.

B apyrom 4actHOM BapwaHTe peanu3auuy, amuHOCNMPT BbiOpaH K3 rpynnbl
COCTOSALLEN U3 METTIOMUHA N STIIFOMUHA.

B ppyrom 4actHOM BapuaHte peanusauumn, ykasaHHas dapmaueBTUYecKn
npuemMnemMas Cconb npeacTaBnseTr cobon conb, 0OpasoBaHHYH KPUAAHMMOLOM W
amuHocaxapom, rge ammHocaxap npegnodtutensHo npeactasnseT cobon 3-O-(N,N-
AnMeTunaMmmHo-H-nponun)-1,2:5,6-an-O-nsonponunuaeH-a, D—rnokodypaHosy.

B ppyrom 4actHOM BapuaHte peanu3auumn, ykasaHHasg dapmaleBTUYecKm
npyemnemMass Cconb NpeacTaBnsaeT cobor Cofb  KpugaHumopa C  LENOYHOM
aMWHOKMCINOTOMN.

B apyrom yactHOM BapuaHTe peanusaumm, yKkasaHHas LernoyHas aMmMHoKMcnoTa
BbIOpaHa 13 L-nnanna, D-nuauHa, L-ructuamna, D-ructuamna, L-apriHmHa n D-aprHmHa.

B apyrom 4actHOM BapuaHTe peanusaumm, gapmaueBTUdeckass KOMnos3nyms
AOMOMHUTENBHO  COAEPXUT  MPOTUBOBMPYCHBIA  HYKMEO3WAHbIA  aHanor  Unu
NPOTUBOBUPYCHBIA HYKNEOTUAHbBIA aHanor.

B apyrom 4actHOM BapwaHTe peanusauum, KpugaHmmonq, ero dpapmaneBTU4eCcKm
NPUEMIIEMYIO COSb UM CITOXKHBIA 3PUP NPUMEHSOT B KOMOUHALMN C NPOTUBOBUPYCHBIM
HYKNEO3nAHbIM aHanoromMm Unm NpoTUBOBMPYCHBIM HYKNEOTUAHbIM aHarnoroMm.

B apyrom 4yacTHOM BapwaHTe peanusauum, NPOTUBOBMPYCHBIA HYKNeOo3ngHbIN
aHanor wwunu npOTMBOBUPYCHbINM HYKNEOTUAHLIM aHanor npeacraenser cobown
nHrnbutop PHK-3aBucumon PHK-nonuvepassbl.

B aopyrom yactHom BapuaHTe peanusauuun, uHrmbutop PHK-3aBucumon PHK-
nonumepasbl NpeacTaBnaeT cobon pemaecvBup, asunupasvp, PUOABUPUH wnn
prnamunoBump.

B apyrom acnekre HacToALlero nsobpeteHns npeanoxkeH cnocob npodunakTnkm
UNW NEYEHNs KOPOHAaBMPYCHOW MHADEKLMM YenoBeKa, BbiaBaHHOW BupycoMm SARS-CoV-2
(COVID-19) y cybbekTa, Hy:x4aroLeroca B 3TOM, BKITHOYAOLWNA BBEAEHNE YyKa3aHHOMY
cybbekTy TepaneBTUYECKM  S(PMEKTMBHOrO  KOMMYECTBa  KpuaaHuWmMoga,  ero
hapmaleBTUYECKN NMPUEMITEMON COMU UMK CIIOXHOro admpa mnm papmMmaleBTUUECKON

KOMMO3MLMIN COrfacHO NPeLLECTBYOLLMM BapnaHTam peanunsawumu.
6
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B uactHOM BapuaHTe peanusauuy, KpuaaHumopg, ero dapmaueBTU4ECKM
NPUEMIIEMYIO COMb UINN CIIOXHbBIN 3UP 1N apmaLeBTUYECKYIO KOMMO3ULMIO BBOAAT
cybbekTy nepopanksHo, BHYTPUMbILLEYHO, BHYTPUBEHHO, WHTpaHasankeHo,
WHTpaTtpaxeanbHO, PEKTanbsHO U B BUAE WHranaymn.

B uactHOM BapuaHTe peanusauuuy, KpuaaHumopg, ero dapmaueBTU4EeCKU
NpUEMIIEMYIO COSMb UMK CRIOXHbIW 3PUP U PapMaLeBTUYECKYHO KOMMO3ULMIO COrflacHO
HacToALEeMY M300peTeEHUIO BBOAAT CyObEKTY nepopanbHO UM NapeHTepansHO Unm
pekTanbHO, B pa3oBOW A03€ (B NEPECYETE Ha YACTbIN KpugaHmumog) npumepHo ot 0,1 mr
A0 100 mr/kr maccel Tena, NpeanovTUTEnbLHO NPUMEPHO oT 4 Mr 4o 20 Mr/Kr Mmaccel Tena.

B uactHOM BapuaHTe peanusauuy, KpuaaHumopg, ero dapmaueBTU4eCKU
NpUEMIEMYIO COSb UMK CIIOXHbIW 3PUP UK PapMaLeBTUYECKYHO KOMMO3ULMIO COrflacHO
HacToALEeMY M300peTEHUIO BBOAAT CyObEKTY nepopanbHO UK NapeHTepansHO Unm
peKkTanbHO, B CYyTOYHOW A03€e (B NepecyeTe Ha YMCTbIK KpuaaHmmoa) npumepHo ot 0,3
A0 1000 mr/kr, npeanoYTUTENLHO NpUMepHo oT 2 ao 200 mr/kr Beca Tena.

B uactHoM BapuaHTe peanu3auuy, KpuaaHumopg, ero dapmaueBTU4ECKU
NpUeMneMyo Conb UK CIIOXHbIM 3UP NN apmaneBTUHECKYH KOMMO3ULMKO COrNacHo
HacTosALWEMY M30BpeTeHno BBOAAT CyOLEKTY MHTpaTpaxeanbHO UMM MHTaHa3anbHO
WM WMHransiuMoHHO B pPasoBOM [03e (B MepecyeTe Ha ocTtaTtok 9-okcoakpuanH-10-
YKCYCHOW KMCIOTbI, TO €CTb OCTATOK Kpuaammoga) npumepHo ot 0,01 go 10 mr/kr Beca
Tena nayueHTa, npeanovTuTensHo npumepHo oT 0,3 a0 2 Mr/kr Beca Tena.

B uactHOM BapuaHTe peanu3auuuv, KpuaaHumopg, ero dapmaueBTUYECKM
NPUEMIIEMYIO COflb UMW CROXHbIM  3PUP Unn  PapMauleBTUYECKYHO  KOMMO3ULMIO
dhapmaLeBTUYECKYO KOMMO3ULUMKO COrfacHO HacToswemy Un3obpeTeHnto  BBOAAT
CcybbeKTY MHTpaTpaxeanbHO UNKU MHTaHasanbHO UIU MHransAaLMOHHO B CYTOYHOM [,03€
(B nepecyeTe Ha ocCTaTtok 9-okcoakpuauH-10-yKCYCHOM KUCMOTbI, TO €CTb OCTaTOK
kpugaHmmoga) npumepHo ot 0,03 go 100 wmr/kr Beca Tena, npeanoyvTUTENbHO
npumMmepHo oT 1 go 20 Mr/kr Beca Tena nauymeHTa.

B uactHOM BapuaHTe peanu3auuuv, KpuaaHumopg, ero dapmaueBTU4ECKM
NPUEMIIEMYIO COMb UMW CIIOXHBIN 3PNP N hapMaLeBTUYECKYHO KOMMO3ULMIO COrflacHO
HacToALEMY U30DPETEHNIO BBOAST CyOBEKTY OT O4HOro A0 TPEX pas B CYTKM.

B yacTHOM BapuaHTe peanunsaumm, neYyeHme OCyLLEeCTBNAOT B TedeHue oT 1 go 30
AHEeW, npeanoYyTuUTenbLHO OT 5 o 15 gHen.

B uactHOM BapuaHTe peanusayun, dapmayeBTUYeckn npuemneMasa Conb

npencrasnaeT cobon conb WEeno4yHoro meTtanna.
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B opyrom yactHOM BapmaHTe peanumsagumu, LWenoyYHoM MeTann BeldpaH 1ua rpynneil,
COCTOSILLEN U3 HATPUS, NMUTUS U Kamnus.

B Apyrom YactHOM BapuaHTe peanusayum, dapmMaleBTUYeCcKn npuemMnemas conb
npepcrasnaeT cobon conb, 06pasoBaHHYHO KPUAAHUMOLOM M aMUHOCTIMPTOM.

B apyrom 4acTHOM BapwaHTe peanu3auuv, amuHOCNMPT BbiOpaH K3 rpynnbl
COCTOSALLEN U3 METTTIOMUHA N STIIFOMUHA.

B ppyrom 4actHOM BapuaHte peanu3auun, ykasaHHasg dapmaueBTUYecKn
npuemMnemMas Cconb npeacTaBnseTr cobon conb, 00pasoBaHHYH KPUAAHMMOLOM W
amuHocaxapom, rage ammHocaxap npegnodtutensHo npeactasnseT cobon 3-O-(N,N-
AnmeTunaMmmHo-H-nponun)-1,2:5,6-an-0O-nsonponunuaeH-a, D—rnokodypaHosy.

B ppyrom 4actHoOM BapuaHte peanu3auumn, ykasaHHas dapmaleBTUYecKm
npuemMnemMas conb npeacraBnaer coborm conb  KpugaHumoga C  LENOYHOU
aMMHOKNCOTOMW.

B apyrom yactHOM BapuaHTe peanusaumm, yKkasaHHas LWernoyHas aMmMHOKMCnoTa

BbibpaHa u3 L-nusuHa, D-nnanna, L-ructnanna, D-ructngmnna, L-apruHmHa n D-apruHmHa.

B apyrom yactHOM BapwaHTe peanu3auum, CyObekTy AOMNONHUTENbHO BBOAAT
NPOTUBOBUPYCHBIA  HYKNEO3UAHbIM  aHanor WnM npPOTUBOBUPYCHBIN  HYKNEOTUAHbBIN
aHanor.

B apyrom 4yacTHOM BapwaHTe peanusauum, NPOTUBOBMPYCHBIA HYKNEeOo3ngHbIN
aHanor wwunm npPOTUBOBUPYCHBIA HYKNeoTUAHbIM aHanor cobon uHrnbutop PHK-
3asucnmon PHK-nonnmepass!.

B apyrom vactHom BapuaHTe peanusdauuun, uHrbutop PHK-3aBucumon PHK-
nonumepasbl NpeacTaBnaeT cobon pemaecvsup, asunupasvp, PUOaABUPUH vnn
prnamunoBup.

B napyrom 4actHOM BapuaHTe peanusauun, yKasaHHbIM MNPOTUBOBUPYCHbLIN
HYKNEeOo3nAHbIA aHanor Mnm NpoOTUBOBUPYCHbBIN HYKNEOTUAHbIA aHanNor BBOAAT NaUNEHTy
OOHOBPEMEHHO, MNOCNeaoBaTeNbHO WNM  pasfenbHO € KPMAAHMMOAOM,  ero
dapmayeBTU4ECKM  MPUEMIIEMOM  COMbKD UMM CNOXHbIM ~ 3OUPOM UMK
dapmaleBTUYECKOM  KOMMO3WUMEW  COrMacHo  MNpefLecTBYWMM  BapuaHtam
peanusagun.

B pgpyrom acnekte Hactoswero u3obpeTeHna npeanoxeH Habop ang
NPOMUNAKTUKN UMW NEYEHUS KOPOHaBUMPYCHOW WHMEKUMM YenoBeKa, BbI3BAHHOW
Bupycom SARS-CoV-2 (COVID-19), y cybbekTa, Hy>KaarLeroca B 3TOM, COAepXKaLlmm

coefuHeHue, BbIDpaHHOE W3 rpynnbl, BKIOYatOLWEN KpuaaHMMog, ero dhapmaLueBTUYeCKM
8
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NPUEMIIEMYIO COMb M €ro CrOXHbIM 3pup, uUnu dapmMaleBTUYECKYIO KOMMO3ULMIO
COrnacHoO NpeaLWecTBYOLWMM BapuaHTaMm peanu3aumm B OTAENbHOW NeKapCTBEHHOMU
dopmMe M MO MeHbLUeW Mepe OAHO COeAWHEHMe, BbiDpaHHOe W3 NPOTUBOBUPYCHBLIX
HYKNEO3mn4HbIX aHanoros U NPOTUBOBUPYCHBLIX HYKNEOTUAHbBIX aHanoros B OTAENbHOW
nekapCTBEHHOWN hopMeE.

B yactHom BapuaHTe peanusaumm, NPOTUBOBUPYCHBIA HYKNEO3UAHbIA aHanor
n/nnu NPOTUBOBUPYCHBIN HYKNEOTUAHBLIA aHanor npeacrasnseTr cobom nHrmdmutop PHK-
3aBucumon PHK-nonnmepass!.

B apyrom yactHom BapuaHTe peanusauuu, wHrnbutop PHK-zaBucumon PHK-
nonumepasbl NpeacTaBnseT cobon pemaecvBup, asunupasvp, PUOABUPUH wnn
pramunoBup.

B ppyrom 4actHoOM BapuaHte peanu3auumn, ykasaHHas dapmaleBTUYecKm
npuvemnemMas conb NpeacraBnsgeT cobom Conb LLEeNnoYHoro metanna.

B apyrom yactTHom BapmaHTe peanusaumm, LWenoYHon metann BoibpaH 13 Hatpus,
NUTUA W Kanus.

B gpyrom 4acTtHOM BapwaHTe peanusauun, ykasaHHas dapmaueBTU4ecku
npuemnemMasi conb NpeacTaBnseT cobom Conb KpuaaHmmoga ¢ aMMHOCIMPTOM.

B apyrom 4actHOM BapuaHTe peanusauum, aMMHOCIIPT BbIBpaH 13 MernoMmHa m
3rOMUHa.

B ppyrom 4actHOM BapuaHte peanusauumn, ykasaHHas dapmaueBTUYeckm
npuemMnemMasl conb npeacTaBnseTr cobon comnb, 00pasoBaHHYH KPUAAHMMOAOM W
ammHocaxapoMm, rage ammHocaxap npegnodvtutensHo npeactasnseT cobon 3-O-(N,N-
AnMeTunaMmmHo-H-nponun)-1,2:5,6-an-O-nsonponunuaeH-a, D—rnokodypaHosy.

B ppyrom 4actHoOM BapuaHtTe peanusauumn, ykasaHHas dapmMaueBTUYeckm
npueMnemMass conb npeacraenaer cobov conmb  KpugaHumoga C  LUENOYHOW
aMMHOKNCNOTOMW.

B apyrom yactHOM BapuaHTe peanumsaumm, ykasaHHas LWenoyHas aMmMHOKMCNoTa
BbIOpaHa 13 L-nnanna, D-nuauHa, L-ructugmna, D-ructuagmna, L-apritHnHa n D-apruHmHa.

B Aapyrom 4acTHOM BapwaHTe peanusauun, YKasaHHbIA CrOXHbIM - 3ump
KpnaaHumoga BbibpaH M3 rpynnbl, BKIKOYAOWEN 3TUMOBLIW, NPONMNOBbIA, ByTMNOBLIN,
N30NPONUIOBLIM 1 aMUITOBLIN 3UpbI.

B apyrom acnekte HacToswero u3obpeTeHna npeanoxeHa KombuHaums,
BKMOYaoLWaa KpuaaHMMogh, ero dgapmMaueBTUYECKM MPUEMMEMYKD COMb WKW  €ro
CNOXHbIV 3PUp, N1 dapmMaLeBTUYECKYHO KOMMO3ULMIO COrNacHO MNpPefLUeCTBYOLMM

BapuaHTam peanu3auuu, U N0 MeHbLUen Mepe OAHO COeAuHeHVe, BbiOpaHHoe W3
9
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NPOTUBOBMPYCHBLIX HYKNEO3MAHbIX aHanoroB WM MPOTUBOBUPYCHBIX HYKNEOTULHbIX

aHanoros.

NnoAPOBHOE OMNMNCAHUE M3OBPETEHUA

B HwxecnepytoleM OnNucaHuM npuBefeHbl CpeacTBa M METOAbl, C MOMOLLBHO
KOTOPbIX MOXET ObITb OCYLLECTBMEHO HacTosillee M3obpeTeHne, a Takke NpuBeAeHbl

NpUMepbI ero peanusaumm.

TepMuHbI

TexHn4eckne n HayyHble TEPMUHbI, UCMOMb3yeMbIE B J@HHOM AOKYMEHTE, UMEKOT
3Ha4YeHMs 0BbIYHO MOHATHbIE CreuManucTy B obnactu, K KOTOPOW OTHOCUTCA AaHHOe
n3obpeTeHue, ecnun He ykasaHo MHoe.

Ncnonb3yemble B 4aHHOM A 0KyMeHTe (POpMbl E4UHCTBEHHOTO Yncna 0bo3HavaroT
KaK e JUHCTBEHHOE, TaK U MHOXECTBEHHOE YMCIO, ECNN ABHO HE yKa3aHa TonbKo doopmMa
€WHCTBEHHOro y1cna.

Ncnonb3yembii B 4@HHOM LOKYMEHTE TEPMUH «MPUMEPHO» O3HAYaET, YTO YMCHO
NN AManasoH He OrpaHnYeHbl TOYHbIM YUCIIOM UMW YCTaHOBIEHHbIM AMana3oHOM, HO
OXBaTbIBaAKTCA 3HAYEHMAMM OKOMO yKasaHoro yvcna unm guanasoHa, kotopble dyayr
MOHATHbI CPEAHEMY CneunanucTy B JaHHOM obnacTn B 3aBUCMMOCTU OT KOHTEKCTa, B
KOTOPOM YAUCIO UNW SManasoH UCNonb3yeTcs. ECnn nHoe He 04eBMAHO N3 KOHTEKCTa Unmn
yCNoBHOro 0603Ha4YeHnsa 06nacTn TEXHUKU, «NMPUMEPHO» 03HAYaET 40 MIC UM MUHYC
10% KOHKPETHOro 3Ha4YeHus.

TepMuH «nevyeHrMe» npu UCNOoMb30BaHMM B HaCTOSLLEM OMUCaHUN BKMOYaeT
TEpaneBTUYECKOE NEYEHME COCTOSIHUS, CBA3AHHOINO C KOPOHaBUPYCHOM WHMEKLMEN
yenoseka, Bbl3BaHHOW BupycoMm SARS-CoV-2 (COVID-19). YkasaHHoe neuveHue
BKMOYAET YMEHbLUEHWE, CMArYeHue wunu ocnabneHve no MEHbLUEN Mepe OJHOro
CYMMTOMa, CBSA3@HHOIO C COCTOSHMEM, CBSA3a@HHbIM C KOPOHABUMPYCHOW MHGEKLMEN
yenoseka, Bbl3BaHHOM BuMpycoMm SARS-CoV-2 (COVID-19), unm no MeHblen mepe
OOHOr0 CUMMTOMA, CBS3aHHOrO C APYrMM COCTOSIHMEM, OMUCAHHbIM B HACTOALLEM
LOKYMEHTeE.

TepMunH «npodunakTuka» npu  MCMONb3OBaHMM B HACTOSALEM  OMMCAHUM
O3Ha4YaeT KOMMMEKC MEAWUMHCKMX LEUCTBUW, HanpaBneHHbIX Ha npeaoTBpalieHue
BO3HUKHOBEHMA 3aboneBaHUn n/unn ycTpaHeHne QakTopOB puUcCKa KOPOHaBUPYCHOW

WHeKUmMen 4enoseka, BbIdBaHHOM Bupycom SARS-CoV-2 (COVID-19). Kak
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npodunakTuka, Tak U NeYeHne MOXET BKNKYaTb Ha3HaYeHue WUnn npuMeHeHue
OAHOro areHta B KOMOMHaLUMM CO BTOPbIM areHTOM.

TepMUHbI  «BBOAUTLY», «BBEAEHWE» WIMN  «OCYLLECTBMNATb BBEAEHMEY,
NCnonb3yemMble B LAHHOM OMNUCaHWKM, OTHOCATCA K (1) npepocrtaBnenHuo, nogade,
BBEAEHWIO 403bl UW/WNN HAa3HaYeHMI0, Hanpumep, NMbo paboTHUKOM 34paBoOXpaHEHNSA
NN ero nnn eé ynonHOMOYEeHHbIM npeacTasuTenem, nmbo nog ero pykKoBOACTBOM, Y
(2) BBEAEeHWIO, nMpuemy unn ynoTpebneHuto, Hanpumep, npu noMmowm paboTHuKa
34paBoOOXpPaHEHNSA NN CYOBLEKTOM.

TepMUH «3PPEKTUBHOE KONMMYECTBO» MPU UCMONBb30BaHUM B HACTOSALLEM
OMNMcaHNN O3Ha4YaeT KONMMYECTBO COEANHEHUSA UIU KOMMO3ULMKW, AOCTAaTOYHO BbICOKOE
ANA TOro, 4ToBbbl 3HAYUTENBHO U3MEHUTL B NOSTOXUTENBbHYH CTOPOHY CUMMTOMbI U/
COCTOSIHME, NoAnexaiiee NevYeHuo, NN 3Ha4YUTENbHO CHU3UTb PUCK BO3HUKHOBEHUS
Takoro 3aborneBaHna WUnM COCTOSHWUA, nonexailee npodunakTuke, HO AOCTaTOYHO
HM3KOE ANSA TOro, YtoObl n3bexaTb cepbesHbiX NOBOYHbIX 3PGPEKTOB (MPU PasyMHOM
COOTHOLLEHWM MOonb3a/puck) B npefenax pasymMHOro BpayebHOro  MHeHUs.
AP PeKTUBHOE KONMMYECTBO COEAMHEHNSA BbIOMPAKOT C y4eTOM MHOXEeCTBa (PaKkTOpOB,
BKMKOYasa TUM, BUA, BO3PACT, BEC, MO U MEAULIMHCKOE COCTOSIHUE NaUMEHTa; TSKECTb
COCTOSIHMSA, NOANEXAaLero NeYeHUIo, NyTb BBEeAEHWS; (PYHKLUMIO NOYEK U PYHKLMIO
nevyeHn nayueHTa. Bpau ¢ obbiyHOM KBanMdukaumen B 4aHHOM 0BnacTy TEXHUKU MOXET
onpefenutb U HasHauMTb 3PPEKTUBHOE KONMMYECTBO IEKAPCTBEHHONO CPeacTBa,
HeoBXxoaMMOro Ans npeaynpexaeHus, KOMMNeHcaumm Wnn npekpaweHus pasBuTus
COCTOSIHUS.

Ncnonb3yemblin B A@HHOM OMMCaHUM  TEPMUH «CYyObEKT» B 3aCMMOCTU OT
KOHTEekCTa obosHayaeT 4enoeka: (1) naumeHTa, TO €CTb OONbHOrO WMEIOLEro
3aboneBaHne WM COCTOSIHWME, TMOANEXAaWee IEYEHUIO Wnn (2) spoposoro,
Hy>xgatoLLeroca B npodunaktuke  (npegynpexaeHun)  3aboneBaHus  unum
HexenaTtenbHOro CocToanHms. Yenosek MOXeT ObITh NtOBOro Bo3pacrta v nona.

[MpUMeEHSEMBIN B HACTOALLIEN 3aSBKE TEPMUH “KOMMO3NLMSA” OTHOCUTCA K COCTaBy,
noaxoAswemMy AnS BBEAEHUSA NaUMEHTY B NMPOMUNaKTUYECKUX UNN TepaneBTUYECKNX
Lensax, KOTOpbIA COAEPXKWUT MO MEHbLUEW Mepe OAHO dapmMaueBTUYECKM aKTUBHOE
COeAMHEHME U NO MEHbLUEN Mepe O4HO PapmaLeBTUYECKN NMPUEMIIEMOE HOCUTENb UK
BCMOMOraTeibHOE BELLECTBO.

MpmMeHseMbIN B HacToAWEN 3asaBKE TEPMUH “KOMOMHauma” OTHOCUTCA K
COYETaHUIO UM COBMECTHOMY NMPUMEHEHWIO PasNNYHbIX COEANHEHUA NN areHTOB Unu

NeKkapCcTBEHHbIX CPECTB B OAHOM ODObeKTe.
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TepMuH «apmaleBTUYECKM NPUEMMEMOE BCrOMOratenbHoe BELLECTBO» MNpu
MCNONb30BaHNUN B HACTOALLEM OMMCaHUN BKIOYAET OA4HO Unu Bonee na crneayowmx,
HO He OrpaHuM4YMBaeTCd MMMW. MOMNMMEPbI, CMOIbIl, NNAcTUUKATOPbI, HaNOMHUTENW,
cMasblBalolne BelecTBa, pasbaBuTenn, CBA3YHOLME BeLlecTBa, paspbIXNUTenu,
pacTBOPUTENN, COPacTBOPUTENM, MOBEPXHOCTHO-aKTUBHbIE BellecTBa, OydepHble
CUCTEMBI, KOHCEPBaHTbI, NoAcnaliMBaroLne areHTbl, BKycoapomaTuieckme nobasku,
dapmaueBTU4eCKME  KpacuTenu UMM NUCMEHTbl,  XenaTupyrLwume  areHThbl,
perynupyrowme BA3KOCTb KOMMOHEHTbl W KOMOMHaUWM  yKasaHHbIX BELLEeCTB.
dapmaueBTUYECKN NPUEMIIEMbIE BCMOMOraTenbHble BELECTBA MOXHO MCMONb30BaTh
B NTFO6OM KOMMOHEHTE NPU U3rOTOBMEHUN NEKAPCTBEHHOW POPMBbI, T.€. B Aape TabneTkm
UNKn B NOKPbITUKN. BKycoapomartmnyeckme areHTbl, KpacuTenu U NUrMeHTbI, NPUMEHUMbIE
B HacTosALWEeM M30DpeTeHnn, BKIYaT, HO HE OrpaHU4YMBaroTCA UMW, OMUCaHHbIE B
Handbook of Pharmaceutical Excipients (4th Ed., Pharmaceutical Press 2003).
Mopxoasawme copacTBOPUTENN BKIHOYAKOT, HO HE OrpaHWYMBarOTCA UMW, 3TaHon,
n3onponaHon, auetoH wn KombuHaumm ykasaHHbix BewecTtB. [logxopsawme
NMOBEPXHOCTHO-aKTUBHbIE BELLECTBAa BKNHOYAIOT, HO HE OrpaHNYMBaroTCA CrneayoLwmmu,
NONMMOKCNITUNEHCOPOUTAHOBbIE CNOXHbIE 3aoumpbl XMUPHbIX KMCNOT,
NOSTMOKCUNSTUNEHOBbIE MOHOanKunbHble  3upbI, MOHO3(PMPbI caxaposbl,
CUMETUKOHOBYHD 3MYNbCUIO, naypuncynbdar Hatpusa, Tween 80®, naHONMHOBbIE
CNOXHbIE 3PUPbI, NPOCTbIE 3PMpPbl 1 KOMBUHALMK yKka3aHHbIX BelecTs. [Nogxoasawme
KOHCEpPBaHTbl BKHOYAKT, HO HE OrpaHuYMBaroTCs UMK, (PEHOM, ankunosble 3UPbI
naparngpokcnbeH30MHOM KUCTOTbI, BEH30MHYHO KUCIOTY U €€ conun, BOPHYHD KUCNOTY U
ee conu, CopbuHOBYKD KUCNOTY W ee conu, xnopbytaHon, OeH3MnoBbIM CMPT,
TMMepocan, PeHUnNpTyTM auetar U HUTpaT, HUTPOMEPCON, xnopwua OeH3ankoHus,
Xnopua LUeTUNNMpuanHnS, metunnapabeHn, nponvnnapabeH n kKoMObmHaumm ykasaHHbIX
BewectB. [logxogsawme HanOMHUTENW  BKMAKOYAKT, HO HE  OrpaHW4YMBaroTCA
cneayrowmmu: Kpaxman, nakToay, caxaposy, ManbTOAEKCTPUH n
MUKPOKpUCTaNNnM4eckyto Lennonosy. lNogxoasawme nnactndukaTopsl BKAKOYAKOT, HO
HEe  OrpaHWYMBalOTCA  CNeayrwuMKh.  TPUSTUNUUTPAT,  NOMNUSTUNEHTNIMKONb,
NpoNuUNeHrnMkonb,  AMbyTundTanar, KacTopoBOe Macno, aueTUNUMPOBaHHbIe
MOHOMMMUEPUAbI, TpUaueTuH M KOMOBMHaumMM ykasaHHbIX BewlecTB. [logxopsawme
NONMUMEPbI BKIFOYAKOT, HO HE OrPaHNYMBaIOTCH CrEAYOLWLMMA: 3TUNLENMON03yY, aueTar-
Tpumennurar Lennonosebl, ranat rMAPOKCUNPONUIMETUNLENNONO3bI,
auetardtanar uennonosel, @Tanar nonmBuHunauetata v Eudragit® L 30-D,

Eudragit® L 100-55, Eudragit® F530D n Eudragit® S 100 (npon3soacteBa KOMNaHWn
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Rohm Pharma GmbH and Co. KG, Darmstadt, 'epmanus), Acryl-EZE® wn Sureteric®
(npomssogctea komnaHum Colorcon, Inc., Bect-MowHT, [lNeHcunbsanus, CLUA) um
koMBMHaLMKM ykasaHHbIX BellecTB. Mogxoasiwme cmasbiBaroLLme BELLECTBA BKIHOYAHOT,
HO HE OrpaHNYMBalOTCS CreAyroLUMKN, CTeapaTt MarHsi, CTEapUHOBYHO KUCIOTY, Tarnbk
N KOMOMHaLMKN yKa3aHHbIX BELLECTB.

TepMuH «apmaueBTUyeckn npuemnemasa Cconb» 3a4aHHOro  COeAWHEeHUS
OTHOCUTCS K COMSIM, KOTOPbIE COXPaHArT Bronormyeckyto 3deKkTUBHOCTbL U CBONCTBA
33aHHOr0 COEAVHEHUST U KOTOpblE HE ABNSOTCA Buonornyeckm unm mHbim obpasom
HexxenartenbHbiMK.  «PapmaueBTUYECKM MPUEMMEMBIE COMUY BKIIOYAOT, HanpuMmep,
COMnMK C HEOPraHMYECKMMM KMCITOTaMM U CONMKM C OpraHnyecknmm kmcnotamu. Kpome toro,
eCcnn COEAMHEHUS, OMUCaHHble B HAaCTOSALEM OnMucaHuW, MNofy4YatoT B BUAE COMU
NPUCOEAVHEHNST KUCMOTbI, CBOBOAHOE OCHOBaHME MOXET ObITb MOMy4YeHO nyTem
noaLuenavmMBanHns pacteopa KMCNOTHoW conmu. M1 HaoBopoT, ecnvu NpoaykT ABnseTcs
cBOBOAHLIM OCHOBAHMEM, COfMb MPUCOEAUHEHNSA, B 4YaCTHOCTM apmaLeBTUYECKM
npuemMnemasi conb MPUCOEAMHEHNSA, MOXET ObITb nonyyeHa nyTeM pacTBOPEHMUS
cBoBOAHOr0 OCHOBaHWA B MNOAXOASLLEM OpraHu4eckoMm pacrteoputene nm obpaboTkm
pacTBopa KMCMOTOM B COOTBETCTBUM C TPAAMLMOHHBIMM NPOLEAYPaMM NOMNYyYEHNS CONen
NPUCOEANHEHNS KNCMNOTbI M3 OCHOBHbIX coeanHeHnn. Cneumnanmucrtam B gaHHoM obnactu
TEXHUKM OyayT MOHATHbI pPasnnyHble METOAWKM CUHTE3a, KOTopble MOryT ObiTb
NCMNOMb30BaHbl A4S NOMYyYEHNS HETOKCUYHBLIX hapMaueBTUYECKM MPUEMIEMbIX CONeN
npucoeanHenns.  dapmaueBTUYECKM MPUEMIIEMbIE COMU NPUCOEANHEHUS KUCNOThI
MOTYT BbITb NONYyYEHbI U3 HEOPraHNYECKNX U OpraHNYecknx KMcrot. Conm, nonyYeHHble
N3 HEOPraHMYeCcKMX KMUCMNOT, BKIHOYAKT COMSAHY KUCNOTY, BpOMMCTOBOAOPOAHYHO
KUCMNOTY, CEPHYIO KUCIOTY, a30THY KMCMOTY, POCHOPHYH KMCNOTY M TOMY NogobHoe.
Conun, nonyyaemble M3 apMaueBTUYECKN MPUEMIIEMbIX KUCIOT, BKMOYAOT COMK
YKCYCHOW, TPUITOPYKCYCHOW, MPOMMOHOBOW, ackopbuHoBor, 6eH30mncynbhoHOBOWN,
BeH30MHON,  KamMdOCynb(POHOBOW, JIMMOHHOW, 3TaHCYNb(OHOBOW, dyMapoBOW,
rMKONEBOWN, FHOKOHOBOW, FMFOKOPOHOBOW, rnyTamMmUHOBOW, rUNNypOBOWU,
BpoMNCTOBOAOPOAHON, XITOPUCTOBOAOPOAHON, M33TUOHOBOW, MOJ10YHOWN,
nakTobMoHOBOW,  ManemHoBoW, A0MOYHOW,  MUHAANbHOW, METaHCyNb(OHOBOW,
MYLMHOBOW, HadbTanmHCynbOOHOBOW, HUKOTUHOBOW, a30THOW, MamMOBOW, MaHTOTEHOBOW,
dhochopHON, SHTApPHOW, CEPHOWN, MOANCTOBOAOPOAHOW, KapOOHOBOW, BWHHOW, [1-
TONyoncynsMOHOBOW, NUPOBUHOTPaAHOW, acnaparmHoBon, BEH30MHOWN, aHTPaHUIOBON,
ME3WMNOBOW, CanuUMNOBOW, M-TMAPOKCUOEH3OMHON, EHUMNYKCYCHOW, SMBOHOBOM

(namoBon), 3TaHCYNbPOHOBOWN, OEH30NCYNb(POHOBON, 2-TMAPOKCUITAHCYITb(POHOBON,
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CynbaHnnbHOW, CTEAapUHOBOW,  LMKIOrEKCUIaMMHOCYINb(OHOBOW,  anbrmHOBOW,
rMOPOKCUMACIIIHOW, ranaktapoBOM WU ranakTypOHOBOM KUCIOT M T.N.  AHaNormyHbIM
obpasomMm, apmMaueBTUHECKN NPUEMMEMbIE CONMM MPUCOEAUHEHUS OCHOBaHWS MOryT
ObITb NOSyYEHbl U3 HEOPraHNYECKMX U OPraHNYEeCcKMX OCHOBaHMK. Conu, nonyyaemole 13
dapmaueBTUYECKM MPUEMIIEMbIX HEOPraHWYeCKMx OCHOBaHWW, BKNHOYaT  COMuU
anoMUHKS, aMMOHKS, Kanbuma, megwn, xenesa (lll), xenesa (ll), nutna, marHus,
mapraHuya (Ill), mapradua (ll), kanmg, Hatpusa, umHka u T.0. Conu, NonyYeHHble K3
HEeOpraHM4YeCcKnx OCHOBAaHWW, BKITOMAKOT, HanpuMmep, COMW HaTtpus, Kanuda, nutus,
aMMOHMS, Kanbuma n marHua.  Conu, NonyYeHHble U3 OpPraHNYeCcKUX OCHOBaHWM,
BKMOYAKOT, HO HE OrpPaHUYMBAaIOTCH VMW, COMU MEPBUYHBLIX, BTOPUYHBLIX U TPETUYHbIX
aMMHOB, Takue Kak ankunamuHsel (T.e., NHz(ankun)), anankunamussl (T.€., HN(ankun)2),
TpuanknamuHel (T.e., N(ankun)s), 3ameweHHble ankmnamuHel (T.e., NHz(3amelleHHbIV
ankun)), Agu(3amMelleHHblin  ankun) amuHel  (T.e., HN(3ameweHHbIW  ankun)2),
TpU(3ameLleHHbIM ankun) amuHbl (T.€., N(3ameLLeHHbIN ankun)s), ankeHnnamuHbl (T.e.,
NHz(ankeHun)), pguankeHunamuHbel (T.€., HN(ankenun)2), TpuankeHun amuHbl (T.e.,
N(ankenun)s), 3amelleHHble ankeHunamuHbl (T.€., NH2(3amelweHHbIn  ankenun)),
An(3ameLleHHbIn ankeHun) aMUHbI (Te, HN(3ameLLeHHbIN ankeHun)2),
TpU(3aMeLLeHHbIN ankeHun) amuHbl (T.e., N(3aMEeLLEHHbIN ankeHun)s, MOHO-, AN- U TPK-
umknoankmnamuHel (T.e., NHz2(ymknoankun), HN(umknoankun)z, N(umknoankus)s), MOHO-
, An- n Tpn- apunamunbl (T.e., NHz2(apun), HN(apun)z2, N(apwn)s) nnn cmellaHHble
amuHbl, U T. 4. KOHKpeTHble npuMepbl MOAXOAALLMX aMWUHOB BKIHOYAOT, TOMBKO B
kayecTse npumepa, N30MNPONUNamMumH, TPUMETUNAMUH, ANSTUNaMUH,
Tpu(nsonponun)ammnH, TPU(H-NPONU)aMuH, 3TaHONaMWH, 2-4UMETUNIaMUHOITaHONM,
nMnepasuH, NMNepuanH, mopdonuH, N-aTmnnmnepuamH n Tomy nogobHoe.

TepMUHbI «NPOTUBOBUPYCHBLIM HYKNEO3UAHbBIA aHanor» Unn «npoTUBOBUPYCHbIN
aHanor Hykneosugay» SBMASAIOTCA B3aMMO3aMEHSIEMbIMA W OTHOCSTCS K aHanory
HyJfkeomsaa, KoTopbln obnagaet NpoOTUBOBMPYCHOM akTUBHOCTLIO. B gaHHon obnactu
TEXHWKN N3BECTHbI Pa3nyHble NPOTUBOBUPYCHbIE HYKNEO3MaHbIE aHanoru. B yactHocTy,
HYKNEeo3naHble aHanoru - 3To HyKNeo3uabl, CoaepXKalyme aHanor HyKInenHOBOW KUCNOThI
n caxap. B 4acTHOCTK, HYKNeo3naHbIM aHanor MOXeT NpPeacTaBnsaTe Cobon, Hanpumep,
pramMmnnoBmp, hasnnupasmp v pubaBupurH.

TepMUH «NPOTUBOBUPYCHBIM HYKNEOTUAHBLIM aHanor» WUnmM «npoTUBOBUPYCHbIN
aHanor HykneoTnaa» OTHOCUTCSH K HYKINEOTUAY, KOTOPbIA COAEPXKUT aHanor HyKNnenHOBOW
KMCNOTbI, caxap u dpocdaTtHble rpynnbl C 0OgHUM-TPeMS docdaTtamm, KOTopbin obnagaet

NPOTUBOBUPYCHOM aKTMBHOCTLIO. [pOTUBOBUMPYCHbIE HYKNEOTUAHbIE aHaNorM XOpPOLUO
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N3BECTHbI B AaHHOM 0BnacTy TEXHUKN. B 4aCTHOCTK, NPOTUBOBUPYCHbLINM HYKNEOTUAHbBIN

aHanor MOXeT npeactaesnaTe cobon pemagecnsmp.

dapmayeemuyecKu akmusHoe seujecmeo

B pesynbTtate paboTbl Hag HacTOAWMM M30OpeTEHMEM, aBTOPbl HACTOSALLEro
N300peTEHNS HEOXKMAAHHO OOHAPYXUNK, YTO Y NaUMEHTOB, CTpagaromx MHEEKLMEN,
BbidaBaHHOM BupycoM SARS-CoV-2 (COVID-19) npumeHeHve nekapCTBEHHOro
npenapara, CoAepXallero B KayecCTBe akTMBHOrO BellecTBa KpuaaHumopq (Takke
M3BeCTHbIM kak N - akpugoHykCycHasa kucnota, 2-(9-okcoakpuanH-10-mn)ykcycHas
KMcnoTa, 9-okcoakpmanH-10-ykCycHas KucnoTa, MexayHapogHoe HenaTreHToBaHHOoe
HassaHve (MHH) - kpupgaHumog, CAS 38609-97-1) wnu ero dapmaueBTU4EeCKU
NPUEMIEMYIO COMb WX CROXHBIM 3PUP, MNPUBOAUT K BbIP&KEHHOMY nevyebHOMY
adpdekTy npu nedveHun uHgekumm, BbidBaHHOM BUpycom SARS-CoV-2 (COVID-19).
Tawke 6bINO YyCTaHOBMNEHO, YTO MNPUMEHEHWEe dapMaLeBTUHECKON KOMMO3NLMK,
copepxallen B kKa4eCTBe aKTUBHOIO BELLECTBA KpUAAHUMOL, UI ero hapmaLeBTUHECKM
npuemMnemMble COMM UM CROXHbIE 3UPbI, 3HAYUTENBHO YCUNMBAET NnevebHbIN 3 eKkT
npenapaToB NPSIMOro NPOTUBOBMPYCHOrO AENCTBUS B OTHOWEHMM SARS-CoV-2 | B TOM
4YMCne M3 Krnacca HyKNeo3nAHbIX aHanoroB W M3 Knacca HyKneOoTUAHbIX aHanoros, B
yacTHoCTK, nHrmbutopos PHK-3aencumon PHK-nonnmepasel. Takke 6bino ycTtaHoBNEHO
4YTO MPUMEHEHME YyKas3aHHOro akTUBHOro BellecTBa obecneumBaeT nNPOPUNaKTUKy
BO3HMKHOBEHMS MHAEKLMN, BbidBaHHOM BUpYycoMm SARS-CoV-2 (COVID-19).

Kpupannmog (9-okcoakpuamnH-10-ykcycHaa kucnoTa) npepcraenseTr coboun
coefMHeHMEe, MEIOLLLEE CreayroLLYIO CTPYKTYPHYH bopmyny:

0

CH

0

Mpumepom conn  9-okcoakpnamnH-10-yKCYCHOM KUCMOTbl CO  LUENOYHBIM

MeTannom ABNAEeTCA HaTpueBaa COJb:

15



]
J
a

Na*

CH,CO0

Mpumepom conm C aMUHOCOEUHEHMEM HABNAeTCHS conb C 1-ges3okcu-1-

(MeTnnamuHo)-D-rnrounTonom (MerfitoMmMHOM):

|
J

4+

——t C
}

CH,CO0

5 Adpyrmumu npvmepamm conen C pasnnyHbIMU  CIOXHBIMW  YeTBEPTUYHBIMM
aMMOHWEBbLIMW OCHOBaHUAMMW ABNAKOTCSA COMU C aMUHO-3aMeLLEHHbIMW YrneBogamu,
Hanpumep C 2-A4e30KCu-2-aMuHO (unu  2-ankmnamuHo)-D-rntokoson, rge R

npeacrtaesnset cobon H nnm HM3Wwnm ankun:

CH,0H

—= E":O
o
Q
f=

OH
HO
+
- CH,CCO NH,R
10 c 1-pe3okcu-1-meTunammHo-D-rnroko3on:
O CH
| 3 CH,OH
HN* 0
N
| OH
| CH,COO | OH OH

a TakkKe COfM C PasfiMyHbIMU COXHBIMU 3dmnpammn yrineBoaoB U anmdaTuyeckmx

aMMHOCMMPTOB, Hanpumep
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W

o)
HO/O _O0— (CH,),,— NHR|R,
N OH
] OH
B CR,C00 | OH

roe R1, R2 npeagcraeBnaoT cobon HE3aBUCUMO ankun, apun, retepun.
Mpumepammn NOAXOAALNX KATUOHOB TakKe SABNAKTCS, B YAaCTHOCTU, KaTUOHbI:
3-0O-(N,N-gumeTnnammHo-H-nponun)-1,2:5,6-gn-0O-nsonponunmnaeH-a,D-

rMrOKOgypaHo3bI:

0

o)

LTl

/STO

0
NH*

N

a Takxke KaTUOHbI:

1-pesokcn-1-(aTtnnammyo)-D-rnroymtona (To ecTb, 3rnroMmHa),
1-pesokcn-1-(nponunammnHo)-D-rnountona,
1-pe3okcn-1-(6ytnnammnHo)-D-rnoumnTona,
1-pesokcn-1-(meTmnammHo)-L-rnrouyntona,

1-pe3okcun-1

~(

~(

~(
1-pesokcn-1-(sTnnammHo)-L-rnoumntona,

-(nponunamuHo)-L-rnoyutona u

~(

1-pe3okcn-1-(6ytnnamunHo)-L-rnroumnTtona.
dapmayeemuyeckue KOMIO3uyuu u crnocobni esedeHust

KpngaHumog nnun ero hapmaueBTUHECKN NPUEMIIEMYIO CONMb UMW CNOXHbLIV 3up
0BbI4HO MOXHO BBOAUTL B hopme hapmMaueBTUYECKMX KOMMNO3NLMA. Takum obpasom, B
HaCTOALLEM AOKYMEHTE TakkKe nNpeanoxeHsl apmayeBTU4YecKMe KOMMNo3numm, KoTopble
copaepXart KpuaaHuMoL unu ero apmaueBTUYECKM NPUEMINEMYIO COMb, UMK COXHbIN
3up M oaHy unm Bonee apmMauUeBTUHECKM MNPUEMIIEMBIX MNEPEHOCALLMX Cpea,
BbIOpaHHbIX W3 HOCUTENEW, afbHBaHTOB, CONOOMNM3ATOPOB WM BCMOMOratesbHbIX
BewlecTB. lNogxoasawme dpapmMmaleBTUHECKM NPUEMEMbIE NEPEHOCALLUME Cpefbl MOTYT
BKMKOYaTh, HANPUMEP, MHEPTHbIE TBEPAbIE pasbaBuTeNn N HAaNONHUTENW, pasbasuTeny,

BKIOYasi CTEPUnbHbIA BOAHbLIN PacTBOP M pasfiMyHble OpraHU4YecKkue pacTBOPUTENN,
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YCUNUTENW MNPOHUKHOBEHWUSA, CONMbMnM3aTopbl U aabloBaHTbl. Takme KOMMnosvumm
nony4arT crnocobom, XOpowo W3BECTHbIM B obnactu dapmauyun. Cm., Hanpumep,
Remington’s Pharmaceutical Sciences, Mace Publishing Co., Philadelphia, Pa. 17th Ed.
(1985); n Modern Pharmaceutics, Marcel Dekker, Inc. 3rd Ed. (G.S. Banker & C.T.
Rhodes, Eds.).

dapmayeBTUYecKne KOMMO3nLMM MOXHO BBOAUTb OLHOKPATHO UM MHOTOKPaTHO.
dapmayeBTUHECKYH KOMMO3ULMIO MOXHO BBOAWTL pasnmyHbiMK cnocobamm, BKoYas,
HanpumMep, pekTanbHble, DykKanbHble, MHTPaHasarnbHbIe U TpaHcaepMarbHble Crnocobbl.
CornacHo HekoTOpbIM BapuaHTam peanusauum (apmaLeBTUYECKYD  KOMMO3ULMIO
MOXHO BBOAMWTb MyTEM BHyTpUapTepuanbHON MHBEKLUN, BHYTPUBEHHO, NapeHTepansHo,
BHYTPUMbILLEYHO, MOAKOXHO, NepoparnbHO, peKTanbHO, MHTpaTpaxearnbHO, U1 B BUAE
KOMMO3MLMKN ANA NHranaTopa.

OpHuM 13 cnocoboB BBEAEHUS ABNAETCA MapeHTeparnbHbI, Hanpumep, nyTem
NHBEKUMN. POPMbI, B KOTOPLIX ONMUCaHHbIE B HACTOSALLEM JOKYMEHTE (papmaLeBTnieckme
KOMMO3NLMmM MOryT ObiTb BKMIOYEHbI ANA BBEAEHUA MYTEM WHBEKLMUW, BKIHOYAKOT,
Hanpumep, BOAHbIE WNW MacnsaHble CyCNeH3uM WNN 3MynbCUK C rMAPOdPOBHLIMU
cpepamn, TakMMW Kak: KyHXYTHOE Macrno, KyKypy3HOe Machno, XfOnKOBOE Macro unm
apaxucoBOe Macrio, a Takke 3MMKCUPbI, MaHHUT, AEKCTPO3Y UMK CTEPUINbHBIN BOAHbIN
pacTBOpP M aHanormyHble oapmMaueBTUHECKNE HOCUTENN.

MepopanbHoe BBEAEHME MOXET ObITb NpeacTaenaTb cobon ewe oguH cnocob
BBEAEHWSA OMMUCAHHbBIX B HACTOSALLEM OMUCAHMM COEANHEHUA N KOMNO3num. BeepgeHue
MOXHO  OCYyLUEeCTBNATb, Hanpumep, C MNOMOLWbIO Kancyn wunn  Tabnetok ¢
KMLLEeYHOPaCTBOPMMbIM  MOKpbITMEM.  [lpn  m3rotoBneHnn  apmaueBTUYeCcKnX
KOMMO3MLMIA, KOTOPbIE BKIHOYAKOT MO MEHbLUEN MEpPEe OAHO COEeAUHEHME, OMUCAHHOE B
HaCTOALLEM LOKYMEHTE, U ero papmaueBTUYeCcKM NPUEMNEMYIO COfb, UMK CNOXHbBIV
3uVp, aKTUBHbIM MHrpeamneHT OObIMHO pa3baBnatoT BCNOMOraTeribHbIM BELLECTBOM
W/nnn 3aKknNo4aroT B TAKOW HOCUTENb, KOTOPbLIN MOXET BbiTb B (hopme Kancynbl, calle,
Bymarm vnn pJpyroro KoHTermHepa. Korga BcrnomorarenbHoe BEWEeCTBO CrYXUT B
kayecTBe pasbaBuTensa, OHO MOXET ObITb B BUAE TBEPAOro, NOMyTBEPAOrO U XKUAKOrO
BELLECTBa, KOTOPOE AEUCTBYET KaK MepeHocsllas cpepa, HocuTenb Unm cpepa Ans
aKTMBHOrO MHrpeaueHTa. Takum obpasom, KoMnosmumm MoryT ObiTe B BUAE TabneTok,
NUNKONb, MNOPOLUKOB, TabneTok Ans paccacbiBaHWs, cawe, KpaxmanbHoW obnaTtku,
3MNNKCUPOB, CYCMNEH3MN, 3MYIbCUA, PacTBOPOB, CUPOMOB, a3po3onen (B BUAE TBEPAOro

BELLECTBA WUNM B XUAKOW Cpepe), Masen, copgepxawmx, Hanpumep, go 10 mac.%

18



10

15

20

25

30

35

aKTMBHOIO COEAMHEHUS, MSANKUX U TBEepAblX >XEeNaTMHOBbLIX Karcymn, CTepuibHbIX
pPacTBOPOB ANA MHBEKLMA N CTEPUIIBHBIX YNAaKOBaHHbIX MOPOLLKOB.

HekoTopble npuMepbl MOAXOAALMX BCMOMOratesflbHbIX BELWEeCTB BKIIHOYaroT
NakTosy, AEKCTPo3y, caxaposdy, COpOUT, MaHHUT, Kpaxmarnbl, apaBUMCKYIO Kamenb,
docdar  kanbuusa, anbrMHaTbl,  TparakaHT, KenaTtuH, CUNUKat  Kanbums,
MUKPOKPUCTANNNYECKYHO LIeNonosy, NOAMBUHUANUPPONUAOH, LENMNo3y, CTEPUNbHYHO
BoA4y, cupon wn Mmetunuenmonody. CoctaeBbl MOryT AOMOMAHUTENBHO BKIKOYaTh
CMasblBatoLMe areHTbl, TakMme Kak TamnbK, cTeapaT MarHWa M MUHeparbHOe Macho,
CMayMBarolLmMe areHTbl, 3Mynbrmpyrome 1 CyCneHAUPYHoLWMe areHTbl; KOHCEPBaHThbI,
Takne Kak MeTun u nponunrnapokcnbeHsoaTtbl, noacnawjMsarolime areHTbl;, WU
apomarunsaTopbl.

Komnoaunuun, KOTOpble BKMAKYAKOT MO MEHbLUEN Mepe KpuaaHumond Wnv ero
dapmaueBTU4ECKN NPUEMIIEMYIO COMb UMM COXHbBIA 3PUpP, MOryT ObiTb COCTaBMNEHbI
Takum obpasom, uTobbl obecneunTtb ObICTPOE, NPOAOIKUTENBHOE UMK 3aMenneHHoe
BbICBOOOXAEHME  aKTMBHOrO  MHIPeAMeHTa nocne  BBEAEHWUS  naumeHty C
MCNOMNb30BaHNEM MpoLeayp, M3BECTHbIX B YPOBHE TexXHUKW. CUCTemMbl [OCTaBKU
NeKapCTBEHHOrO CpefcTBa C KOHTPONMPYEMbIM BbICBODOXAEHMEM ANA NEpOpanbHOro
BBEAEHWSA BKMOYAOT CUCTEMbI OCMOTUYECKOrO Hacoca M PacTBOPSAIOLLMECH CUCTEMbI,
copgepalume noKpbITble NOSIMMEPOM EMKOCTM UM MaTpUYHbIE COCTaBbl NEKapPCTBEHHOE
cpepcTtBo-nonumep. [pumepbl CUCTEM C  KOHTPONMMPYEMbIM  BbICBODOXAEHMEM
npueeaeHbl B nateHTax CLUA NeNe 3845770; 4326525; 4902514; n 5616345.

Ana nonyyeHnsa TBepAbIX KOMMO3ULMKM, TakUX Kak TabneTkn, OCHOBHOM akTUBHbIN
WHrpeANEHT MOXHO CMeLuMBaThb C (papMaLueBTUYECKMM BCNOMOraTebHbIM BELLECTBOM C
obpasoBaHMEM TBEPAOW KOMMO3ULMK, COAEPXKALLEN rOMOreHHyt0 CMEChb KpuaaHumoaa
nnu apmMageBTUYECKN NPUEMITEMON COMKU, UNKU CRnoXHoro adupa. Korga HasbiBaroT
yKa3aHHble KOMMNO3ULMN TOMOrEHHbIMU, aKTUBHbBIA UHIPEANEHT MOXET ObITb paBHOMEPHO
ANCNeprMpoBaH Mno BCEW KOMMO3MLUMKM, TakK YTO KOMMO3NLUMS MOXET ObITb nerko
pasgeneHa Ha o4uHakoBo 3OMEKTUBHbIE CTaHAAPTHbIE NeKapCTBEHHbIE (POPMbI, Takme
Kak TabneTkun, MUV 1 Kancynbl.

TabneTkn nnun NUNN COEANHEHNA, ONNCaHHBIX B HACTOALLEM AOKYMEHTE, MOTyT
ObITb NOKPbITbI U MHBIM 0OPa3oM COCTaBIEHbI C MOMYYEHNEM NEKaPCTBEHHON (POPMbI,
obecneumBarolLlEN NPEUMYLLECTBO ANUTENBHOIO AEWCTBUMS WNKM ANSa  3aWmTbl OT
KMCNOTHBIX YCNOBWUW >Xenyaka. Hanpumep, Tabnetka vnu nunonsg MOryT BKMKOYaTb
BHYTPEHHUMA KOMMOHEHT [03bl W BHELUHWW KOMMOHEHT [03bl, NPUYeM noCnegHum

HaxoauTcs B popMe 0O0MoYUKN Hag NepBbIM. YkasaHHble ABa KOMMNOHEHTa MOryT ObiTb
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pasgeneHbl 3HTEPOCOMOOUNBHBIM CMOEM, KOTOPbIA CNYXUT ANA NPOTUBOAEUCTBUSA
PasNOXEHNA B JXENyAKE U TMO3BONSET BHYTPEHHEMY KOMMOHEHTY MPOXOAUTL
HEM3MEHHBIM B BEHAALATUMNEPCTHYIO KULLKY UMW 3a4EPXKMBATLCA MNP BbICBODOXAEHNN.
Ans Takmx 3HTEPOCOMHBUNBHBIX CMNOEB WM MOKPbITUM MOryT ObiTb MCMNONB30BaHb!
pasnuyHbIE Martepuanbl, TakMe Kak psg MOfMMEPHBbIX KUCIOT M CMECU MONMMEPHbBIX

KNCINOT C TaKMMK BeLLleCTBaMM, KaK LLUENNaKk, Ll,GTVIJ'IOBbIVI CnnpT K adetar Lennonosbl.

Jo3upoeaHue

KoHkpeTHasa posa kpugaHumoga, ero goapMaueBTUYeCcKn NpueMnemMon conm nunm
CNOXHOro adompa CornacHo HacToswen 3aaske ANna noboro KOHKPETHOro nauyueHTta
Oypet 3aBuMCeTb OT MHOXecTBa (aKkTOpOB, BKNHOYAs akTUBHOCTb KOHKPETHOro
MCNONb3yemMoro CoeAMHEHNA, BO3pacT, Maccy Tena, obLyee COCTOAHME 300pOBbS, BPEMS
BBEAEHUS, Cnocob BBEAEHWA W CKOPOCTb 3KCKPEeLUW, KOMOMHaUUKO NeKkapCTBEHHbIX
CPEACTB N TAKECTb KOHKPETHOro 3aboneBanHvs y nauneHTta, NpoxXoasLllero Teparnuio.
Hanpvmep, nosnpoBka MOXeT ObiTb BblpakeHa B BUAE KONMMYECTBa MUNIMIPamMMoB
KpugaHumoda, ero apmaueBTUYECKM MNPUEMMEMON COMU UMK CROXHOrO admpa,
OMNMMCaHHOro B HAaCTOSALWEM AOKYMEHTE, Ha KMnorpamMmm Maccel Tena naumeHta (Mr/kr).

MpumeHseMble coOrnacHo HacToswemMy Kn3obpeTeHnto dapmMaueBTUYecKmne
conn kpuaaHumoga (t.e. conm 9-okcoakpnamH-10-yKCyCHOW KWUCNOTbI) WUNK €ro
CNOXHble 3MPblI MOXHO MCMNOMb30BaTh MPU NepopanbHOM UMM NapeHTepanbHOM
Unn pekTanbHOM BBeaeHun B pasoson gose ot 0,1 go 100 mr/kr Beca Tena (B
nepecyeTe Ha ocTaTok 9-okcoakpuauH-10-yKCyCHOM KMUCNOTbl (KpugaHumopaa)),
npegnoytutTensHO oT 4 go 20 mr/kr Beca Tena. lpn 3TOM CyTOYHYHO A03Y MOXHO
BapbMpOBaTh (B NEpecYeTe Ha ocTaTok 9-okcoakpuanH-10-ykcycHonm kncnotsl) oT 0,3
Ao 1000 wmr/kr, npeanodtutensHo ot 2 pao 200 wmr/krBeca Tena. [lpwu
WHTpaTpaxeanbHOM,  WHTaHasanbHOM,  WHransAyMoHHOM  BBEAEHWM COrnacHo
HacToaweMy Wn300peTeHno dapMaleBTUYECKME CONMM  KpuAaHumoga Wnum ero
CNOXHble 3MPbI MOXHO MCNonb3oBaTh B pasoson ao3e ot 0,01 go 10 mr/kr Beca
Tena (B nepecyeTte Ha ocTtatok 9-okcoakpuauH-10-yKCyCHOWM  KUCMOThI),
npegnoytntensHo ot 0,3 pgo 2 wmr/kr Beca Tena. [lpu nHTpaTpaxeanbHOM,
WHTaHa3anbHOM, NHrans4MoHHOM BBEAEHWM COrnacHo HacTosLwemy
n3obpeTeHnto, CyTouHaa [03a MOXET BapbupoBaTh (B nepecyeTe Ha OCTatok 9-
okcoakpuauH-10-ykcycHon  kmcnotel) o 0,03 pgo 100 wmr/krBeca Tena,

npegnoytutensHo ot 1 o 20 mMr/kr Beca Tena.
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KoHkpeTHas pos3a moxeT OblTb paccyMTaHa CcrneynannucTtoM Ha OCHOBE
onucaHma n3obpeTeHna U NpUBELEHHbIX NPUMEPOB. Pexum BBeLeHUS MOXET BbiTb
Kak OAHOKpaTHbIM, Tak W MHOFOKpaTHbIM, C WHTepBanom OT 3 A0 72 4acos,
npeanoYTuTensHO oT 6 A0 48 yacoB. MHOrokpaTHbIN PEXMM BBEAEHUSA BKIHOYAET
BBeAeHMe 2-8 pasa B CyTKW, nNpeanovtutenbHo 2-4 pasa B cyTkW. [lpn 3TOM KypcC
BBeAEeHMA MOXET npogormkatecs ot 1 go 30 gHewn, npeanodTuTeneHo ot 5 go 15
AHen. Kypcbl nevyeHns MoryT NnoBTOPATLCS OT 2 40 4 pas.

Kpome Toro, noppasymeBaeTCs,, 4TO WCMNOMb3yeMble KONM4ecTBa
KpnaaHmmoga unn ero apmMmaueBTUYEeCKN NPUEMMEMON CONU UK €ro CroXHOro
adupa, ¢ O4HOM CTOPOHbI U HYKNEO3WAHOro aHanora unm HykKneoTUAHOro aHanora,
B TOM uucne wuHrmbutopa PHK-3aBucumon PHK-nonumepasel, ¢ gpyrou
CTOPOHbI, ABMAATCA CUHEPreTUYeCKn 3PPEKTUBHBIMN.

WHranauuv dapmaueBTU4eckor KOMMNo3vLmMmM nNpu nevYeHun unm npodunaktmke
COVID-19 MOXHO npoOBOAWTb, Hampumep, C  MNOMOLLbD  KOMMPECCOPHOro
ynbTpa3ByKoBOro nHranaropa. KoHueHTpaumna akTMBHOro BeLecTsa (KpuaaHmmoaa nunm
ero papmaleBTUYECKM NPUEMITEMON CONMM UMK €ro CNOXHOro adupa) B coctase ans
nHransaumm moxeT 6biTb oT 1 0 5 %. Pacxopg npenapaTta npu 3Tom coctasnseT 1-2 M.
ANUTenbHOCTL MHranauumM MOXeET COoCTaBnaTb OT 5 A0 15 MuHyT. Kypc neveHns moxert
coctaenaTbe OoT 5 go 10 mHranauun, oaAWH UNM ABa pasa B pa3 B A€Hb B TEYEHME,
Hanpumep, 5 unm 10 gHen.

Takum obpasom, KpugaHumogd, ero apMaueBTUYECKN NpUEMNEMbIE CONMU UMK
CNOXHbIE 3PUPbI, COrMacHO HaCTOALLEN 3aaBKe UM hapMaleBTUYECKME KOMMO3ULMK,
BKMHOYaroLLMe yKasaHHbIE COEAMHEHNS, MOXXHO BBOAWTbL OAMH pas, ABa, TPU UK YeTbipe
pasa B CyTKM C MCMOMb3oBaHWeEM NoOoro nogxogdawiero cnocoba, onnMcaHHoOro BbilLE.
BeepeHne MoxeT BbITb exxeqHEBHbBIM, OAHOKPATHBIM UM MHOFOKpaTHBIM (Hanpumep, oT
O4HOro A0 ABYX-NATM pa3 B CyTKW). BBegeHue Takke MoxeT ObITb C MHTepBanom ot 1 go
3 AHen mexay BBeaeHnaAMN. [poaomKNMTENBHOCTE TaKOro Kypca MOXET COCTaBNATb OT 5

8o 30 gHen, npeanoyTutTensHo oT 10 o 15 gHew.

Komb6uHupoeaHHasi mepanusi

CormacHoO OHOMY W3 BapuWaHTOB peanu3auum packpbiTble B HACTOSALLEM
LOKYMEHTE COEAWHEHUSI MOXHO MPUMEHATb B KOMOMHauMM C ofHUM unn Gonee
NPOTUBOBMPYCHBLIM COEANHEHNEM M3 Kracca NPOTUBOBUPYCHbIX HYKIE03UAHbIX aHanoroe

Wunn  NPOTUBOBMPYCHBIX  HYKNEOTUAHbIX aHanoroB, npeAcTaBnstoWwmx cobon
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nHrnbutop PHK-3aBucumon PHK-nonnmepass, Hanpumep, pemMmaecmeump,
thaBmnmpasup, pUdaABUPUH NN PUaMUIIOBUP.

lNMpumMeHeHne  npeanoXeHHoW  apmaueBTUYEeCKOW  KOMMO3ULMK n
npeanoxeHHoro cnocoba npodunaktmkn mnn nedeHna COVID-19 Takke MOXeT ObITb
BO3MOXHbIM W LenecoobpasHblM C OAHOBPEMEHHbIM UMW  nocnefoBaTenbHbIM
NPUMEHEHneM Apyrix cpeacTts u cnocobos neveHmns COVID 19, Hanpumep, Takmx Kak
BBeAeHVe apdekTMBHbIX KonuyecTs: rekcanentnaa H-Tyr-D-Ala-Gly-Phe-Leu-Arg-OH,
onucaHHoro B narteHtax P® No 2728938, Ne2728939 B TOM, 4ucCne ykasaHHOro
rekcanentnga B KoMOuHaumm C nerodHbiM cypdaktaHtom (MateHt PP Ne 272882);
caMUM NEeroyHbIM CypdakTaHTOM, TakMMm Kak, Hanpumep, onucaHo B nateHte PO Ne
2198670; npenapatoB MOHOKMOHanbHbIX aHTUTen npotmB SARS  CoV-2,
B3aMMOENCTBYIOLMX Ccrneunduyeckn co CTpyKTypamu 3Toro Bupyca (Hanpumep, S-
Benkom) n HenmTpanuayromx ero, Takmx kak REGN10933 n REGN10987 nnun nx cmecewn,
Hanpumep Takmx kak REGN-COV-2, (Baum, A., et al., Antibody cocktail to SARS-CoV-2
spike protein prevents rapid mutational escape seen with individual antibodies,
Science 2020, Vol. 369, Issue 6506, pp. 1014-1018); GnokatopoB (peuenTopoB)
WHTEPNENKMHa-6 (Hanpumep, Takux Kak capunymad, cuntykcumad, Toumnmsymao,
nesnnumabd); WHIMBUTOPOB WHTEpPnenkKuHa-1 (Hanpumep, TakMX Kak aHakuHpa);
cenekTuBHbIX nHrmbutopos JAK1 n JAK2 knHas (Hanpumep, Takmx kak 6apnuntnHmnb);
pekomObuHaTHON aes3okcnpuboHykneassl | (opHasbl anbda), a Takke ee rmnepakTUBHbIX
MyTa@HTHbIX  POPM M WX  KOHBratoB C  NOAMMepamu-HOCUTENAMMU,
NFOKOKOPTUKOCTEPONAOB (HANPUMEP, TaKMX Kak METUINNPELHN30NOH), MPOTUBOBMPYCHbIX
npenapaTtoB C APYron XUMWYECKOW CTPYKTYPOW, YEeM aHanor Hykneotuga wnm
Hykneosnga Hanpumep, GS-441524 n GC376, nnun ¢ 4pyrum MeEXaHU3MOM AENCTBUS, YEM
nHrnbuposaHmne PHK-3aBucumon PHK nonumepasbl (Hanpumep, MHMmbuTopbl NpoTeas,
BKNtoYaa uWHrmbutopel npoteas 3CLpro wnm PLpro; wnu MHrMOUTOPLI  CANAHUA
/MPOHWKHOBEHMS BMpYyCa B KNeTKy-MuLeHb). MpegnoxeHHein cnocob nedeHna COVID-
19 MOXeT ObITb MPUMEHEH ANS nedYeHus nbon cTeneHn TaxecTu (Popmbl) TEUEHUS
COVID-19: 6eccumnTomHon/npecnmnTomMHON (asymptomatic /presymptomatic Infection)
, nerkon (mild iliness), cpeaHeTskenon (moderate iliness), Tsokenon (severe iliness),
kputudeckon (critical illness) cornacHo Tekywmm Knaccupukaumsam  pykoBOACTB MO
anarHoctmke u nedeHmoo  COVID-19 BcemupHou Opranmsauymmn 3ppaBooxpaHeHns
(WHOQO), HaumoHanbHbIX pyKOBOACTB, BKIKOYad, Takme, Kak pykoBogcTea HaymoHansHoOro
WHctutyta 3poposes CLUA (NIH), MunuctepctBa 3apaBooxpaHeHuss Poccumnckon

depepaumm (M3 PO).
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Kom6burnauyuu

KpugaHumog, ero goapmaueBTUYeCKN NMpUeMnemMble Conn UNn CroXHble 3upsbl
COrMacHO HacTosLen 3asBke UM gapmaueBTUYECKME KOMMO3ULMKM, BKHOYaroLlwme
yKasaHHble CoOeAVNHEHNS, MOryT BbITb NPUrOTOBMNEHbLI UW/WNK NPUMEHEHBI B KOMOMHaLMK C
APYTMMU TepaneBTUYeCKM akTUBHbIMKU areHTamu. [Mpumepbl Apyrx TepaneBTUYeCKU
aKTMBHbIX areHTOB, KOTOpPblE MOXHO MPUroTOBUTbL UMM NMPUMEHUTL B KOMBWHauuM C
COEAMHEHUSIMX  COrMacHO  HacTodaweMy  M30DpEeTEeHUIo,  BKMYaKT, HO  He
OrpaHN4YMBalOTCA UMK, NPOTUBOBUPYCHbIE COEAMHEHUS U3 Krnacca MPOTUBOBUPYCHBIX
HYKNEOo3MAHbIX aHanoros, npegcrasnsowme cobon nHrmdutopsl PHK-3asncumon PHK-
nonumepasbl, HanpuMep, peMaecuemp, pubaBnpuH, puamMmmnoBup unm dpasmnmpasup.

[MpuMeHeHe coeanHEeHNa CornacHo HacTosLWeMy U30BpeTeHNIo B KOMBUHaLWK C
O4HUM Unn Bonee ApyruMn TepaneBTUYECKN aKTUBHBIMW areHTaMmn MOXET CHU3UTb A03Y
COEAMHEHUS COrnacHoO HacTosaweMy U3oDpeTeHuro, HEOBXOAUMYK ANS NEeYEeHUs Unm
NPOdUNAKTUKN KOPOHABMPYCHOW MHIPEKLMM YernoBeka, BblaBaHHON BUpycoM SARS-CoV-

2 (COVID-19) nnm s3HaunMTensHO yBENUYUTL €ro 3 eKTUBHOCTD.

Ha6opsbi

B HacToawem [oKymeHTe Takke npeanoXeHbl Habopbl AN NPOUNakTKM U
neyeHna COVID-19, KOTOpble BKMOYAKT KPUAAHMMOZL WM ero gapmMaueBTUYECKn
NpPUEMNEMYIO COMb, UMK CNOXHbIA 3UP B OTAENbHOW NEKapCTBEHHOM OpPME M Mo
MEHbLUEN Mepe OANH MPOTMBOBUPYCHbIN HYKNEO3UAHbLIA aHanor UM npoTUBOBUPYCHbLIN
HYKNEeOTUAHbIA aHanor B OTAENbHOW nekapctBeHHOM ¢opme. CormacHO OfHOMYy K3
BapuaHToB peanuaaumm Habop AONONHUTENBHO COAEPKMUT MHCTPYKLMM NO NPUMEHEHWIO.
B ogHOM acnekTe npOTUBOBMPYCHBIA HYKNEO3UAHBLIN aHanor uunm npoTUBOBUPYCHbLIN
HYKNEeoTMAHbIN  aHanor npeacrasnset cobon  uHrmbutop PHK-3asucumon PHK-
nonumepasbl. CornacHo 04HOMY U3 BapuaHToB peanusaumm nHrmbutop PHK-3asucrumon
PHK-nonumepasbl npeactaenseT cobor pemaecveup, puammnosup, pudaBnpuH vnm
dhasunmpasup.

Hanee npvBeaeHbl NpUMepbI peanu3aunmn HacToswero n3obpeteHna. Hactoswee

n3obpeTeHmne He orpaHNYMBaEeTCs NPeLCTaBNeHHbIMU NPUMEpPaMI.

NPUMEPbI

B npoBefeHHbIXx aBTOpamMn HacTosiWero Wu3obpeTeHuss UCCrenoBaHUsX

Mcrnonb3oBanucb, B TOM 4MCle, KOMMepYeckue (NpeacTaBneHHble Ha pbiHKe)
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dapmaLeBTUUYCEKME KOMMO3MLNK, CoAepXalyme B KadecTBe aKTUBHOrO BellecTBa
CONMU KpnaaHumoga, B YaCTHOCTU:

- HaTpWEBYIO COMb KpuaaHmmMmoga - npenapat Heosup, PapmcuHTes, Poccusg,
pacTBOp ANA BHYTPUMBILEYHOrO BBEAEHUS COAEepXallun B KadecTBe akTMBHOMO
BewecTBa 2-(9-okco-9,10-gurmapoakpmngmnH-10-unjauetar HaTpua (KpugaHumoq),
125 M, a Takke BCroMoraTernbHble BELLECTBa, Kak TO HaTpusa untparta gurugpar - 2,5
MF; JIMMOHHOM KWUCNOTbl MoHormgpat - 0,5 - 1,5 mr (no pH 7,5-8,3); Boga ansa
WHBEKUMWA - 8O0 1 Mn;

- MEerftoMMHOBYKO Cconb Kpuganumopa (npenapat UwuknodepoH, HTOD
lMonwucaH, Poccuns), B TOM 4ucne:

a) tTabnetkm LumknodepoHa, MNOKpbITblE KULWLEYHOPACTBOPMMOU 0OOMNOUKON,
cofepxawme B Ka4eCcTBe aKkTUBHOrO BellecTsa MernymuHa akpugoHauetar (150 mr
B NepecyeTe Ha akpnaoHYKCYCHYH KMCMNOTY), a TakKe BCrnoMoraTernbHble BELWeCcTBa,
Takme Kak kpaxman kaptodernbHbIi, Kanbuus crteapar, CononMmep MeTakpuoBOU

KMUCNOTbl N MeTaKkpunarta u 1,2 - NPONUNEHINMNKONb;

©) pactBop UwuknodepoHa pA[na BHYTPUMBILWEYHOTO U BHYTPUBEHHOrO
BBEAEHUNS, COAEepXalero B KayeCTBE [OEWCTBYHLLEro BewecTBa MermnoMmnHa
akpungoHauetaT (125 mr B nepecyeTe Ha akpuUAOHYKCYCHYH KUCNOTY), NONYYEHHbIN
no cneayloLwen nponucu: akpuaoHykcycHasa kucnota - 1250 mr, merntomuH (N-
MEeTUMrntKaMmuH) - 96,3 Mr, BCMOMOrabTENbHOE BELLECTBO, a MMEHHO BOAa Ans
WHBEKUMN — 00 1 Mn.

Takke AnNsS nNpurotToBneHMa apmMaueBTUYECKMX KOMMNO3MLMKA UCNOMNb3oBanm
KOMMEpPYECKM AOCTYMHBIN KpUCTannmM4yeckmm kpuganmumop (Hanpumep, ChemScene,
CLA, kat. Ne CS-W012606).

CnoxHble 3dupbl 1 HEKOTopble ApyrMe Cconuv KpuaaHumoaa Obinu
CUHTE3MPOBaHbI U3BECTHBIMU, CPABHUTENBHO NPOCTLIMU METOAAMU (CM. HAaNpUMep:
Inglot A.D. et al., Archivum Immunologiae et Therapiae Experimentalis, 1985, vol.33,
pp.275-285; naTeHT P® Ne2135474; nateHT P® Ne2036198; nateHT P® Ne2033413).
B oTaenbHbIX cniyyaax, Hanpumep, ANs BBEAEHUA per rectum B KNMHUKE roTOBUIUCH
CBeYn, cogepxawme KpugaHumog nnm ero apmMaueBTUYECKM NMPUEMIIEMYIO COMb
WX ero CNoXHbl 3PUpP, Ha OCHOBE LWMPOKO MNPUMEHSEMbIX ANS STUX Lenewn
CynnoO3uUTOPHbLIX Macc, Takmx kak Butencon (Witepsol W 35, E 75), Tak, Kak 3To

NPOUNNOCTPUPOBAHO NPUMEpPaMM.
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Mpumep 1. MNMpurotoBneHne papmMmayeBTUHECKON KOMMNO3ULMN AN MHBEKLMIA.

B 70-Tv munnunuTtpax Boabl Ana uHbekuun (BAW), pacteopsanu npu
nepemewmsaHmn 22,5 r 1-gesokcu-1-N-[metnn-(2-akpugoH-9-oH-10-nn-auetar)]-
amMmoHuMn-[-rnountona (TO0 eCcTb conb, oOpasoBaHHOM KpugaHumogom U N-
MEeTUArNOKaMUHOM).

3atem nopumammn no 0,05 r gobasnanu okono 0,5 r N-meTunrnokammHa go
poctmxenns pH 7,6 n gpobaesnanu BAW go nonyyenns o6vema 100 mn. [NonyyeHHbIN
pacTBop unbTpoBanu 4vepes crepunusyrowmn ounetp 0,22 MKM, pasnueBanu B
CTeKNSAHHble anynbl HOMUHanNbHLIM 06bemMomM 5 M. AMnynbl 3ananeanu.

lMonyyeHHaa dapmaueTmyeckaa KOMNO3MUMA cofepxut 22,5 mac.% 1-
Ae3okcn-1-N-[metun-(2-akpngoH-9-oH-10-un-ayetat)]-amMmmoHun-A-rnoymtona; 0,5

mMac.% N-metunrntokamuHa n 77,00 mac.% Boabl 4NS MHBEKLMNA.

Mpumep 2. lMpuroToBneHne dapMaueBTUYECKOM KOMMNO3ULMN AN NepoparnbHOro
BBEAEHWS.

TabneTkn HaTpUA KPUAAHNMOAA, MOKPbITbIE KULLEYHO-PACBOPMMON OBOMOYKON U
cogepxawme 0, 125 r — 0, 215 akTMBHOro BeLlecTa (HaTpusa KpuaaHmMmoga) rotToBmnn

Tak, Kak aTo onncaHo B nareHte PP 2198659.

Mpumep 3. [MpurotoBneHne ¢apmMayeBTUYECKON KOMMO3NLMM ANS NepopansHOro
BBEAEHUS.

"oTaBnvBuNKM 94po TabneTkn 4ns nepopansHOro npuema. [Jns 3Toro cMeLumBanm
150 Mr menkokpucTannuyeckoro kpugaHumoga n 150 mr 1-gesokcun-1-(stmnammHo)-D-
rnouyuTona (T.e., aMMHOCNMpTa 3rftoMUMHA), NepemanbiBany CMeCb B MNiaHeTapHOW
LWapBON MeENbHULUE, TpaHynMpoBanu B CyLUMNKe-TpaHynaTope, npubaBnas pacTtBop
MeTunuenntonosel. paHynat npocemBanu, onyapuBanu creapatoM Kanbums u
TabneTtuposanu nony4yeHHyto Tabnet-maccy. Nonyyanu 950 Tabnetok 6e3 NokpbITUS (TO
ecTb saep TabneTok) co cpegHen maccom okono 0,3 r. OgHa Tabnetka cogepxut 0,150
r kpuganumopga, 0,150 r srnomMuHa, a Takke cymmapHo 0,004 r meTunuennonosbsl U
CTeapaTta Kanbuma. 3artem gagpa TabneTtok MnoKpbiBanM KULLEYHOPaCTBOPUMOM
obono4ykom Ha OcHOBe nonuakpunaToB. [nsa sToro sgpa t1abnetok B konuvectee 1000
LUTYK NOMELLany B pacnbIiIUTENbHYHO YCTAHOBKY, B KOTOPYH pacnbeinanu 100 mn BogHOW
amynbcun, cogepxaiden 13,0 r cononnumepa METAKPUNOBOMN KUCNOThbI U STUNakpunara u
7,0 r 1,2-nponuneHrnmkons. Takum o6pas3om Ha NOBEPXHOCTb Sapa TabneTkm HanbInMnu

nokpbitne maccoun 0,02 r, yto coctaBnsaeT 6,25 mac.% o1 obuwen maccel TabneTku.
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Mpumep 4. lNpurotoBneHne gapMaleBTUYECKON KOMMO3ULUMM B BUAE PEKTalbHbIX
CBeYen, coaepxalimx B KayecTBe aKTUBHOIMO BellecTBa HEWOHU3NPOBaHHbLIN
KpUAaHUMOZ,.

Menkokpuctannnmyeckmm kpugaHmmog B konudectee 250 r cmewmBanu npu
HarpesaHum 4o 60 °C c 0OCHOBOM ANA CBeYeW, COCTOALEN N3 LUMPOKO NMPUMEHAEMOWN
OCHOBbI ans ceeven sutencona W 35, n amyneratopa teuHa 80, romoreHnsmpoBanm
CMeCb B Mellanke, nonyyas Cynno3uvTtopHyro maccy obwwum Becom 1,5 kr u
dhopmoBanu 970 cynno3nTopueEB, Kaxpas macconm 1,5 r cnepyrouwero cocrasa:

kpupgaHnmmog - 0,250 r; tBuHa 80 - 0,05 r; Butencona W 35 -1,2 .

Mpumep 5. T[lpurotoBneHve dapmMaUeBTUY4ECKON KOMMNO3ULMM  ANA  MECTHOro
(pekTanbHOro) MNpUMEHEeHUsA, CoAepKallero B KayecTBe akTUBHOrO BellecTsa
CINOXHbIN 3pUp KpuaaHnmoaa

dTunoBbIn  3up KpuaaHumoga B konmyectBe 280 r cmewwuBanuM npu
HarpeBaHum 00 60 rpagycos Llenbcns ¢ 0CHOBOWM AN CBEYEN, COCTOSLLEN N3 LLMPOKO
NPUMEHSEMOMN OCHOBLI ansa ceedven Butencona W 35, n amynbratopa tBuHa 80.
omMoreHMsnpoBanu CMecb B MeLlanke, nonydyas Cynno3UTOPHYH Maccy obwmm
BecoM 1,5 kr n dopmoanu 970 cynno3nTopues, kaxgaa maccon 1,5 r cnegytowiero

cocTaBa: kpugaHumog - 0,280 r; TeuHa 80 - 0,05 r; Butencona W35 -1,17r.

Mpumep 6. lNpuroToBneHne GapmaueBTUYECKOM KOMMO3UUMKM B BUAE Cnpes Ans
WMHTPpaHa3anbHOro N MHTpaTpaxeansHOro BBEAEHWS.

50,0 nuTtpoB BOAbI ANS UHbekMUK, 3 kr 1-ge3okcu-1- N-[metun-(2-akpngoH-9-OH-
10-un-auetar)]-ammoHnn-D-rnoyuTona nepemewmBany A0 MNOMHOrO  pPacTBOPEHMUS
komnoHeHToB. Nocne atoro gosogunu obwmn od6vem BN go 100 nutpos. NonyyYeHHbIN
pactBop GuneTpoBanM 4epes crepunuayowmn ounstp 0,22 MKM, pasnuBanu B
cTepunbHble onakoHbl eMKocTbro 5, 10 1 100 mn. dnakoH emkocTeo 100 Mn cogepxan
3 wmac.% 1-pesokcu-1-N-[meTun-(2-akpugoH-9-oH-10-un-ayetar)] - ammoHun-D-

rmouuTona, octansHoe - BAW.

Mpumep 7. MpurotoBneHne gapmMayeBTUYECKON KOMMNO3MUMM B BUAE pacTBopa Ans
WNHranaumoHHOro BBEA,EHMS.
42 r kpuctannuyeckoro kpmgaHmmoga n 58 r 3-O-(N,N-gumeTtvnammHo-H-

nponun)-1,2:5,6-an-O-n3onponunugeH-a, D-rnokodypaHossel  cMmewmBanu ¢ 500 wmn
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BoAbl AN wuHbekuymn (BAOW). Cmecb HarpeBann [O KuMNEHWs, nepemelumsas, W
Bolgepkmanm npu 100 °C 20-30 MUHYT 4O pacTBOPEHWA KOMMOHEHTOB. PacTtBop
oxnaxganu, gosogunn ero obvem o 1000 mn ¢ nomowpsto BIAW, crepunbHO
dburnbTpoBanM Yepes aHTubakTepmansHbii punsTp 0,22 MKM 1 pasnmBanu B CTEpPUnbHbIE
nonuMepHble amnynel obbemom 5 mn. AMnynbl 3anaveanu, nonyyas 1% pacteop 4ns

MHranAaumnoHHoOro eBeeHnA.

Mpumep 8. dapmaueBTMYeckaa KOMMNO3WLMSA, copepxaljas KpuaaHumog U
NPOTMBOBUPYCHbIN aHanor Hykneosunaa.

50 r kpuctannuyeckoro kamegoHa cmewmsanu ¢ 200 r dpasunupasmpa (6-pTop-
3-rngpokevnmpasunn-2-kapbokcammga, CAS No. 259793-96-9, AmBeed Inc, 97%
4YNCTOThLI), N 50 Mr cMecun BCroMoraTernbHbIX BeLecTB, cocTosawen (no macce) na 69%
naktosbl, 29,5% MukpokpucTannuyeckon uennonossl, 0,5% aspocuna n 1% kanbuma
ctepara. [locne TwarensHoro nepemeluvBaHms B 6apabaHHOM namenbumMTene cMechb
KancronMpoBanu B TBepAble XenaTuHOBbIe kancynbl, nonydas 960 kancyn. Kaxgas

kancyna cogepxana 50 mr CMA n 200 mr chasunupasupa.

Mpumep 9. Jlewenne nauyuweHTa, cTpagatowero COVID-19 dapmanyeBTnyeckon
KOMMO3MUMEN ANs  NepopanbHOro  npuema, cogepxawen dapmaueBTUYECKm
NPMEMIIEMYIO COMb KpuaaHnmoaa.

MauneHT: xeHwmHa, 46 ner.

N3 aHamHe3a 3aboneBanns: 3a 3 4HSA 40 BbI30Ba Bpada BO3HUKNA nuxopagka (4o
38.0°C) u cunbHas nomoTa B CycTaBax, CyxXOW Kalwenb WM 3anoXeHHOCTb Hoca.
MpwHMmana napaveTtamonn.

Pesynbtatel o6cnepoBanna: nuxopagka, temneparypa 37.8°C.  OpabIWKM HeT.
Mpn ayckynbTaumm nerkmx xpunos He obHapyxeHo. Masok Ha COVID-19 okasancs
nonoxuteneHsiM. Catypauua kucnopogom nepudepudeckon kposu 100%, vactoTa
AbixaHna 18/MuH. PeHTreH rpyaHOM KNeTku B nepegHe3agHen NPOEKUUN HE BbISIBUM
naronoruu.

MNepBoHa4anbHbIA KNMHUYECKUIA ANarHO3: KopoHaesmpycHasa nHdekuma COVID-19,
(noaTBepPXKAEHHas), Nerkoe TeyeHne.

OCHOBHbBIM CMMMNTOMOM WMHGEKLMM BbINn CyxOn Kallenb W NomMoTa B CyCcTaBax.
MaumeHTke BbINM HasHaYeHbl HECTEPOUAHbLIE MPOTMBOBOCNANUTENbBHBIE Npenapartbl U
npoTmBoKalunesble cpeactea. OgHako 60nm B cycTaBax He YMeHbLUanuch cneayrowme

ABa aHA. rlaLU/IeHTKa no)xanoeanacb Ha UCYe3HOBEHNE OBOHSAHUSA U UBMEHEHME BKycCa.
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MaynenTtke Obin HasHaveH npenapaT LuknogepoH (MmernomMmHa akpugoHaueTar,
Tabnetkun, npomssogctea HTPD lMonucan, Poceus) no 450 mr (3 tabnetkn 150 mr) npum
nepecyeTe Ha KpMaaHMMo 4 oauH pa3 B AeHb Ha 1, 2, 4, 6 1 8 CcyTkn. Yke Ha BTOPOW AEHb
neyYeHna nomMoTa B CycTaBax npekpatunack, a Ha 8 CyTKM OT Havana neyeHus
hapmaLeBTUHYECKON KOMMO3ULMEN, COAEpXaLlen 3Ty CONb KpuaaHMmopa MasoK Ha
SARS-CoV-2 npu okasanca otpuuarenbHbIM.

Takum obpasom, apmMaueBTU4ecKas KOMMO3MUMA, CoAepXallas B KavecTBe
aKTMBHOrO BellecTBa apMaueBTUYeCKM MpUEMIIEMYIO COMb  KpuaaHumoga Ang
nepopaneHOro  BBEAHWMA  OKasanacb  BbICOKO3(MMEKTMBHOM  MNpU  NeveHUuU

KOpOHaBupycHOM nHdekumn, BelzsaHHoM SARS-CoV-2 (COVID-19).

Mpumep 10. JleyeHne naumeHTta, ctpagatowero COVID-19 kombuHaumen
dapmaueBTUYECKM NPUEMIEMON CONMU KPUAAHMMOLA N HYKNEO3nAHOro aHanora.

MyxunHa, 52 net. W3 aHamHesa 3aboneBaHus: 7 AHEW A0 MNOCTYMneHUs B
cTauMoHap passunachb TOWHOTa, pBOTa, Anapesa Ha 6 AeHb BO3HMKNa nuxopagka (4o
38.5-39.5°C) n opbiwka. M3 conyTcTByowmx 3aboneBannii. aptepuansHasa rmnepTeHsms,
KOHTpOnupyemas kapsegmnornom (5 mr/cytkn) n rugpoxnopotmasmgom (0, 12 mr/cyTkn).

Mpy noctynneHun B CTaumoHap B CO3HaHwW, nuxopagka, 38°C, ogbiwka. lMpu
ayCcKynbTaumm nerkmx XpunoB He oBHapyXeHo.

Masok Ha COVID-19 okasancsa nonoxuTtenbHbIM. [emaTtorpamma nokasana
HOpManbHbIN YPOBEHb remornobuHa, nenkounToB n TpomboumtoB. [lynbCokMmMeTpus
Sp02 95%

PeHTreH rpyaHon KneTkn B nepegHesagHen npoekumu, B NONOXKEHUN nayneHTa
cvaA, nokasan yMepeHHoe 4BYCTOPOHHEE 3aTEMHEHME NapeHXMMbl NErkMx, B OCHOBHOM
cybnneBpanbHoe 1 conpoBoXxaaroeecs HebonbLUMMK NNeBpanbHbIMU BbINOTamMm

[MepBoHa4anbHbIA ~ AMarHo3.  KopoHaeBupycHaa  WHpekums, COVID 19,
(nogTBEpPXKAEHHAsA), cpeaHeTskenaa opma. OCnoOXHEHNS: [BYCTOPOHHAS NHEBMOHMS.

MpoTuBoOBUpPYCHaa Tepanusa Hadvata ymudgeHosmpom (200 Mr 4 pasa B CyTKU) U
rmapoxnopoxmHom (200 Mr 2 pasa B CyTKM) U HA4aTo NeYeEHNE aHTMOMOTUKaMK, @ UMEHHO
(uedpTpHakcoHom) B f03e 80 mr/kr macchl Tena 1 pas B CyTKW.

HecmoTpsa Ha 3Tn Mepbl, B TEYEHWE CrEAYIOLLMX TPEX AHEW pa3Bunack nuxopagka
0 40,5°C ¢ yactoTon agbixaHus 36 B MUHYTY U YCUMEHME TMMOKCEMUN CO CHWKEHUEM
napuuansHOro AaeneHMeM Kncnopoga B aprepuansHon kposm 4o pO2 59 mm pt.cT. (7,9

kla), HecmoTpa Ha nogady kucnopoga 1,8 n/muH. lMauymeHT Obln NepemeLlleH B
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peaHMMaunoHHoe oTaenenHne, rae 6Obina nosegeHa WHTYOauus wn nauueHt 6bin
nepeBefeH Ha NCKYCCTBEHHYHO BEHTUNALMIO NErkux.

MpoTnBoBMpycHas Tepanusa Obina namMeHeHa: BONbHOM CTan nony4varb Hatpus
KpnaaHmumog (250 Mr kaxxabli TPETUN AE€Hb BHYTPUMBbILWEYHO, 12.5% pacTtBop, npenapat
Heosup, npomssogctea apmMmcuHTe3, Poccus) n HykneosnaHbiv (a4eHMHOBbLIW) aHanor —
pemaecuamp (Corovex, nponssogctso Hetero, NHawns), 200 Mr BHYTPMBEHHO B NEPBbIN
AeHb, 3atem 100 Mr BHYTPMBEHHO EXXeHEBHO B TEYEHME nocneayrowmx 4 gHen (Bcero 5
AHen).

HecmoTpa Ha crnoxHoe TeuveHue, noTpeboBaBLUee WMHTEHCUMBHOW Tepanuu,
NPeanOXEHHbIN BapnaHT Tepanun okasanca 3@eKTUBHbIM - NauMeHT vepes 6 gHen
nocrne Hadana 3asaBnsemMon KOMOWHMPOBAHHOW Tepanuu (npenapaTt HyKNeo3ugHOro
aHanora nnoc apmaueBTMyeckas KOMMo3vuua, copepxawas dapmaueBTU4eckm
NpMeMnemMyro Conb KpuaaHuMogd, QAnA napeTepanbHOro BBeAeHWA) Obin CHAT C
NCKYCCTBEHHOW BEHTUNSALMM NETKNX N OCTaBanca B 60nbHMUE ele 7 gHeEW, 1 3aTeM, Obin
BbincaH gomon. Masok Ha SARS-CoV-2 npu BbiINMCKE ABaxAabl Okasancs

OTpULATENBHBIM.

Mpumep 11. JleyeHne nauymenTta, crtpagatowero COVID-19, kombuHaumen
dapmaueBTUYECKM  NPUEMAEMON  CONMW  KpugaHumoga W NPOTUBOBUMPYCHOrO
HyKneo3mngHoro aHanora, nHrnbutopa PHK-3aemncumon PHK-nonuvmepassi.

Y MyxuuHbl, 56 neT, nepebiMM cuMmnTOMammn 3aboneBaHnsa (geHb 1 6onesHu),
Oblnn  nomoTa B cycTtaBax WM noBbilweHne Temneparypbl 4o 37,6 C. Y Hero He 6bino
M3BECTHbIX KOHTakToB C 6onbHbiMM COVID-19. Ha BocbMon geHb GonesHn us-3a
cnabocTn 1 HapacTaroLlwen OabIWKN naumMeHT obpaTtuncs 3a MeEANLMHCKON NMOMOLLHO.

Cpounbin OT-MNUP-aHanm3 maska mu3 HocornoTkn Ha npucytctene PHK SARS-
CoV-2 pan nonoxuteneHbIn pesynbtar. KomneroTepHaa Tomorpadus nerkmx sbiasuna
ampun3emMy M ABYCTOPOHHME AUDPPY3HbIE MHOXKECTBEHHbIE 3aTEMHEHMS MO  Tuny
«MaTtoBOro CTEKNay, XapakTepHble Ana MHEBMOHMM, BbidaBaHHOM SARS-CoV-2. lNocne
3TOr0 NauueHTy Hadanu nepopanbHo paeatb uHrMbutop PHK-3aBucumon PHK-
nonumepassl pasunupasup (npenapat KopoHasup, Tabnetkn 200 mr, P-®apm, Poccus)
no 1800 mr aBa pasa B feHb (4eHb 1 neveHuns), 3atem 800 mr aBa pasa B AeHb (gHU 2—
14 neyeHnq).

B TeueHme 12 yacoB nocne nOCTyMfeHUs B CTaumoHap COCTOSHME nauueHTa
yXyALWMNOCh, a catypauns kmcnopoga cHuaunack 4o 97% HecMoTpa Ha UCNonb3oBaHne

KMCINOPOAHOM MacCKu C MELLKOM-PE3EPBYAPOM MPU  CKOPOCTM noToka 12  n/MuH.
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MpumepHo 4epe3 24 4yaca nocne Havana Tepanuu (aBUMNMPaBUPOM HacbILEeHWE
KMCNOPOAOM KPOBW NauueHTa CHM3UMOCh 40 89%, HECMOTPSA Ha TO, YTO KOHLUEHTpauma
KMcnopoaa Bo BAbixaemon cmecn Bbina nosbiweHa Ao 100% npu ckopocTtn notoka 40
n/MnH. B cBS3M STUM nauueHTy Oblna BbINOMHEHa opoTpaxeanbHoW WHTyBauus wu
naumeHT Obin NnepeBefeH Ha MexaHn4eckyro BeHTunaumo nerkux (UBJ). Ycnosua UBJT:
nogaepxka gasneHnem 10 cM BoA. CT., NONOXUTENBHOE AaBneHne B KOHLUE Bblgoxa 15
cMm Bog. CT., npu FiO 2 paBHoMm 75%). daBunmpasup NpoaosmKani BBOAUTb, HO YXXe Yepes
NOCTaBMNEHHbIN HasoracTparnbHbI 30HA. HECMOTPA Ha NPOBOAVMMYHO TEpanu, OCHOBHON
napameTp, a WMEHHO, HacCbIWeHe KWUCNOPOAOM KpPOBM, OCTaBancad HU3KUM B
nocnegywowme gHKU. B cBA3W € 3TUM, Ha AeHb 4 neyeHus K Tepanun aBnnmpasmpomM
naumeHTy AOMNONHUTENbHO OblNa HasHadYeHa KOMMOo3WUMS, coaepxallas B KavyecTse
aKTMBHOrO BeLlecTBa hapMaLeBTUYECKN NPUEMIIEMYIO COMb KpuaaHumoga. A MMEHHO,
Hayan BBOAWTCA HaTpusa KpuaaHumopg (npenapart Heosup, pactBOp ANA WHBEKUMM,
dapmcuHTes, Poccus) 250 Mr kaxgbli BTOPOM AE€Hb BHYTPUMbILLEYHO, YEpPe3 AEHb,
BMMOTb A0 OKOHYaHWA BBeaeHUs drasunupasupa (AeHb 14 nedeHns). Yxke Ha BTOpbIe
CYTKM OT Havana Takoro KOMOWHWPOBAHHOrO NneYeHuns (AeHb 5 neyeHus), a MMEHHO,
coveTtaHnsa wHrmbutopa PHK-3aBucumon PHK-nonumepasbl n dapmaueBTU4Cekom
KOMMO3MLUMK, COAEPXaLWlen B KavyeCTBE akTUBHOrO BeuwectBa gapmaueBTUYECKM
NpMEMIEMYIO COMb KpMAaHMMOAA, COCTOSIHWME MauMeHTa Havano pesko ynydlartbes,
HacCbILLEHME KMUCNOPOAOM KPOBW CTano yBENUUMBaTbLCHA, Temnepatypa Tena
HOopmanusoBanacb, cM. Tabnugy 1. CocTosiHMe naumeHtTa K panee nocTeneHHo
yny4wanock 1 naymeHT bbin cHaT ¢ VIBJ1 Ha 14 aeHb neveHus.

Tect OT-MNUP maska mn3 HocornoTtkm Ha npucytcteBue PHK SARS-CoV-2 pan
oTpuyaTenesHbiv pesynetar Ha 20 aeHb neyeHnsa. PeHTreHorpamma rpyaHoOM KNeTku B
AVNHaMUKe nokasana KOHCONMAaumio C PETUKYNAPHBIMU TEHAMU B OOOMX NErkux, KOTopble
nporpeccupoBann A0 Hadana KOMOWMHMPOBaHHOM Tepanuu, a 3aTeM Hadvanm
perpeccupoBatb. HeobxogMmocTb B KACNOPOAHOM  MOALEPXKKE  MOCTEMNEHHO
yMeHbLUanach 1 NPUMEHEHME KUCIOPOAHOW MacKm ObIno NOMHOCTLIO NpekpaLleHo Ha 39-
N AeHb OT Havana 3abonesaHna. Takmm obpasom, Tepanua COVID 19 komBuHaumen (1)
hapmaueBTUYECKM MPUEMIIEMON CONU  KpuganHumoga u (2) npOTUBOBUPYCHBLIM
HyKNeo3maHelM  aHanoroMm,  uHrmbutopom  PHK-3aBucumon  PHK-nonumepassi,
HEeOXMAaHHO nokasana ropasfo Oonblyto SPPEKTUBHOCTb, YEM MNPOTUBOBUPYCHAS

Tepanna OgHMM HYKNeo3naHbIM aHanorom.

Tabnuua 1. HazaHayeHMe npenapaToB U OCHOBHbIE nokasatenu TeyeHna COVID-19
30



HeHb 6onesun | 11 12 13 14 15 16 17 18 19 20 21 22 23 24

OHun neyenuns 1 2 3 4 5 6 7 8 9 10 11 12 13 14

®aeunupasup | 1800 | 180 | 800 | 800 | 800 | 800 | 800 | 800 | 800 | 800 | 800 | 800 | 800 | 800 x2

, MI’

X2 0x2 | x2 X2 X2 X2 X2 X2 X2 X2 X2 X2 X2

KpuoaHumogn, 250 250 250 250 250 250

Mr

MpumeHeHne Macka | BN |MB B |MB MB |MB |MB |MB |MB (B |WB | WB | Macka5b

KMCNOPOAHON 12 70% | N J1 J1 J1 n n n N N N N n/MuH

NoAAEPIKKN n/MuH 70 75 75 75 75 75 70 70 50 50 40

% % % % % % % % % % %

HacbiweHune 85 90 91 92 98 97 96 99 99 95 98 97 98 95

kposu O 2 (%)

TemMnepaTtypa 37.3 384 (38. |37. |36. |36. [36. [36. |36. |36. |37. | 372 |36. | 364

Tena (°C) 9 5 6 9 6 2 7 8 2 8
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Mpumep 12. Npodunakrtmka COVID -19.

MyxumHa, 47 net (M47), npuexan u3 3apyObexHOro nyTewecTBmnsa U3
Hebnaronony4HoM B anuaemumonorndyeckom otHoweHun (no COVID-19) ctpaHbl. B
TEYEHME TPEX AHEN, COrnacHoO nokansHbiM npasunam, M47 pomkeH 6bin caenats MNMLP-
aHann3 maska K3 HOCOrnoTkM Ha Hanmume unm otcytetBne PHK SARS-CoV-2 B
Buomartepuane. Ha tpetun geHb nocne npuesga oH nposen Takon Tect. OH nonyyun
noaTeepxaeHHbIn gnarHo3 COVID-19 (Ha 4 peHb nocne npuesga). Ha 5 geHb oH Havan
NCNbITbIBAN Nerkne pecnupaTtopHbIie CUMMTOMbI (HACMOPK).

OpHako, elle Ha BTOpoUM AeHb nocne npuesga M47 yyacteoBan B npasgHoBaHUM
AHSA POXAEHNA YneHa ceMbm Bnnsknx gpysen: 3 XXeHWwmHbl - 45 net (K45), 42 (XK42) n
63 (KB63) net n 2 Mmyx4mHel - 38 net (M38) un 25 net (M25) B 3aKpbITOM NOMELLEHNN B
xunom gome. [lpy 3TOM, KpOMEe cembh OnNU3KMX Jpy3en, Ha npasgHoBaHUA
npucyTcTBOBana n YneHbl cembn M47: 2 xeHwmHbl - 43 net (XK43) n 19 net OK9) n 3
MYyX4YuHbl - 79 net (M79), 24 net (M24) n 22 net (M22). OBwmM KOHTaKT MexXay
yyacTHMKamMu1 npasgHuka, Brkoyasa obliee 3acTonbe, ANUICS OKOMo 5 Yacos.

3a ogvH geHb oo npuesga M47 Bce 4neHbl ero CEMbMU, 3Has O €ro npuesne u3
HebnarononydHon no COVID-19 cTpaHbl, NpuvHANM C NPOMUNAKTUYECKON LEmNbH

nepopanbHO O4HOMOMEHTHO o 600 Mr hapmMmaueBTUYECKON KOMMO3MLNKN, COAEPXKALLEN
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kKpngaHumopg (4 Tabnetkm no 150 mr npenaparta LuknodpepoH B nepecyeTte Ha
KpugaHumogq).

Y BCex 4YneHoB ceMbM Bnivpkanmnx apysen (P45, K42, K63, M38), kpome ogHoro
(M25) Bnocnegcteum passunca noareepxaeHHsin COVID-19 ¢ nosBneHMeM nepBbixX
CUMNTOMOB 4epes 2, 4, 6, 7, 8 gHeEN, COOTBETCTBEHHO nocre obLero npasgHoBaHUS.
Cybbekt M25, Ha BTOpOM AeHb Nocrne npasgHoBaHWs, cpasy Mocne Toro Kak y3Han oT
M47 o ero nonoxuTtensHoMm Tecte Ha COVID19, nonyyunn ¢ npodunakTM4eckon Lenbro
BHYTPUMbILLEYHYIO MHBbEKUMIO npenapata Heosup (Hatpus kpugaHumog), 500 wmr
BHYTPUMbILLEYHO B BUAE 12,5% pacTBopa ANa MHbEKUMM 1 He 3abonen, XOTS, Kak 1 BCe
YfieHbl ero cembM Haxopuncs B 6nuskoMm kKoHTakte ¢ M47. Cybbekt M38  6bin
rocnutanuanposaH Ha 10-1 AeHb OT MOMEHTa npasgHoBaHus, emy notpeboBanach
3HAoTpaxeansHas MHTYbauna U UCKYCCTBEHHAA BEHTUMNALUMS NErkMx no noBogy OCTPOu
AblXaTenbHOW HeaO0CTaTOMHOCTU, OH Normd Ha 32-M AeHb OT MOMEHTAa KOHTakTa ¢ M47.
Bce ocranbHble 3aboneBwme COVID-19 cybbekTbl neumnucs amBynatopHo, W
BbI340POBENN.

Hwn oamH 13 uneHoB cembu M47 He 3abonen, 1 He Obin BbIABNEH Kak HOCUTENb
SARS-CoV-2, yto BbIno noaTBEPXKAEHO NocnegoBaTenbHbIMKU oTpuuatensHeimu MNLIP-
Tectammn Ha PHK SARS-CoV-2, Ma3koB 13 HOCOrMOTKN, NPOBEAEHHLIX C MHTEpPBanammn 7
OHewn.

Taknm obpasoMm, npegnoxeHHble CPeacTBo nNPodunakTMku u  cnocob
npodumnakTnkn COVID - 19 BbICOKOSMDEKTUBEH KaK AN MWL, TOMLKO NpeanonararoLmm
Byaywmn koHTakT ¢ 6onbHbIM U COVID-19 mnu Hocutenem SARS-CoV-2, Tak 1 gnsa
WL, YK€ MMEBLUMX KOHTAaKT C TakMm CyObeKTOM, HO €elle HE UMERLMX MNPU3HaKOB
3aboneBaHna COVID-19 w/vnn nonoxutensHoro [NLP-tecta Ha npucytctBne PHK
SARS-CoV-2 B Buomartepumane.
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®OPMYIA N3OBPETEHUA

1. dapmaueBTUYecKas KOMNO3MUMAa Anga NPOMUNAKTUKN UK NEYEHNA KOPOHaBMPYCHON
WHEKUMM YenoBeka, BbldaBaHHOM BupycoMm SARS-CoV-2 (COVID-19), y cybbekTa,
HYKAarLWeroca B 9TOM, cogepxawas apdeKkTMBHOE KONMUYECTBO KpuaaHumoga, ero
hapmaLeBTUYECKN NPUEMIIEMON COMNN UM €ro CrOXHOro adupa n dhapmaleBTUHECKN

npuemrniemMmoe scrnomMmorartesibHoe BeweCTtBO Ui HanoJIHNTESb.

2. ®apmaueBTnyeckaa KoMnosnuma no n. 1, oTnuyarLwasca Tem, YTO yKasaHHas

thapmavneBTUYECKM NpremMnemasi conb NpPeacTaBnseT coboN CoMb LLENOYHOro metanna.

3. dapmaueBTUYeECKas KOMMNO3ULMS NO M. 2, OTNINYAOLWAACa TEM, YTO LLENOYHOW MeTans

Bbl6paH N3 HaTpua, NNTUA 1N Karnung.

4. dapmaueBTMYeCKad KOMMNO3MuMsa no n. 1, oTnuyarwasca Tem, 4YTO yKasaHHas
dhapmaueBTUYECKM NpUeEMneEMasl Conb npeacrtaBnsaeT cobon comnb, 0BpasoBaHHYHO

KpnaaHMMmoaom n aMmMHOCIMPTOM.

5. ®apmaueBTUYECKas KOMMO3UUMA NO M. 4, OoTnM4aroascs TeM, YTO aMUHOCIUPT

Bbl6paH 13 MernroMmHa 1 arnroMmHa.

6. ®apmaueBTnyeckaa KoMnosmuma no n. 1, oTnuyarLwasca Tem, YTO yKasaHHas
dhapmaueBTUYECKM NpUemMnemMasl conb npeacraBnsetr cobon comnb, 0bpasoBaHHyHo
KPMAAHMMOAOM M aMUHOCaxapoM, rae ammHocaxap NpPeanovTUTENBHO NpeacTaBnseT
cobon 3-0O-(N,N-gumetmnnammHo-H-nponun)-1,2:5,6-an-0O-nsonponmnmgen-a,D—

rMOKOypaHo3y.

7. ®apmaueBTUYecKkas KoMnosnuma no n. 1, oTnuyarowaacs Tem, YTO yKasaHHas
dhapmaueBTUYECKM MpUemMnemasa conb npeacraBnaeT cobon comnb KpuaaHumopa C

LLIENTOMHOW aMUHOKUCIIOTOWN.

8. dapmaueBTUYecKkas KOMMO3UUMA NO M. 7, OTNMYarLlaacsa Tem, YTO yKasaHHas
LLienoYHasa ammHokmenoTa Beibpana ns L-nnamHa, D-nusuHa, L-ructnguHa, D-ructngmHa,

L-apruHuHa n D-apruHmHa.
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9. dapmaueBTMYECKaAs KOMMO3MUMA NO n. 1, OTAMYarWancs TeM, YTO yKa3aHHbIN
CNOXHbIN  3PUp KpuaaHuMoga BbiOpaH W3 TPynnbl, BKAYAKOLWEN 3TUNOBbLIN,

NPONUNOBbLIN, BYTUNOBLIN, N30NPONUIOBbLIA N aMUNOBbLIA SOUPLI.

10. dapmaueBTMyeckas komnosvums no nodomy wm3 nn. 1-9, AONOMHUTENBHO
cogepxawias npOTUBOBUPYCHBIM HYKNEO3WAHbLIM aHanor wWnv npoTUBOBUPYCHbIV
HYKNeoTUAHbIA aHanor.

11. ®PapmaueBTnyeckaa komnosmuma no n. 10, oTnuyaowasca Tem, 4yTo

1

NPOTUBOBUPYCHBIN  HYKNEO3NAHbIM  aHanor Wnm npPOTUBOBUPYCHLIN  HYKIEOTUAHbIN

aHanor npeacraesnsaet cobom nHrnbutop PHK-3asmncumon PHK-nonumepassil.

12. dapmaueBTryeckas KoMnosnuma no n. 11, otnuyarowasca Tem, 4To nHrmbutop PHK-
saBucumon PHK-nonumepasbl npeacraesnser cobom pemaecusup, dasunvpasup,

pnbaBnpPUH 1N prUammnnoBup.

13. ®apmaueBTryeckas KoMnoauumsa no nodomy 13 nn. 1-12, NpuroToBneHHasa B Buae

TabneTkn, MHbEKUMM, Cynno3UTOPUS, PacTBOPAa UINN CyCrNEH3NM.

14. TlpuMeHeHne KpuaaHumopa, ero dapmMaueBTUYECKN MPUEMIIEMOM CONU  UNKn
CNOXHOro achmpa ans nonyyvyeHs dapmaueBTUYeCcKkorn KoMnosmuymm no nrodbomy na nn. 1-
13 Ana NpodUNaKTUKA N NEYEHUST KOPOHABUPYCHOW MHAEKLIMM YENOBEKA, BbI3BAHHOM
Bupycom SARS-CoV-2 (COVID-19).

15. TlpuMeHeHne kpugaHumopa, ero dapmMaueBTUYECKM MPUEMIIEMOM CONU  UNKn
CNoXHoro adumpa wunm  dapmMmaueBTU4eckom komnosmumm no  nn. 1-9. 13
ANA NPOPUNAKTUKA NN NIEYEHUS KOPOHABUPYCHON WHMPEKLUMM YenoBeKka, Bbl3BaHHOW
Bnpycom SARS-CoV-2 (COVID-19).

16. lMpumeHeHne no n. 14 wvnn n. 15, roe dapmaueBTUYECKU MNpuemnemas Coflb
npencraBnaAroT cOBON ComMb LENOYHOro MeTanna.
17. TNpuMmeHeHre No n.16, rae Weno4YHoM metann BbibpaH K3 rpynnbl, COCTOALLEN U3

HaTpua, NMTUA 1 Karnn4.
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18. lMpwumeHeHne no n. 14 wvnm n. 15, roe dapmaueBTUYECKN nNpuemnemas Coflb

npepcrasnaeT cobon conb, 0OpasoBaHHYHO KPUAAHUMOLOM Y aMUHOCTIMPTOM.

19. lMpumeHeHne no n. 18, roe amuHoCnMPT BbIOpaH M3 rpynnbl, COCTOALWEN M3

MernroMmHa 1 arntoMnHa.

20. MNpumeHeHne no n. 14 vnun n. 15, rae ykasaHHas apmMaleBTUYeCKn npuemMnemas
conb npeacraenaeT coboun comnb, 06pasoBaHHY KPUAAHMMOLOM M aMUHOCaxapoMm, rae
amuHocaxap npegnodTutensHo npeactasnaet cobon  3-O-(N,N-gumeTtmnammHo-H-

nponun)-1,2:5,6-an-0O-n3onponunuaeH-a, D—rntokodypaHosy.

21. lNpumeHeHne no n. 14 vnu n. 15, rage ykasaHHas gapmMaueBTUYECKU npuemnemas

conb npeacraBnaeT cobom Conb KpugaHMmoga C LWenoYHOM aMmUHOKMUCITOTOMW.

22. MpumeHeHne No n. 21, rae ykasaHHas wenovHass aMMHOKMCIoTa BbibpaHa m3 L-

nmnamHa, D-nnanHa, L-ructmannHa, D-ructugmHa, L-aprmHnHa n D-aprmHmnHa.

23. lMpumeHeHne no nobomy m3 nn. 14-22, roe dapmauyeBTU4eckas Kommnosmums
AOMOMHUTENBHO  COAEPXUT  MPOTUBOBMPYCHBIA  HYKMEO3WAHbIA  aHanor  Unu

NPOTUBOBUPYCHBIA HYKNEOTUAHbBIA aHanor.

24. TpumeHeHne no nobomy m3 nn. 14-22 B koMBuHaLMM C MPOTUBOBUPYCHBIM

HyKneo3naHbIM aHarnoromMm nnm npoTmnBoOBUPYCHbLIM HYKNEOTUAHBbIM aHamlorom.

25. MNMpumeHerne no n. 23 unm 24, rae NPOTUBOBUPYCHBLIW HYKNEO3UAHbBIA aHanor n/mnm
NPOTUBOBUPYCHBIA  HYKNEOTUAHBIA aHanor npeacraenaetr cobon uHrnbutop PHK-

3aBucumon PHK-nonnmepass.!.

26. [lpumeHeHne no n. 25, rae wHrMbutop PHK-3asnucumon PHK-nonnmepasel

npeacraesnaeT cobon pemaecmsup, dasmnmpasmp, pubaBnpuH UM puaMmmnoBmp.

27. Cnocob npoMuNakTUku WM fEeYEHNa KOPOHaBUPYCHOM MUHMEKUMN YernoBeka,
Bbl3aBaHHOM BMpycoM SARS-CoV-2 (COVID-19) y cybbekTa, HyKaarLeroca B 3TOM,

BKMOYAOLWNA  BBEAEHWE  yKa3aHHOMY nauueHTy  3(pdEeKTUBHOrO  KonuyecTsa

35



10

15

20

25

30

kpuaaHumoaa, ero apmaueBTUYECKN MPUEMIIEMON COMM UMM CIOXKHOrO adupa unm

hapmaneBTNUYECKON KomMnoamuymm no n.n. 1-13.

28. Cnocob no n. 27, B KOTOPOM KPUAAHUMOZ, ero dhapMaueBTUYECKN NPUEMIEMYHO COrb
NI CNOXHBIN 3OUP U1 hapMaLeBTUYECKYH KOMMNO3ULMIO No .M. 1-13 BBOAAT CyObeEKTY
nepopaneHO, BHYTPUMbILLEYHO, BHYTPMBEHHO, WHTpaHasanbHO, WHTparpaxeansHo,

pekTanbHO Unn B BNAae VIHF&J'IFILI,I/IVI.

29. Cnoco6 no n. 27 wnn 28, B KOTOPOM KpuAaHUMopg, ero dgrapmMaueBTUYecKn
NpPUeMNEMYIO COSb U CROXHBIA 3UP 1N apmMaueBTUYECKYH KOMMO3NLMIO Mo n. 1-
13 BBOAAT CyObEKTy nepopanbHO UKW napeHTepanbHO UMW pekTanbHO, B Pa3oBoOw
[03e (B nepecyeTe Ha OCTatok KpugaHumoga) npumepHo ot 0,1 mr go 100 mr/kr macchbl

Tena, NnpegnoyYTUTENbHO NpuMepHo oT 4 Mr Ao 20 Mr/kr maccel Tena.

30. Cnocob no no nobomy 13 n.n. 27-29, B KOTOPOM KpULAAHUMOZ, €ro hapmaneBTUHECKM
NPMEMIIEMYIO COMb UMW CROXHbBIN 3PUP MM bapmaLeBTUYECKYHD KOMMNO3MULMIO no n. 1-
13 BBOAAT CyOBbEKTY nepoparnbHO UNW NapeHTepanbHO UMM PeKTanbHO, B CYyTOYHOM
[03e (B nMepecyeTe Ha OCTaTtok KpugaHumoga) npumepHo ot 0,3 go 1000 wmr/kr,

npeanoYTUTENBHO NpumepHo oT 2 Ao 200 mr/kr Beca Tena.

31. Cnoco® nmo n. 27 wvnn 28, B KOTOPOM KpUAaHMMOZ, ero dapmaueBTU4ECKM
NpPUeMNEMYIO COMb UMK CNOXHbBIA 3Up nnu hapmMaueBTUYECKYH KOMMO3ULMIO Mo n. 1-
13 BBOAAT CyObeKkTy MHTpaTpaxeanbHO WM UHTaHasanbHO UMW MHranauMoHHO B
pas3oBoOn 403e (B MEPECUETE Ha OCTaToOK KpuagaHumoga) npumepHo ot 0,01 go 10 mr/kr

Beca Tena, npegnovytutensHoO npumepHo ot 0,3 Ao 2 Mr/kr Beca Tena.

32. Cnoco® no nwbomy m3 n.n. 27, 28 wnm 31, B KOTOPOM KpUAAHMMOZ, €ro
hapmaleBTUYECKM MPUEMITIEMYIO COMb UMN CRNOXHLIKM 3PuUp mnm apmMmaueBTUYECKYHO
komno3muymio no n. 1-13 BBOAAT CyObeKTY MHTpaTpaxeanbHO UM MHTaHasanbHO WUnn
WHransaumoHHO B CYTOYHOW A03€e (B MepecyeTe Ha OCTaToK KpuaaHuMmoga) NpUMMepHoO
oT 0,03 go 100 mr/kr Beca Tena, npeanoyTuTensHO npumepHo ot 1 go 20 mr/kr Beca

Tena.
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33. Cnocob no nobomy 13 n.n. 27-32, B KOTOPOM KpUAAHUMOZ, ero dapmaLeBTUYECKM
NPUEMNEMYIO COMb UK CNOXHBIA 3UP 1nu hapmMaueBTUYECKYH KOMMO3NLMIO Mo n. 1-

13 BBOAAT CyObEKTY OT OQHOro 40 TPEX pa3s B CyTKU.

34. Cnocob no nobomy 13 n.n. 27-33, B KOTOPOM BBEAEHWE OCYLLECTBNAIOT B TEYEHWE

oT 1 po 30 gHen, NpeanoYTUTENBHO OT 5 00 15 aHen.

35. Cnocob no nwbomy u3 n.n. 27-34, rae apmaueBTUYeckn npuemnemas Ccofnb

npeacraBnaAroT COOON CoMb LLENOYHOro MeTanna.

36. Cnocob no n. 35, rae Wweno4YHom meTann BoldpaH 13 rpynnbl, COCTOALLEN U3 HaTpUS,

TINTNA 1N Kannma.

37. Cnocob no nobomy m3 n.n. 27-34, roe dapmaueBTUyeckm npuvemnemMas Corb

npeactaenaeT cobon conb, 06pasoBaHHy KPUAAHMMOLOM U @MUHOCTIMPTOM.

38. Cnocob no n. 37, rae aMmmMHOCNNPT BbIOpaH U3 rpynnbl, COCTOALWEN M3 MErMIOMUHA U

SrnroMnHa.

39. Cnocob no ntobomy 13 n.n. 27-34, rae ykasaHHasa dapmMaleBTUYECKM npuemnemas
conb npeacraensaer coboun conb, 06pasoBaHHyH KPUAAHUMOAOM U aMUHOCaxapoMm, rae
ammHocaxap npegnodTutensHo npeactasnaet cobon  3-O-(N,N-gumeTtmnamMmHo-H-

nponun)-1,2:5,6-an-0O-n3onponunmngen-a, D—rntokodypaHosy.

40. Cnocob no nbomy mn3 n.n. 27-34, rae ykasaHHaa papMaueBTUYECKN Npuemnemas

conb npeacraBnaeT cobom Conb KpUagaHMMoga C LWENOYHON aMUHOKMUCITOTOMN.

41. Cnocob no n. 40, rae ykasaHHada LWenoyHaa aMMHOKMCNOoTa BbibpaHa 3 L-nnanHa,

D-nnaunHa, L-ructnguHa, D-ructnguna, L-apruHmHa u D-aprmHuHa.
42. Cnocob no nwbomy wn3 nn. 27-41, B KOTOPOM AOMNOMHUTENBLHO BBOASAT

NPOTUBOBUPYCHBIA  HYKNEO3NAHBIM aHanor unm MnpPOTUBOBUPYCHBLIN  HYKIEOTUAHbLIN

adHanor.
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43. Cnoco® no n. 42, B KOTOPOM MPOTMBOBUPYCHbIN HYKNEO3WAHbIM aHanor unm
NPOTUBOBUPYCHBIA  HYKNEOTUAHBIA aHanor npeacraendetr cobon uHrbmutop PHK-

3aBucumon PHK-nonnmepassl.

44. Cnoco® no n. 43, B koTopom uHrMbuTop PHK-3aBucumon PHK-nonumepassl

npepcrasnaeT cobon pemaecmsup, dasmnmpasmp, pubaBnpuH UM puaMmmnoBmp.

45. Cnocob no nwbomy 13 nn. 42-44, B KOTOPOM MPOTUBOBUPYCHBIN HYKNEO3U4HbIN
aHanor nnm NpOTUBOBUPYCHbLIM HYKNEOTUAHbIM aHanor BBOAAT NauneHTy O4HOBPEMEHHO,
nocnefoBaTenbHO WM pasfenbHO C  KPUAAHMMOLOM, €ro  dapmaueBTUYECKM
NPUEMNEMOMN COMbIO UMK CROXHBIM 3PUPOM U1 apmMaLEBTUYECKOM KOMMO3MLMEN NO
n. 1-13.

46. Habop ana npounaktmkm Unnm neyveHns KOPOHaBMPYCHOM WHMEKUMM YernoBeka,
Bbl3BaHHOM BUpycom SARS-CoV-2 (COVID-19), y naymeHTa, HyxaarLeroca B 3TOM,
copgepxawimm coeguHeHne, BblOpaHHOE M3 rpynnbl, BKIKOYAOWEN KPUAAHUMOZL, €ro
hapmaLeBTUYECKM NPUEMITEMYIO COMb M €ro CNOXHbBIA 3Mp, Unu hapmaLeBTUYECKYHO
komMnoauumto no n. 1-9, 13 B OTAENBHON NEKAPCTBEHHON (hOPME U MO MEHbLUEN Mepe
OHO COeAnHEHME, BbIOPaAHHOE K3 MPOTMBOBUPYCHBIX HYKNEO3UAHbLIX aHanoros Wnu

NPOTUBOBUPYCHbIX HYKNEOTUAHbIX aHaNoroB B OTAENBHOW NEKapCTBEHHON PopME.
47. Habop no n. 46, rae nNpOTUBOBMPYCHbLIM HYKNEO3MAHLIA aHanor wu/wunm
NPOTUBOBUPYCHBIA  HYKNEOTUAHBIA aHanor npeacraendetr cobon uHrnbutop PHK-

3asucumon PHK-nonnmepass!.

48. Habop no n. 47, rae nHrmbutop PHK-3aBncumon PHK-nonumepasbl npeacrasnset

cobon pemaecmsmp, hasmnmpasmp, pubasnmpuH N pUuaMmmnioBmp.
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