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(bapmarieBTHYeCKass KOMIIO3UIMS, OOJaAaroIias MPOTUBOBUPYCHBIM J3(PQPEKTOM B  OTHOIICHUHU
xopoHaBupyca SARS-CoV-2 u poacTBeHHBIX BUpYCOB, Takux kak SARS, MERS u 1p., reHOM KOTOpBIX
npencrasied PHK, a BupnoHsl cHaOkeHbl TUNuaHOW o6onoukoi. KoMOMHUpOBaHHOE JIeKapCTBEHHOE
cpeactBo 1 npodunakTuku 3apakenus (1edenus1) SARS-CoV-2 npeacrasiser coboii: (i) - mumocomy
¢ 3¢ dexTrBHEIM KomdecTBoM ¢pepmerTa PHKa3er; mwim (ii) - mumocoMy ¢ 3QEKTHBHBIM KOJIIMIECTBOM
¢epmenta PHKazel M >(QQekTHBHBIM KONMYECTBOM IIpernapara HHUKJIO3aMHU/a, BCIIOMOTATelbHOE
CPEJIICTBO - PaCTBOPHUTEIb, Pa3pelIeHHBIN K MPUMEHEHUIO B (apMmarieBTHKe. M300peTeHne obecreunBaet
paspyuienue reaeTudeckoro Marepuana - PHK koponaBupycos, 4To 1aeT BO3MOKHOCTH MPOQHUIAKTHKI
ot PHK-conepxanux Bupycos, B ToM uucie SARS-CoV-2, nonagaronux B opraHu3M 4eloBeKa depes
BEPXHUE JBIXaTEIIbHBIC MTyTH.
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KomO0uaHpoBaHHOE JIeKaPCTBEHHOE CPEACTEQ, 00/1aa0Lee
HPOTHBOBHPYCHBIM 3¢ dexrom nug npounakrukn 3apaxenns SARS-CoV-2
OIIMCAHHUE
O6n1acTh TeXHHKH

H3obpereHHe OTHOCHTCA K MeIHUpHe, (apMaleBTHKe W OHOTEXHOJIOTHH.
IlpenacraBneHo  HOBOe  KOMOWHHMpOBaHHOE  JIEKAPCTBEHHOE  CPEACTBO
(hapmaneBTHYECKas KOMIIO3HLS), 06ranaronas NpOTHBOBHPYCHEIM 30 (eKToM B
- OTHOIIeHUH -KopoHaBHpyca SARS-CoV-2 ¥ poICTBEHHEIX BHPYCOB, TAKHX KaK -
SARS-CoV, MERS u gp., remoM xotopex mpezacrtasies PHK, a BHpPUOHEI
CHaOXeHBl JUNMHAHON 000509K0#, KoMrosunus (i) 32 cUeT paspymieHHs IeHoMa
KOpOﬁOBprca pepmenrom PHKazoi, xommozmmus (ii) 3a cdeT pazpyIlIeHys
reHomMa KOpoHoBHpyca ¢(epMentoM PHKazolf u mpemapaToM HHKIO3aMHAOM,
IpemATcTBYIOIMMM perumkanud  SARS-CoV-2. TlpeanoxeHHBIE KOMITO3HIHMK
MOTYT NPHMEHATECA aMOyJIaTOpHO INs NOJ@BICHHs peruiukaimu supyca SARS-
CoV-2, cHIXeHUS BHPYCHOH Harpy3KH, CHIDKEHMS PHCKA Iepeiayy HHOEeKIHH
BO3/YIIHO-KaIleIbHBIM ITyTEM.

YpoBeHr TEXHHKH

B Mmpe pazpaboraH nensdi psaf npo@maxfmqécxnx BaKIMH, & TakKke
CPENICTB TEpanku 1)1 JiedeHHs KOpOoHaBUpYycHOI nHdexknu. Mmeercs natent RU
2746362 (saseka 2021106335 ot 11.03.2021) — «KoM6HHApPOBaHHOE
JIEKAPCTBEHHOE CpeACTBO, ofmajarolmee IIPOTUBOBHPYCHBIM dddekToM B
OTHOLICHWH HOBOTO kopoHaBupyca SARS-CoV-2» [1] B kxoTopoM omHcaHO
“OmoxMpoBaHHE Iepenadl HMHOEKIUMH MW YMEHBIIEHHE pHCKA DasBHTHA
KIWHMYECKMX OCIOXXHEHMHA” 3a cHeT NpHMEHEeHHs MANBIX HHTEPQEPHUPYIOMX
PHK (Mum PHK). OcHoBOH BhlIEyKa3aHHOTO IIATEHTA SBISETCH IOMYUECHHE
KOMOMHHPOBAHHOTO JIEKAPCTBEHHOTO CPEACTBA C CO3MaHHBIMH MoseKyiaamu PHK,

CIIOCOOHBIMH OIoCpEaOBATh MHHIGHB-—CHGIJ;HQ)H‘IGCKHB DOHNaRJICHHC PCILIHKAITHA

supyca SARS-CoV-2.



OnEako He TpPeANOXEHO IpemaparoB, CIOCOGHBIX  YHHYTOXATh
KOPOHABHPYCBI NyT€M IPAMOrO paspylIeHHd HX IeHOMa — OXHOIETIOYEYHYIO
(H)PHK. OuepuiHo, 4TO NpsAMOEe paspyllieHHs I€HOMa BUPYCa MOXKET OBITH
OCYIIECTBICHO IyTeM BO3feHCTBHA (epmeHTa pubonywineazst (PHKaswer) [2],
crioco6Horo pacmemnnate PHK KOpoHaBHpYCOB WM JOTONHHTENBHO ITyTEM
NOJABJICHUS PEIUIHKAIlMM KOPOHABHPYCOB IOJA [JeHCTBHEM HHUKIO3aMMIa —
TEKapCTBEHHOTO  CPeACTBA, IPHMEHAEMOIO JUI JICUCHHSI IIapa3uTapHBIX
HH(peKIuA. B HacTosIee BpeMs MOKa3aHO, YTO HUKJIO3aAMHE] MOXKET HHIHOHpPOBATH
PEILIHKALHIO 'BﬂpyciaWSARSV-CNOV-Z [/3'—6]. ” S

PackpsoiTHe H300peTeHns

KoMmOMHMpOBaHHOE NEKAPCTBEHHOE CPEACTBO  OpeAHa3HaYeHO I
HHIaJIIHOHHOTO WIIM WHTPAaHA3aIbHOTO BREICHH.

Buenpenne B mpaxTuky npenaparoB Ha ocHoBe PHKaz u HuKkiosaMmna
OTPaHUYHBAETCA DPAIOM (axkTOpOB, K KOTOPHIM OTHOCATCS HENOCTATOYHAs
s dexTuBHOCTS U Ge3omacHOCTh AocTaBku PHKa3bl ¥ HMKIO3aMHUIA B BEPYCHEIC
qyacTHna-mumieHd. llpuMeHenmne numocoM [7] A AOCTaBKH BhIHIEYKA3AHHBIX
npenapatos (PHKase 1 HuKIIO3aMmia) pemiaer 3Ty npobneMy, Tak xak SARS-
CoV-2, a taxxe poncteennsre emy Bupycst MERS, SARS-CoV uMeror manuaHyro
060I109KY, O3BONAIOMKE TpaHCHEIMPORaTh (IPOHUKATE) JTUMIOCOMAM ¥ BHEAPATE
PHKa3y 1 HEKJI03aMH[ HEIOCPEACTBEHHO BHYTPb BEPYCA.

Takum o0pa3zoM, B HAacTosfINee BpeMs CYIIECTBYET HEOOXOIMMOCTH B
-pa3paboTke HOBOTO NPOTHBOBUPYCHOTO CpefacTBa crocobuoro paspymars PHK
KOpOHaBHpYyca.,

B coctaB KOMOMHHPOBZHHEIX JIEKAPCTBEHHBIX CPEACTB II0 HACTOSIIEMY
1300pETEHHIO BXOAUT: KOMITO3HIusA (i) - JTHITOCOMEI, OCYIIECTRILAIONIHE IOCTaBKY
appextrBHOrO kommuectBo PHKaspl u  xoMmosumus (ii) - JIHIOCOMEL
OCYLECTBISIONTHE ,z:{OCTaBKy apdextHBHOrO  kommdectso PHKasel u
3¢deKTHBHOrO0 KONMYECTBO HUKIO3aMHAA. DTH (apMaleBTHISCKHe KOMIIO3HIIIN

obecnieunBaroT pacmemienue PHK SARS-CoV-2.



KoMOHHHpOBaHHEIE TEeKapCTBEHHEIE CPEACTBA MOXHO YIOTPeOIATh B BUAE
Ha3allbHBIX Kalleslb WK CIpes, a TAKOKe B BHAE UHTASLIIH.

Texmuyecknil pe3ynbTaT 3aKiEOdaeTcss B CO3MaHMM 3((EKTHBHOTO H
6e301acHOTO NPOTUBOBUPYCHOTO CPEICTBA, oDecednBaiomero paspymenus PHK
SARS-CoV-2. VkazaHHBIH TeXHUYECKHMH De3yIbTaT IOSCHAETCS CIeyIOIAMH
IpUMEPaMH.

JIt MOCTHOKEHYS BEIIEYKa3aHHOTO TEXHUYECKOro pe3y/bTara MpeIoKeHO
KOMOMHHIPOBaHHOE IIEKAPCTBEHHOE CPENCTBO A NPOMHIAKTHKH HIH JCUCHHS
KopOHéBprbﬁoﬁ 711;1-17(1)”61(11111/1, BLI3BIBAEMOH SARS;COV-Z, cogiepﬁxiaiﬁee
s¢dekTHBHOE KONMHIeCTBO Mojieky PHKask! B munocoMax.

Taxxe g JOCTHKEHHS BBILEYKa3aHHOTO TEXHHYECKOTO PE3yJbTaTa
NPEANONKEHO KOMOMHMPOBAHHOE JIEKAPCTBEHHOE CPEICTBO Ui NPO(GHIAKTHKE
WK JIe4EHHd KOPDOHAaBUPYCHOH wuHGekiwmH, Bb3bBaeMold SARS-CoV-2,
copepxamnee 3(QekTurHOe KommdecTBo Molekyn PHKasel m muxinozamuza s
THIIOCOMaX,

CornacHo HacTosAmMeMy M300PETEHHIO BBINIEYKA3aHHBIE KOMOUHUPOBAHHEIS
JICKapCTBEHHBIE CPEJICTBA MOTYT OBITH IIpeIHA3HAYEHE! I HHTPAHA3AILHOIO KK
HHraJmﬁHOHHoro BBEICHHS.

Taroke [ NOCTIDKEHHUs BBIIIEYKA3aHHOTO TEXHHYECKOrO pe3yibTara
npemsioxed crmoco® npodunakthuku wim sedeHust SARS-CoV-2 undekipm, B
KOTOpOM  BhllleyKazaHHOe(kle) KoMOHHEpoBaHHOe(ble) JieKapcTBeHHOE(BIE)
CpelcTBO(a) BBOAATCA ONHOBPEMEHHO, OTHENBHO MIH IIOCIENOBATENBHO C
APYTHMH TE€paneBTHYECKUMH Cpe/ICTBAMH.

Kpatkoe onncanue qyeprexeii

Ha @ur. 1 npuBeneHs! pe3yIbTaThl SKCIEPUMEHTA 10 IpuMepy 4.
Ha ®wur. 2 mpuBeneHs! pe3ylbTaThl SKCIISPHMEHTa 1O HpHMEPY 5 (MeTox

renb-3neKkTpodopesa).



OcymecTB1eHHe H200peTeHus

YKa3aHHBIA BBINIE TEXHUYCCKHI pe3yNsTaT MOSACHAETCS CAEAYIOIHMH
IIPUMEPaMH.

IIpamep 1. Ilonyyenne sunocom ¢ PHKazoii.

st oy e Hys JIMIOCOM HCIIONB30BANH (POCQONUIHIL KaK PACTHTEIEHOIO

(COeBBIM JIEIUTHH), TaK M JKUBOTHOTO MPOMCXOXKACHHS (M3 MO3ra KpyIHOIO
poraroro cxora). B kadecTBe pPHOOHYKIEa3sl HCIIONB30BAIM KOMMEPYECKILA
-npenapar-¢epmenT PHKaza A ¢ MM-13.7 k]I, pH ontumym — 5,0-6,0; 50U/Mr
¢Gupme1 Mol BIO HIMEDIA, nony4eHHEIH U3 HOMKEMYAOTHOH Kene3bl KpyITHOTO
porartoro ckoTa MM pHOOHYKIEea3sy H3 NOJDKEIYHOYHOH IKele3sl KpPYIHOTO
POTaTOro CKoTa (PHKaza A) ¢pupmer “CamcorMen” (Poccus).

B xavecTBe (ochONHIHIOB HCIIONB30BAIH 3KCTPAKT M3 COEBOIO JIEIHTHHA,
MPUMCHACMOTO B IIHINEBOM TNPOMBIIINEHHOCTH HIH (ocOIUIMARl KUBOTHOLO
IIPOMCXOXKAECHHS (M3 MO3ra KpyIIHOTO pOTaToro CKOTa).

Mg nonmydenns aumocoM — 1 r xoMMmepueckoro (VEROLEC FLS, China)
COEBOI'0 JCUHTHHA PacTBOpSUIM B 20 Ma XJOpo@opM-METaHOIBHOM cMecH IpH
cootHouieHud 2:1. CMmecs BrigepkuBanu B TedeHne 10 4 mpu Temmeparype 2 -
4°C. 3areM cMmech nentpudyrupoBamu npu 4500 oO6/MMH B TeueHHEe 5 MMUH.
OrOupamu 1 M1 HazoCaZOUHOM JKUIKOCTH M PAcTBOPAIA B 6 MJI XJIOpodopMa.
Jlanee pacTBOpHTENh OTTOHSAIM B BakyyMe (4+2 MM.PT CT), IpH TEMIEPATYpeE
+40°C. Tlocme MONHOrO YyHaneHWs PacTBOPHTENs mobGaBILmM 50 MK
PuGonykneasst A (1U/Mxi) u 5 M ¢usuonorudeckoro pacrteopa. IlodydeHHyIo
cMeCh 3amMopaxkuBand IpH -20°C B TedeHue 20 MUH, 3aTeM CMeCh Pa3MOPAKHBAIIN
npu nepeMemuBanuy npy 23°C B Tteuenue 30 MuH. (polecc 3aMOpaXMBaHHA 1
OTTaHBaHHUS MOBTOPSUIH YETHIPEXIBI). 3aTeM ITONMYyYSHHYI0 CMech 0OpabaThiBaiy
ylipTpasBykoM npu 22 xI'n, 30 cex B 4 moBTopax.

AHaJOrHIHEIM 06pa30M NOYYald JTHIOCOMEL Ha 0CHOBE (QOCQOTUITUAOB U3

MO3ra KpyITHOTO pOraToro cKoTa, KOTOpEIe OBUIH BRIAETEHEI O MeToxy [8].



JlexapcTeenHEIe GOPMEI (hapMalleBTUIECKOH KOMIIO3UIINA, NPHBEJEHHBIX B
HACTOAINEM HOKYMEHTE MOTYT OBITH IOJYYeHH JIOOBIM H3BECTHEIM CIIOCOOOM
COIepXaTh JAPYTHE BCIOMOTaTeNbHBIE BEMECTBa, CIOCOOHBIE YBEIMYMBATH
crabunpHOCTH KoMMo3uuuii (i) 4 (ii), u Tpancdexuuro PHKa35L

IIpamep 2. Ilonyuenue aunocom ¢ Huxiiozamugom 1 PHKaszoii.

HWcnonezopand HMKIO3aMHJ (KPHCTAUIMIECKOE BEIIECTBO, TEMIIEpaTypa
mnagnenns 227-232 °C. UK-cekTp TectupyeMoro obpasua coorserctoban VK-
CleKTpy 0e3BoJHOTO HHKIO3aMMAA - CTaHIapTa, CIpYKIypHas dopMyna

HUKIIO3aMKia IMeeT CIeAYIOIINA BH/:

o
0 NS0
CI\O\)kHQ/
oy ©

Ana momydenms numnocoM, cogmepxxamux PHKasy (kommosuims i)
nunocoM, copepxaimux PHKazy A u suxnozamupn (kommo3unus ii), 1 M pacteopa
neuutuna (1,075MM) cMenmBamu ¢ 6 mu xiopodopma. Jlamee pacTBOPHTEN
OTTOHSIH B BakyyMme (4+2 MM.pT.CT.), IpH Temuepatype +40°C. Ilocne ypaneHHs
xsnopodopma B konby nobapmsumm 50 mMxn PuGomykieassr A, 30 MKn pacTBopa
Hukno3amuzga (10% pacteop B JIMCO) u 5 Mn (pH3HONOrHYecKOro pacTBopa.
ITomy4yerHyr0 cMech 3amopaxkuBanu Npd mueyc 20°C B Teuenue 20 MuH, 3aTeM
cMeck pasMopaxusanu npu 23°C B TeueHwe 30 MHH. IpPH mepeMeINMBaHUH
(mpouecc 3aMOpaXMBaHHS M OTTAWBAHWS IIOBTOPAIM YETHIPEKIBI). 3aTeM
HOJyYeHHYI0 CMech obOpabaTeiBanmm yieTpasBykom mpd 22 kI, 30 cek.
Ananoru4HeM 06pa3oM NOJy4Jand IHIOCOME! HA OCHOBE (OCHOIHMIHNIOB A3 MO3ra
KPYIIHOTO POTATOr0 CKOTa, KOTOpHIE OBIIM BEIZENICHE 10 MeTony [8].

JlekapcTBeHHEIE (OPMEI BapMaleBTHUECKAX KOMIO3MIME, IIPUBEICHHBIX B

HACTOAIEM JOKYMEHTe MOTYT OBITH ITOJNyYEHEI JEOOBIM H3BECTHBIM CIOCOOOM H



colepXaTh JPYTHE BCIOMOTAaTeNbHEIE BEIECTBa, CIOOCOOHBIE YBEIHYHMBATEH
cTabuNIBHOCTE KoMITO3HHuMH (i) u (ii), i Tpachexmmo PHKask 1 EMKI03aMHNA.

- IIpumep 3. Cunres npaiimepos Ha N ren SARS-CoV-2
A ompeneneHus BosMoxHocTd pacmemienus PHK  SARS-CoV-2

ucnoipzoBann 1P MeToxn. B xadecTBe MHUIMEHH I8 ONpeneIeHNs BO3MOXHOCTH
pacmemtenus PHKa3oi reroma koponasupyca SARS-CoV-2 6bu1 BeiOpan N res,
Kak Haubosee cTaOMNBHEINA I TAKHUX THIIOB KOPOHaBUPYCcoB Kak SARS u MERS,
kopupyromui Hykieoxancus [9-11]. Ha N ren GBUM CHHTE3HPOBaHBI OpaiiMepHl B
(ITyOopecHeHTHBIH 30HN, HUCIONE3Ys OTKPBHITHE MeXIyHapoiuble nanpsie CDC
(LerTp mo xoHTpoONEO ¥ npodmnaktrke 3abonesanuii CITIA) [12].

Cunres mpaliMepoB Iporomuiu Ha npubope JJHK-cuntesatope ASM-2000
QochopamuauTHEIM  TBEpHOGasHeM  MerToxom  [13].  Ilocme  cumTesa,
OIUTOHYKJICOTHIIBI CHUMAIH ¢ TBEPAOH (pa3bl KOHIEHTPHPOBaHHBIM 30% BOIHEIM
aMMHaKOM B TedeHMM 2 4JacoB 1mpH Temuneparype 60°C. Pacreop
ONUIOHYKJIEOTH/IOB BEINAPHBANM Ui YOAJIEHHS aMMHaka H ocaxpam B 70%
' sTaHoiNe B npucyrctBud 0,3M anerata Hatpusa u 50 MM xnopupa Marmus. Jls
OCaXJICHHUS OJIUTOHYKICOTHIOB LeHTpHpyrrpoBany npu 14000 0b/MHH B TedeHHe
20 mumyt. Ocajgok npoMbiBamu ABaXIEl 70% 3TAHONOM H BBICYIIMBANH IPH
KOMHATHOH TeMIIeparype B TeueHue 30 MUHYT.

ITocne cvHTe3a ONMTOHYKICOTHALI OYHMINANM OT KOPOTKHX HE HONHOCTHIO
CHHTE3MPOBAHHBIX MOJEKyIl. /[l 5TOro B KOHIE CHHTE3a HEe NPOBOIHIM
nocineauuid 2tan cHATHS JMT rpynmel, B pesyabTaTe TOABKO IOJHOCTBIO
CHHTE3MPOBAaHHBIC OMUTOHYKIIEOTHABI Ha 5’ KoHIe cofepxaT JIMT rpynmy ms
OYHCTKH Ha KapTprIpKax MeTooM obpatHo-(ha30Boii xpomartorpadun. OGpaTHO-
$a30By10 XpoMaTorpaQmIo NPOBOMMIM B CIEAYIOLIMX YCIOBHAX: IIPOMEIBKY
OJIMTOHYKJEOTH/IOB IIPOBOAMIH C IIOMOLIBI0 5% ameTOHHTPHIA ¢ XIIOPHAOM
Hatpusd B KoHUeHTpanuu 100 wmr/mn. Qs ymanemws MT rpynmel c
ONIMTOHYKJIEOTHIOB HCIIONR30BaNn 3% pacTBOp AUXIIOPYKCYCHON KuCIOTHL. 1locne
ynanesus JIMT rpynmer ays SMIOHpOBaHHSA OYHINEHHBIX OJHTOHYKICOTHIOB C

KapTpu/xa ucnoib3osand 50% aneronutpun B 100 MM tpuc Gybdepe pH 8,5.
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Ounniennsle OIUTOHYKICOTHIL! ocaxaany 70% STAHOIOM B npucyTeTBUd 50 MM- © "
XJIOpUJ MaTHUs, NEeHTpHbyruposanueM npu 14000 o6/Mun B Teuerne 20 MUHYT.
THomydyenupii ocagok oNMroHykneoTunoB pacteopsiu B TE Gydepe pH 8,0 mo

'koHuentpauyn 20 MkM. IlomydeHHBIM pacTBOp npaiiMepoB HCIIONB30BAIM I

nposeneHus [P peaxunm.
Tabmuma 1
IlocnenoraTensHOCTE MpaiiMepoB 1 GIIyopecueHTHOrO 30H4a Ha N ren
SARS-CoV-2
HanMeHoBanme Hocnenonamnbflom’b HYKJIEOTHUIOB Pasmep pparmenTa
5-3 aMILTH(GHKALH

N1-F GACCCCAAAATCAGCGAAAT

N3-R TGTAGCACGATTGCAGCATTG 466 n.H

NI1-P FAM-ACCCCGCATTACGTTTGGTGGACC-BHQ1

C noMompro JaHHEIX IIpaiMepoB K 30HIa CIEeNU(HYHEIX K yUacTKy N reHa
PHK SARS-CoV-2 wmeromom III[P omnpefensis comepxaHHe BHpyca B
Guonorudeckux oOpasnax, M IPOBONWIM renb-aiekTpodiopes 00pasmoB Kak
OIYCaHO B IIpuMepax 4 u 5.

IIpumep 4. H3yuenne neiicteus gunocom ¢ PHKazoii nHa SARS-CoV-2
metoxoM RT-HIIP in vitro.
Boienenne PHK wu BrigBnenuwe Bupyca SARS-CoV-2 mnposogumu mo

CTAHXApPTHOMY METOAY ¢ HOMOIIBIO CepTH(HIMPOBAHHBIX HAOOPOB pearcHTORB
«JHK-Texnonorms» [14,15], a Tak Xe ¢ IOMOINBIO IpaiiMEpOB M 30HIA
CUHTE3MPOBaHHBIX HaMH. J(OHEKTHBHOCTh NEHCTBHAA NHIIOCOM OIPENessd 1o
cMemeHmio noporosoro rukna (AACt) B ITP anmanuze. TloporoBeii IMKI
MOKa3epBaeT Kakoe KomudectBo PHK comepxurcs B mpobax, um oH obparHO
| IIPOIIOPIHOHATIEH norapﬁ@my HAYaIBHOTO KOIUYECTBa KO,

Mt Berpenenns PHK ucnonesoBamm Habop pearentoB «JHK-TexHomorus»
TaK ¥ paspaboraHbli HaMu ceprrduumrpoBandsi Habop «9HKOP». Herexuuro
PHK B 0o0pasuax HpOBORMIIM C CHHTE3MPOBAHHBIMH IpaiiMepaMu M 30HIOM,
omucaHHelX B IIpumepe 3. s nmpoBenenws IILIP amammsa MCHONB30BAld Kak
nHabop pearentoB «JIHK-Texnonmorus» SARS-CoV-2/SARS-CoV, Tak

paspaborarssiit Hamu ITIIP nabop B cruemyronmx yenopuax: 0668M cMecH 25 MK,



Ix IIIIP 6ydep (20 MM tpuc-HCl pH 8,5, 20 MM ~cynbdar ammonms, 20 MM
xnopun kamug, 0,1 Mxr/mn BCA), 3 MM xnopua maraus, 0,8 MM gHT®, 400 am
xaxioro mpaiimepa, 200 M 3o0mza, | en. monmMepassl, 25 ex. peBepTasHI.
Iporpamma IIP: 50°C — 15 munyT; 95°C — 15 MunyT; 40 muknos (95°C — 10
cexynn; 60°C — 40 cexynz, camTHIBaHME curHana 1o Kanary FAM). s TP
aHam3a HCroae3oBany 1o 5 Mx PHK ob6pazia.

O6pasiuer 6MOMOTHIECKOTO MaTepraia denobeka (mo 80 MKI Mas3ka w3
HOCOIIOTKH), cofiepxxamue kopoHaBupyc SARS-CoV-2 mrxy6uposanu ¢ 20 MKI
vaca npu 36°C. IlapamnensHo IpoBoaua WHKYGHPOBaHHE TeX ke 06pasnos ¢ 20
Mkn csobopuoii PHKaser (1 en./mii), a Takke ¢ «IyCTBIME» IHIIOCOMAMH, HE

copepxcaiumu PHKa3y. Pe3ynsTarTs! 3KCliepUMEHTOB IIpeACTaBIeHs! B Ta6. 2.

Tabmuma 2

Wzyuenne neicrus in vitro mumocom ¢ PHKaszoii ma N rer SARS-CoV-2 TP
METOIOM C IIOMOIIBIO MHOPHIN3alHOHHO-()IYOPECIIEHTHOM AeTEKIHM

Hexommeie JhmocoMsl ¢
Jumocomer | PHKaza | Jlumocomst .
oGpast (+) ¢ PHKazof PHKasoit u
HHKIIO3AMEIOM
19 19 21 28 29
19 19 22 31 31
Toporosxit 17 17 21 26 27
— 18 18 23 30 33
(CH) 20 20 21 27 27
20 20 22 30 31
18 19 23 25 24
19 19 23 27 28
Cpeanee
3HAYCHHE 19 19 22 28 29
Ct.

Kak BuIHO M3 IpHBEEHHEIX TaHHBIX (Tabm. 2), Imoj AeHCTBHEM «IIYCTBIX)»
mnocoM noporoseni nuki (Ct.) peaxkuuu RT-TILP npakTuyecky He MEHSETCS, 4TO
CBHIETENBCTBYET O TOM, YTO JIMIIOCOMEI caMH IIo cebe He MoryT paspymars PHK
SARS-CoV-2. B To ke Bpems HaubonbIiee BosgelicTeue, u casur Ct IIPOUCXOIHUT

IIOA NEHCTBHEM JHMIocoM, copepxkamux PHKasy - Ha 9 mukios, u numocom,
8



conepxxampx PHKa3y u Huknosamun - Ha 10 ITUKIIOB, YTO CBUAETENBECTBYET O TOM,
970 JumocoMmel, cofepxamue PHKazy pacmemrsior PHK xoporaBupyca mu
cHmKa0T KoHUenTpaimo PHK mpumepsno & 10° pas. IIpx stom cama PHKasa B
HallUX OKCIEpHMeHTax casuraer Ct Ha 3 IHKiIa, NO-BHAHMOMY, 3a CYET
pacimennenusa «cBobogaerxy PHK COVID-19. Ciefyer 0OTMETHTSE, YTO JHITOCOMBL,
cOZlep KaIre PHKasy C HHKIO3aMHIOM IPOSBILLIN INPaKTHUECKH TaKOe XKe
IeHCTBHE, UTO H JHIOCOMEI, comepamrue Toinpko PHKasy, uTo M cliezoBaio
OXHJATh U3 OHONOTHYIeCcKOi AaKTHBHOCTH HHKJIO3aMHU/IA.

Heticteue xommosunuu (i) u (ii) HccleoBaIOCh TAKKE METOLOM res-
snexTpodopesa [16], UcIIONB3ysi CHHTE3MpPOBAaHHBIE HaMH TipaiMepsl Ha N ren
(466 1.H.).

PesyneTaTe! sxcriepuMmenTa npuBeaeHs! Ha Our. 1.

@ur.1. I'ens 3nexTpodopes B 3 % araposnom reine [16].

Ob6paz1s! - ammmmdukaTos N rena:

A- ncxonastit obpasen, nonoxurensHsl mo COVID-19

B- o6pazen nocie HHKyGAMH ¢ “IyCTEIMU™ JUIOCOMAME

C- obpazen nocne nuky6anun ¢ PHKazoit

H- obpasen mocme MHKyOaumu c aumocoMamu, cogepxkamumu PHKazy
(xoMmo3uIuA i)

F- obpasen mocie mHKyOanuu c nmumocomamu coxepxkamumu PHKazy n
HUKJI03aMuA (KOMITO3HIHs i)

K- orpuiarenpHeIi KOHTpONE - obOpaser] He comepxamuii Bupyc SARS-
CoV-2.

F'ene snexrpodopes (Pur. 1) TP anamisa BBISBHI, 9TO IOC/IEe HHKYOAHuK
no3uTUBHEIX SARS-CoV-2 obpasmor ¢ xommnosurmsmu (i) w (ii) npusomur x
paznoxeruto N reHa, Tak Kak IPOAYKT aMILTU(GUKALUK Ha Teflb 3IeKTpodopese

OTCYTCTIBYCT, UTO CBHACTECNLCTBYET O TOM, YTO IPOH30IIO pacIieIICHHA N rena

SARS-CoV-2.



.

IIpumep 5. H3yuenne neticrBus sunocom ¢ PHKazoii ma SARS-CoV-2
in vivo.

Hccnenopanms MpoOBOAMIA HA 5 TPyIIlax KPOJHKOB TOpoasl «Bemukany,
BecoM 1,6-1,8 xr, Bo3pacTa 3-4 Mecsina, 110 5 JXUBOTHBIX B KAKIOH rPyIIIE:
['pynma 1- oTpHIaTensHEIH KOHTPOIb ((U3NOIOTHIECKHM PACTBOD)

I'pynma 2- moI0XuTeNbHbLE KOHTPOE, 00paser Maska comepxkamuii SARS-CoV-2
I'pynna 3-xomMmozumus (i)
I'pynma 4-kommozunug (ii)

['pynma 5-PHKaza (1ex./mxon)

B HocoByr0 momocTs JXHMBOTHEIM B rpymme 1 3akaneBamu 20 MK
(QH3UONIOTHISECKOr0 PacTBOPa, JXKMBOTHBIM Tpymiel 3 m 4 BROammM mo 20 MKI
KoMIo3unui (1) u (i), COOTBETCTBEHHO, KUBOTHBIM TPYIIIE! 5 BBOAMIHK 110 20 MK
PHKass1 (1 en/miur). Yepes 1 gac BceM KHBOTHBIM (KpOME TPYIIs 1) BBOIHIM 110
20 Mxn 6momormyeckoro Marepuaina, mo3uTusHoro no SARS-CoV-2 ¢ BEpycHOH
Harpyskoit - Ct 20. Jlanee d@epe3 1 yac y Bcex KHBOTHBEIX ObUI czenan 3abop
06pa3ios U3 HOCOBOH HOJOCTH KaK ommcaHo B [14]. Bee momydennsie o6pasipl
apanusyuposany MetogoM I1LIP ¢ nHaGopom pearenToB «J[HK-TexHomorus» SARS-

CoV-2/SARS-CoV [15]. Pe3ysTaThl 3KCTIEPUMEHTOB IIPECTABIEHE] B TabI. 3.

Tabmuma 3
H3zyuenne neiictBus in vivo xommoswuuu (1) u (ii) Ha uarnbuposanue PHK
SARS-CoV-2 xommgecTBeHHBIM I[P MeTOAOM C OMOIIBIO THOPUAU3AHOHHO-
GbiryopecLieHTHOM AeTeKIMH

Ipynma 1 I'pymma 2 I'pynma 3 I'pymma 4 | I'pyuna 5
OTPHUATEIHH N
it UOMOKUTENBHEIR | KOMUOSAIMS | KOMITO3HIL PHKaza
KOHTPOI KOHTPOJIL (1) u (ii)
Kpomrk 1 - 25 — — 26
IToporoenr | Kpomux 2 | - - 27 — — 26
Homkn | Kpomwk 3 — 24 — - 24
(Ct) Kponuxk 4 — 28 - — 28
Kponux 5 - 27 — - 30
Cpenntee
3HaUYEeHHE - 26 - — 27
Ct.
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Kax BuaHO U3 Tab11.3, IpH BBEACHHU JKHBOTHBIM KoMmo3uuwi (i) - rpynmna 3,
1 komnosuumi (ii) - rpynna 4 ,PHK SARS-CoV-2 ve o6napy:xusaercs. B To xe
BpeMs B Ipynne 2 #u rpymne 5 cpeanee 3Hadenue Ct 26-27 IpakTHUECKH He
MEHSETCA.

Pe3ynpTaTel CBHAETENBCTRBYIOT O TOM, YTO IO/ AeHCTBHEM KOMIO3MIMH (i) 1
(ii) mpoucxonut paciuernenue PHK Bupyca SARS-CoV-2, Toraa xak ceoGomHas
PHKaza npakTiuecksl He JEHCTBYET B YCIOBHAX in vivo.,

,Z{eﬁcnsﬁe KoMﬁdsnuﬁH (1) u (1) in vivo VHCCJIGJ_T,OiBé.JIOCB TaKOKe MeTonoM
renp-anekTpodopesza (Our.2) [16].

@ur.2. T'ens anexrpodopes B 3 % araposnom rene [16].

I'pynna 1- oTpAnaTenbHEIN KOHTPOIE ((HH3HOIOTHUECKH PACTBOD)

I'pynma 2- monoXXuTensHEIH KOHTPOIIb, 06paser] Maska cogepxkamuii SARS-CoV-2
I'pynma 3-xoMnozunwus (i)

I'pynna 4-xommozutus (ii)

I'pymma 5-PHKasza (1 ex./mxi)

Kak BunHo 13 @ur. 2, B KOHTPONBHEIX 00pasiax (ucxonusi K+ - rpymma 2)
nmeercsa gparment N resa COVID-19, Torna xax mof geficrBreM KoMmozummii (i)
u (11) (rp. 31 rp. 4) npoucxomut paspymenue N ren Bupyca SARS-CoV-2.

Csobomnas PHKasa (rp.5) me pacmemiser PHK koponasupyca in vivo
(tabm. 3 m rp. 5). |

ITpamep 6. CTabuiabBocts tanocoM ¢ PHKasoii (komnosumus (i)
Hs onipenenenns cTabUIBHOCTH KoMITo3unuio (i) uHKyOuposamu npu 36°C B

TCYCHHE PA3IMIHBIX MHTEPBAJIOB BPEMEHH OT OJHOr0 IO HIeCTH dacoB (Tali. 4).
3areM Kk kaXgoMy o6pasily KoMIo3uimn (i) [o6aBIsuIH GHoNOrHIecKmit MaTeprI ¢
KopoHapupycHOH HHpexnmed SARS-CoV-2 u BHOBE muKyGHposanu npu 36°C
OIMH 9ac. DKCIEPHUMEHT NMPOBOJMIM KaK OIUCcaHo0 B npmMepe 4. Brinenerne PHK

H BbuiBneHHe BHpyca SARS-CoV-2 mpoogminy 1mo CTaHIAPTHOMY METOAY C
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IIOMOIIEBIO CEPTHPHMIUPOBaHHLIX HabopoB peareHToB «JIHK-Texuomorus» [15].
DKCIepHMeHT IIPOBOJIH B 5 MOBTOpAaXx.
B Tabn.4. mpueeneHbl aHHEIE O H3YyYEHHIO CTAGHIIBHOCTH JIMIIOCOM C

PHKa3zo0ii -xomnosuias (1) Mmetomom RT-TTLP.

, Tabmuna 4
Hccnenosanne crabunsaoctd aumnocoM ¢ PHKazoit- xommosurus (1) merogom RT-
I11IP '
HonoxurensHbni Kommosemas (i)
KOHTpPOJIB {+) e
COVID-19
ly 249 3uq 649
20 30 25 27 25
Ioporoserit 20 30 28 27 28
maka (Ct) 18 23 31 28 26
19 24 22 27 27
Cpenmee
3HA9CHHE 19 27 26.5 27 26.5
Ct. :

W3 npusenénnoi TabNMIBI BHIHO, YTO mox AeiicTBmeM Kommozuuum (i)
moporopeiit nuka (Ct) cMemaercs Ha 8§ UMKIOB, YTO CBHAETEIBCTBYET O TOM, UTO
BHPYyCHas Harpyska YMEHBINACTCS IPUMEPHO B 10° pas. Ilpu 3ToM yCTaHOBIEHO,
9T0 CpepHee 3Hauedue mnoporosoro muia (Ct) mpm TP ¢ i1umocomamu
comepxamuMu PHK a3y (xoMmozuuus i) mpakTHYecKH He MeHsieTcs B HHTEpBale
BpeMEHH OT 1 70 6 4acoB, YTO CBHIOETEIBCTBYET O CTAOMUIBHOCTH JIMIIOCOM -

conepxamux PHKa3y (xomito3uinsg i) B TeueHue 6 4acos.

IIpumep 7. CrabuasHocTh Junmocom ¢ PHKaszoli m mukiaozammagom
(xommo3nmus (ii))
At onpeneneHus cTabRIBHOCTH KOMITO3UIHIO (i1) HEKyOupoBanu npu 36°C

B TEYEHHE PasIUYHEIX MHTEPBAJIOB BPEMEHH OT OZHOTO A0 IIecTH 4acoB (Tabi. 5).
3aTeM K kaxaoMy obpasiy KomMnosuuuu (i) qo6aBmsum GHOTOrHIECKHE MATEPHIL
¢ xkopoHasHpycHoil nHbekimelt SARS-CoV-2 u BHOBE uHKyOHpoBamu mpu 36°C

OZMH 4Yac. DKCIIEPHMEHT IIPOBOMIN KaK ONKUCAaHO B mpumMepe 4. Brinenenne PHK

12



u BousiBieHue supyca SARS-CoV-2 npoBogunu mo cragmapTHOMy METOmy ¢

IIOMOIIBI0 CEPTU(GMIMPOBAHHEIX Habopop pearentoB «JJHK-Texmomorns» [15].

Tabmwna 5
Hccnenosanue crabmipaocTd unocoM ¢ PHKa30i 1 HukI03aMuIoM
(kommosmmus ii) MmetogoM RT-TIL[P

IonoxwurensHEIH Kommozunms (ii)
KOHTPOIB (+)

R 2y 39 64

IToporossrit 21 26 25 | 27 25
ki (Ct) 18 27 26 25 30
18 30 30 26 27

19 25 24 27 27

Cpemmmii Ct.

19 27 26 26 26.5

Kax BUIHO B3 TaOMULE! 5, 9T0 IOA AeiicTBrEM KOoMIo3HuH (ii) HOpOI‘OBI:IfI
ukin (Ct) cmemaeTcss Ha 8 HUKIIOB, YTO CBHAETENLCTBYET O TOM, YTO BHpYCHas
Harpyska ymeHsplnaercs npumepHo B 10° pas. Ilpu stom YCTAaHOBJIEHO, 9TO
cpenﬁee 3HaveHne noporoporo mukna (Ct) npu [MLP npakriuueckn He MEHIETCS B
HHTEpBAJEC BPeMEHM OT 1 10 6 4acoB, WTO CBHUIAESTENLCTBYET O CTAGHIBHOCTU
muniocoM copepxammx PHKasy w Huxmozammpy (koMImoswuws ii) B TedeHue 6

HyacoB.

Hpumep 8. HccaenoBanne 6e300aCHOCTH H TOKCHYHOCTH KOMIO3HIMH (i)

u (ii) HA >XMBOTHBIX in vivo (KPOJIHKH H MBINM), 2 TAKXKEe HA KYJbTypax
KjeTok (paGpodacTsl H renaTOUHTHI) iR Vitro.

Knetxku ¢pubpobrnactos 6si1u monydens! Hamu 1o Metony [17]. Temarorurs

IIe9YeHH KPBICHl MOIydeHH! 1o MeToxy [18].

ITuroTokcHueckue cBoiicTBa kommosmimi (i) u (ii) ompemenanH MeToaoM
MTT in vitro [19]. Hauusie, npencTaBieHsl B BHAE CPETHETO 3HaYeHus (U3 3
aKCIepuMeEHTOB). [TuToToRCHYIecKui 3¢ (eKT KaKIoro U3 UCCIeNyeMBIX 06pa3IoB
KOMIIOBHIH CPAaBHUBAIK C KOHTPOJEM IHUTOCTATHKOM «LIHCIIaTHHY (Teva

Pharmaceutical Industries, Ltd., M3pauis).
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Tabmuna 6.

I[TITOTOKCHYHOCTE KOMIO3UITHH Ha KIIETOUHOH KyJIbTYpe hubpobiacTon

Konnentpanus,
ITomasnenne pocra Kietok (%)
O6pa3zus! 10 MxT/™M1 100 1 Mr/mn 10 mr/™mn
MKT/MIT
JIBIT0COMEI c PHKazoin | 0,0+0,0 | 0,0£0,0 | 2,3+0,4 5,4+0,6
(xomMmo3urs (1))
Jlunnocomer ¢ PHKaza c¢| 0,0£0,0 | 0,0+0,0 | 3,2+0,5 8,6+0,3
HUKITO3aMHZIOM  (KOMIIO3HIHA
(i) , | | , 0 ,
PHKaza B dumsumomornueckum | 0,0+£0,0 | 0,0+0,0 | 0,5+0,1 1,2+0,1
pacTBOpe
Iucruiatun 10+£2,1 | 51,2£1,5 | 100.0£0,0 | 100,0+0,0
Tabmuma 7.
IIATOTOKCHYHOCTD, KOMITIO3HITHI Ha IelaToIUTaxX
Kornentparus,
O6pasiEl TMogaBnerune pocta knetTox (%)
10 100 1 mr/ma | 10 mr/Mn
MKI/MJI MKI/MII
JIuIrocoMer c PHKaszoit { 0,0+0,0 0,0+0,0 1,3+£0,3 | 3,4+0,6
(KOMITO3HUHS 1)
JIrmocoMsl c PHKaz3a c| 0,0+£0,0 0,0+0,0 1,740,4 | 4,2+0,3
HUKJI03aMHUIOM (KOMITO3HLHA 11)
PHKaza B ¢dusuomormaeckum | 0,0+0,0 0,0+0,0 0,3+0,1 | 0,8+0,2
pacTBOpe
IucmmaTHy 14,1x0,7 | 183+1,6 | 33,3£0,6 | 37,8+0,3

Kak Buano u3 nomyueHHBIX JaHHBIX (Tabmumer 6 u 7), B AuamasoHe

KOHITeHTpauui 10 - 100 MKI/M1 00pa31isl He IIOJABISIIA POCT HOPMAIBHEIX KIETOK

II0 CPaBHEHHIO C IIpermapaToM cpaBHeHHd (ImcruiatuH). TakuMm  obGpasoM,

xommosunml (i) m (ii) He oOMAamArOT UMTOTOKCHYECKUM SdexToM Ay

HOPMAITBHBIX KIIETOK.

IIpumep 9. M3y4enne o01el TOKCHYHOCTH KOMIIO3HIHI HA KPOJIHKAX H

MBIINAX in vivo

Hcenenosanus nIpoBo Wi in vivo Ha 4 Ipymnax XKMBOTHEIX II0 5 KPOJIHMKOB

(mopoxer “Benukan”, Maccoii 1,6 — 1,8 xr) u Gecriopoansix Memmel (Maccoit 18 -
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20 r) mo 10 mpimte#t B rpynme.  HcecnenyeMele KOMIIO3HIMH 3aKaNBIBAIN B TIIa34
KHUBOTHBIX 2 pasa B JieHk (YIPOM H BeuepoM) Io 50 MKI (H3HOTOrHYECKOTO
pacTBOpa B IIpaBbid IJ1a3 — KOHTPOJIb, 4 B A€BbIH a3 50 MK - kommnosuius — (i) u
(11) B Teuenue 5 muei.

ITepBas rpynmna - KOHTPONb ((PH3HOMIOTHYECKHUH pacTBOP)

Bropas rpynna - TMIIOCOMEI H3 COEBOrO JEIUTHHA,

Tpetss rpynma - nHIocoMs! u3 coeBoro Jeuutrna ¢ PHKazoi (koMIo3uIms
(@),

 Yersepras rpynma - JHIOCOMBI H3 COEBOro ienurtuna ¢ PHKasot u ¢
HUKJI03aMUAOM (Kommozurud (ii)).

[apannensHO B KaXKIOH IpymIle KPONMKOB BBOLHIM HMHTPaHA3aNbHO 110 20
MKJI HCIIBITYEMBIX 00pa3IioB B KaXKAYIO HO3ZPIO.

Uepes 5 xueit BBENECHMSA BHIENEPEUHCICHHBIX pacTBOPOB OIpEeAeIsIn
BU3yalbHBIC H3MEHCHHS, IIPOMCXOAAIINE B IMIa3aX KPONMKOB M 00Iee COCTOSHME
XKHMBOTHBIX, & TakkKe CHMMAld OHOXMMHYECKHME ITOKa3aTeld KPOBH JKHBOTHBIX
(Mprnel B KpoimkoB) 1o Metoxy [20]. BusyanpHoe HabIIOIEHHE MOKA3AI0, YTO
CaMOYYBCTBHE JKCIIEPHMEHTANBHEIX M KOHTPOJBHOM TIPYIIBl XUWBOTHEIX OBLIO
OAHAKOBEIM.

B TaGumme 8 u 9 IPUBEACHEl OMOXUMHUYECKHE MTOKA3ATENH HCCIENOBaHHbBIX

KHUBOTHBHIX,
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BuoxumutecKue oKasaTed KpOBH SKCIEPHMEHTANBHBIX HKHBOTHBIX (KPOIIMKH)

Tabma 8

Bil LDG ALT T-Prot AST Chol TG Glu CK
O06pazupr
M/ ME/n ME/n r/n ME/n Mr/ o MI/ 11 ME/IE ME/n

Jlumocoma u3 CoCBOro 0,42+0,09 | 156,8+1,2 | 282+24 | 580+3,1 | 150+0,4 | 37,5+£02 125,7 +1,6 | 1157+6,6 | 152,5+5,3

JeHATAHA
Manocomst ¢ PHRasoft | 54, 405 | 1437240 | 403430 | 586410 | 167409 | 362+08 132,629 | 127,9+8,1 | 1653+17
(xoMmozunms (i))
Jlumocomur ¢ PHKaza ¢
HHKJIO3aMHJIOM 0,41+0,03 [ 1489425 | 378+3,6 | 60,5+1,8 | 157+0,6 | 41,7+0,6 | 128,254 | 2022+04 | 180,7+34
(xoMmosmius (ii))
PHKaza B
(PH3HOIOTHUECKOM 0,37£0,02 | 154,1+1,5 | 399+72 | 62,0+0,9| 182-1,1 41,614 | 1244+78 {1183+0,8 | 186,5+4,1
pacTBope

KouTpons 0,40 £ 0,00 [ 155,7+3,6 | 30,5+14 60,3 +4,1 20,1 +1,7 37,2+0,6 128,86+ 7,9 160+3,3 151,6 1,5
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broxaMuyecKne noKazaTens KPOBH JKCIICPHMEHTANBHBIX KHBOTHLIX (MLIIHH)

Tabmua 9

Obpasnsl Thil Dbil ALT ALP AST Chol TP Glu Urea
MKM/ en/n Mr/ o /o MM/i
Jlurocoma 13 CORBOTO | ng 4 5 14,6£0,2 | 582+0.4 440,0£0,1 | 295,0+0,4 | 62,5402 | 117,740,6 | 4,1£0,6 | 38,5:03
JIEIATHHA
JIumocoms! ¢ PHKazoii
. 30,0+0,4 13,0£0,4 61,7+0,6 438,7+0,4 298,0+0,1 60,5+0,1 106,7+0.4 | 4,5+0,3 38,5+0,2
(xommosuuus (1)) ’
Jlumocomsl ¢ PHKaza
¢ HHKJIO3aMHIOM 31,2+0,1 14,1+0,1 59,3+0,1 427,6+0,3 300,7+0,2 66,2+0,0 | 109,6+0,2 | 4,304 39,8::0,3
(xoMmozumus (ii))
PHKaza B
(bH3H0TOrHUECKOM 29,9+0,2 14,1+0,5 62,9+0,2 442 .0+0,2 299,2+0,3 63,6+0,4 114,8+0,1 3,9+0,3 36,5+0,1
pacTeope I
KonTpons 31,8+0,1 15,7+0,3 62,5+0,4 443,3+0,1 301.7+0,1 65,3+0,1 118,8+0,2 | 4,5+0,3 39,60,1

Kak BHIHO M3 MONy4eHHBIX MaHHBIX (Tabn.8 u Tabn. 9), 3HaUeHHS OCHOBHBIX IOKA3aTeledl KPOBH MPAKTHYECKH HE

OTIHYAIOTCS OT KOHTPONBHBIX, YTO CBHIAETENBCTBYET, O He TOKCHYHOCTH kommoszummit (i) u (ii) HA XHUBOTHBIX.
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ITpumep 10. BHOMHKpOCKODHYECKOe HCCeOBAHHE CJAH3HCTHLIX ria3
IKCIIePHMEHTAIBHDLIX JKHBOTHBIX (KPOJIHKH)
Helictere nunocoM, comepikammx Kommosurun (i) # (i) HA CIHUSHCTEHIE

OBIII0 H3y9EeHO IyTeM HCCIeJOBaHUS JUHAMHIECCKOrO KOHTPOIS [1a3 KPOJIHKOB.

B xoxe skcrniepuMeHTa HOpOBOIMICS AWHAMWYECKUN KOHTPONL COCTOSHHSA
rna3 (oGTanbMONOTHYECKHH CTaTyc) KpOJIHMKOB METONOM OHOMHMKPOCKOIIHH,
BHOMHKPOCKONIMYECKOE  HCCIEIOBaHHE  OCYIISCTBILIIM  NPH  [IOMOIIH
o) TATEMOIOTHIECKOTO OHOMUKPOCKONA — IeneBo namms «SL 115» dupmer Carl
Zeiss (I'epmanus) mpu ysenuvenud B 10 4 16 pas eXeJHEBHO B TE€UEHHE BCETO
cpoxa HabmoneHus. OLEHUBANH COCTOSHHE KOHBIOHKTHBEI, CKIEPHI, POTOBHIBI,
IepeaHer KaMepsl, paiykKd U pediexc ¢ rmasHoro jAHa. Pasnudnble cremeHH
ysenudenus (x10, x16) npu OHOMHKpPOCKOIHM IIO3BOISLIH 0o0jiee JETAILHO
HM3Y4HTEH COCTOSHHE CTPYKTYP IepeflHero CerMeHTa riasa.

Ilepen nposeneHneM 0HOMEKPOCKOIMMYECKHX HCCIEAOBAHMEA BCEX KPOIHKOB
TYTO IEJICHAIH, FOJIOBY IIJIOTHO (PUKCHPORAIH 3a IIENSBOH JIAMIIOH.

B xozne nposeneHns 6MOMHKPOCKOIMYECKUX HCCIESIOBAHMMN MapHLbIe Ta3a
KPONHMKOB OBLIH NPUHATH 32 HOPMY M HCIIOJB30BAIHCH B KAUECTBE KOHTPOIA B
X0Jie SKCIIEPUMEHTOB.

IlepBas mpoBepka NPOBOAMIACH dYepe3 CYTKH IIOCHE 3aKambIBaHHS
koMmo3urmi (1) 1 (ii) 1 TUIOCOM B3 COEBOIo JICIUTHHA.

Ilpu ocMmoTpe MeToAOM OHOMEKPOCKOIMHM OTMEYaloCh, YTO I7a3a OBINH
CIIOKOMHEI 03 OTHENseMOro, pOroBHIla HpO3pavHas U TJIaKas, KOHBIOHKTHBA BEK
GnenHo posoBas u Omectsmuas, ckiepa Oenas 0e3 MHBEKIHHM COCYZOB. Biara
IIEpeHEH KaMephl Takxe OplIa Mpo3pavdHoit Oez mpHMecH Kakux-THOO 3JIEMEHTOB.
Panyxka penbedHa, 3padoK KpyIVBId, peakuus Ha cBeT XuBasd. ONTHYECKHE
CpeaBl Ha BCEX IIa3ax OCTABAIMCH NPO3PAaYHBIMU, pediekc ¢ IIa3HOro JHa OBLT
pozoBlii. 1Ipr3HakoB BOCIIANEHUS U TOKCHKO-aJUIEPIHUYECKOM PEaKi[iy BEISBICHO

He OBLIO.
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3a Bech IepHOZ HabMOACHUA y BCeX KPOIHKOB OQTAIBMOIOIHYECKH
cratyc oboMx Tna3 OBUT  HMOEHTWYHBIM ©€3 KIMHHYECKMX IPH3HAKOR
BOCMANUTENBHBIX U AJUIEPTHISCKUX PEAKIIMIA.

OTH [JaHHEIE CBHJETENLCTBYIOT © TOM, 4T0 kKommosmumu (1) m (i) He

TOKCHYHEI OJIA TNIa3 KPpOJIHKOB.
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1

OOPMVJIA U3OBPETEHUSA

1. KoMOuHUPOBAaHHOE JIEKAPCTBEHHOE CPEACTBO i MPODUIAKTHKA WA
JieueHUs1 KOpoHaBUpPyCcHOM MH(eKIH, Bbi3biBaeMoir SARS-CoV-2, conepikariee B
munocoMmax 3¢ dexkruBHoe konmnuecTBo Mosiekysl PHKazer A.

2. KoMOWHUpPOBAHHOE JICKAPCTBEHHOE CPEACTBO I MPO(PHIAKTHKA WM
JICUCHHUST KOPOHABUPYCHOM MH(eKIMH, Bbi3biBaeMoi SARS-CoV-2, comepikariee B
aunocomax 3¢ eKTuBHOE KoruecTBO Moiekyl PHKa3b1 A ¢ HEKI03aMHIOM.

3. KomOuHupoBaHHbIE JIEKAPCTBEHHBIE cpeactBa mo n. 1 w m 2,
NpeTHa3HAYEHHBIC 711 MHTPAHA3aIbHOTO WJTH MHTAIAIIMOHHOTO BBEACHUS.

4. Cnoco6 mnpodunakrukun uan yedeHuss SARS-CoV-2 wmHbekmuu, B
koTopoM wmonekyasl PHKaszst A ¢ HukiI03aMHAOM B KOMOMHHPOBAHHBIX
JICKAPCTBEHHBIX CPEACTBAX MO M. | ¥ M. 2 BBOAWUTCS OJJHOBPEMEHHO, OTACIHHO WIIH

nocCjacaoBarCIIbHO.

EBpa3zniickuii MaTeHTHBIN TOBEPEHHBIN
(cBuaetenbcTBO Ne 338) [Ilepctun Anaronuii FOpseBuu



KomoOunupoBanHoe JIeKapCTBEHHOE CpeacTBo, o0J1agaromee

NMPOTHUBOBHUPYCHBIM YPPexToM Mist npopuiakTuku 3apaxkennst SARS-CoV-2
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D NOoCJICAYIOIMNE NOKYMCHTHI yKa3aHsbl B IPOACDKCHUHA

«T» - Gonee NO3AHMIA AOKYMEHT, ONyGIMKOBAHHbIH NMOCHE JATH IPUOPHTETA U
* OcoBble KATEropHUH CCHUIOUHBIX IOKYMEHTOB! JOkymeHT, ony prop

«A» - IOKyMEHT, onpeaensomuii oGImA ypoBeHs TEXHUKK MIPUBECHHEIA /U151 NOHMMAHHS H30GpeTeHNs
D - ROKYMEHT, NpHBEEHHBIA B eBPAsHHACKOM 3a1BKE «X» - IOKYMEHT, HMelolui HauGonee GAN3KOE OTHOLIEHHE K NPEAMCTY IONCKa,

«E» - 6ofiee paHHuii AOKYMEHT, HO ONTyGIMKOBARHBIA Ha 1ATy NIOAAUH nopovAIHi HOBU3HY WM H306PETaTENLCKUIA YPOBEHE, B3ATHIH B OTACAbHO-

eBpazuiickoll 3asBKH MK NIOCTIC Hee v o i HanG 6AM3KOS OTHOLL e oMCKa.
«O» - IOKYMEHT, OTHOCAIIMHACA K YCTHOMY PAcKpBITHIO, IKCIIOHHPO- «Y» - JOKYMCHT, HMCIOLIWH Hanbolee O1M3KOE OTHOIIEHHC K MPCAMETY >
BAHMIO M TA TIopoYAIMi H306pETaTeNbCKHUi YPOBEHD B COUECTAHHH C APYTHMH AOKYMCH-

"P" - IOKyMEHT, OIyGNMKOBaHHBIH 10 J1aThi 0/1a41 eBpasHicKoi TaMH TOH e KaTeropHH

3aBKH, HO TIOCIIE IaThl HCTIPALIMBAEMOTO NIPHOPHTETA" (& - IOKYMEHT, ABAIOIHAHCA NATSHTOM-aHATOTOM
«L» - MOKYMEHT, NIPUBEICHHBIN B APYTHX LEAAX
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